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DATA SUPPLEMENT 
 

Appendix A. Search strategies 

Table S1. Search strategies for systematic review topics 

Search dates: May 2018; updated search June 2020 
Guideline chapter General principles in the management of glomerular diseases 

Systematic review 

topic 

Patient priorities in glomerulonephritis 

Search strategy - 

MEDLINE 

1. exp glomerulonephritis/  

2. glomerulonephritis.tw.  

3. Iga nephropathy.tw. 

4. exp Nephrotic Syndrome/  

5. nephrotic syndrome.tw.  

6. membranous nephropathy.tw.  

7. exp Nephrosis, Lipoid/  

8. minimal change disease.tw.  

9. henoch-schonlein purpura.tw.  

10. exp Purpura, Schoenlein-Henoch/  

11. membranoproliferative glomerulonephritis.tw  

12. MPGN.tw  

13. focal segmental glomerulosclerosis.tw.Or/9-12 

14. FSGS.tw.  

15. (exp Anti-Neutrophil Cytoplasmic Antibody-Associated 

Vasculitis/).  

16. Anti-Neutrophil Cytoplasmic Antibody-Associated Vasculitis.tw.  

17. ANCA vasculitis.tw.  

18. exp Anti-Glomerular Basement Membrane Disease/  

19. Anti-Glomerular Basement Membrane Disease.tw.  

20. Anti-GBM.tw. exp 

21. Or/1-20 

22. exp Public Opinion/ 

23. public opinion.tw. 

24. exp urban population/ 

25. urban population.tw. 

26. exp Population Groups/ 

27. population groups.tw. 

28. exp Community Participation/ 

29. consumer participation.tw. 

30. consumer$.tw. 

31. community.tw. 

32. Public.tw. 

33. people.tw. 

34. or/22-33 

35. exp Therapeutics/ 

36. Immunosuppressive treatment.tw. 

37. Non-immunosuppressive treatment.tw. 

38. 35 or 36 or 37 

39. exp patient preferences/ 

40. Patient preferences.tw. 

41. exp Social Values/ 

42. exp Social Justice/ 

43. social values.tw. 

44. social justice.tw. 
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45. exp Social Desirability/ 

46. social desirability.tw. 

47. exp Health Care Rationing/ 

48. health care rationing.tw. 

49. exp Health Priorities/ 

50. health priorities.tw. 

51. exp Patient Selection/ 

52. patient selection.tw. 

53. exp PROGNOSIS/ 

54. prognosis.tw. 

55. exp Age Factors/ 

56. age factor$.tw. 

57. exp Time Factors/ 

58. time factor.tw. 

59. exp Decision Making/ 

60. decision mak$.tw. 

61. exp Life Expectancy/ 

62. life expectancy.tw. 

63. exp Life Style/ 

64. life style.tw. 

65. value$.tw.  

66. preference$.tw. 

67. or/39-66 

68. 21 and 67 

69. 34 and 68 

70. 38 and 69 

Guideline chapter Immunoglobulin A nephropathy/Immunoglobulin A vasculitis 

Systematic review 

topic 

Immunosuppressive therapy of IgA nephropathy 

Search strategy – 

CENTRAL 

1. MeSH descriptor Glomerulonephritis, IGA explode all trees in 

MeSH products 

2. iga next glomeruloneph*:ti,ab,kw in Clinical Trials 

3. iga next nephropath*:ti,ab,kw in Clinical Trials 

4. IgAGN:ti,ab,kw in Clinical Trials 

5. (“iga-n” or “igan”):ti,ab,kw in Clinical Trials 

6. berger* next disease* :ti,ab,kw in Clinical Trials 

7. (“immunoglobulin a” next nephropath*):ti,ab,kw in Clinical Trials 

8. (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7) 

Search strategy - 

MEDLINE 

1. Glomerulonephritis, IGA/  

2. iga glomerulonephritis.tw.  

3. iga nephropath$.tw.  

4. IgAGN.tw.  

5. igA-N.tw.  

6. berger$ disease.tw.  

7. immunoglobulin a nephropathy.tw.  

8. or/1-7  

9. randomised controlled trial.pt. 

10. controlled clinical trial.pt. 

11. randomized.ab. 

12. placebo.ab. 

13. clinical trials as topic/ 

14. randomly.ab. 

15. (crossover or cross‐over).tw. 

16. Cross‐over Studies/ 
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17. trial.ti. 

18. or/9-17 

19. animals/ not (humans/ and animals/) 

20. 8 and 18 

21. 20 not 19 

Search strategy - 

Embase 

1. Immunoglobulin a Nephropathy/ 

2. iga nephropathy.tw. 

3. iga glomerulonephritis.tw. 

4. berger$ disease.tw. 

5. IgAGN.tw. 

6. igA-N.tw. 

7. immunoglobulin a nephropathy.tw. 

8. or/1-7 

9. randomised controlled trial/ 

10. crossover procedure/ 

11. double‐blind procedure/ 

12. single‐blind procedure/ 

13. random$.tw. 

14. factorial$.tw. 

15. (crossover$ or cross‐over$).tw. 

16. placebo$.tw. 

17. (double$ adj blind$).tw. 

18. (singl$ adj blind$).tw. 

19. assign$.tw. 

20. allocat$.tw. 

21. volunteer$.tw. 

22. or/9-21 

23. 8 and 22 

Systematic review 

topic 

Non-immunosuppressive therapy of IgA nephropathy  

Search strategy - 

CENTRAL 

1. MeSH descriptor Glomerulonephritis, IGA explode all trees in 

MeSH products 

2. iga next glomeruloneph*:ti,ab,kw in Clinical Trials 

3. iga next nephropath*:ti,ab,kw in Clinical Trials 

4. IgAGN:ti,ab,kw in Clinical Trials 

5. (“iga-N” or “igan”):ti,ab,kw in Clinical Trials 

6. berger* next disease*:ti,ab,kw in Clinical Trials 

7. (“immunoglobulin a” next nephropath*):ti,ab,kw in Clinical Trials 

8. (1 OR 2 OR 3 OR 4 OR 5 OR 6 OR 7) 

Search strategy - 

MEDLINE 

1. Glomerulonephritis, IGA/ 

2. iga glomeruloneph$.tw. 

3. iga neph$.tw. 

4. IgAGN.tw. 

5. IgA-N.tw. 

6. berger$ disease.tw. 

7. (“immunoglobulin a” and neph$).tw. 

8. Glomerulonephritis/im [Immunology] 

9. or/1-8 

10. randomised controlled trial.pt. 

11. controlled clinical trial.pt. 

12. randomized.ab. 

13. placebo.ab. 

14. clinical trials as topic/ 

15. randomly.ab. 



 4 

16. (crossover or cross‐over).tw. 

17. Cross‐over Studies/ 

18. trial.ti. 

19. or/10-18 

20. animals/ not (humans/ and animals/) 

21. 9 and 19 

22. 21 not 20 

Search strategy - 

Embase 

1. Immunoglobulin a Nephropathy/ 

2. iga neph$.tw. 

3. iga glomeruloneph$.tw. 

4. berger$ disease.tw. 

5. IgAGN.tw. 

6. igA-N.tw. 

7. (“immunoglobulin a” and neph$).tw. 

8. or/1-7 

9. randomised controlled trial/ 

10. crossover procedure/ 

11. double‐blind procedure/ 

12. single‐blind procedure/ 

13. random$.tw. 

14. factorial$.tw. 

15. (crossover$ or cross‐over$).tw. 

16. placebo$.tw. 

17. (double$ adj blind$).tw. 

18. (singl$ adj blind$).tw. 

19. assign$.tw. 

20. allocat$.tw. 

21. volunteer$.tw. 

22. or/9-21 

23. 8 and 22 

Systematic review 

topic 

Immunosuppressive treatment of Henoch-Schönlein purura (HSP)/IgA 

vasculitiis 

Search strategy - 

CENTRAL 

1. MeSH descriptor Purpura, Schoenlein-Henoch, this term only 

2. henoch next scho*nlein next purpura:ti,ab,kw 

3. allergic next purpura:ti,ab,kw 

4. anaphylactoid next purpura:ti,ab,kw 

5. henoch next purpura:ti,ab,kw 

6. nonthrombocytop*enic next purpura:ti,ab,kw 

7. non next thrombocytop*enic next purpura:ti,ab,kw 

8. leukocytoclastic next vasculitis:ti,ab,kw 

9. peliosis next rheumatica:ti,ab,kw 

10. purpura next rheumatica:ti,ab,kw 

11. rheumatoid next purpura:ti,ab,kw 

12. scho*nlein next disease:ti,ab,k 

13. (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR 

#10 OR #11 OR #12) 

Search strategy - 

MEDLINE 

1. Purpura, Schoenlein-Henoch/ 

2. henoch scho?nlein purpura.tw. 

3. scho?nlein henoch purpura.tw. 

4. allergic purpura.tw. 

5. anaphylactoid purpura.tw. 

6. henoch purpura.tw. 

7. (nonthrombocytop?enic purpura or non thrombocytop?enic 

purpura).tw. 
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8. leukocytoclastic vasculitis.tw. 

9. peliosis rheumatica.tw. 

10. purpura rheumatica.tw. 

11. rheumatoid purpura.tw. 

12. scho?nlein disease.tw. 

13. or/1-12 

14. randomised controlled trial.pt. 

15. controlled clinical trial.pt. 

16. randomized.ab. 

17. placebo.ab. 

18. clinical trials as topic/ 

19. randomly.ab. 

20. (crossover or cross‐over).tw. 

21. Cross‐over Studies/ 

22. trial.ti. 

23. or/14-22 

24. animals/ not (humans/ and animals/) 

25. 13 and 23 

26. 25 not 24 

Search strategy - 

Embase 

1. Anaphylactoid Purpura/ 

2. henoch scho?nlein.tw. 

3. scho?nlein henoch.tw. 

4. allergic purpura.tw. 

5. anaphylactoid purpura.tw. 

6. henoch purpura.tw. 

7. nonthrombocytop?enic purpura.tw. 

8. non thrombocytop?enic purpura.tw. 

9. leukocytoclastic purpura.tw. 

10. leukocytoclastic vasculitis.tw. 

11. peliosis rheumatica.tw. 

12. purpura rheumatica.tw. 

13. rheumatoid purpura.tw. 

14. scho?nlein disease.tw. 

15. or/1-14 

16. randomised controlled trial/ 

17. crossover procedure/ 

18. double‐blind procedure/ 

19. single‐blind procedure/ 

20. random$.tw. 

21. factorial$.tw. 

22. (crossover$ or cross‐over$).tw. 

23. placebo$.tw. 

24. (double$ adj blind$).tw. 

25. (singl$ adj blind$).tw. 

26. assign$.tw. 

27. allocat$.tw. 

28. volunteer$.tw. 

29. or/16-28 

30. 15 and 29 

Guideline chapter  Membranous nephropathy 

Systematic review 

topic 

Immunosuppressive therapy of membranous nephropathy 

Search strategy – 

CENTRAL  

1. MeSH descriptor Glomerulonephritis, Membranous, this term only 

in MeSH products 
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2. (membranous NEAR/2 glomerulo*):ti,ab,kw 

3. (membranous NEAR/2 nephropathy):ti,ab,kw 

4. (extramembranous next glomerulo*):ti,ab,kw 

5. mgn:ti,ab,kw  

6. imn:ti,ab,kw  

7. (#1 OR #2 OR #3 OR #4 OR #5 OR #6 

Search strategy - 

MEDLINE 

1. Glomerulonephritis, Membranous/ 

2. (membranous adj2 glomerulo$).tw. 

3. (membranous adj2 nephropathy).tw. 

4. extramembranous glomerulopathy.tw. 

5. mgn.tw. 

6. imn.tw. 

7. or/1-6 

8. randomised controlled trial.pt. 

9. controlled clinical trial.pt. 

10. randomized.ab. 

11. placebo.ab. 

12. clinical trials as topic/ 

13. randomly.ab. 

14. (crossover or cross‐over).tw. 

15. Cross‐over Studies/ 

16. trial.ti. 

17. or/8-16 

18. animals/ not (humans/ and animals/) 

19. 7 and 17 

20. 19 not 18 

Search strategy - 

EMBASE 

1. Membranous Glomerulonephritis/ 

2. (membranous adj2 glomerulo$).tw. 

3. (membranous adj2 nephropathy).tw. 

4. extramembranous glomerulopathy.tw. 

5. mgn.tw. 

6. imn.tw. 

7. or/1-6 

8. randomised controlled trial/ 

9. crossover procedure/ 

10. double‐blind procedure/ 

11. single‐blind procedure/ 

12. random$.tw. 

13. factorial$.tw. 

14. crossover$ or cross‐over$).tw. 

15. placebo$.tw. 

16. (double$ adj blind$).tw. 

17. (singl$ adj blind$).tw. 

18. assign$.tw. 

19. allocat$.tw. 

20. volunteer$.tw. 

21. or/8-20 

22. 7 and 21 

Guideline chapter  Nephrotic syndrome in children 

Clinical question Glucocorticoid therapy for nephrotic syndrome in children 

Search strategy - 

CENTRAL 

1. MeSH descriptor: [Nephrotic Syndrome] this term only 

2. MeSH descriptor: [Nephrosis, Lipoid] this term only 

3. “nephrotic syndrome”:ti,ab,kw 

4. “lipoid nephrosis”:ti,ab,kw 
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5. #1 or #2 or #3 or #4 

6. child* or infant*:ti,ab,kw 

7. boy* or girl*:ti,ab,kw 

8. pediatric* or paediatric*:ti,ab,kw 

9. #6 or #7 or #8 

10. #5 and #9 

Search strategy - 

MEDLINE 

1. nephrotic syndrome/ 

2. nephrosis, lipoid/ 

3. nephrotic syndrome.tw. 

4. lipoid nephrosis.tw. 

5. or/1-4 

6. exp child/ 

7. exp Infant/ 

8. child$.tw. 

9. infant$.tw. 

10. (boy$ or girl$).tw. 

11. (pediatric or paediatric).tw. 

12. or/7-12 

13. and/5,12 

14. randomised controlled trial.pt. 

15. controlled clinical trial.pt. 

16. randomized.ab. 

17. placebo.ab. 

18. clinical trials as topic/ 

19. randomly.ab. 

20. (crossover or cross‐over).tw. 

21. Cross‐over Studies/ 

22. trial.ti. 

23. or/14-22 

24. animals/ not (humans/ and animals/) 

25. 13 and 23 

26. 25 not 24 

Search strategy - 

Embase 

1. nephrotic syndrome/ 

2. lipoid nephrosis/ 

3. nephrotic syndrome.tw. 

4. lipoid nephrosis.tw. 

5. or/1-4 

6. exp Child/ 

7. child$.tw. 

8. infant$.tw. 

9. (boy$ or girl$).tw. 

10. (pediatric or paediatric).tw 

11. or/6-10 

12. and/5,11 

13. randomised controlled trial/ 

14. crossover procedure/ 

15. double‐blind procedure/ 

16. single‐blind procedure/ 

17. random$.tw. 

18. factorial$.tw. 

19. crossover$ or cross‐over$).tw. 

20. placebo$.tw. 

21. (double$ adj blind$).tw. 

22. (singl$ adj blind$).tw. 

23. assign$.tw. 
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24. allocat$.tw. 

25. volunteer$.tw. 

26. or/13-25 

27. 12 and 26 

Systematic review 

topic 

Non-glucocorticoid immunosuppressive medications for steroid-sensitive 

nephrotic syndrome in children 

Search strategy - 

CENTRAL 

1. “nephrotic syndrome”:ti,ab,kw 

2. (lipoid next nephrosis):ti,ab,kw 

3. #1 or #2 

Search strategy - 

MEDLINE 

1. nephrotic syndrome/ 

2. nephrosis, lipoid/ 

3. nephrotic syndrome.tw. 

4. lipoid nephrosis.tw. 

5. or/1-3 

6. (exp Adult/ not (exp Aged/ and exp Child/ or exp Infant/ or exp 

Adolescent/)) 

7. 5 not 6 

8. (child* or infant* or babies* or boy* or girl* or pediatric* or 

paediatric* or adolescen*) 

9. and/5,8 

10. or/7,9 

11. randomised controlled trial.pt. 

12. controlled clinical trial.pt. 

13. randomized.ab. 

14. placebo.ab. 

15. clinical trials as topic/ 

16. randomly.ab. 

17. (crossover or cross‐over).tw. 

18. Cross‐over Studies/ 

19. trial.ti. 

20. or/11-19 

21. animals/ not (humans/ and animals/) 

22. 9 and 20 

23. 22 not 21 

Search strategy - 

Embase 

1. Nephrotic Syndrome/ 

2. Lipoid Nephrosis/ 

3. nephrotic syndrome.tw. 

4. lipoid nephrosis.tw. 

5. or/1-4 

6. ((Adult/ or Middle Aged/ or exp Aged/) not ((Adult/ or Middle 

Aged/ or exp Aged/) and (exp Child or exp/Adolescent)) 

7. 5 not 6 

8. (child* or infant* or babies* or boy* or girl* or pediatric* or 

paediatric* or adolescen*) 

9. and/5,8 

10. or/7,9 

11. randomised controlled trial/ 

12. crossover procedure/ 

13. double‐blind procedure/ 

14. single‐blind procedure/ 

15. random$.tw. 

16. factorial$.tw. 

17. crossover$ or cross‐over$).tw. 

18. placebo$.tw. 
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19. (double$ adj blind$).tw. 

20. (singl$ adj blind$).tw. 

21. assign$.tw. 

22. allocat$.tw. 

23. volunteer$.tw. 

24. or/12-24 

25. 10 and 24 

Systematic review 

topic 

Interventions for steroid-resistant nephrotic syndrome in children 

Search strategy - 

CENTRAL 

1. MeSH descriptor: [Nephrotic Syndrome] explode all trees 

2. MeSH descriptor: [Nephrosis, Lipoid] explode all trees 

3. nephrotic syndrome:ti,ab,kw (Word variations have been 

searched) 

4. lipoid nephrosis:ti,ab,kw (Word variations have been searched) 

5. minimal change glomerulonephritis:ti,ab,kw (Word variations 

have been searched) 

6. minimal change nephr*:ti,ab,kw (Word variations have been 

searched) 

7. idiopathic steroid resistant nephrotic syndrome:ti,ab,kw (Word 

variations have been searched) 

8. SRNS:ti,ab,kw (Word variations have been searched) 

9. {or #1-#8} 

Search strategy - 

MEDLINE 

1. Nephrotic Syndrome/ 

2. Nephrosis Lipoid/ 

3. nephrotic syndrome.tw. 

4. lipoid nephrosis.tw. 

5. minimal change glomerulonephritis.tw. 

6. minimal change nephr$.tw. 

7. idiopathic steroid resistant nephrotic syndrome.tw. 

8. or/1-7 

9. randomised controlled trial.pt. 

10. controlled clinical trial.pt. 

11. randomized.ab. 

12. placebo.ab. 

13. clinical trials as topic/ 

14. randomly.ab. 

15. (crossover or cross‐over).tw. 

16. Cross‐over Studies/ 

17. trial.ti. 

18. or/9-17 

19. animals/ not (humans/ and animals/) 

20. 8 and 18 

21. 20 not 19 

Search strategy - 

Embase 

1. Nephrotic Syndrome/ 

2. Lipoid Nephrosis/ 

3. nephrotic syndrome.tw. 

4. lipoid nephrosis.tw. 

5. minimal change glomerulonephritis.tw. 

6. minimal change nephropathy.tw. 

7. idiopathic steroid resistant nephrotic syndrome.tw. 

8. or/1-7 

9. randomised controlled trial/ 

10. crossover procedure/ 

11. double‐blind procedure/ 
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12. single‐blind procedure/ 

13. random$.tw. 

14. factorial$.tw. 

15. crossover$ or cross‐over$).tw. 

16. placebo$.tw. 

17. (double$ adj blind$).tw. 

18. (singl$ adj blind$).tw. 

19. assign$.tw. 

20. allocat$.tw. 

21. volunteer$.tw. 

22. or/9-21 

23. 8 and 22 

Guideline chapter  Minimal change disease in adults 

Systematic review 

topic 

Interventions for minimal change disease in adults with nephrotic 

syndrome 

Search strategy - 

CENTRAL 

1. Nephrosis, Lipoid, this term only in MeSH products 

2. lipoid next nephrosis in All Fields 

3. minimal next change next disease in All Fields 

4. minimal next change next glomerul* in All Fields 

5. minimal next change next nephr* in All Fields 

6. nil next disease in All Fields 

7. idiopathic next nephrotic next syndrome in All Fields 

8. (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7) 

Search strategy - 

MEDLINE 

1. randomized controlled trial.pt. 

2. controlled clinical trial.pt. 

3. randomized controlled trials/ 

4. random allocation/  

5. double blind method/ 

6. single blind method/ 

7. or/1-7 

8. animals/ not (animals/ and human/) 

9. 7 not 8 

10. clinical trial.pt. 

11. exp clinical trials/ 

12. (clinic$ adj25 trial$).ti,ab. 

13. cross-over studies/ 

14. (crossover or cross-over or cross over).tw. 

15. ((singl$ or doubl$ or trebl$ or tripl$) adj25 (blind$ or mask$)).tw. 

16. placebos/ 

17. placebo$.ti,ab. 

18. random$.ti,ab. 

19. research design/ 

20. or/10-19 

21. 20 not 8 

22. 9 or 21 

23. Nephrosis Lipoid/ 

24. minimal change disease.tw. 

25. minimal change glomerulonephritis.tw. 

26. minimal change nephro$.tw. 

27. nil disease.tw. 

28. lipoid nephrosis.tw. 

29. idiopathic nephrotic syndrome.tw. 

30. or/23-29 
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Search strategy - 

Embase 

1. exp clinical trial/ 

2. comparative study/ 

3. drug comparison/ 

4. major clinical study/ 

5. randomisation/ 

6. crossover procedure/ 

7. double blind procedure/ 

8. single blind procedure/ 

9. placebo/ 

10. prospective study/ 

11. ((clinical or controlled or comparative or placebo or prospective or 

randomi#ed) adj3 (trial or study)).ti,ab. 

12. (random$ adj7 (allocat$ or allot$ or assign$ or basis$ or divid$ or 

order$)).ti,ab. 

13. ((singl$ or doubl$ or trebl$ or tripl$) adj7 (blind$ or mask$)).ti,ab. 

14. (cross?over$ or (cross adj1 over$)).ti,ab. 

15. ((allocat$ or allot$ or assign$ or divid$) adj3 (condition$ or 

experiment$ or intervention$ or treatment$ or therap$ or control$ 

or group$)).ti,ab. 

16. or/1-10 

17. or/11-15 

18. 16 or 17 

19. minimal change glomerulonephritis/ 

20. Lipoid Nephrosis/ 

21. minimal change disease.tw. 

22. minimal change glomerulonephritis.tw. 

23. minimal change nephr$.tw. 

24. nil disease.tw. 

25. lipoid nephrosis.tw. 

26. idiopathic nephrotic syndrome.tw. 

27. or/19-26  

Guideline chapter  Focal segmental glomerulosclerosis in adults 

Systematic review 

topic 

Exercise in adults with CKD and hypertension 

Search strategy - 

CENTRAL 

1. MeSH descriptor Glomerulosclerosis, Focal, this term only 

2. ((focal and glomerulo*) or (focal and nephr*)):ab,ti,kw 

3. ((segmental and glomerulo*) or (segmental and nephr*)):ab,ti,kw 

4. FSGS:ab,ti 

5. (#1 OR #2 OR #3 OR #4) 

Search strategy - 

MEDLINE 

1. Randomized-controlled-trial in pt 

2. Controlled-clinical-trial in pt 

3. Randomized-controlled-trials 

4. Random-allocation 

5. Double-blind-method 

6. Single-blind-method 

7. Or/1-6 

8. Tg=animal not (tg=human and tg=animal) 

9. #7 not #8 

10. Clinical-trial in pt 

11. Explode clinical-trials 

12. (clin* near trial*) in ti 

13. (clin* near trial*) in ab 

14. (singl* or doubl* or trebl* or tripl*) near (blind* or mask*) 

15. (#14 in ti) or (#14 in ab) 
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16. Placebos 

17. Placebo* in ti 

18. Placebo* in ab 

19. Random* in ti 

20. Random* in ab 

21. Research-design 

22. Or/10-21 

23. Tg=animal not (tg=human and tg=animal) 

24. 22 not 23 

25. 24 not 9 

26. Tg=comparative-study 

27. Explode evaluation-studies 

28. Follow-up-studies 

29. Prospective-studies 

30. Control* or prospectiv* or volunteer* 

31. (30 in ti) or (30 in ab) 

32. 26 or 27 or 28 or 29 or 31 

33. Tg=animal not (tg=human and tg=animal) 

34. 32 not 33 

35. 34 not (9 or 25) 

36. 9 or 25 or 35 

37. Glomerulosclerosis 

38. Glomerulonephritis 

39. Nephritis 

40. Focal 

41. Segmental 

42. (37 or 38 or 39) and 40 

43. (37 or 38 or 39) and 41 

44. 42 or 43 

45. 36 and 44 

Guideline chapter Infection-related glomerulonephritis 

Systematic review 

topic 

Interventions for hepatitis associated glomerulonephritis 

Search strategy – 

MEDLINE 

1. hepatitis, viral, human/ or hepatitis b/ or exp hepatitis c/ 

2. "hepatitis b".tw. 

3. "hepatitis c".tw. 

4. 1 or 2 or 3 

5. exp Glomerulonephritis/ 

6. and/4-5 

7. randomized controlled trial.pt. 

8. controlled clinical trial.pt. 

9. pragmatic clinical trial.pt. 

10. randomized.ab. 

11. placebo.ab. 

12. clinical trials as topic/ 

13. randomly.ab. 

14. (crossover or cross-over).tw. 

15. Cross-over Studies/ 

16. trial.ti. 

17. or/7-16 

18. animals/ not (humans/ and animals/) 

19. 17 not 18 

20. and/6,19 

21. 6 and 7 
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Systematic review 

topic 

Interventions for HIV-associated nephropathy  

Search strategy - 

CENTRAL 

1. HIV:ti,ab,kw 

2. acquired immunodeficiency syndrome:ti,ab,kw 

3. acquired immune deficiency syndrome:ti,ab,kw 

4. AIDS:ti,ab,kw3. Acquired Immunodeficiency Syndrome/ 

5. human immunodeficiency virus*:ti,ab,kw 

6. (#1 OR #2 OR #3 OR #4 OR #5) 

7. kidney disease*:ti,ab,kw 

8. renal disease*:ti,ab,kw 

9. nephropath*:ti,ab,kw 

10. nephritis:ti,ab,kw 

11. nephrotic:ti,ab,kw 

12. glomerulosclero*:ti,ab,kw 

13. proteinuri*:ti,ab,kw 

14. albuminuri*:ti,ab,kw 

15. (#7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14) 

16. (#6 AND #15) 

Search strategy - 

MEDLINE 

1. AIDS-Associated Nephropathy/ 

2. exp HIV/ 

3. Acquired Immunodeficiency Syndrome/ 

4. HIV Infections/ 

5. Sexually Transmitted Diseases, Viral/ 

6. (HIV or HIV-1 or HIV1 or HIV-2 or HIV2).tw. 

7. (human immunodeficiency virus or human immuno-deficiency 

virus or human immunedeficiency virus or human immune-

deficiency virus or (human immun$ and deficiency virus) or 

acquired immunodeficiency syndrome or acquired immuno-

deficiency syndrome or acquired immunedeficiency syndrome or 

acquired immune-deficiency syndrome or (acquired immun$ and 

deficiency syndrome)).tw. 

8. or/2-7 

9. exp Kidney Diseases/ 

10. (nephropath$ or nephritis or nephrotic or glomerulosclero$ or 

proteinuri$ or albuminuri$).tw. 

11. (kidney disease$ or renal disease$ or kidney failure or renal failure 

or CRF or CKD or ESKD or ESKF or ESRD or ESRF).tw. 

12. or/9-11 

13. and/8,12 

14. or/1,13 

15. randomised controlled trial.pt. 

16. controlled clinical trial.pt. 

17. randomized.ab. 

18. placebo.ab. 

19. clinical trials as topic/ 

20. randomly.ab. 

21. (crossover or cross‐over).tw. 

22. Cross‐over Studies/ 

23. trial.ti. 

24. or/15-23 

25. animals/ not (humans/ and animals/) 

26. 14 and 24 

27. 26 not 25 
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Search strategy - 

Embase 

1. exp Kidney Disease/ 

2. exp Human Immunodeficiency Virus Infection/ 

3. exp Human Immunodeficiency Virus/ 

4. or/2-3 

5. and/1,4 

6. (HIV or AIDS or human immunodeficiency virus or acquired 

immune deficiency syndrome).tw. 

7. (nephropath$ or nephritis or nephrotic or glomerulsclero$ or 

proteinuri$ or kidney disease$ or renal disease$).tw. 

8. and/6-7 

9. or/5,8 

10. randomised controlled trial/ 

11. crossover procedure/ 

12. double‐blind procedure/ 

13. single‐blind procedure/ 

14. random$.tw. 

15. factorial$.tw. 

16. (crossover$ or cross‐over$).tw. 

17. placebo$.tw. 

18. (double$ adj blind$).tw. 

19. (singl$ adj blind$).tw. 

20. assign$.tw. 

21. allocat$.tw. 

22. volunteer$.tw. 

23. or/10-22 

24. 9 and 23 

Guideline chapter Immunoglobulin and complement-mediated glomerular diseases with an 

MPGN pattern of injury 

Systematic review 

topic 

Immunosuppressive therapy for complement-associate glomerulonephritis  

Search strategy – 

RCTs - Cochrane 

Kidney and 

Transplant Specialised 

Registry 

Search May 2018 – 106 reports identified.  

The majority of citations were excluded (103 reports), and 3 studies (134 

participants).  

Updated July 2020 Search – 7 reports identified; one study identified 

Search strategy – 

Observational studies 

- MEDLINE 

August 2018; updated April 2020 

1. exp Glomerulonephritis, Membranoproliferative/  

2. membranoproliferative glomerulonephr*.tw.  

3. MPGN.tw.  

4. dense deposit disease.tw.  

5. mesangiocapillary glomerulonephr*.tw.  

6. (glomerulonephr* adj1 hypocomplementemic).tw.  

7. proliferative glomerulonephr*.tw.  

8. (glomerulonephr* adj1 hypocomplementemic).tw.  

9. complement mediated glomerulonephritis.tw.  

10. CFHR5 nephropathy.tw.  

11. exp Case-Control Studies/  

12. case-control.tw.  

13. exp COHORT STUDIES/  

14. cohort.tw.  

15. exp Retrospective Studies/  

16. case-series.tw.  

17. case-control.tw.  

18. exp Observational Study/  
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19. observational.tw.  

20. 1 or 2 or 3 or 4 or 5 or 6 or 7 or 8 or 9 or 10  

21. 11 or 12 or 13 or 14 or 15 or 16 or 17 or 18 or 19  

22. 20 and 21  

23. exp Immunosuppressive Agents/  

24. immunosuppression.tw.  

25. 23 and 24  

26. 22 and 25  

27. animals/ not (humans/ and animals/)  

28. 21 not 27  

29. 20 and 28 

Systematic review 

topic 

Treatment of proliferative glomerulonephritis with monoclonal 

immunoglobulin deposits 

Search strategy – 

MEDLINE  

Observational studies:  

• Proliferative 

glomerulonephritis 

with monoclonal 

immunoglobulin 

deposits 

• Monoclonal 

immunoglobulin 

deposition disease 

• Cryoglobulins 

• Paraproteins 

• Immunotactoid 

glomerulonephritis 

November 2018; updated April 2020 

1. exp Glomerulonephritis, Membranoproliferative/ 

2. monoclonal immunglobulin.tw. 

3. monoclonal.tw.  

4. deposits.tw. 

5. 3 and 4 

6. 1 and 5 

7. 2 or 6 

8. Paraproteinemias/ 

9. 1 and 8 

10. Monoclonal immunoglobulin deposition disease.tw. 

11. 1 and 10 

12. exp CRYOGLOBULINS/  

13. 1 and 12  

14. Cryoglobulins.tw. 

15. 1 and 14  

16. 13 or 15 

17. Immunotactoid Glomerulonephritis.mp. 

18. Immunotactoid.tw. 

19. 1 and 18 

20. 17 or 19  

Guideline chapter Antineutrophil cytoplasmic antibodies (ANCA)-associated vasculitis 

Systematic review 

topics 

 

Search strategy - 

CENTRAL 

1. wegener*:ti,ab,kw 

2. (systemic near/3 vasculitis):ti,ab,kw (Word variations have been 

searched) 

3. ((renal or kidney*) and vasculitis):ti,ab,kw (Word variations have 

been searched) 

4. rapidly progressive glomeruloneph*:ti,ab,kw (Word variations 

have been searched) 

5. glomerular* and necrosis:ti,ab,kw (Word variations have been 

searched) 

6. glomerular* and crescent*:ti,ab,kw (Word variations have been 

searched) 

7. anti-neutrophil cytoplasmic antibod* or antineutrophil cytoplasmic 

antibod*:ti,ab,kw (Word variations have been searched) 

8. anca associated vasculitis:ti,ab,kw (Word variations have been 

searched) 

9. {or #1-#8} 
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Search strategy - 

MEDLINE 

1. exp Vasculitis/ 

2. Antibodies, Antineutrophil Cytoplasmic/ 

3. or/1-2 

4. ((renal or kidney$) and vasculitis).tw. 

5. rapidly progressive glomerulonephritis.tw. 

6. glomerular necrosis.tw. 

7. (crescent$ and glomerular$).tw. 

8. (anti-neutrophil cytoplasmic antibod$ or antineutrophil 

cytoplasmic antibod$).tw. 

9. anca associated vasculitis.tw. 

10. granulomatosis with polyangiitis.tw. 

11. (systemic adj3 vasculitis).tw. 

12. or/4-10 

13. 3 and 13 

14. randomised controlled trial.pt. 

15. controlled clinical trial.pt. 

16. randomized.ab. 

17. placebo.ab. 

18. clinical trials as topic/ 

19. randomly.ab. 

20. (crossover or cross‐over).tw. 

21. Cross‐over Studies/ 

22. trial.ti. 

23. or/14-22 

24. animals/ not (humans/ and animals/) 

25. 23 not 24 

26. 13 and 25 

Search strategy - 

Embase 

1. wegener’s granulomatosis/ 

2. rapidly progressive glomerulonephritis/ 

3. neutrophil cytoplasmic antibody/ 

4. ANCA associated vasculitis/ 

5. wegener’s granulomatosis.tw. 

6. rapidly progressive glomerulonephritis.tw. 

7. (anti-neutrophil cytoplasmic antibod$ or antineutrophil 

cytoplasmic antibod$).tw. 

8. ((renal or kidney$) and vasculitis).tw. 

9. glomerular necrosis.tw. 

10. (crescent$ and glomerular$).tw. 

11. (systemic adj3 vasculitis).tw. 

12. anca associated vasculitis.tw. 

13. or/1-12 

14. randomised controlled trial/ 

15. crossover procedure/ 

16. double‐blind procedure/ 

17. single‐blind procedure/ 

18. random$.tw. 

19. factorial$.tw. 

20. (crossover$ or cross‐over$).tw. 

21. placebo$.tw. 

22. (double$ adj blind$).tw. 

23. (singl$ adj blind$).tw. 

24. assign$.tw. 

25. allocat$.tw. 

26. volunteer$.tw. 

27. or/14-27 
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28. 13 and 27 

Guideline chapter Lupus nephritis 

Systematic review 

topic 

Antimalarial therapy in patients with lupus nephritis  

Search strategy - 

MEDLINE 

1. Lupus Nephritis/ 

2. lupus nephritis.tw 

3. or/1-2 

4. antimalarials/ 

5. antimalarial*.tw  

6. hydroxychloroquine*.tw 

7. chrolorquine*.tw 

8. Amodiaquine*.tw 

9. Pyrimethamine*.tw  

10. Proguanil.tw 

11. Or/4-10 

Systematic review 

topic 

Immunosuppressive treatment of non-proliferative lupus nephritis 

Search strategy – 

RCTs - Cochrane 

Kidney and 

Transplant Specialised 

Registry 

Search June 2018 – 110 reports identified.  

One study (4 reports) was included. The remaining 106 reports were 

excluded because they were the wrong population or wrong intervention. 

Updated April 2020 Search – 43 reports identified. 

Three studies were included. The remaining 40 reports were excluded 

because they were the wrong population or wrong intervention. 

Systematic review 

topic 

Immunosuppressive treatment of proliferative lupus nephritis 

Search strategy - 

CENTRAL 

1. MeSH descriptor Lupus Nephritis, this term only 

2. (lupus):ti,ab,kw in Clinical Trials 

3. (#1 OR #2) 

Search strategy - 

MEDLINE 

1. Lupus Nephritis/ 

2. lupus nephritis.tw 

3. or/1-2 

Search strategy - 

Embase 

1. exp Lupus Erythematosus Nephritis/ 

2. lupus nephritis.tw. 

3. or/1-2 

Systematic review 

topic 

Treatment for anti-glomerular basement membrane antibody 

glomerulonephritis 

Search strategy – 

RCTs - Cochrane 

Kidney and 

Transplant Specialised 

Registry 

Search May 2018 – two reports identified. One study was excluded 

because the study did not include parents with anti-GBM. One study with 

17 participants was included.  
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Appendix B. Concurrence with Institute of Medicine (IOM) standards for guideline 

development 
 

Table S2. Guideline development checklist - IOM standards for development of trustworthy clinical 

practice guidelines (1) 
IOM Standard Description Addressed in 2020 KDIGO BP 

in CKD guideline 

Establishing transparency Clear description on the 

process of guideline 

development. 

See Methods for Guideline 

Development  

Management of conflicts of 

interests 

Disclosure of a comprehensive 

conflict of interests of the 

Work Group against a set-

criteria and a clear strategy to 

manage conflicts of interests 

See Work Group Financial 

Disclosures  

Guideline group composition 

and guideline development 

Appropriate clinical and 

methodological expertise in the 

Work Group 

The processes of guideline 

development are transparent 

and allow for involvement of 

all Work Group Members 

For guideline group 

composition – see Work Group 

Membership 

For guideline development 

process see Methods for 

Guideline Development 

Establishing evidence 

foundations for rating strength 

of recommendations 

Rationale is provided for the 

rating the strength of the 

recommendation and the 

transparency for the rating the 

quality of the evidence.  

See Methods for Guideline 

Development 

Articulation of 

recommendations 

Clear and standardized 

wording of recommendations 

All recommendations were 

written to standards of GRADE 

and were actionable 

statements. Please see Methods 

for Guideline Development 

External review An external review of relevant 

experts and stakeholders was 

conducted. All comments 

received from external review 

are considered for finalization 

of the guideline.  

An external public review was 

undertaken in January – May 

2020.  

Updating An update for the guidelines is 

planned, with a provisional 

timeframe provided.  

The KDIGO clinical practice 

guideline will be updated. 

However, no set timeframe has 

been provided.  
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Table S3. Adapted systematic review reporting standards checklist - IOM standards for systematic 

reviews (2) 
Appropriate IOM systematic 

review standards* 

Addressed in 2020 KDIGO diabetes in CKD guideline 

Methods  

Include a research protocol 

with appropriate eligibility 

criteria (PICO format) 

See Table 4 clinical question and systematic review topics in 

PICO format  

Include a search strategy  See Appendix A 

Include a study selection and 

data extraction process  

See guideline development process see Methods for Guideline 

Development – Literature searching and article selection, data 

extraction 

Methods on critical appraisal See Methods for Guideline Development – Critical appraisal of 

studies 

Methods of synthesize of the 

evidence  

See Methods for Guideline Development – Evidence synthesis and 

meta-analysis  

Results   

Study selection processes See Methods for Guideline Development – Figure MC1 – Search 

yield and study flow diagram 

Appraisal of individual studies 

quality 

The summary of findings tables in Appendix C & D provide an 

assessment of risk of bias for all studies in a comparison between 

intervention and comparator. 

Meta-analysis results  See Appendix C & D for summary of findings tables for meta-

analysis results for all critical and important outcomes 

Table and figures  See Appendix C & D for summary of findings tables  

 

References  

1. Institute of Medicine Committee on Standards for Developing Trustworthy Clinical Practice Guidelines. Clinical practice 

guidelines we can trust. Graham R, Mancher M, editors. National Academies Press Washington, DC; 2011. 

2. Institute of Medicine Committee on Standards for Systematic Reviews of Comparative Effectiveness R. In: Eden J, Levit L, 

Berg A, Morton S, editors. Finding What Works in Health Care: Standards for Systematic Reviews. Washington (DC): National 

Academies Press (US) Copyright 2011 by the National Academy of Sciences. All rights reserved; 2011. 
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Appendix C. Data supplement - Summary of findings (SoF) tables cited in the guideline text 

Chapter 2. Immunoglobulin A nephropathy (IgAN)/Immunoglobulin A vasculitis (IgAV) 

 

Table S4.  

Population: Patients with IgA nephropathy 

Intervention: Renin-angiotensin system inhibitors (RASi) 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo or 

no treatment 
RASi 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

or doubling 

serum 

creatinine 

Relative risk: 0.25 

(95% CI: 0.03 - 2.21) 

Based on data from 

109 patients in 1 

study1 

Follow up 26 months 

73 

per 1000 

18 

per 1000 
Low 

Due to very serious 

imprecision2 

RASi may have little 

or no difference on 

end-stage kidney 

disease or doubling 

serum creatinine 

Difference: 55 fewer per 

1000 

(95% CI: 71 fewer - 88 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference: 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference: 

 

Complete 

remission of 

proteinuria 

Relative risk: 5.29 

(95% CI: 0.27 - 

102.49) 

Based on data from 33 

patients in 1 study3 

Follow up 38 months 

(median) 

0 

per 1000 

0 

per 1000 
Low 

Due to very serious 

imprecision4 

RASi may have little 

or no difference on 

complete remission of 

proteinuria 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference: 
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Serum 

creatinine 

Measured by: 

Scale: - 

Based on data from 22 

patients in 1 study5 

Follow up 3 months 

 

Mean 

 

Mean Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision6 

We are uncertain 

whether RASi 

increases or decreases 

serum creatinine 

Difference: MD 0 lower 

(95% CI: 23.74 lower - 

23.74 higher) 

Proteinuria 

Measured by: 

Scale: - 

Based on data from 

197 patients in 3 

studies7 

Follow up 22 months 

(mean) 

 

g/24 h Mean 

 

g/24 h Mean 

Moderate 

Due to serious risk 

of bias8 

RASi probably 

decreases proteinuria Difference: MD 0.73 lower 

(95% CI: 1.06 lower - 0.39 

lower) 

Creatinine 

clearance 

Measured by: 

Scale: - 

Based on data from 

197 patients in 3 

studies9 

Follow up 22 months 

(mean) 

 

Mean 

 

Mean 
Moderate 

Due to serious risk 

of bias10 

RASi probably has 

little or no difference 

on creatinine 

clearance 

Difference: MD 6.97 higher 

(95% CI: 0.60 lower - 14.54 

higher) 

1. Systematic review with included studies: [130] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients.  

3. Systematic review with included studies: [104] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: No serious. 14% lost to follow-up (all of these from the ACEi group); Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients.  

5. Systematic review with included studies: [99] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear of 

blinding of participants and personnel, resulting in potential for performance bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study.  

7. Systematic review with included studies: [99], [130], [104] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. 14% lost to follow-up (all of these from the ACEi group) in the IgACE study. Unclear sequence 

generation and blinding in Nakamura 2000.  

9. Systematic review with included studies: [104], [99], [130] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Risk of bias: Serious. 14% lost to follow-up (all of these from the ACEi group) in the IgACE study. Unclear sequence 

generation and blinding in Nakamura 2000.  

 

References 

[99] Nakamura T, Ushiyama C, Suzuki S, Hara M, Shimada N, Sekizuka K, et al. Effects of angiotensin-converting enzyme 

inhibitor, angiotensin II receptor antagonist and calcium antagonist on urinary podocytes in patients with IgA nephropathy. 

American Journal of Nephrology 2000;20(5):373-379 

[104] Coppo R, Peruzzi L, Amore A, Piccoli A, Cochat P, Stone R, et al. IgACE: A Placebo-Controlled, Randomized Trial of 

Angiotensin-Converting Enzyme Inhibitors in Children and Young People with IgA Nephropathy and Moderate Proteinuria. 

Journal of the American Society of Nephrology 2007;18(6):1880-1888 

[130] Li PK-T, Leung CB, Chow KM et al: Hong Kong study using valsartan in IgA nephropathy (HKVIN): a double-blind, 

randomized, placebo-controlled study. American journal of kidney diseases: the official journal of the National Kidney 

Foundation 2006;47(5):751-760 

[137] Reid S, Cawthon PM, Craig JC, Samuels JA, Molony DA, Strippoli GF. Non-immunosuppressive treatment for IgA 

nephropathy. The Cochrane Database of Systematic Reviews 2011;(3):CD003962 
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Table S5. 

Population: Patients with IgA nephropathy 

Intervention: RASi 

Comparator: Symptomatic treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

Evidence 

(Quality of 

evidence) 

Plain text 

summary Symptomatic 

treatment 
RASi 

All-cause 

mortality 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage kidney 

disease 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference: 

 

Infection 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference: 

 

Malignancy 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference: 

 

>50% increase in 

serum creatinine 

Relative risk: 0.23 

(95% CI: 0.07 - 0.7) 

Based on data from 44 

patients in 1 study1 

Follow up 2.3 months 

571 

per 1000 

131 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

ACEi compared 

with symptomatic 

treatment may 

decrease >50% 

increase in serum 

creatinine 

Difference: 440 fewer per 1000 

(95% CI: 531 fewer - 171 

fewer) 

Complete 

remission 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference: 

 

Annual GFR loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference: 

 

Serum creatinine 

Measured by: 

Scale: - Lower better 

Based on data from 168 

patients in 3 studies3 

Follow up 31 months 

(mean) 

 

Mean 

 

Mean 
Moderate 

Due to serious risk 

of bias4 

RASi compared 

with symptomatic 

treatment probably 

decreases serum 

creatinine 

Difference: MD 39.37 lower 

(95% CI: 71.95 lower - 6.80 

lower) 
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Proteinuria 

Measured by: 

Scale: - Lower better 

Based on data from 168 

patients in 3 studies5 

Follow up 31 months 

(mean) 

 

g/24 h Mean 

 

g/24 h Mean 
Moderate 

Due to serious risk 

of bias6 

RASi compared to 

symptomatic 

treatment probably 

decreases 

proteinuria 

Difference: MD 1.16 lower 

(95% CI: 1.52 lower - 0.81 

lower) 

Proteinuria – 

ACEi + ARB 

versus ARB or 

ACEi alone 

Measured by: 

Scale: - Lower better 

Based on data from 67 

patients in 2 studies7 

Follow up 7.5 months 

(mean) 

 

g/24 h Mean 

 

g/24 h Mean 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

ACEi + ARB 

compared with 

ACEi or ARB 

alone may decrease 

proteinuria 

Difference: MD 0.49 lower 

(95% CI: 0.72 lower - 0.25 

lower) 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 127 

patients in 2 studies9 

Follow up 10.4 months 

(mean) 

 

Mean 

 

Mean 
Moderate 

Due to serious risk 

of bias10 

RASi compared 

with symptomatic 

treatment probably 

improves 

creatinine 

clearance 

Difference: MD 23.26 higher 

(95% CI: 10.40 higher - 36.12 

higher) 

1. Systematic review with included studies: [97] Baseline/comparator Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study, Low number of patients.  

3. Systematic review with included studies: [114], [123], [97] Baseline/comparator Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias.  

5. Systematic review with included studies: [97], [114], [123] Baseline/comparator Control arm of reference used for 

intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias.  

7. Systematic review with included studies: [117], [100] Baseline/comparator Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Low 

number of patients.  

9. Systematic review with included studies: [97], [114] Baseline/comparator Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias. 
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Table S6. 

Population: Patients with IgA nephropathy 

Intervention: Glucocorticoid (oral) plus supportive therapy 

Comparator: Supportive therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Supportive 

therapy 

Glucocortico

id plus 

supportive 

therapy 

All-cause 

mortality 

Relative risk: 0.99 

(95% CI: 0.15 - 6.69) 

Based on data from 371 

patients in 2 studies 

Follow up 31 months 

(mean) 

7 

per 1000 

7 

per 1000 
Moderate 

Due to serious 

imprecision1 

Glucocorticoid plus 

supportive therapy 

probably has little or 

no difference on all-

cause mortality 

Difference: 0 fewer per 

1000 

(95% CI: 6 fewer - 40 

more) 

End-stage kidney 

disease 

Relative risk: 0.27 

(95% CI: 0.11 - 0.64) 

Based on data from 529 

patients in 4 studies2 

Follow up 42 months 

(mean) 

93 

per 1000 

46 

per 1000 
Moderate 

Due to serious risk 

of bias3 

Glucocorticoid plus 

supportive therapy 

probably decreases 

end-stage kidney 

disease 

Difference: 47 fewer per 

1000 

(95% CI: 82 fewer - 100 

more) 

≥50% GFR loss 

Relative risk: 0.59 

(95% CI: 0.24 - 1.47) 

Based on data from 262 

patients in 1 study4 

Follow up 25 months 

(median) 

87 

per 1000 

51 

per 1000 
Low 

Due to very serious 

imprecision5 

Glucocorticoid plus 

supportive therapy 

may have little or no 

difference on ≥50% 

GFR loss 

Difference: 36 fewer per 

1000 

(95% CI: 66 fewer - 41 

more) 

Infection 

Relative risk: 21.32 

(95% CI: 1.27 - 358.1) 

Based on data from 262 

patients in 1 study6 

Follow up 25 months 

(median) 

 

 

 

 
Moderate 

Due to serious 

imprecision7 

Glucocorticoid plus 

supportive therapy 

probably increases 

infection 
Difference: 

 

Malignancy 

Relative risk: 

(95% CI: - ) 

Based on data from 109 

patients in 1 study8 

Follow up 36 months 

 

 

 

 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision9 

There were too few 

who experienced the 

malignancy, to 

determine whether 

glucocorticoid plus 

supportive therapy 

made a difference 

Difference: 

 

Complete 

remission 

Relative risk: 1.78 

(95% CI: 1.09 - 2.89) 

Based on data from 380 

patients in 4 studies10 

Follow up 42 months 

(mean) 

326 

per 1000 

580 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

inconsistency11 

Glucocorticoid plus 

supportive therapy 

may increase 

complete remission 

Difference: 254 more per 

1000 

(95% CI: 29 more - 616 

more) 

Doubling of 

serum creatinine 

Relative risk: 0.22 

(95% CI: 0.07 - 0.76) 

Based on data from 160 

patients in 2 studies12 

Follow up 54 months 

(mean) 

165 

per 1000 

36 

per 1000 
Moderate 

Due to serious risk 

of bias13 

Glucocorticoid plus 

supportive therapy 

probably decreases 

doubling of serum 

creatinine 

Difference: 129 fewer per 

1000 
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(95% CI: 153 fewer - 40 

fewer) 

Adverse events 

Relative risk: 0.84 

(95% CI: 0.43 - 1.65) 

Based on data from 109 

patients in 1 study14 

Follow up 36 months 

260 

per 1000 

218 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision15 

Glucocorticoid plus 

supportive therapy 

may have little or no 

difference on 

adverse events 

Difference: 42 fewer per 

1000 

(95% CI: 148 fewer - 169 

more) 

GFR decline ≥15 

ml/min/1.73 m2 

Relative risk: 0.74 

(95% CI: 0.39 - 1.41) 

Based on data from 109 

patients in 1 study16 

Follow up 36 months 

231 

per 1000 

333 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision17 

Glucocorticoid plus 

supportive therapy 

may have little or no 

effect on GFR 

decline ≥15 

m/min/1.73 m2 

Difference: 102 more per 

1000 

(95% CI: 92 fewer - 575 

more) 

Annual GFR loss 

Measured by: 

Scale: - Lower better 

Based on data from 359 

patients in 2 studies18 

Follow up 43 months 

(median) 

 

Mean 

 

Mean 
Moderate 

Due to serious risk 

of bias19 

Glucocorticoid plus 

supportive therapy 

versus RASi alone 

probably improves 

annual GFR loss 

Difference: MD 5.40 

lower 

(95% CI: 2.25 lower - 8.55 

lower) 

1. Imprecision: Serious. Wide confidence intervals, Low number of events.  

2. Systematic review [139] with included studies: [45], [44], [54], [134] Baseline/comparator: Control arm of reference used 

for intervention.  

3. Risk of bias: Serious. Due to inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias. 

4. Primary study [45] Baseline/comparator: Control arm of reference used for intervention.  

5. Imprecision: Very Serious. Only data from one study, Wide confidence intervals. 

6. Primary study [45] Baseline/comparator: Control arm of reference used for intervention [45]  

7. Imprecision: Serious. Wide confidence intervals, Only data from one study. 

8. Baseline/comparator: Control arm of reference used for intervention.  

9. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; unclear 

sequence generation/ generation of comparable groups, resulting in potential for selection bias; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study, due to no events.  

10. Systematic review [139] with included studies: [45], [134], [44], [54] Baseline/comparator: Control arm of reference used 

for intervention.  

11. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Serious. The 

magnitude of statistical heterogeneity was high, with I2: 60%. 

12. Primary study [44], [134] Baseline/comparator: Control arm of reference used for intervention.  

13. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, 

Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias. 

14. Systematic review [139] with included studies: [54] Baseline/comparator: Control arm of reference used for intervention.  

15. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only 

data from one study, Low number of patients. 

16. Systematic review [139] with included studies: [54] Baseline/comparator: Control arm of reference used for intervention.  

17. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only 

data from one study, Low number of patients. 

18. Systematic review with included studies: [47], [45] Baseline/comparator: Control arm of reference used for intervention.  

19. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: No serious. Only 

data from one study, Wide confidence intervals. 
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Table S7. 

Population: Patients with IgA nephropathy 

Intervention: Tonsillectomy plus standard of care 

Comparator: Standard of care 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Standard of 

care 

Tonsillectomy 

plus standard 

of care 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-cause 

mortality Difference: 

 

End-stage 

kidney disease 

Relative risk 

(95% CI: - ) 

Based on data from 42 

patients in 1 study1 

Follow up 12 months 

 

 

 

 
Very Low 

Due to very 

serious risk of 

bias, Due to 

serious 

imprecision2 

There were too few who 

experienced end-stage 

kidney disease, to 

determine whether 

tonsillectomy plus 

standard of care made a 

difference 

Difference: 

 

≥50% loss of 

GFR 

Relative risk 

(95% CI: - ) 

Based on data from 72 

patients in 1 study1 

Follow up 12 months 

 

 

 

 
Very Low 

Due to very 

serious risk of 

bias, Due to 

serious 

imprecision3 

There were too few who 

experienced the ≥50% 

loss of GFR to 

determine whether 

tonsillectomy plus 

standard of care made a 

difference 

Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk 

(95% CI: - ) 

Based on data from 72 

patients in 1 study1 

Follow up 12 months 

 

 

 

 
Very Low 

Due to very 

serious risk of 

bias, Due to 

serious 

imprecision4 

One study reported that 

there was no difference 

in achieving complete 

remission at 12 months 

(P=0.103). However, 

we are uncertain of its 

effect because of very 

low certainty of the 

evidence. 

Difference: 

 

Remission of 

proteinuria 

Relative risk: 1.9 

(95% CI: 1.45 - 2.47) 

Based on data from 

143 patients in 2 

studies5 

Follow up 3.5 years 

441 

per 1000 

838 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

imprecision6 

Tonsillectomy plus 

other treatment versus 

other treatment alone 

may increase remission 

of proteinuria 

Difference: 397 more per 

1000 

(95% CI: 198 more - 648 

more) 

Relative risk: 1.93 

(95% CI: 1.47 - 2.53) 

456 

per 1000 

880 

per 1000 
Low 

Tonsillectomy plus 

other treatment versus 
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Remission of 

microscopic 

hematuria 

Based on data from 

143 patients in 2 

studies7 

Follow up 32 months 

(mean) 

Difference: 424 more per 

1000 

(95% CI: 214 more - 698 

more) 

Due to serious 

risk of bias, Due 

to serious 

inconsistency8 

other treatment alone 

may have increase 

remission of 

microscopic hematuria 

Remission of 

macroscopic 

hematuria 

Relative risk: 1.33 

(95% CI: 0.8 - 2.23) 

Based on data from 32 

patients in 1 study9 

Follow up 24 months 

563 

per 1000 

749 

per 1000 Very Low 

Due to serious 

risk of bias, Due 

to very serious 

imprecision10 

We are uncertain 

whether tonsillectomy 

plus other treatment 

versus other treatment 

alone increases or 

decreases remission of 

macroscopic hematuria 

Difference: 186 more per 

1000 

(95% CI: 113 fewer - 692 

more) 

Relapse of 

hematuria 

Relative risk: 0.7 

(95% CI: 0.51 - 0.98) 

Based on data from 72 

patients in 1 study11 

Follow up 12 months 

783 

per 1000 

548 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

imprecision12 

Tonsillectomy plus 

other standard of care 

versus standard of care 

alone may decrease 

relapse of hematuria 

Difference: 235 fewer per 

1000 

(95% CI: 384 fewer - 16 

fewer) 

Relapse of 

proteinuria 

Relative risk: 0.7 

(95% CI: 0.57 - 0.85) 

Based on data from 73 

patients in 1 study13 

Follow up 12 months 

1000 

per 1000 

700 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

imprecision14 

Tonsillectomy plus 

other standard of care 

versus standard of care 

alone may decrease 

relapse of proteinuria 

Difference: 300 fewer per 

1000 

(95% CI: 430 fewer - 150 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - High better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference: 

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 77 

patients in 2 studies15 

Follow up 3.5 years 

(mean) 

 

Mean 

 

Mean 

Very Low 

Due to serious 

risk of bias, Due 

to very serious 

inconsistency, 

Due to very 

serious 

imprecision16 

We are uncertain 

whether tonsillectomy 

plus treatment versus 

treatment alone 

increases or decreases 

creatinine clearance 

Difference: MD 3.77 higher 

(95% CI: 13.80 lower - 

21.35 higher) 

1. Systematic review with included studies: [34] Baseline/comparator: Control arm of reference used for intervention. 

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, due to no 

data being reported that could be meta-analysed for complete remission; Imprecision: Serious. Only data from one study, 

Low number of patients. 

3. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, due to no 

data being reported that could be meta-analysed for complete remission; Imprecision: Serious. Only data from one study, 

Low number of patients. 

4. Systematic review with included studies: [34] Baseline/comparator: Control arm of reference used for intervention.  

5. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, due to no 

data being reported that could be meta-analysed for complete remission; Imprecision: Serious. Only data from one study, 

Low number of patients. 

6. Systematic review [18] with included studies: [71], [82] Baseline/comparator: Control arm of reference used for 

intervention.  

7. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Selective outcome reporting; Imprecision: Serious. Wide confidence intervals, Low number of patients. 

8. Systematic review [137] with included studies: [71], [34], [82] Baseline/comparator: Control arm of reference used for 

intervention.  
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9. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Selective outcome reporting; Inconsistency: Serious. The magnitude of statistical heterogeneity was high, with I2: 

75%.; Imprecision: No serious. Low number of patients.  

10. Systematic review with included studies: [78] Baseline/comparator: Control arm of reference used for intervention.  

11. Risk of bias: Serious. Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from 

one study, Low number of patients.  

12. Systematic review with included studies: [71] Baseline/comparator: Control arm of reference used for intervention.  

13. Risk of bias: Serious. Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of 

patients. 

14. Systematic review with included studies: [71] Baseline/comparator: Control arm of reference used for intervention.  

15. Risk of bias: Serious. Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of 

patients. 

16. Systematic review [137] with included studies: [78], [82] Baseline/comparator: Control arm of reference used for 

intervention.  

17. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Selective outcome reporting; Inconsistency: Very Serious. The magnitude of statistical heterogeneity was high, with 

I2:76%., The direction of the effect is not consistent between the included studies; Imprecision: Very Serious. Wide 

confidence intervals, Low number of patients.  
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Table S8. 

Population: Patients with IgA vasculitis and severe kidney disease 

Intervention: Prednisone 

Comparator: Placebo or supportive therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Placebo or 

supportive 

therapy 

Prednisone 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-cause 

mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-stage 

kidney disease Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% GFR 

loss Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at malignancy Difference: 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at complete 

remission Difference: 

 

Development 

of kidney 

disease1 any 

time after 

treatment 

Relative risk: 0.74 

(95% CI: 0.42 - 1.32) 

Based on data from 

746 patients in 5 

studies2 

Follow up 36.3 

months 

(mean) 

143 

per 1000 

106 

per 1000 

Moderate 

Due to serious 

risk of bias3 

Prednisone compared 

with placebo or 

supportive treatment 

probably has little or no 

difference on 

development of persistent 

kidney disease 

Difference: 37 fewer per 

1000 

(95% CI: 83 fewer - 46 

more) 

Continuing 

kidney disease 

6 months 

Relative risk: 0.51 

(95% CI: 0.24 - 1.11) 

Based on data from 

379 patients in 3 

studies4 

Follow up 44.3 

months 

(mean) 

100 

per 1000 

51 

per 1000 

Moderate 

Due to serious 

risk of bias5 

Prednisone compared 

with placebo or 

supportive treatment may 

have little or no 

difference on continuing 

kidney disease at 6 

months 

Difference: 49 fewer per 

1000 

(95% CI: 76 fewer - 11 

more) 

Continuing 

kidney disease 

Relative risk: 1.06 

(95% CI: 0.38 - 2.91) 

84 

per 1000 

89 

per 1000 
Low 

Prednisone compared 

with placebo or 
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12 months Based on data from 

455 patients in 3 

studies6 

Follow up 18 months 

(mean) 

Difference: 5 more per 1000 

(95% CI: 52 fewer - 160 

more) 

Due to serious 

risk of bias, Due 

to serious 

imprecision7 

supportive treatment 

alone may have little or 

no difference on 

continuing kidney disease 

at 12 months 

Development 

of severe 

kidney disease8 

Relative risk: 1.58 

(95% CI: 0.42 - 6.0) 

Based on data from 

418 patients in 2 

studies9 

Follow up 51.5 

months 

(mean) 

14 

per 1000 

22 

per 1000 
Low 

Due to serious 

risk of bias, Due 

to serious 

imprecision10 

Prednisone compared 

with placebo or 

supportive treatment may 

have little or no 

difference on 

development of severe 

kidney disease 

Difference: 8 more per 1000 

(95% CI: 8 fewer - 70 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Development or persistence of kidney disease (proteinuria, development of nephrotic syndrome or acute nephritic syndrome 

as defined by the investigators) 

2. Systematic review [157] with included studies: [140], [144], [149], [156], [146] Baseline/comparator: Control arm of 

reference used for intervention.  

3. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Inadequate concealment of 

allocation during randomization process, resulting in potential for selection bias. 

4. Systematic review [157] with included studies: [144], [149], [146] Baseline/comparator: Control arm of reference used for 

intervention.  

5. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias. 

6. Systematic review [157] with included studies: [146], [144], [140] Baseline/comparator: Control arm of reference used for 

intervention.  

7. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: 

Serious. Wide confidence intervals, due to few events. 

8. with nephrotic range proteinuria, hypertension or reduced kidney function 

9. Systematic review [157] with included studies: [149], [140] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Risk of bias: Serious. large loss to follow up of 30%; Imprecision: Serious. due to low events, Wide confidence intervals. 
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Chapter 3. Membranous nephropathy 

 

Table S9. 

Population: Adults with membranous nephropathy with nephrotic syndrome 

Intervention: Oral alkylating agents 

Comparator: Placebo or no treatment or glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo/no 

treatment/ 

glucocorticoi

ds 

Oral 

alkylating 

agents 

All-cause 

mortality 

Relative risk: 0.65 

(95% CI: 0.21 - 2.01) 

Based on data from 

391 patients in 6 

studies1 

Follow up 51 months 

(mean) 

45 

per 1000 

29 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

serious imprecision, 

Due to serious 

publication bias2 

We are uncertain 

whether oral 

alkylating agents 

increases or decreases 

all-cause mortality 

Difference: 16 fewer per 

1000 

(95% CI: 36 fewer - 45 

more) 

End-stage 

kidney disease 

Relative risk: 0.3 

(95% CI: 0.15 - 0.62) 

Based on data from 

312 patients in 6 

studies3 

Follow up 51.5 

months 

(mean) 

158 

per 1000 

47 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious indirectness4 

Oral alkylating agents 

may decrease end-

stage kidney disease 

Difference: 111 fewer per 

1000 

(95% CI: 134 fewer - 60 

fewer) 

End-stage 

kidney disease 

Follow-up ≥10 

years 

Relative risk: 0.32 

(95% CI: 0.13 - 0.82) 

Based on data from 

104 patients in 1 

study5 

Follow up 11 years 

(median) 

158 

per 1000 

51 

per 1000 
Moderate 

Due to serious 

imprecision6 

Oral alkylating agents 

probably decreases 

end-stage kidney 

disease 

Difference: 107 fewer per 

1000 

(95% CI: 137 fewer - 28 

fewer) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference: 

 

50% increase in 

serum 

creatinine 

15-120 months 

Relative risk: 0.41 

(95% CI: 0.24 - 0.71) 

Based on data from 

263 patients in 3 

studies7 

Follow up 45.7months 

(mean) 

279 

per 1000 

114 

per 1000 
Moderate 

Due to serious risk 

of bias8 

Oral alkylating agents 

probably decreases 

50% increase in serum 

creatinine 

Difference: 165 fewer per 

1000 

(95% CI: 212 fewer - 81 

fewer) 

Doubling 

serum 

creatinine 

Follow-up ≥5 

years 

Relative risk: 0.35 

(95% CI: 0.22 - 0.58) 

Based on data from 

211 patients in 3 

studies9 

Follow up 59 months 

(mean) 

413 

per 1000 

145 

per 1000 
Moderate 

Due to serious risk 

of bias10 

Oral alkylating agents 

probably decreases 

doubling serum 

creatinine 

Difference: 268 fewer per 

1000 

(95% CI: 322 fewer - 173 

fewer) 

Infection 
 

(95% CI: - ) 
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Difference: 

 

No studies were found 

that looked at 

infection 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference: 

 

Complete 

remission 

9-30 months 

Relative risk: 2.32 

(95% CI: 1.6 - 3.36) 

Based on data from 

422 patients in 7 

studies11 

Follow up 50 months 

(mean) 

174 

per 1000 

404 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious indirectness12 

Oral alkylating agents 

may increase 

complete remission 

Difference: 230 more per 

1000 

(95% CI: 104 more - 411 

more) 

Complete 

remission 

Follow-up ≥2 

years 

Relative risk: 2.38 

(95% CI: 1.48 - 3.82) 

Based on data from 

393 patients in 5 

studies13 

Follow up 5.5 years 

(mean) 

174 

per 1000 

414 

per 1000 
Moderate 

Due to serious risk 

of bias14 

Oral alkylating agents 

probably increases 

complete remission 

Difference: 240 more per 

1000 

(95% CI: 84 more - 491 

more) 

Doubling 

serum 

creatinine 

15-120 months 

Relative risk: 0.36 

(95% CI: 0.22 - 0.58) 

Based on data from 

231 patients in 4 

studies15 

Follow up 66.8 

months 

(mean) 

413 

per 1000 

149 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious indirectness16 

We are uncertain 

whether oral 

alkylating agents 

improves or worsen 

doubling serum 

creatinine 

Difference: 264 fewer per 

1000 

(95% CI: 322 fewer - 173 

fewer) 

Serious adverse 

events 

Relative risk: 1.89 

(95% CI: 1.05 - 3.39) 

Based on data from 93 

patients in 2 studies17 

Follow up 18 months 

(mean) 

124 

per 1000 

234 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious imprecision18 

Oral alkylating agents 

may increase serious 

adverse events 
Difference: 110 more per 

1000 

(95% CI: 6 more - 296 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [237] with included studies: [175], [188], [186], [226], [233], [187] Baseline/comparator: Control arm of 

reference used for intervention.  

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Imprecision: Serious. due to few events; Publication 

bias: Serious. due to including studies that are only an abstract (Braun 1995).  

3. Systematic review [237] with included studies: [187], [186], [175], [226], [188], [191] Baseline/comparator: Control arm of 

reference used for intervention.  

4. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Indirectness: Serious. The outcome time frame in 

studies were insufficient. 

5. Systematic review [237] with included studies: [188] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: No serious. Incomplete data and/or large loss to follow up; Imprecision: Serious. due to few events, Only data 

from one study. 

7. Systematic review [237] with included studies: [206], [201], [187] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up. 
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9. Systematic review [237] with included studies: [187], [226], [188] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Risk of bias: Serious. due to due to including a study that was an abstract (Braun 1995); Inconsistency: No serious. Point 

estimates vary widely. 

11. Systematic review [237] with included studies: [191], [187], [158], [188], [226], [206], [201] Baseline/comparator: Control 

arm of reference used for intervention.  

12. Risk of bias: Serious. Incomplete data and/or large loss to follow up and due to include abstract only publications; 

Indirectness: Serious. The outcome time frame in studies were insufficient. 

13. Systematic review [237] with included studies: [201], [188], [206], [187], [226] Baseline/comparator: Control arm of 

reference used for intervention.  

14. Risk of bias: Serious. Incomplete data and/or large loss to follow up and due to including a study that was an abstract 

(Braun, 1995);  

15. Systematic review [237] with included studies: [187], [158], [226], [188] Baseline/comparator: Control arm of reference 

used for intervention.  

16. Risk of bias: Very Serious. Incomplete data and/or large loss to follow up and due to including two studies that were 

abstracts (Ahmed 1994, Braun 1995); Indirectness: Serious. The outcome time frame in studies were insufficient. 

17. Systematic review [237] with included studies: [186], [175] Baseline/comparator: Control arm of reference used for 

intervention.  

18. Risk of bias: Serious. Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of participants and 

personnel, resulting in potential for performance bias, Inadequate/lack of blinding of outcome assessors, resulting in potential 

for detection bias; Imprecision: Serious. Low number of patients and few events. 
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Table S10. 

Population: Adults with membranous nephropathy with nephrotic syndrome 

Intervention: Rituximab plus supportive therapy 

Comparator: Supportive therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Supportive 

therapy 

Rituximab 

plus 

supportive 

therapy 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: 

 

Malignancy 

Relative risk: 0.34 

(95% CI: 0.01 - 8.14) 

Based on data from 75 

patients in 1 study1 

Follow up 6 months 

26 

per 1000 

9 

per 1000 
Low 

Due to very serious 

imprecision2 

Rituximab plus 

supportive therapy 

alone may have little 

or no difference on 

malignancy 

Difference: 17 fewer per 

1000 

(95% CI: 26 fewer - 186 

more) 

Complete and 

partial 

remission 

6 months 

Relative risk: 1.67 

(95% CI: 0.78 - 3.55) 

Based on data from 75 

patients in 1 study3 

Follow up 6 months 

211 

per 1000 

352 

per 1000 
Low 

Due to serious 

imprecision, Due to 

serious indirectness4 

Rituximab plus 

supportive therapy 

may have little or no 

difference on 

complete or partial 

remission at 6 

months 

Difference: 141 more per 

1000 

(95% CI: 46 fewer - 538 

more) 

Complete and 

partial 

remission 

Relative risk: 1.9 

(95% CI: 1.15 - 3.13) 

Based on data from 75 

patients in 1 study5 

Follow up 17 months 

(median) 

342 

per 1000 

650 

per 1000 Low 

Due to serious 

imprecision, Due to 

serious indirectness6 

Rituximab plus 

supportive therapy 

may increase 

complete or partial 

remission 

Difference: 308 more per 

1000 

(95% CI: 51 more - 728 

more) 

Partial 

remission 

Relative risk: 3.08 

(95% CI: 1.25 - 7.62) 

Based on data from 75 

patients in 1 study7 

Follow up 6 Months 

132 

per 1000 

407 

per 1000 
Moderate 

Due to serious 

imprecision8 

Rituximab plus 

supportive therapy 

probably increases 

partial remission 

Difference: 275 more per 

1000 

(95% CI: 33 more - 874 

more) 
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Serious adverse 

events 

Relative risk: 1.23 

(95% CI: 0.41 - 3.69) 

Based on data from 75 

patients in 1 study9 

Follow up 2 Months 

132 

per 1000 

162 

per 1000 
Low 

Due to very serious 

imprecision10 

We are uncertain 

whether rituximab 

plus supportive 

therapy increases or 

decreases serious 

adverse events 

Difference: 30 more per 

1000 

(95% CI: 78 fewer - 355 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Systematic review [237] with included studies [174] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, due to few patients with malignancy.  

3. Systematic review [237] with included studies: [174] Baseline/comparator: Control arm of reference used for intervention.  

4. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Serious. Only data from one 

study.  

5. Systematic review [237] with included studies: [174] Baseline/comparator: Control arm of reference used for intervention.  

6. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Serious. Only data from one 

study.  

7. Systematic review [237] with included studies: [174] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Serious. Only data from one study. 

9. Primary study [174] Baseline/comparator: Control arm of reference used for intervention.  

10. Imprecision: Very Serious. Only data from one study, due to few patients with serious adverse events.  
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Table S11. 

Population: Adults with membranous nephropathy with nephrotic syndrome 

Intervention: Rituximab 

Comparator: Cyclosporine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclosporine Rituximab 

All-cause 

mortality 

Relative risk 

(95% CI: - ) 

Based on data from 

130 patients in 1 

study1 

Follow up 24 months 

0 

per 1000 

 

per 1000 
Low 

Due to very serious 

imprecision2 

There were too few 

who experienced the 

all-cause mortality, 

to determine whether 

rituximab made a 

difference 

Difference: fewer per 1000 

End-stage 

kidney disease 

Relative risk: 0.33 

(95% CI: 0.01 - 8.03) 

Based on data from 

130 patients in 1 

study3 

Follow up 24 months 

15 

per 1000 

5 

per 1000 
Low 

Due to very serious 

imprecision4 

Rituximab may have 

little or no difference 

on end-stage kidney 

disease 

Difference: 10 fewer per 

1000 

(95% CI: 15 fewer - 105 

more) 

Infection 

Relative risk: 0.95 

(95% CI: 0.55 - 1.63) 

Based on data from 

130 patients in 1 

study5 

Follow up 24 months 

292 

per 1000 

277 

per 1000 
Low 

Due to very serious 

imprecision6 

Rituximab may have 

little or no difference 

on infection 

Difference: 15 fewer per 

1000 

(95% CI: 131 fewer - 184 

more) 

Complete 

remission 

Relative risk: 47.0 

(95% CI: 2.91 - 

757.81) 

Based on data from 

130 patients in 1 

study7 

Follow up 24 months 

16 

per 1000 

752 

per 1000 
Moderate 

Due to serious 

imprecision8 

Rituximab probably 

increases complete 

remission 

Difference: 736 more per 

1000 

(95% CI: 31 more - 12109 

more) 

Total remission 

Relative risk: 3.0 

(95% CI: 1.77 - 5.07) 

Based on data from 

130 patients in 1 

study9 

Follow up 24 months 

200 

per 1000 

600 

per 1000 
Moderate 

Due to serious 

imprecision10 

Rituximab probably 

increases total 

remission 

Difference: 400 more per 

1000 

(95% CI: 154 more - 814 

more) 

Partial 

remission 

Relative risk: 1.23 

(95% CI: 0.65 - 2.35) 

Based on data from 

130 patients in 1 

study11 

200 

per 1000 

246 

per 1000 Moderate 

Due to serious 

imprecision12 

Rituximab probably 

has little or no 

difference on partial 

remission 

Difference: 46 more per 1000 

(95% CI: 70 fewer - 270 

more) 

Relapse 

Relative risk: 0.1 

(95% CI: 0.02 - 0.39) 

Based on data from 73 

patients in 1 study13 

Follow up 24 months 

529 

per 1000 

53 

per 1000 
Moderate 

Due to serious 

imprecision14 

Rituximab may 

decrease relapse 
Difference: 476 fewer per 

1000 

(95% CI: 518 fewer - 323 

fewer) 

Serious adverse 

events 

Relative risk: 0.55 

(95% CI: 0.29 - 1.05) 

308 

per 1000 

169 

per 1000 
Low 

Rituximab may have 

little or no difference 
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Based on data from 

130 patients in 1 

study15 

Follow up 24 months 

Difference: 139 fewer per 

1000 

(95% CI: 219 fewer - 15 

more) 

Due to serious risk 

of bias, Due to 

serious 

imprecision16 

on serious adverse 

events 

Physical health 

- Quality of life 

Measured by: SF-12 

Physical health 

Scale: - 

Based on data from 

130 patients in 1 

study17 

Follow up 24 months 

49.9 

Mean 

47.8 

Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision18 

Rituximab may have 

little or no difference 

on physical health - 

quality of life  

Difference: MD 2.10 lower 

(95% CI: 5.03 lower - 0.83 

higher) 

Mental health - 

Quality of life 

Measured by: SF-12 

Mental health 

Scale: - 

Based on data from 

130 patients in 1 

study19 

Follow up 24 months 

55 

Mean 

53.4 

Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision20 

Rituximab may have 

little or no difference 

on mental health - 

quality of life 

Difference: MD 1.60 lower 

(95% CI: 3.56 lower - 0.36 

higher) 

1. Systematic review [237] with included studies: MENTOR 2015 Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious.  

3. Systematic review [237] with included studies: MENTOR 2015 Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study.  

5. Systematic review [237] with included studies: MENTOR 2015 Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study. 

7. Systematic review [237] with included studies: MENTOR 2015 Baseline/comparator: Control arm of reference used for 

intervention.  

8. Imprecision: Serious. Only data from one study. 

9. Systematic review [237] with included studies: MENTOR 2015 Baseline/comparator: Control arm of reference used for 

intervention.  

10. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only 

data from one study.  

11. Systematic review [237] with included studies: MENTOR 2015 Baseline/comparator: Control arm of reference used for 

intervention.  

12. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only 

data from one study.  

13. Systematic review [237] with included studies: MENTOR 2015 Baseline/comparator: Control arm of reference used for 

intervention.  

14. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only 

data from one study.  

15. Systematic review [237] with included studies: MENTOR 2015 Baseline/comparator: Control arm of reference used for 

intervention.  

16. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study.  

17. Systematic review [237] with included studies: [236] Baseline/comparator: Control arm of reference used for intervention.  

18. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study. 

19. Systematic review [237] with included studies: [236] Baseline/comparator: Control arm of reference used for intervention.  
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20. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study. 
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Table S12. 

Population: Adults with membranous nephropathy with nephrotic syndrome 

Intervention: Calcineurin inhibitors 

Comparator: Placebo/no treatment or glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo/no 

treatment or 

glucocorticoi

ds 

Calcineurin 

inhibitors 

All-cause 

mortality 

Relative risk: 1.54 

(95% CI: 0.42 - 5.65) 

Based on data from 

253 patients in 7 

studies1 

Follow up 23 months 

(mean) 

17 

per 1000 

26 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision2 

We are uncertain 

whether calcineurin 

inhibitors increases or 

decreases all-cause 

mortality 

Difference: 9 more per 1000 

(95% CI: 10 fewer - 79 

more) 

End-stage 

kidney disease 

Relative risk: 1.21 

(95% CI: 0.52 - 2.79) 

Based on data from 

253 patients in 7 

studies3 

Follow up 23 months 

(mean) 

85 

per 1000 

103 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

serious imprecision, 

Due to serious 

indirectness4 

We are uncertain 

whether calcineurin 

inhibitors increases or 

decreases end-stage 

kidney disease 

Difference: 18 more per 

1000 

(95% CI: 41 fewer - 152 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥ 50% 

loss of GFR Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk: 1.64 

(95% CI: 0.71 - 3.76) 

Based on data from 

163 patients in 5 

studies5 

Follow up 23.4 

months 

(mean) 

80 

per 1000 

131 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

serious imprecision, 

Due to serious 

indirectness6 

We are uncertain 

whether calcineurin 

inhibitors increases or 

decreases complete 

remission 

Difference: 51 more per 

1000 

(95% CI: 23 fewer - 221 

more) 

Complete 

remission 

Follow-up ≥2 

years 

Relative risk: 1.87 

(95% CI: 0.74 - 4.75) 

Based on data from 81 

patients in 2 studies7 

Follow up 45 months 

(mean) 

147 

per 1000 

275 

per 1000 
Low 

Due to very serious 

risk of bias8 

Calcineurin inhibitors 

may have little or no 

difference on 

complete remission 

Difference: 128 more per 

1000 

(95% CI: 38 fewer - 551 

more) 

Relative risk: 0.96 

(95% CI: 0.35 - 2.64) 

147 

per 1000 

141 

per 1000 
Very Low 

We are uncertain 

whether calcineurin 
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Doubling 

serum 

creatinine 

Based on data from 84 

patients in 2 studies9 

Follow up 39 months 

(mean) 

Difference: 6 fewer per 

1000 

(95% CI: 96 fewer - 241 

more) 

Due to serious risk 

of bias, Due to very 

serious imprecision10 

inhibitors increases or 

decreases doubling 

serum creatinine 

Doubling 

serum 

creatinine 

Follow-up ≥5 

years 

Relative risk: 0.67 

(95% CI: 0.18 - 2.47) 

Based on data from 33 

patients in 1 study11 

Follow up 60 months 

147 

per 1000 

98 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision12 

We are uncertain 

whether calcineurin 

inhibitors increases or 

decreases doubling 

serum creatinine 

Difference: 49 fewer per 

1000 

(95% CI: 121 fewer - 216 

more) 

50% increase in 

serum 

creatinine 

Relative risk: 0.55 

(95% CI: 0.05 - 5.75) 

Based on data from 99 

patients in 2 studies13 

Follow up 24 months 

(mean) 

174 

per 1000 

96 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision, 

Due to serious 

inconsistency14 

We are uncertain 

whether calcineurin 

inhibitors increases or 

decreases 50% 

increase in serum 

creatinine 

Difference: 78 fewer per 

1000 

(95% CI: 165 fewer - 827 

more) 

Serious adverse 

effects 

Relative risk: 1.59 

(95% CI: 0.86 - 2.92) 

Based on data from 75 

patients in 1 study15 

Follow up 3 years 

289 

per 1000 

460 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious imprecision16 

Calcineurin inhibitors 

may have little or no 

difference on serious 

adverse effects 

Difference: 171 more per 

1000 

(95% CI: 40 fewer - 555 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review with included studies: [166], [191], [186], [226], [207], [168], [192] Baseline/comparator: Control arm of 

reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Very Serious. Wide confidence intervals, due to few events. 

3. Systematic review with included studies: [186], [226], [191], [166], [207], [192], [168] Baseline/comparator: Control arm of 

reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Indirectness: Serious. The outcome time frame in studies were insufficient; 

Imprecision: Serious. Wide confidence intervals. 

5. Systematic review with included studies: [207], [166], [191], [226], [192] Baseline/comparator: Control arm of reference 

used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Indirectness: Serious. The outcome time frame in studies were insufficient; 

Imprecision: Serious. Wide confidence intervals, Low number of patients and few events.  

7. Systematic review with included studies: [207], [226] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in the potential for 

performance bias, Incomplete data and/or large loss to follow up, Only the abstract was available and unpublished data were 

included, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias.  

9. Systematic review with included studies: [226], [166] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias and due to including an abstract 

(Braun); Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events. 

11. Systematic review with included studies: [226] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in the potential for 

performance bias, Inadequate/lack of blinding of outcome assessors, resulting in the potential for detection bias, only the 

abstract was available and unpublished data were included; Imprecision: Very Serious. Wide confidence intervals, Low 

number of patients and few events, Only data from one study. 

13. Systematic review with included studies: [207], [166] Baseline/comparator: Control arm of reference used for intervention.  

14. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Serious. The 

magnitude of statistical heterogeneity was high, with I2: 70%.; Imprecision: Very Serious. Wide confidence intervals, Low 

number of patients and few events.  
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15. Systematic review with included studies: [186] Baseline/comparator: Control arm of reference used for intervention.  

16. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study, Low number of patients.  
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Table S13. 

Population: Adults with membranous nephropathy with nephrotic syndrome 

Intervention: Calcineurin inhibitors 

Comparator: Alkylating agents 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

Evidence 

(Quality of 

evidence) 

Plain text summary 
Alkylating 

agents 

Calcineurin 

inhibitors 

All-cause 

mortality 

Relative risk: 1.04 

(95% CI: 0.21 - 5.16) 

Based on data from 

238 patients in 5 

studies1 

Follow up 20 months 

(mean) 

18 

per 1000 

19 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to 

serious 

inconsistency, Due 

to serious 

imprecision, Due to 

serious indirectness2 

We are uncertain 

whether calcineurin 

inhibitors increases or 

decreases all-cause 

mortality 

Difference: 1 more per 1000 

(95% CI: 14 fewer - 75 

more) 

End-stage 

kidney disease 

Relative risk: 1.45 

(95% CI: 0.14 - 14.69) 

Based on data from 

178 patients in 4 

studies3 

Follow up 23 months 

(mean) 

12 

per 1000 

17 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision, 

Due to serious 

indirectness4 

We are uncertain 

whether calcineurin 

inhibitors increases or 

decreases end-stage 

kidney disease 

Difference: 5 more per 1000 

(95% CI: 10 fewer - 164 

more) 

Doubling 

serum 

creatinine 

Relative risk: 0.73 

(95% CI: 0.21 - 2.48) 

Based on data from 38 

patients in 1 study5 

Follow up 60 months 

250 

per 1000 

183 

per 1000 Very Low 

Due to very serious 

imprecision, Due to 

serious risk of bias6 

We are uncertain 

whether calcineurin 

inhibitors increases or 

decreases doubling 

serum creatinine 

Difference: 67 fewer per 

1000 

(95% CI: 197 fewer - 370 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference: 

 

Infection 

Relative risk: 0.66 

(95% CI: 0.29 - 1.52) 

Based on data from 

288 patients in 4 

studies7 

Follow up 13 months 

(mean) 

110 

per 1000 

73 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious imprecision8 

Calcineurin inhibitors 

may have little or no 

difference on infection 

Difference: 37 fewer per 

1000 

(95% CI: 78 fewer - 57 

more) 

Malignancy 

Relative risk: 0.0 

(95% CI: 0.0 - 0.0) 

Based on data from 58 

patients in 1 study9 

Follow up 12 Months 

0 

per 1000 

0 

per 1000 
 

 

There were too few who 

experienced the 

malignancy, to 

determine whether 

calcineurin inhibitors 

made a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Complete 

remission 

Relative risk: 1.24 

(95% CI: 0.83 - 1.85) 

Based on data from 

560 patients in 10 

studies10 

Follow up 19.5 

months 

(mean) 

351 

per 1000 

435 

per 1000 
Low 

Due to serious 

indirectness, Due to 

serious 

inconsistency11 

Calcineurin inhibitors 

may have little or no 

difference on complete 

remission 

Difference: 84 more per 

1000 

(95% CI: 60 fewer - 298 

more) 



 44 

Complete 

remission 

Follow-up ≥2 

years 

Relative risk: 0.65 

(95% CI: 0.4 - 1.06) 

Based on data from 71 

patients in 2 studies12 

Follow up 42 Months 

280 

per 1000 

182 

per 1000 
Low 

Due to very serious 

risk of bias13 

Calcineurin inhibitors 

may have little or no 

difference on complete 

remission 

Difference: 98 fewer per 

1000 

(95% CI: 168 fewer - 17 

more) 

≥20% loss of 

GFR 

Relative risk: 1.4 

(95% CI: 1.0 - 1.95) 

Based on data from 69 

patients in 1 study14 

Follow up 3 years 

576 

per 1000 

806 

per 1000 Low 

Due to serious 

imprecision, Due to 

serious risk of bias15 

Calcineurin inhibitors 

probably increase ≥20% 

loss of GFR 

Difference: 230 more per 

1000 

(95% CI: 0 fewer - 547 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference: 

 

1. Systematic review [237] with included studies: [195], [202], [226], [170], [191] Baseline/comparator: Control arm of 

reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias 

unclear sequence, allocation concealment and blinding for two studies (Cheng 2010a, Peng 2016); Inconsistency: Serious. 

Point estimates vary widely; Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: 

Serious. due to few events, Wide confidence intervals.  

3. Systematic review [237] with included studies: [226], [195], [170], [191] Baseline/comparator: Control arm of reference 

used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias unclear sequence, allocation 

concealment and blinding for two studies (Cheng 2010a); Indirectness: Serious. The outcome time frame in studies were 

insufficient; Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events.  

5. Systematic review [237] with included studies: [226] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Imprecision: Very Serious. Wide confidence 

intervals, Only data from one study, Low number of patients. 

7. Systematic review [237] with included studies: [219], [202], [208], [195] Baseline/comparator: Control arm of reference 

used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias and unclear sequence generation, 

allocation concealment and blinding in the Xu 2013a study; Imprecision: Serious. due to few events.  

9. Systematic review [237] with included studies: [195] Baseline/comparator: Control arm of reference used for intervention.  

10. Systematic review [237] with included studies: [202], [219], [208], [186], [226], [235], [170], [183], [195], [191] 

Baseline/comparator: Control arm of reference used for intervention.  

11. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Serious. Point 

estimates vary widely, the magnitude of statistical heterogeneity was high, with I2:64%, Indirectness: Serious. The outcome 

time frame in studies were insufficient.  

12. Systematic review [237] with included studies: [226], [225] Baseline/comparator: Control arm of reference used for 

intervention.  

13. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to due to including data 

from a follow up study and an abstract only publication.  

14. Systematic review [237] with included studies: [186] Baseline/comparator: Control arm of reference used for intervention.  

15. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. 

Only data from one study, Low number of patients. 
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Chapter 4. Nephrotic syndrome in children 

 

Table S14. 

Population: First episode of nephrotic syndrome in children 

Intervention: Glucocorticoid therapy of 12 weeks or more duration 

Comparator: Glucocorticoid therapy of 8 weeks duration 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary 
Glucocorticoid 

therapy of 8 

weeks 

Glucocorticoid 

therapy of ≥12 

weeks 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference: 

 

Infection 

Relative risk: 0.87 

(95% CI: 0.62 - 1.22) 

Based on data from 

265 patients in 3 

studies1 

Follow up 18 months 

(mean) 

342 

per 1000 

298 

per 1000 
Low 

Due to very 

serious risk of 

bias2 

Compared with 8 

weeks, ≥12 weeks 

of glucocorticoid 

therapy may have 

little or no 

difference on 

infection 

Difference: 44 fewer per 1000 

(95% CI: 130 fewer - 75 more) 

Glucocorticoid-

related adverse 

events - 

Ophthalmologi

cal disorders 

Relative risk: 0.53 

(95% CI: 0.16 - 1.77) 

Based on data from 

695 patients in 7 

studies3 

Follow up 19 months 

(mean) 

38 

per 1000 

20 

per 1000 
Very Low 

Due to very 

serious risk of 

bias, Due to 

serious 

imprecision4 

We are uncertain 

whether ≥12 weeks 

of glucocorticoid 

therapy increases 

or decreases 

ophthalmological 

disorders 

Difference: 18 fewer per 1000 

(95% CI: 32 fewer - 29 more) 

Glucocorticoid-

related adverse 

events - 

Retarded 

growth 

Relative risk: 0.54 

(95% CI: 0.25 - 1.18) 

Based on data from 

354 patients in 4 

studies5 

Follow up 21 months 

(mean) 

112 

per 1000 

60 

per 1000 
Low 

Due to very 

serious risk of 

bias6 

Compared with 8 

weeks, ≥12 weeks 

of glucocorticoid 

therapy may have 

little or no 

difference on 

retarded growth 

Difference: 52 fewer per 1000 

(95% CI: 84 fewer - 20 more) 

Glucocorticoid-

related adverse 

Relative risk: 1.17 

(95% CI: 0.9 - 1.54) 

276 

per 1000 

356 

per 1000 
Moderate 

Compared with 8 

weeks, ≥12 weeks 
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events - 

Cushing's 

syndrome 

Based on data from 

640 patients in 6 

studies7 

Follow up 20.5 

months 

(mean) 

Difference: 80 more per 1000 

(95% CI: 36 fewer - 248 more) 

Due to serious 

risk of bias8 

of glucocorticoid 

therapy probably 

makes little or no 

difference on 

Cushing’s 

syndrome 

Glucocorticoid-

related adverse 

events - 

Osteoporosis 

Relative risk: 0.47 

(95% CI: 0.06 - 3.38) 

Based on data from 

233 patients in 3 

studies9 

Follow up 20 months 

(mean) 

45 

per 1000 

21 

per 1000 Very Low 

Due to serious 

risk of bias, Due 

to very serious 

imprecision10 

We are uncertain 

whether ≥12 weeks 

of glucocorticoid 

therapy increases 

or decreases 

osteoporosis 

Difference: 24 fewer per 1000 

(95% CI: 42 fewer - 107 more) 

Relapse 

12-24 months 

Relative risk: 0.79 

(95% CI: 0.65 - 0.95) 

Based on data from 

1108 patients in 11 

studies19 

Follow up 18 months 

(mean) 

701 

per 1000 

554 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

inconsistency20 

Glucocorticoids 

therapy ≥12 weeks 

may decrease 

relapse  
Difference: 147 fewer per 1000 

(95% CI: 245 fewer - 35 fewer) 

Relapse - 

stratified low 

risk of bias for 

allocation 

concealment 

12-24 months 

Relative risk: 0.91 

(95% CI: 0.78 - 1.06) 

Based on data from 

635 patients in 5 

studies11 

Follow up 20 months 

(mean) 

728 

per 1000 

662 

per 1000 

High 

Glucocorticoid 

therapy ≥12 weeks 

has little or no 

difference on 

relapse in studies 

stratified for low 

risk of bias for 

allocation 

concealment 

Difference: 66 fewer per 1000 

(95% CI: 160 fewer - 44 more) 

Relapse - 

stratified 

unclear or high 

risk of bias for 

allocation 

concealment 

12-24 months 

Relative risk: 0.69 

(95% CI: 0.49 - 0.98) 

Based on data from 

471 patients in 6 

studies12 

Follow up 17 months 

(mean) 

670 

per 1000 

462 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

inconsistency13 

Glucocorticoids 

therapy ≥12 weeks 

may decrease 

relapse  
Difference: 208 fewer per 1000 

(95% CI: 342 fewer - 13 fewer) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference: 

 

Frequent 

relapses 

12-24 months 

Relative risk: 0.79 

(95% CI: 0.59 - 1.06) 

Based on data from 

805 patients in 7 

studies14 

Follow up 19.7 

months 

(mean) 

396 

per 1000 

313 

per 1000 
Low 

Due to very 

serious risk of 

bias15 

Glucocorticoids 

therapy ≥12 weeks 

may make little or 

no difference to 

frequents relapses 

Difference: 83 fewer per 1000 

(95% CI: 162 fewer - 24 more) 

Frequent 

relapses - 

stratified 

unclear or high 

risk of bias for 

allocation 

concealment 

Relative risk: 0.45 

(95% CI: 0.26 - 0.77) 

Based on data from 

220 patients in 3 

studies16 

Follow up 18 months 

(mean) 

357 

per 1000 

161 

per 1000 
Moderate 

Due to serious 

risk of bias17 

Glucocorticoids 

therapy ≥12 weeks 

probably decreases 

frequents relapses 
Difference: 196 fewer per 1000 

(95% CI: 264 fewer - 82 fewer) 
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12-24 months 

Frequent 

relapses - 

stratified low 

risk of bias for 

allocation 

concealment 

12-24 months 

Relative risk: 0.99 

(95% CI: 0.82 - 1.19) 

Based on data from 

585 patients in 4 

studies18 

Follow up 21 months 

(mean) 

413 

per 1000 

409 

per 1000 

High 

Glucocorticoids 

therapy ≥12 weeks 

may make no 

difference to 

frequents relapses  

Difference: 4 fewer per 1000 

(95% CI: 74 fewer - 78 more) 

Relapse 

12-24 months 

Relative risk: 0.79 

(95% CI: 0.65 - 0.95) 

Based on data from 

1108 patients in 11 

studies19 

Follow up 18 months 

(mean) 

701 

per 1000 

554 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

inconsistency20 

Glucocorticoids 

therapy ≥12 weeks 

may decrease 

relapse  
Difference: 147 fewer per 1000 

(95% CI: 245 fewer - 35 fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference: 

 

1. Systematic review [352] with included studies: [258], [267], [266] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Very Serious. Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up.  

3. Systematic review [352] with included studies: [249], [246], [255], [331], [258], [267], [275] Baseline/comparator: Control 

arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Incomplete 

data and/or large loss to follow up; Imprecision: Serious. Wide confidence intervals. 

5. Systematic review [352] with included studies: [258], [246], [249], [255] Baseline/comparator: Control arm of reference 

used for intervention.  

6. Risk of bias: Very Serious. Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up.  

7. Systematic review [352] with included studies: [331], [258], [246], [249], [267], [265] Baseline/comparator: Control arm of 

reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Selective 

outcome reporting.  

9. Systematic review [352] with included studies: [258], [275], [249] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias, Selective outcome reporting; Imprecision: Very 

Serious. Wide confidence intervals, due to few events.  

11. Systematic review [352] with included studies: [249], [331], [279], [246], [276] Baseline/comparator: Control arm of 

reference used for intervention.  

12. Systematic review [352] with included studies: [258], [270], [275], [266], [255], [265] Baseline/comparator: Control arm of 

reference used for intervention.  

13. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Serious. The magnitude of statistical 

heterogeneity was high, with I2:72%.  

14. Systematic review [352] with included studies: [246], [255], [275], [249], [331], [266], [279] Baseline/comparator: Control 

arm of reference used for intervention.  

15. Risk of bias: Very Serious. Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 
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Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up.  

16. Systematic review [352] with included studies: [255], [266], [275] Baseline/comparator: Control arm of reference used for 

intervention.  

17. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate concealment of allocation during randomization process, resulting in potential for selection bias.  

18. Systematic review [352] with included studies: [331], [246], [249], [279] Baseline/comparator: Control arm of reference 

used for intervention.  

19. Systematic review [352] with included studies: [255], [331], [276], [249], [279], [258], [265], [270], [266], [275], [246] 

Baseline/comparator: Control arm of reference used for intervention.  

20. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Serious. The magnitude of statistical 

heterogeneity was high, with I2:72%.;  
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Table S15. 

Population: Children with nephrotic syndrome and viral infections 

Intervention: Daily prednisolone 

Comparator: Alternate-day prednisolone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Alternate-day 

prednisolone 

Daily 

prednisolone 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies for looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies looked at 

end-stage kidney 

disease Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies looked at 

≥50% GFR loss Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies looked at 

infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies looked at 

complete remission Difference: 

 

Relapse with 

infection 

Relative risk: 0.49 

(95% CI: 0.18 - 1.3) 

Based on data from 

40 patients in 1 

study1 

Follow up until child 

had two upper 

respiratory tract 

infections 

455 

per 1000 

223 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Daily prednisolone 

compared with placebo 

may have little or no 

difference on relapse 

with infection 

Difference: 232 fewer per 

1000 

(95% CI: 373 fewer - 137 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies looked at 

annual GFR loss Difference: 

 

Rate of 

infection-

related relapse3 

Measured by: 

relapse/patient/year 

Scale: - Lower better 

 

Mean 

 

Mean 

Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision5 

Daily prednisolone 

compared with alternate 

day prednisolone may 

decrease rate of relapse 

at 1 year 
Difference: MD 3.3 lower 
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Based on data from 

95 patients in 1 

study4 

Follow up 24 

months 

(95% CI: 4.03 lower - 2.57 

lower) 

Rate of 

infection-

related relapse6 

Measured by: 

relapses/patient/year 

Scale: - Lower better 

Based on data from 

36 patients in 1 

study7 

Follow up 24 

months 

 

Mean 

 

Mean 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Daily prednisolone 

compared with alternate 

day prednisolone may 

decrease rate of relapse 

at 2 years 

Difference: MD 3.3 lower 

(95% CI: 4.03 lower - 2.57 

lower) 

1. Primary study [239] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up (8/48 excluded from study (17%) for need for additional 

immunosuppression (4), no second viral infection (3), number without further relapses (1)), Selective outcome reporting (Not 

all the review's pre-specified outcomes were recorded; no mention of adverse events); Imprecision: Serious. Low number of 

patients, Only data from one study, due to few events.  

3. (Number of relapses/patients at 2 years) 

4. Primary study [251] Baseline/comparator: Control arm of reference used for intervention.  

5. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Selective outcome reporting, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study.  

6. (Number of relapses/patients at 2 years) 

7. Primary study [262] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, 

Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias, Selective outcome reporting; Imprecision: Serious. 

Only data from one study. 
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Table S16. 

Population: Children with frequently relapsing steroid-sensitive nephrotic syndrome 

Intervention: Alkylating agents 

Comparator: Glucocorticoids or placebo or both 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocortico

ids or 

placebo or 

both 

Alkylating 

agents 

All-cause mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage kidney 

disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Relapse - 

Cyclophosphamide 

versus prednisone 

6-12 months 

Relative risk: 0.47 

(95% CI: 0.33 - 0.66) 

Based on data from 

157 patients in 4 

studies1 

Follow up 17.8 

months 

(mean) 

713 

per 1000 

335 

per 1000 

Moderate 

Due to serious 

risk of bias2 

Cyclophosphamide 

probably decreases 

relapse at 6-12 

months 

Difference: 378 fewer per 

1000 

(95% CI: 478 fewer - 242 

fewer) 

Relapse - 

Chlorambucil versus 

prednisone or 

placebo 

6-12 months 

Relative risk: 0.19 

(95% CI: 0.03 - 1.09) 

Based on data from 41 

patients in 2 studies3 

Follow up 14.5 

months 

(mean) 

850 

per 1000 

161 

per 1000 
Moderate 

Due to serious 

risk of bias4 

Chlorambucil 

probably has little or 

no difference on 

relapse at 6-12 

months 

Difference: 689 fewer per 

1000 

(95% CI: 825 fewer - 77 

more) 

Relative risk: 0.21 

(95% CI: 0.07 - 0.65) 

929 

per 1000 

195 

per 1000 
Low 
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Relapse - 

Cyclophosphamide 

versus prednisone 

12-24 months 

Based on data from 27 

patients in 2 studies5 

Follow up 19 months 

(mean) 

Difference: 734 fewer per 

1000 

(95% CI: 864 fewer - 325 

fewer) 

Due to serious 

risk of bias, Due 

to serious 

imprecision6 

Cyclophosphamide 

may decrease relapse 

at 12-24 months 

Relapse - 

Chlorambucil versus 

prednisone or 

placebo 

12 months 

Relative risk: 0.15 

(95% CI: 0.02 - 0.95) 

Based on data from 32 

patients in 2 studies7 

Follow up 19 months 

(mean) 

1000 

per 1000 

150 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

imprecision8 

Chlorambucil may 

decrease relapse at 

12 months 

Difference: 850 fewer per 

1000 

(95% CI: 980 fewer - 50 

fewer) 

Annual GFR loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Systematic review [333] with included studies: [289], [297], [314], [294] Baseline/comparator: Control arm of reference 

used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Selective outcome reporting.  

3. Systematic review [333] with included studies: [303], [286] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up.  

5. Systematic review [333] with included studies: [294], [297] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Low 

number of patients.  

7. Systematic review [333] with included studies: [303], [286] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Serious. Low number of patients. 
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Table S17. 

Population: Children with frequently relapsing or steroid-dependent nephrotic syndrome 

Intervention: Levamisole 

Comparator: Glucocorticoids or placebo or both, or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocorticoids 

or placebo or 

both, or no 

treatment 

Levamisole 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference: 

 

Relapse 

4-12 months 

Relative risk: 0.52 

(95% CI: 0.33 - 0.82) 

Based on data from 

474 patients in 8 

studies1 

Follow up 11.3 

months 

(mean) 

764 

per 1000 

397 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

inconsistency2 

Levamisole may 

decrease relapse at 

4-12 months 
Difference: 367 fewer per 1000 

(95% CI: 512 fewer - 138 

fewer) 

Relapse 

6-12 months 

Relative risk: 0.65 

(95% CI: 0.48 - 0.88) 

Based on data from 

462 patients in 8 

studies3 

Follow up 11.3 

months 

(mean) 

862 

per 1000 

560 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

inconsistency4 

Levamisole may 

decrease relapse at 

6-12 months 
Difference: 302 fewer per 1000 

(95% CI: 448 fewer - 103 

fewer) 
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Relapse - 

children with 

frequently 

relapsing 

nephrotic 

syndrome 

Relative risk: 0.57 

(95% CI: 0.33 - 0.98) 

Based on data from 31 

patients in 1 study5 

Follow up 12 months 

882 

per 1000 

503 

per 1000 
Moderate 

Due to serious 

imprecision6 

Levamisole probably 

decreases relapse Difference: 379 fewer per 1000 

(95% CI: 591 fewer - 18 fewer) 

Relapse - 

children with 

steroid-

dependent 

nephrotic 

syndrome 

Relative risk: 0.86 

(95% CI: 0.67 - 1.1) 

Based on data from 68 

patients in 1 study7 

Follow up 12 months 

844 

per 1000 

726 

per 1000 
Moderate 

Due to serious 

imprecision8 

Levamisole probably 

has little or no 

difference on relapse  Difference: 118 fewer per 1000 

(95% CI: 279 fewer - 84 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Systematic review [326] with included studies: [298], [287], [296], [317], [311], [304], [283], [314] Baseline/comparator: 

Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Serious. The 

magnitude of statistical heterogeneity was high, with I2: 89%. 

3. Primary study [298], [317], [283], [314], [296], [287], [311], [304] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Serious. The 

magnitude of statistical heterogeneity was high, with I2: 87%. 

5. Systematic review [326] with included studies: [304] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Serious. Only data from one study, Low number of patients. 

7. Primary study [304] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Serious. Only data from one study, Low number of patients. 
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Table S18. 

Population: Children with frequently relapsing or steroid-dependent nephrotic syndrome 

Intervention: Mycophenolate mofetil 

Comparator: Levamisole 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of 

the evidence 

(Quality of 

evidence) 

Plain text summary 
Levamisole 

Mycophenolate 

mofetil 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Serious 

infection 

Relative risk: 0.38 

(95% CI: 0.08 - 1.92) 

Based on data from 

149 patients in 1 

study1 

Follow up 43 months 

(median) 

343 

per 1000 

408 

per 1000 
Very Low 

Due to serious 

risk of bias, 

Due to very 

serious 

imprecision2 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases serious 

infection 

Difference: 65 more per 1000 

(95% CI: 75 fewer - 278 more) 

Glucocorticoid-

related adverse 

events 

Relative risk: 0.48 

(95% CI: 0.04 - 5.18) 

Based on data from 

149 patients in 1 

study3 

Follow up 43 months 

(median) 

28 

per 1000 

13 

per 1000 Very Low 

Due to serious 

risk of bias, 

Due to very 

serious 

imprecision4 

We are uncertain 

whether 

mycophenolate 

mofetil improves or 

worsen 

glucocorticoid-

related adverse 

events 

Difference: 15 fewer per 1000 

(95% CI: 27 fewer - 117 more) 

Frequent 

relapse 

Relative risk: 0.91 

(95% CI: 0.64 - 1.28) 

Based on data from 

149 patients in 1 

study5 

Follow up 43 months 

(median) 

493 

per 1000 

449 

per 1000 Low 

Due to serious 

risk of bias, 

Due to serious 

imprecision6 

Mycophenolate 

mofetil may have 

little or no difference 

on infrequent relapse 
Difference: 44 fewer per 1000 

(95% CI: 177 fewer - 138 more) 

Infrequent 

relapse 

Relative risk: 0.88 

(95% CI: 0.41 - 1.87) 

Based on data from 

149 patients in 1 

study7 

Follow up 43 months 

165 

per 1000 

145 

per 1000 
Low 

Due to serious 

risk of bias, 

Due to serious 

imprecision8 

Mycophenolate 

mofetil may have 

little or no difference 

on infrequent relapse 
Difference: 20 fewer per 1000 

(95% CI: 97 fewer - 144 more) 
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(median) 

Treatment 

failure 

Relative risk: 0.32 

(95% CI: 0.01 - 7.74) 

Based on data from 

149 patients in 1 

study11 

Follow up 43 months 

(median) 

14 

per 1000 

4 

per 1000 
Very Low 

Due to serious 

risk of bias, 

Due to very 

serious 

imprecision12 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases treatment 

failure 

Difference: 10 fewer per 1000 

(95% CI: 14 fewer - 94 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

Mean 

 

Mean  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

GFR 

Measured by: 

Scale: - Lower better 

Based on data from 

149 patients in 1 

study13 

Follow up 43 months 

(median) 

94.4 

Mean 

98.2 

Mean Low 

Due to serious 

risk of bias, 

Due to serious 

imprecision14 

Mycophenolate 

mofetil may have 

little or no difference 

on GFR 

Difference: MD 3.80 higher 

(95% CI: 0.81 lower - 8.41 

higher) 

1. Systematic review [326] with included studies: [329] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Only 

data from one study, Wide confidence intervals. 

3. Systematic review [326] with included studies: [329] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Only 

data from one study, Wide confidence intervals.  

5. Systematic review [326] with included studies: [329] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study.  

7. Systematic review [326] with included studies: [329] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study. 

9. Systematic review [326] with included studies: [329] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study.  

11. Systematic review [326] with included studies: [329] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Only 

data from one study, Wide confidence intervals.  

13. Systematic review [326] with included studies: [329] Baseline/comparator: Control arm of reference used for intervention.  

14. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study.  
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Table S19. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Cyclosporine and prednisone 

Comparator: Prednisone alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Prednisolone 

alone 

Cyclosporine 

and 

prednisone 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference: 

 

Relapse 

6 months 

Relative risk: 0.33 

(95% CI: 0.13 - 0.83) 

Based on data from 104 

patients in 1 study1 

Follow up 24 months 

309 

per 1000 

102 

per 1000 Low 

Due to serious 

imprecision, Due 

to serious 

indirectness2 

Cyclosporine and 

prednisone may 

decrease relapse 

Difference: 207 fewer per 

1000 

(95% CI: 269 fewer - 53 

fewer) 

Relapse 

12 months 

Relative risk: 0.72 

(95% CI: 0.46 - 1.13) 

Based on data from 104 

patients in 1 study3 

Follow up 24 months 

509 

per 1000 

366 

per 1000 Low 

Due to serious 

imprecision, Due 

to serious 

indirectness4 

Cyclosporine and 

prednisone may have 

little or no difference 

on relapse at 12 

months 

Difference: 143 fewer per 

1000 

(95% CI: 275 fewer - 66 

more) 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 87 

patients in 1 study5 

 

ml/min Mean 

 

ml/min Mean Very Low 

Due to very serious 

risk of bias, Due to 

We are uncertain 

whether 

cyclosporine and 

prednisone increases Difference: MD 2 higher 
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Follow up 24 months (95% CI: 2.44 lower - 6.44 

higher) 

serious 

imprecision6 

or decreases 

creatinine clearance 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Primary study [306] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. 

Unclear how many participants with FRNS and SDNS; Imprecision: Serious. Only data from one study, Low number of 

patients.  

3. Primary study [306] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, unclear blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. Unclear how 

many participants with FRNS and SDNS; Imprecision: Serious. Wide confidence intervals, Only data from one study, Low 

number of patients.  

5. Primary study [306] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large 

loss to follow up, Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients. 
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Table S20. 

Population: Children with frequently relapsing or steroid-dependent nephrotic syndrome 

Intervention: Rituximab 

Comparator: Placebo or control 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

Evidence 

(Quality of evidence) 

Plain text 

summary Placebo or 

control 
Rituximab 

All-cause 

mortality 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference: 

 

End-stage 

kidney disease 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference: 

 

Infection 

Relative risk: 0.9 

(95% CI: 0.26 - 3.15) 

Based on data from 

222 patients in 3 

studies1 

Follow up 12 months 

(mean) 

181 

per 1000 

163 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision2 

We are uncertain 

whether rituximab 

increases or 

decreases 

infections 

Difference: 18 fewer per 

1000 

(95% CI: 134 fewer - 389 

more) 

Malignancy 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference: 

 

Relapse 

3 months 

Relative risk: 0.32 

(95% CI: 0.14 - 0.7) 

Based on data from 

132 patients in 3 

studies3 

Follow up 15 months 

(mean) 

530 

per 1000 

170 

per 1000 
Moderate 

Due to serious 

imprecision4 

Rituximab 

probably decreases 

relapse at 3 months 

Difference: 360 fewer per 

1000 

(95% CI: 456 fewer - 159 

fewer) 

Relapse 

6 months 

Relative risk: 0.23 

(95% CI: 0.12 - 0.43) 

Based on data from 

271 patients in 5 

studies5 

Follow up 10 months 

(mean) 

540 

per 1000 

124 

per 1000 
Moderate 

Due to serious risk of 

bias6 

Rituximab 

probably decreases 

relapse at 6 months 

Difference: 416 fewer per 

1000 

(95% CI: 475 fewer - 308 

fewer) 

Relapse 

12 months 

Relative risk: 0.63 

(95% CI: 0.42 - 0.93) 

607 

per 1000 

382 

per 1000 
Moderate 
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Based on data from 

198 patients in 3 

studies7 

Follow up 12 months 

(mean) 

Difference: 225 fewer per 

1000 

(95% CI: 352 fewer - 42 

fewer) 

Due to serious 

imprecision8 Rituximab 

probably decreases 

relapse 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference: 

 

1. Systematic review with included studies: [309], [313], [334] Baseline/comparator Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Low number of patients, due to few events.  

3. Systematic review with included studies: [313], [309], [314] Baseline/comparator Control arm of reference used for 

intervention.  

4. Imprecision: Serious. Low number of patients.  

5. Systematic review with included studies: [296], [334], [314], [309], [289] Baseline/comparator Control arm of reference 

used for intervention.  

6. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias.  

7. Systematic review with included studies: [314], [309], [334] Baseline/comparator Control arm of reference used for 

intervention. 

8. Imprecision: Serious. Wide confidence intervals. 
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Table S21. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Cyclosporine 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo or 

no treatment 
Cyclosporine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: fewer 

 

Infection 

Relative risk: 0.7 

(95% CI: 0.2 - 2.51) 

Based on data from 17 

patients in 1 study1 

Follow up 12 months 

429 

per 1000 

300 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether 

cyclosporine 

increases or 

decreases infection 

Difference: 129 fewer per 

1000 

(95% CI: 343 fewer - 648 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk: 7.66 

(95% CI: 1.06 - 55.34) 

Based on data from 49 

patients in 3 studies3 

Follow up 7 months 

(mean) 

0 

per 1000 

0 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Cyclosporine may 

increase complete 

remission 
Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Systematic review [364] with included studies: [351] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients.  

3. Systematic review [364] with included studies: [339], [346], [351] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: Serious. Low number of patients, 

due to no events in the control group.  
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Table S22. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Calcineurin inhibitors 

Comparator: Intravenous cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of 

the evidence 

(Quality of 

evidence) 

Plain text summary 
Intravenous 

cyclophosphamide 

Calcineurin 

inhibitors 

All-cause 

mortality 

Relative risk: 0.33 

(95% CI: 0.01 - 7.92) 

Based on data from 

131 patients in 1 

study1 

Follow up 12 months 

16 

per 1000 

5 

per 1000 Low 

Due to very 

serious 

imprecision2 

Calcineurin 

inhibitors may have 

little or no difference 

on all-cause 

mortality 

Difference: 11 fewer per 1000 

(95% CI: 16 fewer - 111 more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

Relative risk: 0.49 

(95% CI: 0.16 - 1.56) 

Based on data from 

131 patients in 1 

study3 

Follow up 12 months 

124 

per 1000 

61 

per 1000 Low 

Due to very 

serious 

imprecision4 

Calcineurin 

inhibitors may have 

little or no difference 

on infection 
Difference: 63 fewer per 1000 

(95% CI: 104 fewer - 69 more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

3-6 months 

Relative risk: 3.43 

(95% CI: 1.84 - 6.41) 

Based on data from 

156 patients in 2 

studies5 

Follow up 12 months 

(mean) 

129 

per 1000 

442 

per 1000 Low 

Due to serious 

risk of bias, 

Due to serious 

imprecision6 

Calcineurin 

inhibitors may 

increase complete 

remission 
Difference: 313 more per 1000 

(95% CI: 108 more - 698 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

1. Systematic review [364] with included studies: [251] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients.  

3. Systematic review [364] with included studies [251] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Only data from one study, Low number of patients, Wide confidence intervals.  

5. Systematic review [364] with included studies: [350], [361] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: Serious. Incomplete data and/or large loss to follow up with high risk of attrition bias; Imprecision: Serious. 

Low number of patients. 
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Table S23. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Cyclosporine 

Comparator: Mycophenolate mofetil with dexamethasone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Mycophenolate 

mofetil with 

dexamethasone 

Cyclosporine 

All-cause 

mortality 

12 months 

Relative risk: 0.18 

(95% CI: 0.01 - 3.75) 

Based on data from 

138 patients in 1 

study1 

Follow up 19.5 

months 

31 

per 1000 

6 

per 1000 
Moderate 

Due to serious 

imprecision2 

Cyclosporine 

probably has little or 

no difference on all-

cause mortality 
Difference: 25 fewer per 1000 

(95% CI: 31 fewer - 85 more) 

End-stage 

kidney disease 

Relative risk: 4.58 

(95% CI: 0.55 - 38.22) 

Based on data from 

138 patients in 1 

study3 

Follow up 19.5 

months 

16 

per 1000 

73 

per 1000 
Moderate 

Due to serious 

imprecision4 

Cyclosporine 

probably has little or 

no difference on 

end-stage kidney 

disease 

Difference: 57 more per 1000 

(95% CI: 7 fewer - 596 more) 

≥50% GFR loss 

Relative risk: 2.29 

(95% CI: 0.46 - 11.41) 

Based on data from 

138 patients in 1 

study5 

Follow up 19.5 

months 

31 

per 1000 

71 

per 1000 Moderate 

Due to very serious 

imprecision, Due 

to serious 

imprecision6 

Cyclosporine 

probably has little or 

no difference on 

≥50% GFR loss 
Difference: 40 more per 1000 

(95% CI: 17 fewer - 323 more) 

Infections 

Relative risk: 0.78 

(95% CI: 0.5 - 1.22) 

Based on data from 

138 patients in 1 

study7 

Follow up 12 months 

410 

per 1000 

320 

per 1000 
Moderate 

Due to serious 

imprecision8 

Cyclosporine 

probably has little or 

no difference on 

infection 
Difference: 90 fewer per 1000 

(95% CI: 205 fewer - 320 fewer) 

Serious 

infection 

requiring 

hospitalization 

Relative risk: 0.65 

(95% CI: 0.22 - 1.96) 

Based on data from 

138 patients in 1 

study9 

Follow up 19.5 

months 

107 

per 1000 

70 

per 1000 
Moderate 

Due to serious 

imprecision10 

Cyclosporine 

probably has little or 

no difference on 

serious infection 

requiring 

hospitalizations 

Difference: 37 fewer per 1000 

(95% CI: 83 fewer - 103 more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

6 months 

Relative risk: 1.14 

(95% CI: 0.64 - 2.03) 

Based on data from 41 

patients in 1 study11 

Follow up 12 months 

500 

per 1000 

570 

per 1000 Moderate 

Due to serious 

imprecision12 

Cyclosporine may 

have little or no 

difference on 

complete remission 

at 6 months 

Difference: 70 more per 1000 

(95% CI: 180 fewer - 515 more) 

Complete 

remission 

Relative risk: 0.8 

(95% CI: 0.45 - 1.42) 

500 

per 1000 

400 

per 1000 
Moderate 

Cyclosporine may 

have little or no 
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12 months Based on data from 58 

patients in 2 studies13 

Follow up 12 months 

(mean) 

Difference: 100 fewer per 1000 

(95% CI: 275 fewer - 210 more) 

Due to serious 

imprecision14 

difference on 

complete remission 

at 12 months 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Systematic review [364] with included studies: [340] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Serious. Only data from one study, Low number of patients.  

3. Primary study [340] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Serious. Only data from one study, Low number of patients. 

5. Primary study [340] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Serious. Only data from one study, Low number of patients. 

7. Primary study [340] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Serious. Only data from one study, Low number of patients. 

9. Primary study [340] Baseline/comparator: Control arm of reference used for intervention.  

10. Imprecision: Serious. Only data from one study, Low number of patients. 

11. Systematic review [359] with included studies: [337] Baseline/comparator: Control arm of reference used for intervention.  

12. Imprecision: Serious. Low number of patients and few events, Only data from one study. 

13. Primary study [337], [355] Baseline/comparator: Control arm of reference used for intervention.  

14. Imprecision: Serious. Low number of patients and few events, Only data from one study.  
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Table S24. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Tacrolimus to maintain remission 

Comparator: Mycophenolate mofetil to maintain remission 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Mycophenolate 

mofetil 
Tacrolimus 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

Relative risk: 0.27 

(95% CI: 0.06 - 1.18) 

Based on data from 60 

patients in 1 study1 

Follow up 12 months 

242 

per 1000 

65 

per 1000 

Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Tacrolimus may 

have little or no 

difference on 

infection 
Difference: 177 fewer per 1000 

(95% CI: 227 fewer - 44 more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk: 1.79 

(95% CI: 1.11 - 2.9) 

Based on data from 60 

patients in 1 study3 

Follow up 12 months 

414 

per 1000 

741 

per 1000 

Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Tacrolimus may 

increase complete 

remission Difference: 327 more per 1000 

(95% CI: 46 more - 787 more) 

Frequent 

relapses 

Relative risk: 0.28 

(95% CI: 0.09 - 0.92) 

Based on data from 60 

patients in 1 study5 

Follow up 12 months 

345 

per 1000 

97 

per 1000 

Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Tacrolimus may 

decrease frequent 

relapses Difference: 248 fewer per 1000 

(95% CI: 314 fewer - 28 fewer) 

Annual GFR 

loss 

12 months 

Measured by: 

Scale: - Lower better 

Based on data from 60 

patients in 1 study7 

Follow up 12 months 

 

ml/min Mean 

 

ml/min 

Mean 

Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Tacrolimus may 

have little or no 

difference on annual 

GFR loss after 12 

months 

Difference: MD 13 higher 

(95% CI: 3.71 lower - 29.71 

higher) 

1. Systematic review [364] with included studies: [352] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study, Low number of patients.  

3. Systematic review with included studies: [352] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Low number of patients and few events, Only data from one study. 

5. Systematic review [364] with included studies: [352] Baseline/comparator: Control arm of reference used for intervention.  



 69 

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Low number of patients and few events, Only data from one study.  

7. Systematic review [364] with included studies: [352] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study, Low number of patients.  
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Chapter 5. Minimal-change disease (MCD) in adults 

 

Table S25. 

Population: First episode of minimal change disease in adults with nephrotic syndrome 

Intervention: Glucocorticoid 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo or no 

treatment 

Glucocortico

id 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-cause 

mortality Difference: 

 

End-stage 

kidney disease 

Relative risk: 0.33 

(95% CI: 0.01 - 7.55) 

Based on data from 28 

patients in 1 study1 

Follow up 77 months 

71 

per 1000 

23 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision2 

We are uncertain 

whether glucocorticoid 

increases or decreases 

end-stage kidney 

disease 

Difference: 48 fewer per 

1000 

(95% CI: 70 fewer - 465 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk: 1.44 

(95% CI: 0.95 - 2.19) 

Based on data from 28 

patients in 1 study3 

Follow up 77 months 

643 

per 1000 

926 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious imprecision4 

Glucocorticoid may 

have little or no 

difference on complete 

remission 

Difference: 283 more per 

1000 

(95% CI: 32 fewer - 765 

more) 

Glucocorticoid 

related adverse 

event - 

Avascular 

necrosis 

Relative risk: 1.21 

(95% CI: 0.89 - 1.66) 

Based on data from 28 

patients in 1 study5 

Follow up 77 months 

819 

per 1000 

991 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious imprecision6 

Glucocorticoid may 

have little or no 

difference on avascular 

necrosis 

Difference: 172 more per 

1000 

(95% CI: 90 fewer - 541 

more) 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at infection Difference: 

 

Doubling 

serum 

creatinine 

Relative risk: 0.11 

(95% CI: 0.01 - 1.89) 

Based on data from 28 

patients in 1 study7 

Follow up 77 months 

286 

per 1000 

31 

per 1000 Very Low 

Due to very serious 

imprecision, Due to 

serious risk of bias8 

We are uncertain 

whether glucocorticoid 

increases or decreases 

doubling serum 

creatinine 

Difference: 255 fewer per 

1000 

(95% CI: 283 fewer - 255 

more) 
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Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference: 

 

1. Systematic review [370] with included studies: [362] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear 

blinding of participants and personnel, resulting in potential for performance bias, unclear blinding of outcome assessors, 

resulting in potential for detection bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, 

Low number of patients. 

3. Systematic review with included studies: [362] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear 

blinding of participants and personnel, resulting in potential for performance bias, unclear blinding of outcome assessors, 

resulting in potential for detection bias; Imprecision: Serious. Only data from one study, Low number of patients, Wide 

confidence intervals, Only data from one study, Low number of patients.  

5. Systematic review [370] with included studies: [362] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear 

blinding of participants and personnel, resulting in potential for performance bias, unclear blinding of outcome assessors, 

resulting in potential for detection bias; Imprecision: Serious. Only data from one study, Low number of patients.  

7. Systematic review [370] with included studies: [362] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear 

blinding of participants and personnel, resulting in potential for performance bias, unclear blinding of outcome assessors, 

resulting in potential for detection bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, 

Low number of patients. 
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Table S26. 

Population: First episode of minimal change disease in adults with nephrotic syndrome 

Intervention: Intravenous glucocorticoids with or without oral glucocorticoids 

Comparator: Oral glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Oral 

glucocortic

oids alone 

Intravenous 

glucocorticoids 

with or without 

oral 

glucocorticoids 

All-cause 

mortality 

Relative risk: 0.33 

(95% CI: 0.02 - 7.39) 

Based on data from 22 

patients in 1 study1 

Follow up 12-24 

months 

91 

per 1000 

30 

per 1000 
Low 

Due to very serious 

imprecision2 

Intravenous 

glucocorticoids with 

or without oral 

glucocorticoids may 

have little or no 

difference on all-cause 

mortality 

Difference: 61 fewer per 

1000 

(95% CI: 89 fewer - 581 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference: 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk: 1.76 

(95% CI: 0.17 - 18.32) 

Based on data from 35 

patients in 2 studies3 

Follow up 22 Months 

(mean) 

667 

per 1000 

1174 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to very 

serious 

inconsistency, Due 

to very serious 

imprecision4 

We are uncertain 

whether intravenous 

with or without oral 

glucocorticoids 

increases or decreases 

complete remission 

Difference: 507 more per 

1000 

(95% CI: 554 fewer - 11552 

more) 

Sustained 

remission 

Relative risk: 0.5 

(95% CI: 0.11 - 2.19) 

Based on data from 22 

patients in 1 study5 

Follow up 12-24 

months 

364 

per 1000 

182 

per 1000 
Low 

Due to very serious 

imprecision6 

Intravenous 

glucocorticoids with 

or without oral 

glucocorticoids may 

have little or no 

difference on 

sustained remission 

Difference: 182 fewer per 

1000 

(95% CI: 324 fewer - 433 

more) 

Relapse 

Relative risk: 1.18 

(95% CI: 0.65 - 2.15) 

Based on data from 19 

patients in 1 study7 

636 

per 1000 

750 

per 1000 Low 

Due to very serious 

imprecision8 

Intravenous with or 

without oral 

glucocorticoids may Difference: 114 more per 

1000 
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Follow up 12-24 

months 

(95% CI: 223 fewer - 731 

more) 

have little or no 

difference on relapse 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [370] with included studies: [364] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients and few events.  

3. Systematic review [370] with included studies: [364], [369] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias; Inconsistency: 

Very Serious. Point estimates vary widely, the magnitude of statistical heterogeneity was high, with I2: 90%.; Imprecision: 

Very Serious. Wide confidence intervals, Low number of patients.  

5. Primary study [364] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients. 

7. Systematic review [370] with included studies: [364] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients.  
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Table S27. 

Population: Minimal change disease in adults with nephrotic syndrome 

Intervention: Calcineurin inhibitors with or without oral glucocorticoids 

Comparator: Glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocortic

oids alone 

Calcineurin 

inhibitors with 

or without oral 

glucocorticoids 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage kidney 

disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Infection - 

Respiratory 

infections 

requiring 

antibiotics 

Relative risk: 0.33 

(95% CI: 0.01 - 7.87) 

Based on data from 60 

patients in 1 study1 

Follow up 6 months 

33 

per 1000 

11 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether calcineurin 

inhibitors with or 

without oral 

glucocorticoids 

increases or decreases 

respiratory infections 

requiring antibiotics 

Difference: 22 fewer per 

1000 

(95% CI: 33 fewer - 227 

more) 

Glucocorticoid 

related adverse 

effects - Diabetes 

Relative risk: 0.13 

(95% CI: 0.01 - 2.41) 

Based on data from 

119 patients in 1 

study3 

Follow up 25 months 

54 

per 1000 

7 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether calcineurin 

inhibitors with or 

without oral 

glucocorticoids 

increases or decreases 

induction of diabetes 

Difference: 47 fewer per 

1000 

(95% CI: 53 fewer - 76 

more) 

Glucocorticoid 

related adverse 

effects - 

Hyperglycemia 

Relative risk: 0.95 

(95% CI: 0.14 - 6.33) 

Based on data from 81 

patients in 2 studies5 

Follow up 6.5 months 

(mean) 

50 

per 1000 

47 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision6 

We are uncertain 

whether calcineurin 

inhibitors with or 

without oral 

glucocorticoids 

increases or decreases 

hyperglycemia 

Difference: 3 fewer per 

1000 

(95% CI: 43 fewer - 266 

more) 

Glucocorticoid 

related adverse 

effects - Obesity 

Relative risk: 0.05 

(95% CI: 0.0 - 0.41) 

Based on data from 81 

patients in 2 studies7 

825 

per 1000 

41 

per 1000 Low 

Due to serious risk 

of bias, Due to 

Calcineurin inhibitors 

with or without oral 

glucocorticoids 

decreases obesity 
Difference: 784 fewer per 

1000 
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Follow up 6.5 months 

(mean) 

(95% CI: 825 fewer - 487 

fewer) 

serious 

imprecision8 

Glucocorticoid 

related adverse 

effects - 

Osteoporosis 

Relative risk: 0.18 

(95% CI: 0.02 - 1.48) 

Based on data from 

119 patients in 1 

study9 

Follow up 25 months 

89 

per 1000 

16 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision10 

We are uncertain 

whether calcineurin 

inhibitors with or 

without oral 

glucocorticoids 

increases or decreases 

osteoporosis 

Difference: 73 fewer per 

1000 

(95% CI: 87 fewer - 43 

more) 

Glucocorticoid 

related adverse 

effects - 

Cushing's 

syndrome 

Relative risk: 0.02 

(95% CI: 0.0 - 0.35) 

Based on data from 

119 patients in 1 

study11 

Follow up 25 months 

357 

per 1000 

7 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision12 

Calcineurin inhibitors 

with or without oral 

glucocorticoids may 

decrease Cushing’s 

syndrome 

Difference: 350 fewer per 

1000 

(95% CI: 357 fewer - 232 

fewer) 

Glucocorticoid 

related adverse 

effects - Acne 

Relative risk: 0.1 

(95% CI: 0.01 - 1.03) 

Based on data from 82 

patients in 2 studies13 

Follow up 6.5 months 

(mean) 

366 

per 1000 

37 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision14 

Calcineurin inhibitors 

with or without oral 

glucocorticoids may 

have little or no 

difference on acne 

Difference: 329 fewer per 

1000 

(95% CI: 362 fewer - 11 

more) 

Complete 

remission 

3-6 months 

Relative risk: 1.0 

(95% CI: 0.94 - 1.06) 

Based on data from 

242 patients in 4 

studies15 

Follow up 11 months 

(mean) 

941 

per 1000 

941 

per 1000 Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision16 

Calcineurin inhibitors 

with or without oral 

glucocorticoids 

probably has little or 

no difference on 

complete remission at 

3-6 months 

Difference: 0 fewer per 

1000 

(95% CI: 56 fewer - 56 

more) 

Relapse 

6-9 months 

Relative risk: 0.89 

(95% CI: 0.56 - 1.41) 

Based on data from 

179 patients in 3 

studies17 

Follow up 13 months 

(mean) 

287 

per 1000 

255 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision18 

Calcineurin inhibitors 

with or without oral 

glucocorticoids may 

have little or no 

difference on relapse 

at 6-9 months 

Difference: 32 fewer per 

1000 

(95% CI: 126 fewer - 118 

more) 

Relapse 

25-30 months 

Relative risk: 0.92 

(95% CI: 0.66 - 1.29) 

Based on data from 

127 patients in 2 

studies19 

Follow up 16 months 

(mean) 

525 

per 1000 

483 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision20 

Calcineurin inhibitors 

with or without oral 

glucocorticoids may 

have little or no 

difference on relapse 

at 25-30 months 

Difference: 42 fewer per 

1000 

(95% CI: 178 fewer - 152 

more) 

Frequent relapses 

or drug 

dependence 

Relative risk: 0.31 

(95% CI: 0.11 - 0.9) 

Based on data from 

106 patients in 1 

studies21 

Follow up 25 months 

235 

per 1000 

73 

per 1000 Low 

Due to serious 

imprecision, Due 

to serious risk of 

bias22 

Calcineurin inhibitors 

with or without oral 

glucocorticoids 

probably decreases 

frequent relapses or 

drug dependence 

Difference: 162 fewer per 

1000 

(95% CI: 209 fewer - 24 

fewer) 

Annual GFR loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [370] with included studies: [367] Baseline/comparator: Control arm of reference used for intervention.  
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2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients. 

3. Systematic review [370] with included studies: [366] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients. 

5. Systematic review [370] with included studies: [368], [367] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Low number of patients and few events.  

7. Systematic review [370] with included studies: [368], [367] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Low 

number of patients.  

9. Primary study [366] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients. 

11. Primary study [366] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study. 

13. Systematic review [370] with included studies: [368], [367] Baseline/comparator: Control arm of reference used for 

intervention.  

14. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Low 

number of patients. 

15. Systematic review [370] with included studies: [368], [363], [367], [366] Baseline/comparator: Control arm of reference 

used for intervention.  

16. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals.  

17. Systematic review [370] with included studies: [366], [363], [368] Baseline/comparator: Control arm of reference used for 

intervention.  

18. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Wide 

confidence intervals, Low number of patients. 

19. Systematic review [370] with included studies: [366], [368] Baseline/comparator: Control arm of reference used for 

intervention.  

20. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Wide 

confidence intervals.  

21. Systematic review [370] with included studies: [366] Baseline/comparator: Control arm of reference used for intervention.  

22. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study, Low number of patients. 
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Chapter 6. Focal segmental glomerulosclerosis (FSGS) in adults 

 

Table S28. 

Population: Patients with steroid-resistant focal segmental glomerulosclerosis with nephrotic syndrome 

Intervention: Cyclosporine 

Comparator: Supportive therapy only 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Supportive 

therapy only 
Cyclosporine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-cause 

mortality Difference: 

 

End-stage 

kidney disease 

Relative risk: 0.33 

(95% CI: 0.02 - 7.39) 

Based on data from 22 

patients in 1 study1 

Follow up 18 months 

(median) for 

cyclosporine group 

and 24 months for the 

no treatment group 

91 

per 1000 

30 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether cyclosporine 

increases or decreases 

end-stage kidney 

disease 

Difference: 61 fewer per 

1000 

(95% CI: 89 fewer - 581 

more) 

≥50% loss of 

GFR 

Relative risk: 0.33 

(95% CI: 0.04 - 2.73) 

Based on data from 22 

patients in 1 study3 

Follow up 18 months 

(median) for 

cyclosporine group 

and 24 months for the 

no treatment group 

273 

per 1000 

90 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether cyclosporine 

increases or decreases 

≥50% loss of GFR 

Difference: 183 fewer per 

1000 

(95% CI: 262 fewer - 472 

more) 

Infection 

Relative risk: 0.9 

(95% CI: 0.24 - 3.38) 

Based on data from 19 

patients in 1 study5 

Follow up 18 months 

(median) for 

cyclosporine group 

and 24 months for the 

no treatment group 

333 

per 1000 

300 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision6 

We are uncertain 

whether cyclosporine 

increases or decreases 

infection 

Difference: 33 fewer per 

1000 

(95% CI: 253 fewer - 793 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 4.55 

(95% CI: 0.25 - 83.7) 

Based on data from 19 

patients in 1 study7 

Follow up 18 months 

(median) for 

cyclosporine group 

and 24 months for the 

no treatment group 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision8 

There were too few who 

experienced the 

complete remission, to 

determine whether 

cyclosporine made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 
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Doubling of 

serum 

creatinine 

Relative risk: 0.6 

(95% CI: 0.25 - 1.46) 

Based on data from 19 

patients in 1 study9 

Follow up 18 months 

(median) for 

cyclosporine group 

and 24 months for the 

no treatment group 

667 

per 1000 

400 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision10 

Cyclosporine may have 

little or no difference on 

doubling of serum 

creatinine 

Difference: 267 fewer per 

1000 

(95% CI: 500 fewer - 307 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference: 

 

1. Systematic review [384] with included studies: [351] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients.  

3. Primary study [351] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients. 

5. Systematic review [384] with included studies: [351] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients.  

7. Systematic review [384] with included studies: [351] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients. 

9. Primary study [351] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study, Low number of patients.  
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Table S29. 

Population: Patients with steroid-resistant focal segmental glomerulosclerosis with nephrotic syndrome 

Intervention: Cyclosporine plus low-dose prednisone 

Comparator: Prednisone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Prednisone 

Cyclosporine 

plus low-dose 

prednisone 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

Relative risk: 0.35 

(95% CI: 0.13 - 0.98) 

Based on data from 49 

patients in 1 study1 

Follow up 50 months 

435 

per 1000 

152 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Cyclosporine plus low 

dose prednisone may 

decrease end-stage 

kidney disease 

Difference: 283 fewer per 

1000 

(95% CI: 378 fewer - 9 

fewer) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Doubling 

serum 

creatinine 

Relative risk: 1.18 

(95% CI: 0.72 - 1.94) 

Based on data from 49 

patients in 1 study3 

Follow up 50 months 

522 

per 1000 

616 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Cyclosporine plus low 

dose prednisone may 

have little or no 

difference on doubling 

serum creatinine 

Difference: 94 more per 

1000 

(95% CI: 146 fewer - 491 

more) 

Complete 

remission 

Relative risk: 2.67 

(95% CI: 0.11 - 62.42) 

Based on data from 49 

patients in 1 study5 

Follow up 50 months 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision6 

There were too few 

who experienced the 

complete remission, to 

determine whether 

cyclosporine plus low 

dose prednisone made 

a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Partial 

remission 

Relative risk: 7.96 

(95% CI: 1.09 - 58.15) 

Based on data from 49 

patients in 1 study7 

Follow up 50 months 

43 

per 1000 

342 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Cyclosporine plus low 

dose prednisone may 

increase partial 

remission 

Difference: 299 more per 

1000 

(95% CI: 4 more - 2457 

more) 
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Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Primary study [380] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study.  

3. Systematic review [384] with included studies: [380] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study, Low number of patients. 

5. Primary study [380] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Only data from one study, Low number of patients, Wide confidence intervals. 

7. Primary study [380] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study.  
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Table S30. 

Population: Patients with steroid-resistant focal segmental glomerulosclerosis with nephrotic syndrome 

Intervention: Cyclosporine plus prednisolone 

Comparator: Methylprednisolone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Methylpredn

isolone 

Cyclosporine 

plus 

prednisolone 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 2.31 

(95% CI: 0.55 - 9.74) 

Based on data from 25 

patients in 1 study1 

Follow up 3 months 

167 

per 1000 

386 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision2 

We are uncertain 

whether 

cyclosporine plus 

prednisolone 

increases or 

decreases complete 

remission 

Difference: 219 more per 

1000 

(95% CI: 75 fewer - 1460 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

Mean 

 

Mean  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [372] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, Unclear loss to 

follow up and selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one 

study, Low number of patients.  
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Chapter 9. Antineutrophil cytoplasmic antibody (ANCA)–associated vasculitis 

 

Table S31. 

Population: Patients with ANCA-associated vasculitis and mild-to-moderate CKD 

Intervention: Rituximab 

Comparator: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclophosph

amide 
Rituximab 

All-cause 

mortality 

6 months 

Relative risk: 1.0 

(95% CI: 0.21 - 4.7) 

Based on data from 

241 patients in 2 

studies1 

Follow up 21 months 

(mean) 

28 

per 1000 

28 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision2 

We are uncertain 

whether rituximab 

increases or decreases 

all-cause mortality at 

6 months 

Difference: 0 fewer per 

1000 

(95% CI: 22 fewer - 104 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference: 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection3 

Relative risk: 0.89 

(95% CI: 0.42 - 1.92) 

Based on data from 

241 patients in 2 

studies4 

Follow up 21 months 

(mean) 

92 

per 1000 

82 

per 1000 
Moderate 

Due to serious 

imprecision5 

Rituximab probably 

made little or no 

difference on infection 

Difference: 10 fewer per 

1000 

(95% CI: 53 fewer - 85 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference: 

 

Complete 

remission 

6 months 

Relative risk: 1.02 

(95% CI: 0.79 - 1.32) 

Based on data from 

236 patients in 2 

studies6 

Follow up 21 months 

(mean) 

661 

per 1000 

674 

per 1000 
Moderate 

Due to serious 

imprecision7 

Rituximab probably 

has little or no 

difference on 

complete remission at 

6 months 

Difference: 13 more per 

1000 

(95% CI: 139 fewer - 212 

more) 

Complete 

remission - 

PR3-ANCA 

6 months 

Relative risk: 1.01 

(95% CI: 0.77 - 1.33) 

Based on data from 

114 patients in 1 

study8 

Follow up 6 months 

646 

per 1000 

652 

per 1000 
Low 

Due to very serious 

imprecision9 

Rituximab may have 

had little or no 

difference on 

complete remission in 

PR3-ANCA at 6 

months 

Difference: 6 more per 1000 

(95% CI: 149 fewer - 213 

more) 

Relative risk: 0.95 

(95% CI: 0.65 - 1.39) 

636 

per 1000 

604 

per 1000 
Low 

Rituximab may have 

had little or no 



 83 

Complete 

remission - 

MPO-ANCA 

6 months 

Based on data from 

114 patients in 1 

study10 

Follow up 6 months 

Difference: 32 fewer per 

1000 

(95% CI: 223 fewer - 248 

more) 

Due to very serious 

imprecision11 

difference on 

complete remission in 

MPO-ANCA at 6 

months 

Relapse 

1-6 months 

Relative risk: 0.63 

(95% CI: 0.35 - 1.14) 

Based on data from 

187 patients in 1 

study12 

Follow up 18 months 

242 

per 1000 

152 

per 1000 
Moderate 

Due to serious 

imprecision13 

Rituximab probably 

has little or no 

difference on relapse 

from 1-6 months 

Difference: 90 fewer per 

1000 

(95% CI: 157 fewer - 34 

more) 

Sustained 

remission 

12 months 

Relative risk: 0.93 

(95% CI: 0.66 - 1.3) 

Based on data from 44 

patients in 1 study14 

Follow up 24 months 

818 

per 1000 

761 

per 1000 
Low 

Due to very serious 

imprecision15 

Rituximab may have 

little or no difference 

on sustained remission 

at 12 months 

Difference: 57 fewer per 

1000 

(95% CI: 278 fewer - 245 

more) 

Serious adverse 

events 

Relative risk: 0.98 

(95% CI: 0.89 - 1.09) 

Based on data from 

242 patients in 2 

studies16 

Follow up 21 months 

(mean) 

818 

per 1000 

802 

per 1000 
Moderate 

Due to serious risk 

of bias17 

Rituximab probably 

has little or no 

difference on serious 

adverse events 

Difference: 16 fewer per 

1000 

(95% CI: 90 fewer - 74 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [448] with included studies: [427], [413] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Unclear of outcome assessors, resulting in potential for detection bias in RAVE 2010; Imprecision: 

Very Serious. Wide confidence intervals, due to few events. 

3. Serious infection 

4. Systematic review [448] with included studies: [413], [427] Baseline/comparator: Control arm of reference used for 

intervention.  

5. Imprecision: Serious.  

6. Systematic review [448] with included studies: [413], [427] Baseline/comparator: Control arm of reference used for 

intervention.  

7. Imprecision: Serious. Low number of patients. 

8. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.  

9. Imprecision: Very Serious. Low number of patients, Only data from one study, Wide confidence intervals. 

10. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.  

11. Imprecision: Very Serious. Low number of patients, Wide confidence intervals, Only data from one study. 

12. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.  

13. Imprecision: Serious. Low number of patients, Only data from one study. 

14. Primary study [413] Baseline/comparator: Control arm of reference used for intervention.  

15. Imprecision: Very Serious. Only data from one study, Low number of patients, Wide confidence intervals.  

16. Systematic review [448] with included studies: [427], [413] Baseline/comparator: Control arm of reference used for 

intervention.  

17. Risk of bias: Serious. Unclear of outcome assessors, resulting in potential for detection bias in RAVE 2010.  
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Table S32. 

Population: Patients with relapsing ANCA-associated vasculitis and mild-to-moderate CKD 

Intervention: Rituximab then azathioprine 

Comparator: Cyclophosphamide then azathioprine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Cyclophospha

mide then 

azathioprine 

Rituximab 

then 

azathioprine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that reported at all-

cause mortality  Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that reported at 

infection  Difference: 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that reported ≥50% 

loss of GFR  Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that reported 

malignancy  Difference:  

 

Complete 

remission 

6 months 

Relative risk: 1.59 

(95% CI: 1.09 - 2.32) 

Based on data from 

101 patients in 1 

study1 

Follow up 18 months 

420 

per 1000 

668 

per 1000 
Moderate 

Due to serious 

imprecision2 

Rituximab probably 

increases complete 

remission at 6 months 
Difference: 248 more per 

1000 

(95% CI: 38 more - 554 more) 

Complete 

remission 

12 months 

Relative risk: 2.04 

(95% CI: 1.16 - 3.6) 

Based on data from 

101 patients in 1 

study3 

Follow up 18 months 

240 

per 1000 

490 

per 1000 
Moderate 

Due to serious 

imprecision4 

Rituximab probably 

increases complete 

remission at 12 

months 

Difference: 250 more per 

1000 

(95% CI: 38 more - 624 more) 

Complete 

remission 

18 months 

Relative risk: 1.86 

(95% CI: 0.96 - 3.6) 

Based on data from 

101 patients in 1 

study5 

Follow up 18 months 

200 

per 1000 

372 

per 1000 
Moderate 

Due to serious 

imprecision6 

Rituximab probably 

has little or no 

difference on 

complete remission at 

18 months 

Difference: 172 more per 

1000 

(95% CI: 8 fewer - 520 more) 

Relapse 

Relative risk: 0.31 

(95% CI: 0.13 - 0.78) 

Based on data from 95 

patients in 1 study7 

347 

per 1000 

108 

per 1000 Moderate 

Due to serious 

imprecision8 

Rituximab probably 

decreases relapse Difference: 239 fewer per 

1000 
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Follow up 18 months (95% CI: 302 fewer - 76 

fewer) 

Major relapse 

Relative risk: 0.06 

(95% CI: 0.0 - 0.94) 

Based on data from 95 

patients in 1 study9 

Follow up 18 months 

180 

per 1000 

11 

per 1000 
Moderate 

Due to serious 

imprecision10 

Rituximab probably 

decreases major 

relapse 

Difference: 169 fewer per 

1000 

(95% CI: 180 fewer - 11 

fewer) 

Serious adverse 

events 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that reported serious 

adverse events Difference: 

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that reported annual 

GFR loss Difference: 

 

1. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Serious. Low number of patients, Only data from one study. 

3. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Serious. Low number of patients, Only data from one study.  

5. Systematic review with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Serious. Low number of patients, Only data from one study.  

7. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Serious. Low number of patients, Only data from one study.  

9. Systematic review [448] with included studies: [427] Baseline/comparator: Control arm of reference used for intervention.  

10. Imprecision: Serious. Low number of patients, Only data from one study.  
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Table S33. 

Population: Patients with systemic ANCA-associated vasculitis 

Intervention: Pulse cyclophosphamide plus azathioprine 

Comparator: Continuous cyclophosphamide plus azathioprine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Continuous 

cyclophospha

mide plus 

azathioprine 

Pulse 

cyclophospha

mide plus 

azathioprine 

All-cause 

mortality 

Relative risk: 0.53 

(95% CI: 0.19 - 1.52) 

Based on data from 

149 patients in 1 

study1 

Follow up 18 months 

123 

per 1000 

65 

per 1000 
Low 

Due to very serious 

imprecision2 

Pulse 

cyclophosphamide 

plus azathioprine 

may have little or no 

difference on all-

cause mortality 

Difference: 58 fewer per 

1000 

(95% CI: 100 fewer - 64 

more) 

All-cause 

mortality 

Long-term 

follow-up 

Relative risk: 0.97 

(95% CI: 0.48 - 1.96) 

Based on data from 

133 patients in 1 

study3 

Follow up Median 4.3 

(IQR 2.95, 5.44) years 

191 

per 1000 

185 

per 1000 
Low 

Due to very serious 

imprecision4 

Pulse 

cyclophosphamide 

plus azathioprine 

may have little or no 

difference on all-

cause mortality 

Difference: 6 fewer per 1000 

(95% CI: 99 fewer - 183 

more) 

End-stage 

kidney disease 

Relative risk: 4.35 

(95% CI: 0.52 - 36.13) 

Based on data from 

116 patients in 1 

study5 

Follow up 18 months 

19 

per 1000 

83 

per 1000 
Low 

Due to very serious 

imprecision6 

Pulse 

cyclophosphamide 

plus azathioprine 

may have little or no 

difference on end-

stage kidney disease 

Difference: 64 more per 1000 

(95% CI: 9 fewer - 667 more) 

End-stage 

kidney disease 

Long-term 

follow-up 

Relative risk: 0.84 

(95% CI: 0.35 - 1.99) 

Based on data from 

133 patients in 1 

study7 

Follow up 4.3 (IQR 

2.95, 5.44) years 

(median) 

147 

per 1000 

123 

per 1000 

Low 

Due to very serious 

imprecision8 

Pulse 

cyclophosphamide 

plus azathioprine 

may have little or no 

difference on end-

stage kidney disease 

Difference: 24 fewer per 

1000 

(95% CI: 96 fewer - 146 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

 

Infection9 

Relative risk: 0.67 

(95% CI: 0.27 - 1.67) 

Based on data from 

149 patients in 1 

study10 

Follow up 18 months 

137 

per 1000 

92 

per 1000 
Low 

Due to very serious 

imprecision11 

Pulse 

cyclophosphamide 

plus azathioprine 

may have little or no 

difference on 

infection 

Difference: 45 fewer per 

1000 

(95% CI: 100 fewer - 92 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 
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Complete 

remission 

18 months 

Relative risk: 0.99 

(95% CI: 0.94 - 1.03) 

Based on data from 

116 patients in 1 

study12 

Follow up 18 months 

1000 

per 1000 

990 

per 1000 
Moderate 

Due to serious 

imprecision13 

Pulse 

cyclophosphamide 

plus azathioprine 

probably has little or 

no difference on 

complete remission 

Difference: 10 fewer per 

1000 

(95% CI: 60 fewer - 30 more) 

Relapse 

Relative risk: 1.89 

(95% CI: 0.77 - 4.62) 

Based on data from 

116 patients in 1 

study14 

Follow up 18 months 

111 

per 1000 

210 

per 1000 
Low 

Due to very serious 

imprecision15 

Pulse 

cyclophosphamide 

plus azathioprine 

may increase relapse 

Difference: 99 more per 1000 

(95% CI: 26 fewer - 402 

more) 

Relapse 

Long-term 

follow-up 

Relative risk: 1.57 

(95% CI: 0.76 - 3.24) 

Based on data from 

133 patients in 1 

study16 

Follow up 4.3 (IQR 

2.95, 5.44) years 

(median) 

147 

per 1000 

231 

per 1000 

Low 

Due to very serious 

imprecision17 

Pulse 

cyclophosphamide 

plus azathioprine 

may increase relapse 

Difference: 84 more per 1000 

(95% CI: 35 fewer - 329 

more) 

Leukopenia 

Relative risk: 0.58 

(95% CI: 0.36 - 0.92) 

Based on data from 

149 patients in 1 

study18 

Follow up 18 months 

452 

per 1000 

262 

per 1000 
Moderate 

Due to serious 

imprecision19 

Pulse 

cyclophosphamide 

plus azathioprine 

probably decreases 

leukopenia 

Difference: 190 fewer per 

1000 

(95% CI: 289 fewer - 36 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  

3. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: No serious. due to long-term follow-up study with post-randomization. However, with good attrition rate; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study. 

5. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Very Serious. due to few events, Only data from one study, Wide confidence intervals;  

7. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Very Serious. due to few events, Only data from one study, Wide confidence intervals.  

9. Serious infections 

10. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.  

11. Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  

12. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.  

13. Imprecision: Serious. Only data from one study, Low number of patients, Wide confidence intervals.  

14. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.  

15. Imprecision: Very Serious. due to few events, Wide confidence intervals, Only data from one study.  

16. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.  

17. Imprecision: Very Serious. due to few events, Wide confidence intervals, Only data from one study.  

18. Systematic review [448] with included studies: [432] Baseline/comparator: Control arm of reference used for intervention.  

19. Imprecision: Serious. Only data from one study.  
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Table S34. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Mycophenolate mofetil 

Comparator: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclophosph

amide 

Mycophenolate 

mofetil 

All-cause 

mortality 

Relative risk: 1.4 

(95% CI: 0.46 - 4.3) 

Based on data from 

224 patients in 2 

studies1 

Follow up 33 months 

(mean) 

45 

per 1000 

63 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Mycophenolate 

mofetil may have 

little or no difference 

on all-cause 

mortality 

Difference: 18 more per 1000 

(95% CI: 24 fewer - 149 more) 

End-stage 

kidney disease 

Relative risk: 1.0 

(95% CI: 0.14 - 6.9) 

Based on data from 

140 patients in 1 

study3 

Follow up 18 months 

29 

per 1000 

29 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases end-stage 

kidney disease 

Difference: 0 fewer per 1000 

(95% CI: 25 fewer - 171 more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

 

Infection 

Relative risk: 1.3 

(95% CI: 0.81 - 2.06) 

Based on data from 

290 patients in 4 

studies5 

Follow up 20 months 

(mean) 

175 

per 1000 

228 

per 1000 
Moderate 

Due to serious risk 

of bias6 

Mycophenolate 

mofetil probably has 

little or no difference 

on infection 
Difference: 53 more per 1000 

(95% CI: 33 fewer - 186 more) 

Malignancy 

Relative risk: 1.04 

(95% CI: 0.27 - 3.98) 

Based on data from 

224 patients in 2 

studies7 

Follow up 33 months 

(mean) 

36 

per 1000 

37 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Mycophenolate 

mofetil may have 

little or no difference 

on malignancy 
Difference: 1 more per 1000 

(95% CI: 26 fewer - 107 more) 

Complete 

remission 

6 months 

Relative risk: 1.09 

(95% CI: 0.84 - 1.41) 

Based on data from 

216 patients in 3 

studies9 

Follow up 6 months 

658 

per 1000 

717 

per 1000 
Moderate 

Due to serious risk 

of bias10 

Mycophenolate 

mofetil probably 

makes little or no 

difference to 

remission 

Difference: 59 more per 1000 

(95% CI: 105 fewer - 270 more) 

Relapse 

Relative risk: 1.36 

(95% CI: 0.8 - 2.31) 

Based on data from 

189 patients in 2 

studies11 

Follow up 33 months 

(mean) 

293 

per 1000 

398 

per 1000 
Moderate 

Due to serious risk 

of bias,12 

Mycophenolate 

mofetil probably has 

little or no difference 

on relapse 
Difference: 105 more per 1000 

(95% CI: 59 fewer - 384 more) 

Major relapse 
Relative risk: 1.32 

(95% CI: 0.57 - 3.02) 

91 

per 1000 

120 

per 1000 
Low 

Mycophenolate 

mofetil may have 
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Based on data from 

189 patients in 2 

studies13 

Follow up 33 months 

(mean) 

Difference: 29 more per 1000 

(95% CI: 39 fewer - 184 more) 

Due to serious risk 

of bias, Due to 

serious 

imprecision14 

little or no difference 

on relapse 

Serious adverse 

events 

Relative risk: 1.25 

(95% CI: 0.86 - 1.81) 

Based on data from 

140 patients in 1 

study15 

Follow up 18 months 

400 

per 1000 

500 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision16 

Mycophenolate 

mofetil may have 

little or no difference 

on serious adverse 

events 

Difference: 100 more per 1000 

(95% CI: 56 fewer - 324 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Systematic review [448] with included studies: [443], [444] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Unclear of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: 

Serious. Wide confidence intervals.  

3. Systematic review [448] with included studies: [444] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Unclear of blinding of outcome assessors, resulting in potential for detection bias, due to 

inclusion of abstract only publication; Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  

5. Systematic review [448] with included studies: [404], [407], [412], [443] Baseline/comparator: Control arm of reference 

used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias.  

7. Systematic review [448] with included studies: [444], [443] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; 

Imprecision: Serious. Wide confidence intervals.  

9. Systematic review [448] with included studies: [444], [443], [404], [407] Baseline/comparator: Control arm of reference 

used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias.  

11. Systematic review [448] with included studies: [443], [444] Baseline/comparator: Control arm of reference used for 

intervention.  

12. Risk of bias: Serious. Unclear blinding of outcome assessors.  

13. Systematic review [448] with included studies: [443], [444] Baseline/comparator: Control arm of reference used for 

intervention.  

14. Risk of bias: Serious. Unclear blinding of outcome assessors; Imprecision: Serious. Wide confidence intervals.  

15. Systematic review [448] with included studies: [412] Baseline/comparator: Control arm of reference used for intervention.  

16. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias, due to inclusion of 

MYCYC 2007 is an abstract and a full study report has not been published; Imprecision: Serious. Only data from one study, 

Low number of patients.  
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Table S35. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Methotrexate 

Comparator: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclophospha

mide 
Methotrexate 

All-cause 

mortality 

18 months 

Relative risk: 0.94 

(95% CI: 0.14 - 6.39) 

Based on data from 95 

patients in 1 study1 

Follow up 18 months 

43 

per 1000 

40 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether methotrexate 

increases or decreases 

all-cause mortality 

Difference: 3 fewer per 1000 

(95% CI: 37 fewer - 232 

more) 

End-stage 

kidney disease 

Long-term 

follow-up 

Relative risk: 2.82 

(95% CI: 0.12 - 67.52) 

Based on data from 95 

patients in 1 study3 

Follow up 6 (0.1 - 

10.8) years 

(median) 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether methotrexate 

increases or decreases 

end-stage kidney 

disease 

Difference: 0 fewer per 1000 

(95% CI: 0 fewer - 0 fewer) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

Long-term 

follow-up 

Relative risk: 1.56 

(95% CI: 0.62 - 3.96) 

Based on data from 95 

patients in 1 study5 

Follow up Median 6 

(0.1 - 10.8) years 

174 

per 1000 

271 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision6 

We are uncertain 

whether methotrexate 

increases or decreases 

infection 

Difference: 97 more per 1000 

(95% CI: 66 fewer - 515 

more) 

Malignancy 

Long-term 

follow-up 

Relative risk: 1.17 

(95% CI: 0.34 - 4.1) 

Based on data from 95 

patients in 1 study7 

Follow up 6 (0.1 - 

10.8) years 

(median) 

65 

per 1000 

76 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision8 

We are uncertain 

whether methotrexate 

increases or decreases 

malignancy 

Difference: 11 more per 1000 

(95% CI: 43 fewer - 202 

more) 

Complete 

remission 

6 months 

Relative risk: 0.96 

(95% CI: 0.85 - 1.08) 

Based on data from 95 

patients in 1 study9 

Follow up 18 months 

935 

per 1000 

898 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision10 

Methotrexate may 

have little or no 

difference on 

complete remission 

Difference: 37 fewer per 

1000 

(95% CI: 140 fewer - 75 

more) 

Relapse 

Relative risk: 1.5 

(95% CI: 1.03 - 2.17) 

Based on data from 89 

patients in 1 study11 

Follow up 18 months 

465 

per 1000 

698 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision12 

Methotrexate may 

increase relapse Difference: 233 more per 

1000 

(95% CI: 14 more - 544 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  
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1. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study, Low number of patients.  

3. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study, due to few events.  

5. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study.  

7. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study. 

9. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. 

Only data from one study, Low number of patients.  

11. Systematic review [448] with included studies: [433] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. 

Only data from one study, Low number of patients. 
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Table S36. 

Population: Patients with systemic ANCA-associated vasculitis 

Intervention: Pulse cyclophosphamide 

Comparator: Continuous cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Continuous 

cyclophospha

mide 

Pulse 

cyclophospha

mide 

All-cause 

mortality 

At the end of 

follow-up 

Relative risk: 0.87 

(95% CI: 0.42 - 1.8) 

Based on data from 

129 patients in 3 

studies1 

Follow up 23 months 

(mean) 

294 

per 1000 

256 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious imprecision2 

Pulse 

cyclophosphamide 

may have little or no 

difference on all-

cause mortality 

Difference: 38 fewer per 

1000 

(95% CI: 171 fewer - 235 

more) 

End-stage 

kidney disease 

At the end of 

the study 

Relative risk: 1.7 

(95% CI: 0.78 - 3.67) 

Based on data from 

129 patients in 3 

studies3 

Follow up 23 months 

(mean) 

118 

per 1000 

201 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious imprecision4 

Pulse 

cyclophosphamide 

may have little or no 

difference on end-

stage kidney disease 

Difference: 83 more per 1000 

(95% CI: 26 fewer - 315 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

 

Infection5 

Relative risk: 0.71 

(95% CI: 0.32 - 1.58) 

Based on data from 

129 patients in 3 

studies6 

Follow up 23 months 

(mean) 

574 

per 1000 

247 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious imprecision7 

Pulse 

cyclophosphamide 

may have little or no 

difference on 

infection 

Difference: 101 fewer per 

1000 

(95% CI: 216 fewer - 115 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk: 1.17 

(95% CI: 1.0 - 1.35) 

Based on data from 97 

patients in 2 studies8 

Follow up 18 months 

813 

per 1000 

951 

per 1000 Moderate 

Due to serious risk 

of bias9 

Pulse 

cyclophosphamide 

probably increases 

complete remission 

slightly 

Difference: 138 more per 

1000 

(95% CI: 0 fewer - 285 more) 

Relapse 

Relative risk: 1.75 

(95% CI: 1.0 - 3.05) 

Based on data from 

119 patients in 3 

studies10 

Follow up 23 months 

(mean) 

242 

per 1000 

424 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious imprecision11 

Pulse 

cyclophosphamide 

may increase relapse 
Difference: 182 more per 

1000 

(95% CI: 0 fewer - 496 more) 

Leukopenia 
Relative risk: 0.43 

(95% CI: 0.22 - 0.84) 

382 

per 1000 

164 

per 1000 
Moderate 

Pulse 

cyclophosphamide 
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Based on data from 

129 patients in 3 

studies12 

Follow up 23 months 

(mean) 

Difference: 218 fewer per 

1000 

(95% CI: 298 fewer - 61 

fewer) 

Due to serious risk 

of bias13 

probably decreases 

leukopenia 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Systematic review [448] with included studies: [405], [402], [396] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated 

early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups.; Imprecision: Serious. Wide 

confidence intervals.  

3. Systematic review [448] with included studies: [405], [402], [396] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated 

early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups.; Imprecision: Serious. due to 

few events.  

5. Serious infections 

6. Systematic review [448] with included studies: [402], [396], [405] Baseline/comparator: Control arm of reference used for 

intervention.  

7. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated 

early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups.; Imprecision: Serious. Wide 

confidence intervals.  

8. Systematic review [448] with included studies: [405], [402] Baseline/comparator: Control arm of reference used for 

intervention.  

9. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated 

early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups. 

10. Systematic review [448] with included studies: [396], [402], [405] Baseline/comparator: Control arm of reference used for 

intervention.  

11. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated 

early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups., Incomplete data and/or large loss 

to follow up, due to [reason]; Imprecision: Serious. due to few events;  

12. Systematic review [448] with included studies: [402], [396], [405] Baseline/comparator: Control arm of reference used for 

intervention.  

13. Risk of bias: Serious. Incomplete data and/or large loss to follow up in one study Haubitz 1998, studies were terminated 

early in two studies Gullerin 1997 and Haubitz 1998 due to differences between the groups. 
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Table S37. 

Population: Patients with ANCA associated vasculitis and severe kidney disease 

Intervention: Plasma exchange as adjunctive therapy 

Comparator: Control (usual care) 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

Evidence 

(Quality of 

evidence) 

Plain text summary 
Control (usual 

care) 

Plasma 

exchange as 

adjunctive 

therapy 

Serious adverse 

events 

Relative risk: 1.0 

(95% CI: 0.89 - 1.11) 

Based on data from 

841 patients in 2 

studies1 

Follow up unclear 

613 

per 1000 

613 

per 1000 
Low 

Due to very serious 

risk of bias2 

Plasma exchange may 

have little or no 

difference on serious 

adverse events 
Difference: 0 fewer per 1000 

(95% CI: 67 fewer - 67 more) 

All-cause 

mortality 

Relative risk: 1.02 

(95% CI: 0.78 - 1.33) 

Based on data from 

989 patients in 7 

studies3 

Follow up 30 months 

(mean) 

172 

per 1000 

175 

per 1000 
Low 

Due to very serious 

risk of bias4 

Plasma exchange may 

have little or no 

difference on all-cause 

mortality 
Difference: 3 more per 1000 

(95% CI: 38 fewer - 57 more) 

All-cause 

mortality 

Studies with 

newer plasma 

exchange 

regimens only 

Relative risk: 1.01 

(95% CI: 0.78 - 1.33) 

Based on data from 

925 patients in 4 

studies5 

Follow up 30 months 

(mean) 

180 

per 1000 

182 

per 1000 
Moderate 

Due to serious risk 

of bias6 

Plasma exchange 

probably has little or 

no difference on all-

cause mortality 
Difference: 2 more per 1000 

(95% CI: 40 fewer - 59 more) 

End-stage 

kidney disease 

3 months 

Relative risk: 0.43 

(95% CI: 0.23 - 0.78) 

Based on data from 

147 patients in 2 

studies7 

Follow up 3 months 

(mean) 

375 

per 1000 

161 

per 1000 
Moderate 

Due to serious risk 

of bias8 

Plasma exchange 

probably decreases 

end-stage kidney 

disease at 3 months 

Difference: 214 fewer per 

1000 

(95% CI: 289 fewer - 82 

fewer) 

End-stage 

kidney disease 

12 months 

Relative risk: 0.45 

(95% CI: 0.29 - 0.72) 

Based on data from 

235 patients in 6 

studies9 

Follow up 36 months 

(mean) 

376 

per 1000 

169 

per 1000 
Moderate 

Due to serious risk 

of bias10 

Plasma exchange 

probably decreases 

end-stage kidney 

disease 

Difference: 207 fewer per 

1000 

(95% CI: 267 fewer - 105 

fewer) 

End-stage 

kidney disease 

12 months 

Studies with 

newer plasma 

exchange 

regimens only 

Relative risk: 0.44 

(95% CI: 0.24 - 0.81) 

Based on data from 

172 patients in 3 

studies11 

Follow up 56 months 

(mean) 

376 

per 1000 

165 

per 1000 
Moderate 

Due to serious risk 

of bias12 

Plasma exchange 

probably decreases 

end-stage kidney 

disease 

Difference: 211 fewer per 

1000 

(95% CI: 286 fewer - 71 

fewer) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference: 
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Infection13 

Relative risk: 1.26 

(95% CI: 1.03 - 1.54) 

Based on data from 

956 patients in 5 

studies14 

Follow up 25 months 

(mean) 

253 

per 1000 

319 

per 1000 
Low 

Due to very serious 

risk of bias15 

Plasma exchange may 

increase infection Difference: 66 more per 1000 

(95% CI: 8 more - 137 more) 

Infection16 

Studies with 

newer plasma 

exchange 

regimens only 

Relative risk: 1.26 

(95% CI: 1.02 - 1.55) 

Based on data from 

893 patients in 3 

studies17 

Follow up 36 months 

(mean) 

257 

per 1000 

324 

per 1000 
Low 

Due to very serious 

risk of bias18 

Plasma exchange may 

increase infection Difference: 67 more per 1000 

(95% CI: 5 more - 141 more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference: 

 

Sustained 

complete 

remission 

Relative risk: 1.02 

(95% CI: 0.89 - 1.16) 

Based on data from 

704 patients in 1 

study19 

Follow up unclear 

560 

per 1000 

571 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

serious imprecision20 

Plasma exchange may 

have little or no 

difference on 

complete remission 
Difference: 11 more per 1000 

(95% CI: 62 fewer - 90 more) 

Relapse 

Relative risk: 0.62 

(95% CI: 0.3 - 1.26) 

Based on data from 

137 patients in 1 

study21 

Follow up 3.5 years 

(median) 

235 

per 1000 

146 

per 1000 
Moderate 

Due to serious 

imprecision22 

Plasma exchange 

probably has little or 

no difference on 

relapse 

Difference: 89 fewer per 

1000 

(95% CI: 164 fewer - 61 

more) 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [448] with included studies: [411], [413] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to 

inclusion of abstract only study PEXIVAS.   

3. Systematic review [448] with included studies: [400], [398], [428], [411], [422], [421], [413] Baseline/comparator: Control 

arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to 

one trial taking over 10 years and resulting in change in equipoise due to changing physicians, also one study allowed for 

cross-over one month after therapy, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, 

due to inclusion of abstract only study PEXIVAS that has a large weight in the meta-analysis; Imprecision: No serious.  

5. Systematic review [448] with included studies: [413], [421], [428], [411] Baseline/comparator: Control arm of reference 

used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to 

inclusion of abstract only study PEXIVAS that has a large weight in the meta-analysis. 

7. Systematic review [448] with included studies: [411], [428] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Unclear lack of blinding of outcome assessors, resulting in potential for detection bias.  

9. Systematic review [448] with included studies: [421], [416], [428], [411], [422], [398] Baseline/comparator: Control arm of 

reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to one 

trial taking over 10 years and resulting in change in equipoise due to changing physicians, Incomplete data and/or large loss 

to follow up in Mauri 1985.  
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11. Systematic review [448] with included studies: [428], [421], [411] Baseline/comparator: Control arm of reference used for 

intervention.  

12. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to one 

trial taking over 10 years and resulting in change in equipoise due to changing physician. 

13. Serious infections 

14. Systematic review [448] with included studies: [398], [442], [421], [400], [411] Baseline/comparator: Control arm of 

reference used for intervention.  

15. Risk of bias: Very Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to 

one trial taking over 10 years and resulting in change in equipoise due to changing physicians, also one study allowed for 

cross-over one month after therapy, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, 

due to inclusion of abstract only study PEXIVAS that has a large weight in the meta-analysis. 

16. Serious infections 

17. Systematic review [448] with included studies: [411], [413], [421] Baseline/comparator: Control arm of reference used for 

intervention.  

18. Risk of bias: Very Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to 

one trial taking over 10 years and resulting in change in equipoise due to changing physicians, also one study allowed for 

cross-over one month after therapy, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, 

due to inclusion of abstract only study PEXIVAS that has a large weight in the meta-analysis.  

19. Systematic review [448] with included studies: [442] Baseline/comparator: Control arm of reference used for intervention.  

20. Risk of bias: Very Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to 

inclusion of abstract only study PEXIVAS; Imprecision: Serious. Only data from one study.  

21. Systematic review [448] with included studies: [411] Baseline/comparator: Control arm of reference used for intervention.  

22. Imprecision: Serious. Only data from one study.  
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Table S38. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Maintenance therapy: Azathioprine 

Comparator: Maintenance therapy: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclophospha

mide 
Azathioprine 

All-cause 

mortality 

Long-term 

follow-up 

Relative risk: 0.77 

(95% CI: 0.35 - 1.72) 

Based on data from 

144 patients in 1 

study1 

Follow up 8.5 years 

(median) 

164 

per 1000 

126 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

imprecision2 

Azathioprine may 

have little or no 

difference on all-cause 

mortality 
Difference: 38 fewer per 1000 

(95% CI: 107 fewer - 118 more) 

End-stage 

kidney disease 

Long-term 

follow-up 

Relative risk: 1.65 

(95% CI: 0.57 - 4.79) 

Based on data from 

144 patients in 1 

study3 

Follow up 8.5 years 

(median) 

68 

per 1000 

112 

per 1000 Very Low 

Due to serious 

risk of bias, Due 

to very serious 

imprecision4 

We are uncertain 

whether azathioprine 

increases or decreases 

end-stage kidney 

disease 

Difference: 44 more per 1000 

(95% CI: 29 fewer - 258 more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

Relative risk: 1.03 

(95% CI: 0.51 - 2.06) 

Based on data from 

144 patients in 1 

study5 

Follow up 18 months 

178 

per 1000 

183 

per 1000 
Moderate 

Due to serious 

imprecision6 

Azathioprine probably 

has little or no 

difference on infection Difference: 5 more per 1000 

(95% CI: 87 fewer - 189 more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Relapse 

18 months 

Relative risk: 1.13 

(95% CI: 0.51 - 2.5) 

Based on data from 

144 patients in 1 

study7 

Follow up 18 months 

137 

per 1000 

155 

per 1000 
Moderate 

Due to serious 

imprecision8 

Azathioprine probably 

has little or no 

difference on relapse Difference: 18 more per 1000 

(95% CI: 67 fewer - 206 more) 

Relapse 

Long-term 

follow-up 

Relative risk: 1.46 

(95% CI: 1.0 - 2.14) 

Based on data from 

144 patients in 1 

study9 

Follow up 8.5 years 

(median) 

360 

per 1000 

526 

per 1000 
Moderate 

Due to serious 

imprecision10 

Azathioprine may 

have no effect or 

slightly increase 

relapse in long-term 

follow-up 

Difference: 166 more per 1000 

(95% CI: 0 fewer - 410 more) 

Leukopenia 
Relative risk: 0.65 

(95% CI: 0.42 - 0.99) 

479 

per 1000 

311 

per 1000 Moderate 

Due to serious 

imprecision12 

Azathioprine may 

decrease leukopenia Difference: 168 fewer per 1000 

(95% CI: 278 fewer - 5 fewer) 
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Based on data from 

144 patients in 1 

study11 

Follow up 18 months 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. due to long-term follow-up study post randomization but with a good attrition rate, due to [reason]; 

Imprecision: Serious. Only data from one study, Low number of patients, Only data from one study, Low number of 

patients, Wide confidence intervals. 

3. Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. due to long-term follow-up study post randomization but with a good attrition rate. Imprecision: Very 

Serious. Only data from one study, Low number of patients, Wide confidence intervals.  

5. Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Serious. Only data from one study, Low number of patients.  

7. Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Serious. Only data from one study, Low number of patients.  

9. Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: No serious. due to long-term follow-up study post randomization but with a good attrition rate; Imprecision: 

Serious. Only data from one study, Low number of patients. 

11. Systematic review [448] with included studies: [408] Baseline/comparator: Control arm of reference used for intervention.  

12. Imprecision: Serious. Only data from one study, Low number of patients. 
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Table S39. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Maintenance therapy: Mycophenolate mofetil 

Comparator: Maintenance therapy: Azathioprine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Azathioprine 

Mycophenolate 

mofetil 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Infection 

Relative risk: 0.39 

(95% CI: 0.11 - 1.43) 

Based on data from 

156 patients in 1 

study1 

Follow up 4 years 

100 

per 1000 

39 

per 1000 
Low 

Due to very serious 

imprecision2 

Mycophenolate 

mofetil may have 

little or no difference 

on infection 
Difference: 61 fewer per 1000 

(95% CI: 89 fewer - 43 more) 

Relapse 

Relative risk: 1.47 

(95% CI: 1.04 - 2.09) 

Based on data from 

156 patients in 1 

study3 

Follow up 4 years 

375 

per 1000 

551 

per 1000 
Moderate 

Due to serious 

imprecision4 

Mycophenolate 

mofetil probably 

increases relapse Difference: 176 more per 1000 

(95% CI: 15 more - 409 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Systematic review [448] with included studies: [406] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients.  

3. Systematic review [448] with included studies: [406] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Serious. Only data from one study, Low number of patients.  
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Table S40. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Maintenance therapy: Azathioprine 

Comparator: Maintenance therapy: Methotrexate 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Methotrexate Azathioprine 

All-cause 

mortality 

Long-term 

follow-up 

Relative risk: 1.25 

(95% CI: 0.64 - 2.45) 

Based on data from 

126 patients in 1 

study1 

Follow up 10 years 

190 

per 1000 

238 

per 1000 
Low 

Due to very serious 

imprecision2 

Azathioprine may 

have little or no 

difference on all-

cause mortality 

Difference: 48 more per 1000 

(95% CI: 68 fewer - 276 

more) 

End-stage 

kidney disease 

Long-term 

follow-up 

Relative risk: 0.88 

(95% CI: 0.34 - 2.27) 

Based on data from 

126 patients in 1 

study3 

Follow up 10 years 

111 

per 1000 

98 

per 1000 
Low 

Due to very serious 

imprecision4 

Azathioprine may 

have little or no 

difference on end-

stage kidney disease 

Difference: 13 fewer per 

1000 

(95% CI: 73 fewer - 141 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

 

Infection 

Long-term 

follow-up 

Relative risk: 0.73 

(95% CI: 0.46 - 1.25) 

Based on data from 

126 patients in 1 

study5 

Follow up 10 years 

349 

per 1000 

255 

per 1000 
Moderate 

Due to serious 

imprecision6 

Azathioprine 

probably has little or 

no difference on 

infection 

Difference: 94 fewer per 

1000 

(95% CI: 188 fewer - 87 

more) 

Malignancy 

Long-term 

follow-up 

Relative risk: 1.1 

(95% CI: 0.5 - 2.4) 

Based on data from 

126 patients in 1 

study7 

Follow up 10 years 

159 

per 1000 

175 

per 1000 
Low 

Due to very serious 

imprecision8 

Azathioprine may 

have little or no 

difference on 

malignancy 

Difference: 16 more per 1000 

(95% CI: 79 fewer - 223 

more) 

Relapse 

3 years 

Relative risk: 1.1 

(95% CI: 0.68 - 1.77) 

Based on data from 

126 patients in 1 

study9 

Follow up 3 years 

333 

per 1000 

366 

per 1000 
Moderate 

Due to serious 

imprecision10 

Azathioprine may 

have little or no 

difference on relapse 

at 3 years 

Difference: 33 more per 1000 

(95% CI: 107 fewer - 256 

more) 

Relapse 

Long-term 

follow-up 

Relative risk: 1.12 

(95% CI: 0.83 - 1.51) 

Based on data from 

126 patients in 1 

study11 

Follow up 10 years 

540 

per 1000 

605 

per 1000 
Moderate 

Due to serious 

imprecision12 

Azathioprine may 

have little or no 

difference on relapse 

at 10 years 

Difference: 65 more per 1000 

(95% CI: 92 fewer - 275 

more) 

Adverse event 

Relative risk: 0.58 

(95% CI: 0.25 - 1.38) 

Based on data from 

126 patients in 1 

study13 

190 

per 1000 

110 

per 1000 Moderate 

Due to serious 

imprecision14 

Azathioprine 

probably has little or 

no difference on 

adverse events 
Difference: 80 fewer per 

1000 
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Follow up 3 years (95% CI: 142 fewer - 72 

more) 

resulting in death or 

drug discontinuation 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study. 

3. Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Wide confidence intervals, Only data from one study. 

5. Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Serious. Only data from one study.  

7. Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  

9. Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.  

10. Imprecision: Serious. Wide confidence intervals, Only data from one study, Low number of patients.  

11. Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.  

12. Imprecision: Serious. Wide confidence intervals, Only data from one study, Low number of patients.  

13. Systematic review [448] with included studies: [418] Baseline/comparator: Control arm of reference used for intervention.  

14. Imprecision: Serious. Only data from one study, Low number of patients. 
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Table S41. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Maintenance therapy: Extended azathioprine 

Comparator: Maintenance therapy: Standard azathioprine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary Standard 

azathioprine 

Extended 

azathioprine 

All-cause 

mortality 

Relative risk: 2.81 

(95% CI: 0.69 - 11.5) 

Based on data from 

162 patients in 2 

studies1 

Follow up 48 months 

(mean) 

25 

per 1000 

70 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether extended 

or standard 

azathioprine 

increases or 

decreases all-cause 

mortality 

Difference: 45 more per 1000 

(95% CI: 8 fewer - 263 more) 

End-stage 

kidney disease 

Relative risk: 0.1 

(95% CI: 0.01 - 1.86) 

Based on data from 

117 patients in 1 

study3 

Follow up 48 months 

71 

per 1000 

7 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether extended 

or standard 

azathioprine 

increases or 

decreases end-

stage kidney 

disease 

Difference: 64 fewer per 1000 

(95% CI: 70 fewer - 61 more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference: 

 

Infection5 

Relative risk: 1.14 

(95% CI: 0.38 - 3.41) 

Based on data from 45 

patients in 1 study6 

Follow up 48 months 

208 

per 1000 

237 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision7 

We are uncertain 

whether extended 

or standard 

azathioprine 

increases or 

decreases infection 

Difference: 29 more per 1000 

(95% CI: 129 fewer - 501 more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference: 

 

Relapse 

Relative risk: 0.41 

(95% CI: 0.26 - 0.64) 

Based on data from 

162 patients in 2 

studies8 

Follow up 48 months 

(mean) 

538 

per 1000 

221 

per 1000 
Moderate 

Due to serious risk 

of bias9 

Extended 

azathioprine 

probably decreases 

relapse 

Difference: 317 fewer per 1000 

(95% CI: 398 fewer - 194 

fewer) 

Major relapse 

Relative risk: 0.41 

(95% CI: 0.19 - 0.86) 

Based on data from 

117 patients in 1 

study10 

Follow up 48 months 

321 

per 1000 

132 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision11 

Extended 

azathioprine may 

decrease major 

relapse 
Difference: 189 fewer per 1000 

(95% CI: 260 fewer - 45 fewer) 

Serious adverse 

events 

Relative risk: 2.75 

(95% CI: 0.78 - 9.66) 

54 

per 1000 

149 

per 1000 
Low 

We are uncertain 

whether extended 



 103 

Based on data from 

117 patients in 1 

study12 

Follow up 48 months 

Difference: 95 more per 1000 

(95% CI: 12 fewer - 468 more) 

Due to serious risk 

of bias, Due to 

serious 

imprecision13 

or standard 

azathioprine 

increases or 

decreases serious 

adverse events 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference: 

 

1. Systematic review [448] with included studies: [414], [423] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to early termination of the 

AZA-ANCA due to poor recruitment.; Imprecision: Very Serious. Wide confidence intervals, due to few events.  

3. Systematic review [448] with included studies: [414] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Only 

data from one study, Low number of patients, Wide confidence intervals.  

5. Serious Infections 

6. Systematic review [448] with included studies: [423] Baseline/comparator: Control arm of reference used for intervention.  

7. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to early termination of the 

AZA-ANCA due to poor recruitment.; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, 

Low number of patients.  

8. Systematic review [448] with included studies: [423], [414] Baseline/comparator: Control arm of reference used for 

intervention.  

9. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

due to early termination of the AZA-ANCA due to poor recruitment.;  

10. Systematic review [448] with included studies: [414] Baseline/comparator: Control arm of reference used for intervention.  

11. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, 

Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: Serious. 

Only data from one study, Low number of patients.  

12. Systematic review [448] with included studies: [414] Baseline/comparator: Control arm of reference used for intervention.  

13. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study, Low number of patients.  
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Table S42. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Maintenance therapy: Tailored rituximab therapy 

Comparator: Maintenance therapy: Fixed-schedule rituximab therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Fixed-

schedule 

rituximab 

therapy 

Tailored 

rituximab 

therapy 

All-cause 

mortality 

Relative risk: 0.33 

(95% CI: 0.04 - 3.14) 

Based on data from 

162 patients in 1 

study1 

Follow up 28 months 

37 

per 1000 

12 

per 1000 Low 

Due to very 

serious 

imprecision2 

Tailored rituximab 

therapy may have little 

or no difference on all-

cause mortality 
Difference: 25 fewer per 1000 

(95% CI: 36 fewer - 79 more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-stage 

kidney disease Difference: 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference: 

 

Infection 

Relative risk: 1.0 

(95% CI: 0.56 - 1.78) 

Based on data from 

162 patients in 1 

study3 

Follow up 28 months 

222 

per 1000 

222 

per 1000 Low 

Due to very 

serious 

imprecision4 

Tailored rituximab 

therapy may have little 

or no difference on 

infection 
Difference: 0 fewer per 1000 

(95% CI: 98 fewer - 173 more) 

Malignancy 

Relative risk: 0.33 

(95% CI: 0.04 - 3.14) 

Based on data from 

162 patients in 1 

study5 

Follow up 28 months 

37.0 

 

12.0 

 Low 

Due to very 

serious 

imprecision6 

Tailored rituximab 

therapy may have little 

or no difference on 

malignancy 

Difference: 25.0 fewer 

(95% CI: 36.0 fewer - 79.0 

more) 

Relapse7 

Relative risk: 1.63 

(95% CI: 0.71 - 3.71) 

Based on data from 

162 patients in 1 

study8 

Follow up 28 months 

99 

per 1000 

161 

per 1000 Low 

Due to very 

serious 

imprecision9 

Tailored rituximab 

therapy may have little 

or no difference on 

relapse 
Difference: 62 more per 1000 

(95% CI: 29 fewer - 268 more) 

Relapse10 in 

relapsing 

disease 

Relative risk: 2.0 

(95% CI: 0.55 - 7.22) 

Based on data from 56 

patients in 1 study11 

Follow up 28 months 

111 

per 1000 

222 

per 1000 
Low 

Due to very 

serious 

imprecision12 

Tailored rituximab 

therapy may have little 

or no difference on 

relapse in patients with 

relapsing disease 

Difference: 111 more per 1000 

(95% CI: 50 fewer - 690 more) 

Major relapse13 

Relative risk: 2.0 

(95% CI: 0.52 - 7.72) 

Based on data from 

162 patients in 1 

study14 

Follow up 28 months 

37 

per 1000 

74 

per 1000 Low 

Due to very 

serious 

imprecision15 

Tailored rituximab 

therapy may have little 

or no difference on 

major relapse 
Difference: 37 more per 1000 

(95% CI: 18 fewer - 249 more) 
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Major relapse16 

in relapsing 

disease 

Relative risk: 4.0 

(95% CI: 0.48 - 33.58) 

Based on data from 56 

patients in 1 study17 

Follow up 28 months 

40 

per 1000 

160 

per 1000 Low 

Due to very 

serious 

imprecision18 

Tailored rituximab 

therapy may have little 

or no difference on 

major relapse in 

patients with relapsing 

disease 

Difference: 120 more per 1000 

(95% CI: 21 fewer - 1303 more) 

Serious adverse 

events 

Relative risk: 0.84 

(95% CI: 0.55 - 1.28) 

Based on data from 

162 patients in 1 

study19 

Follow up 28 months 

383 

per 1000 

322 

per 1000 Low 

Due to very 

serious 

imprecision20 

Tailored rituximab 

therapy may have little 

or no difference on 

serious adverse events 
Difference: 61 fewer per 1000 

(95% CI: 172 fewer - 107 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

Mean 

 

Mean  

 

No studies were found 

that looked at annual 

GFR loss Difference: 

 

1. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: No serious. Not all pre-specified outcomes were reported in this study, i.e., quality of life; Imprecision: Very 

Serious. Only data from one study, Wide confidence intervals. 

3. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  

5. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Very Serious. Wide confidence intervals, Only data from one study. 

7. reappearance or worsening of AAV symptoms, that is, BVAS>0. 

8. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.  

9. Imprecision: Very Serious. Wide confidence intervals, Only data from one study. 

10. reappearance or worsening of AAV symptoms, that is, BVAS>0. 

11. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.  

12. Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  

13.  defined as life-threatening or involving at least one major organ 

14. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.  

15. Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  

16.  defined as life-threatening or involving at least one major organ 

17. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.  

18. Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  

19. Systematic review [448] with included studies: [435] Baseline/comparator: Control arm of reference used for intervention.  

20. Imprecision: Very Serious. Wide confidence intervals, Only data from one study. 
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Table S43. 

Population: Patients with ANCA-associated vasculitis and relapsing disease 

Intervention: Maintenance therapy: Rituximab 

Comparator: Maintenance therapy: Azathioprine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Azathioprine Rituximab 

All-cause 

mortality 

Relative risk: 0.2 

(95% CI: 0.01 - 4.15) 

Based on data from 

115 patients in 1 

study1 

Follow up 28 months 

34 

per 1000 

7 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether rituximab 

increases or decreases 

all-cause mortality 

Difference: 27 fewer per 

1000 

(95% CI: 34 fewer - 107 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection3 

Relative risk: 1.4 

(95% CI: 0.61 - 3.22) 

Based on data from 

115 patients in 1 

study4 

Follow up 28 months 

138 

per 1000 

193 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision5 

We are uncertain 

whether rituximab 

increases or decreases 

infection 

Difference: 55 more per 1000 

(95% CI: 54 fewer - 306 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference: 

 

Major relapse 

Relative risk: 0.18 

(95% CI: 0.06 - 0.58) 

Based on data from 

115 patients in 1 

study6 

Follow up 28 months 

293 

per 1000 

53 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision,7 

Rituximab may 

decrease major relapse 
Difference: 240 fewer per 

1000 

(95% CI: 275 fewer - 123 

fewer) 

Major relapse 

in relapsing 

disease 

Relative risk: 0.08 

(95% CI: 0.01 - 1.36) 

Based on data from 

115 patients in 1 

study8 

Follow up 28 months 

450 

per 1000 

36 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision9 

Rituximab in patients 

with relapsing disease 

may have little or no 

difference on major 

relapse 

Difference: 414 fewer per 

1000 

(95% CI: 445 fewer - 162 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference: 

 

1. Systematic review [448] with included studies: [403] Baseline/comparator: Control arm of reference used for intervention.  
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2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients.  

3. Serious infections 

4. Systematic review [448] with included studies: [403] Baseline/comparator: Control arm of reference used for intervention.  

5. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients. 

6. Systematic review [448] with included studies: [403] Baseline/comparator: Control arm of reference used for intervention.  

7. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; 

Imprecision: Serious. Only data from one study. 

8. Systematic review [448] with included studies: [403] Baseline/comparator: Control arm of reference used for intervention.  

9. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; 

Imprecision: Serious. Only data from one study, Low number of patients. 
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Table S44. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Maintenance therapy: Antibiotics (trimethoprim/sulfamethoxazole) 

Comparator: Maintenance therapy: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary 
Placebo Antibiotics 

All-cause 

mortality 

6 months 

Relative risk: 0.33 

(95% CI: 0.01 - 7.76) 

Based on data from 81 

patients in 1 study1 

Follow up 6 months 

25 

per 1000 

8 

per 1000 
Low 

Due to very serious 

imprecision2 

Antibiotics may 

have little or no 

difference on all-

cause mortality at 6 

months 

Difference: 17 fewer per 

1000 

(95% CI: 25 fewer - 169 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference: 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference: 

 

Complete 

remission 

1 year 

Relative risk: 1.14 

(95% CI: 0.98 - 1.33) 

Based on data from 111 

patients in 2 studies3 

Follow up 12 months 

(mean) 

796 

per 1000 

907 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Antibiotics may 

have little or no 

difference on 

complete remission 

at 1 year 

Difference: 111 more per 

1000 

(95% CI: 16 fewer - 263 

more) 

Complete 

remission 

2 years 

Relative risk: 1.28 

(95% CI: 0.94 - 1.76) 

Based on data from 80 

patients in 1 study5 

Follow up 24 months 

590 

per 1000 

755 

per 1000 Low 

Due to serious 

imprecision, Due 

to serious risk of 

bias6 

Antibiotics 

probably has little 

or no difference on 

complete remission 

at 2 years 

Difference: 165 more per 

1000 

(95% CI: 35 fewer - 448 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Systematic review [448] with included studies: [425] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients.  

3. Systematic review [448] with included studies: [431], [425] Baseline/comparator: Control arm of reference used for 

intervention.  
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4. Risk of bias: Serious. In Zycinska 2009 the groups were not balanced. Patients in the placebo group were older, had worse 

kidney function and a higher mean BVAS score at baseline; Imprecision: Serious. Low number of patients.  

5. Systematic review [448] with included studies: [425] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Imprecision: Serious. Only data from one study, Low number of patients.  
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Chapter 10. Lupus nephritis 

 

Table S45. 

Population: Patients with lupus nephritis 

Intervention: Antimalarials 

Comparator: Standard of care 

Outcome 

Timeframe 

Study results and 

measurements 
Evidence summary 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 

All-cause 

mortality 

Based on data from 

697 patients in 2 

studies 

Follow up 10 years 

(mean) 

In a Spanish cohort study (Siso 2008), antimalarial use before diagnosis of lupus 

nephritis may decrease mortality (P=0.017) in a univariate model (OR 0.13, 95% CI 

0.02, 0.96). However, this was presented as statistically significant (2% vs. 11%, 

P=0.029). In a multivariable cox regression analysis, antimalarial use before diagnosis 

of lupus nephritis was a statistically significant variable for development of end-stage 

kidney disease (HR 0.29, 95% CI 0.026, 1.009, P=0.05). In a Chinese retrospective 

single study (Zheng 2012), patients with lupus nephritis treated with 

hydroxychloroquine compared to no hydroxychloroquine treatment may decrease 

mortality in a cox proportional regression model (HR, 0.197, 95% CI 0.047, 0.820). 

Very Low 

Due to serious 

risk of bias1 

We are uncertain 

whether antimalarials 

decrease mortality. 

End-stage 

kidney disease 

Based on data from 

206 patients in 1 

study 

Follow up 148 

months 

(mean) 

In a Spanish cohort study (Siso 2008), antimalarial use before diagnosis of lupus 

nephritis had little or no difference on end-stage kidney disease (OR 0.14, 95% CI 0.02, 

1.10). However, this was presented as statistically significant (2% vs. 11%, P=0.029). In 

a multivariable cox regression analysis, antimalarial use before diagnosis of lupus 

nephritis was a statistically significant variable for development of end-stage kidney 

disease (HR 0.29, 95% CI 0.026, 1.009, P=0.05). 

Very Low 

Due to serious 

imprecision2 

We are uncertain 

whether antimalarials 

increase or decrease 

end-stage kidney 

disease 

≥50% GFR loss 

or end-stage 

kidney disease 

Based on data from 

203 patients in 1 

study 

Follow up 10 years 

In multi-ethnic LUMINA US cohort (Pons-Estel 2009), patients with lupus nephritis 

and no kidney damage treated with hydroxychloroquine compared to no 

hydroxychloroquine treatment may reduce ≥50% GFR loss or end-stage kidney disease 

(HR 0.29, 95% CI 0.13, 0.68) after adjusting for confounders. 

Low 

Due to serious 

risk of bias, 

Upgraded due to 

Large magnitude 

of effect3 

Antimalarials may 

decrease ≥50% GFR 

loss and end-stage 

kidney disease 

Infection 

Based on data from 

7319 patients in 2 

studies 

Feldman 2015, a retrospective registry (Medicaid Analytic extract (MAX) of 33,565 

patients with SLE, showed that compared to no use, hydroxychloroquine in patients 

with lupus nephritis (n=7113) lupus nephritis may protect against serious infection (HR 

0.73, 95% CI 0.68, 0.77). Patients with lupus nephritis under Medicaid are generally of 

lower socioeconomic status, and at high risk of infections. Therefore, this finding may 

not be generalizable to the broad lupus nephritis population.   One single-center Spanish 

Low 

Due to serious 

indirectness, 

Upgraded due to 

Large magnitude 

of effect4 

Antimalarials may 

decrease infections. 
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cohort study (Siso 2008), found that patients with biopsy-proven lupus nephritis 

prescribed with hydroxychloroquine before diagnosis of lupus nephritis compared to no 

prescription of hydroxychloroquine had less infections (OR 0.30, 95% CI 0.12, 0.75). 

This remained significant in a multivariate model adjusted for age, gender and length of 

follow-up. 

Malignancy 

Based on data from 

206 patients in 1 

study 

Follow up 148 

months 

(mean) 

It is uncertain if antimalarial use has an effect on malignancy.  This is based on one 

single-center Spanish cohort study (Siso 2008) that had patients with biopsy-proven 

lupus nephritis prescribed with hydroxychloroquine before diagnosis of lupus nephritis 

compared to no prescription of hydroxychloroquine (OR 0.23, 95% 0.01 to 4.30, 

univariant model) 

Very Low 

Due to serious 

imprecision5 

We are uncertain 

whether antimalarials 

increase or decrease 

malignancy. 

Complete 

remission 

Based on data from 

89 patients in 2 

studies 

Follow up within 16 

months 

In the Hopkins lupus cohort (Kasitanon 2006), patients with membranous lupus 

nephritis and initially treated with mycophenolate mofetil and receive 

hydroxychloroquine are more likely to achieve complete remission compared to those 

who did not receive hydroxychloroquine (P=0.036) (OR 6.13, 95% CI 1.17, 32.10). In 

the retrospective and prospective single-center cohort study (Mejia-Vilet 2016), patients 

with pure membranous lupus nephritis treated with azathioprine, intravenous 

cyclophosphamide or mycophenolate mofetil plus glucocorticoids, after adjusting for 

age, serum creatinine and 24hr UPCR, adjunctive antimalarial therapy was 

independently associated with higher complete remission rates (HR 2.46, 1.08, 5.64, p = 

0.032). However, in this study there may be some confounding factors evident. 

Low 

Due to serious 

risk of bias, Due 

to serious 

imprecision, 

Upgraded due to 

Very large 

magnitude of 

effect6 

Antimalarials may 

increase complete 

remission 

Serum 

creatinine 

Based on data from 

206 patients in 1 

study 

Follow up 148 

months 

(mean) 

From a Spanish cohort (Siso 2008) patients ever treated with an antimalarial before 

diagnosis of lupus nephritis compared to no antimalarial treatment may have little or no 

difference on serum creatinine >2 mg/dl (OR 0.81, 95% CI 0.34, 1.94) and serum 

creatinine >4 mg/dl (OR 0.15, 95% CI 0.02, 1.19). 

Very Low 

Due to serious 

imprecision7 

We are uncertain 

whether antimalarials 

increase or decrease 

serum creatinine 

Ischemic heart 

disease 

Based on data from 

206 patients in 1 

study 

Follow up 148 

months 

(mean) 

One single-center Spanish cohort study (Siso 2008), found that patients with biopsy-

proven lupus nephritis prescribed with hydroxychloroquine before diagnosis of lupus 

nephritis compared to no prescription of hydroxychloroquine may have had little or no 

effect on similar ischemic heart disease (OR 1.93, 95% CI 0.41, 9.09). 

Low 

Observational 

data 

Antimalarials may 

have little to no effect 

on ischemic heart 

disease 

Stroke 

Based on data from 

206 patients in 1 

study 

One single-center Spanish cohort study (Siso 2008), found that patients with biopsy-

proven lupus nephritis prescribed with hydroxychloroquine before diagnosis of lupus 

nephritis compared to no prescription of hydroxychloroquine may have had little or no 

effect on stroke (OR 1.44, 95% CI 0.46, 4.55). 

Low 

Observational 

data 

Antimalarials may 

have little to no effect 

on stroke 
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Follow up 148 

months 

(mean) 

eGFR ≤60 

ml/min/1.73 m2 

Based on data from 

256 patients in 1 

study 

Follow up 8.5 ± 6.1 

years 

(mean) 

In an Israeli retrospective cohort single-center study (Pokroy-Shapira 2014) on patients 

with lupus nephritis (not all cases were biopsy proven). The study found that 

hydroxychloroquine compared no hydroxychloroquine treatment, may decrease chronic 

kidney disease progression (GFR ≤ 60 ml/min/1.73 m2) (p=0.02, HR 0.4, 95% CI 0.2, 

0.9). 

Very Low 

Due to serious 

indirectness, 

Due to serious 

risk of bias, Due 

to serious 

imprecision8 

We are uncertain 

whether antimalarials 

increase or decrease 

eGFR ≤60 

ml/min/1.73 m2. 

1. Risk of bias: Serious. Potential confounders not examined.  

2. Imprecision: Serious. Only data from one study, Low number of patients in treatment cohort. 

3. Risk of bias: Serious. due to differences between the patients treated with hydroxychloroquine compared to those not treated with hydroxychloroquine; Upgrade: Large magnitude of 

effect.  

4. Indirectness: Serious. Differences between the population of interest and those studied may result in data not being representative of the LN population. The patients in Feldman 2015, 

were recruited from Medicaid Analytic extract (MAX) which may have different characteristics to those in the general lupus nephritis population.; Upgrade: Large magnitude of effect.  

5. Imprecision: Very Serious. Wide confidence intervals, Only data from one study. 

6. Risk of bias: Serious. due to study not adjusting for potential confounders and selection bias concerns, with patients lost to follow-up and changing mycophenolate mofetil therapy 

because of treatment failure; Imprecision: Serious. Low number of patients, Upgrade: Very large magnitude of effect.  

7. Imprecision: Serious. Only data from one study, Wide confidence intervals.  

8. Risk of bias: Serious. due to confounding because of lack of adjustment for biopsy-proven nephritis in the treatment cohorts; Indirectness: Serious. Differences between the population 

of interest and those studied as lupus nephritis was determined by the ACR classification criteria not kidney biopsy; Imprecision: Serious. Low number of patients in the never treated 

with hydroxychloroquine cohort, Only data from one study. 
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Table S46. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Intravenous cyclophosphamide 

Comparator: Induction: Glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocorticoi

ds alone 

Intravenous 

cyclophospha

mide 

All-cause 

mortality 

Relative risk: 0.98 

(95% CI: 0.53 - 1.82) 

Based on data from 

226 patients in 5 

studies1 

Follow up 42 months 

(mean) 

170 

per 1000 

167 

per 1000 
Low 

Due to serious 

imprecision, Due to 

serious risk of bias2 

Intravenous 

cyclophosphamide 

may have little or no 

difference on all-cause 

mortality 

Difference: 3 fewer per 

1000 

(95% CI: 80 fewer - 139 

more) 

End-stage 

kidney disease 

Relative risk: 0.63 

(95% CI: 0.39 - 1.03) 

Based on data from 

278 patients in 5 

studies3 

Follow up 65 months 

(mean) 

243 

per 1000 

153 

per 1000 
Moderate 

Due to serious risk 

of bias4 

Intravenous 

cyclophosphamide 

probably has little or 

no difference on end-

stage kidney disease 

Difference: 90 fewer per 

1000 

(95% CI: 148 fewer - 7 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

Relative risk: 0.87 

(95% CI: 0.5 - 1.51) 

Based on data from 

291 patients in 6 

studies5 

Follow up 55 months 

(mean) 

150 

per 1000 

131 

per 1000 
Moderate 

Due to serious risk 

of bias6 

Intravenous 

cyclophosphamide 

probably has little or 

no difference on 

infection 

Difference: 19 fewer per 

1000 

(95% CI: 75 fewer - 76 

more) 

Malignancy 

Relative risk: 0.82 

(95% CI: 0.07 - 9.9) 

Based on data from 

117 patients in 2 

studies7 

Follow up 102 months 

(mean) 

26 

per 1000 

21 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision8 

We are uncertain 

whether intravenous 

cyclophosphamide 

increases or decreases 

malignancy 

Difference: 5 fewer per 

1000 

(95% CI: 24 fewer - 231 

more) 

Glucocorticoid-

related adverse 

events 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

glucocorticoid-related 

adverse events 
Difference: 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference: 

 

Relative risk: 2.63 

(95% CI: 0.13 - 54.64) 

0 

per 1000 

0 

per 1000 
Very Low 

We are uncertain 

whether intravenous 
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Complete 

remission of 

proteinuria 

Based on data from 13 

patients in 1 study9 

Follow up 2.5 months 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Due to serious risk 

of bias, Due to 

serious indirectness, 

Due to very serious 

imprecision10 

cyclophosphamide 

increases or decreases 

complete remission of 

proteinuria 

Kidney relapse 

Relative risk: 0.23 

(95% CI: 0.08 - 0.62) 

Based on data from 84 

patients in 2 studies11 

Follow up 54 months 

(mean) 

438 

per 1000 

101 

per 1000 
Moderate 

Due to serious risk 

of bias12 

Intravenous 

cyclophosphamide 

probably decreases 

kidney relapse 

Difference: 337 fewer per 

1000 

(95% CI: 403 fewer - 166 

fewer) 

Doubling 

serum 

creatinine 

Relative risk: 0.59 

(95% CI: 0.4 - 0.88) 

Based on data from 

228 patients in 4 

studies13 

Follow up 65 months 

(mean) 

395 

per 1000 

233 

per 1000 
Moderate 

Due to serious risk 

of bias14 

Intravenous 

cyclophosphamide 

probably decreases 

doubling serum 

creatinine 

Difference: 162 fewer per 

1000 

(95% CI: 237 fewer - 47 

fewer) 

Ovarian failure 

Relative risk: 2.18 

(95% CI: 1.1 - 4.34) 

Based on data from 

147 patients in 3 

studies15 

Follow up 88 months 

(mean) 

188 

per 1000 

410 

per 1000 
Low 

Due to serious 

imprecision, Due to 

serious risk of bias16 

Intravenous 

cyclophosphamide 

may increase ovarian 

failure 

Difference: 222 more per 

1000 

(95% CI: 19 more - 628 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: ml/min 

Scale: - High better 

Based on data from 63 

patients in 2 studies17 

Follow up 54 months 

(mean) 

 

ml/min Mean 

 

ml/min Mean 

Very Low 

Due to serious risk 

of bias, Due to very 

serious 

inconsistency, Due 

to serious 

imprecision18 

We are uncertain 

whether intravenous 

cyclophosphamide 

increases or decreases 

creatinine clearance 

Difference: MD 12.23 

higher 

(95% CI: 0.13 lower - 24.58 

higher) 

1. Systematic review [538] with included studies: [466], [490], [510], [509], [517] Baseline/comparator: Control arm of 

reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias; Imprecision: 

Serious. Wide confidence intervals.  

3. Systematic review [538] with included studies: [517], [466], [490], [509], [471] Baseline/comparator: Control arm of 

reference used for intervention.  

4. Risk of bias: Serious.  

5. Systematic review [538] with included studies: [510], [471], [517], [509], [490], [466] Baseline/comparator: Control arm of 

reference used for intervention.  

6. Risk of bias: Serious.  

7. Systematic review [538] with included studies: [466], [471] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias; Imprecision: 

Very Serious. Wide confidence intervals, Low number of patients, due to few events. 

9. Primary study [510] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias; Indirectness: 

Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence intervals, Only 

data from one study, Low number of patients and few events. 
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11. Systematic review [538] with included studies: [517], [490] Baseline/comparator: Control arm of reference used for 

intervention.  

12. Risk of bias: Serious.  

13. Systematic review [538] with included studies: [471], [466], [509], [490] Baseline/comparator: Control arm of reference 

used for intervention.  

14. Risk of bias: Serious.  

15. Systematic review [538] with included studies: [471], [466], [490] Baseline/comparator: Control arm of reference used for 

intervention.  

16. Risk of bias: Serious. Imprecision: Serious. Wide confidence intervals, Low number of patients.  

17. Systematic review [538] with included studies: [510], [517] Baseline/comparator: Control arm of reference used for 

intervention.  

18. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Inconsistency: Very Serious. The magnitude of statistical heterogeneity was high, with I2:73 %., Point estimates vary 

widely; Imprecision: Serious. Wide confidence intervals. 
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Table S47. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: High-dose cyclophosphamide 

Comparator: Induction: Low-dose cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Low-dose 

cyclophospha

mide 

High-dose 

cyclophospha

mide 

All-cause 

mortality 

Relative risk: 0.97 

(95% CI: 0.14 - 6.56) 

Based on data from 

121 patients in 2 

studies1 

Follow up 12 months 

32 

per 1000 

31 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision2 

We are uncertain 

whether high-dose 

cyclophosphamide 

increases or 

decreases mortality 

Difference: 1 fewer per 

1000 

(95% CI: 28 fewer - 178 

more) 

End-stage 

kidney disease 

Relative risk: 0.49 

(95% CI: 0.05 - 5.2) 

Based on data from 

135 patients in 2 

studies3 

Follow up 27 months 

(mean) 

31 

per 1000 

15 

per 1000 
Moderate 

Due to serious 

imprecision4 

High-dose 

cyclophosphamide 

probably has little or 

no difference on 

end-stage kidney 

disease 

Difference: 16 fewer per 

1000 

(95% CI: 29 fewer - 130 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

 

Infection 

Relative risk: 1.44 

(95% CI: 0.83 - 2.49) 

Based on data from 

327 patients in 4 

studies5 

Follow up 22 months 

(mean) 

159 

per 1000 

229 

per 1000 
Moderate 

Due to serious 

imprecision6 

High dose 

cyclophosphamide 

probably has little or 

no difference on 

infection 

Difference: 70 more per 

1000 

(95% CI: 27 fewer - 237 

more) 

Malignancy 

Relative risk: 1.44 

(95% CI: 0.09 - 23.31) 

Based on data from 

206 patients in 2 

studies7 

Follow up 8.4 years 

11 

per 1000 

16 

per 1000 
Low 

Due to serious 

inconsistency, Due 

to serious 

imprecision8 

High-dose 

cyclophosphamide 

may have little or no 

difference on 

malignancy 

Difference: 5 more per 1000 

(95% CI: 10 fewer - 245 

more) 

Complete 

remission 

Relative risk: 1.09 

(95% CI: 0.63 - 1.86) 

Based on data from 

267 patients in 3 

studies9 

Follow up 16 months 

(mean) 

393 

per 1000 

428 

per 1000 
Moderate 

Due to serious 

imprecision10 

High-dose 

cyclophosphamide 

probably has little or 

no difference on 

complete remission 

Difference: 35 more per 

1000 

(95% CI: 145 fewer - 338 

more) 

Doubling of 

serum 

creatinine 

Relative risk: 0.33 

(95% CI: 0.04 - 3.02) 

Based on data from 

135 patients in 2 

studies11 

Follow up 27 months 

(mean) 

47 

per 1000 

16 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious imprecision12 

High-dose 

cyclophosphamide 

may have little or no 

difference on 

doubling of serum 

creatinine 

Difference: 31 fewer per 

1000 

(95% CI: 45 fewer - 95 

more) 
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Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual loss of GFR Difference:  

 

Creatinine 

clearance 

Measured by: ml/min 

Scale: - High better 

Based on data from 

117 patients in 1 

study13 

Follow up 24 months 

 

ml/min Mean 

 

ml/min Mean Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision14 

We are uncertain 

whether high-dose 

cyclophosphamide 

increases or 

decreases creatinine 

clearance 

Difference: MD 12.60 lower 

(95% CI: 23.63 lower - 1.57 

lower) 

1. Systematic review [538] with included studies: [518], [508] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias; Imprecision: Very Serious. Wide confidence intervals, due to few events.  

3. Systematic review [538] with included studies: [494], [508] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Imprecision: Serious. Wide confidence intervals.  

5. Systematic review [538] with included studies: [519], [494], [518], [508] Baseline/comparator: Control arm of reference 

used for intervention.  

6. Imprecision: Serious. Wide confidence intervals, due to few events.  

7. Systematic review [538] with included studies: [519], [494] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Inconsistency: Serious. Imprecision: Serious. Wide confidence intervals, due to few events.  

9. Systematic review [538] with included studies: [518], [494], [519] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Imprecision: Serious. Wide confidence intervals.  

11. Systematic review [538] with included studies: [494], [508] Baseline/comparator: Control arm of reference used for 

intervention.  

12. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias; Imprecision: Serious. Wide confidence intervals, due to few events.  

13. Systematic review [538] with included studies: [519] Baseline/comparator: Control arm of reference used for intervention.  

14. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  
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Table S48. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Mycophenolate mofetil 

Comparator: Induction: Intravenous cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Intravenous 

cyclophospha

mide 

Mycophenolate 

mofetil 

All-cause 

mortality 

Relative risk: 1.12 

(95% CI: 0.61 - 2.06) 

Based on data from 

826 patients in 8 

studies1 

Follow up 6 months 

(mean) 

48 

per 1000 

54 

per 1000 Very Low 

Due to serious 

indirectness, Due 

to very serious 

imprecision2 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases mortality  

Difference: 6 more per 1000 

(95% CI: 19 fewer - 51 more) 

End-stage 

kidney disease 

Relative risk: 0.71 

(95% CI: 0.27 - 1.84) 

Based on data from 

231 patients in 3 

studies3 

Follow up 6 months 

(mean) 

85 

per 1000 

60 

per 1000 

Very Low 

Due to serious 

imprecision, Due 

to serious 

indirectness, Due 

to serious risk of 

bias4 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases end-stage 

kidney disease. 

Difference: 25 fewer per 1000 

(95% CI: 62 fewer - 71 more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

 

Infection 

Relative risk: 1.02 

(95% CI: 0.67 - 1.54) 

Based on data from 

699 patients in 6 

studies5 

Follow up 6 months 

(mean) 

107 

per 1000 

116 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

imprecision6 

Mycophenolate 

mofetil may have 

little or no difference 

on infection 
Difference: 2 more per 1000 

(95% CI: 38 fewer - 62 more) 

Malignancy 

Relative risk: 0.65 

(95% CI: 0.11 - 3.86) 

Based on data from 

364 patients in 1 

study7 

Follow up 6 months 

17 

per 1000 

11 

per 1000 
Very Low 

Due to serious 

risk of bias, Due 

to very serious 

imprecision8 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases 

malignancy 

Difference: 6 fewer per 1000 

(95% CI: 15 fewer - 49 more) 

Alopecia 

Relative risk: 0.29 

(95% CI: 0.19 - 0.46) 

Based on data from 

622 patients in 3 

studies9 

Follow up 6 months 

(mean) 

239 

per 1000 

69 

per 1000 
Moderate 

Due to serious 

imprecision10 

Mycophenolate 

mofetil probably 

improves alopecia Difference: 170 fewer per 1000 

(95% CI: 194 fewer - 129 fewer) 

Ovarian failure 

Relative risk: 0.36 

(95% CI: 0.06 - 2.18) 

Based on data from 

539 patients in 3 

studies11 

Follow up 6 months 

(mean) 

41 

per 1000 

15 

per 1000 

Very Low 

Due to very 

serious 

imprecision, Due 

to serious risk of 

bias, Due to 

serious 

inconsistency12 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases ovarian 

failure 

Difference: 26 fewer per 1000 

(95% CI: 39 fewer - 48 more) 
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Diarrhea 

Relative risk: 2.42 

(95% CI: 1.64 - 3.58) 

Based on data from 

609 patients in 4 

studies13 

Follow up 6 months 

(mean) 

100 

per 1000 

242 

per 1000 
Moderate 

Due to serious 

imprecision14 

Mycophenolate 

mofetil probably 

increases diarrhea Difference: 142 more per 1000 

(95% CI: 64 more - 258 more) 

Glucocorticoid-

related adverse 

events 

 

(95% CI: - ) 

 

 

 

 

 

 
 

 

No studies were 

found that looked at 

glucocorticoid-

related adverse 

events 

Difference: 

 

Complete 

kidney 

remission 

Relative risk: 1.17 

(95% CI: 0.97 - 1.42) 

Based on data from 

868 patients in 9 

studies15 

Follow up 6 months 

(mean) 

222 

per 1000 

260 

per 1000 
Moderate 

Due to serious 

risk of bias16 

Mycophenolate 

mofetil probably has 

little or no difference 

on complete kidney 

remission 

Difference: 38 more per 1000 

(95% CI: 7 fewer - 93 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [538] with included studies: [488], [525], [521], [465], [523], [500], [481], [524] Baseline/comparator: 

Control arm of reference used for intervention.  

2. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence 

intervals, due to small number of events.  

3. Systematic review with included studies: [488], [481], [525] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Study limitations; Indirectness: Serious. Total number of events small; Imprecision: Serious. Risk 

estimate includes null effect and estimate consistent with both appreciable benefit and harm. 

5. Systematic review [538] with included studies: [488], [481], [465], [525], [521], [500] Baseline/comparator: Control arm of 

reference used for intervention.  

6. Risk of bias: Serious. Study limitations; Imprecision: Serious. Total number of events small, risk estimate includes null 

effect and estimate consistent with both appreciable benefit and harm. 

7. Systematic review [538] with included studies: [465] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. due to pharmaceutical affiliated authors involved in data analysis and authorship; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study.  

9. Systematic review [548] with included studies: [488], [465], [523] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Imprecision: Serious. Due to total number of events small.  

11. Systematic review [538] with included studies: [488], [465], [523] Baseline/comparator: Control arm of reference used for 

intervention.  

12. Risk of bias: Serious. Study limitations; Inconsistency: Serious. Point estimates vary widely; Imprecision: Very Serious. 

Total number of events small, risk estimate includes null effect and estimate consistent with both appreciable benefit and 

harm.  

13. Systematic review [538] with included studies: [521], [465], [488], [481] Baseline/comparator: Control arm of reference 

used for intervention.  

14. Imprecision: Serious. due to Total number of events small.  

15. Systematic review [538] with included studies: [524], [488], [481], [465], [525], [500], [523], [526], [521] 

Baseline/comparator: Control arm of reference used for intervention.  

16. Risk of bias: Serious. Study limitations.  
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Table S49. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Standard-dose oral glucocorticoid 

Comparator: Induction: Reduced-dose oral glucocorticoid 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Reduced-dose 

oral 

glucocorticoid 

Standard-dose 

oral 

glucocorticoid 

All-cause 

mortality 

Relative risk: 4.65 

(95% CI: 0.23 - 93.95) 

Based on data from 81 

patients in 1 study1 

Follow up 6 months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to very 

serious risk of 

bias, Due to very 

serious 

imprecision2 

There were too few 

who experienced all-

cause mortality to 

determine whether 

standard-dose oral 

glucocorticoid made 

a difference 

Difference: 0 fewer per 1000 

(95% CI: 0 fewer - 0 fewer) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

Infection 

Relative risk: 4.64 

(95% CI: 0.57 - 38.0) 

Based on data from 81 

patients in 1 study3 

Follow up 6 months 

26 

per 1000 

121 

per 1000 

Very Low 

Due to very 

serious risk of 

bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether standard-

dose oral 

glucocorticoid 

increases or 

decreases infection 

Difference: 95 more per 1000 

(95% CI: 11 fewer - 962 more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk: 0.93 

(95% CI: 0.39 - 2.23) 

Based on data from 81 

patients in 1 study5 

Follow up 6 months 

205 

per 1000 

191 

per 1000 
Very Low 

Due to very 

serious risk of 

bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether standard-

dose oral 

glucocorticoid 

increases or 

decreases complete 

remission 

Difference: 14 fewer per 1000 

(95% CI: 125 fewer - 252 more) 

Annual GFR 

loss 

Measured by: 

Scale: - High better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 74 

patients in 1 study7 

Follow up 6 months 

 

ml/min Mean 

 

ml/min Mean 
Very Low 

Due to very 

serious risk of 

bias, Due to very 

serious 

imprecision8 

We are uncertain 

whether standard-

dose oral 

glucocorticoid 

increases or 

decreases creatinine 

clearance 

Difference: MD 5.80 lower 

(95% CI: 21.08 lower - 9.48 

higher) 
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1. Systematic review [538] with included studies: [528] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for 

selection bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients and few events.  

3. Systematic review [538] with included studies: [528] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for 

selection bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias; 

Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events. 

5. Systematic review [538] with included studies: [528] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for 

selection bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias; 

Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events.  

7. Systematic review [538] with included studies: [528] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for 

selection bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias; 

Imprecision: Very Serious. Wide confidence intervals, Low number of patients.  
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Table S50. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Intravenous cyclophosphamide 

Comparator: Induction: Oral cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Oral 

cyclophosphami

de 

Intravenous 

cyclophosphami

de 

All-cause 

mortality 

Relative risk: 0.8 

(95% CI: 0.2 - 3.24) 

Based on data from 67 

patients in 2 studies1 

Follow up 5.5 years 

(mean) 

235 

per 1000 

188 

per 1000 Low 

Due to very 

serious 

imprecision2 

Intravenous 

cyclophosphamide 

may have little or no 

difference on all-

cause mortality 

Difference: 47 fewer per 1000 

(95% CI: 188 fewer - 526 more) 

End-stage 

kidney disease 

Relative risk: 0.23 

(95% CI: 0.04 - 1.28) 

Based on data from 67 

patients in 2 studies3 

Follow up 5.5 years 

(mean) 

176 

per 1000 

40 

per 1000 Low 

Due to very 

serious 

imprecision4 

Intravenous 

cyclophosphamide 

may have little or no 

difference on end-

stage kidney 

Difference: 136 fewer per 1000 

(95% CI: 169 fewer - 49 more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

Relative risk: 1.43 

(95% CI: 0.41 - 4.96) 

Based on data from 67 

patients in 2 studies5 

Follow up 5.5 years 

(mean) 

88 

per 1000 

126 

per 1000 Low 

Due to very 

serious 

imprecision6 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

malignancy 

Difference: 38 more per 1000 

(95% CI: 52 fewer - 348 more) 

Infection 

Relative risk: 1.16 

(95% CI: 0.47 - 2.9) 

Based on data from 67 

patients in 2 studies7 

Follow up 5.5 years 

(mean) 

206 

per 1000 

239 

per 1000 Low 

Due to very 

serious 

imprecision8 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

infection 

Difference: 33 more per 1000 

(95% CI: 109 fewer - 391 more) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Doubling of 

serum 

creatinine 

Relative risk: 0.67 

(95% CI: 0.23 - 1.98) 

Based on data from 67 

patients in 2 studies9 

Follow up 5.5 years 

(mean) 

176 

per 1000 

118 

per 1000 Low 

Due to very 

serious 

imprecision10 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

doubling serum 

creatinine 

Difference: 58 fewer per 1000 

(95% CI: 136 fewer - 172 more) 

Ovarian failure 

Relative risk: 0.7 

(95% CI: 0.37 - 1.3) 

Based on data from 56 

patients in 2 studies11 

Follow up 5.5 years 

(mean) 

308 

per 1000 

216 

per 1000 Low 

Due to very 

serious 

imprecision12 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

ovarian failure 

Difference: 92 fewer per 1000 

(95% CI: 194 fewer - 92 more) 
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Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

1. Systematic review [538] with included studies: [466], [514] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Low number of patients. 

3. Systematic review [538] with included studies: [514], [466] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Imprecision: Very Serious. Wide confidence intervals, Low number of patients.  

5. Systematic review [538] with included studies: [466], [514] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events.  

7. Systematic review [538] with included studies: [514], [466] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events. 

9. Systematic review [538] with included studies: [466], [514] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events. 

11. Systematic review [538] with included studies: [466], [514] Baseline/comparator: Control arm of reference used for 

intervention.  

12. Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events. 
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Table S51. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Mycophenolate mofetil plus tacrolimus 

Comparator: Induction: Intravenous cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Intravenous 

cyclophospha

mide 

Mycophenolate 

mofetil and 

tacrolimus 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that examined 

end-stage kidney 

disease 
Difference: 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that examined 

≥50% loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that examined 

malignancy Difference:  

 

Infection 

Relative risk: 1.65 

(95% CI: 0.11 - 24.44) 

Based on data from 

402 patients in 2 

studies1 

Follow up 7.5 months 

(mean) 

35 

per 1000 

58 

per 1000 

Very Low 

Due to serious 

risk of bias, Due 

to very serious 

inconsistency, 

Due to very 

serious 

imprecision, Due 

to serious 

indirectness2 

We are uncertain 

whether 

mycophenolate 

mofetil plus 

tacrolimus increases 

or decreases 

infection 

Difference: 23 more per 1000 

(95% CI: 31 fewer - 820 more) 

Glucocorticoid-

related adverse 

events 

 

(95% CI: - ) 

 

 

 

 

 

 
 

 

No studies were 

found that examined 

glucocorticoid-

related adverse 

events 

Difference: 

 

Complete 

kidney 

remission 

Relative risk: 2.38 

(95% CI: 1.07 - 5.3) 

Based on data from 

402 patients in 2 

studies3 

Follow up 7.5 months 

(mean) 

244 

per 1000 

581 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

indirectness4 

Mycophenolate 

mofetil plus 

tacrolimus may 

increase complete 

kidney remission 

Difference: 337 more per 1000 

(95% CI: 17 more - 1049 more) 

Stable kidney 

function5 

Relative risk: 1.78 

(95% CI: 1.4 - 2.26) 

Based on data from 

402 patients in 2 

studies6 

Follow up 7.5 months 

(mean) 

284 

per 1000 

506 

per 1000 Low 

Due to serious 

risk of bias, Due 

to serious 

indirectness7 

Mycophenolate 

mofetil and 

tacrolimus may 

increase stable 

kidney function 

Difference: 222 more per 1000 

(95% CI: 114 more - 358 more) 

Ovarian failure 
Relative risk 

(95% CI: - ) 

0 

per 1000 

 

per 1000 
Very Low 

There were too few 

who experienced 
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Based on data from 34 

patients in 1 study8 

Follow up 9 months Difference: fewer per 1000 

(95% CI: 0 fewer - fewer) 

Due to very 

serious risk of 

bias, Due to 

serious 

imprecision9 

ovarian failure to 

determine whether 

mycophenolate 

mofetil plus 

tacrolimus made a 

difference 

All-cause 

mortality 

Relative risk 

(95% CI: - ) 

Based on data from 

402 patients in 2 

studies10 

Follow up 7.5 months 

(mean) 

0 

per 1000 

 

per 1000 
Very Low 

Due to serious 

risk of bias, Due 

to very serious 

imprecision11 

There were too few 

who experienced all-

cause mortality to 

determine whether 

mycophenolate 

mofetil plus 

tacrolimus made a 

difference 

Difference: fewer per 1000 

(95% CI: 0 fewer - fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that examined 

annual GFR loss  Difference:  

 

1. Systematic review [538] with included studies: [468], [502] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Inconsistency: Very Serious. The magnitude of 

statistical heterogeneity was high, with I2:80%.; Indirectness: Serious. Due to concerns regarding the population, as all 

studies have largely included patients of Asian ethnicity; Imprecision: Very Serious. Wide confidence intervals.  

3. Systematic review [538] with included studies: [468], [502] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Study limitation, concern regarding the incomplete reporting of IV CPA group; Inconsistency: No 

serious. Due to substantial heterogeneity indicated by I2 statistic. Although Chi2 test was satisfied, the small number of 

studies may make this unreliable.; Indirectness: Serious. Due to concerns regarding the population, as all studies have 

largely included patients of Asian ethnicity. 

5. less than 20% worsening of serum creatinine 

6. Systematic review [538] with included studies: [502], [468] Baseline/comparator: Control arm of reference used for 

intervention.  

7. Risk of bias: Serious. due to Study limitation and concern regarding the incomplete reporting of IV CPA group; 

Indirectness: Serious. Due to differences in the outcome definition between studies and concern regarding the population, as 

all studies have largely included patients of Asian ethnicity. 

8. Primary study [468] Baseline/comparator: Control arm of reference used for intervention. 

9. Risk of bias: Serious. Study limitation, concern regarding the incomplete reporting of IV CPA group. Imprecision: Very 

serious. Wide confidence intervals, Only data from one study. 

10. Systematic review [538] with included studies: [502], [468] Baseline/comparator: Control arm of reference used for 

intervention.  

11. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Imprecision: Very Serious. Wide confidence 

intervals, Low number of patients, Only data from one study, due to no events.  
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Table S52. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Cyclophosphamide 

Comparator: Induction: Azathioprine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Azathioprine 

Cyclophospham

ide 

All cause-

mortality 

5 years 

Relative risk: 1.39 

(95% CI: 0.25 - 7.77) 

Based on data from 146 

patients in 2 studies1 

Follow up 12.5 years 

107 

per 1000 

149 

per 1000 
Very Low 

Due to serious 

inconsistency, Due 

to very serious 

imprecision2 

We are uncertain 

whether 

cyclophosphamide 

increases or 

decreases all-cause 

mortality 

Difference: 42 more per 1000 

(95% CI: 80 fewer - 724 more) 

End stage 

kidney disease 

Relative risk: 0.4 

(95% CI: 0.15 - 1.07) 

Based on data from 144 

patients in 2 studies3 

Follow up 21 months 

(mean) 

125 

per 1000 

50 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Cyclophosphamide 

may have little or no 

difference on end-

stage kidney disease 
Difference: 75 fewer per 1000 

(95% CI: 106 fewer - 9 more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

Relative risk: 0.59 

(95% CI: 0.13 - 2.63) 

Based on data from 144 

patients in 2 studies5 

Follow up 21 months 

(mean) 

54 

per 1000 

32 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision6 

We are uncertain 

whether 

cyclophosphamide 

increases or 

decreases 

malignancy 

Difference: 22 fewer per 1000 

(95% CI: 47 fewer - 88 more) 

Infection 

Relative risk: 1.25 

(95% CI: 0.27 - 5.86) 

Based on data from 57 

patients in 1 study7 

Follow up 18 months 

105 

per 1000 

131 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision8 

We are uncertain 

whether 

cyclophosphamide 

increases or 

decreases infection 

Difference: 26 more per 1000 

(95% CI: 77 fewer - 510 more) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Doubling of 

serum 

creatinine 

Relative risk: 0.48 

(95% CI: 0.24 - 0.95) 

Based on data from 144 

patients in 2 studies9 

Follow up 21 months 

(mean) 

250 

per 1000 

120 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision10 

Cyclophosphamide 

may decrease 

doubling of serum 

creatinine slightly 
Difference: 130 fewer per 1000 

(95% CI: 190 fewer - 13 fewer) 

Complete 

remission in 

proteinuria 

Relative risk: 2.03 

(95% CI: 0.64 - 6.46) 

Based on data from 59 

patients in 1 study11 

Follow up 22 months 

143 

per 1000 

290 

per 1000  

Due to serious risk 

of bias, Due to 

very serious 

imprecision12 

We are uncertain 

whether 

cyclophosphamide 

increases or 

decreases complete 

remission in 

proteinuria 

Difference: 147 more per 1000 

(95% CI: 51 fewer - 781 more) 
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Ovarian failure 

Relative risk: 2.11 

(95% CI: 0.59 - 7.53) 

Based on data from 126 

patients in 2 studies13 

Follow up 21 months 

(mean) 

91 

per 1000 

192 

per 1000 
Low 

Due to very serious 

imprecision14 

Cyclophosphamide 

may make little or 

no difference to 

ovarian failure 
Difference: 101 more per 1000 

(95% CI: 37 fewer - 594 more) 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss  Difference:  

 

1. Systematic review [538] with included studies: [491], [177] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Inconsistency: Serious. The magnitude of statistical heterogeneity was substantial, with I2:67; Imprecision: Very Serious. 

Wide confidence intervals, Low number of patients and events.  

3. Systematic review [538] with included studies: [466], [491] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias and pooling 

of participants across multiple trials; Imprecision: Serious. Low number of patients and few events. 

5. Systematic review [538] with included studies: [466], [491] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events. 

7. Primary study [466] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias and pooling 

of participants across trials; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number 

of patients and few events. 

9. Systematic review with included studies: [491], [466] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Imprecision: Serious. Low number of patients and few events. 

11. Primary study [177] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from 

one study, Low number of patients and few events.  

13. Systematic review [538] with included studies: [491], [466] Baseline/comparator: Control arm of reference used for 

intervention.  

14. Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events. 
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Table S53. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Plasma exchange plus immunosuppression 

Comparator: Induction: Immunosuppression alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Immunosuppr

ession alone 

Plasma 

exchange plus 

immunosuppr

ession 

All-cause 

mortality 

Relative risk: 1.62 

(95% CI: 0.64 - 4.09) 

Based on data from 

125 patients in 2 

studies1 

Follow up 18.5 

months 

(mean) 

92 

per 1000 

149 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious imprecision2 

Plasma exchange plus 

immunosuppression 

may have little or no 

difference on all-cause 

mortality 

Difference: 57 more per 1000 

(95% CI: 33 fewer - 284 

more) 

End-stage 

kidney disease 

Relative risk: 1.24 

(95% CI: 0.6 - 2.57) 

Based on data from 

143 patients in 3 

studies3 

Follow up 20 months 

(mean) 

149 

per 1000 

185 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious imprecision4 

Plasma exchange plus 

immunosuppression 

may have little or no 

difference on end-

stage kidney disease 

Difference: 36 more per 1000 

(95% CI: 60 fewer - 234 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

Relative risk: 0.69 

(95% CI: 0.35 - 1.37) 

Based on data from 

125 patients in 2 

studies5 

Follow up 18.5 

months 

(mean) 

246 

per 1000 

170 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious imprecision6 

Plasma exchange plus 

immunosuppression 

may have little or no 

difference on infection 

Difference: 76 fewer per 

1000 

(95% CI: 160 fewer - 91 

more) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Stable kidney 

function7 

Relative risk: 1.1 

(95% CI: 0.94 - 1.3) 

Based on data from 75 

patients in 3 studies8 

Follow up 20 months 

(mean) 

780 

per 1000 

858 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious imprecision9 

Plasma exchange plus 

immunosuppression 

may have little or no 

difference on stable 

kidney function 

Difference: 78 more per 1000 

(95% CI: 47 fewer - 234 

more) 

Annual loss of 

GFR 

Measured by: 

Scale: - Lower better 
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3 years  

 

ml/min/1.73 

m2 

ml/min/1.73 

m2 No studies were found 

that looked at annual 

loss of GFR Difference:  

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 12 

patients in 1 study10 

Follow up 19 months 

(mean) 

 

ml/min 

 

ml/min Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision11 

We are uncertain 

whether plasma 

exchange plus 

immunosuppression 

increases or decreases 

creatinine clearance 

Difference: 26 higher 

(95% CI: 17.60 lower - 69.60 

higher) 

1. Systematic review [538] with included studies: [498], [475] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Trials stopping earlier than scheduled, resulting in potential for overestimating benefits, Selective 

outcome reporting; Imprecision: Serious. Low number of patients and few events, Wide confidence intervals.  

3. Systematic review [538] with included studies: [475], [498], [512] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Selective outcome reporting, Trials stopping earlier than scheduled, resulting in potential for 

overestimating benefits; Imprecision: Serious. Wide confidence intervals, Only data from one study, Low number of 

patients. 

5. Systematic review [538] with included studies: [475], [498] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: Serious. Selective outcome reporting, Trials stopping earlier than scheduled, resulting in potential for 

overestimating benefits; Imprecision: Serious. Wide confidence intervals, Low number of patients. 

7. (<20% worsening in serum creatinine) 

8. Systematic review [538] with included studies: [475], [479], [512] Baseline/comparator: Control arm of reference used for 

intervention.  

9. Risk of bias: Serious. Selective outcome reporting, Trials stopping earlier than scheduled, resulting in potential for 

overestimating benefits; Imprecision: Serious. Low number of patients. 

10. Primary study [474] Baseline/comparator: Control arm of reference used for intervention.  

11. Risk of bias: Serious. Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from 

one study, Low number of patients. 
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Table S54. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Sirukumab plus other immunosuppressive agent 

Comparator: Induction: Placebo plus other immunosuppressive agent 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo plus 

other 

immunosupp

ressive agent 

Sirukumab 

plus other 

immunosuppr

essive agent 

All-cause 

mortality 

Relative risk 

(95% CI: - ) 

Based on data from 25 

patients in 1 study1 

Follow up 11 months 

0 

per 1000 

 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious imprecision2 

There were too few 

who experienced all-

cause mortality to 

determine whether 

sirukumab plus other 

immunosuppressive 

agent made a 

difference 

Difference: fewer per 1000 

(95% CI: 0 fewer - fewer) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

Relative risk: 0.93 

(95% CI: 0.66 - 1.32) 

Based on data from 25 

patients in 1 study3 

Follow up 11 months 

1000 

per 1000 

930 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether sirukumab 

plus other 

immunosuppressive 

agent increases or 

decreases infection 

Difference: 70 fewer per 

1000 

(95% CI: 340 fewer - 320 

more) 

Malignancy 

Relative risk 

(95% CI: - ) 

Based on data from 25 

patients in 1 study5 

Follow up 11 months 

0 

per 1000 

 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious imprecision6 

There were too few 

who experienced the 

malignancy to 

determine whether 

sirukumab plus other 

immunosuppressive 

agent made a 

difference 

Difference: fewer per 1000 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Diarrhea 

Relative risk: 1.59 

(95% CI: 0.1 - 26.15) 

Based on data from 25 

patients in 1 study7 

Follow up 11 months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision8 

There were too few 

who experienced 

diarrhea to determine 

whether induction: 

sirukumab plus other 

immunosuppressive 

agent made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 
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Annual GFR 

loss 

Measured by: 

Scale: - High better 

 

 

 

ml/min/1.73 

m2 

 

ml/min/1.73 

m2  

 

No studies were found 

that looked at annual 

GFR loss  Difference:  

 

1. Systematic review [538] with included studies: [527] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. unclear sequence generation/ generation of comparable groups, resulting in potential for 

selection bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, due to 

authors with affiliations to the pharmaceutical sponsor and differences between groups at baseline; Imprecision: Serious. 

Only data from one study, Wide confidence intervals, Only data from one study, Low number of patients. 

3. Systematic review [538] with included studies: [527] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. unclear sequence generation/ generation of comparable groups, resulting in potential for 

selection bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, due to 

authors with affiliations to the pharmaceutical sponsor and differences between groups at baseline; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study, Low number of patients.  

5. Systematic review [538] with included studies: [527] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Very Serious. unclear sequence generation/ generation of comparable groups, resulting in potential for 

selection bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, due to 

authors with affiliations to the pharmaceutical sponsor and differences between groups at baseline; Imprecision: Serious. 

Only data from one study, Low number of patients. 

7. Systematic review [538] with included studies: [527] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Very Serious. unclear sequence generation/ generation of comparable groups, resulting in potential for 

selection bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, due to 

authors with affiliations to the pharmaceutical sponsor and differences between groups at baseline; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study, Low number of patients, due to few events. 
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Table S55. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Laquinimod plus other immunosuppressive agent 

Comparator: Induction: Placebo plus other immunosuppressive agent 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo plus 

other 

immunosuppres

sive agent 

Laquinimod 

plus other 

immunosuppr

essive agent 

All cause-

mortality 

Relative risk: 1.5 

(95% CI: 0.06 - 34.79) 

Based on data from 46 

patients in 1 study1 

Follow up 6 months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision2 

There were too few 

who experienced all-

cause mortality to 

determine whether 

laquinimod plus other 

immunosuppressive 

agent made a 

difference 

Difference: 0 fewer per 1000 

(95% CI: 0 fewer - 0 fewer) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.55 

(95% CI: 0.7 - 3.42) 

Based on data from 46 

patients in 1 study3 

Follow up 6 months 

333 

per 1000 

516 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether laquinimod 

compared with an 

immunosuppressive 

agent increases or 

decreases complete 

remission 

Difference: 183 more per 1000 

(95% CI: 100 fewer - 806 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 m2 

 

ml/min/1.73 

m2  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Primary study [495] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients and few 

events. 

3. Systematic review [538] with included studies: [495] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients. 
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Table S56. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Rituximab plus mycophenolate mofetil 

Comparator: Induction: Placebo plus mycophenolate mofetil 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of 

the evidence 

(Quality of 

evidence) 

Plain text 

summary 
Placebo plus 

mycophenolate 

mofetil 

Rituximab plus 

mycophenolate 

mofetil 

All-cause 

mortality 

Relative risk: 5.0 

(95% CI: 0.24 - 

102.35) 

Based on data from 

144 patients in 1 

study1 

Follow up 12 months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious 

risk of bias, 

Due to very 

serious 

imprecision2 

We are uncertain 

whether 

rituximab plus 

mycophenolate 

mofetil increases 

or decreases 

mortality 

Difference: 0 fewer per 1000 

(95% CI: 0 fewer - 0 fewer) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage 

kidney disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Infection 

Relative risk: 1.0 

(95% CI: 0.48 - 2.08) 

Based on data from 

144 patients in 1 

study3 

Follow up 12 months 

167 

per 1000 

167 

per 1000 
Very Low 

Due to serious 

risk of bias, 

Due to very 

serious 

imprecision4 

We are uncertain 

whether 

rituximab plus 

mycophenolate 

mofetil increases 

or decreases 

infection 

Difference: 0 fewer per 1000 

(95% CI: 87 fewer - 180 more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

Relative risk: 0.86 

(95% CI: 0.51 - 1.45) 

Based on data from 

144 patients in 1 

study5 

Follow up 12 months 

306 

per 1000 

263 

per 1000 Very Low 

Due to serious 

risk of bias, 

Due to very 

serious 

imprecision6 

We are uncertain 

whether 

rituximab plus 

mycophenolate 

mofetil increases 

or decreases 

complete 

remission 

Difference: 43 fewer per 1000 

(95% CI: 150 fewer - 138 more) 

Stable kidney 

function 

Relative risk: 1.24 

(95% CI: 0.9 - 1.71) 

Based on data from 

144 patients in 1 

study7 

Follow up 12 months 

458 

per 1000 

568 

per 1000 Very Low 

Due to serious 

risk of bias, 

Due to very 

serious 

imprecision8 

We are uncertain 

whether 

rituximab plus 

mycophenolate 

mofetil increases 

or decreases 

complete stable 

kidney function 

Difference: 110 more per 1000 

(95% CI: 46 fewer - 325 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

ml/min/1.73 m2 

 

ml/min/1.73 m2 

 

 

No studies were 

found that looked 
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Difference: 

 

at annual GFR 

loss 

1. Primary study [507] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. due to authors with pharmaceutical affiliations include in the authorship; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study. 

3. Primary study [507] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. due to authors with pharmaceutical affiliations include in the authorship; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study. 

5. Primary study [507] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Due to authors with pharmaceutical affiliations include in the authorship; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study, Wide confidence intervals, Only data from one study, Low number of 

patients. 

7. Primary study [507] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Due to authors with pharmaceutical affiliations include in the authorship; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study. 
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Table S57. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Rituximab plus cyclophosphamide 

Comparator: Induction: Rituximab 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Rituximab 

Rituximab plus 

cyclophosphamid

e 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

Infection 

Relative risk: 0.9 

(95% CI: 0.07 - 12.38) 

Based on data from 19 

patients in 1 study1 

Follow up 48 weeks 

111 

per 1000 

100 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether rituximab 

plus 

cyclophosphamide 

increases or 

decreases infection 

Difference: 11 fewer per 1000 

(95% CI: 103 fewer - 1263 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Complete 

remission 

Relative risk: 0.9 

(95% CI: 0.16 - 5.13) 

Based on data from 19 

patients in 1 study3 

Follow up 48 weeks 

222 

per 1000 

200 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether rituximab 

plus 

cyclophosphamide 

increases or 

decreases complete 

remission 

Difference: 22 fewer per 1000 

(95% CI: 186 fewer - 917 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 

m2 

 

ml/min/1.73 m2  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [499] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from 

one study, Low number of patients and few events. 

3. Primary study [499] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from 

one study, Low number of patients and few events.  
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Table S58. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Abatacept plus other immunosuppressive agent 

Comparator: Induction: Placebo plus other immunosuppressive agent 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Placebo plus 

other 

immunosupp

ressive agent 

Abatacept 

plus other 

immunosupp

ressive agent 

All-cause 

mortality 

Relative risk: 0.29 

(95% CI: 0.1 - 0.91) 

Based on data from 

432 patients in 2 

studies1 

Follow up 12 

months 

(mean) 

48 

per 1000 

14 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to serious 

indirectness, Due to 

serious imprecision2 

We are uncertain 

whether abatacept plus 

other 

immunosuppressive 

agent increases or 

decreases mortality 

Difference: 34 fewer per 

1000 

(95% CI: 43 fewer - 4 

fewer) 

End-stage 

kidney disease 

Relative risk: 0.84 

(95% CI: 0.21 - 

3.45) 

Based on data from 

298 patients in 1 

study3 

Follow up 12 

months 

30 

per 1000 

25 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision4 

We are uncertain 

whether abatacept plus 

other 

immunosuppressive 

agent increases or 

decreases end-stage 

kidney disease 

Difference: 5 fewer per 

1000 

(95% CI: 24 fewer - 74 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

Relative risk: 1.29 

(95% CI: 0.81 - 

2.04) 

Based on data from 

432 patients in 2 

studies5 

Follow up 12 

months 

(mean) 

131 

per 1000 

169 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to serious 

indirectness, Due to 

serious imprecision6 

We are uncertain 

whether abatacept plus 

other 

immunosuppressive 

agent increases or 

decreases infection 

Difference: 38 more per 

1000 

(95% CI: 25 fewer - 136 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.13 

(95% CI: 0.74 - 

1.71) 

Based on data from 

432 patients in 2 

studies7 

Follow up 12 

months 

(mean) 

173 

per 1000 

195 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to serious 

indirectness, Due to 

very serious 

imprecision8 

We are uncertain 

whether abatacept plus 

other 

immunosuppressive 

agent increases or 

decreases complete 

remission 

Difference: 22 more per 

1000 

(95% CI: 45 fewer - 123 

more) 

Kidney relapse Relative risk: 1.03 
44 

per 1000 

45 

per 1000 
Very Low 

We are uncertain 

whether abatacept plus 
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(95% CI: 0.22 - 

4.92) 

Based on data from 

134 patients in 1 

study9 

Follow up 24 and 52 

weeks 

Difference: 1 more per 

1000 

(95% CI: 34 fewer - 172 

more) 

Due to serious risk of 

bias, Due to very 

serious imprecision10 

other 

immunosuppressive 

agent increases or 

decreases kidney 

relapse 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 

m2 

 

ml/min/1.73 

m2  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [538] with included studies: [464], [485] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. due to authors with affiliations to the pharmaceutical sponsor; Indirectness: Serious. Differences 

between the intervention/comparator of interest and those studied, Differences between the outcomes of interest and those 

reported (e.g., short-term/surrogate, not patient-important); Imprecision: Serious. Low number of patients and few events, 

Wide confidence intervals, Low number of patients.  

3. Primary study [485] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Due to authors with affiliations to the pharmaceutical sponsor; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients and events. 

5. Systematic review [538] with included studies: [464], [485] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: Serious. Due to authors with affiliations to the pharmaceutical sponsor; Indirectness: Serious. Differences 

between the intervention/comparator of interest and those studied; Imprecision: Serious. Low number of patients and few 

events.  

7. Systematic review [538] with included studies: [464], [485] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Due to authors with affiliations to the pharmaceutical sponsor, due to [reason]; Indirectness: Serious. 

Differences between the outcomes of interest and those reported (e.g., short-term/surrogate, not patient-important); 

Imprecision: Very Serious. Wide confidence intervals, Low number of events, Wide confidence intervals, Only data from 

one study, Low number of patients. 

9. Systematic review with included studies: [464] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Due to authors with affiliations to the pharmaceutical sponsor; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients and few events. 
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Table S59. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Ocrelizumab plus other immunosuppressive agent 

Comparator: Induction: Placebo plus other immunosuppressive agent 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo plus 

other 

immunosuppr

essive agent 

Ocrelizumab 

plus other 

immunosuppr

essive agent 

All-cause 

mortality 

Relative risk: 0.66 

(95% CI: 0.23 - 1.85) 

Based on data from 

379 patients in 1 

study1 

Follow up 11 months 

48 

per 1000 

32 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision2 

We are uncertain 

whether ocrelizumab 

plus 

immunosuppressive 

agent increases or 

decreases mortality 

Difference: 16 fewer per 

1000 

(95% CI: 37 fewer - 41 more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

Relative risk: 1.14 

(95% CI: 0.95 - 1.36) 

Based on data from 

378 patients in 1 

study3 

Follow up 11 months 

560 

per 1000 

638 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious imprecision4 

Ocrelizumab plus 

other 

immunosuppressive 

agent may have little 

or no difference on 

infection 

Difference: 78 more per 1000 

(95% CI: 28 fewer - 202 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.07 

(95% CI: 0.74 - 1.56) 

Based on data from 

223 patients in 1 

study5 

Follow up 11 months 

347 

per 1000 

371 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision6 

We are uncertain 

whether ocrelizumab 

plus 

immunosuppressive 

agent increases or 

decreases complete 

remission 

Difference: 24 more per 1000 

(95% CI: 90 fewer - 194 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 

m2 Mean 

 

ml/min/1.73 

m2 Mean  

 

No studies were found 

that looked at annual 

GFR loss  Difference:  

 

1. Primary study [505] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, and unclear concealment of allocation 

during randomization process, resulting in potential for selection bias, due to authors with affiliations to the pharmaceutical 

sponsor; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Wide confidence intervals, Only 

data from one study. 

3. Primary study [505] Baseline/comparator: Control arm of reference used for intervention.  
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4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, and unclear concealment of allocation 

during randomization process, resulting in potential for selection bias, due to authors with affiliations to the pharmaceutical 

sponsor; Imprecision: Serious. Only data from one study. 

5. Primary study [505] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, and unclear concealment of allocation 

during randomization process, resulting in potential for selection bias, due to authors with affiliations to the pharmaceutical 

sponsor; Imprecision: Very Serious. Wide confidence intervals, Only data from one study. 
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Table S60 

Population: Patients with proliferative lupus nephritis (III/IV) or pure V lupus nephritis 

Intervention: Belimumab 

Comparator: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

Evidence 

(Quality of evidence) 

Plain text 

summary 
Placebo Belimumab 

All-cause 

mortality 

Relative risk: 1.2 

(95% CI: 0.37 - 3.88) 

Based on data from 448 

patients in 1 study1 

Follow up 26 months 

23 

per 1000 

28 

per 1000 Low 

Due to very serious 

imprecision2 

Belimumab may 

have little or no 

difference on all-

cause mortality 
Difference: 5 more per 1000 

(95% CI: 14 fewer - 66 more) 

End-stage 

kidney disease 

Relative risk: 0.33 

(95% CI: 0.01 - 8.14) 

Based on data from 448 

patients in 1 study3 

Follow up 26 months 

5 

per 1000 

2 

per 1000 
Low 

Due to very serious 

imprecision4 

There were too few 

who experienced 

the end-stage 

kidney disease, to 

determine whether 

belimumab made a 

difference 

Difference: 3 fewer per 1000 

(95% CI: 5 fewer - 36 more) 

Infection 

Relative risk: 0.88 

(95% CI: 0.56 - 1.39) 

Based on data from 448 

patients in 1 study5 

Follow up 26 months 

152 

per 1000 

134 

per 1000 Moderate 

Due to serious 

imprecision6 

Belimumab may 

have little or no 

difference on 

infection 

Difference: 18 fewer per 

1000 

(95% CI: 67 fewer - 59 more) 

Malignancy 

Relative risk: 7.0 

(95% CI: 0.36 - 134.74) 

Based on data from 448 

patients in 1 study7 

Follow up 26 months 

0 

per 1000 

0 

per 1000 
Low 

Due to very serious 

imprecision8 

There were too few 

who experienced 

the malignancy, to 

determine whether 

belimumab made a 

difference 

Difference: 0 fewer per 1000 

(95% CI: 0 fewer - 0 fewer) 

Complete 

kidney 

response 

Relative risk: 1.52 

(95% CI: 1.09 - 2.12) 

Based on data from 448 

patients in 1 study9 

Follow up 26 months 

197 

per 1000 

299 

per 1000 Moderate 

Due to serious 

imprecision10 

Belimumab 

probably increases 

complete kidney 

response 

Difference: 102 more per 

1000 

(95% CI: 18 more - 221 more) 

Primary renal 

response 

Relative risk: 1.33 

(95% CI: 1.05 - 1.7) 

Based on data from 448 

patients in 1 study11 

Follow up 26 months 

322 

per 1000 

428 

per 1000 Moderate 

Due to serious 

imprecision12 

Belimumab 

probably increases 

kidney response 
Difference: 106 more per 

1000 

(95% CI: 16 more - 225 more) 

Partial renal 

response 

Relative risk: 1.03 

(95% CI: 0.68 - 1.54) 

Based on data from 448 

patients in 1 study13 

Follow up 26 months 

171 

per 1000 

176 

per 1000 Moderate 

Due to serious 

imprecision14 

Belimumab 

probably has little 

or no difference on 

partial kidney 

response 

Difference: 5 more per 1000 

(95% CI: 55 fewer - 92 more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 
 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 
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Difference: null lower 

No studies were 

found that looked at 

annual GFR loss 

1. Systematic review with included studies: [544] Baseline/comparator Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Only data from one study, Wide confidence intervals. 

3. Systematic review with included studies: [544] Baseline/comparator Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Only data from one study, Wide confidence intervals.  

5. Systematic review with included studies: [544] Baseline/comparator Control arm of reference used for intervention.  

6. Imprecision: Serious. Only data from one study.  

7. Systematic review with included studies: [544] Baseline/comparator Control arm of reference used for intervention.  

8. Imprecision: Very Serious. Only data from one study, Wide confidence intervals.  

9. Systematic review with included studies: [544] Baseline/comparator Control arm of reference used for intervention.  

10. Imprecision: Serious. Only data from one study. 

11. Systematic review with included studies: [544] Baseline/comparator Control arm of reference used for intervention.  

12. Imprecision: Serious. Only data from one study. 

13. Systematic review with included studies: [544] Baseline/comparator Control arm of reference used for intervention.  

14. Imprecision: Serious. Only data from one study. 
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Table S61. 

Population: Patients with proliferative lupus nephritis 

Intervention: Maintenance: Azathioprine 

Comparator: Maintenance: Mycophenolate mofetil 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary Mycophenolate 

mofetil 
Azathioprine 

All-cause 

mortality 

Relative risk: 1.15 

(95% CI: 0.34 - 3.87) 

Based on data from 

451 patients in 4 

studies1 

Follow up 49 months 

(mean) 

22 

per 1000 

25 

per 1000 Very Low 

Due to serious 

indirectness, Due 

to very serious 

imprecision2 

We are uncertain 

whether 

azathioprine 

increases or 

decreases all-cause 

mortality 

Difference: 3 more per 1000 

(95% CI: 15 fewer - 63 more) 

End-stage 

kidney disease 

Relative risk: 1.7 

(95% CI: 0.52 - 5.54) 

Based on data from 

452 patients in 4 

studies3 

Follow up 49 months 

(mean) 

17 

per 1000 

29 

per 1000 Very Low 

Due to serious 

indirectness, Due 

to very serious 

imprecision4 

We are uncertain 

whether 

azathioprine 

increases or 

decreases end-

stage kidney 

disease 

Difference: 12 more per 1000 

(95% CI: 8 fewer - 77 more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Malignancy 

Relative risk: 4.04 

(95% CI: 0.45 - 36.07) 

Based on data from 

370 patients in 3 

studies5 

Follow up 54 months 

(mean) 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision6 

We are uncertain 

whether 

azathioprine 

increases or 

decreases 

malignancy 

Difference: 0 fewer per 1000 

(95% CI: 0 fewer - 0 fewer) 

Infection 

Relative risk: 1.08 

(95% CI: 0.6 - 1.96) 

Based on data from 

412 patients in 3 

studies7 

Follow up 42 months 

(mean) 

91 

per 1000 

98 

per 1000 
Low 

Due to very serious 

imprecision8 

Azathioprine may 

have little or no 

difference on 

infection 
Difference: 7 more per 1000 

(95% CI: 36 fewer - 87 more) 

Kidney relapse 

Relative risk: 1.75 

(95% CI: 1.2 - 2.55) 

Based on data from 

452 patients in 4 

studies9 

Follow up 49 months 

(mean) 

152 

per 1000 

266 

per 1000 
Moderate 

Due to serious 

imprecision10 

Azathioprine 

probably increases 

kidney relapse Difference: 114 more per 1000 

(95% CI: 30 more - 236 more) 

Doubling 

serum 

creatinine 

Relative risk: 2.19 

(95% CI: 1.03 - 4.66) 

Based on data from 

452 patients in 4 

studies11 

Follow up 49 months 

(mean) 

39 

per 1000 

85 

per 1000 
Moderate 

Due to serious 

imprecision12 

Azathioprine 

probably increases 

doubling serum 

creatinine 
Difference: 46 more per 1000 

(95% CI: 1 more - 143 more) 
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Ovarian failure 

Relative risk: 0.77 

(95% CI: 0.17 - 3.42) 

Based on data from 

177 patients in 2 

studies13 

Follow up 45 months 

(mean) 

45 

per 1000 

35 

per 1000 Very Low 

Due to very serious 

imprecision, Due 

to serious risk of 

bias14 

We are uncertain 

whether 

azathioprine 

increases or 

decreases ovarian 

failure 

Difference: 10 fewer per 1000 

(95% CI: 37 fewer - 109 more) 

Leukopenia 

Relative risk: 5.61 

(95% CI: 1.68 - 18.72) 

Based on data from 

412 patients in 3 

studies15 

Follow up 42 months 

(mean) 

10 

per 1000 

56 

per 1000 
Moderate 

Due to serious risk 

of bias16 

In maintenance 

therapy, 

azathioprine 

probably increases 

leukopenia 

Difference: 46 more per 1000 

(95% CI: 7 more - 177 more) 

Annual GFR 

loss 

Measured by: 

Scale: - High better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Systematic review [538] with included studies: [496], [531], [465], [530] Baseline/comparator: Control arm of reference 

used for intervention.  

2. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence 

intervals and few events.  

3. Systematic review [538] with included studies: [496], [531], [465], [530] Baseline/comparator: Control arm of reference 

used for intervention.  

4. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence 

intervals and few events. 

5. Systematic review [538] with included studies: [530], [531], [465] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, due to few events.  

7. Systematic review [538] with included studies: [496], [531], [465] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Imprecision: Very Serious. Wide confidence intervals, due to few events. 

9. Systematic review [538] with included studies: [465], [530], [531], [496] Baseline/comparator: Control arm of reference 

used for intervention.  

10. Imprecision: Serious. due to few events. 

11. Systematic review [538] with included studies: [496], [531], [465], [530] Baseline/comparator: Control arm of reference 

used for intervention.  

12. Imprecision: Serious. due to few events.  

13. Systematic review [538] with included studies: [531], [496] Baseline/comparator: Control arm of reference used for 

intervention.  

14. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events. 

15. Systematic review [538] with included studies: [531], [465], [496] Baseline/comparator: Control arm of reference used for 

intervention.  

16. Risk of bias: Serious.  
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Table S62.  

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Long duration (18 months) cyclophosphamide 

Comparator: Induction: Short duration (6 months) cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Short 

duration 

cyclophospha

mide 

Long 

duration 

cyclophospha

mide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

Relative risk: 0.4 

(95% CI: 0.09 - 

1.83) 

Based on data from 

40 patients in 1 

study1 

Follow up 10 years 

250 

per 1000 

100 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether long duration 

cyclophosphamide 

increases or decreases 

end-stage kidney 

disease 

Difference: 150 fewer per 

1000 

(95% CI: 227 fewer - 208 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

Relative risk: 1.0 

(95% CI: 0.07 - 

14.9) 

Based on data from 

40 patients in 1 

study3 

Follow up 10 years 

50 

per 1000 

50 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether long duration 

cyclophosphamide 

increases or decreases 

infection 

Difference: 0 fewer per 

1000 

(95% CI: 46 fewer - 695 

more) 

Malignancy 

Relative risk: 3.0 

(95% CI: 0.13 - 

69.52) 

Based on data from 

40 patients in 1 

study5 

Follow up 10 years 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether long duration 

cyclophosphamide 

increases or decreases 

malignancy 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Doubling of 

serum 

creatinine 

Relative risk: 0.43 

(95% CI: 0.13 - 

1.43) 

Based on data from 

40 patients in 1 

study7 

Follow up 10 years 

350 

per 1000 

151 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision8 

We are uncertain 

whether long duration 

cyclophosphamide 

increases or decreases 

doubling serum 

creatinine 

Difference: 199 fewer per 

1000 

(95% CI: 305 fewer - 150 

more) 

Stable kidney 

function (<20% 

Relative risk: 1.31 

(95% CI: 0.9 - 1.89) 

650 

per 1000 

851 

per 1000 
Low 

Long duration 

cyclophosphamide 
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worsening in 

serum 

creatinine) 

Based on data from 

40 patients in 1 

study9 

Follow up 10 years 

Difference: 201 more per 

1000 

(95% CI: 65 fewer - 578 

more) 

Due to serious risk 

of bias, Due to 

serious 

imprecision10 

probably has little or 

no difference on stable 

kidney function 

(<20% worsening in 

serum creatinine) 

Ovarian failure 

Relative risk: 2.05 

(95% CI: 0.6 - 7.02) 

Based on data from 

29 patients in 1 

study11 

Follow up 10 years 

188.0 

 

385.0 

 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision12 

We are uncertain 

whether long duration 

cyclophosphamide 

increases or decreases 

ovarian failure 

Difference: 197.0 more 

(95% CI: 75.0 fewer - 

1132.0 more) 

Annual loss of 

GFR 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 

m2 

 

ml/min/1.73

m2  

 

No studies were found 

that looked at annual 

loss of GFR  Difference:  

 

1. Systematic review [540] with included studies: [473] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients  

3. Systematic review [540] with included studies: [473] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients  

5. Systematic review [540] with included studies: [473] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Low number of patients, Only data from one study  

7. Systematic review [540] with included studies: [473] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients  

9. Systematic review [540] with included studies: [473] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Wide confidence intervals, Low number of patients 

11. Systematic review [540] with included studies: [473] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S63. 

Population: Patients with proliferative lupus nephritis 

Intervention: Maintenance: Azathioprine 

Comparator: Maintenance: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclophospham

ide 
Azathioprine 

All-cause 

mortality 

Relative risk: 0.12 

(95% CI: 0.01 - 2.03) 

Based on data from 39 

patients in 1 study1 

Follow up 72 months 

200 

per 1000 

24 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether azathioprine 

increases or 

decreases all-cause 

mortality 

Difference: 176 fewer per 1000 

(95% CI: 198 fewer - 206 more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Doubling 

serum 

creatinine 

Relative risk: 0.79 

(95% CI: 0.34 - 1.85) 

Based on data from 39 

patients in 1 study3 

Follow up 72 months 

400 

per 1000 

316 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether azathioprine 

increases or 

decreases doubling 

serum creatinine 

Difference: 84 fewer per 1000 

(95% CI: 264 fewer - 340 more) 

Kidney relapse 

Relative risk: 0.79 

(95% CI: 0.34 - 1.85) 

Based on data from 39 

patients in 1 study5 

Follow up 72 months 

400 

per 1000 

316 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision6 

We are uncertain 

whether azathioprine 

increases or 

decreases kidney 

relapse 

Difference: 84 fewer per 1000 

(95% CI: 264 fewer - 340 more) 

End-stage 

kidney disease 

Relative risk: 0.35 

(95% CI: 0.04 - 3.09) 

Based on data from 39 

patients in 1 study7 

Follow up 72 months 

150 

per 1000 

52 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision8 

We are uncertain 

whether azathioprine 

increases or 

decreases end-stage 

kidney disease 

Difference: 98 fewer per 1000 

(95% CI: 144 fewer - 313 more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 m2 

 

ml/min/1.73 m2  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - 

Based on data from 38 

patients in 1 study9 

Follow up 1 year 

 

ml/min 

 

ml/min 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision10 

Azathioprine may 

decrease creatinine 

clearance  
Difference: 15.70 lower 

(95% CI: 23.71 lower - 7.69 

lower) 

1. Systematic review [538] with included studies: [530] Baseline/comparator: Control arm of reference used for intervention.  
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2. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: 

Very Serious. Wide confidence intervals, Only data from one study, Low number of patients. 

3. Systematic review [538] with included studies: [530] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: 

Very Serious. Wide confidence intervals, Only data from one study, Low number of patients. 

5. Systematic review [538] with included studies: [530] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: 

Very Serious. Wide confidence intervals, Only data from one study, Low number of patients. 

7. Systematic review [538] with included studies: [530] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: 

Very Serious. Wide confidence intervals, Only data from one study, Low number of patients. 

9. Systematic review [538] with included studies: [484] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: 

Serious. Only data from one study, Low number of patients. 
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Chapter 11. Anti-glomerular basement membrane (Anti-GBM) antibody glomerulonephritis 

 

Table S64. 

Population: Patients with anti-glomerular basement membrane antibody glomerulonephritis 

Intervention: Plasma exchange 

Comparator: Standard of care 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Plasma of care 

Plasma 

exchange 

All-cause 

mortality 

Relative risk: 0.37 

(95% CI: 0.02 - 7.99) 

Based on data from 17 

patients in 1 study1 

Follow up 17 weeks 

(mean) 

110 

per 1000 

41 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether plasma 

exchange improves or 

worsen all-cause 

mortality 

Difference: 69 fewer per 1000 

(95% CI: 108 fewer - 769 more) 

End-stage 

kidney disease 

Relative risk: 0.46 

(95% CI: 0.13 - 1.66) 

Based on data from 15 

patients in 1 study3 

Follow up 17 weeks 

(mean) 

625 

per 1000 

288 

per 1000 
Very Low 

Due to very serious 

imprecision, Due 

to serious risk of 

bias4 

We are uncertain 

whether plasma 

exchange improves or 

worsens end stage 

kidney disease 

Difference: 337 fewer per 1000 

(95% CI: 544 fewer - 413 more) 

≥ 50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥ 50% 

loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Infection 

Relative risk: 1.5 

(95% CI: 0.47 - 4.76) 

Based on data from 17 

patients in 1 study5 

Follow up 17 weeks 

(mean) 

500 

per 1000 

750 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision,6 

We are uncertain 

whether plasma 

exchange improves or 

worsens infection 

Difference: 250 more per 1000 

(95% CI: 265 fewer - 1880 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review with included studies: [539] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear randomization process, allocation concealment and blinding of assessors. Trial was open-

label.; Imprecision: Very Serious. Wide confidence intervals, Low number of patients, Only data from one study. 

3. Systematic review with included studies: [539] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear randomization process, allocation concealment and blinding of assessors. Trial was open-

label.; Imprecision: Very Serious. Wide confidence intervals, Low number of patients, Only data from one study.  

5. Systematic review with included studies: [539] Baseline/comparator: Control arm of reference used for intervention.  
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6. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, 

Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study, Low number of patients. 

 

References 

[539] Johnson JP, Moore J, Austin HA, Balow JE, Antonovych TT, Wilson CB. Therapy of anti-glomerular basement membrane 

antibody disease: analysis of prognostic significance of clinical, pathologic and treatment factors. Medicine 1985;64(4):219-27 

 



 154 

Appendix D. Data supplement - Additional SoF tables developed as part of the evidence review 

 

Chapter 1. General principles in the management of glomerular diseases 
 

Table S65. 

Population: Women with lupus nephritis 

Intervention: Mycophenolate mofetil 

Comparator: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 
Evidence summary 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 

Preference for 

medication 

(All patients) 

Based on data 

from 172 patients 

in 2 studies 

Most female patients with lupus nephritis preferred 

mycophenolate mofetil compared to i.v. cyclophosphamide. 

Their justification for medications, compared to physicians, 

was determined by the risk of therapy (48% vs. 69%), the 

effectiveness of medication (12% vs. 2.0%), risk/benefit 

trade-off (2% vs. 22%) and practicality of treatment (38% 

vs. 6%). All comparisons were statistically significant 

(P<0.001). The risk of treatment (OR: 31.8; 95% CI: 8.2, 

122.9) and the practicality of therapy (OR: 6.0; 95% CI: 2.5, 

14.2) was considered more important than the effectiveness 

of treatment for patients. 

Low 

Patients were blinded to the name of 

therapies, and preferred mycophenolate 

mofetil over cyclophosphamide. Patients 

placed more emphasis on the practicality of 

oral therapy compared to i.v. therapy. The 

practicality and risk of therapy were 

considered the most important factors in 

medication decision-making. 

Preference for 

medication 

(Patients with joint 

involvement) 

Based on data 

from 172 patients 

in 2 studies 

Patients with joint involvement, compared to patients with 

no joint involvement, were less likely to choose 

mycophenolate mofetil over i.v. cyclophosphamide (OR: 

5.3; 95% CI: 1.4, 19.5) 

Low 

Patients with joint involvement preferred 

mycophenolate mofetil over 

cyclophosphamide 

Side effects 

Based on data 

from 172 patients 

in 2 studies 

In two Brazilian observation studies, 172 female patients 

with lupus nephritis considered the worst side effects of 

treatment with either mycophenolate mofetil or 

cyclophosphamide as cancer (44%), alopecia (22%), and 

severe infection (19%). 

Low 

Patients with lupus nephritis emphasized the 

importance of treatment-related side-effects 

of cancer, alopecia, and severe infection. 

References 
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Table S66. 

Population: Women with lupus nephritis 

Intervention: Cyclophosphamide 

Comparator: Azathioprine 

Outcome 

Timeframe 

Study results and 

measurements 
Evidence summary 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 

Patient preferences 

- Equal probability 

of kidney survival 

Based on data 

from 215 patients 

in 2 studies 

98% of patients preferred azathioprine over 

cyclophosphamide when there was an equal 

probability of kidney survival 

Very Low 

Due to serious 

indirectness1 

The majority of patients in these studies of mainly 

Caucasian, high-income Americans preferred 

treatment for lupus nephritis with azathioprine 

compared to i.v. cyclophosphamide when there was 

an equal probability of kidney survival. This 

finding may not be representative of all patients 

with lupus nephritis. 

Patient preferences 

- Different 

probabilities of 

kidney survival 

Based on data 

from 265 patients 

in 3 studies 

When cyclophosphamide conferred a 15% improved 

short-term kidney survival, 31% of patients still 

preferred azathioprine compared to 

cyclophosphamide. Those initially preferring 

azathioprine required probabilities >33% than those 

conferred by cyclophosphamide after 15 years before 

they would choose to change medications. However, 

15% were unwilling to switch to cyclophosphamide 

even if it offered complete kidney survival at 15 

years. 

Very Low 

Due to serious 

indirectness2 

When the probability of short-term or long-term 

kidney survival was improved for 

cyclophosphamide not azathioprine, 15% of 

patients still preferred azathioprine compared to 

cyclophosphamide. However, these findings may 

not be representative of the wider lupus nephritis 

population, as they are largely of Caucasian, high-

income Americans. 

Patient preferences 

(Premenopausal 

women wanting 

children) 

Based on data 

from 215 patients 

in 2 studies 

Premenopausal women who wanted more children 

were less likely to choose cyclophosphamide 

compared to azathioprine (56% vs. 80%, P= 0.04). 

Very Low 

Due to serious 

indirectness3 

In premenopausal women who wanted more 

children, azathioprine is the preferred therapy over 

cyclophosphamide. 

1. Indirectness: Serious. Differences between the population of interest and those studied, Differences between the population of interest and those studied 

2. Indirectness: Serious. Differences between the population of interest and those studied 

3. Indirectness: Serious. Differences between the population of interest and those studied, Differences between the population of interest and those studied 
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Table S67. 

Population: Patients with lupus nephritis 

Predictor: Barriers and facilitators to medication decision-making 

Outcome 

Timeframe 

Study results and 

measurements 
Evidence summary 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 

Barriers to 

medication 

decision-

making 

Based on data from 

52 patients in 1 

study 

A representative sample of US patients with lupus 

nephritis indicated that side-effects were the most 

influential barrier to medication decision-making 

with known or anticipated side effects having the 

highest weighted vote using nominal group 

technique. Participants explained that this related to 

its effect on physical appearance, perceived side 

effects impact on daily life, and its effect on 

pregnancy and starting a family. Additionally, the 

cost and practical implications of treatment on daily 

life were considered important barriers to medication. 

Low 

In patients with lupus nephritis, side effects, either 

real or perceived, influence their medication 

decision-making with a focus on its impact on 

physical appearance and fertility. Costs and the 

implications on daily life (i.e., i.v. vs. oral drug 

administration) were also important barriers to 

medication use. 

Facilitators to 

medication 

decision-

making 

Based on data from 

52 patients in 1 

study 

A representative US sample of patients with lupus 

nephritis, using nominal group technique indicated 

that key facilitators to medication decision-making 

included: effective patient-physician communication 

regarding benefits and harms, a desire to live a 

normal life and impact on their families/dependents, 

improved quality of life, symptom relief and 

affordability 

Low 

In patients with lupus nephritis, good 

communication between patient and physician 

about benefits and harms, and the impact of therapy 

on everyday life and their families, as well as 

affordability are key facilitators to medication 

decision-making. 

References 
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Chapter 2. Immunoglobulin A nephropathy (IgAN)/Immunoglobulin A vasculitis (IgAV) 
 

Table S68. 

Population: Patients with IgA nephropathy 

Intervention: Oral glucocorticoid 

Comparator: Placebo or usual care (non-RAS blockade) 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo/usua

l care 

Oral 

glucocorticoi

d 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference: 

 

End-stage 

kidney disease 

Relative risk: 0.51 

(95% CI: 0.29 - 

0.89) 

Based on data from 

319 patients in 6 

studies1 

Follow up 42 

months (mean) 

232 

per 1000 

118 

per 1000 

Moderate 

Due to serious risk 

of bias2 

Oral glucocorticoid 

probably decreases 

end-stage kidney 

disease 

Difference: 114 fewer per 

1000 

(95% CI: 165 fewer - 26 

fewer) 

≥50% GFR loss 

Relative risk: 0.47 

(95% CI: 0.09 - 

2.39) 

Based on data from 

64 patients in 1 

study3 

Follow up 12 

months 

129 

per 1000 

61 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether oral 

glucocorticoid 

increases or decreases 

≥50% GFR loss 

Difference: 68 fewer per 

1000 

(95% CI: 117 fewer - 179 

more) 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Complete 

remission 

Relative risk: 15.0 

(95% CI: 0.92 - 

243.52) 

Based on data from 

34 patients in 1 

study5 

Follow up >12 

months 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

serious imprecision, 

Due to serious 

inconsistency6 

We are uncertain 

whether oral 

glucocorticoid 

increases or decreases 

complete remission 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Doubling of 

serum 

creatinine 

Relative risk: 0.45 

(95% CI: 0.29 - 

0.69) 

Based on data from 

341 patients in 6 

studies7 

Follow up 50 

months (mean) 

326 

per 1000 

147 

per 1000 

Moderate 

Due to serious risk 

of bias8 

Oral glucocorticoid 

slightly probably 

decreases doubling of 

serum creatinine 

Difference: 179 fewer per 

1000 

(95% CI: 231 fewer - 101 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - 
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Difference: 

 

No studies were found 

that looked at annual 

GFR loss 

1. Systematic review [139] with included studies: [57], [39], [33], [69], [36], [31] Baseline/comparator: Control arm of reference 

used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to follow up, Selective 

outcome reporting, due to other issue 

3. Systematic review [139] with included studies: [69] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: 

Very Serious. Only data from one study, Wide confidence intervals 

5. Systematic review [139] with included studies: [39] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting, Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias; Inconsistency: Serious. The magnitude of statistical heterogeneity was high; Imprecision: Serious. Wide 

confidence intervals, Only data from one study 

7. Systematic review [139] with included studies: [57], [33], [53], [39], [31], [36] Baseline/comparator: Control arm of reference 

used for intervention.  

8. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias 
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Table S69. 

Population: Patients with IgA nephropathy 

Intervention: Glucocorticoid (i.v. or oral) 

Comparator: Placebo or usual care 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary Placebo/usua

l care 

Glucocorticoi

d 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference: 

 

End-stage 

kidney disease 

Relative risk: 0.14 

(95% CI: 0.01 - 

2.68) 

Based on data from 

86 patients in 1 

study1 

Follow up 6 years 

70 

per 1000 

10 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision2 

We are uncertain 

whether 

glucocorticoid 

improves or 

worsen end-stage 

kidney disease 

Difference: 60 fewer per 

1000 

(95% CI: 69 fewer - 118 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference: 

 

Malignancy 

Relative risk: 1.0 

(95% CI: 0.06 - 

15.48) 

Based on data from 

86 patients in 1 

study3 

Follow up 6 years 

23 

per 1000 

23 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision4 

There were too few 

who experienced 

the malignancy to 

determine whether 

glucocorticoid 

made a difference 

Difference: 0 fewer per 

1000 

(95% CI: 22 fewer - 333 

more) 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infections Difference: 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference: 

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Systematic review [139] with included studies: [53] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to Four patients in the control group 

received steroids as rescue therapy; Imprecision: Serious. Only data from one study 

3. Systematic review [139] with included studies: [53] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Incomplete 

data and/or large loss to follow up; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, due to 

[reason] 
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Table S70. 

Population: Patients with IgA nephropathy 

Intervention: Glucocorticoid plus RASi 

Comparator: Glucocorticoid alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary Glucocorticoi

d alone 

Glucocorticoi

d plus RASi 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference: 

 

Complete 

remission 

Relative risk: 1.08 

(95% CI: 0.84 - 

1.39) 

Based on data from 

38 patients in 1 

study1 

Follow up 24 

months 

833 

per 1000 

900 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Glucocorticoid 

plus RASi may 

have little or no 

difference on 

complete remission 

Difference: 67 more per 

1000 

(95% CI: 133 fewer - 325 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

Based on data from 

38 patients in 1 

study3 

Follow up 24 

months 

 

 

 

 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Glucocorticoid 

plus RAS 

inhibition may 

increase annual 

GFR loss 

Difference: MD 16 higher 

(95% CI: 6.89 lower - 38.89 

higher) 

1. Systematic review [139] with included studies: [29] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients 

3. Primary study [29] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: 

Serious. Only data from one study  
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Table S71. 

Population: Patients with IgA nephropathy 

Intervention: Glucocorticoid plus tonsillectomy plus ARB 

Comparator: Glucocorticoid plus tonsillectomy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary 
Glucocorticoi

d plus 

tonsillectomy 

Glucocorticoi

d plus 

tonsillectomy 

plus ARB 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference: 

 

Complete 

remission 

Relative risk: 0.93 

(95% CI: 0.56 - 

1.53) 

Based on data from 

77 patients in 1 

study1 

Follow up 24 

months 

459 

per 1000 

427 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

glucocorticoid plus 

tonsillectomy plus 

ARB increases or 

decreases complete 

remission 

Difference: 32 fewer per 

1000 

(95% CI: 202 fewer - 243 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Systematic review [139] with included studies: [37] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: Very Serious. Low number of patients, 

Only data from one study, Wide confidence intervals 
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Table S72. 

Population: Patients with IgA nephropathy 

Intervention: Cyclophosphamide then azathioprine plus glucocorticoid 

Comparator: Antihypertensive therapy (non-RAS blockade) 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Antihyperten

sive therapy 

(non-RAS 

blockade) 

Cyclophosph

amide then 

azathioprine 

plus 

glucocorticoi

d 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

Relative risk: 0.27 

(95% CI: 0.11 - 

0.66) 

Based on data from 

38 patients in 1 

study1 

Follow up 2-6 years 

789 

per 1000 

213 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Cyclophosphamide 

then azathioprine 

plus glucocorticoid 

may decrease end-

stage kidney disease 

Difference: 576 fewer per 

1000 

(95% CI: 702 fewer - 268 

fewer) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

Relative risk: 3.0 

(95% CI: 0.13 - 

69.31) 

Based on data from 

38 patients in 1 

study3 

Follow up 2-6 years 

 

 

 

 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

There were too few 

who experienced the 

infection to 

determine whether 

cyclophosphamide 

then azathioprine 

plus glucocorticoid 

made a difference 

Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission5 

 

(95% CI: - ) 

 

 

 

 

 

 
 

 

Cyclophosphamide 

then azathioprine 

plus glucocorticoid 

may have little or no 

difference on 

complete remission 

Difference: 

 

Adverse events 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

adverse events Difference: 

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 
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3 years  
Difference: 

 

No studies were 

found that looked at 

annual GFR loss 

1. Systematic review [139] with included studies: [20] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Selective outcome 

reporting, Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias; 

Imprecision: Serious. Only data from one study 

3. Systematic review with included studies: [20] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of 

blinding of participants and personnel, resulting in potential for performance bias, Selective outcome reporting; Imprecision: 

Very Serious. Wide confidence intervals, Only data from one study 

5. STOP-IgAN Study - Complete remission (defined as proteinuria with a protein-to-creatinine ratio of <0.2 and stable kidney 

function with a decrease in the eGFR of <5 ml per minute per 1.73 m2 from the baseline eGFR at the end of the 3-year trial phase) 
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Table S73. 

Population: Patients with IgA nephropathy 

Intervention: Cyclophosphamide plus glucocorticoid 

Comparator: Glucocorticoid alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocorticoi

d alone 

Cyclophosph

amide plus 

glucocorticoi

d 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Complete 

remission 

Relative risk: 0.78 

(95% CI: 0.44 - 

1.39) 

Based on data from 

24 patients in 1 

study1 

Follow up 6 months 

750 

per 1000 

585 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Cyclophosphamide 

plus glucocorticoid 

may have little or no 

difference on 

complete remission 

Difference: 165 fewer per 

1000 

(95% CI: 420 fewer - 292 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference: 

 

1. Systematic review [139] with included studies: [56] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Selective outcome 

reporting; Imprecision: Serious. Only data from one study, Wide confidence intervals, Low number of patients 
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Table S74. 

Population: Patients with IgA nephropathy 

Intervention: Cyclophosphamide plus antiplatelet/anticoagulant 

Comparator: Usual care 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Usual care 

Cyclophosph

amide plus 

antiplatelet/a

nticoagulant 

All-cause 

mortality 

 

(95% CI: - )1 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

Relative risk: 0.31 

(95% CI: 0.03 - 

2.85) 

Based on data from 

100 patients in 2 

studies2 

Follow up 27 

months (mean) 

42 

per 1000 

13 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision3 

Cyclophosphamide 

plus 

antiplatelet/anticoag

ulant may have little 

or no difference on 

end-stage kidney 

disease 

Difference: 29 fewer per 

1000 

(95% CI: 41 fewer - 78 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Baseline/comparator: Control arm of reference used for intervention.  

2. Systematic review [139] with included studies: [61], [63] Baseline/comparator: Control arm of reference used for intervention.  

3. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting (adverse events and all-cause mortality not reported (Walker 1990)), due to other bias (imbalance in 

duration of follow up and proteinuria between treatment groups, Woo 1987); Imprecision: Serious. Wide confidence intervals 
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Table S75. 

Population: Patients with IgA nephropathy 

Intervention: Azathioprine plus glucocorticoid 

Comparator: Placebo or usual care 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo/usua

l care 

Azathioprine 

plus 

glucocorticoi

d 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

Relative risk: 3.14 

(95% CI: 0.13 - 

72.96) 

Based on data from 

43 patients in 1 

study1 

Follow up 60 

months (median) 

0 

per 1000 

0 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision2 

There were too few 

events of end-stage 

kidney disease to 

determine whether 

azathioprine plus 

glucocorticoid made 

a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Complete 

remission 

Relative risk: 5.94 

(95% CI: 2.03 - 

17.34) 

Based on data from 

43 patients in 1 

study3 

Follow up 60 

months (median) 

136 

per 1000 

808 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Azathioprine plus 

glucocorticoid may 

increases complete 

remission 

Difference: 672 more per 

1000 

(95% CI: 140 more - 2222 

more) 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [139] with included studies: [27] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Selective outcome reporting, Incomplete data and/or large loss to follow up, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias, Inadequate/lack of blinding of participants and personnel, 

resulting in potential for performance bias; Imprecision: Serious. Only data from one study, Wide confidence intervals, Only 

data from one study 

3. Systematic review [139] with included studies: [27] Baseline/comparator: Control arm of reference used for intervention.  
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4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S76. 

Population: Patients with IgA nephropathy 

Intervention: Azathioprine, glucocorticoid, and antiplatelet/anticoagulant 

Comparator: Antiplatelet/anticoagulant 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Antiplatelet/a

nticoagulant 

Azathioprine, 

glucocorticoi

d, and 

antiplatelet/a

nticoagulant 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

Relative risk: 0.34 

(95% CI: 0.07 - 

1.64) 

Based on data from 

74 patients in 1 

study1 

Follow up 2 years 

147 

per 1000 

50 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Azathioprine, 

glucocorticoid, and 

anticoagulant/antipla

telet may have little 

or no difference on 

end-stage kidney 

disease 

Difference: 97 fewer per 

1000 

(95% CI: 137 fewer - 94 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk: 1.13 

(95% CI: 0.76 - 1.7) 

Based on data from 

74 patients in 1 

study3 

Follow up 2 years 

529 

per 1000 

598 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Azathioprine, 

glucocorticoid, and 

anticoagulant/antipla

telet may have little 

or no difference on 

complete remission 

Difference: 69 more per 

1000 

(95% CI: 127 fewer - 370 

more) 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [139] with included studies: [67] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Serious. Only data from one study, Wide confidence intervals 

3. Primary study [66] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study, Low number of patients 
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Table S77. 

Population: Patients with IgA nephropathy 

Intervention: Azathioprine 

Comparator: Glucocorticoid alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocorticoi

d alone 
Azathioprine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

Relative risk: 7.36 

(95% CI: 2.46 - 

22.05) 

Based on data from 

46 patients in 1 

study1 

Follow up 7 years 

385 

per 1000 

2834 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision2 

We are uncertain 

whether azathioprine 

increases or 

decreases end-stage 

kidney disease 

Difference: 2449 more per 

1000 

(95% CI: 562 more - 8104 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

Relative risk: 0.85 

(95% CI: 0.14 - 5.1) 

Based on data from 

68 patients in 2 

studies3 

Follow up 48 

months (mean) 

83 

per 1000 

71 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision,4 

We are uncertain 

whether azathioprine 

increases or 

decreases infection 

Difference: 12 fewer per 

1000 

(95% CI: 71 fewer - 340 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference: 

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [139] with included studies: [52] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Serious. Only data from one study, Wide confidence intervals  

3. Systematic review [139] with included studies: [58], [52] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S78. 

Population: Patients with IgA nephropathy 

Intervention: Azathioprine, glucocorticoids, and anticoagulants 

Comparator: Glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocorticoi

ds alone 

Azathioprine, 

glucocorticoi

ds, and 

anticoagulant

s 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk: 1.24 

(95% CI: 1.01 - 

1.52) 

Based on data from 

78 patients in 1 

study1 

Follow up 2 years 

744 

per 1000 

923 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Azathioprine, 

glucocorticoids, and 

anticoagulants may 

increase complete 

remission 

Difference: 179 more per 

1000 

(95% CI: 7 more - 387 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [139] with included studies: [66] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Selective outcome reporting, Inadequate/lack of blinding of participants and personnel, resulting in 

potential for performance bias; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S79. 

Population: Patients with IgA nephropathy 

Intervention: Calcineurin inhibitor plus glucocorticoids 

Comparator: Glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocorticoi

ds alone 

Calcineurin 

inhibitor plus 

glucocorticoi

ds 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Infection 

Relative risk: 0.31 

(95% CI: 0.03 - 

2.74) 

Based on data from 

48 patients in 1 

study1 

Follow up 12 

months 

130 

per 1000 

40 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether calcineurin 

inhibitor plus 

glucocorticoids 

increases or decreases 

infection 

Difference: 90 fewer per 

1000 

(95% CI: 126 fewer - 226 

more) 

Malignancy 

Relative risk: 0.36 

(95% CI: 0.02 - 

8.45) 

Based on data from 

48 patients in 1 

study3 

Follow up 12 

months 

40 

per 1000 

14 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether calcineurin 

plus glucocorticoids 

increases or decreases 

malignancy 

Difference: 26 fewer per 

1000 

(95% CI: 39 fewer - 298 

more) 

Complete 

remission 

Relative risk: 0.91 

(95% CI: 0.6 - 1.39) 

Based on data from 

72 patients in 2 

studies5 

Follow up 9 months 

(mean) 

541 

per 1000 

492 

per 1000 
Low 

Due to very serious 

risk of bias6 

Calcineurin inhibitor 

plus glucocorticoids 

may have little or no 

difference on 

complete remission 

Difference: 49 fewer per 

1000 

(95% CI: 216 fewer - 211 

more) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [139] with included studies: [41] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Selective outcome reporting, Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of 

outcome assessors, resulting in potential for detection bias, Inadequate/lack of blinding of participants and personnel, resulting in 
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potential for performance bias; Imprecision: Very Serious. Only data from one study, due to few infections, Low number of 

patients;  

3. Systematic review [139] with included studies: [41] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Very Serious. Low number of patients, only data from one study, due to 

few malignancy events;  

5. Systematic review [139] with included studies: [56], [41] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: No serious. Low number of patients;  
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Table S80. 

Population: Patients with IgA nephropathy 

Intervention: Mycophenolate mofetil 

Comparator: Placebo or usual care 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary Placebo or 

usual care 

Mycophenola

te mofetil 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

Relative risk: 2.37 

(95% CI: 0.63 - 

8.96) 

Based on data from 

66 patients in 2 

studies1 

Follow up 24 

months (mean) 

71 

per 1000 

168 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

mycophenolate 

mofetil increases 

or decreases end-

stage kidney 

disease 

Difference: 97 more per 

1000 

(95% CI: 26 fewer - 565 

more) 

≥50% GFR loss 

Relative risk: 2.21 

(95% CI: 0.5 - 9.74) 

Based on data from 

32 patients in 1 

study3 

Follow up 12 

months 

133 

per 1000 

294 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether 

mycophenolate 

mofetil increases 

or decreases ≥50% 

GFR loss 

Difference: 161 more per 

1000 

(95% CI: 67 fewer - 1162 

more) 

Infection 

Relative risk: 1.35 

(95% CI: 0.5 - 3.64) 

Based on data from 

126 patients in 3 

studies5 

Follow up 22 

months (mean) 

83 

per 1000 

112 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision6 

We are uncertain 

whether 

mycophenolate 

mofetil improves 

or worsen infection 

Difference: 29 more per 

1000 

(95% CI: 42 fewer - 219 

more) 

Malignancy 

Relative risk: 2.02 

(95% CI: 0.55 - 

7.38) 

Based on data from 

136 patients in 3 

studies7 

Follow up 20 

months (mean) 

50 

per 1000 

101 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

very serious risk of 

bias8 

We are uncertain 

whether 

mycophenolate 

mofetil increases 

or decreases 

malignancy 

Difference: 51 more per 

1000 

(95% CI: 22 fewer - 319 

more) 

Complete 

remission 

Relative risk: 2.02 

(95% CI: 0.55 - 

7.38) 

Based on data from 

72 patients in 2 

studies9 

Follow up 15 

months (mean) 

86 

per 1000 

174 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision10 

We are uncertain 

whether 

mycophenolate 

mofetil increases 

or decreases 

complete remission 

Difference: 88 more per 

1000 

(95% CI: 39 fewer - 549 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

Mean 

 

Mean Very Low 

Due to very serious 

risk of bias, Due to 

We are uncertain 

whether 

mycophenolate 

mofetil increases Difference: MD 2 higher 
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Based on data from 

28 patients in 1 

study11 

Follow up 12 

months 

(95% CI: 25.15 lower - 

29.15 higher) 

serious 

imprecision12 

or decreases annual 

GFR loss 

1. Systematic review [139] with included studies: [26], [46] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of outcome assessors, resulting 

in potential for detection bias, one trial (Frisch 2005) stopping earlier than scheduled, resulting in potential for overestimating 

benefits.; Imprecision: Very Serious. Wide confidence intervals, Low number of patients 

3. Systematic review with included studies: [26] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Trial stopping 

earlier than scheduled, resulting in potential for overestimating benefits; Imprecision: Very Serious. Wide confidence intervals, 

Only data from one study, Low number of patients, due to few events 

5. Systematic review [139] with included studies: [60], [19], [46] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: Very Serious. Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of outcome assessors, 

resulting in potential for detection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for 

performance bias, Selective outcome reporting. Other bias due to termination of the trail after an independent Data and Safety 

Monitoring Committee met in person or by teleconference recommended termination of the trial. There were no safety issues 

leading to this decision. Baseline characteristics were balanced across treatment groups (2nd NA IgAN, 2004); Imprecision: 

Very Serious. Wide confidence intervals, Low number of patients, few events 

7. Systematic review [139] with included studies: [46], [19] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Very Serious. Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of outcome assessors, 

resulting in potential for detection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for 

performance bias, Selective outcome reporting. Other issue due to termination of the trail early without any safety issues for this 

(2nd NA IgAN 2004); Imprecision: Very Serious. Wide confidence intervals, due to few events 

9. Systematic review [139] with included studies: [26], [60] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Selective outcome reporting, 

Incomplete data and/or large loss to follow up. Due to other bias, the study was terminated early after the second scheduled 

interim analysis done by the independent study monitor revealed a trend towards a worse outcome in the mycophenolate mofetil 

group that would have made it highly unlikely to show a benefit for mycophenolate mofetil given our rate of recruitment and our 

target sample size (Frisch 2005); Imprecision: Very Serious. Wide confidence intervals, due to few events  

11. Systematic review [139] with included studies: [19] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S81. 

Population: Patients with IgA nephropathy with GFR ≤60 ml/min/1.73 m2 

Intervention: Cyclophosphamide then azathioprine plus glucocorticoid 

Comparator: Supportive therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Supportive 

therapy 

Cyclophosph

amide then 

azathioprine 

plus 

glucocorticoi

d 

All-cause 

mortality 

Relative risk: 2.89 

(95% CI: 0.12 - 

67.96) 

Based on data from 

53 patients in 1 

study1 

Follow up 36 

months 

 

 

 

 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

cyclophosphamide 

then azathioprine plus 

glucocorticoid 

increases or decreases 

all-cause mortality 

Difference: fewer 

 

End-stage 

kidney disease 

Relative risk: 4.8 

(95% CI: 0.6 - 

38.14) 

Based on data from 

49 patients in 1 

study3 

Follow up 36 

months 

42 

per 1000 

202 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Cyclophosphamide 

then azathioprine plus 

glucocorticoid may 

have little or no 

difference on end-

stage kidney disease 

Difference: 160 more per 

1000 

(95% CI: 17 fewer - 1560 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

Relative risk: 4.82 

(95% CI: 0.24 - 

95.88) 

Based on data from 

53 patients in 1 

study5 

Follow up 36 

months 

 

 

 

 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

There were too few 

who experienced the 

malignancy to 

determine whether 

cyclophosphamide 

then azathioprine plus 

glucocorticoid made a 

difference 

Difference: fewer 

 

Complete 

remission7 

Relative risk: 2.89 

(95% CI: 0.32 - 

26.02) 

Based on data from 

53 patients in 1 

study8 

Follow up 36 

months 

38 

per 1000 

110 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision9 

Cyclophosphamide 

then azathioprine plus 

glucocorticoid may 

have little or no 

difference on 

complete remission 

Difference: 72 more per 

1000 

(95% CI: 26 fewer - 951 

more) 

Adverse events Relative risk: 2.73 
259 

per 1000 

707 

per 1000 
Low 

Cyclophosphamide 

then azathioprine plus 
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(95% CI: 1.28 - 

5.83) 

Based on data from 

53 patients in 1 

studies10 

Follow up 36 

months 

Difference: 448 more per 

1000 

(95% CI: 73 more - 1251 

more) 

Due to serious risk 

of bias, Due to 

serious 

imprecision11 

glucocorticoid may 

increase adverse 

events 

GFR decline 

≥15 

m/min/1.73m2 

Relative risk: 1.44 

(95% CI: 0.6 - 3.49) 

Based on data from 

53 patients in 1 

study12 

Follow up 36 

months 

231 

per 1000 

333 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision13 

Cyclophosphamide 

then azathioprine plus 

glucocorticoid may 

have little or no 

difference on GFR 

decline ≥15 

m/min/1.73m2 

Difference: 102 more per 

1000 

(95% CI: 92 fewer - 575 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower 

better14 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Primary study [54] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [139] with included studies: [54] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Selective outcome 

reporting; Imprecision: Serious. Wide confidence intervals 

5. Systematic review [139] with included studies: [54] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, due to few events 

7. STOP-IgAN Study - Complete remission (defined as proteinuria with a protein-to-creatinine ratio of <0.2 and stable kidney 

function with a decrease in the eGFR of <5 ml per minute per 1.73 m2 from the baseline eGFR at the end of the 3-year trial phase) 

8. Systematic review [139] with included studies: [54] Baseline/comparator: Control arm of reference used for intervention.  

9. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study 

10. Systematic review [139] with included studies: [54] Baseline/comparator: Control arm of reference used for intervention.  

11. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious.  

12. Systematic review [139] with included studies: [54] Baseline/comparator: Control arm of reference used for intervention.  

13. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Wide confidence intervals 

14. No studies available [54] Baseline/comparator: Control arm of reference used for intervention.  
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Table S82. 

Population: Patients with IgA nephropathy 

Intervention: Mycophenolate mofetil plus glucocorticoid 

Comparator: Glucocorticoid alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary Glucocorticoi

d alone 

Mycophenola

te mofetil 

plus 

glucocorticoi

d 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

Relative risk: 0.2 

(95% CI: 0.01 - 4.2) 

Based on data from 

174 patients in 1 

studies1 

Follow up 12 

months 

23 

per 1000 

5 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

mycophenolate 

mofetil plus 

glucocorticoid 

increases or 

decreases end-

stage kidney 

disease 

Difference: 18 fewer per 

1000 

(95% CI: 23 fewer - 74 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Infection 

Relative risk: 1.37 

(95% CI: 0.83 - 

2.24) 

Based on data from 

175 patients in 1 

study3 

Follow up 12 

months 

227 

per 1000 

311 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Mycophenolate 

mofetil plus 

glucocorticoid may 

have little or no 

difference on 

infection 

Difference: 84 more per 

1000 

(95% CI: 39 fewer - 281 

more) 

Complete 

remission 

Relative risk: 0.99 

(95% CI: 0.68 - 

1.46) 

Based on data from 

174 patients in 1 

study5 

Follow up 12 

months 

375 

per 1000 

371 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Mycophenolate 

mofetil plus 

glucocorticoid may 

have little or no 

difference on 

complete remission 

Difference: 4 fewer per 

1000 

(95% CI: 120 fewer - 173 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Systematic review [139] with included studies: [30] Baseline/comparator: Control arm of reference used for intervention.  
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2. Risk of bias: Serious. Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of participants and personnel, 

resulting in potential for performance bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, due 

to few events 

3. Systematic review [139] with included studies: [30] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Serious. Only data from one study 

5. Systematic review [139] with included studies: [30] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study 
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Table S83. 

Population: Patients with IgA nephropathy 

Intervention: Mycophenolate mofetil plus RASi 

Comparator: RASi alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
RASi alone 

Mycophenola

te mofetil 

RASi 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

Relative risk: 0.22 

(95% CI: 0.05 - 0.9) 

Based on data from 

40 patients in 1 

study1 

Follow up 18 

months 

450 

per 1000 

99 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Mycophenolate 

mofetil plus RASi 

may decrease end-

stage kidney disease 

Difference: 351 fewer per 

1000 

(95% CI: 427 fewer - 45 

fewer) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [139] with included studies: [60] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study, Low number of patients, due to few events 
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Table S84. 

Population: Patients with IgA nephropathy 

Intervention: Mizoribine 

Comparator: No mizoribine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
No 

mizoribine 
Mizoribine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

Relative risk: 1.0 

(95% CI: 0.07 - 

14.95) 

Based on data from 

42 patients in 1 

study1 

Follow up 30 

months 

48 

per 1000 

48 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether mizoribine 

improves or worsens 

end-stage kidney 

disease 

Difference: 0 fewer per 

1000 

(95% CI: 45 fewer - 670 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Infection – 

mizoribine plus 

RASi versus 

RASi 

Relative risk: 0.59 

(95% CI: 0.11 - 

3.29) 

Based on data from 

64 patients in 1 

study3 

Follow up 12 

months 

100 

per 1000 

59 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether mizoribine 

plus RASi increases or 

decreases infection 

Difference: 41 fewer per 

1000 

(95% CI: 89 fewer - 229 

more) 

Infection - 

mizoribine plus 

glucocorticoids 

versus 

glucocorticoids 

Relative risk: 7.0 

(95% CI: 0.38 - 

127.32) 

Based on data from 

40 patients in 1 

study5 

Follow up 25 

months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

There were too few 

who experienced the 

infection to determine 

whether mizoribine 

plus glucocorticoid 

made a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Infection - 

mizoribine plus 

glucocorticoid 

(i.v. + oral) 

versus 

glucocorticoid 

alone 

Relative risk: 7.0 

(95% CI: 0.38 - 

127.32) 

Based on data from 

64 patients in 1 

study7 

Follow up 25 

months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision8 

There were too few 

who experienced the 

infection to determine 

whether mizoribine 

made a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Malignancy 

Relative risk: 3.0 

(95% CI: 0.13 - 

69.7) 

Based on data from 

42 patients in 1 

study9 

0 

per 1000 

0 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision10 

We are uncertain 

whether mizoribine 

improves or worsens 

malignancy 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 
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Follow up 30 

months 

Complete 

remission 

Relative risk: 1.9 

(95% CI: 1.06 - 

3.43) 

Based on data from 

24 patients in 1 

study11 

Follow up 30 

months 

466 

per 1000 

885 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision12 

We are uncertain 

whether mizoribine 

improves or worsen 

complete remission 

Difference: 419 more per 

1000 

(95% CI: 28 more - 1132 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference: 

 

1. Systematic review [139] with included studies: [28] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Low number of patients, Only 

data from one study, due to few patients with end stage kidney disease 

3. Systematic review [139] with included studies: [65] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Low number of patients, Only data from one study 

5. Systematic review [139] with included studies: [48] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Low number of patients, Only data from one study, due to few infections 

7. Systematic review [139] with included studies: [48] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Low number of patients, Only data from one study 

9. Systematic review [139] with included studies: [28] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Low number of patients, Only 

data from one study, due to few patients with malignancy 

11. Systematic review [139] with included studies: [28] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Very Serious. Low number of patients, Only data from one study 
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Table S85. 

Population: Patients with IgA nephropathy 

Intervention: Leflunomide 

Comparator: No leflunomide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
No 

leflunomide 
Leflunomide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection – 

leflunomide 

versus placebo 

Relative risk: 3.0 

(95% CI: 0.12 - 

72.77) 

Based on data from 

200 patients in 1 

study1 

Follow up 6 months 

0 

per 1000 

0 

per 1000 
Low 

Due to very serious 

imprecision2 

There were too few 

who experienced the 

infection to 

determine whether 

leflunomide made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission – 

leflunomide 

versus RASi 

Relative risk: 1.17 

(95% CI: 0.68 - 2.0) 

Based on data from 

46 patients in 1 

study3 

Follow up 6 months 

500 

per 1000 

585 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

Leflunomide may 

have little or no 

difference on 

complete remission 

Difference: 85 more per 

1000 

(95% CI: 160 fewer - 500 

more) 

Complete 

remission – 

leflunomide 

versus 

glucocorticoid 

Relative risk: 1.63 

(95% CI: 0.56 - 4.7) 

Based on data from 

49 patients in 1 

study5 

Follow up 3 months 

500 

per 1000 

585 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

Leflunomide may 

have little or no 

difference on 

complete remission 

Difference: 85 more per 

1000 

(95% CI: 160 fewer - 500 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [139] with included studies: [64] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, due to few/no infections;  

3. Systematic review [139] with included studies: [43] Baseline/comparator: Control arm of reference used for intervention.  
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4. Risk of bias: Serious. Selective outcome reporting, Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of 

outcome assessors, resulting in potential for detection bias, Inadequate/lack of blinding of participants and personnel, resulting in 

potential for performance bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 

5. Systematic review [139] with included studies: [68] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Selective outcome reporting, Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of 

outcome assessors, resulting in potential for detection bias, Inadequate/lack of blinding of participants and personnel, resulting in 

potential for performance bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 
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Table S86. 

Population: Patients with IgA nephropathy 

Intervention: Leflunomide plus low-dose glucocorticoid 

Comparator: High-dose glucocorticoid 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary High-dose 

glucocorticoi

d 

Leflunomide 

plus low-

dose 

glucocorticoi

d 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End stage 

kidney disease 

Relative risk: 0.68 

(95% CI: 0.17 - 

2.65) 

Based on data from 

85 patients in 1 

study1 

Follow up 12 

months 

111 

per 1000 

75 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision,2 

We are uncertain 

whether leflunomide 

plus low-dose 

glucocorticoid 

increases or 

decreases end stage 

kidney disease 

Difference: 36 fewer per 

1000 

(95% CI: 92 fewer - 183 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Infection 

Relative risk: 0.9 

(95% CI: 0.41 - 

1.99) 

Based on data from 

187 patients in 2 

studies3 

Follow up 18 

months (months) 

115 

per 1000 

103 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether leflunomide 

plus low-dose 

glucocorticoid 

increases or 

decreases infection 

Difference: 12 fewer per 

1000 

(95% CI: 68 fewer - 114 

more) 

Complete 

remission 

Relative risk: 1.0 

(95% CI: 0.64 - 

1.57) 

Based on data from 

187 patients in 2 

studies5 

Follow up 18 

months (mean) 

365 

per 1000 

365 

per 1000 
Very Low 

Due to serious 

imprecision, Due to 

very serious risk of 

bias6 

We are uncertain 

whether leflunomide 

plus low-dose 

glucocorticoid 

increases or 

decreases complete 

remission 

Difference: 0 fewer per 

1000 

(95% CI: 131 fewer - 208 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  
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GFR 

Measured by: 

Scale: - High better 

Based on data from 

85 patients in 1 

study7 

Follow up 12 

months 

 

Mean 

 

Mean Very Low 

Due to serious 

imprecision, Due to 

very serious risk of 

bias8 

We are uncertain 

whether leflunomide 

plus low-dose 

glucocorticoid 

increases or 

decreases GFR (any 

measure) 

Difference: MD 3.77 higher 

(95% CI: 8.82 lower - 16.36 

higher) 

1. Systematic review [139] with included studies: [49] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Very Serious. due to severe imprecision in treatment estimate (consistent 

with appreciable benefit or harm), due to only data from one study 

3. Systematic review [139] with included studies: [49], [50] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals 

5. Systematic review [139] with included studies: [50], [49] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of outcome assessors, resulting in potential for 

detection bias, Selective outcome reporting; Imprecision: Serious. Wide confidence intervals 

7. Primary study [49] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Serious. Only data from one study 
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Table S87. 

Population: Patients with IgA nephropathy 

Intervention: Fish oil 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo or no 

treatment 
Fish oil 

All-cause 

mortality 

Relative risk: 0.93 

(95% CI: 0.06 - 

14.44) 

Based on data from 

106 patients in 1 

study1 

Follow up 24 

months 

20 

per 1000 

19 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether fish oil 

increases or decreases 

all-cause mortality 

Difference: 1 fewer per 

1000 

(95% CI: 19 fewer - 269 

more) 

End-stage 

kidney disease 

Relative risk: 1.01 

(95% CI: 0.34 - 

2.97) 

Based on data from 

143 patients in 2 

studies3 

Follow up 24 

months (mean) 

85 

per 1000 

86 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether fish oil 

increases or decreases 

end-stage kidney 

disease 

Difference: 1 more per 

1000 

(95% CI: 56 fewer - 167 

more) 

>50% loss in 

creatinine 

clearance 

Relative risk: 1.87 

(95% CI: 0.63 - 

5.55) 

Based on data from 

60 patients in 1 

study5 

Follow up 24 

months 

138 

per 1000 

258 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether fish oil 

increases or decreases 

>50% decrease in 

creatinine clearance 

Difference: 120 more per 

1000 

(95% CI: 51 fewer - 628 

more) 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

>50% increase 

in serum 

creatinine 

Relative risk: 0.2 

(95% CI: 0.06 - 

0.65) 

Based on data from 

106 patients in 1 

study7 

Follow up 24 

months 

275 

per 1000 

55 

per 1000 
Low 

Due to serious risk 

of bias, Due to very 

serious imprecision, 

Upgraded due to 

Large magnitude of 

effect8 

Fish oil may increase 

in serum creatinine by 

>50%  

Difference: 220 fewer per 

1000 

(95% CI: 258 fewer - 96 

fewer) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  
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Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference: 

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

69 patients in 2 

studies9 

Follow up 15 

months (mean) 

 

ml/min Mean 

 

ml/min Mean Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision10 

We are uncertain 

whether fish oil 

increases or decreases 

creatinine clearance  

Difference: MD 15.57 

lower 

(95% CI: 34.94 lower - 3.79 

higher) 

1. Systematic review with included studies: [85] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

3. Systematic review with included studies: [85], [91] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Low number of patients 

5. Systematic review with included studies: [101] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Large loss to follow up, 72% completed 2 years (67% prednisone, 80% O3FA, 83% placebo); 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

7. Systematic review with included studies: [85] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Only 

data from one study, Low number of patients; Upgrade: Large magnitude of effect.  

9. Systematic review with included studies: [95], [91] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Imprecision: Very Serious. Wide confidence intervals, 

Low number of patients 
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Table S88. 

Population: Patients with IgA nephropathy 

Intervention: Fish oil 

Comparator: Symptomatic treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text 

summary Symptomatic 

treatment 
Fish oil 

>50% increase 

in serum 

creatinine 

Relative risk: 0.17 

(95% CI: 0.02 - 

1.21) 

Based on data from 

28 patients in 1 

study1 

Follow up 4 years 

429 

per 1000 

73 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision2 

We are uncertain 

whether fish oil 

increases or 

decreases >50% 

increase in serum 

creatinine 

Difference: 356 fewer per 

1000 

(95% CI: 420 fewer - 90 

more) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference:  

 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

Relative risk: 0.17 

(95% CI: 0.02 - 

1.21) 

Based on data from 

28 patients in 1 

study3 

Follow up 4 years 

429 

per 1000 

73 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision4 

We are uncertain 

whether fish oil 

increases or 

decreases end-

stage kidney 

disease 

Difference: 356 fewer per 

1000 

(95% CI: 420 fewer - 90 

more) 

>50% loss in 

GFR 

Relative risk: 0.14 

(95% CI: 0.02 - 

1.01) 

Based on data from 

28 patients in 1 

studies5 

Follow up 4 years 

500 

per 1000 

70 

per 1000 
Low 

Due to serious risk of 

bias, Due to very 

serious imprecision, 

Due to serious 

imprecision6 

Fish oil may 

decrease >50% 

loss in GFR 

slightly. However, 

the effect estimates 

do cross the line of 

no effect. 

Difference: 430 fewer per 

1000 

(95% CI: 490 fewer - 5 

more) 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Glucocorticoid-

related adverse 

events  

 

(95% CI: - ) 

 

 

 

 

 

 
 

 

No studies were 

found that looked 

at glucocorticoid-

related adverse 

events 

Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

 

Mean 

 

Mean 
Very Low 

We are uncertain 

whether fish oil 
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Based on data from 

28 patients in 1 

study7 

Follow up 4 years 

Difference: 7 higher 

(95% CI: 10.13 lower - 

24.13 higher) 

Due to serious risk of 

bias, Due to very 

serious imprecision8 

increases or 

decreases >50% 

increase creatinine 

clearance 

Annual GFR 

loss 

Based on data from 

28 patients in 1 

study 

Follow up 4 years 

In the fish oil group (n=14), 

the mean annual change in 

GFR was -1.4 ml/min/1.73 

m² per year (SD not 

reported) and in the 

symptomatic treatment 

group (n=14), the mean 

annual change in GFR was -

3 ml/min/1.73 m² per year 

(SD not reported).) 

Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision9 

We are uncertain 

whether fish oil 

increases or 

decreases annual 

GFR loss 

1. Systematic review with included studies: [93] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Imprecision: Very Serious. Wide confidence intervals, 

Only data from one study, Low number of patients 

3. Systematic review with included studies: [93] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. High lost to follow-up with 33% lost to follow-up in fish oil group and 22% in symptomatic treatment 

group. No intention-to-treat analysis undertaken; Imprecision: Very Serious. Wide confidence intervals, Only data from one 

study, Low number of patients 

5. Systematic review with included studies: [93] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Imprecision: Serious. Wide confidence intervals, Only 

data from one study, Low number of patients 

7. Systematic review with included studies: [93] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Imprecision: Very Serious. Wide confidence intervals, 

Only data from one study, Low number of patients 

9. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Imprecision: Very Serious. Only data from one study, 

Low number of patients and no measure of variance provided 
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Table S89. 

Population: Patients with IgA nephropathy 

Intervention: Fish oil plus ACEi or ARB 

Comparator: ACEi or ARB 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
ACEi or 

ARB 

Fish oil plus 

ACEi or 

ARB 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: 

 

Malignancy1 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

30 patients in 1 

study2 

Follow up 6 months 

67.7 

ml/min Mean 

93.9 

ml/min Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision3 

Fish oil plus ACEi 

or ARBs may 

improve creatinine 

clearance slightly 

Difference: MD 26.20 

higher 

(95% CI: 1.01 higher - 51.39 

higher) 

1. No studies 

2. Systematic review with included studies: [94] Baseline/comparator: Control arm of reference used for intervention.  

3. Risk of bias: Serious. Selective outcome reporting; Imprecision: Serious. Wide confidence intervals, Only data from one study, 

Low number of patients 

 

References 
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Table S90. 

Population: Patients with IgA nephropathy 

Intervention: Anticoagulant 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo or no 

treatment 

Anticoagulan

t 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease1 

Relative risk: 0.28 

(95% CI: 0.04 - 

2.07) 

Based on data from 

21 patients in 1 

study2 

Follow up 3 years 

364 

per 1000 

102 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision3 

We are uncertain 

whether 

anticoagulant 

increases or 

decreases end-stage 

kidney disease 

Difference: 262 fewer per 

1000 

(95% CI: 349 fewer - 389 

more) 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Remission of 

proteinuria4 

Relative risk: 0.95 

(95% CI: 0.19 - 4.6) 

Based on data from 

49 patients in 1 

study5 

Follow up 6 months 

125 

per 1000 

119 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether 

anticoagulant 

increases or 

decreases remission 

of proteinuria 

Difference: 6 fewer per 

1000 

(95% CI: 101 fewer - 450 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Annual loss in 

GFR 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual loss in GFR Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

21 patients in 1 

studies7 

 

ml/min Mean 

 

ml/min Mean 

Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision8 

We are uncertain 

whether 

anticoagulant 

increases or Difference: MD 21 higher 
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Follow up 3 years (95% CI: 0.19 lower - 42.19 

higher) 

decreases creatinine 

clearance 

1. Antiplatelet: Dipyridamole Dose: 75 mg 3 times/d Anticoagulant: Warfarin Dose: INR 1.3 to 1.5 versus no treatment 

2. Systematic review [137] with included studies: [77] Baseline/comparator: Control arm of reference used for intervention.  

3. Risk of bias: Serious.  Selective outcome reporting, Inadequate/lack of blinding of participants and personnel, resulting in 

potential for performance bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients  

4. Sulodexide versus placebo 50% Reduction in UPCR proteinuria 

5. Systematic review [137] with included studies: [92] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study, Low number of patients 

7. Systematic review with included studies: [77] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 
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Table S91.  

Population: Patients with IgA nephropathy 

Intervention: Anticoagulant 

Comparator: Other nonimmunosuppressive treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Other 

nonimmunos

uppressive 

treatment 

Anticoagulan

t 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

Complete 

remission1 

Relative risk: 0.27 

(95% CI: 0.16 - 

0.46) 

Based on data from 

262 patients in 1 

study2 

Follow up 6 months 

500 

per 1000 

865 

per 1000 

Low 

Due to very serious 

risk of bias, Due to 

serious imprecision, 

Upgraded due to 

Large magnitude of 

effect3 

Dipyridamole 

compared with 

hirudin may 

decrease complete 

remission 

Difference: 365 more per 

1000 

(95% CI: 230 more - 525 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

Adverse events 

Relative risk: 1.38 

(95% CI: 0.86 - 

2.22) 

Based on data from 

262 patients in 1 

study4 

Follow up 6 months 

181 

per 1000 

250 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision5 

We are uncertain 

whether 

dipyridamole versus 

hirudin increases or 

decreases adverse 

events 

Difference: 69 more per 

1000 

(95% CI: 25 fewer - 221 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Creatinine 

clearance6 

Measured by: 

Scale: - High better 

 

ml/min Mean 

 

ml/min Mean 
Very Low 

We are uncertain 

whether 
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Based on data from 

38 patients in 1 

study7 

Follow up 33 

months 

Difference: MD 6 higher 

(95% CI: 17.60 lower - 

29.60 higher) 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision8 

dipyridamole + 

aspirin versus 

vitamin B increases 

or decreases 

creatinine clearance 

Creatinine 

clearance9 

Measured by: 

Scale: - High better 

Based on data from 

262 patients in 1 

study10 

Follow up 6 months 

 

ml/min Mean 

 

ml/min Mean 

Low 

Due to very serious 

risk of bias, Due to 

serious imprecision, 

Upgraded due to 

Large magnitude of 

effect11 

Dipyridamole versus 

hirudin may 

decrease creatinine 

clearance 

Difference: MD 15.90 

lower 

(95% CI: 19.99 lower - 

11.81 lower) 

1. Dipyridamole versus Hirudin 

2. Systematic review with included studies: [76] Baseline/comparator: Control arm of reference used for intervention.  

3. Risk of bias: Very Serious. Selective outcome reporting, Inadequate sequence generation/ generation of comparable groups, 

resulting in potential for selection bias, Inadequate concealment of allocation during randomization process, resulting in potential 

for selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study, Low number of patients; Upgrade: Large magnitude of effect.  

4. Systematic review with included studies: [76] Baseline/comparator: Control arm of reference used for intervention.  

5. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack 

of blinding of participants and personnel, resulting in potential for performance bias, Selective outcome reporting; Imprecision: 

Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

6. Dipyridamole + aspirin versus Vitamin B 

7. Systematic review with included studies: [88] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Very Serious. Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study, Low number of patients  

9. Dipyridamole versus hirudin 

10. Systematic review [137] with included studies: [76] Baseline/comparator: Control arm of reference used for intervention.  

11. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack 

of blinding of participants and personnel, resulting in potential for performance bias, Selective outcome reporting; Imprecision: 

Serious. Only data from one study, Low number of patients; Upgrade: Large magnitude of effect.  
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Table S92. 

Population: Patients with IgA nephropathy 

Intervention: Anticoagulant plus other treatment 

Comparator: Other treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Other 

treatment 

Anticoagulan

t plus other 

treatment 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

All-cause 

mortality 

Relative risk 

(95% CI: - ) 

Based on data from 

200 patients in 1 

study1 

Follow up 6 months 

 

 

 

 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

There were too few 

who experienced the 

all-cause mortality, 

to determine whether 

clopidogrel plus 

telmisartan versus 

telmisartan alone 

made a difference 

Difference: fewer 

 

End-stage 

kidney disease3 

Relative risk: 0.28 

(95% CI: 0.06 - 

1.34) 

Based on data from 

115 patients in 2 

studies4 

Follow up 30 

months (mean) 

111 

per 1000 

31 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision5 

We are uncertain 

whether ticlopidine 

plus ACEi versus 

ACEi alone 

increases or 

decreases end-stage 

kidney disease 

Difference: 80 fewer per 

1000 

(95% CI: 104 fewer - 38 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection6 

Relative risk: 1.0 

(95% CI: 0.06 - 

15.77) 

Based on data from 

200 patients in 1 

study7 

Follow up 6 months 

10 

per 1000 

10 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision8 

We are uncertain 

whether clopidogrel 

plus telmisartan 

versus telmisartan 

alone increases or 

decreases infection 

Difference: 0 fewer per 

1000 

(95% CI: 9 fewer - 148 

more) 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: 

 

Change in 

creatinine 

clearance 

Measured by: 

Scale: - High better 

 

ml/min Mean 

 

ml/min Mean Very Low 

Due to serious risk 

of bias, Due to very 

We are uncertain 

whether defibrotide 

plus prednisone 

versus prednisone Difference: MD 7 higher 
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Based on data from 

20 patients in 1 

study9 

Follow up 24 

months 

(95% CI: 10.62 lower - 

24.62 higher) 

serious 

imprecision10 

alone improves or 

worsens change in 

creatinine clearance 

eGFR 

Measured by: 

Scale: - High better 

Based on data from 

84 patients in 1 

studies11 

Follow up 24 

months 

 

ml/min/1.73

m2 Mean 

 

ml/min/1.73

m2 Mean Low 

Due to very serious 

imprecision12 

Clopidine + ARB 

versus ARB alone 

may have little or no 

difference on eGFR 
Difference: MD 1.28 lower 

(95% CI: 6.73 lower - 4.17 

higher) 

1. Systematic review with included studies: [64] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Selective outcome reporting; Imprecision: Serious. Only data from one study, due to no events 

3. Ticlopidine +ACEi versus ACEi 

4. Systematic review with included studies: [129], [96] Baseline/comparator: Control arm of reference used for intervention.  

5. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

Unclear concealment of allocation during randomization process, resulting in potential for selection bias, Unclear blinding of 

participants and personnel, resulting in potential for performance bias; Imprecision: Very Serious. Wide confidence intervals, 

Only data from one study, Low number of patients  

6. Clopidogrel plus telmisartan versus telmisartan alone 

7. Systematic review [137] with included studies: [64] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one 

study, Low number of patients 

9. Systematic review [137] with included studies: [110] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 

participants and personnel, resulting in potential for performance bias, Selective outcome reporting; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study, Low number of patients  

11. Systematic review with included studies: [96] Baseline/comparator: Control arm of reference used for intervention.  

12. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S93. 

Population: Patients with IgA nephropathy 

Intervention: Antioxidant 

Comparator: Other treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Other 

treatment 
Antioxidant 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference: 

 

End-stage 

kidney disease 

Relative risk 

(95% CI: - ) 

Based on data from 

68 patients in 1 

study1 

Follow up 36 

months 

 

 

 

 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

There were too few 

who experienced the 

end-stage kidney 

disease to determine 

whether probucol 

compared to ARB 

made a difference 

Difference: fewer 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infections Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Annual eGFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

Based on data from 

68 patients in 1 

study3 

Follow up 36 

months 

 

Mean 

 

Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Probucol compared 

with ARB alone may 

increase annual eGFR 

loss 

Difference: MD 1.36 higher 

(95% CI: 0.32 higher - 2.40 

higher) 

1. Systematic review [137] with included studies: [70] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Systematic review with included studies: [70] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S94. 

Population: Patients with IgA nephropathy 

Intervention: Statins 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo or no 

treatment 
Statins 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - High better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

eGFR 

Based on data from 

21 patients in 1 

study 

Follow up 6 months 

After the duration of 

therapy, the statins arm 

(n=13) had an eGFR of 85 

ml/min/1.73 m² (IQR: 70-

147); the placebo arm (n=8) 

had an eGFR of 77 

ml/min/1.73 m² (IQR: 47-

92) 

Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision1 

We are uncertain 

whether statins 

increase or decrease 

eGFR 

1. Risk of bias: Serious. Selective outcome reporting, unclear sequence generation/ generation of comparable groups, resulting in 

potential for selection bias, unclear concealment of allocation during randomization process, resulting in potential for selection 

bias; Imprecision: Very Serious. Only data from one study, Low number of patients  
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Table S95. 

Population: Patients with IgA nephropathy 

Intervention: Statins plus other treatment 

Comparator: Other treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Other 

treatment 

Statins plus 

other 

treatment 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

30 patients in 1 

study1 

Follow up 12 

months 

 

ml/min Mean 

 

ml/min Mean Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision2 

We are uncertain 

whether statins plus 

other treatment 

improves or worsen 

creatinine clearance 

Difference: MD 22.60 

higher 

(95% CI: 11.83 higher - 

33.37 higher) 

1. Systematic review [137] with included studies: [80] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Selective outcome reporting, unclear sequence generation/ generation of comparable groups, 

resulting in potential for selection bias, unclear concealment of allocation during randomization process, resulting in potential for 

selection bias; Imprecision: Serious. Only data from one study, Low number of patients 

 

References 
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Table S96. 

Population: Patients with IgA nephropathy 

Intervention: Phenytoin 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo or no 

treatment 
Phenytoin 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Remission of 

hematuria 

Relative risk: 4.47 

(95% CI: 0.58 - 

34.57) 

Based on data from 

36 patients in 1 

study1 

Follow up not 

reported 

59 

per 1000 

264 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether phenytoin 

increases or decreases 

remission of 

hematuria 

Difference: 205 more per 

1000 

(95% CI: 25 fewer - 1981 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference: 

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

47 patients in 1 

studies3 

Follow up not 

reported 

 

ml/min Mean 

 

ml/min Mean Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether phenytoin 

improves or worsens 

creatinine clearance 

Difference: MD 6.00 lower 

(95% CI: 28.05 lower - 

16.05 higher) 

1. Systematic review [137] with included studies: [81] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 

participants and personnel, resulting in potential for performance bias, unclear of blinding of outcome assessors, resulting in 
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potential for detection bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 

3. Primary study [86] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 

participants and personnel, resulting in potential for performance bias, unclear of blinding of outcome assessors, resulting in 

potential for detection bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 
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Table S97. 

Population: Patients with IgA nephropathy 

Intervention: Herbal medicine 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo or no 

treatment 

Herbal 

medicine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Remission in 

hematuria 

Relative risk: 4.88 

(95% CI: 1.62 - 

14.68) 

Based on data from 

45 patients in 1 

study1 

Follow up 3 months 

130 

per 1000 

634 

per 1000 Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

Huai Qi Huang 

(traditional Chinese 

medicine) may 

increase remission in 

hematuria 

Difference: 504 more per 

1000 

(95% CI: 81 more - 1778 

more) 

Remission in 

proteinuria 

Relative risk: 2.35 

(95% CI: 1.3 - 4.26) 

Based on data from 

45 patients in 1 

study3 

Follow up 3 months 

348 

per 1000 

818 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Huai Qi Huang 

(traditional Chinese 

medicine) compared 

with no treatment 

may increase 

remission in 

proteinuria 

Difference: 470 more per 

1000 

(95% CI: 104 more - 1134 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  
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1. Systematic review [137] with included studies: [75] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients 

3. Systematic review [137] with included studies: Li 2013d Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S98. 

Population: Patients with IgA nephropathy 

Intervention: Traditional Chinese medicine 

Comparator: Western medicine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of evidence) 

Plain text 

summary Western 

medicine 

Traditional 

Chinese 

medicine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference: 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission1 

Relative risk: 3.09 

(95% CI: 0.79 - 

12.08) 

Based on data from 

124 patients in 2 

studies2 

Follow up 9 months 

(mean) 

35 

per 1000 

108 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious imprecision3 

We are uncertain 

whether traditional 

Chinese medicine 

increases or 

decreases complete 

remission 

Difference: 73 more per 

1000 

(95% CI: 7 fewer - 388 

more) 

Annual loss in 

GFR 

Measured by: 

Scale: - Lower better 

Based on data from 

65 patients in 1 

study4 

Follow up 12 

months 

 

Mean 

 

Mean 
Very Low 

Due to very serious 

risk of bias, Due to 

serious imprecision5 

We are uncertain 

whether traditional 

Chinese medicine 

improves or 

worsens annual 

loss in GFR 

Difference: MD 1.87 lower 

(95% CI: 3.28 lower - 0.46 

lower) 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

65 patients in 1 

study6 

Follow up 12 

months 

87.5 

ml/min Mean 

91.41 

ml/min Mean Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision7 

We are uncertain 

whether traditional 

Chinese medicine 

increases or 

decreases complete 

remission  

Difference: MD 3.91 higher 

(95% CI: 2.11 lower - 9.93 

higher) 

1. Traditional medicine versus western medicine 
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2. Systematic review with included studies: [83], [106] Baseline/comparator: Control arm of reference used for intervention.  

3. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: Serious. Low number of patients and 

few events 

4. Systematic review with included studies: [83] Baseline/comparator: Control arm of reference used for intervention.  

5. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients 

6. Systematic review with included studies: [83] Baseline/comparator: Control arm of reference used for intervention.  

7. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 
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Table S99. 

Population: Patients with IgA nephropathy 

Intervention: Vitamin E 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo or no 

treatment 
Vitamin E 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

Relative risk 

(95% CI: - ) 

Based on data from 

55 patients in 1 

study1 

Follow up 24 

months 

 

 

 

 

 

 

There were too few 

who experienced the 

end-stage kidney 

disease to determine 

whether vitamin E 

made a difference 

Difference: fewer 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Annual loss of 

GFR 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual loss of GFR Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

55 patients in 1 

study2 

Follow up 24 

months 

112 

ml/min Mean 

127 

ml/min Mean Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision3 

We are uncertain 

whether vitamin E 

increases or 

decreases creatinine 

clearance 

Difference: MD 15 higher 

(95% CI: 7.08 lower - 37.08 

higher) 

1. Systematic review [137] with included studies: [89] Baseline/comparator: Control arm of reference used for intervention.  

2. Systematic review with included studies: [89] Baseline/comparator: Control arm of reference used for intervention.  

3. Risk of bias: Serious. 69% completed study to at least 1 year; number not reported for each group. No intention-to-treat analysis 

was conducted; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S100. 

Population: Patients with IgA nephropathy 

Intervention: Vitamin D 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo or no 

treatment 
Vitamin D 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: fewer 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Infection 

Relative risk: 0.74 

(95% CI: 0.22 - 

2.43) 

Based on data from 

50 patients in 1 

study1 

Follow up 11 

months 

208 

per 1000 

154 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether vitamin D 

increases or 

decreases infection 

Difference: 54 fewer per 

1000 

(95% CI: 162 fewer - 297 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Adverse events 

Relative risk: 0.72 

(95% CI: 0.32 - 

1.63) 

Based on data from 

50 patients in 1 

study3 

Follow up 11 

months 

375 

per 1000 

270 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether vitamin D 

increases or 

decreases adverse 

events 

Difference: 105 fewer per 

1000 

(95% CI: 255 fewer - 236 

more) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Annual loss in 

eGFR 

Measured by: 

Scale: - Lower better 

Based on data from 

50 patients in 1 

study5 

Follow up 11 

months 

 

ml/min/1.73 

m2 Mean 

 

ml/min/1.73 

m2 Mean 

Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether vitamin D 

improves or worsens 

annual loss in GFR 
Difference: MD 0.00 higher 

(95% CI: 16.61 lower - 

16.61 higher) 

1. Systematic review [137] with included studies: [74] Baseline/comparator: Control arm of reference used for intervention.  
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2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 

3. Systematic review [137] with included studies: [74] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 

5. Systematic review [137] with included studies: [74] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 
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Table S101. 

Population: Patients with IgA nephropathy 

Intervention: Sodium cromoglycate 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo/no 

treatment 

Sodium 

cromoglycate 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Annual loss of 

GFR 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual loss of GFR Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

30 patients in 1 

study1 

Follow up 3.5 

months 

78.6 

ml/min Mean 

87 

ml/min Mean Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether sodium 

cromoglycate 

increases or 

decreases creatinine 

clearance 

Difference: 8.4 higher 

(95% CI: 10.19 lower - 

26.99 higher) 

1. Systematic review [137] with included studies: [73] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 
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Table S102. 

Population: Patients with IgA nephropathy 

Intervention: Allopurinol 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo/no 

treatment 
Allopurinol 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - High better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

eGFR 

Measured by: 

Scale: - High better 

Based on data from 

40 patients in 1 

study1 

Follow up 6 months 

68.9 

Mean 

73.2 

Mean 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether allopurinol 

improves or worsen 

eGFR 

Difference: MD 4.30 higher 

(95% CI: 17.89 lower - 

26.49 higher) 

1. Systematic review [137] with included studies: [72] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 
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Table S103. 

Population: Patients with IgA nephropathy 

Intervention: ARB, prednisolone, and antiplatelet 

Comparator: Prednisolone plus antiplatelet 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Prednisolone 

plus 

antiplatelet 

ARB, 

prednisolone, 

and 

antiplatelet 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

Mean 

 

Mean  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Serum 

creatinine 

Measured by: 

Scale: - Lower better 

Based on data from 

38 patients in 1 

study1 

Follow up 2 years 

 

Mean 

 

Mean 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

ARB, prednisolone, 

and antiplatelet may 

have little or no 

difference on serum 

creatinine 

Difference: MD 8.84 lower 

(95% CI: 20.10 lower - 2.42 

higher) 

Proteinuria 

Measured by: 

Scale: - Lower better 

Based on data from 

38 patients in 1 

study3 

Follow up 2 years 

 

g/24 hr Mean 

 

g/24 hr Mean 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

ARB, prednisolone, 

and antiplatelet may 

decrease proteinuria 
Difference: MD 0.20 lower 

(95% CI: 0.26 lower - 0.14 

lower) 
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Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

38 patients in 1 

study5 

Follow up 2 years 

 

ml/min Mean 

 

ml/min Mean 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether ARB, 

prednisolone, and 

antiplatelet increases 

or decreases 

creatinine clearance 

Difference: MD 16 higher 

(95% CI: 6.89 lower - 38.89 

higher) 

1. Systematic review [137] with included studies: [29] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear blinding of participants and personnel, resulting in potential for performance bias, unclear blinding 

of outcome assessors, resulting in potential for detection bias, unclear sequence generation/ generation of comparable groups, 

resulting in potential for selection bias, unclear concealment of allocation during randomization process, resulting in potential for 

selection bias; Imprecision: Serious. Only data from one study, Low number of patients 

3. Systematic review [137] with included studies: [29] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear blinding of participants and personnel, resulting in potential for performance bias, unclear blinding 

of outcome assessors, resulting in potential for detection bias, unclear sequence generation/ generation of comparable groups, 

resulting in potential for selection bias, unclear concealment of allocation during randomization process, resulting in potential for 

selection bias; Imprecision: Serious. Only data from one study, Low number of patients 

5. Systematic review [137] with included studies: [29] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Unclear blinding of participants and personnel, resulting in potential for performance bias, unclear blinding 

of outcome assessors, resulting in potential for detection bias, unclear sequence generation/ generation of comparable groups, 

resulting in potential for selection bias, unclear concealment of allocation during randomization process, resulting in potential for 

selection bias; Imprecision: Very Serious. Only data from one study, Low number of patients, Wide confidence intervals 
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Table S104. 

Population: Patients with IgA nephropathy 

Intervention: Hydroxychloroquine 

Comparator: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the Evidence 

(Quality of evidence) 

Plain text 

summary 
Placebo 

Hydroxychlo

roquine 

All-cause 

mortality 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference: 

 

End-stage 

kidney disease 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Infection 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference:  

 

>50% decrease 

in proteinuria 

Relative risk: 3.13 

(95% CI: 1.17 - 

8.36) 

Based on data from 

53 patients in 1 

study1 

Follow up 6 months 

154 

per 1000 

482 

per 1000 
Low 

Due to serious risk of bias, 

Due to serious imprecision2 

Hydroxychloroqui

ne may improve 

>50% decrease in 

proteinuria 

Difference: 328 more per 

1000 

(95% CI: 26 more - 1133 

more) 

Adverse events 

Relative risk: 0.5 

(95% CI: 0.05 - 

5.22) 

Based on data from 

53 patients in 1 

study3 

Follow up 6 months 

67 

per 1000 

34 

per 1000 
Very Low 

Due to serious risk of bias, 

Due to very serious 

imprecision4 

We are uncertain 

whether 

hydroxychloroquin

e increases or 

decreases adverse 

events 

Difference: 33 fewer per 

1000 

(95% CI: 64 fewer - 283 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  
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1. Primary study [139] Baseline/comparator Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; 

Imprecision: Serious. Only data from one study, Low number of patients.  

3. Primary study [139] Baseline/comparator Control arm of reference used for intervention  

4. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; 

Imprecision: Very Serious. Only data from one study, Low number of patients, Wide confidence intervals.  
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Table S105. 

Population: Patients with IgA vasculitis and severe kidney disease 

Intervention: Cyclosporine 

Comparator: Methylprednisolone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Methylpredni

solone 
Cyclosporine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked end-stage 

kidney disease Difference:  

 

≥ 50% GFR 

loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Complete 

remission1 

3 months 

Relative risk: 1.88 

(95% CI: 0.95 - 

3.69) 

Based on data from 

15 patients in 1 

study2 

Follow up 2.9 years 

500 

per 1000 

940 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision3 

We are uncertain 

whether cyclosporine 

improves or worsen 

number with 

remission at 3 months 

Difference: 440 more per 

1000 

(95% CI: 25 fewer - 1345 

more) 

Complete 

remission at 

last follow-up4 

Relative risk: 1.37 

(95% CI: 0.74 - 

2.54) 

Based on data from 

15 patients in 1 

study5 

Follow up 6.3 years 

(mean) 

625 

per 1000 

856 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision6 

We are uncertain 

whether cyclosporine 

improves or worsen 

number with 

remission at last 

follow-up 

Difference: 231 more per 

1000 

(95% CI: 162 fewer - 963 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

1. UPC <200 or urine protein <40 mg/m²/h 

2. Primary study [146] Baseline/comparator: Control arm of reference used for intervention.  

3. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 
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follow up (No SD provided with means of urinary protein and SCr at last follow-up. Duration of study not defined); Imprecision: 

Very Serious. Only data from one study, Low number of patients, due to few events;  

4. UPC < 200 or urine protein < 40 mg/m²/h 

5. Primary study [146] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up (No SD provided with means of urinary protein and SCr at last follow-up. Duration of study not defined); Imprecision: 

Very Serious. Low number of patients, Only data from one study, due to few events;  
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Table S106. 

Population: Patients with IgA vasculitis and severe kidney disease 

Intervention: Mycophenolate mofetil 

Comparator: Azathioprine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Azathioprine 

Mycophenola

te mofetil 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Remission of 

proteinuria 

1 year 

Relative risk: 1.09 

(95% CI: 0.82 - 

1.44) 

Based on data from 

26 patients in 1 

studies1 

Follow up 66 

months (mean) 

846 

per 1000 

922 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases remission 

of proteinuria at 1 

year 

Difference: 76 more per 

1000 

(95% CI: 152 fewer - 372 

more) 

Relapse 

Relative risk: 0.67 

(95% CI: 0.13 - 

3.35) 

Based on data from 

26 patients in 1 

study3 

Follow up 66 

months (mean)) 

231 

per 1000 

155 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases relapse 

Difference: 76 fewer per 

1000 

(95% CI: 201 fewer - 543 

more) 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

107 

ml/min Mean 

110 

ml/min Mean 
Low 

Mycophenolate 

mofetil may have 
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Based on data from 

26 patients in 1 

studies5 

Follow up 66 

months (mean) 

Difference: MD 3.00 higher 

(95% CI: 14.83 lower - 

20.83 higher) 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

little or no difference 

on creatinine 

clearance 

1. Primary study [142] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to (One author a consultant for 

Novartis; no full-text publication after 5 years); Imprecision: Serious. Only data from one study, Low number of patients, due to 

few events 

3. Primary study [142] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to other issue (one author a 

consultant for Novartis; no full-text publication after 5 years); Imprecision: Very Serious. Low number of patients, Only data 

from one study, due to patients who had relapse of HSP 

5. Primary study [142] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to other issue (one author was a 

consultant for Novartis; no full-text publication after 5 years); Imprecision: Serious. Low number of patients, Only data from one 

study 
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Table S107. 

Population: Patients with IgA vasculitis and severe kidney disease 

Intervention: Mycophenolate mofetil 

Comparator: Leflunomide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Leflunomide 

Mycophenola

te mofetil 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end stage kidney 

disease 
Difference:  

 

50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference: 

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

24-hour urine 

proteinuria 

3 months 

Measured by: 

Scale: - 

Based on data from 

19 patients in 1 

study1 

Follow up 9 months 

220 

Mean 

580 

Mean 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision2 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases 24-hour 

urine proteinuria at 

three months 

Difference: MD 360 higher 

(95% CI: 43.35 lower - 

763.35 higher) 

24-hour urine 

proteinuria 

9 months 

Measured by: 

Scale: - 

Based on data from 

19 patients in 1 

study3 

Follow up 9 months 

31 

Mean 

80 

Mean Low 

Due to serious risk of 

bias, Due to serious 

imprecision4 

Mycophenolate 

mofetil may increase 

24-hour urine 

proteinuria at 9 

months 

Difference: MD 49 higher 

(95% CI: 3.09 higher - 94.91 

higher) 

1. Primary study [140] Baseline/comparator: Control arm of reference used for intervention.  
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2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting (not all expected outcomes not reported); Imprecision: Very Serious. Low number of patients, Only 

data from one study 

3. Primary study [140] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, not 

all expected outcomes were recorded; Imprecision: Serious. Low number of patients, Only data from one study 
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Table S108. 

Population: Patients with IgA vasculitis and severe kidney disease 

Intervention: Cyclophosphamide 

Comparator: Supportive therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Supportive 

therapy 

Cyclophosph

amide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

Relative risk: 0.75 

(95% CI: 0.18 - 

3.05) 

Based on data from 

56 patients in 1 

studies1 

Follow up 6.93 ± 

3.32 years in patients 

who recovered; 6.57 

± 4.1 years in group 

with persistent 

abnormalities; 3.71 

± 2.14 years in 

patients progressing 

to end-stage kidney 

disease 

143 

per 1000 

107 

per 1000 

Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision2 

We are uncertain 

whether 

cyclophosphamide 

increases or 

decreases end-stage 

kidney disease 

Difference: 36 fewer per 

1000 

(95% CI: 117 fewer - 293 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Persistent 

kidney disease 

Relative risk: 1.07 

(95% CI: 0.65 - 

1.78) 

Based on data from 

56 patients in 1 

study3 

Follow up 6.93 ± 

3.32 years in patients 

500 

per 1000 

535 

per 1000 Low 

Due to serious risk of 

bias, Due to very 

serious imprecision, 

Due to serious 

imprecision4 

Cyclophosphamide 

may have little or no 

difference on 

persistent kidney 

disease 

Difference: 35 more per 

1000 

(95% CI: 175 fewer - 390 

more) 
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who recovered; 6.57 

± 4.1 years in group 

with persistent 

abnormalities 

Persistent 

severe kidney 

disease5 

Relative risk: 0.88 

(95% CI: 0.37 - 

2.09) 

Based on data from 

56 patients in 1 

studies6 

Follow up 6.93 ± 

3.32 years in patients 

who recovered; 6.57 

± 4.1 years in group 

with persistent 

abnormalities; 3.71 

± 2.14 years in 

patients progressing 

to end-stage kidney 

disease 

286 

per 1000 

252 

per 1000 

Low 

Due to serious risk of 

bias, Due to serious 

imprecision7 

Cyclophosphamide 

may have little or no 

difference on 

persistent severe 

kidney disease 

Difference: 34 fewer per 

1000 

(95% CI: 180 fewer - 312 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [151] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Only data from one study, due to few patients having end stage kidney disease 

3. Primary study [151] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study  

5. decreased GFR, severe proteinuria, end-stage kidney disease 

6. Primary study [151] Baseline/comparator: Control arm of reference used for intervention.  

7. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study, due to low number of persistent kidney disease events 
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Table S109. 

Population: Patients with IgA vasculitis and severe kidney disease 

Intervention: Cyclophosphamide plus glucocorticoids 

Comparator: Glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocorticoi

ds 

Cyclophosph

amide plus 

glucocorticoi

ds 

All-cause 

mortality 

Relative risk: 0.19 

(95% CI: 0.02 - 1.5) 

Based on data from 

54 patients in 1 

study1 

Follow up 12 

months 

207 

per 1000 

39 

per 1000 
Low 

Due to very serious 

imprecision2 

Cyclophosphamide 

plus glucocorticoids 

may have little or no 

difference on all-

cause mortality 

Difference: 168 fewer per 

1000 

(95% CI: 203 fewer - 104 

more) 

End-stage 

kidney disease 

Relative risk: 1.17 

(95% CI: 0.07 - 

19.67) 

Based on data from 

54 patients in 1 

study3 

Follow up 12 

months 

34 

per 1000 

40 

per 1000 

Low 

Due to very serious 

imprecision4 

Cyclophosphamide 

plus glucocorticoids 

may have little or no 

difference on end-

stage kidney disease 

at 12 months 

Difference: 6 more per 

1000 

(95% CI: 32 fewer - 635 

more) 

≥ 50% GFR 

loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

Relative risk: 0.81 

(95% CI: 0.36 - 

1.81) 

Based on data from 

54 patients in 1 

study5 

Follow up 12 

months 

345 

per 1000 

279 

per 1000 
Low 

Due to serious 

imprecision, Due to 

serious risk of bias6 

Cyclophosphamide 

plus glucocorticoids 

may have little or no 

difference on 

infection 

Difference: 66 fewer per 

1000 

(95% CI: 221 fewer - 279 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Glucocorticoid-

related adverse 

events - 

diabetes 

induction 

Relative risk: 0.99 

(95% CI: 0.38 - 

2.57) 

Based on data from 

54 patients in 1 

study7 

Follow up 12 

months 

241 

per 1000 

239 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Cyclophosphamide 

plus glucocorticoids 

may have little or no 

difference on 

diabetes induction 

Difference: 2 fewer per 

1000 

(95% CI: 149 fewer - 378 

more) 

Complete 

remission9 

6 months 

Relative risk: 1.16 

(95% CI: 0.26 - 

5.24) 

103 

per 1000 

119 

per 1000 

Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision11 

Cyclophosphamide 

plus glucocorticoids 

may have little or no 

difference on 

complete remission 

Difference: 16 more per 

1000 
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Based on data from 

54 patients in 1 

study10 

Follow up 12 

months 

(95% CI: 76 fewer - 437 

more) 

eGFR <60 

ml/min/1.73 m2 

12 months 

Relative risk: 0.79 

(95% CI: 0.33 - 

1.93) 

Based on data from 

34 patients in 1 

study12 

Follow up 12 

months 

421 

per 1000 

333 

per 1000 

Moderate 

Due to serious 

imprecision13 

Cyclophosphamide 

plus glucocorticoids 

probably has little or 

no difference on the 

number of patients 

with eGFR <60 

ml/min/1.73 m2 at 12 

months 

Difference: 88 fewer per 

1000 

(95% CI: 282 fewer - 392 

more) 

Kidney 

function 

improvement 

>50% 

12 months 

Relative risk: 0.3 

(95% CI: 0.04 - 2.4) 

Based on data from 

35 patients in 1 

study14 

Follow up 12 

months 

211 

per 1000 

63 

per 1000 Moderate 

Due to serious risk 

of bias, Due to 

serious 

imprecision15 

Cyclophosphamide 

plus glucocorticoids 

may have little or no 

difference on kidney 

function 

improvement >50% 

at 12 months 

Difference: 148 fewer per 

1000 

(95% CI: 203 fewer - 295 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [149] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Only data 

from one study, due to not many mortality events  

3. Primary study [149] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Only data 

from one study, due to not many patients with end-stage kidney disease 

5. Primary study [149] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study  

7. Primary study [149] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, due to few events 

9. BVAS = 0 at 6 months 

10. Systematic review [158] with included studies: [149] Baseline/comparator: Control arm of reference used for intervention.  

11. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study 

12. Primary study [149] Baseline/comparator: Control arm of reference used for intervention.  

13. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, due to few patients with eGFR <60ml/min  

14. Primary study [149] Baseline/comparator: Control arm of reference used for intervention.  

15. Risk of bias: No serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, due to few patients with kidney function improvement > 50% 
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Chapter 3. Membranous nephropathy 

 

Table S110. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Mizoribine 

Comparator: Placebo, no treatment, or glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo, no 

treatment, 

glucocorticoi

ds 

Mizoribine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found end-stage 

kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found ≥50% loss of 

GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission1 

Relative risk: 1.63 

(95% CI: 0.69 - 

3.84) 

Based on data from 

150 patients in 3 

studies2 

Follow up 14 

months (mean) 

86 

per 1000 

140 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

serious imprecision, 

Due to serious 

indirectness3 

We are uncertain 

whether mizoribine 

increases or 

decreases complete 

remission 

Difference: 54 more per 

1000 

(95% CI: 27 fewer - 244 

more) 

Complete 

remission4 

Follow up 2 

years or more 

Relative risk: 4.08 

(95% CI: 0.25 - 

68.01) 

Based on data from 

25 patients in 1 

study5 

Follow up 24 

months (mean) 

0 

per 1000 

0 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision6 

We are uncertain 

whether mizoribine 

increases or 

decreases complete 

remission 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Partial 

remission 

Relative risk: 1.89 

(95% CI: 0.9 - 3.97) 

154 

per 1000 

291 

per 1000 
Very Low 

Mizoribine may 

have little or no 



 238 

Based on data from 

114 patients in 2 

studies7 

Follow up 15 

months (mean) 

Difference: 137 more per 

1000 

(95% CI: 15 fewer - 457 

more) 

Due to very serious 

risk of bias, Due to 

serious 

imprecision8 

difference on partial 

remission 

Serious adverse 

effects9 

Relative risk: 4.29 

(95% CI: 0.21 - 

86.8) 

Based on data from 

89 patients in 1 

study10 

Follow up 6 months 

0 

per 1000 

0 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision11 

There were too few 

who experienced 

serious adverse 

effects, to determine 

whether mizoribine 

made a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Number with complete or partial remission - Complete remission 

2. Systematic review with included studies: [215], [191], [183] Baseline/comparator: Control arm of reference used for 

intervention.  

3. Risk of bias: Very Serious. Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting, due to other bias - The data was abstracted from a RCT aiming to investigate the effect of 

mizoribine on steroid-resistant primary nephrotic syndrome. This study included all different pathologic variants of nephrotic 

syndrome. The randomization was not stratified according to the pathological diagnosis (Shibasaki); Indirectness: Serious. The 

outcome time frame in studies were insufficient; Imprecision: Very Serious. due to few patients having complete remission 

4. Number with complete or partial remission - Complete remission 

5. Systematic review [238] with included studies: [215] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Very Serious. Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting, Approximate 32% (8/25) of patients were lost in the two-year follow-up: 21% (3/14) in 

the mizoribine group and 45% (5/11) in the control group. The proportion of loses in the follow-up could have a substantial 

influence on the results. The reason for missing data were not specified and the missing data were not imputed using appropriate 

methods, only complete or partial remission were reported. The primary outcome such as death and End stage kidney disease were 

not stated; side effects leading to patient withdrawal were not recorded.; Imprecision: Very Serious. due to few patients having 

complete remission, Only data from one study 

7. Systematic review [238] with included studies: [215], [191] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Very Serious. Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting, due to other issue: The data were abstracted from a RCT aiming to investigate the effect 

of mizoribine on steroid-resistant nephrotic syndrome. This study included all different pathologic variants of nephrotic syndrome. 

The randomization was not stratified according to the pathologic diagnosis.; Imprecision: Serious. Wide confidence intervals 

9. Serious adverse effects leading to discontinuation of therapy 

10. Systematic review [238] with included studies: [191] Baseline/comparator: Control arm of reference used for intervention.  

11. Risk of bias: Very Serious. Inadequate concealment of allocation during randomization process, resulting in potential for 

selection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting, due to other bias; Imprecision: Serious. Only data from one study, Low number of 

patients  
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Table S111. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Glucocorticoids 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Placebo or no 

treatment 

Glucocorticoi

ds 

All-cause 

mortality 

Relative risk: 0.58 

(95% CI: 0.11 - 

2.98) 

Based on data from 

295 patients in 3 

studies1 

Follow up 40.3 

months (mean) 

48 

per 1000 

28 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision2 

Glucocorticoids may 

have little or no 

difference on all-

cause mortality 

Difference: 20 fewer per 

1000 

(95% CI: 43 fewer - 95 

more) 

End-stage 

kidney disease 

Relative risk: 0.8 

(95% CI: 0.33 - 

1.94) 

Based on data from 

295 patients in 3 

studies3 

Follow up 40.3 

months (mean) 

103 

per 1000 

82 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to serious 

imprecision, Due to 

serious indirectness4 

Glucocorticoids may 

have little or no 

difference on end-

stage kidney disease 

Difference: 21 fewer per 

1000 

(95% CI: 69 fewer - 97 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 0.64 

(95% CI: 0.29 - 

1.42) 

Based on data from 

192 patients in 2 

studies5 

Follow up 36 

months (mean) 

160 

per 1000 

102 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision6 

Glucocorticoids may 

have little or no 

difference on 

complete remission 

Difference: 58 fewer per 

1000 

(95% CI: 114 fewer - 67 

more) 

Doubling 

serum 

creatinine 

Relative risk: 0.2 

(95% CI: 0.05 - 

0.85) 

Based on data from 

72 patients in 1 

study7 

Follow up 24 

months (mean) 

210 

per 1000 

42 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to serious 

imprecision, Due to 

serious indirectness,8 

We are uncertain 

whether 

glucocorticoids 

increase or decrease 

doubling serum 

creatinine 

Difference: 168 fewer per 

1000 

(95% CI: 199 fewer - 31 

fewer) 
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50% increase in 

serum 

creatinine 

Relative risk: 0.57 

(95% CI: 0.34 - 

0.94) 

Based on data from 

103 patients in 1 

study9 

Follow up 49 

months 

510 

per 1000 

291 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious imprecision10 

We are uncertain 

whether 

glucocorticoids 

increase or decrease 

50% increase in 

serum creatinine 

Difference: 219 fewer per 

1000 

(95% CI: 337 fewer - 31 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [238] with included studies: [166], [174], [168] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Wide confidence intervals, Low number of patients and 

events 

3. Systematic review [238] with included studies: [166], [174], [168] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Indirectness: Serious. The outcome time frame in studies were insufficient; 

Imprecision: Serious. Wide confidence intervals, Low number of patients 

5. Systematic review [238] with included studies: [168], [174] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Low number of patients and few events 

7. Systematic review [238] with included studies: [174] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome 

time frame in studies were insufficient; Imprecision: Serious. Low number of patients and few events, Only data from one study; 

Publication bias: No serious.   

9. Systematic review [238] with included studies: [166] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study 
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Table S112. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Cyclophosphamide plus leflunomide 

Comparator: Cyclophosphamide alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Cyclophosph

amide alone 

Cyclophosph

amide plus 

leflunomide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: fewer 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.5 

(95% CI: 1.04 - 

2.17) 

Based on data from 

48 patients in 1 

study1 

Follow up 12 

months 

583 

per 1000 

875 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to serious 

imprecision, Due to 

serious indirectness2 

Cyclophosphamide 

plus leflunomide 

may increase 

complete remission 

Difference: 292 more per 

1000 

(95% CI: 23 more - 682 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [238] with included studies: [197] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up, Selective outcome reporting (many outcomes not reported); 

Indirectness: Serious. The outcome time frame in studies were insufficient, the outcome time frame in studies were insufficient; 

Imprecision: Serious. Only data from one study 
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Table S113. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Adrenocorticotropic hormone 

Comparator: Alkylating agents plus glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Alkylating 

agents plus 

glucocorticoi

ds 

Adrenocortic

otropic 

hormone 

All-cause 

mortality1 

22 months 

Relative risk 

(95% CI: - ) 

Based on data from 

32 patients in 1 

study2 

Follow up 22 

months 

0 

per 1000 

 

per 1000 

 

 

There were too few 

who experienced the 

all-cause mortality, 

to determine whether 

adrenocorticotropic 

hormone made a 

difference 

Difference: fewer per 1000 

(95% CI: 0 fewer - fewer) 

End-stage 

kidney disease 

Relative risk: 3.0 

(95% CI: 0.13 - 

68.57) 

Based on data from 

32 patients in 1 

study3 

Follow up 22 

months (mean) 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision, 

Due to serious 

indirectness4 

We are uncertain 

whether 

adrenocorticotropic 

hormone increases 

or decreases end-

stage kidney disease 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 2.0 

(95% CI: 0.75 - 

5.33) 

Based on data from 

32 patients in 1 

study5 

Follow up 22 

months (mean) 

250 

per 1000 

500 

per 1000 Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision, 

Due to serious 

indirectness6 

We are uncertain 

whether 

adrenocorticotropic 

hormone increases 

or decreases 

complete remission 

Difference: 250 more per 

1000 

(95% CI: 63 fewer - 1082 

more) 

Doubling 

serum 

creatinine 

Relative risk: 3.0 

(95% CI: 0.13 - 

68.57) 

Based on data from 

32 patients in 1 

study 

Follow up 22 

months (mean) 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision, 

Due to very serious 

indirectness8 

We are uncertain 

whether 

adrenocorticotropic 

hormone increases 

or decreases 

doubling serum 

creatinine 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 
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Adverse events 

- treatment 

discontinuation 

or 

hospitalization 

Relative risk: 0.5 

(95% CI: 0.05 - 

4.98) 

Based on data from 

32 patients in 1 

study9 

Follow up 22 

months (mean) 

125 

per 1000 

63 

per 1000 

Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision10 

We are uncertain 

whether 

adrenocorticotropic 

hormone increases 

or decreases adverse 

events resulting in 

treatment 

discontinuation or 

hospitalization 

Difference: 62 fewer per 

1000 

(95% CI: 119 fewer - 498 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Intention to treat analysis  

2. Primary study [205] Baseline/comparator: Control arm of reference used for intervention.  

3. Systematic review [238] with included studies: [205] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome 

time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence intervals, Only data from one study 

5. Systematic review [238] with included studies: [205] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome 

time frame in studies were insufficient; Imprecision: Very Serious. Only data from one study, Low number of patients 

7. Systematic review [238] with included studies: [205] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Very Serious. The 

outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence intervals, Only data from one 

study, Low number of patients 

9. Systematic review [238] with included studies: [205] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 
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Table S114. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Early (immediate) treatment cyclophosphamide plus glucocorticoids 

Comparator: Late (when serum creatinine increases >25%) treatment cyclophosphamide plus 

glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 

Late 

treatment 

cyclophospha

mide + 

glucocorticoi

ds 

Early 

cyclophospha

mide + 

glucocorticoi

ds 

All-cause 

mortality 

Relative risk: 0.29 

(95% CI: 0.01 - 6.5) 

Based on data from 

26 patients in 1 

study1 

Follow up 72 

months (mean) 

83 

per 1000 

24 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision2 

We are uncertain 

whether early 

therapy increases or 

decreases all-cause 

mortality 

Difference: 59 fewer per 

1000 

(95% CI: 82 fewer - 457 

more) 

End-stage 

kidney disease 

Relative risk: 2.6 

(95% CI: 0.12 - 

58.48) 

Based on data from 

26 patients in 1 

study3 

Follow up 72 

months (mean) 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision, 

Due to serious 

indirectness4 

We are uncertain 

whether early 

therapy increases or 

decreases end-stage 

kidney disease 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Complete 

remission 

Relative risk: 0.75 

(95% CI: 0.39 - 

1.45) 

Based on data from 

26 patients in 1 

study5 

Follow up 72 

months (mean) 

667 

per 1000 

500 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision6 

Early 

cyclophosphamide 

plus glucocorticoids 

may have little or no 

difference on 

complete remission 

Difference: 167 fewer per 

1000 

(95% CI: 407 fewer - 300 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Adverse effects 

- treatment 

discontinuation 

or 

hospitalization 

Relative risk: 0.29 

(95% CI: 0.07 - 

1.16) 

500 

per 1000 

145 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision8 

Early 

cyclophosphamide 

plus glucocorticoids 

may have little or no 

difference on 

Difference: 355 fewer per 

1000 
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 Based on data from 

26 patients in 1 

study7 

Follow up 72 

months (mean) 

(95% CI: 465 fewer - 80 

more) 

adverse effects 

causing treatment 

discontinuation or 

hospitalizations 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

Mean 

 

Mean  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

eGFR 

Measured by: 

Scale: - High better 

Based on data from 

26 patients in 1 

study9 

Follow up 72 

months (mean) 

 

ml/min/1.73 

m² Mean 

 

ml/min/1.73 

m² Mean 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision10 

 We are uncertain 

whether early 

cyclosporine plus 

glucocorticoids 

increases or 

decreases eGFR 

Difference: MD 8 higher 

(95% CI: 8.59 lower - 24.59 

higher) 

1. Systematic review [238] with included studies: [186] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear concealment of allocation during randomization process, resulting in potential for selection bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [238] with included studies: [186] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear concealment of allocation during randomization process, resulting in potential for selection bias; 

Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence 

intervals, Only data from one study, Low number of patients 

5. Systematic review [238] with included studies: [186] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Unclear concealment of allocation during randomization process, resulting in potential for selection bias; 

Imprecision: Serious. Only data from one study, Low number of patients;  

7. Systematic review [238] with included studies: [186] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Unclear concealment of allocation during randomization process, resulting in potential for selection bias; 

Imprecision: Serious. Only data from one study, Low number of patients;  

9. Systematic review [238] with included studies: [186] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Unclear concealment of allocation during randomization process, resulting in potential for selection bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S115. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Cyclosporine (1.5 mg/kg, twice daily) 

Comparator: Cyclosporine (3.0 mg/kg, once daily) 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Cyclosporine 

(3.0 mg/kg, 

once daily) 

Cyclosporine 

(1.5 mg/kg, 

twice daily) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

12 months 

Relative risk: 1.06 

(95% CI: 0.66 - 

1.72) 

Based on data from 

33 patients in 1 

study1 

Follow up 12 

months 

647 

per 1000 

686 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision, Due to 

serious 

indirectness2 

We are uncertain 

whether cyclosporine 

twice daily increases 

or decreases complete 

remission 

Difference: 39 more per 

1000 

(95% CI: 220 fewer - 466 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

Proteinuria 

12 months 

Measured by: 

Scale: - Lower better 

Based on data from 

33 patients in 1 

study3 

Follow up 12 

months 

 

g/24hrMean 

 

g/24hrMean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Cyclosporine twice 

daily may decrease 

proteinuria 
Difference: MD 0.7 lower 

(95% CI: 0.96 lower - 0.44 

lower) 

1. Systematic review [238] with included studies: [211] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, unclear concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of 
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blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of blinding of outcome 

assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome time frame in studies were insufficient; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [238] with included studies: [211] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of 

blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of blinding of outcome 

assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S116. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Tacrolimus plus glucocorticoids (6 months) 

Comparator: Tacrolimus plus glucocorticoids (24 months) 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Tacrolimus 

plus 

glucocorticoi

ds 24 months 

Tacrolimus 

plus 

glucocorticoi

ds 6 months 

All-cause 

mortality 

Relative risk 

(95% CI: - ) 

Based on data from 

42 patients in 1 

study1 

Follow up 24 

months 

0 

per 1000 

 

per 1000 

 

 

There were too few 

who experienced the 

all-cause mortality, 

to determine whether 

tacrolimus for 6 

months made a 

difference 

Difference: fewer per 1000 

(95% CI: 0 fewer - fewer) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection - 

urinary tract 

infection 

Relative risk: 0.73 

(95% CI: 0.14 - 

3.95) 

Based on data from 

42 patients in 1 

study2 

Follow up 24 

months 

136 

per 1000 

99 

per 1000 

Low 

Due to very serious 

imprecision3 

Tacrolimus plus 

glucocorticoids for 6 

months may have 

little or no difference 

on urinary tract 

infection 

Difference: 37 fewer per 

1000 

(95% CI: 117 fewer - 401 

more) 

Infection - 

upper 

respiratory 

infection 

Relative risk: 1.1 

(95% CI: 0.07 - 

16.45) 

Based on data from 

42 patients in 1 

study4 

Follow up 24 

months 

45 

per 1000 

50 

per 1000 

Low 

Due to very serious 

imprecision5 

Tacrolimus plus 

glucocorticoids for 6 

months may have 

little or no difference 

on upper respiratory 

infection 

Difference: 5 more per 

1000 

(95% CI: 42 fewer - 695 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Glucocorticoid-

related adverse 

events - 

hyperglycemia 

Relative risk: 0.55 

(95% CI: 0.05 - 

5.61) 

Based on data from 

42 patients in 1 

study6 

Follow up 24 

months 

91 

per 1000 

50 

per 1000 

Low 

Due to very serious 

imprecision7 

Tacrolimus plus 

glucocorticoids for 6 

months may have 

little or no difference 

on hyperglycemia 

Difference: 41 fewer per 

1000 

(95% CI: 86 fewer - 420 

more) 
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Complete 

remission 

6 months 

Relative risk: 0.92 

(95% CI: 0.54 - 

1.64) 

Based on data from 

42 patients in 1 

study8 

Follow up 6 months 

545 

per 1000 

501 

per 1000 Low 

Due to serious 

indirectness, Due to 

serious 

imprecision9 

Tacrolimus plus 

glucocorticoids for 6 

months may have 

little or no difference 

on complete 

remission at 6 

months 

Difference: 44 fewer per 

1000 

(95% CI: 251 fewer - 349 

more) 

Complete 

remission 

24 months 

Relative risk: 0.66 

(95% CI: 0.18 - 

2.41) 

Based on data from 

42 patients in 1 

study10 

Follow up 24 

months 

227 

per 1000 

150 

per 1000 
Low 

Due to serious 

indirectness, Due to 

serious 

imprecision11 

Tacrolimus plus 

glucocorticoids for 6 

months may have 

little or no difference 

on complete 

remission at 24 

months 

Difference: 77 fewer per 

1000 

(95% CI: 186 fewer - 320 

more) 

Complete or 

partial 

remission 

6 months 

Relative risk: 1.1 

(95% CI: 0.86 - 

1.41) 

Based on data from 

42 patients in 1 

study12 

Follow up 6 months 

818 

per 1000 

900 

per 1000 Low 

Due to serious 

indirectness, Due to 

serious 

imprecision13 

Tacrolimus plus 

glucocorticoids for 6 

months may have 

little or no difference 

on complete or 

partial remission 

Difference: 82 more per 

1000 

(95% CI: 115 fewer - 335 

more) 

Complete or 

partial 

remission 

24 months 

Relative risk: 0.55 

(95% CI: 0.33 - 

0.93) 

Based on data from 

42 patients in 1 

study14 

Follow up 24 

months 

818 

per 1000 

450 

per 1000 

Moderate 

Due to serious 

imprecision15 

Tacrolimus plus 

glucocorticoids for 6 

months probably 

decreases complete 

or partial remission 

Difference: 368 fewer per 

1000 

(95% CI: 548 fewer - 57 

fewer) 

Relapse 

6-12 months 

Relative risk: 17.0 

(95% CI: 1.05 - 

274.13) 

Based on data from 

42 patients in 1 

study16 

Follow up 24 

months 

0 

per 1000 

0 

per 1000 

Moderate 

Due to serious 

imprecision17 

Tacrolimus plus 

glucocorticoids for 6 

months probably 

increases relapse at 6 

- 12 months 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [238] with included studies: [222] Baseline/comparator: Control arm of reference used for intervention.  

2. Primary study [222] Baseline/comparator: Control arm of reference used for intervention.  

3. Imprecision: Very Serious. Only data from one study, due to few events 

4. Primary study [222] Baseline/comparator: Control arm of reference used for intervention.  

5. Risk of bias: No serious. Selective outcome reporting; Imprecision: Very Serious. Only data from one study, due to events 

6. Primary study [222] Baseline/comparator: Control arm of reference used for intervention.  

7. Risk of bias: No serious. Selective outcome reporting; Imprecision: Very Serious. Only data from one study, due to few events 

8. Systematic review [238] with included studies: [222] Baseline/comparator: Control arm of reference used for intervention.  

9. Risk of bias: No serious. Selective outcome reporting; Indirectness: Serious. The outcome time frame in studies were 

insufficient; Imprecision: Serious. Only data from one study 

10. Systematic review [238] with included studies: [222] Baseline/comparator: Control arm of reference used for intervention.  

11. Risk of bias: No serious. Selective outcome reporting; Indirectness: Serious. The outcome time frame in studies were 

insufficient; Imprecision: Serious. Only data from one study 

12. Systematic review [238] with included studies: [222] Baseline/comparator: Control arm of reference used for intervention.  
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13. Risk of bias: No serious. Selective outcome reporting; Indirectness: Serious. The outcome time frame in studies were 

insufficient; Imprecision: Serious. Only data from one study 

14. Systematic review [238] with included studies: [222] Baseline/comparator: Control arm of reference used for intervention.  

15. Risk of bias: No serious. Selective outcome reporting; Imprecision: Serious. Only data from one study 

16. Systematic review [238] with included studies: [222] Baseline/comparator: Control arm of reference used for intervention.  

17. Risk of bias: No serious. Selective outcome reporting; Imprecision: Serious. Only data from one study 
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Table S117. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Mizoribine (150 mg) once a day 

Comparator: Mizoribine (50 mg) 3 times a day 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Mizoribine 

(50mg) 3 

times a day 

Mizoribine 

(150mg) 

once a day 

Malignancy 

Relative risk: 4.75 

(95% CI: 0.24 - 

92.65) 

Based on data from 

37 patients in 1 

study1 

Follow up 24 

months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

There were too few 

who experienced 

malignancy, to 

determine whether 

mizoribine (150mg) 

once a day made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Complete 

remission 

Relative risk: 1.35 

(95% CI: 0.66 - 

2.78) 

Based on data from 

37 patients in 1 

study3 

Follow up 24 

months 

389 

per 1000 

525 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Mizoribine (150mg) 

once a day may have 

little or no difference 

on complete remission 

Difference: 136 more per 

1000 

(95% CI: 132 fewer - 692 

more) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Primary study [212] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: Very Serious. 

Only data from one study, due to few patients with malignancy  

3. Systematic review [238] with included studies: [212] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: Serious. Only 

data from one study 
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Table S118. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Intravenous alkylating agents 

Comparator: Placebo, no treatment or glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo, no 

treatment, 

glucocorticoi

ds 

Alkylating 

agents 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end 

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Doubling 

serum 

creatinine 

15-120 months 

Relative risk: 1.25 

(95% CI: 0.43 - 

3.63) 

Based on data from 

26 patients in 1 

study1 

Follow up 29 

months (mean) 

413 

per 1000 

516 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

serious 

indirectness, Due to 

serious 

imprecision2 

We are uncertain 

whether alkylating 

cyclophosphamide or 

chlorambucil 

increases or decreases 

doubling serum 

creatinine 

Difference: 103 more per 

1000 

(95% CI: 235 fewer - 1086 

more) 

50% increase in 

serum 

creatinine 

15-120 months 

Relative risk: 1.2 

(95% CI: 0.49 - 

2.96) 

Based on data from 

26 patients in 1 

study3 

Follow up 29 

months (mean) 

279 

per 1000 

335 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Alkylating agents, 

cyclophosphamide or 

chlorambucil may 

decrease 50% increase 

in serum creatinine 

Difference: 56 more per 

1000 

(95% CI: 142 fewer - 547 

more) 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [238] with included studies: [179] Baseline/comparator: Control arm of reference used for intervention.  
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2. Risk of bias: Serious. Incomplete data and/or large loss to follow up, Inadequate/lack of blinding of outcome assessors, resulting 

in potential for detection bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias; Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Serious. Only data from one 

study, due to few events 

3. Systematic review [238] with included studies: [179] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, due to few events 
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Table S119. 

Population: Adults with membranous nephropathy, nephrotic syndrome, and deterioration of kidney 

function 

Intervention: Chlorambucil, prednisolone, plus supportive therapy 

Comparator: Supportive therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Supportive 

therapy 

Chlorambucil, 

prednisolone, 

plus 

supportive 

therapy 

All-cause 

mortality 

Relative risk: 2.24 

(95% CI: 0.21 - 

23.61) 

Based on data from 

70 patients in 1 

study1 

Follow up 3 years 

27 

per 1000 

60 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision, Due 

to serious 

indirectness2 

We are uncertain 

whether 

chlorambucil, 

prednisolone, plus 

supportive therapy 

improves or worsen 

all-cause mortality 

Difference: 33 more per 

1000 

(95% CI: 21 fewer - 610 

more) 

End-stage 

kidney disease 

Relative risk: 0.28 

(95% CI: 0.03 - 

2.38) 

Based on data from 

70 patients in 1 

study3 

Follow up 3 years 

108 

per 1000 

30 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

very serious 

imprecision, Due 

to serious 

indirectness4 

We are uncertain 

whether 

chlorambucil, 

prednisolone, plus 

supportive therapy 

improves or worsen 

end-stage kidney 

disease 

Difference: 78 fewer per 

1000 

(95% CI: 105 fewer - 149 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

 

 

 

There were too few 

who experienced the 

malignancy, to 

determine whether 

chlorambucil, 

prednisolone, plus 

supportive therapy 

made a difference 

Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Serious adverse 

events 

Relative risk: 1.78 

(95% CI: 0.98 - 

3.24) 

Based on data from 

71 patients in 1 

study5 

108 

per 1000 

30 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Chlorambucil, 

prednisolone, plus 

supportive therapy 

may have little or no 

difference on serious 

adverse events 

Difference: 78 fewer per 

1000 

(95% CI: 105 fewer - 149 

more) 



 257 

Follow up 3 years 

≥20% loss of 

GFR 

Relative risk: 0.69 

(95% CI: 0.5 - 0.95) 

Based on data from 

70 patients in 1 

study7 

Follow up 3 years 

838 

per 1000 

578 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Chlorambucil, 

prednisolone, plus 

supportive therapy 

may decrease ≥20% 

GFR loss 

Difference: 260 fewer per 

1000 

(95% CI: 419 fewer - 42 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [238] with included studies: [187] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Unclear blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome time frame in 

studies were insufficient; Imprecision: Very Serious. Only data from one study, Low number of patients, Wide confidence 

intervals 

3. Systematic review [238] with included studies: [187] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Unclear blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome time frame in 

studies were insufficient; Imprecision: Very Serious. Only data from one study, Low number of patients, Wide confidence 

intervals  

5. Systematic review [238] with included studies: [187] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from one study 

7. Systematic review [238] with included studies: [187] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from one study 
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Table S120. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Oral cyclophosphamide, warfarin, plus dipyridamole 

Comparator: Symptomatic treatment only 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Symptomatic 

treatment 

only 

Oral 

cyclophospha

mide, 

warfarin, 

plus 

dipyridamole 

All-cause 

mortality 

Relative risk: 0.75 

(95% CI: 0.05 - 

10.68) 

Based on data from 

80 patients in 2 

studies1 

Follow up 30 

months (mean) 

50 

per 1000 

38 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision, Due to 

serious publication 

bias2 

There were too few 

who experienced the 

all-cause mortality, to 

determine whether 

oral 

cyclophosphamide, 

warfarin, plus 

dipyridamole made a 

difference 

Difference: 12 fewer per 

1000 

(95% CI: 47 fewer - 484 

more) 

End-stage 

kidney disease3 

Relative risk: 0.33 

(95% CI: 0.01 - 

7.84) 

Based on data from 

80 patients in 2 

studies4 

Follow up 30 

months (mean) 

25 

per 1000 

8 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision, 

Due to serious 

publication bias, 

Due to serious 

indirectness5 

There were too few 

who experienced end 

stage kidney disease, 

to determine whether 

oral 

cyclophosphamide, 

warfarin, plus 

dipyridamole made a 

difference 

Difference: 17 fewer per 

1000 

(95% CI: 25 fewer - 171 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Serious adverse 

events 

Relative risk: 9.0 

(95% CI: 1.19 - 

68.31) 

Based on data from 

80 patients in 2 

studies6 

Follow up 30 

months 

0 

per 1000 

0 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision, Due to 

serious publication 

bias7 

There were too few 

who experienced the 

serious adverse 

events, to determine 

whether oral 

cyclophosphamide, 

warfarin, plus 

dipyridamole made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Relative risk: 2.0 

(95% CI: 0.8 - 5.03) 

308 

per 1000 

616 

per 1000 
Very Low 

We are uncertain 

whether oral 
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Complete or 

partial 

remission8 

Based on data from 

26 patients in 1 

study9 

Follow up 24 

months 

Difference: 308 more per 

1000 

(95% CI: 62 fewer - 1241 

more) 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision10 

cyclophosphamide, 

warfarin, plus 

dipyridamole 

increases or decreases 

complete or partial 

remission 

Annual loss of 

GFR 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

loss of GFR Difference: 

 

1. Systematic review [238] with included studies: Murphy 1992, Tiller 1981 Baseline/comparator: Control arm of reference used 

for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to the rate of loss to follow-up in 

the Tiller study was high (54%), intention to treat principle was used to deal with these data to avoid potential bias, 40 patients 

were properly randomized (Murphy), only 26 were diagnosed with nephrotic syndrome, 13 in each group. The randomization was 

not stratified according to nephrotic syndrome or non-nephrotic syndrome; Imprecision: Very Serious. Wide confidence 

intervals, due to few events; Publication bias: Serious. due to Tiller being proceedings only  

3. Requires end-stage kidney disease forest plot 

4. Systematic review [238] with included studies: Murphy 1992, Tiller 1981 Baseline/comparator: Control arm of reference used 

for intervention.  

5. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to the rate of loss to follow-up in 

the Tiller study was high (54%), intention to treat principle was used to deal with these data to avoid potential bias, 40 patients 

were properly randomized (Murphy), only 26 were diagnosed with nephrotic syndrome, 13 in each group. The randomization was 

not stratified according to nephrotic syndrome or non-nephrotic syndrome; Indirectness: Serious. The outcome time frame in 

studies were insufficient; Imprecision: Very Serious. Wide confidence intervals, due to few events; Publication bias: Serious. 

due to Tiller being proceedings only 

6. Systematic review [238] with included studies: Tiller 1981, Murphy 1992 Baseline/comparator: Control arm of reference used 

for intervention.  

7. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, the rate of loss to follow-up was high 

(54%), intention to treat principle was used to deal with these data to avoid potential bias, due to 40 patients were properly 

randomized (Murphy 1992), only 26 were diagnosed with nephrotic syndrome, 13 in each group. The randomization was not 

stratified according to nephrotic syndrome or non-nephrotic syndrome, Incomplete data and/or large loss to follow up; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, due to few events; Publication bias: Serious. 

due to Tiller being proceedings only 

8. Add forest plot for CR and PR 

9. Systematic review [238] with included studies: Murphy 1992 Baseline/comparator: Control arm of reference used for 

intervention.  

10. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to 40 patients were properly 

randomized, only 26 were diagnosed with nephrotic syndrome, 13 in each group. The randomization was not stratified according 

to nephrotic syndrome or non-nephrotic syndrome; Imprecision: Very Serious. Only data from one study, due to few events, 

Low number of patients; 
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Table S121. 

Population: Adults with membranous nephropathy, nephrotic syndrome, and deterioration of kidney 

function 

Intervention: Cyclosporine with or without supportive therapy 

Comparator: Placebo or supportive therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Placebo or 

supportive 

therapy 

Cyclosporine 

with or 

without 

supportive 

therapy 

End-stage 

kidney disease1 

Relative risk: 1.09 

(95% CI: 0.28 - 4.3) 

Based on data from 

111 patients in 3 

studies1 

Follow up 23 

months (mean) 

161 

per 1000 

175 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to 

serious 

indirectness, Due to 

serious 

imprecision2 

We are uncertain 

whether cyclosporine 

plus supportive 

therapy increases or 

decreases all-cause 

mortality 

Difference: 14 more per 

1000 

(95% CI: 116 fewer - 531 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥ 50% 

loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Serious adverse 

events 

Relative risk: 1.59 

(95% CI: 0.86 - 

2.92) 

Based on data from 

75 patients in 1 

study3 

Follow up 3 years 

289 

per 1000 

460 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Cyclosporine plus 

supportive therapy 

may have little or no 

difference on serious 

adverse events 

Difference: 171 more per 

1000 

(95% CI: 40 fewer - 555 

more) 

Complete 

remission 

Relative risk: 0.55 

(95% CI: 0.13 - 

2.38) 

Based on data from 

21 patients in 1 

study5 

Follow up 12 

months 

364 

per 1000 

200 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Cyclosporine with or 

without supportive 

therapy may have 

little or no difference 

on complete remission 

Difference: 164 fewer per 

1000 

(95% CI: 317 fewer - 502 

more) 

≥20% loss of 

GFR 

Relative risk: 0.96 

(95% CI: 0.78 - 

1.19) 

Based on data from 

73 patients in 1 

study7 

Follow up 3 years 

838 

per 1000 

804 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Cyclosporine plus 

supportive therapy 

may have little or no 

difference on ≥ 20% 

loss of GFR 

Difference: 34 fewer per 

1000 

(95% CI: 184 fewer - 159 

more) 
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All-cause 

mortality10 

Relative risk: 2.27 

(95% CI: 0.35 - 

14.75) 

Based on data from 

111 patients in 3 

studies9 

Follow up 23 

months (mean) 

18 

per 1000 

41 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

serious 

indirectness, Due to 

serious 

imprecision12 

We are uncertain 

whether cyclosporine 

plus supportive 

therapy increases or 

decreases all-cause 

mortality 

Difference: 23 more per 

1000 

(95% CI: 12 fewer - 248 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [238] with included studies: [169], [193], [187] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

unclear blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome time frame in 

studies were insufficient; Imprecision: Serious. Wide confidence intervals 

3. Systematic review [238] with included studies: [187] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from one study 

5. Primary study [193] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Imprecision: Serious. Only data from one study;  

7. Systematic review [238] with included studies: [187] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. 

Only data from one study 

9. Systematic review [238] with included studies: [193], [187], [169] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

unclear blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome time frame in 

studies were insufficient; Imprecision: Serious. Wide confidence intervals 
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Table S122. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Azathioprine 

Comparator: Placebo or no treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Placebo or no 

treatment 
Azathioprine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney 

disesase1 

Relative risk 

(95% CI: - ) 

Based on data from 

9 patients in 1 study2 

Follow up 12 

months 

0 

per 1000 

 

per 1000 Very Low 

Due to very serious 

imprecision, Due to 

serious indirectness3 

There were too few 

who experienced 

end-stage kidney 

disease to determine 

whether azathioprine 

made a difference 

Difference: fewer per 1000 

(95% CI: 0 fewer - fewer) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: 

 

Complete 

remission 

Relative risk: 0.28 

(95% CI: 0.01 - 

5.43) 

Based on data from 

9 patients in 1 study4 

Follow up 12 

months 

71 

per 1000 

20 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious indirectness5 

We are uncertain 

whether azathioprine 

increases or 

decreases complete 

remission 

Difference: 51 fewer per 

1000 

(95% CI: 70 fewer - 315 

more) 

Doubling 

serum 

creatinine6 

12 months 

Relative risk: 0.8 

(95% CI: 0.07 - 

9.18) 

Based on data from 

9 patients in 1 study7 

Follow up 12 

months 

250 

per 1000 

200 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious indirectness8 

There were too few 

patients who 

experienced 

doubling of serum 

creatinine, to 

determine whether 

azathioprine made a 

difference 

Difference: 50 fewer per 

1000 

(95% CI: 232 fewer - 2045 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

eGFR9 

12 months 

Measured by: 

Scale: - High better 
  Low 

Azathioprine may 

have little or no 
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Based on data from 

9 patients in 1 

study10 

Follow up 12 

months 

ml/min/1.73 

m² Mean 

ml/min/1.73 

m² Mean 

Due to very serious 

imprecision11 

difference on eGFR 

at 12 months 

Difference: MD 33.00 

higher 

(95% CI: 19.01 lower - 

85.01 higher) 

1. End stage kidney disease (dialysis/transplantation) (Intention to treat analysis) - Azathioprine versus placebo/no treatment at final 

follow-up (12 months) 

2. Systematic review [238] with included studies: [219] Baseline/comparator: Control arm of reference used for intervention.  

3. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Low number of 

patients, Only data from one study, due to no patients with end stage kidney disease 

4. Systematic review [238] with included studies: [219] Baseline/comparator: Control arm of reference used for intervention.  

5. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Low number of 

patients, Only data from one study, due to few events 

6. 100% increase in serum creatinine - Azathioprine versus placebo/no treatment at final follow-up (12 months) (Intention to treat 

analysis) 

7. Systematic review [238] with included studies: [219] Baseline/comparator: Control arm of reference used for intervention.  

8. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Low number of 

patients, Only data from one study, due to few patients with 100% increase in serum creatinine 

9. Final GFR [ml/min/1.73 m²] - Azathioprine versus placebo/no treatment at 12 months 

10. Systematic review [238] with included studies: [219] Baseline/comparator: Control arm of reference used for intervention.  

11. Imprecision: Very Serious.  Low number of patients, only data from one study;  
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Table S123. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Mycophenolate mofetil 

Comparator: Alkylating agents 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Alkylating 

agents 

Mycophenola

te mofetil 

All-cause 

mortality 

Relative risk 

(95% CI: - ) 

Based on data from 

41 patients in 2 

studies1 

Follow up 19 

months (mean) 

0 

per 1000 

 

per 1000 Very Low 

Due to very serious 

imprecision, Due to 

serious 

indirectness2 

There were too few 

who experienced the 

all-cause mortality, to 

determine whether 

mycophenolate 

mofetil made a 

difference 

Difference: fewer per 1000 

End-stage 

kidney disease 

Relative risk 

(95% CI: - ) 

Based on data from 

41 patients in 2 

studies3 

Follow up 19 

months (mean) 

0 

per 1000 

 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious 

indirectness4 

There were too few 

who experienced the 

end-stage kidney 

disease, to determine 

whether 

mycophenolate 

mofetil made a 

difference 

Difference: fewer per 1000 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference: 

 

Complete 

remission 

Relative risk: 1.16 

(95% CI: 0.29 - 

4.69) 

Based on data from 

41 patients in 2 

studies5 

Follow up 19 

months (mean) 

263 

per 1000 

305 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious 

indirectness6 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases complete 

remission 

Difference: 42 more per 

1000 

(95% CI: 187 fewer - 970 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

GFR 

Measured by: 

ml/min 

Scale: - High better 

 

Mean 

 

Mean Low 

Due to very serious 

imprecision8 

Mycophenolate 

mofetil may have little 

or no difference on 

GFR at the end of the 

study 

Difference: MD 5 higher 

(95% CI: 6 lower - 16 

higher) 
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Based on data from 

19 patients in 1 

study7 

Follow up 12 

months 

1. Systematic review [238] with included studies: [213], [170] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence 

intervals, Low number of patients and no events 

3. Systematic review [238] with included studies: [213], [170] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence 

intervals, Low number of patients and no events 

5. Systematic review [238] with included studies: [213], [170] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence 

intervals, Low number of patients 

7. Systematic review [238] with included studies: [213] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients  
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Table S124. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Mycophenolate mofetil 

Comparator: Calcineurin inhibitors 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Calcineurin 

inhibitors 

Mycophenola

te mofetil 

All-cause 

mortality 

Relative risk: 3.0 

(95% CI: 0.13 - 

70.83) 

Based on data from 

60 patients in 1 

study1 

Follow up 9 months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision2 

There were too few 

who died to 

determine whether 

mycophenolate 

mofetil made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: fewer 

 

Infection 

Relative risk: 1.0 

(95% CI: 0.28 - 

3.63) 

Based on data from 

60 patients in 1 

study3 

Follow up 9 months 

133 

per 1000 

133 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision4 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases infection 

Difference: 0 fewer per 

1000 

(95% CI: 96 fewer - 350 

more) 

Malignancy 

Relative risk: 0.86 

(95% CI: 0.06 - 

12.75) 

Based on data from 

39 patients in 1 

study5 

Follow up 11 

months 

56 

per 1000 

48 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision6 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases 

malignancy 

Difference: 8 fewer per 

1000 

(95% CI: 53 fewer - 658 

more) 

Complete 

remission 

Relative risk: 0.57 

(95% CI: 0.2 - 1.63) 

Based on data from 

99 patients in 2 

studies7 

Follow up 10 

months (mean) 

533 

per 1000 

304 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

indirectness8 

Mycophenolate 

mofetil may have 

little or no difference 

on complete 

remission 

Difference: 229 fewer per 

1000 

(95% CI: 426 fewer - 336 

more) 

Adverse events 

Relative risk: 1.14 

(95% CI: 0.63 - 

2.07) 

Based on data from 

39 patients in 1 

study9 

Follow up 11 

months 

500 

per 1000 

570 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision10 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases 

malignancy 

Difference: 70 more per 

1000 

(95% CI: 185 fewer - 535 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  
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eGFR 

11 months 

Measured by: 

Scale: - High better 

Based on data from 

39 patients in 1 

study11 

Follow up 11 

months 

 

ml/min/1.73

m2 Mean 

 

ml/min/1.73

m2 Mean Low 

Due to serious risk of 

bias, Due to serious 

imprecision12 

Mycophenolate 

mofetil may have 

little or no difference 

on eGFR after 11 

months of therapy 

Difference: MD 13.90 

lower 

(95% CI: 31.05 lower - 3.25 

higher) 

1. Primary study [203] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Selective outcome reporting; Imprecision: Very Serious. Only data from one study, due to low number of 

patients who died 

3. Systematic review [238] with included studies: [203] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

Unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 

participants and personnel, resulting in potential for performance bias, unclear blinding of outcome assessors, resulting in 

potential for detection bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 

5. Systematic review [238] with included studies: [173] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias, unclear blinding of 

participants and personnel, resulting in potential for performance bias; Imprecision: Very Serious. Wide confidence intervals, 

Only data from one study, Low number of patients 

7. Systematic review [238] with included studies: [173], [203] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Selective outcome reporting and unclear blinding; Indirectness: Serious. The outcome time frame in 

studies were insufficient 

9. Systematic review [238] with included studies: [173] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Unclear blinding of participants and personnel, resulting in potential for performance bias, unclear blinding 

of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide confidence intervals, Only data 

from one study, Low number of patients  

11. Systematic review [238] with included studies: [173] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Unclear blinding of participants and personnel, resulting in potential for performance bias, unclear blinding 

of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from one study, Low number of 

patients 
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Table S125. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Mycophenolate mofetil plus cyclosporine 

Comparator: Cyclosporine alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclosporine 

alone 

Mycophenola

te mofetil 

plus 

cyclosporine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.33 

(95% CI: 0.41 - 

4.33) 

Based on data from 

18 patients in 1 

study1 

Follow up 12 

months 

333 

per 1000 

443 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision, 

Due to serious 

indirectness2 

We are uncertain 

whether 

mycophenolate 

mofetil plus 

cyclosporine increases 

or decreases complete 

remission 

Difference: 110 more per 

1000 

(95% CI: 196 fewer - 1109 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [238] with included studies: [190] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to inclusion of only an abstract-

only publication; Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 
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Table S126. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Mycophenolate mofetil 

Comparator: Supportive therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Supportive 

therapy 

Mycophenola

te mofetil 

All-cause 

mortality 

Relative risk: 0.0 

(95% CI: 0.0 - 0.0) 

Based on data from 

36 patients in 1 

study1 

Follow up 12 

months 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

There were too few 

who experienced the 

all-cause mortality, 

to determine whether 

mycophenolate 

mofetil made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

End-stage 

kidney disease 

Relative risk 

(95% CI: - ) 

Based on data from 

36 patients in 1 

study3 

Follow up 12 

months 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision, 

Due to serious 

indirectness4 

There were too few 

who experienced the 

end-stage kidney 

disease to determine 

whether 

mycophenolate 

mofetil made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - fewer) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 0.45 

(95% CI: 0.04 - 4.5) 

Based on data from 

36 patients in 1 

study5 

Follow up 12 

months 

118 

per 1000 

53 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision, 

Due to serious 

indirectness6 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases complete 

remission 

Difference: 65 fewer per 

1000 

(95% CI: 113 fewer - 413 

more) 

Doubling 

serum 

creatinine 

Relative risk 

(95% CI: - ) 

Based on data from 

36 patients in 1 

study7 

Follow up 12 

months 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision, 

Due to serious 

indirectness8 

There were too few 

who experienced the 

doubling serum 

creatinine to 

determine whether 

mycophenolate 

mofetil made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 
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3 years  

 
Difference:  

 

No studies were 

found that looked at 

annual GFR loss 

eGFR 

12 months 

Measured by: 

Scale: - High better 

Based on data from 

35 patients in 1 

study9 

Follow up 12 

months 

 

ml/min/1.73 

m² Mean 

 

ml/min/1.73 

m² Mean 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision10 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases eGFR 

Difference: MD 12.37 

higher 

(95% CI: 4.93 lower - 29.67 

higher) 

1. Systematic review [238] with included studies: [177] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Only data 

from one study, Low number of patients and no events  

3. Systematic review [238] with included studies: [177] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome 

time frame in studies were insufficient; Imprecision: Very Serious. Only data from one study, Low number of patients and no 

events 

5. Systematic review [238] with included studies: [177] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome 

time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low 

number of patients 

7. Systematic review [238] with included studies: [177] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. The outcome 

time frame in studies were insufficient; Imprecision: Very Serious. Only data from one study, Low number of patients and no 

events 

9. Systematic review [238] with included studies: [177] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients  
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Table S127. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Cyclophosphamide plus glucocorticoids 

Comparator: Chlorambucil plus methylprednisolone with or without oral glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Chlorambucil 

plus 

glucocorticoi

ds 

Cyclophosph

amide plus 

glucocorticoi

ds 

All-cause 

mortality 

Relative risk: 3.0 

(95% CI: 0.14 - 

65.9) 

Based on data from 

115 patients in 2 

studies1 

Follow up 15 

months (mean) 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

There were too few 

who experienced the 

all-cause mortality, 

to determine whether 

cyclophosphamide 

plus glucocorticoids 

made a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

End-stage 

kidney disease 

15 months 

Relative risk: 5.0 

(95% CI: 0.7 - 35.5) 

Based on data from 

20 patients in 1 

study3 

Follow up 15 

months (mean) 

100 

per 1000 

500 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious imprecision, 

Due to serious 

indirectness4 

We are uncertain 

whether 

cyclophosphamide 

plus glucocorticoids 

increases or 

decreases end-stage 

kidney disease at 15 

months 

Difference: 400 more per 

1000 

(95% CI: 30 fewer - 3450 

more) 

End-stage 

kidney disease 

32-39 months 

Relative risk: 0.4 

(95% CI: 0.08 - 

2.09) 

Based on data from 

184 patients in 2 

studies5 

Follow up 36 

months (mean) 

77 

per 1000 

31 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious 

indirectness6 

We are uncertain 

whether 

cyclophosphamide 

plus glucocorticoids 

increases or 

decreases end-stage 

kidney disease at 32-

39 months 

Difference: 46 fewer per 

1000 

(95% CI: 71 fewer - 84 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

Complete 

remission 

Relative risk: 1.56 

(95% CI: 0.84 - 2.9) 

Based on data from 

115 patients in 2 

studies7 

Follow up 27 

months (mean) 

200 

per 1000 

312 

per 1000 Low 

Due to serious 

imprecision, Due to 

serious 

indirectness8 

Cyclophosphamide 

plus glucocorticoids 

may have little or no 

difference on 

complete remission 

Difference: 112 more per 

1000 

(95% CI: 32 fewer - 380 

more) 
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Complete 

remission 

Follow-up ≥2 

years 

Relative risk: 1.48 

(95% CI: 0.79 - 

2.78) 

Based on data from 

95 patients in 1 

study9 

Follow up 39 

months (mean) 

240 

per 1000 

355 

per 1000 

Moderate 

Due to serious 

imprecision10 

Cyclophosphamide 

plus glucocorticoids 

probably has little or 

no difference on 

complete remission 

Difference: 115 more per 

1000 

(95% CI: 50 fewer - 427 

more) 

Doubling 

serum 

creatinine 

Relative risk: 6.0 

(95% CI: 0.87 - 

41.21) 

Based on data from 

20 patients in 1 

study11 

Follow up 15 

months (mean) 

100 

per 1000 

600 

per 1000 

Low 

Due to very serious 

imprecision12 

Cyclophosphamide 

plus glucocorticoids 

may have little or no 

difference on 

doubling serum 

creatinine 

Difference: 500 more per 

1000 

(95% CI: 13 fewer - 4021 

more) 

Adverse events 

- treatment 

discontinuation 

or 

hospitalization 

Relative risk: 0.48 

(95% CI: 0.13 - 

1.82) 

Based on data from 

115 patients in 2 

studies13 

Follow up 27 

months (mean) 

117 

per 1000 

56 

per 1000 

Low 

Due to very serious 

imprecision14 

Cyclophosphamide 

plus glucocorticoids 

probably decreases 

adverse events 

resulting in 

treatment 

discontinuation or 

hospitalization 

Difference: 61 fewer per 

1000 

(95% CI: 102 fewer - 96 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [238] with included studies: [210], [204] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [238] with included studies: [210] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study, Low number of patients 

5. Systematic review [238] with included studies: [204], [165] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence 

intervals, Low number of patients 

7. Systematic review [238] with included studies: [210], [204] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Indirectness: Serious. Imprecision: Serious. Wide confidence intervals, Low number of patients 

9. Systematic review [238] with included studies: [165] Baseline/comparator: Control arm of reference used for intervention.  

10. Imprecision: Serious. Low number of patients, Only data from one study 

11. Systematic review [238] with included studies: [210] Baseline/comparator: Control arm of reference used for intervention.  

12. Imprecision: Very Serious. Low number of patients, Only data from one study, Wide confidence intervals  

13. Systematic review [238] with included studies: [204], [210] Baseline/comparator: Control arm of reference used for 

intervention.  

14. Imprecision: Very Serious. Low number of patients, Wide confidence intervals 
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Table S128. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Cyclophosphamide 

Comparator: Leflunomide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Leflunomide 

Cyclophosph

amide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

>50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

Relative risk: 0.93 

(95% CI: 0.59 - 

1.48) 

Based on data from 

48 patients in 1 

study1 

Follow up 12 

months 

625 

per 1000 

581 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to serious 

imprecision, Due to 

serious indirectness2 

We are uncertain 

whether 

cyclophosphamide 

increases or 

decreases complete 

remission 

Difference: 44 fewer per 

1000 

(95% CI: 256 fewer - 300 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [238] with included studies: [197] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Selective outcome reporting; Indirectness: Serious. The outcome time frame in studies were insufficient; 

Imprecision: Serious. Only data from one study 
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Table S129. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Cyclophosphamide plus leflunomide 

Comparator: Leflunomide alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Leflunomide 

alone 

Cyclophosph

amide plus 

leflunomide 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.4 

(95% CI: 0.99 - 

1.98) 

Based on data from 

48 patients in 1 

study1 

Follow up 12 

months 

625 

per 1000 

875 

per 1000 Very Low 

Due to serious risk 

of bias, Due to 

serious imprecision, 

Due to serious 

indirectness2 

Cyclophosphamide 

plus leflunomide may 

have little or no 

difference on 

complete remission 

Difference: 250 more per 

1000 

(95% CI: 6 fewer - 613 

more) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [238] with included studies: [197] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Selective outcome reporting (many outcomes are not reported); Indirectness: Serious. The outcome time 

frame in studies were insufficient; Imprecision: Serious. Only data from one study.  
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Table S130. 

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Leflunomide 

Comparator: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the Evidence 

(Quality of evidence) 

Plain text 

summary Cyclophosph

amide 
Leflunomide 

All-cause 

mortality 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

Malignancy 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Infection 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference: 

 

≥50% GFR loss 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Complete 

remission 

Relative risk: 0.78 

(95% CI: 0.33 - 

1.82) 

Based on data from 

60 patients in 1 

study1 

Follow up 24 

months 

300 

per 1000 

234 

per 1000 
Very Low 

Due to serious risk of bias, 

Due to very serious 

imprecision2 

We are uncertain 

whether 

leflunomide 

increases or 

decreases complete 

remission 

Difference: 66 fewer per 

1000 

(95% CI: 201 fewer - 246 

more) 

Partial 

remission 

Relative risk: 0.93 

(95% CI: 0.53 - 

1.63) 

Based on data from 

60 patients in 1 

study3 

Follow up 24 

months 

467 

per 1000 

434 

per 1000 
Very Low 

Due to serious risk of bias, 

Due to very serious 

imprecision4 

We are uncertain 

whether 

leflunomide 

increases or 

decreases partial 

remission 

Difference: 33 fewer per 

1000 

(95% CI: 219 fewer - 294 

more) 

1. Systematic review with included studies: [547] Baseline/comparator Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Very Serious. Wide confidence intervals, Only data from one study. 

3. Systematic review with included studies: [547] Baseline/comparator Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Incomplete 
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data and/or large loss to follow up, Selective outcome reporting, Inadequate/lack of blinding of outcome assessors, resulting 

in potential for detection bias; Imprecision: Very Serious. Only data from one study, Wide confidence intervals.  
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Table S131.  

Population: Adults with membranous nephropathy and nephrotic syndrome 

Intervention: Sequential tacrolimus and rituximab 

Comparator: Cyclical cyclophosphamide and glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the Evidence 

(Quality of evidence) 

Plain text 

summary 

Cyclical 

cyclophospha

mide and 

glucocorticoi

ds 

Sequential 

tacrolimus 

and 

rituximab 

All-cause 

mortality 

Relative risk 

(95% CI:  - ) 

Based on data from 

86 patients in 1 

study1 

Follow up 24 

months 

 

per 1000 

 

per 1000 

Low 

Due to very serious 

imprecision2 

There were too few 

who experienced 

the all-cause 

mortality, to 

determine whether 

sequential 

tacrolimus and 

rituximab made a 

difference 

Difference:  

 

End-stage 

kidney disease 

Relative risk 

(95% CI:  - ) 

 

 

 

per 1000 

 

per 1000 Low 

Due to very serious 

imprecision3 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

Malignancy 

Relative risk: 0.5 

(95% CI: 0.05 - 

5.31) 

Based on data from 

86 patients in 1 

study4 

Follow up 24 

months 

47 

per 1000 

24 

per 1000 

Low 

Due to very serious 

imprecision5 

There were too few 

who experienced 

the malignancy, to 

determine whether 

sequential 

tacrolimus and 

rituximab made a 

difference 

Difference: 23 fewer per 

1000 

(95% CI: 45 fewer - 203 

more) 

Infection 

Relative risk: 0.68 

(95% CI: 0.39 - 1.2) 

Based on data from 

86 patients in 1 

study6 

Follow up 24 

months 

442 

per 1000 

301 

per 1000 
Low 

Due to very serious 

imprecision7 

Sequential 

tacrolimus and 

rituximab may 

have little or no 

difference on 

infection 

Difference: 141 fewer per 

1000 

(95% CI: 270 fewer - 88 

more) 

Complete 

remission 

Relative risk: 0.42 

(95% CI: 0.24 - 

0.74) 

Based on data from 

86 patients in 1 

study8 

Follow up 24 

months 

605 

per 1000 

254 

per 1000 

Moderate 

Due to serious imprecision9 

Sequential 

tacrolimus and 

rituximab probably 

decreases complete 

remission 

Difference: 351 fewer per 

1000 

(95% CI: 460 fewer - 157 

fewer) 

Total remission 

Relative risk: 0.69 

(95% CI: 0.52 - 

0.92) 

Based on data from 

86 patients in 1 

study10 

Follow up 24 

months 

838 

per 1000 

578 

per 1000 

Moderate 

Due to serious 

imprecision11 

Sequential 

tacrolimus and 

rituximab probably 

decreases total 

remission 

Difference: 260 fewer per 

1000 

(95% CI: 402 fewer - 67 

fewer) 
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≥50% GFR loss 

Relative risk 

(95% CI:  - ) 

 

 

 

per 1000 

 

per 1000 Low 

Due to very serious 

imprecision12 

No studies were 

found that looked 

at ≥50% GFR loss Difference: fewer per 1000 

 

Relapse 

Relative risk: 3.0 

(95% CI: 0.32 - 

27.71) 

Based on data from 

86 patients in 1 

study13 

Follow up 24 

months 

24 

per 1000 

72 

per 1000 

Low 

Due to very serious 

imprecision14 

There were too few 

who experienced 

the relapse, to 

determine whether 

sequential 

tacrolimus and 

rituximab made a 

difference 

Difference: 48 more per 

1000 

(95% CI: 16 fewer - 641 

more) 

Serious adverse 

events 

Relative risk: 3.0 

(95% CI: 0.32 - 

27.71) 

Based on data from 

86 patients in 1 

study15 

Follow up 24 

months 

24 

per 1000 

72 

per 1000 

Low 

Due to very serious 

imprecision16 

There were too few 

who experienced 

the relapse, to 

determine whether 

sequential 

tacrolimus and 

rituximab made a 

difference 

Difference: 48 more per 

1000 

(95% CI: 16 fewer - 641 

more) 

1. Systematic review with included studies: [548] Baseline/comparator Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Only data from one study, Low number of patients.  

3. Imprecision: Very Serious. Only data from one study, Low number of patients.  

4. Systematic review with included studies: [548] Baseline/comparator Control arm of reference used for intervention.  

5. Imprecision: Very Serious. Only data from one study, Low number of patients. 

6. Systematic review with included studies: [548] Baseline/comparator Control arm of reference used for intervention.  

7. Imprecision: Very Serious. Only data from one study, Low number of patients. 

8. Systematic review with included studies: [548] Baseline/comparator Control arm of reference used for intervention.  

9. Imprecision: Serious. Only data from one study. 

10. Systematic review with included studies: [548] Baseline/comparator Control arm of reference used for intervention.  

11. Imprecision: Serious. Only data from one study.  

12. Imprecision: Very Serious. Only data from one study, Low number of patients. 

13. Systematic review with included studies: [548] Baseline/comparator Control arm of reference used for intervention.  

14. Imprecision: Very Serious. Only data from one study; Wide confidence intervals.  

15. Systematic review with included studies: [548] Baseline/comparator Control arm of reference used for intervention.  

16. Imprecision: Very Serious. Only data from one study, Wide confidence intervals. 
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Chapter 4. Nephrotic syndrome in children 
 

Table S132. 

Population: First episode of nephrotic syndrome in children 

Intervention: Glucocorticoid therapy of 1-month duration 

Comparator: Glucocorticoid therapy of 2-month duration 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
2-month 

duration 

1-month 

duration 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Relapse 

6 months 

Relative risk: 1.6 

(95% CI: 1.01 - 

2.54) 

Based on data from 

61 patients in 1 

study1 

Follow up 24 

months 

448 

per 1000 

717 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious imprecision, 

Due to serious risk 

of bias2 

Glucocorticoid 

therapy for 1 month 

may increase relapse 

at 6 months in 

children with first 

episode steroid-

sensitive nephrotic 

syndrome 

Difference: 269 more per 

1000 

(95% CI: 4 more - 690 

more) 

Relapse 

12-24 months 

Relative risk: 1.46 

(95% CI: 1.01 - 

2.12) 

Based on data from 

60 patients in 1 

study3 

Follow up 24 

months 

552 

per 1000 

806 

per 1000 
Low 

Due to very serious 

risk of bias, Due to 

serious imprecision, 

Upgraded due to 

Large magnitude of 

effect4 

Glucocorticoid 

therapy for 1 month 

may increase relapse 

at 12 months in 

children with first 

episode steroid-

sensitive nephrotic 

syndrome 

Difference: 254 more per 

1000 

(95% CI: 6 more - 618 

more) 
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Frequent 

relapses 

Relative risk: 1.48 

(95% CI: 0.85 - 

2.59) 

Based on data from 

61 patients in 1 

studies5 

Follow up 24 

months 

379 

per 1000 

561 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision6 

We are uncertain 

whether 

glucocorticoid therapy 

for 1 month compared 

to two months makes 

little or no difference 

in the frequent 

relapses 

Difference: 182 more per 

1000 

(95% CI: 57 fewer - 603 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference: 

 

1. Primary study [251] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up, Selective outcome reporting, Inadequate/lack of blinding of outcome assessors, 

resulting in potential for detection bias; Imprecision: Serious. Only data from one study, Low number of patients;  

3. Primary study [251] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients; Upgrade: 

Large magnitude of effect.  

5. Primary study [251] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low 

number of patients;  
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Table S133. 

Population: First episode of nephrotic syndrome in children 

Intervention: Glucocorticoid therapy of 12-month duration 

Comparator: Glucocorticoid therapy of 5-month duration 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
5-month 

duration 

12-month 

duration 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No study durations 

were found that 

looked at complete 

remission 
Difference:  

 

Relapse 

Relative risk: 0.76 

(95% CI: 0.51 - 

1.13) 

Based on data from 

58 patients in 1 

studies1 

Follow up 15 

months 

724 

per 1000 

550 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Glucocorticoid 

therapy for 12 

months duration may 

have little or no 

difference on relapse 

Difference: 174 fewer per 

1000 

(95% CI: 355 fewer - 94 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [326] with included studies: [258] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Selective outcome reporting; 

Imprecision: Serious. Only data from one study, Low number of patients 
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Table S134. 

Population: First episode of nephrotic syndrome in children 

Intervention: Glucocorticoid therapy of 5- or 6-month duration 

Comparator: Glucocorticoid therapy of 3-month duration 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
3-month 

duration 

5- or 6- 

month 

duration 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

Relative risk: 0.98 

(95% CI: 0.65 - 

1.46) 

Based on data from 

702 patients in 5 

studies1 

Follow up 19.8 

months (mean) 

185 

per 1000 

181 

per 1000 

Low 

Due to very serious 

risk of bias2 

5- or 6-months 

glucocorticoid 

therapy duration 

may have little or no 

difference on 

infection 

Difference: 4 fewer per 

1000 

(95% CI: 65 fewer - 85 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Glucocorticoid-

related adverse 

events - 

Cushingoid 

appearance 

Relative risk: 0.86 

(95% CI: 0.6 - 1.23) 

Based on data from 

762 patients in 6 

studies3 

Follow up 21 

months (mean) 

375 

per 1000 

323 

per 1000 
Moderate 

Due to serious risk 

of bias4 

5- or 6-months 

glucocorticoid 

therapy duration 

probably has little or 

no difference on 

cushingoid 

appearance 

Difference: 52 fewer per 

1000 

(95% CI: 150 fewer - 86 

more) 

Glucocorticoid-

related adverse 

events - Eye 

complications 

Relative risk: 0.46 

(95% CI: 0.18 - 

1.17) 

Based on data from 

614 patients in 5 

studies5 

Follow up 22 

months (mean) 

36 

per 1000 

17 

per 1000 

Moderate 

Due to serious risk 

of bias6 

5- or 6-months 

glucocorticoid 

therapy duration 

probably has little or 

no difference to eye 

complications 

Difference: 19 fewer per 

1000 

(95% CI: 30 fewer - 6 more) 

Relapse 

12-24 months 

Relative risk: 0.62 

(95% CI: 0.45 - 

0.85) 

694 

per 1000 

430 

per 1000 Low 

Due to serious risk 

of bias, Due to 

5- or 6-months 

glucocorticoid 

therapy duration 

may decrease relapse 
Difference: 264 fewer per 

1000 
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Based on data from 

763 patients in 7 

studies7 

Follow up 19.3 

months (mean) 

(95% CI: 382 fewer - 104 

fewer) 

serious 

inconsistency8 

Frequent 

relapses 

12-24 months 

Relative risk: 0.73 

(95% CI: 0.49 - 

1.09) 

Based on data from 

707 patients in 6 

studies9 

Follow up 18.5 

months (mean) 

386 

per 1000 

282 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

inconsistency10 

5- or 6-months 

glucocorticoid 

therapy duration 

may have little or no 

difference on 

frequent relapses 

Difference: 104 fewer per 

1000 

(95% CI: 197 fewer - 35 

more) 

Frequent 

relapses - 

stratified by 

low risk of bias 

for allocation 

concealment 

12-24 months 

Relative risk: 1.0 

(95% CI: 0.74 - 

1.34) 

Based on data from 

377 patients in 3 

studies11 

Follow up 25 

months (mean) 

438 

per 1000 

438 

per 1000 

High 

5- or 6-month 

glucocorticoid 

therapy duration 

makes little or no 

difference to 

frequent relapses 

Difference: 0 fewer per 

1000 

(95% CI: 114 fewer - 149 

more) 

Frequent 

relapses - 

stratified by 

high or unclear 

risk of bias for 

allocation 

concealment 

12-24 months 

Relative risk: 0.48 

(95% CI: 0.32 - 

0.72) 

Based on data from 

330 patients in 3 

studies12 

Follow up 12 

months (mean) 

327 

per 1000 

157 

per 1000 

Moderate 

Due to serious risk 

of bias13 

In studies of high or 

unclear risk of bias 

for allocation 

concealment, 5- or 

6-months 

glucocorticoid 

therapy duration 

probably decreases 

frequent relapses 

Difference: 170 fewer per 

1000 

(95% CI: 222 fewer - 92 

fewer) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [326] with included studies: [275], [259], [242], [274], [272] Baseline/comparator: Control arm of reference 

used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Incomplete data 

and/or large loss to follow up.  

3. Systematic review [326] with included studies: [254], [242], [272], [275], [274], [259] Baseline/comparator: Control arm of 

reference used for intervention.  

4. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias.  

5. Systematic review [326] with included studies: [274], [254], [275], [272], [259] Baseline/comparator: Control arm of reference 

used for intervention.  

6. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias.  

7. Systematic review [326] with included studies: [264], [254], [272], [259], [275], [269], [274] Baseline/comparator: Control arm 

of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to follow up; 

Inconsistency: Serious. The magnitude of statistical heterogeneity was high, with I2:83%.  



 287 

9. Systematic review [326] with included studies: [254], [274], [272], [242], [264], [275] Baseline/comparator: Control arm of 

reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Serious. The magnitude 

of statistical heterogeneity was high, with I2: 68%.  

11. Systematic review [326] with included studies: [254], [275], [274] Baseline/comparator: Control arm of reference used for 

intervention.  

12. Systematic review [326] with included studies: [264], [272], [242] Baseline/comparator: Control arm of reference used for 

intervention.  

13. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate concealment of allocation during randomization process, resulting in potential for selection bias.  
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Table S135. 

Population: First episode of nephrotic syndrome in children 

Intervention: Weight-based prednisolone (1.5 mg/kg [maximum 40 mg]) 

Comparator: Body-surface area–based dosing of prednisolone (40 mg/m2) 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
BSA-based 

dosing of 

prednisone 

(40 mg/m2) 

Weight-

based 

prednisolone 

(1.5 mg/kg 

[maximum 

40 mg]) 

Glucocorticoid-

related adverse 

effects - 

Cushingoid 

features 

Relative risk: 1.26 

(95% CI: 0.61 - 

2.59) 

Based on data from 

84 patients in 1 

study1 

Follow up 6 months 

233 

per 1000 

294 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether weight-

based (1.5 mg/kg 

(maximum 40 mg)) 

prednisone increases 

or decreases 

cushingoid features 

Difference: 61 more per 

1000 

(95% CI: 91 fewer - 370 

more) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

6 months 

Relative risk: 1.0 

(95% CI: 0.66 - 

1.53) 

Based on data from 

86 patients in 1 

study3 

Follow up 6 months 

500 

per 1000 

500 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Weight-based 

prednisone (1.5 

mg/kg (maximum 40 

mg)) may have little 

or no difference on 

relapse at 6 months 

Difference: 0 fewer per 

1000 

(95% CI: 170 fewer - 265 

more) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infections 

Relative risk: 0.79 

(95% CI: 0.19 - 3.3) 

Based on data from 

84 patients in 1 

study5 

Follow up 6 months 

93 

per 1000 

73 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether weight-

based (1.5 mg/kg 

(maximum 40 mg)) 

increases or 

decreases infections 

Difference: 20 fewer per 

1000 

(95% CI: 75 fewer - 214 

more) 

Malignancy 
 

(95% CI: - ) 
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Difference:  

 

No studies were 

found that looked at 

malignancy 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [270] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 

3. Primary study [270] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients;  

5. Primary study [270] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients 
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Table S136. 

Population: First episode of nephrotic syndrome in children 

Intervention: Higher total dose (60 mg/m2/d [max 80 mg] for 6 weeks, 40 mg/m2 on alternate days for 6 

weeks) prednisone 

Comparator: Lower total dose (40 mg/m2/d [max 60 mg] for 6 weeks, 40 mg/m2 on alternate days for 6 

weeks) prednisone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Lower total 

dose 

prednisone 

Higher total 

dose 

prednisone 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Glucocorticoid-

related adverse 

effects - 

Cushing's 

syndrome 

Relative risk: 3.0 

(95% CI: 0.9 - 

10.01) 

Based on data from 

60 patients in 1 

study1 

Follow up 24 

months 

100 

per 1000 

300 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether higher total 

dose prednisone 

increases or decreases 

Cushing’s syndrome 

Difference: 200 more per 

1000 

(95% CI: 10 fewer - 901 

more) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Relapse 

12 months 

Relative risk: 0.63 

(95% CI: 0.42 - 

0.94) 

Based on data from 

59 patients in 1 

study3 

Follow up 24 

months 

793 

per 1000 

500 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Higher total dose of 

prednisone may 

decrease relapse at 12 

months 

Difference: 293 fewer per 

1000 

(95% CI: 460 fewer - 48 

fewer) 
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Frequently 

relapsing 

nephrotic 

syndrome 

Relative risk: 0.69 

(95% CI: 0.35 - 

1.37) 

Based on data from 

60 patients in 1 

study5 

Follow up 24 

months 

433 

per 1000 

299 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether higher total 

dose prednisone 

increases or decreases 

frequently relapsing 

nephrotic syndrome 

Difference: 134 fewer per 

1000 

(95% CI: 281 fewer - 160 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Primary study [253] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Only data 

from one study, Low number of patients, Wide confidence intervals  

3. Primary study [253] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients 

5. Primary study [253] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

 

References 

[253] Hiraoka M., Tsukahara H., Haruki S., Hayashi S., Takeda N., Miyagawa K., et al. Older boys benefit from higher initial 

prednisolone therapy for nephrotic syndrome. The West Japan Cooperative Study of Kidney Disease in Children. Kidney 

International 2000;58(3):1247-1252 

[326] Hahn D, Hodson EM, Willis NS, Craig JC. Corticosteroid therapy for nephrotic syndrome in children. The Cochrane 

Database of Systematic Reviews. 2015;(3):CD001533 
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Table S137. 

Population: First episode of nephrotic syndrome in children 

Intervention: Deflazacort 

Comparator: Prednisolone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Prednisolone Deflazacort 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end 

stage kidney disease Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

6 weeks 

Relative risk: 1.17 

(95% CI: 0.9 - 1.53) 

Based on data from 

25 patients in 1 

study1 

Follow up 6 weeks 

846 

per 1000 

990 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

We are uncertain 

whether deflazacort 

increases or decreases 

remission at 6 weeks 

Difference: 144 more per 

1000 

(95% CI: 85 fewer - 448 

more) 

Relapse 

9-12 months 

Relative risk: 0.47 

(95% CI: 0.28 - 

0.79) 

Based on data from 

65 patients in 2 

studies3 

Follow up 9 months 

(mean) 

636 

per 1000 

299 

per 1000 

Moderate 

Due to serious risk 

of bias4 

Deflazacort probably 

decreases relapse at 9-

12 months 

Difference: 337 fewer per 

1000 

(95% CI: 458 fewer - 134 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were found 

that looked annual 

GFR loss Difference:  

 

1. Primary study [273] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Low number of 

patients, Only data from one study 
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3. Systematic review [326] with included studies: [273], [249] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: No serious. Low number 

of patients, due to few patients with further relapse by 9-12 Months in one of the studies 

 

References 

[249] Broyer M., Terzi F., Lehnert A., Gagnadoux MF, Guest G., Niaudet P. A controlled study of deflazacort in the treatment of 
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Idiopathic nephrotic syndrome. Iranian Journal of Pediatrics 2015;25(2): e510-e510 

[326] Hahn D, Hodson EM, Willis NS, Craig JC. Corticosteroid therapy for nephrotic syndrome in children. The Cochrane 

Database of Systematic Reviews. 2015;(3):CD001533 
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Table S138. 

Population: First episode of nephrotic syndrome in children 

Intervention: High-dose methylprednisone 

Comparator: Prednisolone (2 months of therapy) 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Prednisolone 

(2-month of 

therapy) 

High-dose 

methylpredni

sone 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss  Difference: 

 

Time to 

remission 

Measured by: days 

Scale: - Lower better 

Based on data from 

38 patients in 2 

studies 

Follow up 23 

months (mean) 

 

Days Mean 

 

Days Mean 

Low 

Due to very serious 

risk of bias, Due to 

serious imprecision, 

Upgraded due to 

Large magnitude of 

effect1 

High-dose 

methylprednisone 

may decrease time to 

remission 

Difference: MD 5.54 lower 

(95% CI: 8.46 lower - 2.61 

lower) 

Time to first 

relapse 

Measured by: 

Months 

Scale: - High better 

Based on data from 

15 patients in 1 

study2 

 

Mean 

 

Mean 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision3 

We are uncertain 

whether high-dose 

methylprednisone in 

the first episode of 

nephrotic syndrome 

increases or 

Difference: MD 8.10 lower 

(95% CI: 30.51 lower - 

14.31 higher) 
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Follow up 40 

months (mean) 

decreases time to 

first relapse 

1. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack 

of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of blinding of outcome 

assessors, resulting in potential for detection bias, Incomplete data and/or large loss to follow up 25%, Selective outcome 

reporting; Imprecision: Serious. Low number of patients, due to few events; Upgrade: Large magnitude of effect.  

2. Primary study [265] Baseline/comparator: Control arm of reference used for intervention.  

3. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack 

of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of blinding of outcome 

assessors, resulting in potential for detection bias, Incomplete data and/or large loss to follow up (21%); Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study 

 

References 

[265] Mocan H., Erduran E., Karaguzel G. High dose methylprednisolone therapy in nephrotic syndrome. Indian Journal of 

Pediatrics 1999;66(2):171-174 

[326] Hahn D, Hodson EM, Willis NS, Craig JC. Corticosteroid therapy for nephrotic syndrome in children. The Cochrane 

Database of Systematic Reviews. 2015;(3):CD001533 
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Table S139. 

Population: First episode of nephrotic syndrome in children 

Intervention: Long prednisone duration and Sairei-to 

Comparator: Standard prednisone duration and Sairei-to 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Standard 

prednisone 

duration and 

Sairei-to 

Long 

prednisone 

duration and 

Sairei-to 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: fewer 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: fewer 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: fewer 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: fewer 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: fewer 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference: fewer 

 

Relapse 

2 years 

Relative risk: 0.92 

(95% CI: 0.75 - 

1.14) 

Based on data from 

171 patients in 1 

study1 

Follow up 24 

months 

705 

per 1000 

649 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision2 

We are uncertain 

whether long 

duration prednisone 

and Sairei-to 

increases or 

decreases relapse at 

2 years 

Difference: 56 fewer per 

1000 

(95% CI: 176 fewer - 99 

more) 

Frequent 

relapses 

2 years 

Relative risk: 1.12 

(95% CI: 0.64 - 

1.94) 

Based on data from 

171 patients in 1 

study3 

Follow up 24 

months 

216 

per 1000 

242 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious risk of bias, 

Due to very serious 

imprecision4 

We are uncertain 

whether long 

duration prednisone 

and Sairei-to 

increases or 

decreases frequent 

relapse at 2 years 

Difference: 26 more per 

1000 

(95% CI: 78 fewer - 203 

more) 
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Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: null lower 

 

1. Primary study [279] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Serious. Only data from one study, Low number of patients 

3. Primary study [279] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

 

References 
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[326] Hahn D, Hodson EM, Willis NS, Craig JC. Corticosteroid therapy for nephrotic syndrome in children. The Cochrane 
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Table S140. 

Population: Children with relapsing nephrotic syndrome 

Intervention: Intermittent dose prednisone 

Comparator: Alternate-day dose prednisone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Alternate-day 

dose 

Intermittent 

dose 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Relapsing 

during therapy 

6-month 

therapy 

Relative risk: 0.6 

(95% CI: 0.36 - 

1.02) 

Based on data from 

48 patients in 1 

study1 

Follow up 6 months 

720 

per 1000 

432 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Intermittent dose may 

decrease relapsing 

during therapy slightly 

Difference: 288 fewer per 

1000 

(95% CI: 461 fewer - 14 

more) 

Relapse 

9-12 months 

Relative risk: 1.2 

(95% CI: 0.93 - 

1.55) 

Based on data from 

48 patients in 1 

study3 

Follow up 9-12 

months 

760 

per 1000 

912 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

We are uncertain 

whether intermittent 

glucocorticoid 

increases or decreases 

relapse at 9 to 12 

months 

Difference: 152 more per 

1000 

(95% CI: 53 fewer - 418 

more) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Annual GFR 
Measured by: 

Scale: - Lower better 
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Difference: 

 

No studies were found 

that looked at annual 

GFR loss 

1. Primary study [245] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Serious. Only data from one study 

3. Primary study [245] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and large loss to follow 

up; Imprecision: Serious. Low number of patients, Only data from one study 

 

References 
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Table S141. 

Population: Children with relapsing nephrotic syndrome 

Intervention: Daily glucocorticoid therapy 

Comparator: Intermittent glucocorticoid therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary Intermittent 

glucocorticoi

d therapy 

Daily 

glucocorticoi

d therapy 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

Relative risk: 0.2 

(95% CI: 0.05 - 

0.82) 

Based on data from 

50 patients in 1 

study1 

Follow up ≥8 

months 

400 

per 1000 

80 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision,2 

Daily glucocorticoid 

therapy may 

decrease relapse 

Difference: 320 fewer per 

1000 

(95% CI: 380 fewer - 72 

fewer) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [244] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and large loss to follow 

up ((10/64 (15.6%) not included in analysis because of protocol violation)), Selective outcome reporting (not all of the review's 

pre-specified primary outcomes have been reported, adverse events not reported); Imprecision: Serious. Only data from one 

study;  
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Table S142. 

Population: Children with relapsing nephrotic syndrome 

Intervention: Daily prednisone 

Comparator: Alternate-day prednisone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Alternate-day 

prednisone 

Daily 

prednisone 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Relapse rate per 

year 

12 months 

Measured by: 

Scale: - Lower better 

Based on data from 

62 patients in 1 

study1 

Follow up 12 

months 

 

Mean 

 

Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Daily prednisone for 

relapsing nephrotic 

syndrome may 

decrease the annual 

rate of relapse  

Difference: MD 0.90 lower 

(95% CI: 1.33 lower - 0.47 

lower) 

1. Primary study [278] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study 

 

References 
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Table S143. 

Population: Children with relapsing nephrotic syndrome 

Intervention: Intravenous glucocorticoid therapy 

Comparator: Oral glucocorticoid therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary Oral 

glucocorticoi

d therapy 

Intravenous 

glucocorticoi

d therapy 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

9-12 months 

Relative risk: 1.06 

(95% CI: 0.75 - 

1.52) 

Based on data from 

64 patients in 1 

study1 

Follow up 18 

months (mean) 

636 

per 1000 

674 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision2 

Intravenous 

glucocorticoid 

therapy may have 

little or no difference 

on further relapses 

by 9-12 months 

Difference: 38 more per 

1000 

(95% CI: 159 fewer - 331 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [255] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Wide 

confidence intervals, Only data from one study 
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Table S144. 

Population: Children with relapsing nephrotic syndrome 

Intervention: Single glucocorticoid dose 

Comparator: Divided-dose glucocorticoid therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary Divided dose 

glucocorticoi

d therapy 

Single 

glucocorticoi

d dose 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference: 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference: 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

9-12 months 

Relative risk: 1.07 

(95% CI: 0.93 - 

1.55) 

Based on data from 

94 patients in 1 

study1 

Follow up 9 months 

574 

per 1000 

614 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision2 

Single 

glucocorticoid dose 

may have little or no 

difference on further 

relapse by 9-12 

months 

Difference: 40 more per 

1000 

(95% CI: 40 fewer - 316 

more) 

Serious adverse 

events 

Relative risk: 0.41 

(95% CI: 0.18 - 

0.91) 

Based on data from 

138 patients in 2 

studies3 

Follow up 7.5 

months (mean) 

278 

per 1000 

114 

per 1000 

Low 

Due to very serious 

risk of bias4 

Single 

glucocorticoid dose 

may decrease serious 

adverse events 

Difference: 164 fewer per 

1000 

(95% CI: 228 fewer - 25 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 
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Difference:  

 

No studies were 

found that looked at 

annual GFR loss 

Mean time to 

relapse 

2 months 

therapy 

Measured by: 

Months 

Scale: - Lower better 

Based on data from 

94 patients in 1 

study5 

Follow up 9 months 

 

Mean 

 

Mean 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision6 

Glucocorticoid 

therapy in relapse of 

nephrotic syndrome 

may have little or no 

difference on mean 

time to relapse 

Difference: MD 0.30 lower 

(95% CI: 1.64 lower - 1.04 

higher) 

1. Primary study [282] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and large loss to follow 

up; Imprecision: Serious. Wide confidence intervals, Only data from one study;  

3. Systematic review [326] with included studies: [261], [282] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack 

of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of blinding of outcome 

assessors, resulting in potential for detection bias, Incomplete data and/or large loss to follow up, Selective outcome reporting;  

5. Primary study [282] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and large loss to follow 

up; Imprecision: Serious. Wide confidence intervals, Only data from one study;  
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Table S145. 

Population: Children with relapsing nephrotic syndrome 

Intervention: 1 mg/kg glucocorticoid 

Comparator: 2 mg/kg glucocorticoid 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 2 mg/kg 

glucocorticoi

d 

1 mg/kg 

glucocorticoi

d 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

All cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

all-cause mortality Difference:  

 

End stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

end stage kidney 

disease 
Difference:  

 

>50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

>50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Time to 

remission 

Measured by: 

Scale: - Lower better 

Based on data from 

20 patients in 1 

study1 

Follow up 3 months 

 

Mean 

 

Mean 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

1 mg/kg 

glucocorticoid may 

have little or no 

difference on time to 

remission 

Difference: MD 0.90 higher 

(95% CI: 0.96 lower - 2.76 

higher) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

annual GFR loss Difference:  

 

1. Systematic review [326] with included studies: [248] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Selective outcome reporting (no report 

of adverse events); Imprecision: Serious. Only data from one study  
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Table S146. 

Population: Children with relapsing nephrotic syndrome 

Intervention: Prednisone: 60 mg/m2/d for 4 weeks and tapered daily dose for 4 weeks 

Comparator: Prednisone: 60 mg/m2/d until remission and 40 mg/m2 on 3/7 consecutive days 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Intermittent 

oral 

glucocorticoi

d therapy 

Prolonged 

oral 

glucocorticoi

ds 

End stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

all-cause mortality Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

9-12 months 

Relative risk: 1.0 

(95% CI: 0.89 - 

1.12) 

Based on data from 

50 patients in 1 

study1 

Follow up 8 months 

960 

per 1000 

960 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision2 

We are uncertain 

whether prolonged 

glucocorticoid 

therapy decreases 

further relapses at 9-

12 months 

Difference: 0 fewer per 

1000 

(95% CI: 106 fewer - 115 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [244] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and large loss to follow 

up (15.6% not included in analysis because of protocol violation), Selective outcome reporting (adverse events not reported); 

Imprecision: Serious. Only data from one study  
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Table S147. 

Population: Children with relapsing nephrotic syndrome 

Intervention: Prolonged glucocorticoid therapy (7 months): 60 mg/m2/d for 4 weeks, then 60 mg/m2 on 

alternate days, reducing alternate-day dose by 10 mg/m2 every 4 weeks 

Comparator: Standard duration (2 months): prednisolone 60 mg/m2/d until urine protein-free for 3 days, then 

40 mg/m2 on alternate days for 4 weeks 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Standard 

duration (2 

months) 

Prolonged 

glucocorticoi

d therapy (7 

months) 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Relapse 

6 months 

Relative risk: 0.04 

(95% CI: 0.01 - 

0.25) 

Based on data from 

90 patients in 1 

study1 

Follow up 6 months 

630 

per 1000 

25 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Prolonged 

glucocorticoid 

therapy (7 months) 

for relapsing 

nephrotic syndrome 

may decrease relapse 

at 6 months 

Difference: 605 fewer per 

1000 

(95% CI: 624 fewer - 472 

fewer) 

Relapse 

1 year 

Relative risk: 0.43 

(95% CI: 0.29 - 

0.65) 

Based on data from 

76 patients in 1 

study3 

Follow up 12 

months 

882 

per 1000 

379 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Prolonged 

glucocorticoid 

therapy (7 months) 

for relapsing 

nephrotic syndrome 

may decrease relapse 

at 1 year 

Difference: 503 fewer per 

1000 

(95% CI: 626 fewer - 309 

fewer) 

Relapse 

2 years 

Relative risk: 0.6 

(95% CI: 0.45 - 0.8) 

Based on data from 

64 patients in 1 

study5 

Follow up 2 years 

964 

per 1000 

578 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Prolonged 

glucocorticoid 

therapy (7 months) 

for relapsing 

nephrotic syndrome 

may decrease relapse 

at 2 years 

Difference: 386 fewer per 

1000 

(95% CI: 530 fewer - 193 

fewer) 

Relapse 

3 years 

Relative risk: 0.71 

(95% CI: 0.56 - 0.9) 

Based on data from 

53 patients in 1 

study7 

Follow up 3 years 

1000 

per 1000 

710 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Prolonged 

glucocorticoid 

therapy (7 months) 

for relapsing 

nephrotic syndrome 

may decrease relapse 

at 3 years 

Difference: 290 fewer per 

1000 

(95% CI: 440 fewer - 100 

fewer) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  
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Frequently 

relapsing or 

steroid-

dependent 

nephrotic 

syndrome 

6 months 

Relative risk: 0.43 

(95% CI: 0.19 - 

0.95) 

Based on data from 

72 patients in 1 

study9 

Follow up 6 months 

406 

per 1000 

175 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision10 

Prolonged 

glucocorticoid 

therapy (7 months) 

for relapsing 

nephrotic syndrome 

may decrease 

frequently relapsing 

or steroid-dependent 

nephrotic syndrome 

Difference: 231 fewer per 

1000 

(95% CI: 329 fewer - 20 

fewer) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [326] with included studies: [257] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Serious. Only data from one study  

3. Systematic review [326] with included studies: [257] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and large loss to follow 

up (25%), Selective outcome reporting; Imprecision: Serious. Only data from one study 

5. Systematic review [326] with included studies: [257] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up, Selective outcome reporting; Imprecision: Serious. Only data from one study  

7. Systematic review [326] with included studies: [257] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, large loss to follow up (25%), Selective 

outcome reporting; Imprecision: Serious. Only data from one study  

9. Systematic review [326] with included studies: [257] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, large loss to follow up (25%), Selective 

outcome reporting; Imprecision: Serious. Only data from one study 
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Table S148. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Cyclophosphamide 

Comparator: Chlorambucil 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Chlorambucil 

Cyclophosph

amide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

12 months 

Relative risk: 1.15 

(95% CI: 0.69 - 

1.94) 

Based on data from 

50 patients in 1 

study1 

Follow up 24 

months 

500 

per 1000 

575 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

cyclophosphamide 

increases or 

decreases relapse at 

12 months 

Difference: 75 more per 

1000 

(95% CI: 155 fewer - 470 

more) 

Relapse 

24 months 

Relative risk: 1.31 

(95% CI: 0.8 - 2.13) 

Based on data from 

50 patients in 1 

study 

Follow up 24 

months 

500 

per 1000 

655 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision3 

Cyclophosphamide 

may have little or no 

difference on relapse 

Difference: 155 more per 

1000 

(95% CI: 100 fewer - 565 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 
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Difference:  

 

No studies were 

found that looked at 

annual GFR loss 

1. Systematic review [333] with included studies: [291] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

3. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Wide 

confidence intervals, Only data from one study, Low number of patients  
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Table S149. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Chlorambucil increasing dose 

Comparator: Chlorambucil stable dose 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Chlorambucil 

stable dose 

Chlorambucil 

increasing 

dose 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

12 months 

Relative risk: 0.18 

(95% CI: 0.01 - 

3.41) 

Based on data from 

21 patients in 1 

studies1 

Follow up 28 

months (mean) 

200 

per 1000 

36 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether increasing 

or stable 

chlorambucil dose 

increases or 

decreases relapse 

Difference: 164 fewer per 

1000 

(95% CI: 198 fewer - 482 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [292] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients  
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Table S150. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Cyclophosphamide longer duration 

Comparator: Cyclophosphamide shorter duration 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of evidence) 

Plain text 

summary 
Cyclophosph

amide shorter 

duration 

Cyclophosph

amide longer 

duration 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies ere 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference:  

 

Relapse - 8 

weeks vs. 2 

weeks 

6 months 

Relative risk: 0.27 

(95% CI: 0.07 - 

1.07) 

Based on data from 

29 patients in 1 

study1 

Follow up 5-26 

months 

500 

per 1000 

135 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious imprecision2 

We are uncertain 

whether 

cyclophosphamide 

for 8 weeks 

duration increases 

or decreases 

relapse at 6 months 

Difference: 365 fewer per 

1000 

(95% CI: 465 fewer - 35 

more) 

Relapse - 12 

weeks vs. 8 

weeks 

12 months 

Relative risk: 1.01 

(95% CI: 0.73 - 

1.39) 

Based on data from 

72 patients in 1 

study3 

Follow up 42 

months (mean) 

677 

per 1000 

684 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision4 

Cyclophosphamide 

for 12 weeks 

duration may have 

little or no 

difference on 

relapse at 12 

months 

Difference: 7 more per 

1000 

(95% CI: 183 fewer - 264 

more) 

Relative risk: 0.98 
750 

per 1000 

735 

per 1000 
Low 

Cyclophosphamide 

for 12 weeks 
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Relapse - 12 

weeks vs. 8 

weeks 

24 months 

(95% CI: 0.74 - 

1.28) 

Based on data from 

73 patients in 1 

study5 

Follow up 42 

months (mean) 

Difference: 15 fewer per 

1000 

(95% CI: 195 fewer - 210 

more) 

Due to serious risk of 

bias, Due to serious 

imprecision6 

duration may have 

little or no 

difference on 

relapse at 24 

months 

Relapse - 8 

weeks vs. 2 

weeks 

12 months 

Relative risk: 0.25 

(95% CI: 0.07 - 

0.92) 

Based on data from 

22 patients in 1 

study7 

Follow up 5-26 

months 

727 

per 1000 

182 

per 1000 

Low 

Due to very serious 

risk of bias8 

Cyclophosphamide 

duration for 8 

weeks may 

decrease relapse at 

12 months 

Difference: 545 fewer per 

1000 

(95% CI: 676 fewer - 58 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Primary study [294] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Serious. Wide confidence intervals, Only data from one study, Low number of patients  

3. Systematic review [333] with included studies: [317] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

5. Primary study [317] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Wide 

confidence intervals, Only data from one study, Low number of patients  

7. Primary study [294] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: No serious. Only data from one study, Low number of patients  
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Table S151. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Low-dose cyclophosphamide (2.5 mg/kg/d) 

Comparator: High-dose cyclophosphamide (5 mg/kg/d) 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
High-dose 

cyclophospha

mide (5 

mg/kg/d) 

Low-dose 

cyclophospha

mide (2.5 

mg/kg/d) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference: 

 

Relapse 

12 months 

Relative risk: 2.33 

(95% CI: 0.11 - 

48.99) 

Based on data from 

14 patients in 1 

study1 

Follow up 18 

months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision2 

There were too few 

who experienced the 

relapse, to determine 

whether low dose 

cyclophosphamide 

made a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [333] with included studies: [321] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack 

of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of blinding of outcome 
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assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide confidence intervals, Only data from one 

study, Low number of patients 

 

References 
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Table S152. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Intravenous cyclophosphamide 

Comparator: Oral cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Oral 

cyclophospha

mide 

Intravenous 

cyclophospha

mide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

Relative risk: 0.14 

(95% CI: 0.03 - 

0.72) 

Based on data from 

83 patients in 2 

studies1 

Follow up 17 

months (mean) 

238 

per 1000 

33 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Intravenous 

cyclophosphamide 

may decrease 

infection 

Difference: 205 fewer per 

1000 

(95% CI: 231 fewer - 67 

fewer) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

6 months 

Relative risk: 0.54 

(95% CI: 0.34 - 

0.88) 

Based on data from 

83 patients in 2 

studies3 

Follow up 17 

months (mean) 

524 

per 1000 

283 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Intravenous 

cyclophosphamide 

may decrease relapse 

Difference: 241 fewer per 

1000 

(95% CI: 346 fewer - 63 

fewer) 

Continuing 

frequently 

relapsing or 

steroid-

dependent 

nephrotic 

syndrome 

Relative risk: 0.4 

(95% CI: 0.18 - 

0.89) 

Based on data from 

47 patients in 1 

study5 

571 

per 1000 

228 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Intravenous 

cyclophosphamide 

may decrease 

continuing 

frequently relapsing 

or steroid-dependent 

nephrotic syndrome 

Difference: 343 fewer per 

1000 

(95% CI: 468 fewer - 63 

fewer) 
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6 months Follow up 22.5 

months (mean) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [333] with included studies: [311], [285] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients 

3. Systematic review with included studies: [285], [311] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Low number of 

patients  

5. Systematic review [333] with included studies: [311] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients  
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Table S153. 

Population: Post hoc analysis: Children with frequently relapsing and steroid-dependent nephrotic syndrome 

Intervention: Alkylating agents in frequently relapsing patients 

Comparator: Alkylating agents in steroid-dependent patients 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 

Alkylating 

agents in 

steroid-

dependent 

patients 

Alkylating 

agents in 

frequently 

relapsing 

patients 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

24 months 

Relative risk: 0.35 

(95% CI: 0.15 - 

0.85) 

Based on data from 

50 patients in 1 

study1 

Follow up 24 

months 

706 

per 1000 

247 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Alkylating agents 

use in frequently 

relapsing steroid-

sensitive nephrotic 

syndrome may 

decrease relapse 

Difference: 459 fewer per 

1000 

(95% CI: 600 fewer - 106 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [291] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients 
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Table S154. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Alkylating agents 

Comparator: Cyclosporine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclosporine 

Alkylating 

agents 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse - 

chlorambucil 

vs. 

cyclosporine 

6-9 months 

Relative risk: 0.82 

(95% CI: 0.44 - 

1.53) 

Based on data from 

40 patients in 1 

study1 

Follow up 2-3 years 

550 

per 1000 

451 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

chlorambucil 

increases or 

decreases relapse 

Difference: 99 fewer per 

1000 

(95% CI: 308 fewer - 291 

more) 

Relapse- 

chlorambucil 

vs. 

cyclosporine 

12 months 

Relative risk: 0.47 

(95% CI: 0.29 - 

0.78) 

Based on data from 

40 patients in 1 

study3 

Follow up 30 

months (mean) 

950 

per 1000 

447 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Chlorambucil may 

decrease relapse at 

12 months 

Difference: 503 fewer per 

1000 

(95% CI: 674 fewer - 209 

fewer) 

Relapse - 

chlorambucil 
Relative risk: 0.58 

950 

per 1000 

551 

per 1000 
Low 
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vs. 

cyclosporine 

12-24 months 

(95% CI: 0.38 - 

0.87) 

Based on data from 

40 patients in 1 

study5 

Follow up 30 

months (mean) 

Difference: 399 fewer per 

1000 

(95% CI: 589 fewer - 123 

fewer) 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Chlorambucil may 

decrease relapse at 

12-24 months 

Relapse - 

cyclophospham

ide vs. 

cyclosporine 

6-9 months 

Relative risk: 1.07 

(95% CI: 0.48 - 

2.35) 

Based on data from 

55 patients in 1 

study7 

Follow up 30 

months (mean) 

300 

per 1000 

321 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision8 

We are uncertain 

whether 

cyclophosphamide 

increases or 

decreases relapse 

Difference: 21 more per 

1000 

(95% CI: 156 fewer - 405 

more) 

Hypertrichosis 

Relative risk: 0.05 

(95% CI: 0.01 - 

0.36) 

Based on data from 

112 patients in 2 

studies9 

Follow up 22 

months (mean) 

339 

per 1000 

17 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision10 

Alkylating agents 

may decrease 

hypertrichosis 

Difference: 322 fewer per 

1000 

(95% CI: 336 fewer - 217 

fewer) 

Serum 

creatinine 

increase >30% 

Relative risk: 0.18 

(95% CI: 0.02 - 

1.54) 

Based on data from 

112 patients in 2 

studies11 

Follow up 22 

months (mean) 

89 

per 1000 

16 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision12 

We are uncertain 

whether alkylating 

agents increases or 

decreases serum 

creatinine increases 

>30% 

Difference: 73 fewer per 

1000 

(95% CI: 87 fewer - 48 

more) 

Relapse - 

Cyclophospha

mide versus 

cyclosporine 

12-24 months 

Relative risk: 0.4 

(95% CI: 0.22 - 

0.73) 

Based on data from 

55 patients in 1 

studies13 

Follow up 3 months 

to 2 years 

800 

per 1000 

320 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision14 

Cyclophosphamide 

may decrease relapse 
Difference: 480 fewer per 

1000 

(95% CI: 624 fewer - 216 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [333] with included studies: [322] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [333] with included studies: [322] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients 

5. Primary study [322] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients 

7. Systematic review [333] with included studies: [322] Baseline/comparator: Control arm of reference used for intervention.  
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8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

9. Systematic review [333] with included studies: [322], [302] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Low number of 

patients 

11. Systematic review [333] with included studies: [302], [322] Baseline/comparator: Control arm of reference used for 

intervention.  

12. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Low number of patients 

13. Systematic review [333] with included studies: [302] Baseline/comparator: Control arm of reference used for intervention.  

14. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients 
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Table S155. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Cyclophosphamide 

Comparator: Vincristine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Vincristine 

Cyclophosph

amide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference: 

 

Relapse 

12 months 

Relative risk: 0.54 

(95% CI: 0.26 - 

1.16) 

Based on data from 

39 patients in 1 

study1 

Follow up 24 

months 

619 

per 1000 

334 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Cyclophosphamide 

may have little or no 

difference on relapse 

at 12 months 

Difference: 285 fewer per 

1000 

(95% CI: 458 fewer - 99 

more) 

Relapse 

24 months 

Relative risk: 0.73 

(95% CI: 0.45 - 

1.18) 

Based on data from 

39 patients in 1 

study3 

Follow up 24 

months 

762 

per 1000 

556 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Cyclophosphamide 

may have little or no 

difference on relapse 

at 24 months 

Difference: 206 fewer per 

1000 

(95% CI: 419 fewer - 137 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 
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Difference: null lower 

 

No studies were 

found that looked at 

complete remission 

1. Systematic review [333] with included studies: [284] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [333] with included studies: [284] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

 

References 

[283] Abeyagunawardena A. Intravenous pulsed cyclophosphamide versus vincristine therapy in steroid dependent nephrotic 
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Table S156. 

Population: Children with frequently relapsing or steroid-dependent nephrotic syndrome 

Intervention: Levamisole 

Comparator: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclophosph

amide 
Levamisole 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

Relative risk: 1.08 

(95% CI: 0.67 - 

1.75) 

Based on data from 

40 patients in 1 

study1 

Follow up 24 

months 

600 

per 1000 

648 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether levamisole 

increases or 

decreases infection 

Difference: 48 more per 

1000 

(95% CI: 198 fewer - 450 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Relapse 

6-9 months 

after therapy 

Relative risk: 1.17 

(95% CI: 0.76 - 

1.81) 

Based on data from 

97 patients in 2 

studies3 

Follow up 18 

months (mean) 

532 

per 1000 

622 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

Levamisole may 

have little or no 

difference on relapse 

Difference: 90 more per 

1000 

(95% CI: 128 fewer - 431 

more) 

Relapse 

12 months after 

therapy 

Relative risk: 0.89 

(95% CI: 0.68 - 

1.16) 

Based on data from 

40 patients in 1 

study5 

Follow up 24 

months 

900 

per 1000 

801 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Levamisole may 

have little or no 

difference on relapse 

after 12 months of 

therapy 

Difference: 99 fewer per 

1000 

(95% CI: 288 fewer - 144 

more) 

Relapse 

24 months after 

therapy 

Relative risk: 0.89 

(95% CI: 0.73 - 1.1) 

950 

per 1000 

845 

per 1000 Low 

Due to serious risk 

of bias, Due to 

Levamisole may 

have little or no 

difference on relapse Difference: 105 fewer per 

1000 
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Based on data from 

40 patients in 1 

study7 

Follow up 24 

months 

(95% CI: 256 fewer - 95 

more) 

serious 

imprecision8 

after 24 months of 

therapy 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

End of therapy 

Relative risk: 2.14 

(95% CI: 0.22 - 

20.95) 

Based on data from 

97 patients in 2 

studies9 

Follow up 18 

months (mean) 

255 

per 1000 

546 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

inconsistency, Due 

to very serious 

imprecision10 

We are uncertain 

whether levamisole 

increases or 

decreases relapse at 

the end of therapy 

Difference: 291 more per 

1000 

(95% CI: 199 fewer - 5087 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [333] with included studies: [300] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [333] with included studies: [315], [300] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Low number of patients  

5. Systematic review [333] with included studies: [300] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients 

7. Systematic review [333] with included studies: [300] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients 

9. Primary study [300], [315] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Inconsistency: Very Serious. The 

magnitude of statistical heterogeneity was high, with I2: 79%., Point estimates vary widely; Imprecision: Very Serious. Wide 

confidence intervals, Low number of patients 

 

References 

[300] Donia AF, Ammar HM, El Agroudy A., Moustafa F., Sobh MA. Long-term results of two unconventional agents in steroid-

dependent nephrotic children. Pediatric Nephrology 2005;20(10):1420-1425 

[315] Sural S., Pahari DK, Mitra K., Bhattacharya S., Mondal S., Taraphder A. Efficacy of levamisole compared to 

cyclophosphamide and steroid in frequently relapsing (FR) minimal change nephrotic syndrome (MCNS) [abstract]. Journal of the 

American Society of Nephrology 2001;12(Program & Abstracts):126A-126A 

[333] Larkins NG, Liu ID, Willis NS, Craig JC, Hodson EM. Non-corticosteroid immunosuppressive medications for steroid-

sensitive nephrotic syndrome in children. The Cochrane Database of Systematic Reviews. 2020;4 CD002290 

 

 

  



 333 

Table S157. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Mycophenolate mofetil 

Comparator: Cyclosporine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary 
Cyclosporine 

Mycophenola

te mofetil 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference: fewer 

 

Infection - 

Pneumonia 

Relative risk: 3.0 

(95% CI: 0.13 - 

67.06) 

Based on data from 

24 patients in 1 

study1 

Follow up 12 

months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

mycophenolate 

mofetil increases 

or decreases 

relapse at infection 

- pneumonia 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference:  

 

Relapse 

12 months 

Relative risk: 1.9 

(95% CI: 0.66 - 

5.46) 

Based on data from 

82 patients in 2 

studies3 

Follow up 12 

months (mean) 

238 

per 1000 

452 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether 

mycophenolate 

mofetil increases 

or decreases 

relapse at 12 

months 

Difference: 214 more per 

1000 

(95% CI: 81 fewer - 1061 

more) 

Hypertrichosis 

Relative risk: 0.23 

(95% CI: 0.1 - 0.5) 

Based on data from 

140 patients in 3 

studies5 

Follow up 10 

months (mean) 

426 

per 1000 

98 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Mycophenolate 

mofetil may 

decrease 

hypertrichosis 

Difference: 328 fewer per 

1000 

(95% CI: 383 fewer - 213 

fewer) 
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Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

Based on data from 

24 patients in 1 

study7 

Follow up 12 

months 

 

ml/min/1.73

m2 Mean 

 

ml/min/1.73

m2 Mean 

Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Mycophenolate 

mofetil may 

improve annual 

GFR loss 
Difference: MD 20 higher 

(95% CI: 5.49 higher - 34.51 

higher) 

1. Primary study [301] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [333] with included studies: [324], [301] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Very Serious. Wide confidence intervals, Low number of patients 

5. Systematic review [333] with included studies: [301], [316], [324] Baseline/comparator: Control arm of reference used for 

intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Serious. Low number of patients  

7. Primary study [301] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data and/or large loss to 

follow up; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S158. 

Population: Children with frequently relapsing steroid-sensitive nephrotic syndrome 

Intervention: Changing cyclosporine dose 

Comparator: Fixed cyclosporine dose 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Fixed 

cyclosporine 

dose 

Changing 

cyclosporine 

dose 

Relapse 

24 months 

Relative risk: 0.65 

(95% CI: 0.45 - 

0.94) 

Based on data from 

44 patients in 1 

study1 

Follow up 24 

months 

900 

per 1000 

585 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Changing dose 

cyclosporine may 

decrease relapse at 

24 months 

Difference: 315 fewer per 

1000 

(95% CI: 495 fewer - 54 

fewer) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

6 months 

Relative risk: 0.31 

(95% CI: 0.1 - 1.02) 

Based on data from 

44 patients in 1 

study3 

Follow up 24 

months 

400 

per 1000 

124 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Changing 

cyclosporine dose 

may have little or no 

difference on relapse 

Difference: 276 fewer per 

1000 

(95% CI: 360 fewer - 8 

more) 

Relapse 

12 months 

Relative risk: 0.33 

(95% CI: 0.16 - 0.7) 

750 

per 1000 

248 

per 1000 
Low 

Changing dose 

cyclosporine may 
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Based on data from 

44 patients in 1 

study5 

Follow up 24 

months 

Difference: 502 fewer per 

1000 

(95% CI: 630 fewer - 225 

fewer) 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

decrease relapse at 

12 months 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [310] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients; Upgrade: Large 

magnitude of effect.  

3. Primary study [310] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, Selective outcome reporting; Imprecision: 

Serious. Only data from one study, Low number of patients 

5. Primary study [310] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S159. 

Population: Children with frequently relapsing or steroid-dependent nephrotic syndrome 

Intervention: High cyclosporine dose 

Comparator: Low cyclosporine dose 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Low 

cyclosporine 

dose 

High 

cyclosporine 

dose 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

Relative risk: 1.13 

(95% CI: 0.61 - 

2.07) 

Based on data from 

85 patients in 1 

study1 

Follow up 24 

months 

310 

per 1000 

350 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether higher dose 

cyclosporine 

increases or 

decreases infection 

Difference: 40 more per 

1000 

(95% CI: 121 fewer - 332 

more) 

Pneumonia 

Relative risk: 2.93 

(95% CI: 0.32 - 

27.06) 

Based on data from 

85 patients in 1 

study3 

Follow up 24 

months 

24 

per 1000 

70 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether higher dose 

cyclosporine 

increases or 

decreases 

pneumonia 

Difference: 46 more per 

1000 

(95% CI: 16 fewer - 625 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Relapse 

2 years 

Relative risk: 0.74 

(95% CI: 0.45 - 

1.22) 

Based on data from 

85 patients in 1 

study5 

500 

per 1000 

370 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

High dose 

cyclosporine dose 

may have little or no 

difference on relapse 

at 2 years 

Difference: 130 fewer per 

1000 

(95% CI: 275 fewer - 110 

more) 
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Follow up 24 

months 

Number with 

frequently 

relapsing or 

steroid-

dependent 

nephrotic 

syndrome 

2 years 

Relative risk: 0.42 

(95% CI: 0.18 - 

0.99) 

Based on data from 

85 patients in 1 

study7 

Follow up 24 

months 

334 

per 1000 

140 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

High dose 

cyclosporine may 

decrease the number 

of patients that 

develop frequently 

relapsing or steroid-

dependent nephrotic 

syndrome at 2 years 

Difference: 194 fewer per 

1000 

(95% CI: 274 fewer - 3 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [308] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

3. Primary study [308] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide 

confidence intervals, Only data from one study, Low number of patients 

5. Primary study [308] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients 

7. Primary study [308] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data from 

one study, Low number of patients 
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Table S160. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Azathioprine 

Comparator: Glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary Glucocorticoi

ds 
Azathioprine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference:  

 

Relapse 

6 months 

Relative risk: 0.9 

(95% CI: 0.59 - 

1.38) 

Based on data from 

60 patients in 2 

studies1 

Follow up 7 months 

(mean) 

567 

per 1000 

510 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision2 

We are uncertain 

whether 

azathioprine 

increases or 

decreases relapse 

Difference: 57 fewer per 

1000 

(95% CI: 232 fewer - 215 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

Mean 

 

Mean  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Systematic review with included studies: [293], [286] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Selective outcome reporting; 

Imprecision: Serious. Wide confidence intervals 
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Table S161. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Mizoribine 

Comparator: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo Mizoribine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Adverse effects 

Relative risk: 1.56 

(95% CI: 0.97 - 

2.49) 

Based on data from 

197 patients in 1 

study1 

Follow up 18 

months 

214 

per 1000 

334 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Mizoribine may 

have little or no 

difference on 

adverse effects 

Difference: 120 more per 

1000 

(95% CI: 6 fewer - 319 

more) 

Annual GFR 

loss 

 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [319] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S162. 

Population: Children with steroid-sensitive nephrotic syndrome 

Intervention: Azithromycin 

Comparator: Glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocorticoi

ds 

Azithromyci

n 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Relapse 

6 months 

Relative risk: 0.59 

(95% CI: 0.33 - 

1.07) 

Based on data from 

189 patients in 1 

study1 

Follow up 6 months 

253 

per 1000 

149 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision2 

We are uncertain 

whether 

azithromycin 

increases or 

decreases relapse at 

6 months 

Difference: 104 fewer per 

1000 

(95% CI: 170 fewer - 18 

more) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

 No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [333] with included studies: [320] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack 

of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of blinding of outcome 

assessors, resulting in potential for detection bias, Selective outcome reporting; Imprecision: Serious. Only data from one study 
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Table S163. 

Population: Children with frequently relapsing or steroid-dependent nephrotic syndrome 

Intervention: ACTH 

Comparator: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the Evidence 

(Quality of evidence) 

Plain text 

summary 
Placebo ACTH 

All-cause 

mortality 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Infection 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Relapse 

6 months 

Relative risk: 1.0 

(95% CI: 0.83 - 1.2) 

Based on data from 

31 patients in 1 

study1 

Follow up 6 months 

938 

per 1000 

938 

per 1000 Very Low 

Due to very serious risk of 

bias, Due to serious 

imprecision2 

We are uncertain 

whether ACTH 

increases or 

decreases relapse 

Difference: 0 fewer per 

1000 

(95% CI: 159 fewer - 188 

more) 

Complete 

remission 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Systematic review with included studies: [333] Baseline/comparator Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, due to the study was stopped 

at a preplanned interim analysis after enrolment of 31 participants because of a lack of treatment efficacy; Imprecision: 

Serious. Only data from one study.  

 

References 

[332] Larkins NG, Liu ID, Willis NS, Craig JC, Hodson EM:  Non-corticosteroid immunosuppressive medications for steroid-

sensitive nephrotic syndrome in children. The Cochrane Database of Systematic Reviews. 2020;4 CD002290 



 345 

[333] Wang C-S, Travers C, McCracken C, Leong T, Gbadegesin R, Quiroga A, Benfield MR, Hidalgo G, Srivastava T, Lo M, 

Yadin O, Mathias R, Araya CE, Khalid M, Orjuela A, Zaritsky J, Al-Akash S, Kamel M, Greenbaum LA:  Adrenocorticotropic 

Hormone for Childhood Nephrotic Syndrome: The ATLANTIS Randomized Trial. Clinical journal of the American Society of 

Nephrology: CJASN 2018;13(12):1859-1865 

  



 346 

Table S164. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Oral cyclophosphamide 

Comparator: Prednisone or placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of evidence) 

Plain text 

summary Prednisone or 

placebo 

Oral 

cyclophospha

mide 

All-cause 

mortality 

Relative risk: 1.07 

(95% CI: 0.19 - 

5.95) 

Based on data from 

60 patients in 1 

study1 

Follow up 37 

months (mean) 

80 

per 1000 

86 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether oral 

cyclophosphamide 

increases or 

decreases all-cause 

mortality 

Difference: 6 more per 

1000 

(95% CI: 65 fewer - 396 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.06 

(95% CI: 0.61 - 

1.87) 

Based on data from 

84 patients in 2 

studies3 

Follow up 30.5 

months (mean) 

353 

per 1000 

374 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision4 

Oral 

cyclophosphamide 

may have little or 

no difference on 

complete remission 

Difference: 21 more per 

1000 

(95% CI: 138 fewer - 307 

more) 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference: null lower 

 

1. Systematic review [364] with included studies: [342] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, 

Low number of patients 

3. Systematic review [364] with included studies: [355] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Selective outcome reporting, Inadequate/lack of blinding of participants and personnel, resulting in 

potential for performance bias; Imprecision: Serious. Low number of patients and few events, Only data from one study 
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Table S165. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Azathioprine 

Comparator: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary 
Placebo Azathioprine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies looked 

at all-cause 

mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

Relative risk: 0.94 

(95% CI: 0.15 - 

5.84) 

Based on data from 

30 patients in 1 

study1 

Follow up 3 months 

134 

per 1000 

126 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious risk of bias2 

We are uncertain 

whether 

chlorambucil 

increases or 

decreases complete 

remission 

Difference: 8 fewer per 

1000 

(95% CI: 114 fewer - 649 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies found 

that looked at 

annual GFR loss Difference:  

 

1. Systematic review [364] with included studies: [286] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Imprecision: Very Serious. Low number of patients and 

few events, Only data from one study, Wide confidence intervals 
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Table S166. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Tacrolimus 

Comparator: Cyclosporine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclosporine Tacrolimus 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection - 

sepsis/pneumon

ia 

Relative risk: 0.95 

(95% CI: 0.06 - 

14.22) 

Based on data from 

41 patients in 1 

study1 

Follow up 12 

months 

50 

per 1000 

48 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious risk of bias2 

We are uncertain 

whether tacrolimus 

increases or 

decreases infection 

Difference: 2 fewer per 

1000 

(95% CI: 47 fewer - 661 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

6 months 

Relative risk: 1.14 

(95% CI: 0.64 - 

2.03) 

Based on data from 

41 patients in 1 

study3 

Follow up 12 

months 

500 

per 1000 

570 

per 1000 

Low 

Due to very serious 

imprecision4 

Tacrolimus may 

have little or no 

difference on 

complete remission 

at 6 months 

Difference: 70 more per 

1000 

(95% CI: 180 fewer - 515 

more) 

Complete 

remission 

12 months 

Relative risk: 0.8 

(95% CI: 0.45 - 

1.42) 

Based on data from 

58 patients in 2 

studies5 

Follow up 12 

months (mean) 

500 

per 1000 

400 

per 1000 

Low 

Due to very serious 

imprecision6 

Tacrolimus may 

have little or no 

difference on 

complete remission 

at 12 months 

Difference: 100 fewer per 

1000 

(95% CI: 275 fewer - 210 

more) 

Annual GFR 

loss 

3 years 

Measured by: 

Scale: - Lower better 

 

Mean 

 

Mean Very Low 

Due to serious risk 

of bias, Due to very 

We are uncertain 

whether tacrolimus 

increases or Difference: MD 0.7 lower 
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Based on data from 

35 patients in 1 

study7 

Follow up 12 

months 

(95% CI: 16.71 lower - 

15.31 higher) 

serious 

imprecision8 

decreases annual 

GFR loss 

1. Primary study [339] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Primary study [339] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Low number of patients and few events, Only data from one study 

5. Systematic review with included studies: [357], [339] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Very Serious. Low number of patients and few events, Only data from one study 

7. Systematic review with included studies: [339] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S167. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Rituximab plus cyclosporine plus prednisolone 

Comparator: Cyclosporine plus prednisolone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary 
Cyclosporine 

plus 

prednisolone 

Rituximab 

plus 

cyclosporine 

plus 

prednisolone 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

Relative risk: 0.94 

(95% CI: 0.22 - 

3.94) 

Based on data from 

31 patients in 1 

study1 

Follow up 18 

months 

200 

per 1000 

188 

per 1000 

Low 

Due to very serious 

imprecision2 

Rituximab plus 

cyclosporine plus 

prednisolone may 

have little or no 

difference on 

complete remission 

Difference: 12 fewer per 

1000 

(95% CI: 156 fewer - 588 

more) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference: more 

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference: null lower 

 

1. Systematic review [364] with included studies: [349] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Low number of patients and few events, Only data from one study 
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Table S168. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Mycophenolate mofetil 

Comparator: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text 

summary Cyclophosph

amide 

Mycophenola

te mofetil 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

6 months 

Relative risk: 0.9 

(95% CI: 0.36 - 

2.24) 

Based on data from 

11 patients in 1 

study1 

Follow up 6-12 

months 

667 

per 1000 

600 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision2 

Mycophenolate 

mofetil may have 

little or no 

difference on 

complete remission 

Difference: 67 fewer per 

1000 

(95% CI: 427 fewer - 827 

more) 

Complete 

remission 

12 months 

Relative risk: 1.2 

(95% CI: 0.41 - 

3.51) 

Based on data from 

11 patients in 1 

study3 

Follow up 12 

months 

500 

per 1000 

600 

per 1000 

Low 

Due to very serious 

imprecision4 

Mycophenolate 

mofetil may have 

little or no 

difference on 

complete remission 

at 12 months 

Difference: 100 more per 

1000 

(95% CI: 295 fewer - 1255 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Systematic review [364] with included studies: [358] Baseline/comparator: Control arm of reference used for intervention.  
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2. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Incomplete data and/or large loss to follow up; Imprecision: Serious. Low number of patients and few events, Only data 

from one study 

3. Systematic review with included studies: [358] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Low number of patients and few events, Only data from one study 
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Table S169. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Leflunomide 

Comparator: Mycophenolate mofetil 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Mycophenola

te mofetil 
Leflunomide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference: 

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.61 

(95% CI: 0.8 - 3.23) 

Based on data from 

12 patients in 1 

study1 

Follow up 6-12 

months 

600 

per 1000 

966 

per 1000 
Low 

Due to very serious 

imprecision2 

Leflunomide may 

have little or no 

difference on 

complete remission 

Difference: 366 more per 

1000 

(95% CI: 120 fewer - 1338 

more) 

Complete 

remission 

12 months 

Relative risk: 1.19 

(95% CI: 0.51 - 2.8) 

Based on data from 

12 patients in 1 

study3 

Follow up 12 

months 

600 

per 1000 

714 

per 1000 
Low 

Due to very serious 

imprecision4 

Leflunomide may 

have little or no 

difference on 

complete remission 

at 12 months 

Difference: 114 more per 

1000 

(95% CI: 294 fewer - 1080 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [364] with included studies: [358] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Low number of patients and few events, Only data from one study 

3. Systematic review [364] with included studies: [358] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Low number of patients and few events, Only data from one study 
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Table S170. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Leflunomide 

Comparator: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclophosph

amide 
Leflunomide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

6 months 

Relative risk: 1.46 

(95% CI: 0.82 - 

2.61) 

Based on data from 

13 patients in 1 

study1 

Follow up 6-12 

months 

667 

per 1000 

974 

per 1000 

Low 

Due to very serious 

imprecision2 

Leflunomide may 

have little or no 

difference on 

complete remission 

Difference: 307 more per 

1000 

(95% CI: 120 fewer - 1074 

more) 

Complete 

remission 

12 months 

Relative risk: 1.19 

(95% CI: 0.51 - 2.8) 

Based on data from 

12 patients in 1 

study3 

Follow up 12 

months 

600 

per 1000 

714 

per 1000 
Low 

Due to very serious 

imprecision4 

Leflunomide may 

have little or no 

difference on 

complete remission 

at 12 months 

Difference: 114 more per 

1000 

(95% CI: 294 fewer - 1080 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [364] with included studies: [358] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Low number of patients and few events, Only data from one study 

3. Systematic review [364] with included studies: [358] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Low number of patients and few events, Only data from one study 
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Table S171. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Intravenous cyclophosphamide 

Comparator: Oral cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Oral 

cyclophospha

mide 

Intravenous 

cyclophospha

mide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

Relative risk: 1.41 

(95% CI: 0.05 - 

41.41) 

Based on data from 

46 patients in 2 

studies1 

Follow up 9 months 

(mean) 

93 

per 1000 

131 

per 1000 
Low 

Due to serious 

inconsistency, Due 

to serious 

imprecision2 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

infection 

Difference: 38 more per 

1000 

(95% CI: 88 fewer - 3758 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.68 

(95% CI: 0.79 - 

3.58) 

Based on data from 

46 patients in 2 

studies3 

Follow up 9 months 

(mean) 

667 

per 1000 

974 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

complete remission 

Difference: 307 more per 

1000 

(95% CI: 120 fewer - 1074 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [364] with included studies: [351], [340] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Inconsistency: Serious. Point estimates vary widely, the direction of the effect is not consistent between the included studies; 

Imprecision: Serious. Low number of patients 

3. Systematic review [364] with included studies: [340], [351] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias, Incomplete data 

and/or large loss to follow up; Imprecision: Serious. Low number of patients and few events, Only data from one study  
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Table S172. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Intravenous cyclophosphamide 

Comparator: Oral cyclophosphamide plus intravenous dexamethasone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 

Oral 

cyclophospha

mide plus IV 

dexamethaso

ne 

Intravenous 

cyclophospha

mide 

Glucocorticoid-

related adverse 

events - 

Cushingoid 

features 

Relative risk: 0.78 

(95% CI: 0.52 - 

1.17) 

Based on data from 

46 patients in 1 

study1 

Follow up 18 

months 

740 

per 1000 

577 

per 1000 

Low 

Due to very serious 

imprecision2 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

cushingoid features 

Difference: 163 fewer per 

1000 

(95% CI: 355 fewer - 126 

more) 

Complete 

remission 

6 months 

Relative risk: 1.13 

(95% CI: 0.65 - 

1.96) 

Based on data from 

49 patients in 1 

study3 

Follow up 18 

months 

479 

per 1000 

541 

per 1000 

Low 

Due to very serious 

imprecision4 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

complete remission 

at 6 months 

Difference: 62 more per 

1000 

(95% CI: 168 fewer - 460 

more) 

Sustained 

remission/steroi

d-sensitive 

relapses 

18 months 

Relative risk: 1.13 

(95% CI: 0.65 - 

1.96) 

Based on data from 

49 patients in 1 

study5 

Follow up 18 

months 

479 

per 1000 

541 

per 1000 

Low 

Due to very serious 

imprecision6 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

sustained 

remission/steroid-

sensitive relapses 

Difference: 62 more per 

1000 

(95% CI: 168 fewer - 460 

more) 

Hypertension 

Relative risk: 0.04 

(95% CI: 0.0 - 0.68) 

Based on data from 

46 patients in 1 

study7 

Follow up 18 

months 

434 

per 1000 

17 

per 1000 
Moderate 

Due to serious 

imprecision8 

Intravenous 

cyclophosphamide 

may decrease 

hypertension 

Difference: 417 fewer per 

1000 

(95% CI: 434 fewer - 139 

fewer) 

Hypokalemia 

Relative risk: 0.06 

(95% CI: 0.0 - 0.98) 

Based on data from 

46 patients in 1 

study9 

Follow up 18 

months 

305 

per 1000 

18 

per 1000 
Moderate 

Due to serious 

imprecision10 

Intravenous 

cyclophosphamide 

may decrease 

hypokalemia 

Difference: 287 fewer per 

1000 

(95% CI: 305 fewer - 6 

fewer) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference: 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

 

No studies were 

found that looked at 
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Difference:  

 

end-stage kidney 

disease 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection - 

Bacterial 

infections 

Relative risk: 0.66 

(95% CI: 0.27 - 

1.26) 

Based on data from 

46 patients in 1 

study11 

Follow up 18 

months 

348 

per 1000 

230 

per 1000 

Low 

Due to very serious 

imprecision12 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

bacterial infections 

Difference: 118 fewer per 

1000 

(95% CI: 254 fewer - 90 

more) 

Infection - 

Urinary tract 

infections 

Relative risk: 4.44 

(95% CI: 0.22 - 

88.04) 

Based on data from 

46 patients in 1 

study13 

Follow up 18 

months 

0 

per 1000 

0 

per 1000 

Low 

Due to very serious 

imprecision14 

Intravenous 

cyclophosphamide 

may have little or no 

difference on urinary 

tract infections 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Glucocorticoid-

related adverse 

events - Steroid 

encephalopathy 

Relative risk: 0.3 

(95% CI: 0.01 - 

6.94) 

Based on data from 

46 patients in 1 

study15 

Follow up 18 

months 

44 

per 1000 

13 

per 1000 

Low 

Due to very serious 

imprecision16 

Intravenous 

cyclophosphamide 

may have little or no 

difference on steroid 

encephalopathy 

Difference: 31 fewer per 

1000 

(95% CI: 44 fewer - 261 

more) 

Glucocorticoid-

related adverse 

events - 

cataract/glauco

ma 

Relative risk: 1.77 

(95% CI: 0.17 - 

18.26) 

Based on data from 

46 patients in 1 

study17 

Follow up 18 

months 

44 

per 1000 

78 

per 1000 

Low 

Due to very serious 

imprecision18 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

cataract/glaucoma 

Difference: 34 more per 

1000 

(95% CI: 37 fewer - 759 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [364] with included studies: [350] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Low number of patients 

3. Systematic review [364] with included studies: [350] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Low number of patients and few events, Only data from one study 

5. Systematic review [364] with included studies: [350] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Very Serious. Low number of patients and few events, Only data from one study 

7. Systematic review [364] with included studies: [350] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Serious. Low number of patients 
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9. Systematic review [364] with included studies: [350] Baseline/comparator: Control arm of reference used for intervention.  

10. Imprecision: Serious. Low number of patients 

11. Systematic review [364] with included studies: [350] Baseline/comparator: Control arm of reference used for intervention.  

12. Imprecision: Very Serious. Low number of patients 

13. Systematic review [364] with included studies: [350] Baseline/comparator: Control arm of reference used for intervention.  

14. Imprecision: Very Serious. Low number of patients 

15. Systematic review [364] with included studies: [350] Baseline/comparator: Control arm of reference used for intervention.  

16. Imprecision: Very Serious. Low number of patients  

17. Primary study [350] Baseline/comparator: Control arm of reference used for intervention.  

18. Imprecision: Very Serious. Low number of patients 
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Table S173. 

Population: Children with steroid-resistant nephrotic syndrome 

Intervention: Chlorambucil 

Comparator: Indomethacin 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Indomethacin Chlorambucil 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

Relative risk: 0.2 

(95% CI: 0.01 - 

3.85) 

Based on data from 

30 patients in 1 

study1 

Follow up ≥6 

months 

133 

per 1000 

27 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

chlorambucil 

increases or 

decreases end-stage 

kidney disease 

Difference: 106 fewer per 

1000 

(95% CI: 132 fewer - 379 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.0 

(95% CI: 0.42 - 2.4) 

Based on data from 

30 patients in 1 

study3 

Follow up ≥6 

months 

400 

per 1000 

400 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious risk of bias4 

We are uncertain 

whether 

chlorambucil 

increases or 

decreases complete 

remission 

Difference: 0 fewer per 

1000 

(95% CI: 232 fewer - 560 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [364] with included studies: [360] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [364] with included studies: [360] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Low number of patients and few events, Only data from one study, Wide confidence intervals 
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Chapter 5. Minimal-change disease (MCD) in adults 
 

Table S174. 

Population: Minimal change disease in adults with nephrotic syndrome 

Intervention: Enteric-coated mycophenolate sodium 

Comparator: Glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the Evidence 

(Quality of evidence) 

Plain text 

summary Glucocorticoi

ds 

Enteric-

coated 

mycophenola

te sodium 

All-cause 

mortality 

Relative risk: 0.67 

(95% CI: 0.12 - 

3.84) 

Based on data from 

116 patients in 1 

study1 

Follow up 12 

months 

52 

per 1000 

35 

per 1000 

Low 

Due to serious risk of bias, 

Due to serious imprecision2 

There were too few 

who experienced 

the all-cause 

mortality, to 

determine whether 

enteric-coated 

mycophenolate 

sodium made a 

difference 

Difference: 17 fewer per 

1000 

(95% CI: 46 fewer - 148 

more) 

End-stage 

kidney disease 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Infection 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.08 

(95% CI: 0.83 - 

1.41) 

Based on data from 

129 patients in 2 

studies3 

Follow up 12 

months (mean) 

598 

per 1000 

646 

per 1000 

Low 

Due to serious risk of bias, 

Due to serious imprecision4 

Enteric-coated 

mycophenolate 

sodium may have 

little or no 

difference on 

complete remission 

Difference: 48 more per 

1000 

(95% CI: 102 fewer - 245 

more) 

Total remission 

Relative risk: 1.01 

(95% CI: 0.79 - 1.3) 

Based on data from 

109 patients in 1 

study5 

Follow up 12 

months 

685 

per 1000 

692 

per 1000 
Low 

Due to serious risk of bias, 

Due to serious imprecision6 

Enteric-coated 

mycophenolate 

sodium may have 

little or no 

difference on 

complete remission 

Difference: 7 more per 

1000 

(95% CI: 144 fewer - 206 

more) 



 366 

Relapse 

Relative risk: 1.0 

(95% CI: 0.17 - 

5.77) 

Based on data from 

20 patients in 1 

study7 

Follow up 11 

months 

200 

per 1000 

200 

per 1000 
Very Low 

Due to serious risk of bias, 

Due to very serious 

imprecision8 

There were too few 

who experienced 

the relapse, to 

determine whether 

enteric coated 

mycophenolate 

sodium made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 166 fewer - 954 

more) 

Adverse event 

 

Relative risk: 0.67 

(95% CI: 0.15 - 

2.99) 

Based on data from 

136 patients in 2 

studies9 

Follow up 12 

months (mean) 

809 

per 1000 

542 

per 1000 
Low 

Due to serious risk of bias, 

Due to serious 

imprecision10 

Enteric-coated 

mycophenolate 

sodium may have 

little or no 

difference on 

adverse events 

Difference: 267 fewer per 

1000 

(95% CI: 688 fewer - 1610 

more) 

1. Systematic review with included studies: [551] Baseline/comparator Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias; Imprecision: Serious. Only data from one study.  

3. Systematic review with included studies: [551], [550] Baseline/comparator Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias; Imprecision: Serious. Low number of patients.  

5. Systematic review with included studies: [551] Baseline/comparator Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias; Imprecision: Serious. Low number of patients.  

7. Systematic review with included studies: [550] 100. Baseline/comparator Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  

9. Systematic review with included studies: [551], [550] Baseline/comparator Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias; Imprecision: Serious. Wide confidence intervals 
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Chapter 6. Focal segmental glomerulosclerosis (FSGS) in adults 
 

Table S175. 

Population: Patients with steroid-resistant focal segmental glomerulosclerosis with nephrotic syndrome 

Intervention: Cyclosporine 

Comparator: Mycophenolate mofetil plus dexamethasone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text 

summary 

Mycophenola

te mofetil 

plus 

dexamethaso

ne 

Cyclosporine 

All-cause 

mortality 

12 months 

Relative risk: 0.18 

(95% CI: 0.01 - 

3.75) 

Based on data from 

138 patients in 1 

study1 

Follow up 19.5 

months 

30 

per 1000 

5 

per 1000 

Low 

Due to very serious 

imprecision2 

Cyclosporine may 

have little or no 

difference on all-

cause mortality 

Difference: 25 fewer per 

1000 

(95% CI: 30 fewer - 83 

more) 

End-stage 

kidney disease 

Relative risk: 4.58 

(95% CI: 0.55 - 

38.22) 

Based on data from 

138 patients in 1 

study3 

Follow up 19.5 

months 

15 

per 1000 

69 

per 1000 

Low 

Due to very serious 

imprecision4 

Cyclosporine may 

have little or no 

difference on end-

stage kidney 

disease 

Difference: 54 more per 

1000 

(95% CI: 7 fewer - 558 

more) 

≥50% loss of 

GFR 

Relative risk: 2.29 

(95% CI: 0.46 - 

11.41) 

Based on data from 

138 patients in 1 

study5 

Follow up 19.5 

months 

30 

per 1000 

69 

per 1000 

Low 

Due to very serious 

imprecision6 

Cyclosporine may 

have little or no 

difference on 

≥50% loss of GFR 

Difference: 39 more per 

1000 

(95% CI: 16 fewer - 312 

more) 

Infection 

Relative risk: 1.09 

(95% CI: 0.61 - 

1.93) 

Based on data from 

138 patients in 1 

study7 

Follow up 19.5 

months 

242 

per 1000 

264 

per 1000 

Low 

Due to very serious 

imprecision8 

Cyclosporine may 

have little or no 

difference on 

infection 

Difference: 22 more per 

1000 

(95% CI: 94 fewer - 225 

more) 

Infection - 

requiring 

hospitalization9 

Relative risk: 0.65 

(95% CI: 0.22 - 

1.96) 

Based on data from 

138 patients in 1 

study10 

Follow up 19.5 

months 

106 

per 1000 

69 

per 1000 

Low 

Due to very serious 

imprecision11 

Cyclosporine may 

have little or no 

difference on 

serious infection 

requiring 

hospitalizations 

Difference: 37 fewer per 

1000 

(95% CI: 83 fewer - 102 

more) 

Malignancy 
 

(95% CI: - ) 
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Difference:  

 

No studies were 

found that looked 

at malignancy 

Complete 

remission 

12 months 

Relative risk: 2.41 

(95% CI: 0.87 - 

6.71) 

Based on data from 

138 patients in 1 

study12 

Follow up 19.5 

months 

91 

per 1000 

219 

per 1000 

Low 

Due to very serious 

imprecision13 

Cyclosporine may 

have little or no 

difference on 

complete remission 

Difference: 128 more per 

1000 

(95% CI: 12 fewer - 520 

more) 

Total 

hospitalizations 

Relative risk: 0.79 

(95% CI: 0.39 - 

1.57) 

Based on data from 

138 patients in 1 

study14 

Follow up 19.5 

months 

212 

per 1000 

167 

per 1000 

Low 

Due to very serious 

imprecision15 

Cyclosporine may 

have little or no 

difference on total 

hospitalizations 

Difference: 45 fewer per 

1000 

(95% CI: 129 fewer - 121 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Primary study [375] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious.  

3. Primary study [375] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

5. Primary study [375] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Very Serious. Wide confidence intervals, Low number of patients, Only data from one study 

7. Primary study [375] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

9. Serious infections requiring hospitalization 

10. Primary study [375] Baseline/comparator: Control arm of reference used for intervention.  

11. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

12. Primary study [375] Baseline/comparator: Control arm of reference used for intervention.  

13. Imprecision: Very Serious. Only data from one study, Low number of patients, Wide confidence intervals 

14. Primary study [375] Baseline/comparator: Control arm of reference used for intervention.  

15. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S176. 

Population: Patients with steroid-resistant focal segmental glomerulosclerosis with nephrotic syndrome 

Intervention: Cyclosporine plus prednisone 

Comparator: Chlorambucil plus prednisone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Chlorambucil 

plus 

prednisone 

Cyclosporine 

plus 

prednisone 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

Relative risk: 1.06 

(95% CI: 0.33 - 

3.35) 

Based on data from 

58 patients in 1 

study1 

Follow up 4 years 

167 

per 1000 

177 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether 

cyclosporine plus 

prednisone increases 

or decreases end-

stage kidney disease 

Difference: 10 more per 

1000 

(95% CI: 112 fewer - 392 

more) 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Complete 

remission 

Relative risk: 1.41 

(95% CI: 0.48 - 

4.16) 

Based on data from 

58 patients in 1 

study3 

Follow up 4 years 

167 

per 1000 

235 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision4 

We are uncertain 

whether 

cyclosporine plus 

prednisone increases 

or decreases 

complete remission 

Difference: 68 more per 

1000 

(95% CI: 87 fewer - 528 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference: null lower 

 

1. Primary study [373] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack 

of blinding of participants and personnel, resulting in potential for performance bias, Selective outcome reporting; Imprecision: 

Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Primary study [373] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack 

of blinding of participants and personnel, resulting in potential for performance bias, Selective outcome reporting; Imprecision: 

Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S177. 

Population: Patients with focal segmental glomerulosclerosis with nephrotic syndrome 

Intervention: Prednisolone plus chlorambucil 

Comparator: No treatment 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
No treatment 

Prednisolone 

plus 

chlorambucil 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Complete 

remission 

Relative risk: 1.75 

(95% CI: 0.2 - 

15.41) 

Based on data from 

15 patients in 1 

study1 

Follow up 6 months 

143 

per 1000 

250 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

prednisolone plus 

chlorambucil 

increases or 

decreases complete 

remission 

Difference: 107 more per 

1000 

(95% CI: 114 fewer - 2061 

more) 

Doubling of 

serum 

creatinine 

Relative risk: 0.3 

(95% CI: 0.01 - 

6.29) 

Based on data from 

15 patients in 1 

study3 

Follow up 6 months 

143 

per 1000 

43 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether 

prednisolone plus 

chlorambucil 

increases or 

decreases doubling 

serum creatinine 

Difference: 100 fewer per 

1000 

(95% CI: 142 fewer - 756 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [386] with included studies: [384] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [386] with included studies: [384] Baseline/comparator: Control arm of reference used for intervention.  
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4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S178. 

Population: Patients with focal segmental glomerulosclerosis with nephrotic syndrome 

Intervention: Mycophenolate mofetil 

Comparator: Prednisone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Prednisone 

Mycophenola

te mofetil 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

Relative risk: 0.75 

(95% CI: 0.14 - 

3.94) 

Based on data from 

36 patients in 1 

study1 

Follow up Mean 

16.3 months 

158 

per 1000 

119 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases infection 

Difference: 39 fewer per 

1000 

(95% CI: 136 fewer - 465 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.05 

(95% CI: 0.58 - 

1.88) 

Based on data from 

33 patients in 1 

study3 

Follow up 16.3 

months (mean) 

563 

per 1000 

591 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Mycophenolate 

mofetil compared 

with prednisone may 

have little or no 

difference on 

complete remission 

Difference: 28 more per 

1000 

(95% CI: 236 fewer - 495 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

GFR 

Measured by: 

ml/min 

Scale: - High better 

Based on data from 

33 patients in 1 

study5 

Follow up 16.3 

months (mean) 

 

Mean 

 

Mean 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases GFR 

Difference: 4 higher 

(95% CI: 5.32 lower - 13.32 

higher) 
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1. Primary study [380] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Primary study [380] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Serious. Only data from one study, Low number of patients;  

5. Primary study [380] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients; 
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Table S179. 

Population: Patients with focal segmental glomerulosclerosis with nephrotic syndrome 

Intervention: Dexamethasone twice weekly 

Comparator: Dexamethasone four times weekly 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Dexamethaso

ne 4 weekly 

Dexamethaso

ne 2 weekly 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Partial 

remission 

Relative risk: 0.75 

(95% CI: 0.07 - 

7.73) 

Based on data from 

7 patients in 1 study1 

Follow up 11 

months 

334 

per 1000 

251 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

dexamethasone 2 

weekly increases or 

decreases partial 

remission 

Difference: 83 fewer per 

1000 

(95% CI: 311 fewer - 2248 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

GFR 

Measured by: 

ml/min 

Scale: - High better 

Based on data from 

7 patients in 1 study3 

Follow up 11 

months 

 

ml/min Mean 

 

ml/min Mean Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether 

dexamethasone 2 

weekly increases or 

decreases GFR 

Difference: 13 lower 

(95% CI: 40.53 lower - 

14.53 higher) 
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1. Primary study [385] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Primary study [385] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S180. 

Population: Patients with focal segmental glomerulosclerosis 

Intervention: Fresolimumab 

Comparator: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo 

Fresolimuma

b 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Partial 

remission - 

Fresolimumab 

1 mg 

4 months 

Relative risk: 3.67 

(95% CI: 0.19 - 

69.01) 

Based on data from 

24 patients in 1 

study1 

Follow up 9 months 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

There were too few 

who experienced the 

partial remission, to 

determine whether 

fresolimumab (1 mg) 

made a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Partial 

remission - 

Fresolimumab 

4 mg 

4 months 

Relative risk 

(95% CI: - ) 

Based on data from 

22 patients in 1 

study3 

Follow up 9 months 

 

per 1000 

 

per 1000 
 

 

There were too few 

who experienced the 

partial remission, to 

determine whether 

fresolimumab (4mg) 

made a difference 

Difference: fewer per 1000 

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [378] Baseline/comparator: Control arm of reference used for intervention.  
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2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

Unclear concealment of allocation during randomization process, resulting in potential for selection bias; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Primary study [378] Baseline/comparator: Control arm of reference used for intervention.  
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Table S181. 

Population: Patients with focal segmental glomerulosclerosis with nephrotic syndrome 

Intervention: Adalimumab 

Comparator: Galactose or conservative therapy 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Galactose or 

conservative 

therapy 

Adalimumab 

All-cause 

mortality 

Relative risk 

(95% CI: - ) 

Based on data from 

21 patients in 1 

study1 

Follow up 6 months 

0 

per 1000 

0 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

There were too few 

who experienced all-

cause mortality, to 

determine whether 

adalimumab made a 

difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

End-stage 

kidney disease 

Relative risk: 2.0 

(95% CI: 0.15 - 

27.45) 

Based on data from 

21 patients in 1 

study3 

Follow up 6 months 

71 

per 1000 

142 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether adalimumab 

increases or 

decreases end-stage 

kidney disease 

Difference: 71 more per 

1000 

(95% CI: 60 fewer - 1878 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

Relative risk: 1.11 

(95% CI: 0.6 - 2.04) 

Based on data from 

21 patients in 1 

study5 

Follow up 6 months 

643 

per 1000 

714 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether adalimumab 

increases or 

decreases infection 

Difference: 71 more per 

1000 

(95% CI: 257 fewer - 669 

more) 

Malignancy 

Relative risk 

(95% CI: - ) 

Based on data from 

21 patients in 1 

study7 

Follow up 6 months 

 

per 1000 

 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

There were too few 

who experienced 

malignancy, to 

determine whether 

adalimumab made a 

difference 

Difference: fewer per 1000 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Serious adverse 

event - 

hospitalization 

Relative risk: 3.0 

(95% CI: 0.64 - 

14.02) 

Based on data from 

21 patients in 1 

study9 

Follow up 6 months 

143 

per 1000 

429 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision10 

We are uncertain 

whether adalimumab 

increases or 

decreases serious 

adverse event - 

hospitalization 

Difference: 286 more per 

1000 

(95% CI: 51 fewer - 1862 

more) 

50% reduction 

in proteinuria 
Relative risk: 0.17 

357 

per 1000 

61 

per 1000 
Very Low 

We are uncertain 

whether adalimumab 
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(95% CI: 0.01 - 

2.71) 

Based on data from 

21 patients in 1 

study11 

Follow up 6 months 

Difference: 296 fewer per 

1000 

(95% CI: 353 fewer - 610 

more) 

Due to serious risk 

of bias, Due to very 

serious 

imprecision12 

increases or 

decreases 50% 

reduction in 

proteinuria 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [386] with included studies: [376] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, Unclear concealment of 

allocation during randomization process, resulting in potential for selection bias; Imprecision: Serious. Only data from one study, 

Low number of patients, Wide confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [386] with included studies: [376] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, Unclear concealment of 

allocation during randomization process, resulting in potential for selection bias; Imprecision: Very Serious. Wide confidence 

intervals, Only data from one study, Low number of patients 

5. Systematic review [386] with included studies: [376] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, Unclear concealment of 

allocation during randomization process, resulting in potential for selection bias; Imprecision: Very Serious. Wide confidence 

intervals, Only data from one study, Low number of patients 

7. Systematic review [386] with included studies: [376] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, Unclear concealment of 

allocation during randomization process, resulting in potential for selection bias; Imprecision: Serious. Only data from one study, 

Low number of patients 

9. Systematic review [386] with included studies: [376] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, Unclear concealment of 

allocation during randomization process, resulting in potential for selection bias; Imprecision: Very Serious. Wide confidence 

intervals, Only data from one study, Low number of patients 

11. Systematic review [386] with included studies: [376] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, Unclear concealment of 

allocation during randomization process, resulting in potential for selection bias; Imprecision: Very Serious. Wide confidence 

intervals, Only data from one study, Low number of patients 
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Chapter 7. Infection-related glomerulonephritis 

 

Table S182. 

Population: Patients with hepatitis C–associated glomerulonephritis 

Intervention: Interferon therapy 

Comparator: Prednisone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Prednisone 

Interferon 

therapy 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk 

(95% CI: - ) 

Based on data from 

13 patients in 1 

study1 

Follow up 18 

months 

 

per 1000 

 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

There were too few 

who experienced the 

complete remission, 

to determine whether 

interferon made a 

difference 

Difference: fewer per 1000 

 

Daily 

proteinuria 

(g/day) 

End of therapy 

(6 months) 

Measured by: 

Scale: - Lower better 

Based on data from 

13 patients in 1 

study3 

Follow up 18 

months 

 

Mean 

 

Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Interferon may have 

little or no difference 

on daily proteinuria 

after 6 months of 

therapy 

Difference: MD 0 lower 

(95% CI: 1.10 lower - 1.10 

higher) 

Daily 

proteinuria 

(g/day) 

End of follow-

up (18 months) 

Measured by: 

Scale: - Lower better 

Based on data from 

13 patients in 1 

study5 

Follow up 18 

months 

 

Mean 

 

Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Interferon may have 

little or no difference 

on daily proteinuria 

after 18 months of 

therapy 

Difference: MD 0 lower 

(95% CI: 1.75 lower - 1.75 

higher) 
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Liver function 

(ALT) (U/I) 

End of therapy 

(6 months) 

Measured by: 

Scale: - Lower better 

Based on data from 

13 patients in 1 

study7 

Follow up 18 

months 

 

Mean 

 

Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Interferon may 

decrease ALT after 6 

months of therapy 
Difference: MD 33 lower 

(95% CI: 58.5 lower - 7.5 

lower) 

Liver function 

(ALT) (U/I) 

End of follow-

up (18 months) 

Measured by: 

Scale: - Lower better 

Based on data from 

13 patients in 1 

study9 

Follow up 18 

months 

 

Mean 

 

Mean Low 

Due to serious 

imprecision, Due to 

serious risk of 

bias10 

Interferon may 

decrease ALT after 

18 months 
Difference: MD 25 lower 

(95% CI: 49.39 lower - 0.61 

lower) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Serum 

creatinine 

End of therapy 

(6 months) 

Measured by: mg/dl 

Scale: - Lower better 

Based on data from 

13 patients in 1 

study11 

Follow up 18 

months 

 

Mean 

 

Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision12 

Interferon may have 

little or no difference 

on serum creatinine 

after 6 months of 

therapy 

Difference: MD 0.30 lower 

(95% CI: 0.97 lower - 0.37 

higher) 

Serum 

creatinine 

End of follow-

up (18 months) 

Measured by: mg/dl 

Scale: - Lower better 

Based on data from 

13 patients in 1 

study13 

Follow up 18 

months 

 

Mean 

 

Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision14 

Interferon may have 

little or no difference 

on serum creatinine 

after 18 months  

Difference: MD 0.20 higher 

(95% CI: 1.21 lower - 1.61 

higher) 

1. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up, Selective outcome reporting; Imprecision: Very Serious. Only data from one 

study, Low number of patients, due to no events 

3. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 

5. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 

7. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 

9. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 

11. Systematic review with included studies: [387] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 

13. Primary study [387] Baseline/comparator: Control arm of reference used for intervention.  

14. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, 

Incomplete data and/or large loss to follow up; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S183. 

Population: Patients with severe cryoglobulinemic vasculitis either HCV-related or HCV-unrelated 

Intervention: Rituximab 

Comparator: Standard of care 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Standard of 

care 
Rituximab 

All-cause 

mortality 

Relative risk: 0.52 

(95% CI: 0.1 - 2.61) 

Based on data from 

59 patients in 1 

study1 

Follow up 24 

months 

133 

per 1000 

69 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to 

serious 

indirectness, Due to 

very serious 

imprecision2 

We are uncertain 

whether rituximab 

increases or 

decreases all-cause 

mortality 

Difference: 64 fewer per 

1000 

(95% CI: 120 fewer - 214 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

Relative risk: 0.50 

(95% CI: 0.04 - 

5.83) 

Based on data from 

59 patients in 1 

study3 

Follow up 24 

months 

67 

per 1000 

34 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

serious 

indirectness, Due to 

serious 

imprecision4 

We are uncertain 

whether rituximab 

increases or 

decreases infection 

Difference: 33 fewer per 

1000 

(95% CI: 64 fewer - 324 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Cardiovascular 

events 

Relative risk: 0.48 

(95% CI: 0.08 - 

2.86) 

Based on data from 

59 patients in 1 

study5 

Follow up 24 

months 

33 

per 1000 

16 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

serious 

indirectness, Due to 

serious 

imprecision6 

We are uncertain 

whether rituximab 

increases or 

decreases 

cardiovascular 

events 

Difference: 17 fewer per 

1000 

(95% CI: 30 fewer - 61 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference: 

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Treatment 

survival 

12 months 

Relative risk: 47.45 

(95% CI: 5.64 - 

399.29) 

33 

per 1000 

1566 

per 1000 

Very Low 

Due to serious risk 

of bias, Due to 

serious 

indirectness, Due to 

We are uncertain 

whether rituximab 

increases or 

decreases treatment 
Difference: 1533 more per 

1000 
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Based on data from 

59 patients in 1 

study7 

Follow up 12 

months 

(95% CI: 153 more - 13144 

more) 

serious 

imprecision8 

survival at 12 

months 

Annual loss of 

GFR 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual loss of GFR Difference:  

 

1. Systematic review with included studies: [391] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 

outcome assessors, resulting in potential for detection bias, Trials stopping earlier than scheduled due to high efficacy rate in the 

rituximab arm, resulting in potential for overestimating benefits; Indirectness: Serious. Differences between the population of 

interest and those studied - not all participants had nephropathy; Imprecision: Very Serious. Wide confidence intervals, Only 

data from one study, Only data from one study, Only data from one study, Low number of patients 

3. Systematic review with included studies: [391] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 

outcome assessors, resulting in potential for detection bias, Trials stopping earlier than scheduled due to high efficacy rate in the 

rituximab arm, resulting in potential for overestimating benefits; Indirectness: Serious. Differences between the population of 

interest and those studied - not all participants had nephropathy; Imprecision: Serious. Only data from one study, Low number of 

patients 

5. Systematic review with included studies: [391] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 

outcome assessors, resulting in potential for detection bias, Trials stopping earlier than scheduled due to high efficacy rate in the 

rituximab arm, resulting in potential for overestimating benefits; Indirectness: Serious. Differences between the population of 

interest and those studied - not all participants had nephropathy; Imprecision: Serious. Only data from one study, Low number of 

patients 

7. Systematic review with included studies: [391] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 

outcome assessors, resulting in potential for detection bias, Trials stopping earlier than scheduled due to high efficacy rate in the 

rituximab arm, resulting in potential for overestimating benefits; Indirectness: Serious. Differences between the population of 

interest and those studied - not all participants had nephropathy; Imprecision: Serious. Only data from one study, Low number of 

patients 

 

References 

[391] De Vita S, Quartuccio L, Isola M, Mazzaro C, Scaini P, Lenzi M, Campanini M, Naclerio C, Tavoni A, Pietrogrande M, 

Ferri C, Mascia MT, Masolini P, Zabotti A, Maset M, Roccatello D, Zignego AL, Pioltelli P, Gabrielli A, Filippini D, Perrella O, 

Migliaresi S, Galli M, Bombardieri S, Monti G:  A randomized controlled trial of rituximab for the treatment of severe 

cryoglobulinemic vasculitis. Arthritis and Rheumatism 2012;64(3):843-853 

  



 386 

Table S184. 

Population: Patients with HCV-related cryoglobulinemic vasculitis that have failed treatment with 

interferon-alpha and ribavirin 

Intervention: Rituximab 

Comparator: Standard of care 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Standard of 

care 
Rituximab 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% GFR loss Difference:  

 

Infection 

Relative risk: 0.0 

(95% CI: 0.0 - 0.0) 

Based on data from 

24 patients in 1 

study1 

Follow up 12 

months 

 

per 1000 

 

per 1000 Very Low 

Due to serious 

indirectness, Due to 

very serious 

imprecision7 

There were too few 

who experienced the 

infection, to 

determine whether 

rituximab made a 

difference 

Difference: fewer per 1000 

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

6 months 

Relative risk: 55.0 

(95% CI: 4.3 - 

703.43) 

Based on data from 

24 patients in 1 

study2 

Follow up 12 

months 

83 

per 1000 

4565 

per 1000 
Low 

Due to serious 

imprecision, Due to 

serious 

indirectness3 

Rituximab may 

increase complete 

remission at 6 

months 

Difference: 4482 more per 

1000 

(95% CI: 274 more - 58302 

more) 

Relapse 

Relative risk: 1.4 

(95% CI: 0.04 - 

43.79) 

Based on data from 

11 patients in 1 

study4 

Follow up 12 

months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious 

indirectness, Due to 

very serious 

imprecision5 

We are uncertain 

whether rituximab 

increases or 

decreases relapse 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Adverse events Relative risk: 3.26 
0 

per 1000 

 

per 1000 
Very Low 

We are uncertain 

whether rituximab 
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(95% CI: 0.12 - 

88.35) 

Based on data from 

24 patients in 1 

study6 

Follow up 12 

months 

Difference: fewer per 1000 

 

Due to serious 

indirectness, Due to 

very serious 

imprecision7 

increases or 

decreases adverse 

events 

GFR decline 

Relative risk: 0.01 

(95% CI: 0.01 - 

0.77) 

Based on data from 

8 patients in 1 study8 

Follow up 12 

months 

1000 

per 1000 

10 

per 1000 
Moderate 

Due to serious 

imprecision9 

Rituximab probably 

decreases the 

number of patients 

who experience a 

decline in GFR 

Difference: 990 fewer per 

1000 

(95% CI: 990 fewer - 230 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  

2. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  

3. Risk of bias: No serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

Unclear blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. Differences between the 

population of interest and those studied - not all patients have nephritis; Imprecision: Serious. Only data from one study  

4. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  

5. Risk of bias: No serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. Differences between the 

population of interest and those studied - not all patients have nephritis; Imprecision: Very Serious. Only data from one study, 

Wide confidence intervals  

6. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  

7. Risk of bias: No serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Indirectness: Serious. 

Differences between the population of interest and those studied - not all patients with nephritis; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study 

8. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  

9. Risk of bias: No serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Serious. Only data 

from one study 
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Table S185. 

Population: Patients with HIV-associated nephropathy 

Intervention: Glucocorticoids and antiretroviral therapy 

Comparator: Antiretroviral therapy only 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the Evidence 

(Quality of evidence) 

Plain text 

summary Antiretroviral 

therapy only 

Glucocorticoi

ds and 

antiretroviral 

therapy 

All-cause 

mortality 

Relative risk: 0.12 

(95% CI: 0.02 - 

0.85) 

Based on data from 

38 patients in 1 

study1 

Follow up 24 

months 

412 

per 1000 

49 

per 1000 

Low 

Due to serious risk of bias, 

Due to serious imprecision2 

Glucocorticoids 

and antiretroviral 

therapy may 

decrease all-cause 

mortality 

Difference: 363 fewer per 

1000 

(95% CI: 404 fewer - 62 

fewer) 

End-stage 

kidney disease 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% GFR loss 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR loss Difference:  

 

Infection 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference:  

 

1. Systematic review with included studies: [552] Baseline/comparator Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; Imprecision: 

Serious. Only data from one study. 
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Chapter 8. Immunoglobulin and complement-mediated glomerular diseases with an membranoproliferative 

glomerulonephritis (MPGN) pattern of injury 

 

Table S186. 

Population: Children with idiopathic membranoproliferative glomerulonephritis 

Intervention: Prednisone 40 mg/m2(alternate day) 

Comparator: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary 
Placebo 

Prednisone 

(alternate 

day) 

All-cause 

mortality 

Relative risk: 0.29 

(95% CI: 0.07 - 

1.22) 

Based on data from 

98 patients in 2 

studies1 

Follow up 63 

months (mean) 

163 

per 1000 

47 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Prednisone may 

have little or no 

difference on all-

cause mortality 

Difference: 116 fewer per 

1000 

(95% CI: 152 fewer - 36 

more) 

End-stage 

kidney disease 

Relative risk: 0.14 

(95% CI: 0.01 - 2.2) 

Based on data from 

18 patients in 1 

study3 

Follow up 65 

months (mean) 

400 

per 1000 

56 

per 1000 
Low 

Due to very serious 

imprecision4 

Prednisone may 

have little or no 

difference on 

end-stage kidney 

disease 

Difference: 344 fewer per 

1000 

(95% CI: 396 fewer - 480 

more) 

≥50% GFR loss 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% GFR 

loss 
Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

Relative risk: 0.74 

(95% CI: 0.46 - 

1.18) 

Based on data from 

80 patients in 1 

study5 

Follow up 60 

months 

545 

per 1000 

403 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Prednisone may 

have little or no 

difference on 

complete 

remission 

Difference: 142 fewer per 

1000 

(95% CI: 294 fewer - 98 

more) 

Increase in 

serum 

creatinine (>4 

mg/dl) 

Relative risk: 0.49 

(95% CI: 0.24 - 1.0) 

Based on data from 

80 patients in 1 

study7 

394 

per 1000 

193 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Prednisone may 

result in less 

increase in serum 

creatinine (>4 

mg/dl) slightly 

Difference: 201 fewer per 

1000 

(95% CI: 299 fewer - 0 

fewer) 



 390 

Follow up 60 

months 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR 

loss 
Difference:  

 

1. Systematic review with included studies: [394], [393] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. due to differences at baseline for Tarshish 1992; Imprecision: Serious. Low number of patients and 

few events 

3. Systematic review with included studies: [393] Baseline/comparator: Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients and few events 

5. Systematic review with included studies: [394] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. due to differences at baseline for Tarshish 1992; Imprecision: Serious.  

7. Systematic review with included studies: [394] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. due to differences at baseline for Tarshish 1992; Imprecision: Serious. Only data from one study, 

Low number of patients 
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Table S187. Observational studies – treatment of idiopathic membranoproliferative glomerulonephritis 

Study name N Study type Setting Inclusion 

/exclusion criteria 

Study 

period 

Treatment  Follow-

up 

Main findings Study limitations 

Abero 1982 

(1) 

9 Case-series USA, 

single-

center 

Biopsy-proven 

class III MPGN.  

Secondary forms of 

MPGN were 

excluded 

Unclear Various combinations 

of antihypertensives, 

immunosuppressive, 

anticoagulants and 

antiplatelets 

Mean 7.8 

(4-15 

years) 

Two patients had end-stage 

kidney disease and both these 

patients had nephrotic 

syndrome. However, three 

other patients with nephrotic 

syndrome did not go on to 

develop end-stage kidney 

disease. Patients with 

hypertension that required 

medication went on to 

develop end-stage kidney 

disease.  

Few patients and 

the diversity of 

therapies we are 

unable to determine 

the influence of 

therapy on clinical 

course.  

Single-center study 

and retrospective 

chart review  

Bahat 2007 

(2) 

19 Prospective 

and 

retrospective 

cohort study 

Turkey, 

single-

center 

Biopsy-proven 

idiopathic MPGN. 

All secondary 

forms of MPGN 

were excluded and 

patients positive for 

hepatitis B and C, 

and antinuclear 

antibody were 

excluded  

1982 - 

2001 

Mendoza regimen IV 

pulse 

methylprednisone 

followed by oral 

prednisone  

versus 

Oral prednisone 

Mean 

68.2  

(4-124) 

months 

9% of patients treated with 

methylprednisone and 50% 

in the oral prednisone had 

end-stage kidney disease. 

With similar numbers of 

patients achieving complete 

remission (45% 

methylprednisone versus 

50% oral prednisone). 

Patients who were 

treated with at least 

two pulses of 

methylprednisone 

were 

retrospectively 

included in the 

methylprednisone 

arm.  

This is a small 

single-center study 

from Turkey, its 

generalizability is 

unclear  

Bergstein 

1995 (3) 

16 Single-arm 

cohort study 

USA, 

single-

center 

Biopsy-proven type 

I MPGN 

Nov 

1982 - 

Six alternate day IV 

pulses 

methylprednisolone 

Mean 37  

(12-66) 

months 

Treatment improved kidney 

function after three months 

and this persisted until the 

No comparison 

group and potential 

for selection bias 
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July 

1992 

(30 mg/kg/dose; max 

1.5 g) followed by 

single-dose alternate 

day prednisolone (2 

mg/kg; max 60 mg). 

last clinic visit (97 ± 37 to 

129 ± 26 ml/min (P<0.001)). 

63% of patients were in 

complete remission.  

through 

consecutive 

recruitment of 

participants 

Small single-center 

study from USA 

Bridoux 2011 

(4) 

6 Case-series France, 

multi-

center 

Children with 

isolated diffuse 

granular glomerular 

C3 deposits, 

without evidence of 

Ig LC or HC 

deposits on IF 

study of kidney 

biopsy; and 

presence of serum 

and/or urine 

monoclonal Ig; and 

absence of 

detectable serum 

cryoglobulin. 

1990 - 

2009 

Four patients treated 

with high-dose 

dexamethasone, one 

patient treated with 

three courses of 

bortezomib plus 

dexamethasone, 

relayed by melphalan 

plus thalidomide and 

dexamethasone  

Median 

47  

(4-162) 

months 

All patients that received 

treatment went on to develop 

end-stage kidney disease 

after a median 48 months 

Small case-series 

from France, and 

patients were 

treated with 

multiple therapies  

Donadio 1979 

(5) 

60  Prospective 

and 

retrospective 

case-control 

study 

USA, 

single-

center 

51 patients with 

biopsy-proven type 

I MPGN, nine 

patients with type II 

MPGN  

Secondary forms of 

MPGN were 

excluded 

1964 - 

1976 

No treatment (n=32), 

steroids alone (n=16) 

or steroids plus 

cytotoxic therapy 

(cyclophosphamide, 

azathioprine) (n=12) 

12 

months at 

least 

In patients with normal SCr 

(<1.3 mg/dl) and patients 

with abnormal SCr (≥1.3 

mg/dl) the use of either 

therapies did not decrease 

end-stage kidney disease 

compared to no treatment. 

Single-center study, 

the low number of 

patients limited the 

power of survival 

analysis  

Fujita 2006 

(6) 

7 Case-series Japan, 

single-

center 

Children with 

atypical MPGN 

1979 – 

2002 

Corticosteroids alone 

or combined with 

ACEi and./or Chinese 

herb Sairei-to 

Mean 10 

(± 1.7) 

years 

Only one patient was treated 

with steroids alone (1/7), and 

one patient was not treated 

with steroids (1/7). 

Urinalysis at the last follow-

up was normal for five of 

Single-center study 

with few patients 

and results did not 

present according 

to treatments used. 

The diagnosis of 
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seven patients, with 

proteinuria and hematuria 

present in only one patient in 

each treatment arm. Kidney 

function, serum albumin, and 

SCr were in normal range for 

all patients. 

atypical MPGN is 

unclear. 

Habib 1973 

(7) 

98 Retrospective 

cohort 

Unclear Biopsy-proven 

MPGN 

Unclear Low dose 

corticosteroids (0.5-1 

mg/kg/day)  

versus 

Immunosuppression 

(chlorambucil and 

sometimes 

azathioprine) versus 

antimalarial therapy 

versus no treatment 

Mean 5.5 

(1.5-18) 

years 

Corticosteroids = 0/27 

remissions, 3/27 

improvements in nephrotic 

syndrome, 11/27 worsened 

kidney function. 

Immunosuppression therapy 

= 8/61 remissions, 12/61 

improved proteinuria, 12/21 

worsened kidney function.  

Antimalarial = 1/10 

remission, 1/10 improvement 

in kidney function, 3/10 

worsening kidney function. 

No treatment = 9/65 

remissions, 10/65 

improvement in kidney 

function, 18/65 worsening in 

kidney function. 

There is a potential 

for selection bias as 

the setting and the 

recruitment of 

patients is unclear. 

Iitaka 1995 

(8) 

41 Retrospective 

cohort 

Japan, 

single-

center 

Children with 

diffuse proliferative 

MPGN / secondary 

forms of MPGN 

were excluded  

1974 - 

1979 

Low dose 

immunosuppressive 

therapy (0.3 mg/kg/d) 

for all, prednisolone, 

cyclophosphamide, 

azathioprine and 

indomethacin. 

Followed by either 

alternate-day 

prednisolone or high-

Mean 

8.75  

(2-16) 

years 

Remission in urinary 

abnormalities was achieved 

in 76% of patients who 

received high-dose alternate-

day prednisolone alone; 40% 

in the low-dose cocktail 

group and 50% in the 

patients that received the 

low-dose cocktail therapy 

followed by either low-dose 

Small retrospective 

single-center study 

and the clinical 

differences 

between the 

treatment groups 

are not clear.  
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dose alternate-day 

prednisolone (1-2 

mg/kg/dose) with a 

slow taper or  

Alternate-day 

prednisone alone 

or high-dose alternate-day 

prednisolone 

Iitaka 2003 

(9) 

8 Retrospective 

cohort 

Japan, 

single-

center 

Children with focal 

segmental MPGN 

1974 - 

1979 

High dose (1.5 

mg/kg/dose) or low 

dose (0.6 - 0.9 

mg/kg/dose) 

alternate-day 

prednisolone with 

slow tapering.  

One patient received 

no treatment 

Mean 

10.8 

(±4.1) 

years 

The outcome of patients with 

focal segmental MPGN was 

good. Six patients treated 

with alternate-day 

prednisolone had normal 

urinalysis at the end of 

follow-up. However, two had 

proteinuria with and without 

hematuria. The study did not 

report results separately for 

patients treated with high and 

low dose alternate-day 

prednisolone 

Small retrospective 

single-center study 

and the clinical 

differences 

between the 

treatment groups at 

baseline are not 

clear. 

Iitaka 2008 

(10) 

27 Long-term 

follow-up of 

retrospective 

cohort (Iitaka 

2002) for 

patients >18 

years of age 

at end of 

follow-up 

Japan, 

single-

center 

Children with 

diffuse proliferative 

MPGN / secondary 

forms of MPGN 

were excluded 

1974 - 

1979 

Low dose 

immunosuppressive 

therapy (0.3 mg/kg/d) 

(prednisolone, 

cyclophosphamide, 

azathioprine and 

indomethacin). 

Followed by either 

alternate-day 

prednisolone or high-

dose alternate-day 

prednisolone (1-2 

mg/kg/dose) with a 

slow taper or 

alternate-day 

prednisone alone 

Mean 

23.1 

(18-33) 

years 

70% had a normal urinalysis 

at the end of follow-up, with 

96% of patients had a serum 

creatinine decreased <1.0 

mg/dl. The 29% (8/27) of 

patients who had abnormal 

urinalysis, two had nephrotic 

syndrome and six showed 

proteinuria. No severe 

infections or uncontrollable 

hypertension in patients but 

growth retardation was 

presented in 22% (6/27) of 

patients.  

Small retrospective 

single-center study 

and the clinical 

differences 

between the 

treatment groups 

are not clear. 
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Imtiaz 2015 

(11) 

54 Retrospective 

cohort study 

Pakistan, 

single-

center 

Patients treated for 

MPGN and biopsy 

showed immune 

deposit (C3-

MPGN) or C3 and 

Ig deposits (IC-

MPGN) 

1996 - 

2003 

Treatment according 

to physician 

discretion - Steroid 

alone versus steroid 

with 

cyclophosphamide 

(when worsening 

kidney function) 

≥12 

months 

Both groups showed better 

response when treated with 

steroid and 

cyclophosphamide: 8/9 

(88.9%) versus 3/8 (37.5%) 

in C-MPGN; and 10/15 

(66.7%) vs. 12/22 (54.5%) in 

IC-MPGN. 

Patients with abnormal 

kidney function are less 

likely to respond with 

treatment (OR 0.027; 95% CI 

0.02, 0.295)   

The treatment 

course and dose 

were determined by 

the treating 

physician, and the 

effects should be 

interpreted with 

caution. Small, 

retrospective 

single-center study. 

Diagnosis was 

made without the 

use of electron 

microscopy.  

Jones 2004 

(12) 

11 Retrospective 

case-control 

UK, 

single-

center 

Patients with 

biopsy-proven 

idiopathic MPGN / 

secondary forms of 

MPGN were 

excluded  

Unclear Oral prednisolone 

(60 mg, tapering to 

20 mg within 2 

months and 

withdrawn by 1 year) 

and MMF 

(500 mg/day and 

increased gradually) 

versus no 

immunosuppressive 

treatment 

18 

months 

Treatment with 

immunosuppressants 

improved kidney function 

compared to control.  

Treatment group reduced 

proteinuria 6, 12 and 18 

months and there was no 

change in SCr and CrCl. 

In the control group, there 

was no change in proteinuria, 

however, SCr increased and 

CrCl worsened after 18 

months of therapy 

When the control and 

treatment groups were 

compared by repeated 

measures ANOVA, there was 

a significant difference in 

proteinuria between the two 

groups (P = 0.03).  

Small, single-center 

study and there 

were differences 

between the cases 

and controls. 

Patients in the 

treatment group 

having a shorter 

time from diagnosis 

to treatment, and 

received numerous 

therapies before 

inclusion into the 

study. Hence 

patients with in the 

control group may 

have worse disease.  
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Nasr 2009 

(13) 

32 Retrospective 

cohort study 

USA, 

single-

center 

Biopsy-proven 

dense-deposit 

disease 

1977 - 

2007 

Immunosuppression 

alone, RAS blockade 

alone or combined 

immunosuppression 

and RAS blockade 

84.4% 

patients 

had 

follow-up 

- mean 

63.4 (2-

288) 

months  

Univariate analysis indicated 

that no treatment with 

combined 

immunosuppression and 

RAS blockade treatment was 

predictive of end-stage 

kidney disease. However, 

cox proportional hazards 

multivariate analysis 

indicated that only age of 

biopsy and SCr were 

associated with end-stage 

kidney disease.  26% of 

patients achieved response to 

therapy (results according to 

treatment not reported) 

Small single-center 

study, where 16% 

had no clinical 

follow-up 

available. Did not 

report results 

according to 

treatment for all 

outcomes.  

Nicolas 2014 

(14) 

18 Case-series France, 

multi-

center 

Children with 

biopsy-proven C3 

GN or dense-

deposit disease 

associated with C3 

NeF-associated 

C3G with a known 

genetic 

complement 

abnormality (CFH, 

CFI, MCP) and no 

complex 

arrangement of 

CFHR5 

1996 - 

2009 

Steroids alone or  

in combination with 

immunosuppressants 

or ACEi alone 

Mean 7 

(3-15) 

years 

22% of patients achieved 

complete remission and 11% 

of patients end-stage kidney 

disease.  

The difference between the 

use of steroids alone or 

steroids combined with 

immunosuppressive agents is 

unclear as patients treated 

with ACEi/ARBs resolved 

abnormal kidney function 

with residual proteinuria in 

some patients. 

The effects of 

treatment are not 

clear because 

results seldom 

separated according 

to treatment.  

Okuda 2015 

(15) 

11 Retrospective 

cohort study 

Japan, 

multi-

center 

Children with 

biopsy-proven type 

I or III MPGN. 

Four with classical 

MPGN, and eight 

1992 - 

2011 

Patients with MPGN 

– methylprednisolone 

following by oral 

prednisolone 

alternate-day therapy. 

Median 

8.5 (1.4-

19.4) 

years 

A greater proportion of 

patients with C3GN required 

combination therapy because 

of a poor response to the 

Small study with 

few patients. 

Criteria for IgA 

nephropathy had to 

be applied because 
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with C3GN, two 

unclassified GN / 

all secondary forms 

of MPGN were 

excluded   

If no response after 

six months an 

additional course was 

undertaken. Patients 

who didn’t respond to 

the 2nd course 

received prednisolone 

daily, azathioprine 

and dipyridamole and 

warfarin.  

methylprednisolone and oral 

prednisolone (P=0.02).  

After follow-up, five patients 

achieved complete remission 

(based on IgA nephropathy 

criteria for remission), with 

50% (2/4) patients with 

classical MPGN, and 88% 

(7/8) with C3GN having no 

response to therapy.  

there were no 

available criteria 

for complete 

remission in 

patients with 

MPGN.  

Oosterveld 

2015 (16) 

5 Case-series USA, 

unclear 

Children with 

biopsy-proven 

dense-deposit 

disease, severe 

nephritic syndrome 

and kidney failure 

with low C3 and 

high levels of C3d 

and sC5bC9, and a 

lack or marginal 

response to 

immunosuppressive 

therapy 

Unclear Eculizumab (given for 

at least three months 

and according to the 

dosing regimen 

established for 

atypical HUS) 

Median 

18.1 (12-

29.2) 

months 

In all patients, proteinuria 

decreased (PCR 8.5 (2.2-17) 

to 1.1 (0.2-2) g/g P<0.005) 

and kidney function 

improved (eGFR 58 (17-117) 

to 77 (50-129) ml/min/1.73 

m2, P<0.01) within 12 weeks 

of treatment. The disease 

relapsed in 40% (2/5) 

patients. No infections or 

adverse events were noted.  

Small study with 

few patients 

Orlowski 

1988 (17) 

50 Prospective 

cohort study 

Poland, 

single-

center 

Idiopathic MPGN Unclear Triple therapy 

(prednisone, 

azathioprine 

combined with 

chlorambucil or 

cyclophosphamide) 

Prednisone 

with/without 

azathioprine or  

No treatment 

10 (± 0.9 

SE) years 

Triple therapy was more 

effective in reducing 

proteinuria compared to no 

treatment or use of 

prednisone with or without 

azathioprine.  

Small study, 11 

patients were taken 

off 

immunosuppressive 

medication 

throughout the 

study.  
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Somers 1995 

(18) 

39 Retrospective 

case-control 

study 

USA, 

single-

center 

Children with 

biopsy-proven 

MPGN / secondary 

causes of MPGN 

were excluded  

1968-

1990 

Immunosuppressive 

therapy (all patients 

received alternate-day 

prednisone, some 

patients received i.v. 

pulse 

methylprednisolone, 

alkylating agents, 

azathioprine and/or 

antiplatelets) or no 

treatment 

Median 

9.5  

(2.1-23) 

years 

Eleven patients who did not 

have nephrotic syndrome 

hade 100% long-term kidney 

survival despite seven 

patients not being treated 

with any immunosuppressive 

therapy. 

The 10-year actuarial kidney 

survival was 58% in treated 

patients and 81% in untreated 

children with MPGN.  

Small single-center 

study and the 

severity of kidney 

disease in patients 

receiving treatment 

and not receiving 

treatment is not 

clear.  

Strife 1984 

(19) 

17 Case-series USA, 

single-

center 

Children with Type 

III MPGN with 

follow-up > two 

years.  

Unclear Alternate-day 

prednisone (n=16) or 

no treatment (n=1) 

Unclear 43% (3/7) patients with 

nephrotic syndrome and type 

III MPGN went on to 

develop end-stage kidney 

disease.  

Small single-center 

study with no 

comparison 

between therapies. 

Takeda 1995 

(20) 

15 Case-series Japan, 

single-

center 

Children with 

biopsy-proven type 

I MPGN and had 

not received 

immunosuppressive 

therapy 

1977 - 

1991 

Oral prednisolone (1 

mg/kg/d) combined 

with dipyridamole (5 

mg/kg/d) depending 

on disease severity. 

I.v. 

methylprednisolone 

was used in patients 

with abnormal kidney 

function 

Median 6 

(3-15.5) 

years 

94% of patients-maintained 

kidney survival at four- and 

ten-years post therapy, with 

73% stopping therapy 

because of normalized 

kidney function and 

urinalysis. No patients 

experienced a relapse on 

corticosteroid therapy 

Small single-center 

with no comparison 

group 

Warady 1985 

(21) 

6 Case-series USA, 

unclear 

Biopsy-proven 

idiopathic type I 

MPGN who had 

not yet received 

immunosuppressive 

therapy 

1977 -

1982 

Corticosteroid therapy 

dose according to 

kidney function.   

Minimum 

2 years 

Treatment of long-term 

corticosteroids improved 

clinical and histological 

outcomes for children with 

idiopathic type I MPGN. 

After five years of therapy, 

all patients had a CrCl >120 

ml/min/1.73m2 with one 

Small study with 

no comparison 

group, 
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patient with nephrotic 

syndrome 

Yanagihara 

2005 (22) 

19 Retrospective 

cohort study 

Japan, 

single-

center 

Children with 

biopsy-proven 

diffuse proliferative 

MPGN / secondary 

forms of MPGN 

were excluded 

1974 - 

1993 

Three patients 

received 

cyclophosphamide (3 

mg/kg/d for 7 weeks) 

followed by high-dose 

alternate-day 

prednisolone. 16 

patients received 

pulse 

methylprednisolone 

and alternate-day 

prednisolone 2 

mg/kg/d (≤80 mg/d) 

Mean 

14.6 

(±4.6) 

years 

No patients went on to end-

stage kidney disease or 

developed severe adverse 

effects.  

Urinary abnormalities and 

hypocomplementemia 

cleared in 79% of patients, 

while mild proteinuria 

without 

hypocomplementemia 

remained in 21% of patients. 

Small study with 

no comparison 

between treatment 

groups or in-depth 

reporting of 

histological 

features of the 

disease.  

Yuan 2010 

(23) 

13 Prospective 

cohort study 

China, 

single-

center 

Biopsy-proven 

idiopathic MPGN / 

secondary causes of 

MPGN were 

excluded. 

Unclear All patients were 

resistant to eight 

weeks of prednisone 

1.0 mg/kg/d with a 

gradual taper to 30 

mg/d. If no response, 

MMF (1.5 g/d) was 

added and prednisone 

was tapered to 5-10 

mg/d. 

14 

months 

All the patients experienced a 

reduction of proteinuria more 

than 50% and defined as 

partial remission, but none 

achieved complete remission.  

After three months with 

MMF therapy kidney 

function improved 

(proteinuria and SCr 

decreased and eGFR 

improved slightly (63.3 ± 

26.8 to 65.7 ± 26.8 

ml/min/1.73 m2) (P<0.05). 

After 12 months of MMF 

therapy, proteinuria 

decreased, and SCr and 

eGFR remained stabled.  

Small study and 

with potential for 

selection bias with 

recruitment of 

participants 

unclear. No 

comparison groups.  
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Table S188. Characteristics of included studies for proliferative glomerulonephritis with monoclonal immunoglobulin deposits 

Study 

Name 

N Study type  Setting  Patient characteristics Study 

period 

Treatment Follow-up 

Avasare 

2018 (24) 

76 (33 

treated 

with 

MMF, 

43 with 

non-

specific 

therapy) 

Case-series 

(medical 

records) 

Single 

center, 

USA 

Patients with C3 GN. 

Patients prior to 2010 had 

their clinical and 

histological criteria 

reviewed to confirm 

diagnosis 

1997 - 

2015 

33 prescribed MMF (1000 mg twice daily for 3 

months in general). Treatment at the discretion of 

treating physician Concomitant corticosteroids and 

when MMF was stopped. 

Compared against 43 patients who received 

nonspecific immunosuppressive agent in 

combination with steroids  

Median 32 (IQR 21 – 

68) months 

Chauvet 

2015 (25) 

35 Case-series 

(medical 

records) 

Multi-

center, 

France 

Serum monoclonal IgM 

with eGFR <60 

ml/min/1.73 m2 and/or 

proteinuria and 

monoclonal IgM or light 

chain deposits and/or 

kidney infiltration by 

malignant B cells 

1992 - 

2012 

Varying chemotherapy and eight cases with first-line 

rituximab 

Median 29 months 

Chauvet 

2017 (26) 

50 Retrospective 

cohort study 

Multi-

center, 

France 

Biopsy-proven C3GN on 

native kidney or kidney 

allograft, without evidence 

of LCD or HCD, except 

for trace IgM on 

glomerular sclerotic 

lesions by 

immunofluorescence 

2000 - 

2014 

3 strategies:  

1. Chemotherapy adapted to B-cell clone (n=29) 

2. Conventional immunosuppressive therapy (n=8) 

(steroids alone (n=4), prednisone combined with 

rituximab (n=1), MMF (n=1), azathioprine (n=1), 

or cyclophosphamide (n=1) 

3. RAS blockade (n=13) 

Mean 24 (range 4-104) 

months 

Guiard 

2011 (27) 

26 Case-series 

(medical 

records) 

Multi-

center, 

France 

Monoclonal IgG GN 

without IgA or IgM 

deposits or 

cryoglobulinemic fibrillary 

GN 

1980 - 

2008 

Patients with hematologic disorders (9/26) received 

varying chemotherapy agents (combining steroids, 

alkylating agents (chlorambucil, cyclophosphamide, 

or melphalan), fludarabine, thalidomide, and 

rituximab). All patients received symptomatic 

treatment (RAS blockade).  

Mean 67.6 (2 - 216) 

months 

Mean follow-up for 

rituximab was 24 

months 
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Rituximab was combined with other chemotherapies 

in two patients with low-grade lymphoma or alone in 

five patients with no malignancy as first-line 

treatment (n=3) or as a second-line treatment (n=2). 

Herlitz 

2012 (28, 

29) 

6 Proof-of 

concept, open-

label, 

unblinded, one 

arm trial 

Single 

center, 

USA 

Three patients with dense-

deposit disease and three 

with C3 GN with 

proteinuria >1g/d or acute 

kidney failure (≥50% rise 

in SCr from baseline) 

Not 

reported 

Eculizumab (IV) - 900 mg once weekly for four 

weeks followed by 1200 mg on week five and then 

1200 mg every other week up to week 53.  

12 months 

Higgins 

2018 (30) 

57 Case-series 

(registry 

based) 

Single 

center, 

USA 

Biopsy –proven 

Waldenstrom 

macroglobulinemia or 

related IgM B cell 

lymphoproliferative 

disorders. 33% (19/57) 

amyloid glomerulopathy, 

35% (20/57) with 

nonamyloid 

glomerulopathy, 14% 

(8/57) with 

tubulointerstitial lesions, 

18% (10/57) non-

paraprotein related lesions.  

Jan 1996 - 

2015 

Heterogeneous treatment: 

Alkylator-based chemotherapy, rituximab-based 

therapy, and novel agents, such as bortezomib. 

“Rituximab was used as the frontline agent in 60% 

of patients (ten with amyloid-related 

glomerulopathy, 11 with nonamyloid-related 

glomerulopathy, six with tubulointerstitial 

nephropathies, and six with nonmonoclonal 

gammopathy–related kidney diseases). Autologous 

stem cell transplant was used in eight patients, all 

with amyloid-related glomerulopathy. 

Plasmapheresis was used primarily in patients with 

glomerulopathy (40%) and those in the 

tubulointerstitial nephropathies group (38%), and it 

was used in only one patient with amyloid-related 

glomerulopathy nonamyloid-related” 

Unclear 

Gumber 

2018 (31) 

19 Retrospective 

Case-series 

(medical 

records) 

Single 

center, 

USA 

Patients with proliferative 

glomerulonephritis with 

monoclonal Ig deposits. 

Group 1 – clone-detected 

and clone-directed therapy  

Group 2 – clone-directed, 

non-directed therapy 

Group 3 – no clone 

detected, empirical therapy 

2000 - 

2016 

Patients were treated according to the detection of 

clone, with some receiving therapy targeted to the 

clone’s malignant counterpart.  

Group 1 clone-detected were treated with clone-

direct therapy (rituximab, chlorambucil, 

cyclophosphamide and bortezomib). 

Group 2 clone-detected, treated with non-directed 

therapy – MMF and prednisolone 

Median 693 days (IQR 

354 - 1355 days) 
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Group 3 no clone detected, empirical therapy 

(rituximab, cyclophosphamide, prednisolone) 

Group 4 not treated 

Javaugue 

2013 (32) 

27 Retrospective 

case-series  

Multi-

center, 

France 

Patients with fibrillary GN 

– Ig HCD and LCD in the 

mesangial and/or capillary 

wall.  

1990 - 

2011 

All cases received supportive therapy, with 13 cases 

receiving various additional immunosuppressive 

therapy 

Median 46 (range 6 - 

253) months 

Joly 2019 

(33) 

255 Retrospective 

cohort study 

Multi-

center, 

France 

Biopsy-proven LCDD, 

HCDD, LHCDD, LCDD + 

CN 

1981 - 

2015 

69% (176/255) had data available on treatment, the 

majority received chemotherapy (96%), with 56% 

receiving one line of treatment, 21% received two 

lines, 22% received three lines of therapy. The 

therapies included bortezomib - (58%), alkylator- (n 

5 28, 17%), thalidomide/lenalidomide- (10%), 

adriamycin- (9.5%), rituximab-based therapy (2.4%) 

or steroids alone (0.6%) 

Median 27.3 (IQR 10-

70) months 

Kourelis 

2016 (34) 

88 Retrospective 

case-series 

Single-

center, 

USA 

Biopsy-proven monoclonal 

Ig deposition disease 

(LCDD, HCDD) 

Mar 1992 

-Dec 

2014 

First line therapies include proteasome inhibitor 

based, cytotoxic chemotherapy, steroids, autologous 

stem cell. 

Median overall 

survival 47 (range 1 - 

174) months, 

hematological 28 

(range 0 - 174), kidney 

survival 35 (range 0 - 

174) months 

Li 2016 

(35) 

48 Retrospective 

case-series 

(registry) 

Single 

center, 

China  

Patients with LCDD  Jan 2004 -

May 2015 

Seven (16%) patients did not receive chemotherapy. 

77% (37/48) patients received chemotherapy or 

chemotherapy plus autologous stem cell 

transplantation. 

Mean 22 months 

Lorenz 

2010 (36) 

29 (12 

recurren

t 

MPGN, 

17 non-

recurren

t 

MPGN) 

Retrospective 

case-series 

(medical 

records) 

Single 

center, 

USA 

Transplant recipients with 

recurring MPGN 

determined by post-

transplant kidney biopsy.  

1996 - 

2006 

Varying induction immunosuppression: and 

maintenance immunosuppression  

Patients with recurrent MPGN were treated with 

plasmapheresis 

52.8 ± 36.9 months 
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Nasr 2011 

(37) 

66 Retrospective 

case-series 

(medical 

records) 

Single 

center, 

USA 

Biopsy-proven fibrillary 

GN.  

1993 - 

2010 

26% (16/61) of patients received no treatment, 26% 

(16/61) received RAS blockade, 48% (29/61) 

received immunosuppressive therapy, with the 

majority receiving steroids, cyclophosphamide or 

MMF. Only three patients received rituximab 

therapy.  

Mean 52.3 (range 2 - 

209) months 

Pozzi 

2003 (38) 

63 Retrospective 

case-series 

(medical 

records) 

Multi-

center, 

Italy 

Patients with LCCD, one 

patient had associated Υ-

HCCD, multiple myeloma 

was diagnosed in 65% of 

patients.  

1978 - 

2002 

In patients without multiple myeloma, 23% (5/22) 

did not receive therapy.  

In patients with multiple myeloma 10% (4/41) did 

not receive therapy.  

Immunosuppressive therapy was similar depending 

on presence of multiple myeloma; however, the 

therapies (vincristine-doxorubicin-dexamethasone or 

vincristine-doxorubicin-methylprednisolone 

chemotherapy and chemotherapy and 

plasmapheresis) were more likely prescribed in 

multiple myeloma.  

27.5 months (IQR 8, 

56 months) 

Ravindran 

2018 (39) 

36 (32 

C3 GN, 

4 DDD)  

Retrospective 

case-series 

Single 

center, 

USA 

Patients with biopsy-

proven C3 glomerulopathy 

or dense deposit disease 

and positive for 

monoclonal Ig 

2007 - 

2016 

8% (3/36) conservative therapy, 44% (16/36) 

targeted monoclonal therapy, 47% received non-

targeted immunosuppressive therapy 

Median 43.6 (1.8 - 

128) months  

Schober 

2017 (40) 

287 Retrospective 

(registry) 

study 

Multi-

center, 

USA 

Biopsy-proven fibrillary 

glomerulonephritis  

1985 - 

2015 

Only 7% received no treatment, 7% received 

hemodialysis. 24% received ACEi/ARB alone, 36% 

received immunosuppressive or ACEi/ARB. 15 

patients were advised to take rituximab 

Range 9-46 months 

Sayed 

2015 (41) 

53 Observational 

prospective 

cohort 

Single 

center, 

UK 

Biopsy-proven with LCDD  2002 - 

2015 

81% (43/53) patients were not on dialysis. 32 

patients where on chemotherapy and 21 of these 

patients were on dialysis. 16 received melphalan-

conditioned autologous stem-cell transplant 

Mean 6.2 (range, 1.1 - 

14.0) years 

Strati 

2015 (42) 

49; 10 

with 

MPGN 

Retrospective 

case-series  

Single 

center, 

USA 

Patients with chronic 

lymphocytic leukemia, 

small lymphocytic 

lymphoma or monoclonal 

B-cell lymphocytosis. 

1995 - 

June 2014 

Five treated with rituximab, cyclophosphamide and 

prednisone-based regimen. Three treated with 

received a rituximab-based regimen with or without 

steroids   

Unclear  
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Only 1.2% patients had 

kidney biopsy to evaluate 

kidney failure and 

nephrotic syndrome. Ten 

patients had MPGN (3 

with monoclonal IgG, 2 

cryoglobulinemic GN, 1 

with immunotactoid GN 

with monoclonal IgG 

deposits, fibrillary GN, C3 

GN)  

Vignon 

2017 (43) 

19 Retrospective 

case-series 

Multi-

center, 

France 

Patients with IgA deposit 

defined by the presence of 

glomerular alpha HCDD, 

either alone, or associated 

with a single LC isotype, 

with similar staining 

intensity as the alpha 

heavy chain. 

1998 - 

2015 

In the a-HCDD group, 4 patients received 

chemotherapy based on bortezomib and 

dexamethasone (n=2), or melphalan and 

dexamethasone (n=2). 

In patients with monoclonal IgA deposits, all patients 

received symptomatic measures including RAS 

blockade. Four of these patients did not require 

further treatment. First line immunosuppression was 

given to six patients, including (i) oral steroids (n=3) 

or (ii) oral steroids cyclophosphamide (0.6 g/m2 i.v. 

bimonthly, n=3). 

Six patients received chemotherapy based on 

antimyeloma agents 

Median 30 (12 - 168) 

months 

Zand 

2013 (44) 

41, data 

on 10 

patient’s 

treatmen

t 

provide

d 

Retrospective 

case-series 

Single 

center, 

USA 

Biopsy-proven C3GN, 10 

had monoclonal 

gammopathy  

2009 - 

2012 

Treatment was variable: Four patients were treated 

conservatively, Four received steroids alone or in 

combination with immunosuppressive therapy. One 

patient received dexamethasone and bortezomib, one 

patient received six cycles of rituximab, 

cyclophosphamide, vincristine and prednisone 

Unclear 

Zand 

2014 (45) 

21, 14 

develop

ed 

Retrospective 

case-series  

Single 

center, 

USA 

Patients with kidney 

transplant with recurrent 

proliferative GN with 

dominant C3GN staining 

Jan 1996 - 

Dec 2010 

Ten patients did not receive treatment with recurrent 

disease. Three patients with rituximab. One patient 

received plasmapheresis with a high dose prednisone 

and stem cell transplantation 

10 years 



 405 

recurren

t C3GN 

and minimal or no IgG 

staining   

Zand 

2015 (46) 

145 (87 

LCDD,2

9 MCN, 

13 

LCDD 

+ MCN) 

Retrospective 

case-series 

Single 

center, 

USA 

Biopsy-proven LCDD, 

with or without myeloma 

case nephropathy (MCN).  

Jan 1997 - 

Dec 2011 

All patients in the myeloma cast nephropathy (MCN 

alone or LCDD and MCN) were treated with 

chemotherapy. 5/87 (11%) in the LCDD group did 

not receive chemotherapy. The most common 

therapy was steroid alone administered as 

dexamethasone or prednisone. Other agents included 

cyclophosphamide, azathioprine, rituximab, 

doxorubicin, and vincristine. About 33% in each 

group received autologous stem cell transplant with 

or without prior chemotherapy. There was no 

difference amongst the three groups with respect to 

the type of chemotherapy administered or rate of 

SCT 

Median duration of 

follow-up in patients 

who 

survived was 46.9 (0.9 

-152.5) months 

Abbreviations: ACEi – angiotensin converting enzyme inhibitor, ESKD – end-stage kidney disease, FGN – fibrillary GN; GN – glomerulonephritis, HCD – heavy chain 

deposits, HCDD – heavy chain deposition disease, HCV – hepatitis C virus, IQR – interquartile range, ITGN – immunotactoid GN, LCD – light chain deposits, LCDD – light 

chain deposition disease, MMF – mycophenolate mofetil, MPGN --membranoproliferative GN, RAS – renin-angiotensin system 
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Table S189. Findings of included observational studies of proliferative glomerulonephritis with monoclonal immunoglobulin deposits 
Study 

Name 

N Treatment Main findings Critical appraisal  

Avasare 

2018 (24) 

76 (33 treated with 

MMF, 43 with non-

specific 

immunosuppression) 

33 prescribed MMF (1000 

mg twice daily for 3 months 

in general). Treatment at 

the discretion of treating 

physician, including 

concomitant corticosteroids 

and when MMF was 

stopped. 

Compared against 43 

patients who received non-

specific 

immunosuppressive agent 

in combination with 

steroids 

67% (20/30) of patients treated with MMF 

achieved response to therapy, with ten achieving 

complete remission and ten achieving partial 

remission. These patients usually had a low 

proteinuria and low soluble C5b-9.  

In patients that received steroids with or without 

another immunosuppressive therapy for a minimum 

of three months was response to therapy was 29% 

rituximab, 29% with calcineurin inhibitors, 33% 

with steroids and other immunosuppressive therapy 

and 39% in steroids alone. 

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns – The center had 

63% (76/120) of patients who had 

available data available for comparison, 

and 90% (30/33) of patients with MMF 

completed one year of therapy – unclear 

if the patients not in the study where 

somewhat different to the patients in the 

study 

• Single-center in the USA may not be 

representative to the entire population. 

• No multivariate analysis is undertaken 

and hence confounding may likely be 

present. 

Chauvet 

2015 (25) 

35 Varying chemotherapy as 

first-line therapy, including 

eight cases with first-line 

rituximab therapy 

Treatment response available in 91% (32/35 

patients) 26 patients: 53% (17/32) achieved a 

hematological response, with complete or very 

good partial response in seven cases. Nine patients 

required further treatment because of refractory or 

progressive hematologic disease  

In patients with amyloidosis 50% (5/10) achieved a 

kidney response after first line-therapy, patients 

with nonamyloid glomerular diseases 60% (9/15) 

achieved kidney response, and nonamyloid 

tubulointerstitial diseases 63% (5/8) achieved 

kidney response.  

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease.  

• Standard criteria used for hematological 

and kidney response  

• Conducted across multiple centers in 

France, likely a good representative 

sample for France.  

• Treatment groups provided but not 

compared but no multivariate analysis 

has been undertaken and confounders 

have not been adjusted for.  

Chauvet 

2017 (26) 

50 1. Chemotherapy 

adapted to B-cell 

clone (n=29) 

Chemotherapy was well tolerated in 18% (15/29) of 

patient’s chemotherapy experienced severe adverse 

events, including six episodes of infectious 

Risk of bias was assessed using Newcastle-

Ottawa scale (4)   
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N Treatment Main findings Critical appraisal  

2. Conventional 

immunosuppressive 

therapy (n=8) 

3. RAS blockade 

(n=13) 

pneumonitis leading to death in three patients. One 

patient treated with bortezomib developed 

peripheral neuropathy that required treatment 

discontinuation.  

For the 37 patients that had data available, 48% 

(18/37) achieved hematological response to 

therapy, and 83% of these patients (15/18) achieved 

kidney response. The 19 patients that had no 

hematological response, only 28% achieved a 

kidney response. In multivariate analysis, only 

hematological response was predictive of a kidney 

response.  

Median kidney survival was higher in patients that 

received chemotherapy compared to those who 

received conservative therapy (HR, 0.27; 95% CI 

0.09 - 0.77) (P=0.01)) but there was no difference 

to those receiving immunosuppression but was not 

significantly different from that of patients 

receiving different immunosuppressive therapy. In 

multivariate analysis, only kidney response was 

associated with kidney survival.  

• This was a well-conducted retrospective 

observational study (8/9 star rating), 

with clear inclusion criteria with valid 

objective methods to include patients 

into a nationwide registry.  

• The treatment groups came from the 

same population and used secure registry 

records to identify outcomes of interest – 

kidney and hematological response. 

With sufficient follow-up and low 

attrition bias.  

• The treatment groups were comparable 

as multivariate analysis was undertaken.  

Guiard 

2011 (27) 

26 Patients with hematologic 

disorders (9/26) received 

varying chemotherapy 

agents. All patients received 

symptomatic treatment 

35% (6/17) required transplant after reaching end-

stage kidney disease, one patient had recurrence of 

their disease. Remission of nephrotic syndrome was 

achieved by 54% of patients. Patients with severe 

kidney disease (advanced CKD stage, elevated 

serum creatinine, fibrosis in kidney biopsy) did not 

achieve remission. Remission was achieved in 50% 

of patients with MPGN histology and 57% of 

patients with monoclonal membranous nephropathy 

histology.  

In 71% (5/7) of patients treated with rituximab, 

complete remission of nephrotic syndrome was 

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease, with a reliance on medical 

records. 

• Conducted across multiple centers in 

France, likely a good representative 

sample for France.  

• Treatment groups provided and the 

outcome according to treatment is 

discussed 
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achieved after mean nine months (range 4-24 

months). The other 2/7 achieved partial remission. 

One patient relapsed.  

• No multivariate analysis is undertaken 

and hence confounding may likely be 

present.  

Herlitz 

2012 (28, 

29) 

6 Eculizumab (IV) - 900 mg 

once weekly for 4 weeks, 

followed by 1200 mg on 

week 5 and then 1200 mg 

every other week up to 

week 53   

“After commencing treatment with eculizumab, 

there was evidence of effective and sustained 

terminal complement inhibition in all patients.” 

In patients with dense deposition disease, two of 

three patients were found to have improved kidney 

function, including one patient with recurrent 

disease after transplantation. In patients with C3GN 

one patient had improved SCr, and one patient SCr 

rose and required reintroduction of MMF and 

steroids, the other patient their kidney function 

remained stabled.   

There were no adverse effects or infections.   

The Cochrane risk of bias tool (3) was to 

assess this study. However, this is a proof-

of-concept clinical trial, one treatment arm 

only and the tool does not apply in full.  

High risk of bias.  

• No randomization, allocation 

concealment, blinding was undertaken 

because this is a one-arm trial. 

Recruitment into the study was unclear, 

and hence selection bias may be likely 

high risk  

• High attrition rate –no patients were lost 

to follow-up. 

• No selection bias concerns - There were 

clear inclusion criteria, with valid 

methods for identification of the disease, 

however, 

• Other bias – Unclear - This is a 

pharmaceutical funded trial but 

pathology was processed independently, 

some authors have served as consults for 

the pharmaceutical company. It could be 

made clearer what the company’s 

involvement in the data analysis and 

publication was.  

• Single-center in the USA may not be 

representative to the entire population. 

• No multivariate analysis was reported 

and hence confounding may likely be 

present. 
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Higgins 

2018 (30) 

57 Varying 

immunosuppressive 

therapy. Agents included: 

alkylator-based 

chemotherapy, rituximab-

based therapy, bortezomib, 

rituximab, autologous stem 

cell transplant, 

plasmapheresis  

Of the 60% of patients who had available data to 

assess hematological response, 6% of patients 

achieved complete response; these patients were 

treated with rituximab or autologous stem cell 

transplant. 30% of patients had a partial response to 

therapy, and only 17% or less had a minimal 

response to therapy.  

Kidney function improved in 47% of patients and 

worsened in 21% of patients, with 21% of patients 

going on to end-stage kidney disease.  

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns - The Mayo’s 

clinic database had 4% (57/1363) of 

patients with bone marrow and kidney 

biopsy available, and treatment data was 

only available for 89% (51/57) of 

patients, and hematological response was 

only available in 60% of patients – may 

not represent the entire population 

• No multivariate analysis is undertaken 

and hence confounding may likely be 

present. 

Gumber 

2018 (31) 

19 Patients were treated 

according to the detection 

of clone, with some 

receiving therapy targeted 

to the clone’s malignant 

counterpart.  

76% (13/17) had a response to first-line therapy, 

with 35% (6/17) received, with all patients 

receiving clone-directed therapy achieving a kidney 

response. Only one patient in group 2 (clone-

detected, non-directed therapy achieved) a kidney 

response. In patients without a clone-directed 

standard empirical therapy 80% (8/10) achieved 

kidney response, with 30% (3/10) achieving 

complete remission. 

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Single-center may not be representative 

of the entire population.  

• No formal statistical comparison was 

made between therapies, no multivariate 

analysis undertaken hence confounding 

may be likely. 

Javaugue 

2013 (32) 

27 All cases received 

supportive therapy, with 13 

cases receiving various 

additional 

immunosuppressive therapy 

Complete or partial kidney response was achieved 

in 30% of patients (8/27), only one patient treated 

with supportive therapy achieved complete kidney 

response, and one achieved partial kidney response. 

In patients treated with immunosuppressive 

therapy, 46% (6/13) achieved partial kidney 

response (all 5 patients treated with rituximab 

included). Patients who did not achieve a response 

had a lower eGFR at time of immunosuppressive 

therapy.  

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• No clear comparison across the 

treatment arms and no multivariate 

analysis was undertaken and hence 

confounding may likely be present. 
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Joly 2019 

(33) 

255 96% (169/176) of patients 

with sufficient data 

received various 

chemotherapy.  

Hematological response – 67% (113/169) achieved 

complete response or very good partial response, 

with response similar among all subtypes of 

monoclonal immunoglobulin deposition disease.  

Kidney survival – Bortezomib-based therapy was 

associated with better kidney and patient survival.  

Univariate analysis found bortezomib-based 

therapy (P<0.0001) and melphalan autologous stem 

cell transplants (P<0.001) were associated with 

hematological response and bortezomib-based 

therapy was associated with kidney response (OR 

3.23; 95%CI 1.57, 6.56). In multivariate analysis 

predictors of a response did not include treatment. 

Risk of bias was assessed using Newcastle-

Ottawa scale (4)   

• This was a well-conducted retrospective 

observational study (8/9 star rating), 

with clear inclusion criteria with valid 

objective methods to include patients 

into a nationwide database.  

• The treatment groups came from the 

same population and used secure registry 

records to identify outcomes of interest – 

kidney and hematological response. 

With sufficient follow-up and low 

attrition bias.  

• The treatment groups were comparable 

as multivariate analysis was undertaken. 

Kourelis 

2016 (34) 

88 First line therapies include 

proteasome inhibitor based, 

cytotoxic chemotherapy, 

steroids, autologous stem 

cell. 

Patients treated with proteasome inhibitor-based 

therapy 33% (10/27) achieved kidney response, 

36% (15/27) had no kidney response, and 13% 

(2/27) were not examined.  

Patients treated with cytotoxic therapy (other than 

autologous stem-cell transplant) 10% (3/16) 

achieved kidney response, 19% (8/16) had no 

kidney response, 19% (3/16) were not examined 

Patients treated with steroids only 10% (3/5) 

achieved complete remission, 2% (1/5) had no 

response to therapy 

Patients treated with autologous stem cell therapy 

had 40% (12/26) achieve complete kidney 

remission, 21% (9/26) had no response to therapy 

and for 31% (5/26) there was no data for kidney 

response.  

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Single-center may not be representative 

of the entire population.  

• Descriptive study only, there was no 

formal statistical comparison was made 

between therapies, no multivariate 

analysis undertaken hence confounding 

may be likely. 
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Li 2016 

(35) 

48 Seven (16%) patients did 

not receive chemotherapy. 

77% (37/48) patients 

received chemotherapy or 

chemotherapy plus 

autologous stem cell 

transplantation. 

“Patients that received no chemotherapy before 

kidney biopsy all progressed to ESKD. Patients 

receiving different treatments also had different 

kidney outcomes; chemotherapy and autologous 

stem cell transplant showed the best outcomes, 

followed by chemotherapy alone and then by no 

chemotherapy (p=0.048)” 

Patients receiving chemotherapy and autologous 

stem cell transplant showed the best outcomes, 

followed by chemotherapy alone, treatment was 

found to be a kidney survival (HR 0.362; 95% CI 

0.151, 0.8638) in a multivariate analysis. 

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns – It is unclear if 

all cases have a kidney biopsy at this 

single-center in China and hence the 

participants may not be representative of 

the population.  

• The specific type of treatment was not 

examined in the multivariate analysis 

and the factors that were adjusted for are 

not clear.   

Lorenz 

2010 (36) 

29 (12 recurrent 

MPGN, 17 non-

recurrent MPGN) 

Varying induction 

immunosuppression: and 

maintenance 

immunosuppression  

Patients with recurrent 

MPGN were treated with 

plasmapheresis 

3/4 patients that presented early with recurrent 

MPGN responded to plasmapheresis with 

improvement in graft function and blood pressure, 

but 2 required plasmapheresis once weekly 12 and 

13 months after transplant. One patient responded 

partially but then required dialysis 12 months after 

transplant, they recovered with stem cell transplant 

(multiple myeloma), another patient had 

progressive deterioration of graft function and graft 

loss at six months after transplantation.  

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns – It is unclear if 

all cases have a kidney biopsy at this 

single-center in USA and hence the 

participants may not be representative of 

the population.  

• No multivariate analysis and the factors 

that were adjusted for are not clear.   

Nasr 2011 

(37) 

66 26% (16/61) of patients 

received no treatment, 26% 

(16/61) received RAS 

blockade, 48% (29/61) 

received 

immunosuppressive 

therapy, with the majority 

receiving steroids, 

cyclophosphamide or 

MMF. Only 3 patients 

received rituximab therapy.  

The sixteen patients who did not receive therapy, 

one achieved complete remission, seven had 

persistent kidney disease and eight developed end-

stage kidney disease.  

In the sixteen patients who received RAS blockade 

alone, two achieved complete remission, two 

achieved partial remission, 11 had persistent kidney 

disease and four progressed to end-stage kidney 

disease.  

In the 29 patients that received immunosuppressive 

therapy, three achieved partial remission, 11 had 

• There were clear inclusion criteria, 56% 

of patients had biopsy outside of the 

treating center but were examined for 

second opinion at the treating center. 

Standard processes for kidney biopsy 

were undertaken. 

• Only a single center study, and unclear if 

all patients at this center received a 

kidney biopsy – might be some selection 

bias concerns and the generalizability of 
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persistent kidney disease and 15 reached end-stage 

kidney disease. 

Cox proportional regression found that predictors 

of reaching end-stage kidney disease did not 

included treatment.  

this study to the wider population is 

unclear.  

• Low attrition bias - 92% (61/66) had 

clinical data follow-up available to 

estimate a treatment response 

• Multi-variant analysis was undertaken 

Pozzi 2003 

(38) 

63 No treatment or varying 

immunosuppressive therapy 

depending on presence of 

multiple myeloma 

(vincristine-doxorubicin-

dexamethasone or 

vincristine-doxorubicin-

methylprednisolone 

chemotherapy and 

chemotherapy and 

plasmapheresis) 

57% of patients reached uremia (only 1/5 patient 

treated with chemotherapy and autologous stem 

cell transplant reached uremia), and kidney survival 

at six months was 67%, 62% at 1 year, 54% at two 

years, 40% at four years and 31% at eight years.  

Univariate analysis found that chemotherapy along 

with plasmapheresis (p=0.03) was associated with 

worse kidney outcome and survival (P=0.01), but 

this was not maintained in multivariate analysis.   

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns – It is unclear if 

all cases have a kidney biopsy in these 

centers and hence the participants may 

not be representative of the population.  

• There was limited examination of 

treatment in analysis and residual 

confounding may still be present.  

Ravindran 

2018 (39) 

36 (32 C3 GN, 4 

DDD)  

8% (3/36) conservative 

therapy, 44% (16/36) 

targeted monoclonal 

therapy, 47% received non-

targeted 

immunosuppressive therapy 

Conservative therapy all patients with kidney 

involvement - 1 had no response to therapy, one 

was lost to follow-up and one progressed to ESKD.  

Non-targeted treatment all patients had kidney 

involvement – 29% (5/17) achieved complete 

kidney response, and 12% (2/17) achieved partial 

kidney response, 41% (7/17) had no response, with 

18% (3/17) reaching ESKD, and three were lost to 

follow-up.  

Targeted treatment – 13% (2/16) achieved a 

complete hematologic response, 44% (7/16) 

achieved very good partial hematologic response, 

and 7% (1/16) achieved a partial hematologic 

response. 20% (1/5) achieved partial kidney 

response, 80% (4/5) had no response. Two patients 

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns – It is unclear 

this single center in the USA is 

representative of the entire population  

• There was limited comparison of 

treatments and multivariate analysis 

wasn’t undertaken and hence 

confounding is likely to be present. 
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with smoldering multiple myeloma –one achieved 

partial kidney response and one had no response.  

Multiple myeloma (n=7) – 29% (2/7) achieved 

complete kidney response, 57% (4/7) had no 

response, 14% (1/7) had stable disease. one patient 

had type 2 cryoglobulinemia and had complete 

kidney response, one patient had chronic 

lymphocytic leukemia and had partial kidney 

response.  

There was no difference in kidney survival in 

patients who received monoclonal protein targeted 

therapy (n=16) those without (n=17) 

Sayed 2015 

(41) 

53 81% (43/53) patients were 

not on dialysis. 32 patients 

where on chemotherapy and 

21 patients were on 

dialysis. 16 received 

melphalan-conditioned 

autologous stem-cell 

transplant 

32 patients achieved different levels of clonal 

response (changes in dFLC values) to first-line 

therapy and/or autologous stem cell transplant.  

Patients treated with chemotherapy had a 

substantially better kidney survival (better eGFR) 

than patients who started chemotherapy having 

already reached CKD stage 4.  

Mean improvement in GFR of 6.1 ml/min per year 

from a baseline among 21 patients who achieved a 

hematologic complete response or very good partial 

response at six months compared with a mean GFR 

loss of 6.5 ml/min per year from among both those 

who achieved a hematologic partial response (n=4) 

or no hematological response (n=7; P=0.009) 

Risk of bias was assessed using Newcastle-

Ottawa scale (4)   

• This was a moderately well-conducted 

prospective observational cohort (5/9 

star rating), with clear inclusion criteria 

with valid objective methods to include 

patients. The study was only single-

center and may not represent the entire 

patient population, it is unclear if all 

patients were included in this cohort 

study  

• The treatment groups came from the 

same population, it is unlikely that staff 

that assessed outcomes (kidney and 

hematological response) were blinded 

the allocation of the patient’s therapy.  

• There was sufficient follow-up and low 

attrition bias in this study.  

• Confounding is likely - The patients and 

clinical characteristics were not 

controlled for in allocation to treatment 
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and multivariate analysis was not 

undertaken. 

Schober 

2017 (40) 

287 Only 7% received no 

treatment, 7% received 

hemodialysis. 24% received 

ACEi/ARB alone, 36% 

received 

immunosuppressive or 

ACEi/ARB. 15 patients 

were advised to rituximab 

60% (9/15) patients treated with rituximab - kidney 

outcomes - 11% were non-progressive, 56% were 

progressive and 33% reached ESKD. Longer time 

from biopsy to rituximab dose (30 vs. 4.5 months, p 

= 0.05), higher average SCr at the time of rituximab 

treatment (3.22 vs. 2.27 mg/dl, p = 0.38), and the 

initial biopsy revealed a higher percentage of 

sclerosis (49 vs. 22%, p =0.02) were associated 

with poorer outcomes. 

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns – It is unclear 

this single-center in the USA is 

representative of the entire population  

• Limited comparisons across treatment 

and multivariate analysis not undertaken 

and hence confounding is likely to be 

present. 

• Other treatment effects are not examined 

and compared to rituximab treatment 

outcomes.  

Strati 2015 

(42) 

49; 10 with MPGN Five treated with rituximab, 

cyclophosphamide and 

prednisone-based regimen. 

Three treated with received 

a rituximab-based regimen 

with or without steroids  

All patients received 

supportive therapy  

100% (5/5) patients treated with rituximab 

regimens achieved complete remission of chronic 

lymphocytic leukemia and improvement in kidney 

function, with a median response duration of 32 

(range 13-75) months. 

In patients with rituximab with or without steroids 

had an improvement, one had improvement in 

kidney function, two patients had no improvement 

in kidney function.  

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. However, the focus of the study 

was not just patients with MPGN. 

• Selection bias concerns – It is unclear if 

this single center in the USA is 

representative of the entire population  

• Limited comparisons of treatment and 

multivariate analysis not undertaken and 

hence confounding is likely to be 

present. 

Vignon 

2017 (43) 

19 In the a-HCDD group, four 

patients received 

chemotherapy based on 

bortezomib and 

dexamethasone (n=2), or 

Four HCDD patients received chemotherapy, two 

achieved very good partial response and had 

sustained major kidney response for more than two 

years. The other 2/4 progressed to ESKD after three 

and five years of follow-up.  

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns – It is unclear if 

all cases have a kidney biopsy in these 
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melphalan and 

dexamethasone (n=2). 

In patients with monoclonal 

IgA deposits, all patients 

received symptomatic 

measures including RAS 

blockade. Four of these 

patients did not require 

further treatment. First line 

immunosuppression was 

given to six patients, 

including (i) oral steroids 

(n=3) or (ii) oral steroids 

cyclophosphamide (0.6 

g/m2 i.v. bimonthly, n=3). 

Six patients received 

chemotherapy based on 

antimyeloma agents 

In patients with monoclonal IgA deposits, four 

patients did not receive further treatment than RAS 

blockade. One progressed to ESKD, whereas the 

others had stable kidney parameters after a median 

follow-up of 18 month. In patients that received 

immunosuppressive therapy, hematological 

response was not available and the kidney response 

was inconsistent, one patient (17%) reaching major 

kidney response but relapsing after two years. 

Three patients (50%) had stable kidney parameters 

after 12 months follow-up, 2 (40%) reached ESKD 

after two and four years respectively. Rituximab as 

second line therapy did not achieve any significant 

effect on proteinuria and kidney function. In 

patients that received chemotherapy, 67% (4/6) 

Patients achieved hematological response:  

complete response (n=1) or very good partial 

response (n=3), which was invariably followed by 

improvement in kidney parameters and general 

symptoms. 

centers and hence the participants may 

not be representative of the population.  

• The type of therapy used was not 

compared and no multivariate analysis 

and hence potential confounders are 

likely to be evident.    

Zand 2013 

(44) 

41, data on 10 

patient’s treatment 

provided  

Varying treatment: data 

available for ten patients 

In the four patients that received conservative 

therapy, one reached ESKD and received a kidney 

transplant, C3GN reoccurred after eight months, 

two patients had stable kidney function and one had 

progressive kidney disease.  

In the four patients that received steroids and 

immunosuppressive therapy, three had 

improvement in kidney function and a minimal 

increase in fibrosis, while one reached ESKD and 

extensive global sclerosis.  

Dexamethasone and bortezomib treatment – kidney 

function remained stable after 13 months with 

improvement in hematuria and proteinuria 

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns – It is unclear if 

all cases have a kidney biopsy in this 

center, only 24% (10/41) received 

therapy and hence the participants may 

not be representative of the population.  

• The type of therapy used was not 

compared and no multivariate analysis 

undertaken, potential confounding 

occurring.    
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Rituximab therapy – improvement in kidney 

function  

Zand 2014 

(45) 

21, 14 developed 

recurrent C3GN 

Ten patients did not receive 

treatment with recurrent 

disease. Three patients with 

rituximab. One patient 

received plasmapheresis 

with a high dose prednisone 

and stem cell 

transplantation 

One of three patients treated with rituximab had 

improvement in kidney function, two of three 

patients had no response leading to graft loss. One 

patient underwent plasmapheresis and a higher 

dose of prednisone for treatment of recurrence of 

disease but had no response leading to graft loss. 

One patient received plasmapheresis and higher 

dose prednisone and eventually stem cell 

transplantation and graft survived. 

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns – It is unclear if 

all cases have a kidney biopsy in this 

center and hence the participants may 

not be representative of the population.  

• The type of therapy used was not 

compared and no multivariate analysis 

and hence potential confounders are 

likely to be evident.    

Zand 2015 

(46) 

145 (87 LCDD,29 

MCN, 13 LCDD + 

MCN) 

All patients in the myeloma 

cast nephropathy (MCN) 

alone or LCDD and MCN) 

were treated with 

chemotherapy. 5/87 (11%) 

in the LCDD group did not 

receive chemotherapy. 33% 

received autologous stem 

cell transplant with or 

without prior 

chemotherapy.  

Kidney outcomes were not different in the MCN, 

LCDD and LCDD +MCN groups.  

MCN with advanced kidney failure – 38% (11/17) 

no improvement in kidney function, 21% (6/17) 

showed improvement in kidney function – one 

complete remission 

LCDD with advanced kidney failure – only data 

available for 93% (42/45) patients –those on 

dialysis 62% (8/13) remained on dialysis, three had 

improvement. No on dialysis (17%) had worsening 

kidney function or progressed to ESKD, 57% had 

stable or improving kidney function.  

LCDD + MCN – 86% (6/7) remained on dialysis 

and one patient recovered. In patients not on 

dialysis, 175 (1/6) progressed to ESKD, the 

remaining (83%) had stable kidney function.  

Plasmapheresis was a predictor of kidney survival 

in multivariate analysis 

• There were clear inclusion criteria, with 

valid methods for identification of the 

disease. 

• Selection bias concerns – It is unclear if 

all cases have a kidney biopsy in this 

center and hence the participants may 

not be representative of the population.  

• The focus of this study was the 

comparison between underlying 

pathogenesis of disease not treatment 

hence not all therapies were compared, 

the selection of participants to therapies 

is unclear and hence residual 

confounding may be evident.  
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Abbreviations: ESKD – end-stage kidney disease, FGN – fibrillary GN; GN – glomerulonephritis, HCD – heavy chain deposits, HCDD – heavy chain deposition 

disease, HCV – hepatitis C virus, ITGN – immunotactoid GN, LCD – light chain deposits, LCDD – light chain deposition disease, MPGN = membranoproliferative 

GN, MCN – myeloma cast nephropathy, RAS – renin-angiotensin system 
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Chapter 9. Antineutrophil cytoplasmic antibody (ANCA) – associated vasculitis 

 

Table S190. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Intravenous immunoglobulin 

Comparator: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Placebo 

Intravenous 

immunoglob

ulin 

Relapse 

Relative risk: 1.17 

(95% CI: 0.39 - 

3.56) 

Based on data from 

31 patients in 1 

study1 

Follow up 12 

months 

267 

per 1000 

312 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether intravenous 

immunoglobulin 

increases or 

decreases relapse 

Difference: 45 more per 

1000 

(95% CI: 163 fewer - 684 

more) 

All-cause 

mortality 

Relative risk: 0.2 

(95% CI: 0.01 - 

3.88) 

Based on data from 

34 patients in 1 

study3 

Follow up 12 

months 

118 

per 1000 

24 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether intravenous 

immunoglobulin 

increases or 

decreases all-cause 

mortality 

Difference: 94 fewer per 

1000 

(95% CI: 117 fewer - 340 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Treatment 

response5 

3 months 

Relative risk: 2.33 

(95% CI: 1.18 - 

4.61) 

353 

per 1000 

822 

per 1000 
Moderate 

Due to serious risk 

of bias, Due to 

serious imprecision, 

Intravenous 

immunoglobulin 

probably increases 

treatment response 
Difference: 469 more per 

1000 



 421 

Based on data from 

34 patients in 1 

study6 

Follow up 12 

months 

(95% CI: 64 more - 1274 

more) 

Upgraded due to 

Large magnitude of 

effect7 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [413] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias and pharmaceutical sponsor 

involved in random sequence generation; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low 

number of patients 

3. Primary study [413] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias and pharmaceutical sponsor 

involved in random sequence generation; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low 

number of patients 

5. Treatment response - BVAS reduction of 50% between entry 

6. Primary study [413] Baseline/comparator: Control arm of reference used for intervention.  

7. Risk of bias: Serious. Unclear blinding of outcome assessors, resulting in potential for detection bias and pharmaceutical sponsor 

involved in random sequence generation; Imprecision: Serious. Only data from one study, Low number of patients; Upgrade: 

Large magnitude of effect.  
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Table S191. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Plasma exchange 

Comparator: Immunoadsorption 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text 

summary Immunoadso

rption 

Plasma 

exchange 

All-cause 

mortality 

6 months 

Relative risk: 1.64 

(95% CI: 0.3 - 8.89) 

Based on data from 

44 patients in 1 

study1 

Follow up 6 months 

87 

per 1000 

143 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision, 

Due to serious 

indirectness2 

We are uncertain 

whether plasma 

exchange increases 

or decreases all-

cause mortality 

Difference: 56 more per 

1000 

(95% CI: 61 fewer - 686 

more) 

End-stage 

kidney disease 

6 months 

Relative risk: 0.58 

(95% CI: 0.12 - 

2.82) 

Based on data from 

39 patients in 1 

study3 

Follow up 6 months 

190 

per 1000 

110 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision, 

Due to serious 

indirectness4 

We are uncertain 

whether plasma 

exchange increases 

or decreases end-

stage kidney 

disease 

Difference: 80 fewer per 

1000 

(95% CI: 167 fewer - 346 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Primary study [429] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias; Indirectness: Serious. 

Differences between the population of interest and those studied, study included patients with Goodpasture's syndrome and 87% 

of patients without Goodpasture's syndrome had ANCA antibodies; Imprecision: Very Serious. Wide confidence intervals, Only 

data from one study, Low number of patients 

3. Primary study [429] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias; 

Indirectness: Serious. Differences between the population of interest and those studied, study included patients with 

Goodpasture's syndrome and 87% of patients without Goodpasture's syndrome had ANCA antibodies; Imprecision: Very 

Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S192. 

Population: Patients with ANCA-associated vasculitis  

Intervention: Etanercept 

Comparator: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text 

summary 
Placebo Etanercept 

Infection 

Relative risk: 1.0 

(95% CI: 0.74 - 

1.35) 

Based on data from 

174 patients in 1 

study1 

Follow up 22 

months (median) 

494 

per 1000 

494 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision2 

Etanercept may 

have little or no 

difference on 

infection 

Difference: 0 fewer per 

1000 

(95% CI: 128 fewer - 173 

more) 

Malignancy 

Relative risk: 12.42 

(95% CI: 0.71 - 

217.18) 

Based on data from 

174 patients in 1 

study3 

Follow up 22 

months (median) 

0 

per 1000 

 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision4 

There were too few 

who experienced 

the malignancy, to 

determine whether 

etanercept made a 

difference 

Difference: fewer per 1000 

 

Complete 

remission - 

Sustained 

Relative risk: 0.93 

(95% CI: 0.77 - 

1.11) 

Based on data from 

174 patients in 1 

study4 

Follow up 22 

months (median) 

753 

per 1000 

700 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision5 

Etanercept may 

have little or no 

difference on 

sustained 

remission 

Difference: 53 fewer per 

1000 

(95% CI: 173 fewer - 83 

more) 

Relapse 

Relative risk: 0.93 

(95% CI: 0.56 - 

1.56) 

Based on data from 

126 patients in 1 

study6 

Follow up 22 

months (median) 

328 

per 1000 

305 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision7 

Etanercept may 

have little or no 

difference on 

relapse 

Difference: 23 fewer per 

1000 

(95% CI: 144 fewer - 184 

more) 

All-cause 

mortality 

Relative risk: 1.91 

(95% CI: 0.36 - 

10.16) 

Based on data from 

174 patients in 1 

studies8 

Follow up Median 

22 months 

24 

per 1000 

46 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision9 

We are uncertain 

whether etanercept 

increases or 

decreases all-cause 

mortality 

Difference: 22 more per 

1000 

(95% CI: 15 fewer - 220 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

 

No studies were 

found that looked 
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Difference:  

 

at ≥50% loss of 

GFR 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Primary study [437] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias; 

Imprecision: Serious. Only data from one study, Low number of patients 

3. Primary study [437] Baseline/comparator: Control arm of reference used for intervention.  

4. Primary study [437] Baseline/comparator: Control arm of reference used for intervention.  

5. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias; 

Imprecision: Serious. Only data from one study, Low number of patients 

6. Primary study [437] Baseline/comparator: Control arm of reference used for intervention.  

7. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

8. Primary study [437] Baseline/comparator: Control arm of reference used for intervention.  

9. Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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Table S193. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Lymphocytapheresis 

Comparator: Standard of care – intravenous methylprednisone, glucocorticoids and cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the evidence 

(Quality of evidence) 

Plain text 

summary Standard of 

care 

Lymphocyta

pheresis 

All-cause 

mortality 

6 months 

Relative risk: 0.4 

(95% CI: 0.1 - 1.67) 

Based on data from 

24 patients in 1 

study1 

Follow up 6 months 

417 

per 1000 

167 

per 1000 Very Low 

Due to serious risk of bias, 

Due to very serious 

imprecision2 

We are uncertain 

whether 

lymphocytapheresi

s increases or 

decreases all-cause 

mortality 

Difference: 250 fewer per 

1000 

(95% CI: 375 fewer - 279 

more) 

End-stage 

kidney disease 

6 months 

Relative risk: 0.33 

(95% CI: 0.04 - 

2.77) 

Based on data from 

24 patients in 1 

study3 

Follow up 6 months 

250 

per 1000 

83 

per 1000 
Very Low 

Due to serious risk of bias, 

Due to very serious 

imprecision4 

We are uncertain 

whether 

lymphocytapheresi

s increases or 

decreases end-

stage kidney 

disease 

Difference: 167 fewer per 

1000 

(95% CI: 240 fewer - 443 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference 

 

1. Primary study [402] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 

participants and personnel, resulting in potential for performance bias, unclear of blinding of outcome assessors, resulting in 

potential for detection bias, Inadequate sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate concealment of allocation during randomization process, resulting in potential for selection bias, Inadequate/lack 

of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of blinding of outcome 

assessors, resulting in potential for detection bias, Incomplete data and/or large loss to follow up, Selective outcome reporting, 

Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients  

3. Primary study [402] Baseline/comparator: Control arm of reference used for intervention.  
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4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias, unclear blinding of 

participants and personnel, resulting in potential for performance bias, unclear of blinding of outcome assessors, resulting in 

potential for detection bias, Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from 

one study, Low number of patients 
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Table S194. 

Population: Patients with ANCA-associated vasculitis  

Intervention: Reduced-dose glucocorticoids 

Comparator: Standard-dose glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Standard-

dose 

glucocorticoi

ds 

Reduced-

dose 

glucocorticoi

ds 

All-cause 

mortality and 

end-stage 

kidney disease 

Relative risk: 1.04 

(CI 95% 0.83 - 1.31) 

Based on data from 

704 patients in 1 

study1 

Follow up 2.9 years 

(median) 

289 

per 1000 

301 

per 1000 
Moderate 

Due to serious 

imprecision2 

Reduced dose 

glucocorticoids 

probably has little or 

no difference on all-

cause mortality and 

end-stage kidney 

disease 

Difference: 12 more per 

1000 

(CI 95% 49 fewer - 90 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

  
 

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Serious 

infection3 

Hazard ratio: 0.69 

(95% CI: 0.52 – 

0.93) 

Based on data from 

704 patients in 1 

study5 

Follow up 12 

months 

330 

per 1000 

241 

per 1000 

Moderate 

Due to serious 

imprecision4 

Reduced-dose 

glucocorticoids 

probably has little or 

no difference on 

serious infection 

Difference: 89 fewer per 

1000 

(95% CI: 142 fewer - 19 

fewer) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Sustained 

remission 

Hazard ratio: 1.04 

(95% CI: 0.92 – 

1.19) 

Based on data from 

814 patients in 1 

study 

Follow up 2.9 years 

(median) 

550 

per 1000 

564 

per 1000 

Moderate 

Due to serious 

imprecision5 

Reduced-dose 

glucocorticoids 

probably has little or 

no difference on 

sustained remission 

Difference: 14 fewer per 

1000 

(95% CI: 30 fewer - 63 

more) 

Severe adverse 

events 

Hazard ratio: 0.95 

(95% CI: 0.75 - 

1.20) 

Based on data from 

814 patients in 1 

study 

Follow up 2.9 years 

(median) 

621 

per 1000 

602 

per 1000 

Moderate 

Due to serious 

imprecision6 

Reduced-dose 

glucocorticoids 

probably little or no 

difference on severe 

adverse events 

Difference: 19 fewer per 

1000 

(95% CI: 104 fewer - 67 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  
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1. Primary study [449] Baseline/comparator Control arm of reference used for intervention 

2. Imprecision: Serious. Only data from one study 

3. Serious infections 

4. Imprecision: Serious. Only data from one study 

5. Imprecision: Serious. Only data from one study 

6. Imprecision: Serious. Only data from one study 
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Table S195. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Maintenance therapy: Leflunomide 

Comparator: Maintenance therapy: Methotrexate 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary 
Maintenance 

therapy: 

methotrexate 

Maintenance 

therapy: 

leflunomide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Infection 

Relative risk: 1.17 

(95% CI: 0.66 - 

2.07) 

Based on data from 

54 patients in 1 

study1 

Follow up 24 

months 

429 

per 1000 

502 

per 1000 

Moderate 

Due to serious 

imprecision2 

We are uncertain 

whether 

leflunomide as 

maintenance 

therapy increases 

or decreases 

infection 

Difference: 73 more per 

1000 

(95% CI: 146 fewer - 459 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Relapse 

Relative risk: 0.52 

(95% CI: 0.22 - 

1.11) 

Based on data from 

54 patients in 1 

study3 

Follow up 24 

months 

464 

per 1000 

241 

per 1000 

Moderate 

Due to serious 

imprecision4 

We are uncertain 

whether 

leflunomide as 

maintenance 

therapy increases 

or decreases 

relapse 

Difference: 223 fewer per 

1000 

(95% CI: 362 fewer - 51 

more) 

Major relapse 

Relative risk: 0.15 

(95% CI: 0.02 - 

1.17) 

Based on data from 

54 patients in 1 

study5 

Follow up 24 

months 

250 

per 1000 

38 

per 1000 

Moderate 

Due to serious 

imprecision6 

We are uncertain 

whether 

leflunomide as 

maintenance 

therapy increases 

or decreases major 

relapse 

Difference: 212 fewer per 

1000 

(95% CI: 245 fewer - 43 

more) 

Serious adverse 

events 
Relative risk: 11.81 

0 

per 1000 

0 

per 1000 
Very Low 

There were too few 

who experienced 
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 (95% CI: 0.69 - 

203.68) 

Based on data from 

54 patients in 1 

study7 

Follow up 24 

months 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision8 

the serious adverse 

events, to 

determine whether 

leflunomide as 

maintenance 

therapy made a 

difference 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Primary study [420] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: No serious. Study terminated early due to high rate of relapses in control group; Imprecision: Serious. Only data 

from one study, Low number of patients 

3. Primary study [420] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: No serious. Study terminated early due to high rate of relapses in control group; Imprecision: Serious. Only data 

from one study, Low number of patients, Only data from one study, Low number of patients, Only data from one study, Low 

number of patients 

5. Primary study [420] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: No serious. Study terminated early due to high rate of relapses in control group; Imprecision: Serious. Only data 

from one study, Low number of patients 

7. Primary study [420] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Very Serious. Study terminated early due to high rate of relapses in control group; Imprecision: Very Serious. 

Wide confidence intervals, Only data from one study, Low number of patients 
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Table S196. 

Population: Patients with ANCA-associated vasculitis who have undergone plasma exchange adjunctive 

therapy or usual care 

Intervention: Maintenance therapy: Cyclosporine 

Comparator: Maintenance therapy: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text 

summary 

Maintenance 

therapy: 

cyclophospha

mide 

Maintenance 

therapy: 

cyclosporine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality Difference:  

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Relapse 

Relative risk: 1.38 

(95% CI: 0.82 - 

2.33) 

Based on data from 

64 patients in 1 

study1 

Follow up 5 years 

406 

per 1000 

560 

per 1000 
Moderate 

Due to serious 

imprecision2 

Cyclosporine as 

maintenance 

therapy probably 

has little or no 

difference on 

relapse 

Difference: 154 more per 

1000 

(95% CI: 73 fewer - 540 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

1. Primary study [431] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Serious. Low number of patients, Only data from one study 
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Table S197. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Maintenance therapy: Preemptive therapy for relapse 

Comparator: Standard of care 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Standard of 

care 

Maintenance 

therapy: pre-

emptive 

therapy for 

relapse 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Relapse 

Relative risk: 0.23 

(95% CI: 0.03 - 

1.59) 

Based on data from 

60 patients in 2 

studies1 

Follow up 9 months 

(mean) 

677 

per 1000 

156 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether pre-emptive 

therapy for relapse 

for maintenance 

therapy increases or 

decreases relapse 

Difference: 521 fewer per 

1000 

(95% CI: 657 fewer - 399 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

Mean 

 

Mean  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [448] with included studies: [400], [432] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias of Tervaert 1990 and 

Boomsma 2003 is an abstract only; Imprecision: Very Serious. Low number of patients, Wide confidence intervals;  
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Table S198. 

Population: Patients with ANCA-associated vasculitis 

Intervention: Maintenance therapy: Methotrexate 

Comparator: Maintenance therapy: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Maintenance 

therapy: 

cyclophospha

mide 

Maintenance 

therapy: 

methotrexate 

All-cause 

mortality 

Relative risk: 0.44 

(95% CI: 0.04 - 

4.67) 

Based on data from 

68 patients in 1 

study1 

Follow up 24 

months 

63 

per 1000 

28 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision2 

We are uncertain 

whether 

methotrexate as 

maintenance therapy 

increases or 

decreases all-cause 

mortality 

Difference: 35 fewer per 

1000 

(95% CI: 60 fewer - 231 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Relapse 

Relative risk: 1.14 

(95% CI: 0.48 - 

2.72) 

Based on data from 

68 patients in 1 

study3 

Follow up 24 

months 

219 

per 1000 

250 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision4 

We are uncertain 

whether 

methotrexate as 

maintenance therapy 

increases or 

decreases relapse 

Difference: 31 more per 

1000 

(95% CI: 114 fewer - 377 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [418] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide confidence intervals, 

Only data from one study, Low number of patients 

3. Primary study [418] Baseline/comparator: Control arm of reference used for intervention.  
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4. Risk of bias: Serious. Inadequate concealment of allocation during randomization process, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias; Imprecision: Very Serious. Wide confidence intervals, 

Only data from one study, Low number of patients 
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Table S199. 

Population: Patients with ANCA-associated vasculitis  

Intervention: Maintenance therapy: Belimumab plus azathioprine 

Comparator: Maintenance therapy: Placebo plus azathioprine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the Evidence 

(Quality of evidence) 

Plain text 

summary 

Maintenance 

therapy: 

Placebo + 

azathioprine 

Maintenance 

therapy: 

Belimumab + 

azathioprine 

All-cause 

mortality 

Relative risk: 2.94 

(95% CI: 0.12 - 

70.67) 

Based on data from 

105 patients in 1 

study1 

Follow up 12 

months 

 

per 1000 

 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to serious 

publication bias2 

There were too few 

who experienced 

the all-cause 

mortality to 

determine whether 

belimumab made a 

difference 

Difference: fewer per 1000 

 

End-stage 

kidney disease 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Infection 

Relative risk: 0.98 

(95% CI: 0.26 - 

3.72) 

Based on data from 

105 patients in 1 

study3 

Follow up 12 

months 

77 

per 1000 

75 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to serious 

publication bias4 

There were too few 

who experienced 

the infection to 

determine whether 

belimumab made a 

difference 

Difference: 2 fewer per 

1000 

(95% CI: 57 fewer - 209 

more) 

Malignancy 

Relative risk: 8.83 

(95% CI: 0.49 - 

160.07) 

Based on data from 

105 patients in 1 

study5 

Follow up 12 

months 

 

per 1000 

 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to serious 

publication bias6 

There were too few 

who experienced 

the infection to 

determine whether 

belimumab made a 

difference 

Difference: fewer per 1000 

 

Major relapse 

Relative risk: 2.94 

(95% CI: 0.12 - 

70.67) 

Based on data from 

105 patients in 1 

study7 

Follow up 12 

months 

 

per 1000 

 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to serious 

publication bias8 

There were too few 

who experienced 

the major relapse 

to determine 

whether 

belimumab made a 

difference 

Difference: fewer per 1000 

 

Serious adverse 

events 
Relative risk: 0.74 

347 

per 1000 

257 

per 1000 
Low 

Belimumab may 

have little or no 
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(95% CI: 0.27 - 

1.97) 

Based on data from 

105 patients in 1 

study9 

Follow up 12 

months 

Difference: 90 fewer per 

1000 

(95% CI: 253 fewer - 337 

more) 

Due to serious imprecision, 

Due to serious publication 

bias10 

difference on 

serious adverse 

events 

Vasculitis 

relapse 

Relative risk: 0.74 

(95% CI: 0.27 - 

1.97) 

Based on data from 

105 patients in 1 

study11 

Follow up 12 

months 

154 

per 1000 

114 

per 1000 
Low 

Due to serious imprecision, 

Due to serious publication 

bias12 

Belimumab may 

have little or no 

difference on 

vasculitis relapse 

Difference: 40 fewer per 

1000 

(95% CI: 112 fewer - 149 

more) 

1. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study; Publication bias: Serious. Mostly 

commercially funded studies.  

3. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Wide confidence intervals, Only data from one study; Publication bias: Serious. Mostly 

commercially funded studies.  

5. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention. 

6. Imprecision: Very Serious. Wide confidence intervals, Only data from one study; Publication bias: Serious. Mostly 

commercially funded studies.  

7. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention. 

8. Imprecision: Very Serious. Wide confidence intervals, Only data from one study; Publication bias: Serious. Mostly 

commercially funded studies.  

9. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention. 

10. Imprecision: Serious. Only data from one study; Publication bias: Serious. Mostly commercially funded studies. 

11. Systematic review with included studies: [553] Baseline/comparator Control arm of reference used for intervention. 

12. Imprecision: Serious. Only data from one study; Publication bias: Serious. Mostly commercially funded studies.  
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Table S200. 

Population: Patients with ANCA-associated vasculitis  

Intervention: Maintenance therapy: Rituximab 

Comparator: Maintenance therapy: Placebo 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the Evidence 

(Quality of evidence) 

Plain text 

summary 
Maintenance 

therapy: 

Placebo 

Maintenance 

therapy: 

Rituximab 

All-cause 

mortality 

Relative risk 

(95% CI:  - ) 

Based on data from 

97 patients in 1 

study1 

Follow up 28 

months 

 

per 1000 

 

per 1000 

Low 

Due to very serious 

imprecision2 

There were too few 

who experienced 

the all-cause 

mortality to 

determine whether 

maintenance 

therapy: rituximab 

made a difference 

Difference: fewer per 1000 

 

End-stage 

kidney disease 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Infection 

Relative risk: 1.41 

(95% CI: 0.42 - 

4.69) 

Based on data from 

97 patients in 1 

study3 

Follow up 12 

months 

86 

per 1000 

121 

per 1000 

Low 

Due to very serious 

imprecision4 

Maintenance 

therapy: rituximab 

may have little or 

no difference on 

infection 

Difference: 35 more per 

1000 

(95% CI: 50 fewer - 317 

more) 

Malignancy 

 

(95% CI:  - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at malignancy Difference:  

 

Relapse 

Relative risk: 0.16 

(95% CI: 0.04 - 

0.66) 

Based on data from 

97 patients in 1 

study5 

Follow up 28 

months 

256 

per 1000 

41 

per 1000 

Moderate 

Due to serious imprecision6 

Maintenance 

therapy: rituximab 

probably decreases 

relapse 

Difference: 215 fewer per 

1000 

(95% CI: 246 fewer - 87 

fewer) 

Serious adverse 

events 

Relative risk: 0.81 

(95% CI: 0.42 - 

1.56) 

Based on data from 

97 patients in 1 

study7 

Follow up 28 

months 

298 

per 1000 

241 

per 1000 

Low 

Due to very serious 

imprecision8 

Maintenance 

therapy: rituximab 

may have little or 

no difference on 

serious adverse 

events 

Difference: 57 fewer per 

1000 

(95% CI: 173 fewer - 167 

more) 
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1. Systematic review with included studies: [554] Baseline/comparator Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Only data from one study, Low number of patients.  

3. Systematic review with included studies: [554] Baseline/comparator Control arm of reference used for intervention.  

4. Imprecision: Very Serious. Wide confidence intervals, Only data from one study.  

5. Systematic review with included studies: [554] Baseline/comparator Control arm of reference used for intervention.  

6. Imprecision: Serious. Only data from one study.  

7. Systematic review with included studies: [554] Baseline/comparator Control arm of reference used for intervention.  

8. Imprecision: Very Serious. Only data from one study.  

 

References 

[448] Walters GD, Willis NS, Cooper TE, Craig JC. Interventions for renal vasculitis in adults. The Cochrane Database of 

Systematic Reviews. 2020;1 CD003232 

[500] Jayne D., Appel G., Chan TM, Barkay H., Weiss R., Wofsy D. A randomized controlled study of laquinimod in active lupus 

nephritis patients in combination with standard of care [abstract no:LB0003]. Annals of the Rheumatic Diseases 2013;72(Suppl 

3):164-164 

[553] Jayne D, Blockmans D, Luqmani R, Moiseev S, Ji B, Green Y, Hall L, Roth D, Henderson RB, Merkel PA. Efficacy and 

Safety of Belimumab and Azathioprine for Maintenance of Remission in Antineutrophil Cytoplasmic Antibody-Associated 

Vasculitis: A Randomized Controlled Study. Arthritis & Rheumatology 2019;71(6):952-963 

[554] Charles P, Perrodeau É, Samson M, Bonnotte B, Néel A, Agard C, Huart A, Karras A, Lifermann F, Godmer P, Cohen P, 

Hanrotel-Saliou C, Martin-Silva N, Pugnet G, Maurier F, Sibilia J, Carron P-L, Gobert P, Meaux-Ruault N, Le Gallou T, Vinzio 

S, Viallard J-F, Hachulla E, Vinter C, Puéchal X, Terrier B, Ravaud P, Mouthon L, Guillevin L. Long-Term Rituximab Use to 

Maintain Remission of Antineutrophil Cytoplasmic Antibody-Associated Vasculitis: A Randomized Trial. Annals of Internal 

Medicine 2020;173(3):179-187 

 

  



 441 

Chapter 10. Lupus nephritis 

 

Table S201. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Calcineurin inhibitors 

Comparator: Induction: Cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Induction: 

cyclophospha

mide 

Induction: 

Calcineurin 

inhibitors 

All-cause 

mortality 

Relative risk: 0.41 

(95% CI: 0.06 - 

2.69) 

Based on data from 

153 patients in 3 

studies1 

Follow up 5 years 

40 

per 1000 

16 

per 1000 Very Low 

Due to serious 

indirectness, Due to 

very serious 

imprecision2 

We are uncertain 

whether calcineurin 

inhibitors increases 

or decreases all-

cause mortality 

Difference: 24 fewer per 

1000 

(95% CI: 38 fewer - 68 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

Relative risk: 0.73 

(95% CI: 0.33 - 

1.63) 

Based on data from 

138 patients in 3 

studies3 

Follow up 7 months 

(mean) 

212 

per 1000 

155 

per 1000 
Very Low 

Due to serious 

indirectness, Due to 

very serious 

imprecision4 

We are uncertain 

whether calcineurin 

inhibitors increases 

or decreases 

infection 

Difference: 57 fewer per 

1000 

(95% CI: 142 fewer - 134 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.35 

(95% CI: 0.94 - 

1.93) 

Based on data from 

178 patients in 4 

studies5 

Follow up 6.75 

months (mean) 

333 

per 1000 

450 

per 1000 
Low 

Due to serious 

indirectness, Due to 

serious 

imprecision6 

Calcineurin 

inhibitors may have 

little or no difference 

on complete 

remission 

Difference: 117 more per 

1000 

(95% CI: 20 fewer - 310 

more) 

Annual GFR 

loss 

1 year 

Measured by: 

Scale: - Lower better 

Based on data from 

38 patients in 1 

study7 

Follow up 12 

months 

 

Mean 

 

Mean Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Calcineurin 

inhibitors may 

increase annual GFR 

loss 

Difference: MD 19.60 

higher 

(95% CI: 10.03 higher - 

29.17 higher) 
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1. Systematic review [540] with included studies: [475], [517], [502] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Indirectness: Serious. Differences between the intervention/comparator of interest and those studied; Imprecision: Very 

Serious. Wide confidence intervals, due to few events  

3. Systematic review [540] with included studies: [495], [475], [502] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Indirectness: Serious. Differences between the intervention/comparator of interest and those studied; Imprecision: Very 

Serious. Wide confidence intervals, due to few events 

5. Systematic review [540] with included studies: [517], [502], [475], [495] Baseline/comparator: Control arm of reference used 

for intervention.  

6. Indirectness: Serious. Differences between the intervention/comparator of interest and those studied; Imprecision: Serious.  

7. Primary study [486] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Selective outcome reporting; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S202. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Mycophenolate mofetil 

Comparator: Induction: Tacrolimus 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Induction: 

Tacrolimus 

Induction: 

Mycophenola

te mofetil 

Stable kidney 

function (<20% 

worsening of 

serum 

creatinine) 

Relative risk: 1.0 

(95% CI: 0.5 - 1.98) 

Based on data from 

40 patients in 1 

study1 

Follow up 30 

months 

450 

per 1000 

450 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Mycophenolate 

mofetil may have 

little or no difference 

on stable kidney 

function 

Difference: 0 fewer per 

1000 

(95% CI: 225 fewer - 441 

more) 

All cause-

mortality 

Relative risk: 1.1 

(95% CI: 0.44 - 

2.77) 

Based on data from 

273 patients in 3 

studies3 

Follow up 16 

months (mean) 

59 

per 1000 

65 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases mortality 

Difference: 6 more per 

1000 

(95% CI: 33 fewer - 104 

more) 

End-stage 

kidney disease 

Relative risk: 1.22 

(95% CI: 0.51 - 

2.91) 

Based on data from 

150 patients in 1 

study5 

Follow up 30 

months 

108 

per 1000 

132 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases end-stage 

kidney disease 

Difference: 24 more per 

1000 

(95% CI: 53 fewer - 206 

more) 

Infection 

Relative risk: 2.14 

(95% CI: 0.93 - 

4.92) 

Based on data from 

190 patients in 2 

studies7 

Follow up 18 

months (mean) 

74 

per 1000 

158 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision8 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases infection 

Difference: 84 more per 

1000 

(95% CI: 5 fewer - 290 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

Relative risk: 1.02 

(95% CI: 0.83 - 

1.26) 

Based on data from 

273 patients in 3 

studies9 

548 

per 1000 

559 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision10 

Mycophenolate 

mofetil may have 

little or no difference 

on complete 

remission 

Difference: 11 more per 

1000 
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Follow up Mean 16 

months 

(95% CI: 93 fewer - 142 

more) 

Kidney relapse 

Relative risk: 0.67 

(95% CI: 0.48 - 

0.93) 

Based on data from 

150 patients in 1 

study11 

Follow up 30 

months 

608 

per 1000 

407 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision12 

Mycophenolate 

mofetil may 

decrease kidney 

relapse 

Difference: 201 fewer per 

1000 

(95% CI: 316 fewer - 43 

fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: 

ml/min 

Scale: - High better 

Based on data from 

40 patients in 1 

study13 

Follow up 6 months 

 

Mean 

 

Mean Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision14 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases creatinine 

clearance  

Difference: MD 1.93 lower 

(95% CI: 7.77 lower - 3.91 

higher) 

1. Primary study [502] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Imprecision: Serious. Only data from one study, Wide confidence intervals  

3. Systematic review [540] with included studies: [502], [524], [499] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals  

5. Primary study [524] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

and few events 

7. Systematic review [540] with included studies: [502], [524] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals and few events 

9. Systematic review with included studies: [499], [502], [524] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Risk of bias: Serious. Imprecision: Serious. Wide confidence intervals 

11. Primary study [524] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Imprecision: Serious. Only data from one study 

13. Primary study [523] Baseline/comparator: Control arm of reference used for intervention.  

14. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

and few events 
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Table S203. 

Population: Patients with non-proliferative lupus nephritis (Class V) 

Intervention: Induction: Intravenous cyclophosphamide 

Comparator: Induction: Cyclosporine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclosporine 

Intravenous 

cyclophospha

mide 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

Relative risk: 0.78 

(95% CI: 0.34 - 

1.77) 

Based on data from 

27 patients in 1 

study1 

Follow up 12 

months 

533 

per 1000 

416 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether intravenous 

cyclophosphamide 

improves or worsen 

major infection 

Difference: 117 fewer per 

1000 

(95% CI: 352 fewer - 410 

more) 

Malignancy 

Relative risk: 0.41 

(95% CI: 0.02 - 

9.25) 

Based on data from 

27 patients in 1 

study3 

Follow up 12 

Months 

67 

per 1000 

27 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious 

indirectness, Due to 

very serious 

imprecision4 

We are uncertain 

whether intravenous 

cyclophosphamide 

improves or worsen 

malignancy 

Difference: 40 fewer per 

1000 

(95% CI: 66 fewer - 553 

more) 

Complete 

remission 

Relative risk: 1.39 

(95% CI: 0.86 - 

2.25) 

Based on data from 

27 patients in 1 

study5 

Follow up 12 

Months 

600 

per 1000 

834 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

complete remission 

Difference: 234 more per 

1000 

(95% CI: 84 fewer - 750 

more) 

Doubling of 

serum 

creatinine 

Relative risk: 1.25 

(95% CI: 0.09 - 

17.98) 

Based on data from 

27 patients in 1 

study7 

67 

per 1000 

84 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious risk of bias, 

Due to very serious 

risk of bias8 

We are uncertain 

whether intravenous 

cyclophosphamide 

improves or worsen 

major infection 

Difference: 17 more per 

1000 

(95% CI: 61 fewer - 1138 

more) 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  
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Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [455] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. After randomization 7 patients were not randomly assigned to CsA; they were only assigned to 

receive either Prednisone or Intravenous cyclophosphamide, which could result in potential for selection bias, Inadequate/lack of 

blinding of outcome assessors, resulting in potential for detection bias; Indirectness: No serious. The outcome time frame in 

studies were insufficient; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of 

patients, Wide confidence intervals 

3. Primary study [455] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. After randomization 7 patients were not randomly assigned to CsA; they were only assigned to 

receive either Prednisone or Intravenous cyclophosphamide, which could result in potential for selection bias; Indirectness: 

Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence intervals, Low 

number of patients, Only data from one study 

5. Systematic review [540] with included studies: [455] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. After randomization 7 patients were not randomly assigned to CsA; they were only assigned to receive 

either Prednisone or Intravenous cyclophosphamide, which could result in potential for selection bias; Imprecision: Serious. Low 

number of patients, Only data from one study 

7. Systematic review [540] with included studies: [455] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Very Serious. After randomization 7 patients were not randomly assigned to CsA; they were only assigned to 

receive either Prednisone or Intravenous cyclophosphamide, which could result in potential for selection bias; Imprecision: Very 

Serious. Wide confidence intervals, Low number of patients, Only data from one study 

 

References 

[455] Austin HA, Illei GG, Braun MJ, Balow JE. Randomized, controlled trial of prednisone, cyclophosphamide, and 

cyclosporine in lupus membranous nephropathy. Journal of the American Society of Nephrology: JASN 2009;20(4):901-11 

[540] Tunnicliffe DJ, Palmer SC, Henderson L, Masson P, Craig JC, Tong A, Singh-Grewal D, Flanc RS, Roberts MA, Webster 

AC, Strippoli GF. Immunosuppressive treatment for proliferative lupus nephritis. The Cochrane Database of Systematic Reviews. 

2018;6 CD002922 

  



 447 

Table S204. 

Population: Children with proliferative lupus nephritis 

Intervention: Induction: Intravenous glucocorticoids 

Comparator: Induction: Oral glucocorticoids 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Induction: 

Oral 

glucocorticoi

ds 

Induction: IV 

glucocorticoi

ds 

All-cause 

mortality 

Relative risk 

(95% CI: - ) 

Based on data from 

22 patients in 1 

study1 

Follow up 59 

months 

 

per 1000 

 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

There were too few 

who experienced the 

mortality to determine 

whether i.v. 

glucocorticoids made 

a difference 

Difference: fewer per 1000 

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Kidney relapse 

Relative risk: 0.95 

(95% CI: 0.44 - 

2.04) 

Based on data from 

22 patients in 1 

study3 

Follow up 59 

months 

600 

per 1000 

570 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether i.v. or oral 

glucocorticoids 

increases or decreases 

kidney relapse 

Difference: 30 fewer per 

1000 

(95% CI: 336 fewer - 624 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73

m2 

 

ml/min/1.73

m2  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [540] with included studies: [531] Baseline/comparator: Control arm of reference used for intervention.  
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2. Risk of bias: Serious. Imprecision: Very Serious. Only data from one study, Low number of patients and no events 

3. Systematic review [540] with included studies: [531] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

and few events 
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Table S205. 

Population: Patients with non-proliferative lupus nephritis (Class V) 

Intervention: Induction: Cyclosporine 

Comparator: Induction: Prednisone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text 

summary 
Prednisone Cyclosporine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at all-cause 

mortality 
Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Infection 

Relative risk: 1.56 

(95% CI: 0.53 - 

4.57) 

Based on data from 

27 patients in 1 

study1 

Follow up 12 

months 

267 

per 1000 

417 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision2 

We are uncertain 

whether 

cyclosporine 

improves or 

worsen major 

infection 

Difference: 150 more per 

1000 

(95% CI: 125 fewer - 953 

more) 

Malignancy 

Relative risk: 0.0 

(95% CI: 0.0 - 0.0) 

Based on data from 

27 patients in 1 

study3 

Follow up 12 

months 

0 

per 1000 

0 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision4 

There were too few 

who experienced 

the malignancy to 

determine whether 

cyclosporine made 

a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Doubling of 

serum 

creatinine 

Relative risk: 0.63 

(95% CI: 0.06 - 

6.09) 

Based on data from 

27 patients in 1 

study5 

Follow up 12 

months 

133 

per 1000 

84 

per 1000 Very Low 

Due to very serious 

imprecision, Due to 

very serious risk of 

bias, Due to serious 

risk of bias6 

We are uncertain 

whether 

cyclosporine 

improves or 

worsen double 

Difference: 49 fewer per 

1000 

(95% CI: 125 fewer - 677 

more) 

Complete 

remission 

Relative risk: 3.13 

(95% CI: 1.3 - 7.51) 

Based on data from 

27 patients in 1 

study7 

Follow up 12 

months 

267 

per 1000 

836 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision8 

Cyclosporine may 

improve complete 

remission 

Difference: 569 more per 

1000 

(95% CI: 80 more - 1738 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 
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Difference:  

 

No studies were 

found that looked 

at annual GFR loss 

1. Systematic review [540] with included studies: [455] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. After randomization 7 patients were not randomly assigned to CsA; they were only assigned to 

receive either Prednisone or Intravenous cyclophosphamide, which could result in potential for selection bias. Unclear of blinding 

of outcome assessors, resulting in potential for detection bias in assessment of infections.; Imprecision: Very Serious. Wide 

confidence intervals, Low number of patients, Only data from one study 

3. Systematic review [540] with included studies: [455] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. After randomization 7 patients were not randomly assigned to CsA; they were only assigned to receive 

either Prednisone or Intravenous cyclophosphamide, which could result in potential for selection bias; Indirectness: No serious. 

The outcome time frame in studies were insufficient; Imprecision: Serious. Low number of patients, Only data from one study 

5. Systematic review [540] with included studies: [455] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. After randomization 7 patients were not randomly assigned to CsA; they were only assigned to receive 

either Prednisone or Intravenous cyclophosphamide, which could result in potential for selection bias; Imprecision: Very 

Serious. Low number of patients, Wide confidence intervals, Only data from one study 

7. Systematic review [540] with included studies: [455] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. After randomization 7 patients were not randomly assigned to CsA; they were only assigned to receive 

either Prednisone or Intravenous cyclophosphamide, which could result in potential for selection bias; Indirectness: No serious. 

The outcome time frame in studies were insufficient; Imprecision: Serious. Wide confidence intervals above the null, Low 

number of patients, Only data from one study, Low number of patients, Only data from one study 
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Table S206. 

Population: Patients with non-proliferative lupus nephritis (Class V) 

Intervention: Induction: Intravenous cyclophosphamide 

Comparator: Induction: Prednisone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Induction: 

Prednisone 

Induction: IV 

cyclophospha

mide 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

Infection 

Relative risk: 2.0 

(95% CI: 0.76 - 

5.24) 

Based on data from 

30 patients in 1 

study1 

Follow up 12 

months 

267 

per 1000 

534 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious risk of bias2 

We are uncertain 

whether i.v. 

cyclophosphamide 

improves or worsen 

infection 

Difference: 267 more per 

1000 

(95% CI: 64 fewer - 1132 

more) 

Malignancy 

Relative risk: 3.0 

(95% CI: 0.13 - 

68.26) 

Based on data from 

30 patients in 1 

study3 

Follow up 12 

months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious 

indirectness4 

We are uncertain 

whether i.v. 

cyclophosphamide 

increases or 

decreases 

malignancy 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Complete 

remission 

Relative risk: 2.25 

(95% CI: 0.88 - 

5.73) 

Based on data from 

30 patients in 1 

study5 

Follow up 12 

months 

267 

per 1000 

601 

per 1000 

Low 

Due to very serious 

imprecision6 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

complete remission 

Difference: 334 more per 

1000 

(95% CI: 32 fewer - 1263 

more) 

Doubling of 

serum 

creatinine 

Relative risk: 0.5 

(95% CI: 0.05 - 

4.94) 

Based on data from 

30 patients in 1 

study7 

Follow up 12 

months 

133 

per 1000 

67 

per 1000 

Low 

Due to very serious 

imprecision8 

Intravenous 

cyclophosphamide 

may have little or no 

difference on 

doubling serum 

creatinine 

Difference: 67 fewer per 

1000 

(95% CI: 126 fewer - 524 

more) 
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Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Systematic review [540] with included studies: [455] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of outcome assessors, resulting in potential for detection bias of infection. 

Imprecision: Very Serious. Wide confidence intervals, Low number of patients, Only data from one study 

3. Systematic review [540] with included studies: [455] Baseline/comparator: Control arm of reference used for intervention.  

4. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Only data from one 

study, Wide confidence intervals, Low number of patients 

5. Systematic review [540] with included studies: [455] Baseline/comparator: Control arm of reference used for intervention.  

6. Imprecision: Very Serious. Wide confidence intervals, Low number of patients, Only data from one study  

7. Systematic review [540] with included studies: [455] Baseline/comparator: Control arm of reference used for intervention.  

8. Imprecision: Very Serious. Wide confidence intervals, Low number of patients, Only data from one study  
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Table S207. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Azathioprine plus glucocorticoids 

Comparator: Induction: Glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary Induction: 

Glucocorticoi

ds alone 

Induction: 

Azathioprine 

plus 

glucocorticoi

ds 

All-cause 

mortality 

Relative risk: 0.6 

(95% CI: 0.36 - 

0.99) 

Based on data from 

78 patients in 3 

studies1 

Follow up 4 years 

(mean) 

571 

per 1000 

343 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision2 

Azathioprine plus 

glucocorticoids may 

decrease mortality 

slightly 

Difference: 228 fewer per 

1000 

(95% CI: 365 fewer - 6 

fewer) 

End-stage 

kidney disease 

Relative risk: 0.66 

(95% CI: 0.17 - 

2.55) 

Based on data from 

54 patients in 2 

studies3 

Follow up 5 years 

(mean) 

409 

per 1000 

270 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether azathioprine 

plus glucocorticoids 

increases or 

decreases end-stage 

kidney disease 

Difference: 139 fewer per 

1000 

(95% CI: 339 fewer - 634 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Malignancy 

Relative risk: 2.0 

(95% CI: 0.11 - 

37.22) 

Based on data from 

26 patients in 1 

study5 

Follow up 120 

months 

0 

per 1000 

0 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

There were too few 

who experienced 

malignancy to 

determine whether 

azathioprine plus 

glucocorticoids 

made a difference 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Complete 

remission of 

proteinuria 

Relative risk: 0.95 

(95% CI: 0.54 - 

1.69) 

Based on data from 

37 patients in 2 

studies7 

Follow up 3 years 

(mean) 

421 

per 1000 

400 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision8 

We are uncertain 

whether azathioprine 

plus glucocorticoids 

increases or 

decreases complete 

remission of 

proteinuria 

Difference: 21 fewer per 

1000 

(95% CI: 194 fewer - 290 

more) 

Relative risk: 0.98 
429 

per 1000 

420 

per 1000 
Very Low 

We are uncertain 

whether azathioprine 
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Doubling of 

serum 

creatinine 

(95% CI: 0.36 - 

2.68) 

Based on data from 

26 patients in 1 

study9 

Follow up 7 years 

Difference: 9 fewer per 

1000 

(95% CI: 275 fewer - 721 

more) 

Due to serious risk 

of bias, Due to very 

serious 

imprecision10 

plus glucocorticoids 

increases or 

decreases doubling 

serum creatinine 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Kidney relapse 

Relative risk: 0.78 

(95% CI: 0.22 - 

2.74) 

Based on data from 

16 patients in 1 

study11 

Follow up 120 

months 

429 

per 1000 

335 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision12 

We are uncertain 

whether azathioprine 

plus glucocorticoids 

increases or 

decreases kidney 

relapse 

Difference: 94 fewer per 

1000 

(95% CI: 335 fewer - 746 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - 

Based on data from 

24 patients in 1 

study13 

Follow up 24 

months 

 

Mean 

 

Mean Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision14 

We are uncertain 

whether azathioprine 

plus glucocorticoids 

increases or 

decreases creatinine 

clearance 

Difference: MD 5 higher 

(95% CI: 3.14 lower - 13.14 

higher) 

1. Systematic review [540] with included studies: [468], [494], [474] Baseline/comparator: Control arm of reference used for 

intervention.  

2. Risk of bias: Serious. Imprecision: Serious. Wide confidence intervals, Low number of patients and few events 

3. Systematic review [540] with included studies: [468], [474] Baseline/comparator: Control arm of reference used for 

intervention.  

4. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Low number of patients  

5. Primary study [468] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

and few events  

7. Systematic review [540] with included studies: [494], [480] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Low number of patients 

9. Primary study [468] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

11. Primary study [480] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

and few numbers 

13. Primary study [494] Baseline/comparator: Control arm of reference used for intervention.  

14. Risk of bias: Serious. Selective outcome reporting; Imprecision: Very Serious. Wide confidence intervals, Only data from one 

study, Low number of patients 

 

References 

[468] Austin Ha RD, Klippel JH, Balow JE, le Riche NG, Steinberg AD, Plotz PH, et al. Therapy of lupus nephritis. Controlled 

trial of prednisone and cytotoxic drugs. New England Journal of Medicine 1986;314(10):614-619 

[474] Cade R., Spooner G., Schlein E., Pickering M., DeQuesada A., Holcomb A., et al. Comparison of azathioprine, prednisone, 

and heparin alone or combined in treating lupus nephritis. Nephron 1973;10(1):37-56 

[480] Donadio JVJ, Holley KE, Wagoner RD, Ferguson RH, McDuffie FC. Further observations on the treatment of lupus 

nephritis with prednisone and combined prednisone and azathioprine. Arthritis & Rheumatism 1974;17(5):573-581 



 455 

[494] Hahn BH, Kantor OS, Osterland CK. Azathioprine plus prednisone compared with prednisone alone in the treatment of 

systemic lupus erythematosus. Report of a prospective controlled trial in 24 patients. Annals of Internal Medicine 1975;83(5):597-

605 

[540] Tunnicliffe DJ, Palmer SC, Henderson L, Masson P, Craig JC, Tong A, Singh-Grewal D, Flanc RS, Roberts MA, Webster 

AC, Strippoli GF. Immunosuppressive treatment for proliferative lupus nephritis. The Cochrane Database of Systematic Reviews. 

2018;6 CD002922 

  



 456 

Table S208. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Mycophenolate mofetil 

Comparator: Induction: Oral cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Induction: 

Oral 

cyclophospha

mide 

Induction: 

Mycophenola

te mofetil 

All-cause 

mortality 

Relative risk: 0.19 

(95% CI: 0.01 - 

3.76) 

Based on data from 

62 patients in 1 

study1 

Follow up 63 

months (median) 

67 

per 1000 

13 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious risk of bias2 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases mortality 

Difference: 54 fewer per 

1000 

(95% CI: 66 fewer - 185 

more) 

End-stage 

kidney disease 

Relative risk: 0.19 

(95% CI: 0.01 - 

3.76) 

Based on data from 

62 patients in 1 

study3 

Follow up 63 

months (median) 

67 

per 1000 

13 

per 1000 
Very Low 

Due to very serious 

imprecision, Due to 

serious risk of bias4 

We are uncertain 

whether 

mycophenolate 

mofetil increases or 

decreases end-stage 

kidney disease 

Difference: 54 fewer per 

1000 

(95% CI: 66 fewer - 185 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Ovarian failure 

Relative risk: 0.1 

(95% CI: 0.01 - 

0.73) 

Based on data from 

53 patients in 1 

study5 

Follow up 63 

months (median) 

360 

per 1000 

36 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision6 

Mycophenolate 

mofetil may 

decrease ovarian 

failure 

Difference: 324 fewer per 

1000 

(95% CI: 356 fewer - 97 

fewer) 

Complete 

remission in 

proteinuria 

Relative risk: 0.98 

(95% CI: 0.74 - 1.3) 

Based on data from 

62 patients in 1 

study7 

Follow up 63 

months (median) 

767 

per 1000 

752 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Mycophenolate 

mofetil may have 

little or no difference 

on complete 

remission in 

proteinuria 

Difference: 15 fewer per 

1000 

(95% CI: 199 fewer - 230 

more) 
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Leukopenia 

Relative risk: 0.06 

(95% CI: 0.0 - 0.92) 

Based on data from 

62 patients in 1 

study9 

Follow up 63 

months (median) 

267 

per 1000 

16 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision10 

Mycophenolate 

mofetil may 

decrease leukopenia 

Difference: 251 fewer per 

1000 

(95% CI: 267 fewer - 21 

fewer) 

Alopecia 

Relative risk: 0.05 

(95% CI: 0.0 - 0.81) 

Based on data from 

62 patients in 1 

study11 

Follow up 63 

months (median) 

300 

per 1000 

15 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision12 

Mycophenolate 

mofetil may 

decrease alopecia 

Difference: 285 fewer per 

1000 

(95% CI: 300 fewer - 57 

fewer) 

Infection 

Relative risk: 0.21 

(95% CI: 0.05 - 

0.89) 

Based on data from 

62 patients in 1 

study13 

Follow up 63 

months 

300 

per 1000 

63 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision14 

Mycophenolate 

mofetil may 

decrease infection 

Difference: 237 fewer per 

1000 

(95% CI: 285 fewer - 33 

fewer) 

Annual GFR loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

 
 

 

No studies comparing 

mycophenolate mofetil 

were found that looked 

at annual GFR loss 
Difference:  

 

1. Systematic review [540] with included studies: [522] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [540] with included studies: [522] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

5. Systematic review [540] with included studies: [522] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Imprecision: Serious. Only data from one study, Low number of patients and few events 

7. Systematic review [540] with included studies: [522] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Imprecision: Serious. Only data from one study, Low number of patients and few events 

9. Systematic review [540] with included studies: [522] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Serious. Imprecision: Serious. Only data from one study, Low number of patients and few events 

11. Primary study [522] Baseline/comparator: Control arm of reference used for intervention.  

12. Risk of bias: Serious. Imprecision: Serious. Only data from one study, Low number of patients and few events 

13. Systematic review [540] with included studies: [522] Baseline/comparator: Control arm of reference used for intervention.  

14. Risk of bias: Serious. Imprecision: Serious. Only data from one study, Low number of patients 
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Table S209. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Mycophenolate mofetil plus intravenous cyclophosphamide 

Comparator: Induction: Intravenous cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Induction: 

Intravenous 

cyclophospha

mide 

Induction: 

Mycophenola

te mofetil 

plus IV 

cyclophospha

mide 

All cause-

mortality 

Relative risk: 0.95 

(95% CI: 0.06 - 

14.72) 

Based on data from 

82 patients in 1 

study1 

Follow up 6 months 

25 

per 1000 

24 

per 1000 Very Low 

Due to serious 

indirectness, Due to 

very serious 

imprecision2 

We are uncertain 

whether 

mycophenolate 

mofetil plus IV 

cyclophosphamide 

increases or 

decreases mortality 

Difference: 1 fewer per 

1000 

(95% CI: 24 fewer - 343 

more) 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

Relative risk: 0.37 

(95% CI: 0.14 - 

0.93) 

Based on data from 

82 patients in 1 

study3 

Follow up 6 months 

325 

per 1000 

120 

per 1000 Low 

Due to serious 

imprecision, Due to 

serious 

indirectness4 

Mycophenolate 

mofetil plus IV 

cyclophosphamide 

may decrease 

infection 

Difference: 205 fewer per 

1000 

(95% CI: 279 fewer - 23 

fewer) 

Complete 

remission 

Relative risk: 1.22 

(95% CI: 0.78 - 

1.89) 

Based on data from 

82 patients in 1 

study5 

Follow up 6 months 

450 

per 1000 

549 

per 1000 Low 

Due to serious 

imprecision, Due to 

serious 

indirectness6 

Mycophenolate 

mofetil plus IV 

cyclophosphamide 

may have little or no 

difference on 

complete remission 

Difference: 99 more per 

1000 

(95% CI: 99 fewer - 400 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73

m2 

 

ml/min/1.73

m2  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

1. Primary study [513] Baseline/comparator: Control arm of reference used for intervention.  

2. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Very Serious. Wide confidence 

intervals, Only data from one study, Low number of patients and few events 
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3. Primary study [513] Baseline/comparator: Control arm of reference used for intervention.  

4. Indirectness: Serious. Differences between the outcomes of interest and those reported (e.g., short-term/surrogate, not patient-

important); Imprecision: Serious. Only data from one study, Low number of patients and few events 

5. Primary study [513] Baseline/comparator: Control arm of reference used for intervention.  

6. Indirectness: Serious. The outcome time frame in studies were insufficient; Imprecision: Serious.  
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Table S210. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Cyclophosphamide plus glucocorticoids 

Comparator: Induction: Glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text 

summary 
Induction: 

Glucocorticoi

ds alone 

Induction: 

Cyclophosph

amide plus 

glucocorticoi

ds 

All cause-

mortality 

Relative risk: 0.98 

(95% CI: 0.53 - 

1.82) 

Based on data from 

226 patients in 5 

studies1 

Follow up 42 

months (mean) 

170 

per 1000 

167 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision2 

Cyclophosphamide 

plus 

glucocorticoids 

may have little or 

no difference on 

mortality 

Difference: 3 fewer per 

1000 

(95% CI: 80 fewer - 139 

more) 

End-stage 

kidney disease 

Relative risk: 0.63 

(95% CI: 0.39 - 

1.03) 

Based on data from 

278 patients in 5 

studies3 

Follow up 42 

months (mean) 

243 

per 1000 

153 

per 1000 

Moderate 

Due to serious risk of 

bias4 

Cyclophosphamide 

plus 

glucocorticoids 

probably makes 

little or no 

difference on end-

stage kidney 

disease 

Difference: 90 fewer per 

1000 

(95% CI: 148 fewer - 7 

more) 

Infection 

Relative risk: 0.87 

(95% CI: 0.5 - 1.51) 

Based on data from 

291 patients in 6 

studies5 

Follow up 55 

months (mean) 

150 

per 1000 

131 

per 1000 
Moderate 

Due to serious risk of 

bias6 

Cyclophosphamide 

plus 

glucocorticoids 

probably makes 

little or no 

difference to 

infection 

Difference: 19 fewer per 

1000 

(95% CI: 75 fewer - 76 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at ≥50% loss of 

GFR 
Difference:  

 

Malignancy 

Relative risk: 0.82 

(95% CI: 0.07 - 9.9) 

Based on data from 

117 patients in 2 

studies7 

Follow up 102 

months (mean) 

26 

per 1000 

21 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision8 

We are uncertain 

whether 

cyclophosphamide 

plus 

glucocorticoids 

increases or 

decreases 

malignancy 

Difference: 5 fewer per 

1000 

(95% CI: 24 fewer - 231 

more) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked 

at complete 

remission 
Difference:  

 

Kidney relapse Relative risk: 0.23 
438 

per 1000 

101 

per 1000 
Moderate 

Cyclophosphamide 

plus 
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(95% CI: 0.08 - 

0.62) 

Based on data from 

84 patients in 2 

studies9 

Follow up 54 

months (mean) 

Difference: 337 fewer per 

1000 

(95% CI: 403 fewer - 166 

fewer) 

Due to serious risk of 

bias10 

glucocorticoids 

probably decreases 

kidney relapse 

Doubling 

serum 

creatinine 

Relative risk: 0.59 

(95% CI: 0.4 - 0.88) 

Based on data from 

228 patients in 4 

studies11 

Follow up 70 

months (mean) 

395 

per 1000 

233 

per 1000 
Moderate 

Due to serious risk of 

bias12 

Cyclophosphamide 

plus 

glucocorticoids 

probably decreases 

doubling serum 

creatinine 

Difference: 162 fewer per 

1000 

(95% CI: 237 fewer - 47 

fewer) 

Stable kidney 

function13 

Relative risk: 1.2 

(95% CI: 1.0 - 1.45) 

Based on data from 

278 patients in 5 

studies14 

Follow up 65 

months (mean) 

589 

per 1000 

707 

per 1000 
Moderate 

Due to serious risk of 

bias15 

Cyclophosphamide 

plus 

glucocorticoids 

probably increases 

stable kidney 

function 

Difference: 118 more per 

1000 

(95% CI: 0 fewer - 265 

more) 

Ovarian failure 

Relative risk: 2.18 

(95% CI: 1.1 - 4.34) 

Based on data from 

147 patients in 3 

studies16 

Follow up 88 

months (mean) 

188 

per 1000 

410 

per 1000 
Low 

Due to serious risk of 

bias, Due to serious 

imprecision17 

Cyclophosphamide 

plus 

glucocorticoids 

may increase 

ovarian failure 

Difference: 222 more per 

1000 

(95% CI: 19 more - 628 

more) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

 

 

  

 

No studies were 

found that looked 

at annual GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

63 patients in 2 

studies18 

Follow up 25 

months (mean) 

 

ml/min Mean 

 

ml/min Mean 
Very Low 

Due to serious risk of 

bias, Due to very 

serious 

inconsistency19 

We are uncertain 

whether 

cyclophosphamide 

plus 

glucocorticoids 

increases or 

decreases 

creatinine 

clearance 

Difference: MD 12.23 

higher 

(95% CI: 0.13 lower - 24.58 

higher) 

1. Systematic review [540] with included studies: [511], [492], [512], [519], [468] Baseline/comparator: Control arm of reference 

used for intervention.  

2. Risk of bias: Serious. Imprecision: Serious. Wide confidence intervals  

3. Systematic review [540] with included studies: [492], [468], [511], [519], [473] Baseline/comparator: Control arm of reference 

used for intervention.  

4. Risk of bias: Serious.  

5. Systematic review [540] with included studies: [492], [512], [468], [519], [511], [473] Baseline/comparator: Control arm of 

reference used for intervention.  

6. Risk of bias: Serious.  

7. Systematic review [540] with included studies: [473], [468] Baseline/comparator: Control arm of reference used for 

intervention.  

8. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few patients  

9. Systematic review [540] with included studies: [519], [492] Baseline/comparator: Control arm of reference used for 

intervention.  

10. Risk of bias: Serious.  
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11. Systematic review [540] with included studies: [492], [468], [473], [511] Baseline/comparator: Control arm of reference used 

for intervention.  

12. Risk of bias: Serious.  

13.  (<20% serum creatinine worsening) 

14. Systematic review [540] with included studies: [468], [511], [519], [473], [492] Baseline/comparator: Control arm of reference 

used for intervention.  

15. Risk of bias: Serious.  

16. Systematic review [540] with included studies: [492], [468], [473] Baseline/comparator: Control arm of reference used for 

intervention.  

17. Risk of bias: Serious. Imprecision: Serious.  

18. Systematic review [540] with included studies: [519], [512] Baseline/comparator: Control arm of reference used for 

intervention.  

19. Risk of bias: Serious. Inconsistency: Very Serious. Point estimates vary widely, the magnitude of statistical heterogeneity was 

high, with I2: 73%.; Imprecision: No serious. Wide confidence intervals  
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Table S211. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Cyclophosphamide plus azathioprine plus glucocorticoids 

Comparator: Induction: Glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocorticoi

ds alone 

Cyclophosph

amide plus 

azathioprine 

plus 

glucocorticoi

d 

All-cause 

mortality 

Relative risk: 0.53 

(95% CI: 0.17 - 

1.68) 

Based on data from 

29 patients in 1 

study1 

Follow up 84 

months 

429 

per 1000 

227 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether 

cyclophosphamide 

plus azathioprine plus 

glucocorticoids 

increases or decreases 

mortality 

Difference: 202 fewer per 

1000 

(95% CI: 356 fewer - 292 

more) 

End-stage 

kidney disease 

Relative risk: 0.21 

(95% CI: 0.04 - 

1.02) 

Based on data from 

29 patients in 1 

study3 

Follow up 84 

months 

429 

per 1000 

90 

per 1000 
Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision4 

Cyclophosphamide 

plus azathioprine plus 

glucocorticoid may 

have little or no 

difference on end-

stage kidney disease 

Difference: 339 fewer per 

1000 

(95% CI: 412 fewer - 9 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Infection 

Relative risk: 0.48 

(95% CI: 0.1 - 2.3) 

Based on data from 

29 patients in 1 

studies5 

Follow up 84 

months 

286 

per 1000 

137 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision6 

We are uncertain 

whether 

cyclophosphamide 

plus azathioprine plus 

glucocorticoids 

increases or decreases 

infection 

Difference: 149 fewer per 

1000 

(95% CI: 257 fewer - 372 

more) 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Doubling 

serum 

creatinine 

Relative risk: 0.16 

(95% CI: 0.04 - 

0.69) 

Based on data from 

29 patients in 1 

study7 

571 

per 1000 

91 

per 1000 Low 

Due to serious risk 

of bias, Due to 

serious 

imprecision8 

Cyclophosphamide 

plus azathioprine plus 

glucocorticoids may 

decrease doubling 

serum creatinine 

Difference: 480 fewer per 

1000 

(95% CI: 548 fewer - 177 

fewer) 
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Follow up 84 

months 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73

m2 

 

ml/min/1.73

m2  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Systematic review [540] with included studies: [468] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias and pooling of 

participants; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients  

3. Systematic review [540] with included studies: [468] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias and pooling of 

participants; Imprecision: Serious. Low number of patients, Only data from one study, Low number of patients  

5. Systematic review [540] with included studies: [468] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias and pooling of 

participants; Imprecision: Very Serious. Wide confidence intervals, Low number of patients and few events 

7. Systematic review [540] with included studies: [468] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection bias, 

unclear concealment of allocation during randomization process, resulting in potential for selection bias and pooling of 

participants; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S212. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Cyclosporine plus glucocorticoids 

Comparator: Induction: Glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 

Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Glucocorticoi

ds alone 

Cyclosporine 

plus 

glucocorticoi

ds 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

all-cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

end-stage kidney 

disease 
Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

infection Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

complete remission Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73

m2 

 

ml/min/1.73

m2  

 

No studies were 

found that looked at 

annual GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

10 patients in 1 

study1 

Follow up 12 

months 

 

ml/min Mean 

 

ml/min Mean 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision2 

We are uncertain 

whether 

cyclosporine plus 

glucocorticoids 

increases or 

decreases creatinine 

clearance 

Difference: MD 42.5 lower 

(95% CI: 85.02 lower - 0.02 

higher) 

1. Systematic review [540] with included studies: [469] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Incomplete data and/or large loss to follow up; Imprecision: Very Serious. Wide confidence intervals, 

Low number of patients, Only data from one study 
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Table S213. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Misoprostol plus glucocorticoids 

Comparator: Induction: Glucocorticoids alone 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Glucocorticoi

ds alone 

Misoprostol 

plus 

glucocorticoi

ds 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Doubling of 

serum 

creatinine 

Relative risk 

(95% CI: - ) 

Based on data from 

14 patients in 1 

study1 

Follow up 18 

months 

0 

per 1000 

 

per 1000 

Low 

Due to very serious 

imprecision2 

There were too few 

who experienced the 

doubling of serum 

creatinine to 

determine whether 

misoprostol plus 

glucocorticoids made 

a difference 

Difference: fewer per 1000 

(95% CI: 0 fewer - fewer) 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 

m2 

 

ml/min/1.73 

m2  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

1. Primary study [518] Baseline/comparator: Control arm of reference used for intervention.  

2. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients and no events 
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Table S214. 

Population: Patients with proliferative lupus nephritis 

Intervention: Induction: Plasma exchange 

Comparator: Induction: Immunosuppression 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Immunosupp

ression 

Plasma 

exchange 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

Relative risk: 0.24 

(95% CI: 0.01 - 

4.44) 

Based on data from 

20 patients in 1 

study1 

Follow up 6.5 

months 

182 

per 1000 

44 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

serious 

indirectness, Due to 

very serious 

imprecision2 

We are uncertain 

whether plasma 

exchange increases or 

decreases end-stage 

kidney disease 

Difference: 138 fewer per 

1000 

(95% CI: 180 fewer - 626 

more) 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

Relative risk: 0.4 

(95% CI: 0.02 - 

8.78) 

Based on data from 

20 patients in 1 

study3 

Follow up 6.5 

months (mean) 

91 

per 1000 

36 

per 1000 
Very Low 

Due to serious risk 

of bias, Due to 

serious 

indirectness, Due to 

very serious 

imprecision4 

We are uncertain 

whether plasma 

exchange increases or 

decreases infection 

Difference: 55 fewer per 

1000 

(95% CI: 89 fewer - 708 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Complete 

remission 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

complete remission Difference:  

 

Annual loss of 

GFR 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 

m2 

 

ml/min/1.73 

m2  

 

No studies were found 

that looked at annual 

loss of GFR Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

20 patients in 1 

study5 

Follow up 6.5 

months (mean) 

 

ml/min Mean 

 

ml/min Mean 

Very Low 

Due to serious risk 

of bias, Due to 

serious 

indirectness, Due to 

very serious 

imprecision6 

We are uncertain 

whether plasma 

exchange increases or 

decreases creatinine 

clearance  

Difference: MD 15.30 

higher 

(95% CI: 5.40 lower - 36 

higher) 
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1. Systematic review [540] with included studies: [479] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Selective outcome reporting, due to pooling interventions in the cytotoxic group; Indirectness: Serious. 

Differences between the intervention/comparator of interest and those studied; Imprecision: Very Serious. Wide confidence 

intervals, Only data from one study, Low number of patients 

3. Systematic review [540] with included studies: [479] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Selective outcome reporting, due to pooling interventions in the cytotoxic arm; Indirectness: Serious. 

Differences between the intervention/comparator of interest and those studied; Imprecision: Very Serious. Wide confidence 

intervals, Only data from one study, Low number of patients 

5. Systematic review [540] with included studies: [479] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Selective outcome reporting, due to pooling interventions in the cytotoxic arm; Indirectness: Serious. 

Differences between the intervention/comparator of interest and those studied; Imprecision: Very Serious. Wide confidence 

intervals, Only data from one study, Low number of patients  
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Table S215. 

Population: Patients with proliferative lupus nephritis 

Intervention: Maintenance: Azathioprine 

Comparator: Maintenance: Cyclosporine 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Cyclosporine Azathioprine 

All-cause 

mortality 

Relative risk 

(95% CI: - ) 

Based on data from 

69 patients in 1 

study1 

Follow up 24 

months 

0 

per 1000 

 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision2 

There were too few 

who experienced all-

cause mortality to 

determine whether 

azathioprine for 

maintenance therapy 

made a difference 

Difference: fewer per 1000 

(95% CI: 0 fewer - fewer) 

End-stage 

kidney disease 

Relative risk 

(95% CI: - ) 

Based on data from 

69 patients in 1 

study3 

Follow up 24 

months 

0 

per 1000 

 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision4 

There were too few 

who experienced 

end-stage kidney 

disease to determine 

whether azathioprine 

for maintenance 

therapy made a 

difference 

Difference: fewer per 1000 

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

≥50% loss of GFR Difference:  

 

Infection 

Relative risk: 2.18 

(95% CI: 1.01 - 

4.73) 

Based on data from 

69 patients in 1 

study5 

Follow up 24 

months 

194 

per 1000 

423 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision6 

We are uncertain 

whether azathioprine 

in maintenance 

therapy increases or 

decreases infection 

Difference: 229 more per 

1000 

(95% CI: 2 more - 724 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Kidney relapse 

Relative risk: 1.25 

(95% CI: 0.51 - 

3.06) 

Based on data from 

69 patients in 1 

study7 

Follow up 24 

months (mean) 

194 

per 1000 

243 

per 1000 
Very Low 

Due to very serious 

risk of bias, Due to 

very serious 

imprecision8 

We are uncertain 

whether azathioprine 

in maintenance 

therapy improves or 

worsen kidney 

relapse 

Difference: 49 more per 

1000 

(95% CI: 95 fewer - 400 

more) 

Gastrointestinal 

disturbance 

Relative risk: 0.3 

(95% CI: 0.09 - 

0.97) 

Based on data from 

69 patients in 1 

study9 

306 

per 1000 

92 

per 1000 Very Low 

Due to very serious 

risk of bias, Due to 

serious 

imprecision10 

We are uncertain 

whether azathioprine 

in maintenance 

therapy improves or 

worsen 

gastrointestinal 

disturbance 

Difference: 214 fewer per 

1000 

(95% CI: 278 fewer - 9 

fewer) 
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Follow up 24 

months 

Annual loss of 

GFR 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 

m2 

 

ml/min/1.73 

m2  

 

No studies were 

found that looked at 

annual loss of GFR  Difference:  

 

1. Systematic review [540] with included studies: [534] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Very Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, due to pharmaceutical 

sponsor involved in authorship; Imprecision: Very Serious. Only data from one study, Low number of patients and no events  

3. Systematic review [540] with included studies: [534] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Very Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, due to pharmaceutical 

sponsor involved in authorship; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number 

of patients  

5. Systematic review [540] with included studies: [534] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Very Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, due to pharmaceutical 

sponsor involved in authorship; Imprecision: Serious. Wide confidence intervals, Only data from one study  

7. Systematic review [540] with included studies: [534] Baseline/comparator: Control arm of reference used for intervention.  

8. Risk of bias: Very Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, due to pharmaceutical 

sponsor involved in authorship; Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number 

of patients  

9. Systematic review [540] with included studies: [534] Baseline/comparator: Control arm of reference used for intervention.  

10. Risk of bias: Very Serious. Unclear sequence generation/ generation of comparable groups, resulting in potential for selection 

bias, Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias, due to pharmaceutical 

sponsor involved in authorship; Imprecision: Serious. Only data from one study, Low number of patients 
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Table S216. 

Population: Patients with proliferative lupus nephritis 

Intervention: Maintenance: Azathioprine 

Comparator: Maintenance: Tacrolimus 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Tacrolimus Azathioprine 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

Infection 

Relative risk: 1.26 

(95% CI: 0.3 - 5.22) 

Based on data from 

70 patients in 1 

study1 

88 

per 1000 

111 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether azathioprine 

in maintenance 

therapy increases or 

decreases infection 

Difference: 23 more per 

1000 

(95% CI: 62 fewer - 371 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Kidney relapse 

Relative risk: 6.62 

(95% CI: 0.35 - 

123.63) 

Based on data from 

70 patients in 1 

study3 

Follow up 6 months 

0 

per 1000 

0 

per 1000 Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision4 

We are uncertain 

whether azathioprine 

in maintenance 

therapy increases or 

decreases kidney 

relapse 

Difference: 0 fewer per 

1000 

(95% CI: 0 fewer - 0 fewer) 

Annual loss of 

GFR 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 

m2 

 

ml/min/1.73 

m2  

 

No studies were found 

that looked at annual 

loss of GFR Difference:  

 

1. Systematic review [540] with included studies: [535] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 

3. Systematic review [540] with included studies: [535] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Inadequate/lack of blinding of participants and personnel, resulting in potential for performance bias; 

Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients, due to a low number 

of events 
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Table S217. 

Population: Patients with proliferative lupus nephritis 

Intervention: Maintenance: Prednisone withdrawal 

Comparator: Maintenance: Prednisone continuation 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates Certainty of the 

evidence 

(Quality of evidence) 

Plain text summary 
Prednisone 

continuation 

Prednisone 

withdrawal 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

 

 

 

We are uncertain 

whether prednisone 

withdrawal in 

maintenance therapy 

increases or 

decreases all-cause 

mortality 

Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

 

 

 

We are uncertain 

whether prednisone 

withdrawal in 

maintenance therapy 

increases or 

decreases end-stage 

kidney disease 

Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

 

 

 

We are uncertain 

whether prednisone 

withdrawal in 

maintenance therapy 

increases or 

decreases ≥50% loss 

of GFR 

Difference:  

 

Infection 

Relative risk: 0.57 

(95% CI: 0.06 - 

5.03) 

Based on data from 

15 patients in 1 

study1 

Follow up 36 

months 

250 

per 1000 

142 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision2 

We are uncertain 

whether prednisone 

withdrawal in 

maintenance therapy 

increases or 

decreases infection 

Difference: 108 fewer per 

1000 

(95% CI: 235 fewer - 1008 

more) 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were 

found that looked at 

malignancy Difference:  

 

Kidney relapse 

Relative risk: 0.38 

(95% CI: 0.05 - 

2.88) 

Based on data from 

15 patients in 1 

study3 

Follow up 36 

months 

375 

per 1000 

142 

per 1000 
Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision4 

We are uncertain 

whether prednisone 

withdrawal in 

maintenance therapy 

increases or 

decreases kidney 

relapse 

Difference: 233 fewer per 

1000 

(95% CI: 356 fewer - 705 

more) 

Nonrenal 

relapse 

Relative risk: 0.38 

(95% CI: 0.02 - 

7.96) 

Based on data from 

15 patients in 1 

study5 

125 

per 1000 

47 

per 1000 Very Low 

Due to serious risk of 

bias, Due to very 

serious imprecision6 

We are uncertain 

whether prednisone 

withdrawal in 

maintenance therapy 

increases or 

Difference: 78 fewer per 

1000 
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Follow up 36 

months 

(95% CI: 123 fewer - 870 

more) 

decreases nonrenal 

relapse 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 

m2 

 

ml/min/1.73 

m2 
 

 

We are uncertain 

whether prednisone 

withdrawal in 

maintenance therapy 

increases or 

decreases annual 

GFR loss 

Difference:  

 

1. Systematic review [540] with included studies: [488] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Selective outcome reporting, due to pilot study; Imprecision: Very Serious. Wide confidence intervals, 

Only data from one study, Low number of patients  

3. Systematic review [540] with included studies: [488] Baseline/comparator: Control arm of reference used for intervention.  

4. Risk of bias: Serious. Selective outcome reporting, due to pilot study; Imprecision: Very Serious. Wide confidence intervals, 

Only data from one study, Low number of patients  

5. Systematic review [540] with included studies: [488] Baseline/comparator: Control arm of reference used for intervention.  

6. Risk of bias: Serious. Selective outcome reporting, due to pilot study; Imprecision: Very Serious. Wide confidence intervals, 

Only data from one study, Low number of patients  
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Table S218. 

Population: Patients with proliferative lupus nephritis 

Intervention: Maintenance: Intravenous immunoglobulin 

Comparator: Maintenance: Intravenous cyclophosphamide 

Outcome 

Timeframe 

Study results and 

measurements 

Absolute effect estimates 
Certainty of the 

evidence 

(Quality of 

evidence) 

Plain text summary 
Maintenance: 

Intravenous 

cyclophospha

mide 

Maintenance: 

Intravenous 

immunoglob

ulin 

All-cause 

mortality 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at all-

cause mortality Difference:  

 

End-stage 

kidney disease 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at end-

stage kidney disease Difference:  

 

≥50% loss of 

GFR 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at ≥50% 

loss of GFR Difference:  

 

Infection 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

infection Difference:  

 

Malignancy 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at 

malignancy Difference:  

 

Kidney relapse 

 

(95% CI: - ) 

 

 

 

 

 

  

 

No studies were found 

that looked at kidney 

relapse Difference:  

 

Annual GFR 

loss 

Measured by: 

Scale: - Lower better 

 

 

 

ml/min/1.73 

m2 

 

ml/min/1.73 

m2  

 

No studies were found 

that looked at annual 

GFR loss Difference:  

 

Creatinine 

clearance 

Measured by: 

Scale: - High better 

Based on data from 

13 patients in 1 

study1 

Follow up 18 

months 

87 

ml/min Mean 

89.2 

ml/min Mean Very Low 

Due to serious risk 

of bias, Due to very 

serious 

imprecision2 

We are uncertain 

whether i.v 

immunoglobulin in 

maintenance therapy 

increases or decreases 

creatinine clearance 

(ml/min) 

Difference: MD 2.20 higher 

(95% CI: 37.85 lower - 

42.25 higher) 

1. Systematic review [540] with included studies: [472] Baseline/comparator: Control arm of reference used for intervention.  

2. Risk of bias: Serious. Imprecision: Very Serious. Wide confidence intervals, Only data from one study, Low number of patients 
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