DATA SUPPLEMENT

Appendix A. Search strategies
Table S1. Search strategies for systematic review topics
Search dates: May 2018; updated search June 2020, updated search April 19, 2023

Guideline chapter ' Nephrotic syndrome in children
Clinical question Glucocorticoid therapy for nephrotic syndrome in children
Search strategy - 1. MeSH descriptor: [Nephrotic Syndrome] this term only
CENTRAL 2. MeSH descriptor: [Nephrosis, Lipoid] this term only
3. “nephrotic syndrome”:ti,ab,kw
4. “lipoid nephrosis™:ti,ab,kw
5. #l 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 - 1. nephrotic syndrome/
MEDLINE 2. nephrosis, lipoid/
3. nephrotic syndrome.tw.
4. lipoid nephrosis.tw.
5. or/l-4
6. exp child/
7. exp Infant/
8. child$.tw.
9. infant$.tw.
10. (boy$ or girl$).tw.
11. (pediatric or paediatric).tw.
12. or/7-12
13. and/5,12
14. randomised controlled trial.pt.
15. controlled clinical trial.pt.
16. randomized.ab.
17. placebo.ab.
18. clinical trials as topic/
19. randomly.ab.
20. (crossover or cross-over).tw.
21. Cross-over Studies/
22. trial.ti.
23. or/14-22
24. animals/ not (humans/ and animals/)
25. 13 and 23
26. 25 not 24
Search strategy - 1. nephrotic syndrome/
Embase 2. lipoid nephrosis/
3. nephrotic syndrome.tw.
4. lipoid nephrosis.tw.
5. or/l-4
6. exp Child/
7. child$.tw.
8. infant$.tw.
9. (boy$ or girl$).tw.
10. (pediatric or paediatric).tw
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11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.
25.
26.
27.

or/6-10

and/5,11

randomised controlled trial/
crossover procedure/
double-blind procedure/
single-blind procedure/
random$.tw.

factorial$.tw.

crossover$ or cross-over$).tw.
placebo$.tw.

(double$ adj blind$).tw.
(singl$ adj blind$).tw.
assign$.tw.

allocat$.tw.

volunteer$.tw.

or/13-25

12 and 26

Systematic review
topic

Non-glucocorticoid immunosuppressive medications for steroid-sensitive
nephrotic syndrome in children

Search strategy - 1. “nephrotic syndrome”:ti,ab,kw
CENTRAL 2. (lipoid next nephrosis):ti,ab,kw
3. #lor#2
Search strategy - 1. nephrotic syndrome/
MEDLINE 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. 5Snot6
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 - 1. Nephrotic Syndrome/
Embase 2. Lipoid Nephrosis/
3. nephrotic syndrome.tw.
4. lipoid nephrosis.tw.
5. or/l-4
6. ((Adult/ or Middle Aged/ or exp Aged/) not ((Adult/ or Middle

Aged/ or exp Aged/) and (exp Child or exp/Adolescent))
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7.
8.

9

10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.
25.

Snot6

(child* or infant® or babies* or boy* or girl* or pediatric* or
paediatric* or adolescen*)
and/5,8

or/7,9

randomised controlled trial/
crossover procedure/
double-blind procedure/
single-blind procedure/
random$.tw.

factorial$.tw.

crossover$ or cross-over$).tw.
placebo$.tw.

(double$ adj blind$).tw.
(singl$ adj blind$).tw.
assign$.tw.

allocat$.tw.

volunteer$.tw.

or/12-24

10 and 24

Systematic review
topic

Interventions for steroid-resistant nephrotic syndrome in children

Search strategy -
CENTRAL

1.
2.
3.

b

a

~

MeSH descriptor: [Nephrotic Syndrome] explode all trees
MeSH descriptor: [Nephrosis, Lipoid] explode all trees
nephrotic syndrome:ti,ab,kw (Word variations have been
searched)

lipoid nephrosis:ti,ab,kw (Word variations have been searched)
minimal change glomerulonephritis:ti,ab,kw (Word variations
have been searched)

minimal change nephr*:ti,ab,kw (Word variations have been
searched)

idiopathic steroid resistant nephrotic syndrome:ti,ab,kw (Word
variations have been searched)

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

{or #1-#8}

Search strategy -
MEDLINE

A A A el N

L T e S S S
O 0NN W —O

Nephrotic Syndrome/

Nephrosis Lipoid/

nephrotic syndrome.tw.

lipoid nephrosis.tw.

minimal change glomerulonephritis.tw.

minimal change nephr$.tw.

idiopathic steroid resistant nephrotic syndrome.tw.
or/1-7

randomised controlled trial.pt.

. controlled clinical trial.pt.

. randomized.ab.

. placebo.ab.

. clinical trials as topic/

. randomly.ab.

. (crossover or cross-over).tw.

. Cross-over Studies/

. trial ti.

. or/9-17

. animals/ not (humans/ and animals/)
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20.
21.

8 and 18
20 not 19

Search strategy -
Embase

L.

e A

Nephrotic Syndrome/

Lipoid Nephrosis/

nephrotic syndrome.tw.

lipoid nephrosis.tw.

minimal change glomerulonephritis.tw.
minimal change nephropathy.tw.

idiopathic steroid resistant nephrotic syndrome.tw.

or/1-7
randomised controlled trial/

. crossover procedure/
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.

double-blind procedure/
single-blind procedure/
random$.tw.
factorial$.tw.
crossover$ or cross-over$).tw.
placebo$.tw.

(double$ adj blind$).tw.
(singl$ adj blind$).tw.
assign$.tw.

allocat$.tw.
volunteer$.tw.

or/9-21

8 and 22
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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

Establishing transparency

Clear description on the
process of guideline
development.

in CKD guideline
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

Rationale is provided for the
rating the strength of the

See Methods for Guideline
Development

of recommendations recommendation and the

transparency for the rating the

quality of the evidence.
Articulation of Clear and standardized All recommendations were
recommendations wording of recommendations 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

Addressed in 2020 KDIGO diabetes in CKD guideline

review standards*

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: Targeted-release budesonide (nefecon) for 9 months
Comparator: Placebo

Absolute effect estimates

Outcome Study results and Certainty of the Plain text
Timeframe measurements Placebo Nefecon evidence summary
No studies were
- 0 -
ﬁql(l)é:ﬁtse (95% CT: -) _ found that looked at
Y Difference: all-cause mortality
Hazard ratio: 0.45 214 115 Nef babl
. . (95% CI: 0.26 — 0.75) | per 1000 per 1000 clecon probably
Kidney failure Based on data from . Moderate decreases
or >30% GFR . . Difference: 99 fewer per Serious composite kidney
364 patients in 1 1000 . L, .
loss dy! imprecision failure or >30%
study (95% CI: 174 fewer — 23 GER loss
Follow-up 24 months fewer)
Severe: 11 27
Relative risk: 2.50 per 1000 per 1000
(95% CI: 0.49 - 12.7) Low
Based on data from 16 more per 1000 Due to very serious
364 patients in 1 (95% CI: 13 fewer - 46 imprecision*
study’ .more) Nefecon may have
Follow-up 9 months little or no
Infection difference on
~URL: S0 60 severe infection or
Relative risk: 1.20 per 1000 per 1000 URI
(95% CI: 0.30 — 4.82) Low
Based on data from 10 more per 1000 Due to very serious
150 patients in 1 (95% CI: 72 fewer - 92 imprecision®
study’ more)
Follow-up 9 months
No studies were
) .
Malignancy (O5% CI: -) ) found that looked at
Difference: malignancy
No studies were
0 .
COII}plF: te (5% CI:-) found that looked at
remission Difference:

complete remission
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Annual GFR Scage?g;ifgé tter No studies were
loss ' ) found that looked at
3 years Difference: annual GFR loss
Measured by: —4.6 0.6
Scale: Higher better Mean Mean
Nefecon decreases
Based on data from s GFR | d of
480 patients in 2 Difference: MD 5.4 higher High FR loss at end o
eGFR, change studies’ (95% CI: 3.8 higher —7.0 treatment
from baseline, | Follow up 9 months higher)
rnL/mnllrzl/l.73 A _12.0 6.1
Based on data from Mean Mean Moderate Nefecon probably
295 patients in 1 . d 1
study® Difference: MD 5.9 higher ~ Serious 0 ecreases GFR loss
Follow up 24 months (95% CI: 3.4 higher — 9.2 1mprecision at 24 months
higher)
Measured by: —1.6 —29.3
Scale: Lower better Mean Mean
Based on data from : . 0 Nefecon decreases
o Difference: MD 29.0% High' proteinuria at 9
480 patients in 2 lower
facll months
o studies (95% CI: 36.5% lower —
Proteinuria Follow up 9 months 21.4% lower)
change from
baseline, % -1.0 —30.7
Based on data from Mean Mean Nefecon probably
295 pati 01 ) Moderate d
e i M0301% | CSiigus || e
ower imprecision'*
Follow up 24 months (95% CI: 41.5% lower — P months
16.4% lower)
1. Systematic review with included studies: [NeflgArd 2023] Baseline/comparator: Control arm of
reference used for intervention.
2. Imprecision: Serious. Only data from one study.
3. Systematic review with included studies: [NeflgArd 2023] Baseline/comparator: Control arm of
reference used for intervention.
4. Imprecision: Very Serious. Very wide confidence interval. Data from only one study.
5. Systematic review with included studies: [25] Baseline/comparator: Control arm of reference used
for intervention.
6. Imprecision: Very Serious. Very wide confidence interval. Data from only one study.
7. Systematic review with included studies: [NeflgArd 2023][25] Baseline/comparator: Control arm of
reference used for intervention.
8. Risk of bias: Low.
9. Systematic review with included studies: [NeflgArd 2023] Baseline/comparator: Control arm of
reference used for intervention.
10. Imprecision: Serious. Only data from one study.
11. Systematic review with included studies: [NeflgArd 2023][25] Baseline/comparator: Control arm of
reference used for intervention.
12. Risk of bias: Low.

S8



13. Systematic review with included studies: [NeflgArd 2023] Baseline/comparator: Control arm of
reference used for intervention.
14. Imprecision: Serious. Only data from one study.

References

[25] Fellstrom BC, Barratt J, Cook H, Coppo R, Feehally J, de Fijter JW, et al. Targeted-release
budesonide versus placebo in patients with IgA nephropathy (NEFIGAN): a double-blind, randomised,
placebo-controlled phase 2b trial. Lancet 2017;389(10084):2117-2127

9 mo

[NeflgArd 2023] Lafayette R, Kristensen J, Stone A, et al.. Efficacy and safety of a targeted-release
formulation of budesonide in patients with primary IgA nephropathy(NeflgArd): 2-year results from a
randomised phase 3 trial. Lancet 2023. [PubMed: 37591292

S9



Table S5.

Population: Patients with IgA nephropathy

Intervention: Tonsillectomy plus standard of care
Comparator: Standard of care

Absolute effect estimates

Outcome Study results and Tonsillectom Certainty of the Plain text
Timeframe measurements Standard of Y evidence summar
plus standard y
care
of care
No studies were
- Y ¢ -
ﬁll(l)r::ll;fe (95% CL: ) ] found that looked at
y Difference: all-cause mortality
There were too few
Relative risk Verv low who experienced
(95% CI: -) Duc o Vgr oy | Kidney failure, to
Kidney failure | Based on data from 42 ) risk of biasy Due to determine whether
patients in 1 study! Difference: serious im ;ecisionz tonsillectomy plus
Follow up 12 months P standard of care
made a difference
There were too few
. . who experienced
I({ge Slzglxgl.rl_sli Very low the >50% loss of
>50% loss of Based on (()1a ta. from 72 Due to very serious | GFR to determine
GFR . . : . risk of bias, Due to whether
patients in 1 study' Difference: S o )
Follow up 12 months serious imprecision®| tonsillectomy plus
P standard of care
made a difference
No studies were
0 .
Infection (5% Cl: -) ) found that looked at
Difference: infection
No studies were
) .
Malignancy (3% CI: -) found that looked at
Difference: malignancy
One study reported
that there was no
Relative risk Verv low difference in
Complete (95% CI: - ) Due to Veyr serious achieving complete
1Pt Based on data from 72 . ry remission at 12
remission Difference: risk of bias, Due to

patients in 1 study'
Follow up 12 months

serious imprecision*

months (P=0.103).

However, we are
uncertain of its

effect because of
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very low certainty
of the evidence.

Remission of

Relative risk: 1.9
(95% CI: 1.45 - 2.47)
Based on data from

441
per 1000

838
per 1000

Difference: 397 more per

Low
Due to serious risk
of bias, Due to

Tonsillectomy plus
other treatment
versus other
treatment alone

proteinuria 143 patients in 2 1000 may increase
studies® (95% CI: 198 more - 648 serious imprecision® ren}llission of
Follow up 3.5 years more) proteinuria
o 456 880 Tonsillectomy plus
Relative risk: 1.93 per 1000 per 1000 other treatment

Remission of

(95% CI: 1.47 - 2.53)
Based on data from

Difference: 424 more per

Low
Due to serious risk

versus other
treatment alone

microscopic 143 patients in 2 of bias, Due to mav have increase
hematuria studies’ 1000 serious Y nave £
Mean follow up 32 (95% CI: 214 more - 698 inconsistency® Fernission o
months more) microscopic
hematuria
563 749 We are uncertain
per 1000 per 1000 whether
o tonsillectomy plus
Relative risk: 1.33 Very low other treatment

Remission of
macroscopic

(95% CI: 0.8 - 2.23)
Based on data from 32

Difference: 186 more per

Due to serious risk
of bias, Due to very

versus other
treatment alone

hematuria patients in 1 study’ 1000 serious :
Follow up 24 months (95% CI: 113 fewer - 692 imprecision'® 1nereases or
more) decreases remission
of macroscopic
hematuria
783 548 Tonsillectomy plus
Relative risk: 0.7 per 1000 per 1000 Low other standard of
Relapse of (95% CI: 0.51 - 0.98) ) . Due tq serious risk care versus
hematuria Based on data from 72 | Difference: 235 fewer per of bias, Due to standard of care
patients in 1 study'! 1000 serious alone may decrease
Follow up 12 months | (95% CI: 384 fewer - 16 imprecision'? relapse of
fewer) hematuria
1000 700 Tonsillectomy plus
Relative risk: 0.7 per 1000 per 1000 Low other standard of
Relanse of (95% CI: 0.57 - 0.85) ) Due to serious risk care versus
pse o Based on data from 73 | Difference: 300 fewer per of bias, Due to standard of care
proteinuria patients in 1 study' 1000 serious alone may decrease
Follow up 12 months | (95% CI: 430 fewer - 150 imprecision'* relapse of
fewer) proteinuria
Measured by: .
Anmllal GFR Scale: - High better ' folljr?ds:;]lgiz::(ee?at
088 Difference: annual GFR loss
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Creatinine
clearance

Measured by:
Scale: - High better
Based on data from 77
patients in 2 studies'
Mean follow up 3.5
years

Mean Mean

Difference: MD 3.77 higher
(95% CI: 13.80 lower -
21.35 higher)

Very low
Due to serious risk
of bias, Due to very
serious
inconsistency, Due
to very serious
imprecision'¢

We are uncertain
whether
tonsillectomy plus
treatment versus
treatment alone
increases or
decreases creatinine
clearance

10.

11.

12.

13.

14.

15.

16.

17.

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

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.

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

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

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.

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

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 I?: 75%.; Imprecision: No serious. Low number of patients.
Systematic review with included studies: [78] Baseline/comparator: Control arm of reference used
for intervention.

Risk of bias: Serious. Selective outcome reporting; Imprecision: Very Serious. Wide confidence
intervals, Only data from one study, Low number of patients.

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

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

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

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

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

Risk of bias: Serious. Inadequate sequence generation/ generation of comparable groups, resulting in
potential for selection bias, Selective outcome reporting; Inconsistency: Very Serious. The
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magnitude of statistical heterogeneity was high, with 1%:76%., The direction of the effect is not
consistent between the included studies; Imprecision: Very Serious. Wide confidence intervals, Low
number of patients.

References

[34] Kawamura T, Yoshimura M, Miyazaki Y, Okamoto H, Kimura K, Hirano K, et al. A multicenter
randomized controlled trial of tonsillectomy combined with steroid pulse therapy in patients with
immunoglobulin A nephropathy. Nephrology Dialysis Transplantation 2014;29(8):1546-1553

[71] Yang D, He L, Peng X, Liu H, Peng Y, Yuan S, et al. The efficacy of tonsillectomy on clinical
remission and relapse in patients with IgA nephropathy: a randomized controlled trial. Renal Failure
2016;38(2):242-248

[78] Kawasaki Y, Takano K, Suyama K, Isome M, Suzuki H, Sakuma H, et al. Efficacy of tonsillectomy
pulse therapy versus multiple-drug therapy for IgA nephropathy. Pediatric Nephrology 2006;21(11):1701-
1706

[82] Hotta O, Taguma Y, Kurosawa K, Sudo K, Suzuki K, Horigome 1. Early intensive therapy for
clinical remission of active IgA nephropathy: a three-year follow-up study. Japanese Journal of
Nephrology 1993;35(8):967-973

[137] Reid S, Cawthon PM, Craig JC, Samuels JA, Molony DA, Strippoli GF. Non-immunosuppressive
treatment for [gA nephropathy. The Cochrane Database of Systematic Reviews 2011;(3):CD003962
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Table S6.

Population: Patients with IgA nephropathy

Intervention: Glucocorticoid (oral) plus supportive therapy (excluding nefecon)
Comparator: Supportive therapy

Absolute effect estimates

Difference:

Qutcome Study results and ' Glucocorticoid Certai.nty of the Plain text
Timeframe measurements Supportive : evidence summary
plus supportive
therapy
therapy
Relative risk: 1.45 19 13 We are uncertain
(95% CI: 0.41 - 5.12) per 1000 per 1000 whether
Very low ..
Based on data from glucocorticoid
All-cause . . Due to very .
i 312 patients in 2 ) . plus supportive
mortality studies’ Difference: 6 more per 1000 _ serious , therapy made a
Mean follow up 29 (95% CI: 8 fewer - 55 more) tmprecision difference in all-
months cause mortality
Relative risk: 0.42 132 214 Glucocorticoid
(95% CI: 0.17 - 1.03) per 1000 per 1000 1us SupPortive
Based on data from Moderate t}liera prr)obabl
Kidney failure 772 patients in 4 ) Due to serious d Py p Kid y
studies? Difference: 124 fewer per 1000 |  1isk of bias* ccreases kidney
Mean follow up 46 | (95% CI: 177 fewer - 6 more) failure (up to 4
years)
months
Relative risk: 0.62 309 191 Glucocorticoid
(95% CI: 0.45 - 0.84) per 1000 per 1000 .
Moderate plus supportive
o Based on data from )
>50% GFR loss 503 patients in 1 ) Due to serious | therapy probably
pa lznss n Difference: 118 fewer per 1000 | jmprecision® | decreases >50%
study (95% CI: 190 fewer - 41 more) GFR loss
Follow up 42 months
Reduced dose: 25 58
Relative risk: 2.31 per 1000 per 1000 Reduced dose
(95% CI: 0.61 — 8.74) Low glucocorticoid
Infection Based on data from _ Due to serious plus supportive
241 patients in 1 Difference: 33 more per 1000 imprecision® therapy may
study’ (95% CI: 17 fewer — 83 more) increase infections
Follow-up 9 months
No studies were
) .
Malignancy (O3% CI:-) found that looked

at malignancy
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Relative risk: 1.78 326 580
(95% CI: 1.09 - 2.89) per 1000 per 1000 Low Glucocorticoid
Combplete Based on data from Due to serious plus supportive
. mipi 0 380 patients in 4 ) risk of bias, Due therapy may
CIISSIO studies’ Difference: 254 more per 1000 to serious increase complete
Mean follow up 42 | (95% CI: 29 more - 616 more) | jnconsistency' remission
months
Relative risk: 0.22 165 36 Glucocorticoid
(95% CI: 0.07 - 0.76) per 1000 per 1000 lus supDortive
. Based on data from Moderate p pp
Doubling of . . : therapy probably
. 160 patients in 2 Due to serious d doubli
serum creatinine studies!! Difference: 129 fewer per 1000 | Lisk of bias'2 ecreases doubling
Mean follow up 54 | (95% CIL: 153 fewer - 40 fewer) of serum
months creatinine
Relative risk: 1.40 120 172
(95% CI: 0.90 - 2.19) per 1000 per 1000 Glucocorticoid
Adverse events Based on data from Moderate plus supportive
serious ’ 403 patients in 2 . Due to serious | therapy probably
rou studies™ Difference: 48 more per 1000 | jmprecision' | increases serious
Mean follow up 28 (95% CI: 12 fewer - 143 more) adverse events
months
Relative risk: 0.74 231 333 Glucocorticoid
(95% CI: 0‘39'_ 1 A1) per 1000 per 1000 Low . plus supportive
GFR decline >15 | Based on data from Due to serious therapy may have
ml/min/1.73 m? 109 patients in 1 ) risk of bias, Due | little or no effect
: p s Difference: 102 more per 1000 to serious on GER decline
study (95% CI. 92 fewer - 575 more) | imprecision'® | >15 m/min/1.73
Follow up 36 months - 2
Measured by: 6.6 1.0
Scale: - Lower better Mean Mean Glucocorticoid
Annual GFR Based on data from lus SuBDortive
loss, ml/min/1.73 | 309 patients in 2 Difference: MD 5.4 High'® glerapyprrzz duces
2 tudies'’ ; 2
m S ml/min/1.73 m?/year lower annual GFR loss
Mean follow up 29 (95% CI: 8.6 lower — 2.3 lower)
months

Systematic review [139] with included studies: [Lv 2022 35579642 TESTING], [54].
Baseline/comparator: Control arm of reference used for intervention. This analysis is based on
short-term follow-up. The STOP-IgAN trial [54] (which lasted 3 years) also reported 10-year follow-
up data [Rauen 2020], which had an imprecise, nonsignificant finding: HR 0.71 (95% CI1 0.12, 4.32)

in 149 patients.
Imprecision: Very serious. Very wide confidence intervals, Low number of events.
Systematic review [139] with included studies: [Lv 2022 35579642], [44], [54], [134]

Baseline/comparator: Control arm of reference used for intervention. This analysis is based on 4
studies with short-term follow-up [Lv 2022 35579642], [44], [54], [134]. The STOP-IgAN trial [54]
(which lasted 3 years) also reported 10-year follow-up data [Rauen 2020], which had an imprecise,
nonsignificant finding: HR 0.90 (95% CI1 0.47, 1.73) in 149 patients.
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4. 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.

5. Primary study [Lv 2022 35579642] Baseline/comparator: Control arm of reference used for

intervention.

Imprecision: Serious. Only data from one study.

7. Primary study [Lv 2022 35579642] Baseline/comparator: Control arm of reference used for

intervention. Analysis restricted to reduced-dose glucocorticoid protocol.

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

9. Systematic review [139] with included studies: [45], [134], [44], [54] 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 1%
60%.

11. Primary study [44], [134] 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, Inadequate/lack of blinding of participants and personnel, resulting in potential for
performance bias.

13. Systematic review [139] with included studies: [54][Lv 2022 35579642]. Baseline/comparator:
Control arm of reference used for intervention. Analysis restricted to reduced-dose glucocorticoid
protocol in TESTING study.

14. Risk of bias: Serious. Wide confidence interval.

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

16. 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.

17. Systematic review with included studies: [134], [Rauen 2020]. Baseline/comparator: Control arm of
reference used for intervention.

18. Risk of bias: Low. Consistency: Not serious. Statistically homogeneous.

o

i
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Table S7.

Population: Patients with IgA nephropathy

Intervention: Renin-angiotensin system inhibitors (RASi)
Comparator: Placebo or no treatment

Absolute effect estimates
Outcome Study results and Certainty of the Plain text
Timeframe measurements Placebo or : evidence summary
RASI
no treatment
No studies were
- 0 * -
ﬁll(l)r::ll;fe (95% CL: -) ' found that looked at
y Difference: all-cause mortality
Relative risk: 0.25 73 18 RASIi may have
Kidney failure | (95% CI: 0.03 - 2.21) | per 1000 per 1000 Low little or no
or doubling Based on data .from Difference: 55 fewer per | Dye to very serious .dlfferen.ce on
serum 109 patients in 1 1000 imprecision? kidney failure or
creatinine study’ (95% CI: 71 fewer - 88 p doubling serum
Follow up 26 months more) creatinine
No studies were
0 .
>50% GFR loss (5% CL: -) ) found that looked at
Difference: >50% GER loss
No studies were
0 .
Infection (O3% CI: -) ) found that looked at
Difference: infection
No studies were
) .
Malignancy (3% CI: -) ) found that looked at
Difference: malignancy
No studies were
0 .
Se(r)g?fsliec;[z (95% CL: ) ) found that looked at
Difference: complete remission
Relative risk: 5.29 0 0
(95% CI: 0.27 - per 1000 per 1000 RASIi may have
Complete 102.49) Low little or no
remission of | Based on data from 33 ) Due to very serious difference on
proteinuria patients in 1 study? Difference: 0 per 1000 imprecision* complete remission
Follow up 38 months (95% CI: 0 - 0) of proteinuria
(median)
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Measured by:

Annual GFR Scale: - Lower better No studies were
loss ' ) found that looked at
3 years Difference: annual GFR loss
Measured by: We are uncertain
Scale: - Mean Mean Very .low . whether RASI
Ser.um Based on data from 22 it . Dug to serious risk increases or
creatinine atients in 1 study” o erenc'e. YD D lower ofblas,.Due to' VEIY | decreases serum
P Y (95% CI: 23.74 lower - | serious imprecision® o
Follow up 3 months 23.74 higher) creatinine
Measured by:
Scale: - g/24 h Mean g/24 h Mean
Based on data from Moderate RASI probably
Proteinuria 197 patients in 3 Difference: MD 0.73 lower | Due to serious risk decreases
studies’ (95% CI: 1.06 lower - 0.39 of bias? proteinuria
Mean follow up 22 lower)
months
Measured by:
Scale: - Mean Mean Low
. Based on data from Due to serious risk . .
Creatinine 197 patients in 3 ~ i of bias, Due to RASI may increase
clearance patie 9 Difference: MD 6.97 higher » creatinine clearance
studies (95% CI: 0.60 lower - 14.54 serious
Mean follow up 22 higher) imprecision'®
months

10.

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

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

patients.

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

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

Risk of bias: Serious. 14% lost to follow-up (all of these from the ACEi group) in the [gACE study.

Unclear sequence generation and blinding in Nakamura 2000. Imprecision: Serious. Large effect
size, but nonsignificant with wide confidence intervals.
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Table S8.

Population: Patients with IgA nephropathy and CKD
Intervention: SGLT2 inhibitor (Dapagliflozin or Empagliflozin) 10 mg daily
Comparator: Placebo

Absolute effect estimates

Outcome Study results and Certainty of the .
Timeframe measurements . evidence Plain text summary
Placebo SGLT2i
All-cause No studies were
! (95% CI: -) found that looked at
mortality .
Difference: all-cause mortality
Relative risk: 0.30 120 36
(95% CI: 0.11- 0.80) | per 1000 per 1000
Based on data from Moderate Dapagliflozin
Kidney failure | 270 patients in 1 ) Due to serious | probably decreases
study! Difference: 84 fewer per 1000 | iy precision? kidney failure
Follow up 38 (95% CI: 147 fewer — 20 fewer)
months
Relative risk: 0.49 12 67
(95% CI: 0.32- per 1000 per 1000
0.74)* o
. . SGLT?2 inhibitors
Kidney disease | Based on data from R dJuce kid
ion® 1087 patients in 2 : High recuce kidney
progression p e Difference: 65 fewer per 1000 disease progression
studies (95% CI: 86 fewer — 33 fewer)®
Mean follow up 29
months
No studies were
Infection (95% CI: -) found that looked at
Difference: infection
No studies were
0 .
Malignancy (3% CI: -) ) found that looked at
Difference: malignancy
Complete No studies were
P (95% CI: -) found that looked at
remission o
Difference: complete remission
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Absolute effect estimates

study!?
Follow up 38
months

Difference: 95 fewer per 1000
(95% CI: 191 fewer- 1 more)

imprecision'?

Outcome Study results and Certainty of the .
Timeframe measurements . evidence Plain text summary
Placebo SGLT2i
Measured by: -4.7 -3.5
Scale: - Lower better | ml/min/1.73  ml/min/1.73 m? _
Based on data from m? er year Moderate Dapagliflozin
Annual GFR . . pery . probably has little or
270 patients in 1 Due to serious .
loss study® . ‘mprecision’ no difference on
Y Difference: p annual GFR loss
Follow up 38 1.2 (95% CI: —0.12, 2.51)
months
Measured by: ACR o o
Scale: - Lower better ~1% ~—25%
Based on data from Moderate Dapagliflozin
Proteinuria 270 patients in 1 _ Due to serious probably improves
study!” Difference: imprecision'! proteinuria
Follow up 38 —26% (95% CI: =37, —-14)
months
Relative risk: 0.63 256 161
(95% CI: 0.39 — per 1000 per 1000
1.02) Low Dapagliflozin ma
Adverse events,| Based on data from Due to very pag  may
) . . . decrease serious
serious 270 patients in 1 serious

adverse events

1. Primary study [DAPA-CKD 2021] Baseline/comparator: Control arm of reference used for

intervention.

2. Risk of bias: Not serious. Imprecision: Serious. Only data from one study. Note: Large magnitude

of effect

3. Halving of eGFR, sustained low eGFR, kidney failure, or death from kidney failure.

4. Relative risk (RR) as reported by existing systematic review [Nuffield NHS]; however, n/N
data do not align with reported RR for EMPA-KIDNEY'. Based on reported n/N data: RR =
0.53 (0.36, 0.78).

5. Primary study [DAPA-CKD 2021][EMPA-KIDNEY 2023] Baseline/comparator: Control arm of
reference used for intervention.

~ o

Based on RR estimate from reported n/N data: 60 fewer per 1000 (81 fewer to 28 fewer).
Risk of bias: Not serious. Consistency: Not serious. Imprecision: Not serious.

8. Primary study [DAPA-CKD 2021] Baseline/comparator: Control arm of reference used for

intervention.

. Risk of bias: Not serious. Imprecision: Serious. Only data from one study
10. Primary study [DAPA-CKD 2021] Baseline/comparator: Control arm of reference used for

intervention.

11. Risk of bias: Not serious. Imprecision: Serious. Only data from one study
12. Primary study [DAPA-CKD 2021] Baseline/comparator: Control arm of reference used for

intervention.

13. Risk of bias: Not serious. Imprecision: Very serious. Only data from one study, Wide confidence

interval
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Table S9.

Population: Patients with IgA nephropathy
Intervention: Sparsentan 400 mg daily
Comparator: Irbesartan 300 mg daily

Absolute effect estimates Certainty of the
Outcome Study results and evidence Plain text
Timeframe measurements Irbesartan Sparsentan (anlity of summary
evidence)
Relative risk: 0.33 5 0 We are uncertain
(95% CI: 0.01- 8.13) | per 1000 per 1000
whether sparsentan
Based on data from Very low .
All-cause . . . increases or
lit 404 patients in 1 . Due to very serious d ctalit
mortality study! Difference: 5 fewer per 1000 imprecision? ccreases mortality
Follow up 25 (95% CI: 15 fewer - 5 more) corppared with
irbesartan
months
Relative risk: 5.00 10 0
(95% CI: 0.24- per 1000 per 1000 We are uncertain
103.5) whether sparsentan
Very low .
Kidney failure Based on data .from : . Due to very serious tnereases or
404 patients in 1 Difference: 10 more per imprecision? decreases kidney
study? 1000 p failure compared
Follow up 25 (95% CI: 4 fewer - 24 more) with irbesartan
months
No studies were
0 .
>50% GFR loss (95% CL: -) . found that looked at
Difference: >50% GFR loss
No studies were
Infection (95% CI: -) found that looked at
Difference: infection
No studies were
0 .
Malignancy (3% CI: -) found that looked at
Difference: malignancy
Relative risk: 2.70 114 307
(95% CI: 1.74 - per 1000 per 1000
| Based 4.1g) . ' Moderate Sparsentan probiclbly
Comp 'ete ased on ata' om | Difference: 193 more per Due to serious 1ncreases comp ete
remission 404 patients in 1 1000 . e remission compared
s imprecision h i
study (95% CI: 116 more - 270 with irbesartan
Follow up 25 more)
months
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Absolute effect estimates Certainty of the
Outcome Study results and evidence Plain text
Timeframe measurements Irbesartan Sparsentan (anlity of summary
evidence)
Measured by: CKD- -3.9 -2.9
EPI ml/min/1.73  ml/min/1.73
- 2 2
Scale. Higher m m- per year Sparsentan may
difference better Low
Annual GFR . reduce annual GFR
Based on data from Due to very serious .
loss . . ' . PR loss compared with
404 patlen‘gs in 1 Difference: imprecision irbesartan
study 1.0 (95% CI: —0.03, 1.94)
Follow up 25
months
Meat@ured by: PCR —42.8% —4.4%
Scale: - Lower better Sparsentan probabl
Based on data from Moderate rI; duces rcﬁeinuriay
Proteinuria 404 patients in 1 ) Due to serious P 4 with
study’ Difference (%): imprecision'® compared wit
Follow up 25 ~40% (95% CI: =50, —28) irbesartan
months
Relative risk: 1.06 351 371
(95% CI: 0.81 — per 1000 per 1000 Sparsentan may
1.37) Low have little or no
Adverse events, | Based on data from ) Due to serious difference on
serious!! 404 patients in 1 Difference: 20 more per | jmprecision, Due to|  serious adverse
study'? 1000 indirectness'? events compared
Follow up 25 (95% CI: 74 fewer- 113 more) with irbesartan
months

10.
11.
12.

Primary study [PROTECT 2023] Baseline/comparator: Control arm of reference used for
intervention.

Risk of bias: No serious risk of bias. Imprecision: Very serious. Only data from one study, Very
wide confidence interval due to few events.

Primary study [PROTECT 2023] Baseline/comparator: Control arm of reference used for
intervention.

Risk of bias: No serious risk of bias. Imprecision: Very serious. Only data from one study, Very
wide confidence interval due to few events.

Primary study [PROTECT 2023] Baseline/comparator: Control arm of reference used for
intervention.

Risk of bias: No serious risk of bias. Imprecision: Serious. Only data from one study.
Primary study [PROTECT 2023] Baseline/comparator: Control arm of reference used for
intervention.

Risk of bias: No serious risk of bias. Imprecision: Very serious. Only data from one study.
Nonsignificant estimate of difference.

Primary study [PROTECT 2023] Baseline/comparator: Control arm of reference used for
intervention.

Risk of bias: No serious risk of bias. Imprecision: Serious. Only data from one study.
Includes COVID-19 infections

Primary study [PROTECT 2023] Baseline/comparator: Control arm of reference used for
intervention.
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13. Risk of bias: No serious risk of bias. Imprecision: Serious. Only data from one study. Indirectness:
Serious. Includes COVID-19 infections, likely biasing any estimate of treatment-related adverse
events toward the null.
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Table S10.

Population: Patients with IgA vasculitis and severe kidney disease

Intervention: Prednisone

Comparator: Placebo or supportive therapy

Absolute effect estimates
Qutcome Study results and Placebo or Certal.nty of the Plain text summary
Timeframe measurements supportive Prednisone evidence
therapy
No studies were
- Y ¢ -
ﬁlllr:aﬁtse (3% CI: -) ) found that looked at
oraity Difference: all-cause mortality
No studies were
) .
Kidney failure (5% CI: -) ) found that looked at
Difference: kidney failure
No studies were
) .
>50% GFR loss (5% CL -) ) found that looked at
Difference: >50% GFR loss
No studies were
0 .
Infection (95% CL: -) found that looked at
Difference: infection
No studies were
0 .
Malignancy (O5% CI: -) found that looked at
Difference: malignancy
No studies were
) .
Con.lpl.e te (5% CI:-) ) found that looked at
femission Difference: complete remission
Relative risk: 0.74 £ 1000 £ 1000 Preg?tlﬁoq:cce%rgiired
Development | (95% CI: 0.42 - 1.32) pe pe P
: supportive treatment
of kidney Based on data from _ Moderate robably has little or
disease' any 746 patients in 5 Difference: 37 fewer per Due to serious | * Y
) S 1000 . 4 no difference on
time after studies risk of bias development of
treatment Mean follow up 36.3 (95% CI: 83 fewer - 46 ersisterr)lt Kidne
months more) p . Y
disease
Continuing Relative risk: 0.51 100 51 Moderate Prednisone compared
kidney disease | (95% CI: 0.24 - 1.11) | per 1000 per 1000 with placebo or
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6 months Based on data from . Due to serious | supportive treatment
. . Difference: 49 fewer per . s .
379 patle.nti in 3 1000 risk of bias may have little or no
studies (95% CI: 76 fewer - 11 difference on
Mean follow up 44.3 continuing kidney
months more) disease at 6 months
Relative risk: 1.06 84 89 Prednisone compared
(95% CI: 0.38-2.91) | per 1000 per 1000 Low with placebo or
Continuing Based on data from Due to serious | supportive treatment
kidney disease 455 patie?nts in3 Difference: 5 more per 1000 risk of bigs, Due | alone may have little
12 months studies® (95% CI: 52 fewer - 160 . to serious or no dlffereqce on
Mean follow up 18 more) imprecision’ continuing kidney
months disease at 12 months
Relative risk: 1.58 14 22 Prednisone compared
(95% CI: 0.42 - 6.0) per 1000 per 1000 Low with placebo or
Development | Based on data from Due to serious | supportive treatment
of severe 418 patients in 2 risk of bias, Due | may have little or no
kidney disease® studies’ Difference: 8 more per 1000 to serious difference on
Mean follow up 51.5 | (95% CI: 8 fewer - 70 more) |  imprecision! development of
months severe kidney disease
Measured by: No studies were
Anmllal GFR | Scale: - Lower better | found that looked at
088 Difference: annual GFR loss

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. Kidney disease 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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Appendix D. Data supplement - Additional SoF tables developed as part of the evidence review
Chapter 2. Immunoglobulin A nephropathy (IgAN)/Immunoglobulin A vasculitis (IgAV)

Table S11.

Population: Patients with IgA nephropathy
Intervention: Oral glucocorticoid
Comparator: Placebo or usual care (non-RAS blockade)

Absolute effect estimates

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Placebo/usual Oral evidence u y
care glucocorticoid
No studies were
- 0 * -
ﬁll(l)r::llilfe (5% CIL: -) ) found that looked at
y Difference: all-cause mortality
Relative risk: 0.51 232 118
(95% CI: 0.29 - per 1000 per 1000
Based (?ﬁg(?zta from ) Moderate Oral glucocorticoid
Kidney failure 119 patients in 6 Difference: 114 fewer per | Dye to serious risk probably decreases
p dies! 1000 of bias? kidney failure
studies (95% CI: 165 fewer - 26
Mean follow up 42 fewer)
months
Relative risk: 0.47 129 61
0 . _
O3 A)2C3I 9)0 09 per 1000 per 1000 Very low We are uncertain
Based oﬁ data from Due to serious risk whether oral
>50% GFR loss 64 patients in 1 Difference: 68 fewer per 1000 of bias, Due to | glucocorticoid
studv? (95% CI: 117 fewer - 179 very serious increases or decreases
Follow Zp . more) imprecision® >50% GFR loss
months
No studies were
) .
Infection (5% Cl: -) . found that looked at
Difference: infection
Relative risk: 15.0 0 0 Very low
0 . _
5 g’ 4?5 %92 per 1000 per 1000 Due to serious risk| We are uncertain
Complete Based on data from Ofb;zii;?llsle to m}éi)t?(frrﬁ(::fil d
remission 34 patients in 1 Difference: 0 per 1000 . .. . &
study’ nee: 1 imprecision, Due | increases or decrqases
Follow up >12 (95% CI: 0 - 0) to serious complete remission
mOHtES inconsistency®
S 326 147 Oral glucocorticoid
Relative risk: 0.45 per 1000 per 1000 Moderate slightly probably
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(95% CI: 0.29 - Due to serious risk | decreases doubling of
g -

. 0.69) Difference: 179 fewer per of bias serum creatinine

Doubling of | Based on data from 1000
serum dlpatientsin6 | 950, 1. 31 fewer - 101
creatinine studies fewer)
Mean follow up 50
months
Annual GFR Megf:g:‘d-by: No studies were
loss ' ) found that looked at
Difference: 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 S12.

Population: Patients with IgA nephropathy
Intervention: Glucocorticoid (i.v. or oral)
Comparator: Placebo or usual care

Absolute effect estimates

Outcome Study results and Certainty of the Plain text summary
Timeframe measurements Placecl;(;gusual Glucocorticoid evidence
No studies were
- 0 * -
ﬁll(l)r::;;fe (5% CL: -) ) found that looked at
Y Difference: all-cause mortality
Relative risk: 0.14 70 10 Verv low
(95% CI: 0.01 - per 1000 per 1000 D y We are uncertain
ue to very
2.68) serious risk of whether
Kidney failure | Based on data from bi glucocorticoid
86 patients in 1 Difference: 60 fewer per 1000 1as, Due o improves or worsen
study’! (95% CI: 69 fewer - 118 more) imsi:zlc?slisonz kidney failure
Follow up 6 years P
No studies were
o .
>50% GEFR loss (©3% CI:-) ) found that looked at
Difference: >50% GFR loss
Relative risk: 1.0 23 23
(95% C1:0.06- | per 1000 per 1000 Very low There were oo few
15.48) Dpe to very who experlenced the
. ‘ serious risk of malignancy to
Malignancy | Based on data from bi d : heth
86 patients in 1 Difference: 0 per 1000 1as, qu to very etermlpe w ether
study? (95% CI: 22 fewer - 333 more) serious glucocorticoid made a
Follow up 6 years imprecision* difference
No studies were
0 .
Infection (©5% CI: -) ) found that looked at
Difference: infections
No studies were
o .
rCe(r)rrlIilfslie(;[rel (5% CL:-) ) found that looked at
Difference: complete remission
Measured by:
Scale: - Lower No studies were
Anmllal GFR better found that looked at
0ss Difference:

annual GFR loss

1. Systematic review [139] with included studies: [53] Baseline/comparator: Control arm of reference
used for intervention.
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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 S13.

Population: Patients with IgA nephropathy
Intervention: Methylprednisolone combined with alternative low-dose prednisone
Comparator: Prednisone, full dose

Absolute effect estimates
Methy] . .
Outcome Study results and ) Certainty of the .
Methylpred
Timeframe measurements Full-dose eﬂiisoelone J:e evidence Plain text summary
prednisone ET
low-dose
prednisone
Relative risk: 0 0 We are uncertain
(95% CI: -) per 1000 per 1000 Very low whether
Based on data from Due to serious risk | methylprednisolone
All-cause . . .
mortality 86 patients in 1 ) ' of bias, Due to very + low-dose
study! Difference: 0 per 1000 serious prednisone increases
Follow up 18 (95% CI: 44 fewer - 44 more) imprecision? or decreases
months mortality
No studies were
Kidney failure 95% CI: -) found that looked at
Difference: kidney failure
No studies were
) .
>50% GFR loss (95% CL -) . found that looked at
Difference: >50% GFR loss
0.36 500 178
(95% CL:0.18— | per1000  per 1000 Moderate
Due to serious risk .
0.71) : Methylprednisolone
. Based on data from ; . (.)f blés’ Due.t(.) + low-dose
Infection . . Difference: 322 fewer per | serious imprecision, .
87 patients in 1 1000 prednisone probably
study? o CT- Upgraded due to decreases infection
Foll 12 (95% CI: 509 fewer - 135 Large magnitude of
ollow up more) effect
months
No studies were
o .
Malignancy (3% CI: -) found that looked at
Difference: malignancy
1.07 561 600 We are uncertain
(95% CI: 0.75 — per 1000 per 1000 heth
1.53) Very }ow ' whet er
Complete Based Or'l data from ) Due to serious risk | methylprednisolone
1P . ; Difference: 39 more per | of bias, Due to very + low-dose
remission 86 patients in 1 1000 . . .
study’ " _ serious prednisone increases
(95% CI: 167 fewer - 245 imprecision® or decreases
Follow up 18 more) O
complete remission
months
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Absolute effect estimates

Methy] . .
Outcome Study results and Certainty of the .
Timeframe measurements Full-dose eﬂ:?foeltiln: ;I jed evidence Plain text summary
prednisone P
low-dose
prednisone
Annual GFR Measured by: fOIle? ds:}?g?z:;’;rga ¢
loss Scale: - Lower better

Difference: annual GFR loss

No studies were
Proteinuria Scallz:/l' e_ailgjvi:)gé tter found that looked at

) Difference: proteinuria

No studies were
Adverse events, o/ 1. found that looked at

serious (95% CL: -) . serious adverse

Difference: events

—

Primary study [Li 2022] Baseline/comparator: Control arm of reference used for intervention.

2. Risk of bias: Serious. No blinding of participants and outcome assessors Imprecision: Very
serious. Only data from one study, no events

98]

Primary study [Li 2022] Baseline/comparator: Control arm of reference used for intervention.

4. Risk of bias: Serious. No blinding of participants and outcome assessors Imprecision: Serious.
Only data from one study. Upgrade: Large magnitude of effect.

5. Primary study [Li 2022] Baseline/comparator: Control arm of reference used for intervention.

6. Risk of bias: Serious. No blinding of participants and outcome assessors Imprecision: Very
serious. Only data from one study, wide confidence interval
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on high-risk IgA nephropathy: a 18-month prospective clinical trial. Scientific Reports 2022;12.
[PubMed: 34996948]

S36




Table S14.

Population: Patients with IgA nephropathy (crescent percentage 1-49%)

Intervention: i.v. Methylprednisolone months 1, 2, 3 (0.5 g/d x 3 d per mo), then oral 0.4 mg/kg/d x 6 mo
Comparator: i.v. Methylprednisolone months 1, 3, 5 (0.5 g/d x 3 d per mo), then oral 0.4 mg/kg/d x 6 mo

Absolute effect estimates

74 patients in 1
study?
Follow up 6 months

(95% CI: 144 fewer — 290
more)

serious imprecision*

Outcome Study results and Lv. Lv. Certainty of the |, . .
Timeframe measurements | Methylprednis Methylprednis evidence an text summary
olone months olone months
1,3,5 1,2,3
All-cause No studies were
mortalit (95% CI: -) found that looked at
Y Difference: all-cause mortality
No studies were
Kidney failure (95% CI: -) found that looked at
Difference: kidney failure
No studies were
o .
>50% GFR loss (95% CL: -) ) found that looked at
Difference: >50% GFR loss
Relative risk: 0.19 132 28 We are uncertain
(95% CI: 0.02- per 1000 per 1000 .
1.70) Very !ow . whether Lv.
Infection Based on data from | Difference: 104 fewer per Due. to serious risk | methylprednisolone
. . 1000 of bias, Due to very months 1,2,3
74 patients in 1 S L .
study’ (95% CI: 224 fewer — 16 serious imprecision increases or
Follow up 6 months more) decreases infection
No studies were
0 .
Malignancy (©5% CI: -) ) found that looked at
Difference: malignancy
Relative risk: 1.28 316 389 We are uncertain
(95% CI: 0.48- er 1000 er 1000 whether i.v.
p p Very low
3.42) Y. . methylprednisolone
Complete Based on data f ) Due to serious risk hs 1.2.3
remission ased on data from | pjfference: 73 more per 1000 | ¢ bias, Due to very months 1,2,

increases or
decreases complete
remission

S37




Absolute effect estimates

74 patients in 1
study’
Follow up 6 months

~0.39 (-1.00, 0.22)

serious imprecision®

Outcome Study results and Lv. Lv. Certainty of the |, . @ @ mar
Timeframe measurements | Methylprednis  Methylprednis evidence y
olone months  olone months
1,3,5 1,2,3
No studies were
Annual GFR Measured by: found that looked at
loss Scale: -
Difference: annual GFR loss
Measured by: -1.01 -1.40
change g/d g/d We are uncertain
Scale: - Lower Very low whether i.v.
Proteinuria better Due to serious risk | methylprednisolone
Based on data from Difference: of bias, Due to very months 1, 2, 3

increases or
decreases proteinuria

Adverse events,
withdrawal due

Relative risk: 0.24
(95% CI: 0.03 -
2.28)

Based on data from
74 patients in 1
study’
Follow up 6 months

to

105
per 1000

28
per 1000

Difference: 77 fewer per 1000
(95% CI: 189 fewer- 34 more)

Very low
Due to serious risk
of bias, Due to very
serious imprecision®

We are uncertain
whether 1.v.
methylprednisolone
months 1,2,3
increases or
decreases
withdrawal due to
adverse events

[

98]

b

Primary study [Liang 2022] Baseline/comparator: Control arm of reference used for intervention.
Risk of bias: Serious. Unclear allocation concealment, 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 interval.

Primary study [Liang 2022] Baseline/comparator: Control arm of reference used for intervention.
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 interval.
Primary study [Liang 2022] Baseline/comparator: Control arm of reference used for intervention.
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 interval.
Primary study [Liang 2022] Baseline/comparator: Control arm of reference used for intervention.
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 interval.
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Table S15.

Population: Patients with IgA nephropathy

Intervention: Fluticasone propionate inhaled 2x/day (+ supportive care)

Comparator: Sup

ortive care

Absolute effect estimates

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements Supportive Fluticasone evidence y
care
All-cause No studies were
. (95% CI: -) found that looked at
mortality . ctalit
Difference: mortality
No studies were
Kidney failure (95% CI: -) found that looked at
Difference: kidney failure
No studies were
0 .
>50% GFR loss (5% CL: -) _ found that looked at
Difference: >50% GER loss
No studies were
Infection (95% CI: -) found that looked at
Difference: infection
No studies were
0 .
Malignancy (O5% CI: -) . found that looked at
Difference: malignancy
Complete No studies were
remifsion (95% CI: -) found that looked at
Difference: complete remission
Annual GFR Measured by: follj;) dszﬁgiz::(ee?a ¢
loss Scale: - Lower better
Difference: annual GFR loss
Measured by: -0.1 -0.9
Scale: - Lower better g/d g/d Low Inhaled fluticasone
Proteinuria Biséd on data .frolm . Due to serious may reduce
patlentls m Difference: imprecision? proteinuria
study ~0.8 (—1.0, —0.6)

Follow up 9 months
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Absolute effect estimates
Outcome Study results and Certainty of the Plain text summar
Timeframe measurements Supportive Fluticasone evidence y
care

Relative risk: 0 0 We are uncertain

(95% CL: -) per 1000 per 1000 Very low whether inhaled
Adverse events, Biséd on data .frolrn . Due to very serious | fluticasone increases
serious pa“entf mn Difference: 0 more per 1000 imprecision* or decreases serious

study (95% CI: 27 fewer - 27 more) adverse events
Follow up 9 months

1. Primary study [Sun 2023] Baseline/comparator: Control arm of reference used for intervention.
2. Imprecision: Serious. Only data from one study

3. Primary study [Sun 2023] Baseline/comparator: Control arm of reference used for intervention.
4. Imprecision: Very Serious. Only data from one study, no events.

References
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with ACEI/ARB in the treatment of immunoglobulin A nephropathy. BMC Nephrol 2023;24. [PubMed:

36949400]
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Table S16.

Population: Patients with IgA nephropathy
Intervention: Cyclophosphamide then azathioprine plus glucocorticoid

Comparator: Antihypertensive therapy

non-RAS blockade)

Absolute effect estimates
. Cyclophospha .
Outcome Study results and | Antihyperten mide then Certal.nty of the Plain text summary
Timeframe measurements sive therapy L evidence
(non-RAS azathioprine
plus
blockade) glucocorticoid
No studies were
- Y * -
ﬁll(l)r::llilfe (93%CL: -) ) found that looked at
Y Difference: all-cause mortality
Relative risk: 0.27 789 213
(95% CI: 0.11 - per 1000 per 1000 Low Cyclophosphamide
0.66) . Due to serious then azathioprine
Kidney failure | Based on data from Difference: 576 fewer per | risk of bias, Due plus glucocorticoid
38 patients in 1 1000 to serious may decrease kidney
study! (95% CI: 702 fewer - 268 imprecision? failure
Follow up 2-6 years fewer)
No studies were
o .
>50% GFR loss (©5% CL-) . found that looked at
Difference: >50% GFR loss
Relative risk: 3.0 There were too few
(95% CI: 0.13 - Very low Sxpet]
. infection to
69.31) Due to serious determine whether
Infection Based on data from . risk of bias, Due cvelophosphamide
38 patients in 1 Difference: to very serious yelophospham
3 . .. then azathioprine
study imprecision S
Follow up 2-6 years plus gluco_cortlcmd
made a difference
No studies were
0 .
Malignancy (5% CL: -) found that looked at
Difference: malignancy
Cyclophosphamide
then azathioprine
Complete (95% CI: -) plus glucocorticoid
remission’ Difference: may have little or no
difference on
complete remission
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0 .
Adverse events (95% CI: -)

No studies were
found that looked at

Difference: adverse events
Annual GFR Measured by: No studies were
loss Scale: - Lower better ' found that looked at
3 years Difference: 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 S17.

Population: Patients with IgA nephropathy
Intervention: Cyclophosphamide plus glucocorticoid
Comparator: Glucocorticoid alone

Absolute effect estimates

Difference:

Outcome Study results and Certainty of the .
. .. Cyclophosph
Timeframe measurements | Glucocorticoid yrfli(()lg 0132 a evidence Plain text summary
alone pus.
glucocorticoid
No studies were
All-cause (5% CI:-) found that looked at
mortality Difference: all-cause mortality
No studies were
o .
Kidney failure (©5% CI:-) ) found that looked at
Difference: kidney failure
No studies were
o .
>50% GFR loss (©5% CL-) ) found that looked at
Difference: >50% GFR loss
No studies were
0 .
Infection (5% CL: -) found that looked at
Difference: infection
No studies were
0 .
Malignancy (©5% CI: -) found that looked at
Difference: malignancy
Relative risk: 0.78 750 585
(95% CI: 0.44 - per 1000 per 1000 Low Cyclophosphamide
C let B 1(1'39) data Due to serious risk| plus glucocorticoid
omplete ased on . of bias, Due to | may have little or no
remission | from 24 patlelnts I Difference: 165 fewer per 1000 serious difference on
1 study (95% CI: 420 fewer - 292 more) imprecision? complete remission
Follow up 6
months
Measured by:
Scale: - Lower No studies were
AnmllsiSGFR better found that looked at

annual GFR loss

1. Systematic review [139] with included studies: [56] 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, 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

References
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Table S18.

Population: Patients with IgA nephropathy
Intervention: Cyclophosphamide plus antiplatelet/anticoagulant
Comparator: Usual care

Absolute effect estimates
Outcome Study results and Cyclophospha | Certainty of the Plain text
Y y
Timeframe measurements Usual care mide plus evidence summary
antiplatelet/anti
coagulant
No studies were
All-cal.lse (95% CL: -)! found that looked at
mortality Difference: all-cause mortality
Relative risk: 0.31 42 13
(95% CI: 0.03 - per 1000 per 1000 Low Cyclophosphamide
2.85) . . plus
Due to serious risk . .
. . Based on data from . antiplatelet/anticoag
Kidney failure ) . of bias, Due to 1 h litt]
100 Patzléntg N2 | Difference: 29 fewer per 1000 serious ulant iy have ittle
studies 95% CI: 41 fewer - 78 more . L3 or no dirfrerence on
Mean follow up 27 ©5% ) fmprecision kidney failure
months
No studies were
o .
>50% GFR loss (©5% CL-) ) found that looked at
Difference: >50% GFR loss
No studies were
0 .
Infection (95% CI: -) found that looked at
Difference: infection
No studies were
0 .
Malignanc (5% Cl: -) found that looked at
g y .
Difference: malignancy
No studies were
Corpplg te (5% CIL: -) found that looked at
fetission Difference: complete remission
Measured by: .
Annual GFR | Scale: - Lower better fOIle? dsttllllS: ?Z§<Z§at
loss Difference: annual GFR loss

1. Baseline/comparator: Control arm of reference used for intervention.
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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 S19.

Population: Patients with IgA nephropathy
Intervention: Azathioprine plus glucocorticoid
Comparator: Placebo or usual care

Absolute effect estimates
Outcome Study results and S Certainty of the .
Azath
Timeframe measurements | Placebo/usual 7% 11;)spr1ne evidence Plain text summary
care plus -
glucocorticoid
No studies were
- 0 * -
ﬁll(l)r::ll;fe (95% CL:-) ' found that looked at
y Difference: all-cause mortality
Relative risk: 3.14 0 0
(95% CI: 0.13 - per 1000 per 1000 Very low There were too few
72.96) Due to very events of kidney
Kidnev failure Based on data from serious risk of | failure to determine
Y 43 patients in 1 Difference: 0 per 1000 bias, Due to whether azathioprine
study’ (95% CI: 0 - 0) serious plus glucocorticoid
Follow up 60 imprecision? made a difference
months (median)
No studies were
o .
Malignancy (©5% CI:-) found that looked at
Difference: malignancy
No studies were
0 .
>50% GFR loss (95% CL: - ) ) found that looked at
Difference: >50% GFR loss
No studies were
0 .
Infection (©5% CI: -) . found that looked at
Difference: infection
Relative risk: 5.94 136 808
(95% CI: 2.03 - per 1000 per 1000 L
ow .
17.34) . . Azathioprine plus
Complete Based on data from : . Due to serious risk glucocorticoid may
1P : g Difference: 672 more per of bias, Due to ,
remission 43 patients in 1 1000 serious increases complete
study’ (95% CI: 140 more -2222 | imprecision’ remission
Follow up 60 more)
months (median)
Annual GFR Measured by:
loss
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3 years Scale: - Lower

. No studi
better Difference: o studies were

found that looked at
annual GFR loss

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.

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 S20.

Population: Patients with IgA nephropathy

Intervention: Azathioprine, glucocorticoid, and antiplatelet/anticoagulant

Comparator: Antiplatelet/anticoagulant

Absolute effect estimates
Azathioprine
Outcome Study results and o Certainty of .
. .ogl rticoid
Timeframe measurements | Antiplatelet/anti & ucozcr)l d1001 | the evidence | ¥ 13N text summary
coagulant antiplatelet/anti
coagulant
No studies were
- 0, * -
ﬁll(l)r::llilfe (©5% CL: -) . found that looked at
Y Difference: all-cause mortality
Relative risk: 0.34 147 50 Azathioprine
(95% CI: 0.07 - per 1000 per 1000 Low Oprine,
. glucocorticoid, and
1.64) Due to serious anticoagulant/antipla
Kidney failure Based on data risk of bias, Due ) gl have Li I;
from 74 patients in Difference: 97 fewer per 1000 to serious telet may have little
1 study! (95% CI: 137 fewer - 94 more) imprecision? | Ef’ddlffefr?lllce on
Follow up 2 years taney fatiure
No studies were
0 .
>50% GFR loss (95% CL -) ) found that looked at
Difference: >50% GFR loss
No studies were
0 .
Infection (5% CI:-) found that looked at
Difference: infection
No studies were
0 .
Malignancy (5% CIL: -) ) found that looked at
Difference: malignancy
Relative risk: 1.13 529 598 Azathioprine
(95% CI: 0.76 - per 1000 per 1000 Low OPTINe,
1.7) Due to serious glgcocortwmd, apd
Complete ’ : . anticoagulant/antipla
o Based on data ) risk of bias, Due : have Litt]
rerission from 74 patients in Difference: 69 more per 1000 to serious telet may have ittle
1 study? (95% CI: 127 fewer - 370 more) | imprecision* | O o difference on
Follow up 2 years complete remission
Annual GFR Measured by:
loss
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3 years

Scale: - Lower
better

Difference:

No studies were
found that looked at
annual GFR loss

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 S21.

Population: Patients with IgA nephropathy
Intervention: Azathioprine
Comparator: Glucocorticoid alone

Absolute effect estimates
Outcome Study results and Certainty of the Plain text summary
Timeframe measurements | Glucocorticoid Azathioprine evidence
alone
No studies were
- 0 * -
ﬁll(l)r::;;fe (5% CL:-) ) found that looked at
Y Difference: all-cause mortality
Relative risk: 7.36 385 2834
(95% CI: 2.46 - per 1000 per 1000 Very low We are uncertain
22.05) ) Due to very serious | whether azathioprine
Kidney failure | Based on data from Difference: 2449 more per | risk of bias, Due to increases or
46 patients in 1 1000 serious decreases kidney
study! (95% CI: 562 more - 8104 imprecision? failure
Follow up 7 years more)
No studies were
o .
>50% GFR loss (95% CL: -) ) found that looked at
Difference: >50% GFR loss
Relative risk: 0.85 83 71
0 . _
(95% CI: 0.14 per 1000 per 1000 Very low ‘
5.1) . . We are uncertain
Based on data from ; . Due to serious risk whether azathioprine
Infection . . Difference: 12 fewer per | 5f bias, Due to very .
68 patients in 2 1000 SeTious increases or
studies® (95% CI: 71 fewer - 340 imprecision,* decreases infection
Mean follow up 48 more)
months
No studies were
0 .
Malignancy (5% CL: -) ) found that looked at
Difference: malignancy
No studies were
0 .
rC(r)rrlrilplietz (©5% CI:-) ) found that looked at
CIISSIO Difference: complete remission
Measured by:
Scale: - Lower No studies were
Anmllal GFR better ) found that looked at
088 Difference: annual GFR loss
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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 S22.

Population: Patients with IgA nephropathy
Intervention: Azathioprine, glucocorticoids, and anticoagulants
Comparator: Glucocorticoids alone

Absolute effect estimates
Outcome | Study results and Azathioprine, | Certainty of the Plain text summar
Timeframe measurements | Glucocorticoids glucocorticoids, evidence y
alone and
anticoagulants
No studies were
- 0, c -
/réllcl)r(t:zllil‘fe (5% CI: -) . found that looked at
Y Difference: all-cause mortality
No studies were
0 .
Kidney failure (95% CL: -) _ found that looked at
Difference: kidney failure
No studies were
) .
>50% GFR loss (5% CI:-) . found that looked at
Difference: >50% GFR loss
No studies were
) .
Infection (3% CI: -) . found that looked at
Difference: infection
No studies were
0 .
Malignancy (95% CI: -) _ found that looked at
Difference: malignancy
Relative risk: 1.24 744 923
(95% CI: 1.01 - per 1000 per 1000 Low Azathioprine,
Complete 1.52) Due to serious | glucocorticoids, and
remifsion Based on data ' risk of bias, Due | anticoagulants may
from 78 patients in Difference: 179 more per 1000 to serious increase complete
1 study’ (95% CI: 7 more - 387 more) imprecision? remission
Follow up 2 years
Measured by:
Scale: - Lower No studies were
AnmllisGFR better ' found that looked at
Difference: annual GFR loss

1. Systematic review [139] with included studies: [66] Baseline/comparator: Control arm of reference
used for intervention.
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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 S23.

Population: Patients with IgA nephropathy
Intervention: Calcineurin inhibitor plus glucocorticoids
Comparator: Glucocorticoids alone

Absolute effect estimates
Qutcome Study results and o Calcineurin Certal.nty of the Plain text summary
Timeframe measurements | Glucocorticoids . hibitor bl evidence
alone tniib1tor pius
glucocorticoids
No studies were
0 .
Kidney failure (95% CL:-) ' found that looked at
Difference: kidney failure
No studies were
o .
>50% GEFR loss (©5% CI:-) . found that looked at
Difference: >50% GFR loss
Relative risk: 0.31 130 40
(95% CI: 0.03 - per 1000 per 1000 Verv low We are uncertain
2.74) Due toyserious whether calcineurin
. Based on data . . inhibitor plus
Infection . . risk of bias, Due 2
from 48 patlelnts in| Difference: 90 fewer per 1000 | ¢, very serious | . glucocorticoids
L study (95% CI: 126 fewer - 226 more) | imprecision? | 1Creases or decreases
Follow up 12 infection
months
Relative risk: 0.36 40 14
0 . _
95 A)gcié )0.02 per 1000 per 1000 D\lflzrg) l\?ev:y We are uncertain
. Based on data serious risk of whether calcmeupn
Malignancy from 48 patients i ) bias. Due t plus glucocorticoids
om 1 Sgil;,esn S D915f§reCl}c§:92? fewerzggr 1000 | 145, selrlif)u(; VY | increases or decreases
: ewer - more i
Follow up 12 ©5% ) imprecision* malignancy
months
Relative risk: 0.91 541 492
) . _
©3 /01 219')0'6 per 1000 per 1000 Low Calcineurin inhibitor
Complete Based on data Due to very plus glucoc?ortlcmds
L . . . . may have little or no
remission | from 72 patients in | Difference: 49 fewer per 1000 | serious risk of difference on
s e
Meai ngi‘f;f; up 9 (95% CI: 216 fewer - 211 more) bias complete remission
months
No studies were
- 0, .
?nlcl)r::ﬁtse (95% CL:-) _ found that looked at
Y Difference: all-cause mortality
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Measured by:
Scale: - Lower

Annual GFR better

loss

Difference:

No studies were
found that looked at
annual GFR loss

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 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 S24.

Population: Patients with IgA nephropathy
Intervention: Mycophenolate mofetil
Comparator: Placebo or usual care

Absolute effect estimates

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements Placebo or  Mycophenolate evidence y
usual care mofetil
Relative risk: 0.93 9 9
(95% CI: 0.10 - per 1000 per 1000 Very low We are uncertain
All-cause Based fﬁggta from Due to serious whether
i 1 . 2 risk of bias, Due mycophenolate
mortality 8 patzle.:ntsl mn Difference: 0 per 1000 to very serious | mofetil increases or
studies 95% CI: 26 fewer - 25 more i ision? i
Mean follow up 24 (95% ) imprecision decreases mortality
months
Relative risk: 1.12 80 81
(95% CI: 0.31 — per 1000 per 1000 Verv low We are uncertain
4.02) y fon whether
Due to serious
Kidney failure Based on data .frorn risk of bias, Due mycop henolate
236 pat(lfnti in 3 Difference: 1 more per 1000 | ¢, very serious m(;)fetll 1ncrlig§es or
studies 95% CI: 55 fewer - 241 more : siond ccreases kidney
Mean follow up 28 0% ) fmprecision failure
months
Relative risk: 0.74 250 118 Verv low
(95% CI: 0.11 - per 1000 per 1000 Due toyserious We are uncertain
5.09) . . whether
Based on data from ; risk of bias, Due mycophenolate
>50% GFR loss 202 pai 0 Difference: 132 fewer per to very serious fy .II.)
patlgnti n 1000 imprecision, Due mofet1 mcreases or
studies (95% CI: 223 fewer - 1000 to Serions decreases >50%
Follow up 12 . . GFR loss
more) inconsistency®
months
Relative risk: 1.17 138 175
(95% CI: 0.73 — per 1000 per 1000 Low
1.87) Due to very Mycophenolate
Infection Based on data from serious risk of mofetil may have
344 patignti in5 | Difference: 37 more per 1000 bias, Due to |little or no difference
studies (95% CI: 37 fewer - 120 more)|  Serious on infection
Mean follow up 23 imprecision®
months
Relative risk: 2.02 50 101
(95% CI: 0.55 - per 1000 per 1000 Very low We are uncertain
7.38) Due to very whether
Malienanc Based on data from serious mycophenolate
ghancy 136 patieints in3 | Difference: 51 more per 1000 | imprecision, Due | mofetil increases or
studies’ (95% CI: 22 fewer - 319 more) | tO Very serious degreases
Mean follow up 20 risk of bias' malignancy
months
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Relative risk: 2.08
(95% CI: 0.63 —
6.91)

55
per 1000

131
per 1000

Low
Due to serious

Mycophenolate

Complete Based on data from . . . .
remission 116 patients in 3 ' ' risk of blgs, Due | mofetil may increase
studies!! ggfoﬁfrgllc;-(:f more;;ezr 1000) to serious complete remission
: ewer - more ; ision!2
Mean follow up 14 ’ fmprecision
months
Measured by: Very low We are uncertain
Scale: - Lower better Mean Mean
Due to very whether
Based on data from . .
Annual GFR 28 patients in 1 ' . serious risk of mycophenolate
loss ps tudy'3 Difference: MD 2 higher bias, Due to mofetil increases or
FOHOW}IIJ 12 (95% CIL: 25.15 lower - 29.15 serious decreases annual
P higher) imprecision'* GFR loss
months
Relative risk: 1.67 28 54
(95% CI: 0.36 — per 1000 per 1000 Very low We are uncertain
7.68) Due to very whether
Adverse events, | Based on data from serious risk of mycophenolate

serious

281 patients in 2
studies'®
Mean follow up 24
months

Difference: 26 more per 1000
(95% CI: 18 fewer - 187 more)

bias, Due to very
serious
imprecision!

mofetil increases or
decreases serious
adverse events

Systematic review [139] with included studies: [Han 2022], [Hou 2023] Baseline/comparator: Control
arm of reference used for intervention.
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, Low number of events.
Systematic review [139] with included studies: [26], [46] [Hou 2023]. Baseline/comparator: Control
arm of reference used for intervention.
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
Systematic review with included studies: [26] [Hou 2023]. Baseline/comparator: Control arm of
reference used for intervention.
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, Low number of events; Inconsistency:
Serious. 2 studies in opposite directions.
Systematic review [139] with included studies: [60], [19], [46] [Han 2022] [Hou 2023]

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

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
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IgAN, 2004); Imprecision: Very Serious. Wide confidence intervals, Low number of patients, few
events

9. Systematic review [139] with included studies: [46], [19] Baseline/comparator: Control arm of
reference used for intervention.

10. 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

11. Systematic review [139] with included studies: [26], [60] [Han 2022] 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, 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: Serious. Wide confidence
intervals

13. Systematic review [139] with included studies: [19] Baseline/comparator: Control arm of reference
used for intervention.

14. 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

15. Included studies: [Han 2022], [Hou 2023] Baseline/comparator: Control arm of reference used for
intervention.

16. 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.
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Table S25.

Population: Patients with IgA nephropathy with GFR <60 ml/min/1.73 m?

Intervention: Cyclophosphamide then azathioprine plus glucocorticoid

Comparator: Sup

ortive therapy

Absolute effect estimates

]Qutcfome Study results atnd Summortive Cyclophosphamide tChertal.l(;ty of Plain text summary
imeframe measurements pp then azathioprine e evidence
therapy L
plus glucocorticoid
Relative risk: 2.89 We are uncertain
(95% CI: 0.12 - Very low whether
67.96) Due to serious | cyclophosphamide
All-cause Based on data risk of bias, then azathioprine
mortality from 53 patients in Difference: fewer Due to very | plus glucocorticoid
1 study' serious increases or
Follow up 36 imprecision® | decreases all-cause
months mortality
Relative risk: 4.8 42 202
(95% CI: 0.6 - per 1000 per 1000 Cyclophosphamide
Low L
38.14) . then azathioprine
Due to serious L
. . Based on data . . plus glucocorticoid
Kidney failure from 49 pati . _ risk of bias, have littl
rom | pa:itle;nts I} Difference: 160 more per 1000 | Dye to serious gl?g ave litt if(’; no
study (95% CI: 17 fewer - 1560 more) | jmprecision | o o e On KIAney
Follow up 36 failure
months
No studies were
0 .
>50% GFR loss (5% CL:-) ) found that looked at
Difference: >50% GFR loss
No studies were
o .
Infection (5% CL:-) ) found that looked at
Difference: infection
Relative risk: 4.82 There were too few
(95% CI: 0.24 - Very low who experienced the
95.88) Due to serious malignancy to
. Based on data risk of bias, determine whether
Malignancy . . .
from 53 patients in Difference: fewer Due to very cyclophosphamide
1 study’ serious then azathioprine
Follow up 36 imprecision® | plus glucocorticoid
months made a difference
38 110 Low .
Relative risk: 2.89 | per 1000 per 1000 Due to serious | CYclophosphamide
Complete o . . then azathioprine
L (95% CI: 0.32 - ' risk of bias, lus ol icoid
remission 26.02) Difference: 72 more per 1000 | Dye to serious | P ﬁg ua;co;‘mcm
(95% CI: 26 fewer - 951 more) | imprecision® | MY have little orno
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Based on data
from 53 patients in
1 study®
Follow up 36
months

difference on
complete remission

Adverse events

Relative risk: 2.73
(95% CI: 1.28 -
5.83)
Based on data
from 53 patients in

259
per 1000

707
per 1000

Difference: 448 more per 1000

Low
Due to serious
risk of bias,
Due to serious

Cyclophosphamide
then azathioprine
plus glucocorticoid
may increase adverse

1 studies' (95% CI: 73 more - 1251 more) imprecision'! events
Follow up 36
months
Relative risk: 1.44 231 333 Cyclophosphamide
(95% CI: 0.6 - per 1000 per 1000 Low then azathioprine

3.49)

GFR decline Due to serious | plus glucocorticoid
Based on data . . .
>15 from 53 patients in _ risk of bias, | may have little or no
m/min/1.73m? ) p gyl2 Difference: 102 more per 1000 | pye to serious | difference on GFR
study (95% CI. 92 fewer - 575 more) | jmprecision'3 decline >15
Follow up 36 . )
m/min/1.73m
months
Measured by No studies were
Annual GFR Scale: - Lower
loss better!* ) . found that looked at
Difference: annual GFR loss
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

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

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

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

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

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)

Systematic review [139] with included studies: [54] Baseline/comparator: Control arm of reference
used for intervention.
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10.

11.

12.

13.

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

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

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.

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

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

No studies available [54] Baseline/comparator: Control arm of reference used for intervention.
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[139] Natale P, Palmer SC, Ruospo M, Saglimbene VM, Craig JC, Vecchio M, Samuels JA, Molony
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Table S26.

Population: Patients with IgA nephropathy
Intervention: Mycophenolate mofetil plus glucocorticoid
Comparator: Glucocorticoid alone

Absolute effect estimates

Qutcome Study results and . Mycophenolate Certai.nty of the Plain text summary
Timeframe measurements | Glucocorticoid . evidence
mofetil plus
alone .
glucocorticoid
No studies were
All-cause (5% CI:-) found that looked at
mortality Difference: all-cause mortality
Relative risk: 0.2 23 5 We are uncertain
(95% CI: 0.01 - per 1000 per 1000 Very low whether
Base:l‘.(z)r)l data Due to serious mycophenolate
Kidney failure 6 174 vati risk of bias, Due mofetil plus
rom 7 pgtlelnts Difference: 18 fewer per 1000 | ¢, very serious glucocorticoid
I;gl%oit/uslei ) (95% CI: 23 fewer - 74 more) imprecision? increases or decreases
p kidney failure
months
No studies were
) .
>50% GFR loss (95% CL -) _ found that looked at
Difference: >50% GER loss
No studies were
) .
Malignancy (95% CI: -) _ found that looked at
Difference: malignancy
Relative risk: 1.37 227 311
(95% CI: 0.83 - per 1000 per 1000 Low Mycophenolate
2.24) . mofetil plus
Due to serious .
. Based on data . . glucocorticoid may
Infection 6 1 . ) risk of bias, Due have litt]
rom 175 pat13ents Difference: 84 more per 1000 to serious ave little or no
in 1 study (95% CI: 39 fewer - 281 more) imprecision® difference on
Follow up 12 infection
months
Relative risk: 0.99 375 371
(95% CI: 0.68 - per 1000 per 1000 Low Mycophenolate
1.46) . mofetil plus
Due to serious .
Complete Based on data risk of bias. Due glucocorticoid may
remission frorp 174 patisents Difference: 4 fewer per 1000 to Sel‘iOl’lS haye little or no
in 1 study (95% CI: 120 fewer - 173 more) |  jmprecision® difference on
Follow up 12 complete remission
months
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Annual GFR
loss

Measured by:
Scale: - Lower
better

Difference:

No studies were
found that looked at
annual GFR loss

Systematic review [139] with included studies: [30] Baseline/comparator: Control arm of reference
used for intervention.

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

Systematic review [139] with included studies: [30] Baseline/comparator: Control arm of reference
used for intervention.

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
Systematic review [139] with included studies: [30] Baseline/comparator: Control arm of reference
used for intervention.

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 S27.

Population: Patients with IgA nephropathy
Intervention: Mycophenolate mofetil plus RASi
Comparator: RASi alone

Absolute effect estimates

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements . Mycophenolate evidence y
RAS:I alone . .
mofetil RASi
No studies were
o .
Malignancy (5% CL: -) . found that looked at
Difference: malignancy
No studies were
o .
iﬁfslgﬁ (5% CI:-) . found that looked at
Difference: complete remission
No studies were
- 0 N
ﬁql(l)r::ﬁtse (95% CL: -) ) found that looked at
Y Difference: all-cause mortality
Relative risk: 0.22 450 99
) . _
(95% CI: 0.05-0.9) | per 1000 per 1000 Low Mycophenolate
Based on data from ) Due to serious mofetil plus RASi
Kidney failure 40 patients in 1 Difference: 351 fewer per | risk of bias, Due P .
| 1000 . may decrease kidney
study to serious failure
Follow up 18 (95% CI. 427 fewer - 45 imprecision?
months fewer)
No studies were
0 .
>50% GFR loss (95% CL: - ) ) found that looked at
Difference: >50% GFR loss
No studies were
0 .
Infection (5% CI:-) . found that looked at
Difference: infection
Measured by: .
) No studies were
Ann111a1 GFR | Scale: - Lower better | found that looked at
088 Difference: annual GFR loss

1. Systematic review [139] with included studies: [60] 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; Imprecision: Serious. Only data from one study, Low number of patients, due
to few events
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Table S28.

Population: Patients with IgA nephropathy
Intervention: Leflunomide
Comparator: No leflunomide

Absolute effect estimates

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements No . evidence y
leflunomide Leflunomide
No studies were
- 0 * -
ﬁll(l)r::;;fe (95% CI:-) . found that looked at
Y Difference: all-cause mortality
No studies were
0 .
Kidney failure (95% CL: -) . found that looked at
Difference: kidney failure
No studies were
0 .
>50% GFR loss (5% CL: -) _ found that looked at
Difference: >50% GFR loss
Relative risk: 3.0 0 0 There were too few
(95% CI: 0.12 - per 1000 per 1000 .
. who experienced the
Infection — 72.77) Low infection to
leflunomide | Based on data from ) Due to very serious determine whether
versus placebo | 200 patients in 1 Difference: 0 per 1000 imprecision? :
study’! (95% CI: 0 - 0) leﬂunqmlde made a
Follow up 6 months difference
No studies were
0 .
Malignancy (95% CI: -) _ found that looked at
Difference: malignancy
Relative risk: 1.17 500 585 Verv low
Complete (95% CI: 0.68 - 2.0) | Per 1000 per 1000 Due to seyrious risk Leflunomide may
remission — | Based on data from | Difference: 85 more per | of bias. Due to ver have little or no
leflunomide 46 patients in 1 1000 ;erious Y difference on
versus RASi study? (95% CI: 160 fewer - 500 imprecision® complete remission
Follow up 6 months more) p
Comblete Relative risk: 1.63 500 585 Verv low
o pi | 5% Cr:056-4.7) | per 1000 per 1000 | yri i | Leflunomide may
cmissior Based on data from | piff . 85 1€ 10 SCTIouS TS have little or no
leflunomide . . HIerence: 85 more per | of bias, Due to very .
Versus 49 patients in 1 1000 SeTious difference on
. study’ 0 . . . .. complete remission
glucocorticoid (95% CI: 160 fewer - 500 imprecision®
Follow up 3 months more)
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Measured by:
Annual GFR | Scale: - Lower better
loss

No studies were
. found that looked at
Difference: annual GFR loss

—_

. 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.

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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Schena FP, Strippoli GF. Immunosuppressive agents for treating IgA nephropathy. The Cochrane
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Table S29.

Population: Patients with IgA nephropathy
Intervention: Leflunomide plus low-dose glucocorticoid
Comparator: High-dose glucocorticoid

Absolute effect estimates

in 2 studies’
Mean follow up
18 months

Difference: 3 more per 1000
(95% CI: 124 fewer - 203 more)

to very serious
risk of bias®

Qutcome Study results and . Leflunomide Certal.nty of the Plain text summary
Timeframe measurements High-dose 1us low-dose evidence
glucocorticoid p S
glucocorticoid
No studies were
- Y ¢ -
ﬁll(l)r::ll;fe (95% CL: ) ] found that looked at
y Difference: all-cause mortality
Relative risk: 0.68 111 75 We are uncertain
(95% CI: 0.17 - per 1000 per 1000 Very low .
whether leflunomide
2.65) Due to very
) . plus low-dose
. . Based on data serious risk of C
Kidney failure . . . glucocorticoid
from 85 patlelnts | Difference: 36 fewer per 1000 bias, Duﬁ: to very NCIeases Or
1 study (95% CI: 92 fewer - 183 more) | SCHOUS | 40 ces Kidney
Follow up 12 imprecision, .
failure
months
No studies were
) .
>50% GFR loss (95% CL -) ) found that looked at
Difference: >50% GFR loss
No studies were
0 .
Malignancy (95% CIL: -) ) found that looked at
Difference: malignancy
Relative risk: 0.64 117 61
(95% CI: 0.11 — per 1000 per 1000 Very low We are uncertain
3.81) Due to very whether leflunomide
. Based on data serious risk of plus low-dose
Infection . . S
from 193 patients | Difference: 56 fewer per 1000 bias, Due to very glucocorticoid
in 2 studies’ (95% CI: 54 fewer - 171 more) serious increases or
Mean follow up imprecision* decreases infection
18 months
Relative risk: 1.01 356 359 We are uncertain
0 . _
©3 /01C51.7)0 63 per 1000 per 1000 Very low whether leflunomide
: Due to serious plus low-dose
Complete Based on data . .. o
L . imprecision, Due glucocorticoid
remission from 182 patients

increases or
decreases complete
remission
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Relative risk: 0.33 102 34
(95% CI: 0.07 - per 1000 per 1000 Very low We are uncertain
1.64) Due to very whether leflunomide
Based on data serious risk of plus low-dose
Relapse . . .
from 108 patients | Difference: 68 fewer per 1000 bias, Due to very glucocorticoid
in 1 study’ (95% CI: 169 fewer - 32 more) serious increases or
Follow up 24 imprecision® decreases relapse
months
Measured by: No studies were
Annlllal GFR Scale: - Lower ) found that looked at
088 better Difference: annual GFR loss
Measured by: We are uncertain
Scale: - High Mean Mean v .
better ery lqw whether leflunomide
Due to serious plus low-dose
GFR Based on.data . : . ; imprecision, Due lucocorticoid
from 85 patients in| Difference: MD 3.77 higher p ’ g
1 study9 (95% CI: 8.82 lower - 16.36 to.Very se.rloll(l)s 1ncreases or
Follow up 12 higher) risk of bias decreases GFR (any
measure)
months
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], [Ni 2021] 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: [49], [Ni2021] 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. Systematic review [139] with included studies: [Ni 2021] 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; Imprecision: Very Serious. Very wide confidence intervals
9. Primary study [49] 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: Serious. Only data from one study

S71



References

[49] Min L, Wang Q, Cao L, Zhou W, Yuan J, Zhang M, et al. Comparison of combined leflunomide and
low-dose corticosteroid therapy with full-dose corticosteroid monotherapy for progressive IgA
nephropathy. Oncotarget 2017;8(29):48375-44838

[Ni2021]Ni Z ; Zhang, Z.; Yu, Z.; Lu, F.; Mei, C.; Ding, X.; Yuan, W.; Zhang, W.; Jiang, G.; Sun, M.;
He, L.; Deng, Y.; Pang, H.; Qian, J.. Leflunomide plus low-dose prednisone in patients with progressive
IgA nephropathy: a multicenter, prospective, randomized, open-labeled, and controlled trial. Renal
Failure 2021;43(1):1214-1221. [PubMed: 34396911]

[85] Donadio JV, Bergstralh EJ, Offord KP, Spencer DC, Holley KE. A controlled trial of fish oil in I[gA
nephropathy. Mayo Nephrology Collaborative Group. New England Journal of Medicine
1994;331(18):1194-1199

[91] Bennett WM, Walker RG, Kincaid-Smith P. Treatment of IgA nephropathy with eicosapentanoic
acid (EPA): a two-year prospective trial. Clinical Nephrology 1989;31(3):128-131

[139] Natale P, Palmer SC, Ruospo M, Saglimbene VM, Craig JC, Vecchio M, Samuels JA, Molony DA,
Schena FP, Strippoli GF. Immunosuppressive agents for treating [gA nephropathy. The Cochrane
Database of Systematic Reviews. 2020;3 CD003965

S72



Table S30.

Population: Patients with IgA nephropathy
Intervention: Mizoribine
Comparator: No mizoribine

Absolute effect estimates
Outcome Study results and Certainty of the Plain text summar
Timeframe measurements mizcl)\i‘i)bine Mizoribine evidence y
No studies were
- Y M
ﬁll(l)r::;;fe (5% CL: -) . found that looked at
Y Difference: all-cause mortality
Relative risk: 1.0 48 48
) . _
(95% CI: 0.07 per 1000 per 1000 Very low ‘
14.95) . We are uncertain
Based on data from Due to very serious whether mizoribine
Kidney failure . . Diff. 0 1000 risk of bias, Due to | .
42 patients in 1 irerence: U per o1V serious improves or worsens
study! (95% CI. 45 fewer - 670 Very serious kidney failure
Follow up 30 more) imprecision
months
No studies were
0 .
>50% GFR loss (95% CL: -) _ found that looked at
Difference: >50% GER loss
Relative risk: 0.59 100 59
(95% CI: 0.11 - per 1000 per 1000 Verv low
Infection — 3.29) Due to seyrious risk We are uncertain
mizoribine plus | Based on data from | Difference: 41 fewer Per | of bias. Due to ver whether mizoribine
RASI versus 64 patients in 1 1000 s’erious Y plus RASI increases
RASI study® (95% CI: 89 fewer - 229 . L or decreases infection
Follow up 12 'more) imprecision
months
Relative risk: 7.0 0 0
0 . _
Infection - (95% CI: 0.38 per 1000 per 1000 Very low There were too few
S 127.32) . . who experienced the
mizoribine plus Due to serious risk | . ) .
lucocorticoids Based on datg from of bias, Due to very infection to detgrrpme
g s 40 patients in 1 Difference: 0 per 1000 s’erious whether mizoribine
. study’ (95% CI: 0 - 0) . L plus glucocorticoid
glucocorticoids Follow up 25 tmprecision made a difference
months
. Relative risk: 7.0 0 0
Infection - o/ (1. Very low There were too few
mizoribine plus ©3 ?2(;15 3)'38 i per 1000 per 1000 Due to serious risk | who experienced the
glucocorticoid Based on aata from ) of bias, Due to very | infection to determine
(i.v. + oral) 64 patients in 1 Difference: 0 per 1000 serious whether mizoribine
Versus pstudy7 (5% C1:0-0) imprecision® made a difference
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glucocorticoid Follow up 25
alone months
Relative risk: 3.0 0 0
(95% CI: 0.13 - per 1000 per 1000 Verv low
69.7) Due to Vey serious We are uncertain
Malignancy Based on data from risk of bi;sy Due to whether mizoribine
42 patieéltg in 1 Difference: 0 per 1000 very serious imprOV?S or Worsens
study 95% CI: 0 - 0 . . 10 malignancy
Follow up 30 ( ) imprecision
months
Relative risk: 1.9 466 885
(95% CI: 1.06 - per 1000 per 1000 Verv low
3.43) y . We are uncertain
C lete Based on data from ; Due to very serious hether mizoribine
ompie . . Difference: 419 more per | risk of bias, Due to | .
remission 24 patients in 1 1000 very ser,ious 1mproves or worsen
study!! (95% CI: 28 more - 1132 imprecision"? complete remission
Follow up 30 more)
months
Measured by: .
Annual GFR | Scale: - Lower better folljr?ds‘:ﬁg?cs)gﬁr;at
loss Difference: annual GFR loss

Systematic review [139] with included studies: [28] Baseline/comparator: Control arm of reference
used for intervention.

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 kidney failure

Systematic review [139] with included studies: [65] Baseline/comparator: Control arm of reference
used for intervention.

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

Systematic review [139] with included studies: [48] Baseline/comparator: Control arm of reference
used for intervention.

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

Systematic review [139] with included studies: [48] Baseline/comparator: Control arm of reference
used for intervention.

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
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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 S31.

Population: Patients with IgA nephropathy

Intervention: Atacicept 25 mg or 75 mg subcutaneous 1x/week
Comparator: Placebo

Outcome Study results and Absolute effect estimates Certainty of the .
. . Plain text summary
Timeframe measurements Placebo Atacicept evidence
Relative risk: 0 0
o .
(95% CI: -) per 1000 per 1000 Very }ow . We are uncertain
Based on data from Due to serious risk .
All-cause 16 patients in 1 i of bias, Due to ve whether atacicept
mortality P gyl Difference: 0 per 1000 > 'Y increases or decreases
study (95% CI: 248 fewer - 248 _ serious mortality
Follow up 11 more) imprecision?
months
No studies were
Kidney failure (95% CI: -) found that looked at
Difference: kidney failure
No studies were
0 .
>50% GFR loss (95% CL: -) _ found that looked at
Difference: >50% GFR loss
No studies were
Infection (95% CI: -) found that looked at
Difference: infection
No studies were
) .
Malignancy (O3% CI: -) . found that looked at
Difference: malignancy
Complete No studies were
P (95% CI: -) found that looked at
remission ..
Difference: complete remission
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Absolute effect estimates

Adverse events,
serious

10.1)

Based on data from
16 patients in 1
study’
Follow up 11
months

Difference: 73 more per
1000

(95% CI: 366 fewer - 511
more)

Due to serious risk
of bias, Due to very
serious
imprecision®

Outcome Study results and Certainty of the .
Timeframe measurements . evidence Plain text summary
Placebo Atacicept
Measured by: CKD- ~—9 ~=5
EPI ml/min/1.73  ml/min/1.73 Very low .
. ) 2 . . We are uncertain
Scale: - Lower better m m- loss Due to serious risk .
GFR loss . whether atacicept
Based on data from of bias, Due to very | .
6 months : . Difference: : increases or decreases
15 patients in 1 ) : serious 1
study? ~4 [difference of difference imprecision® GFR loss
Follow up 24 weeks of median values]
Measured by: PCR ~04 ~—0.4
Scale: - Lower better mg/mg mg/mg We are uncertain
o Very low .
Proteinuria | Based on data from _ Due to very serious whether atacicept
6 months 13 patients in 1 Difference: . Y 6 increases or decreases
study’ ~—0.8 [difference of fmprecision proteinuria
Follow up 24 weeks | difference of median values]
Relative risk: 1.36 200 273
0 . _
(95% CI: 0.18 per 1000 per 1000 Very low

We are uncertain
whether atacicept
increases or decreases
serious adverse events

[

Primary study [Barratt 2020] Baseline/comparator: Control arm of reference used for intervention.

2. Risk of bias: Serious. High attrition rate; Imprecision: Very Serious. Only data from one study,
small sample with very imprecise estimates, no events.

98]

Primary study [Barratt 2020] Baseline/comparator: Control arm of reference used for intervention.

4. Risk of bias: Serious. High attrition rate; Imprecision: Very Serious. Only data from one study,
small sample with very imprecise estimates, rough estimates based on reported median values.

5. Primary study [Barratt 2020] Baseline/comparator: Control arm of reference used for intervention.

6. Risk of bias: Serious. High attrition rate; Imprecision: Very Serious. Only data from one study,
small sample with very imprecise estimates, rough estimates based on reported median values.

7. Primary study [Barratt 2020] Baseline/comparator: Control arm of reference used for intervention.

8. Risk of bias: Serious. High attrition rate; Imprecision: Very Serious. Only data from one study,
small sample with very imprecise estimates.
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Table S32.

Population: Patients with IgA nephropathy
Intervention: Telitacicept 160 mg or 240 mg subcutaneous 1x/week
Comparator: Placebo

Absolute effect estimates

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements Placebo Telitacicept evidence y
Relative risk: 0 0
(95% CI: -) per 1000 per 1000 Verv low We are uncertain
All-cause Based on data from ) Y . whether telitacicept
mortality 44 patients in 1 Difference: 0 per 1000 Duej to very serious increases or decreases
study! (95% CI: 114 fewer - 114 imprecision” mortality
Follow up 6 months more)
Relative risk: 0 0
(95% CI: -) per 1000 per 1000 We are uncertain
Based on data from Very low whether telitacicept
Kidney failure . . : . Due to very serious | .
44 patients in 1 Difference: 0 per 1000 . 7. increases or decreases
study? (95% CI: 114 fewer - 114 imprecision* Kidney failure
Follow up 6 months more)
No studies were
0 .
>50% GFR loss (95% CL: -) _ found that looked at
Difference: >50% GFR loss
Relative risk: 0.86 429 367
(95% CI: 0.40 - per 1000 per 1000 We are uncertain
Infection, upper 1.84) Difference: 62 fewer ber Very low . . whether telitacicept
respirato Based on data from erence. ewer pe Due to very serious | increases or decreases
p Y 44 patients in 1 1000 imprecision® upper respiratory
study® (95% CI: 365 fewer - 241 infections
Follow up 6 months more)
No studies were
0 .
Malignancy (3% CI: -) _ found that looked at
Difference: malignancy
Complete No studies were
remifsion (95% CI: -) found that looked at
Difference: complete remission
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Absolute effect estimates

Adverse events,

12.3)
Based on data from

Difference: 29 more per

Very low
Due to very serious

Outcome Study results and Certainty of the .
Timefs ¢ id Plain text summary
imeframe measurements Placebo Telitacicept evidence
Measured by: CKD- -7.3 3.4
EPI ml/min/1.73  ml/min/1.73 .
2 5 We are uncertain
Scale: - Lower better m m” loss Very low N
GFR loss . whether telitacicept
Based on data from Due to very serious | .
6 months . . . P increases or decreases
42 patients in 1 Difference: imprecision
; : GFR loss
study 10.7 (-8.3, 29.8)
Follow up 24 weeks
Measured by: -0.3 -0.4
Scale: - Lower better g/d g/d Verv low We are uncertain
Proteinuria Based on data from y . whether telitacicept
. . Due to very serious | .
6 months 42 patients in 1 Difference: ) RRT increases or decreases
9 : imprecision .
study -0.1 (-1.0, 0.7) proteinuria
Follow up 24 weeks
Relative risk: 1.40 71 100
(95% CI: 0.16 — per 1000 per 1000

We are uncertain
whether telitacicept
increases or decreases
serious adverse events

serious 44 pa‘uentls1 in 1 1000 imprecision'?
study (95% CI: 144 fewer - 201
Follow up 11 more)
months
1. Primary study [Lv 2022 36938094 ] Baseline/comparator: Control arm of reference used for
intervention.
2. Imprecision: Very Serious. Only data from one study, small sample with very imprecise estimates,
no events.
3. Primary study [Lv 2022 36938094] Baseline/comparator: Control arm of reference used for
intervention.
4. Imprecision: Very Serious. Only data from one study, small sample with very imprecise estimates.
5. Primary study [Lv 2022 36938094] Baseline/comparator: Control arm of reference used for
intervention.
6. Imprecision: Very Serious. Only data from one study, small sample with very imprecise estimates,
no events.
7. Primary study [Lv 2022 36938094] Baseline/comparator: Control arm of reference used for
intervention.
8. Imprecision: Very Serious. Only data from one study, small sample with very imprecise estimates.
9. Primary study [Lv 2022 36938094] Baseline/comparator: Control arm of reference used for
intervention.
10. Imprecision: Very Serious. Only data from one study, small sample with very imprecise estimates.
11. Primary study [Lv 2022 36938094] Baseline/comparator: Control arm of reference used for
intervention.
12. Imprecision: Very Serious. Only data from one study, small sample with very imprecise estimates.
References
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Table S33.

Population: Patients with IgA nephropathy
Intervention: Narsoplimab 370 mg intravenously 1x/week
Comparator: Placebo

Absolute effect estimates

Outcome Study results and Certainty of the .
Timef ¢ id Plain text summary
imeframe measurements Placebo Narsoplimab evidence
All-cause No studies were
mortality (95% CI: -) found that looked at
Difference: mortality
No studies were
Kidney failure 95% CI: -) found that looked at
Difference: kidney failure
No studies were
0 .
>50% GFR loss (95% CL:-) . found that looked at
Difference: >50% GFR loss
Relative risk: 1.00 167 167 We are uncertain
(95% CI: 0.08 — per 1000 per 1000 .
. 12.6) Very low whether narsoplimab
Infection, upper Based on aata from ; Due to very serious fnereases or
respiratory . . Difference: 0 per 1000 . 4 ) decreases upper
12 patients in 1 (95% CI: 430 fewer - 430 imprecision .
study' : more) r.esplrgtofy
Follow up 18 weeks infections
No studies were
0 .
Malignancy (O3% CI: -) . found that looked at
Difference: malignancy
Complete No studies were
remifsion (95% CI: -) found that looked at
Difference: complete remission
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Outcome Study results and Absolute effect estimates Certainty of the .
Timeframe measurements . evidence Plain text summary
Placebo Narsoplimab
Annual GFR Measured by: No studies were
found that looked at
loss Scale: - Lower better LGFR |
Difference: annual GFR loss
Measured by: % -18.0% —18.4%
reduction [median] [median] We are uncertain
. Very low .
Proteinuria Scale: - Lower better ' ) ) Due to very serious whether telitacicept
Based on data from Difference [in median i recri};ion“ increases or
9 patients in 1 study® values]: p decreases proteinuria
Follow up 18 weeks —0.4%
Relative risk: 2.00 167 333
(95% CI: 0.24 - per 1000 per 1000 We are uncertain
Adverse events 16.6) ) Very low whether narsoplimab
. ’| Based on data from | Difference: 167 more per | pye to very serious increases or
S€rious . . 1000 . T .
12 patients in 1 imprecision decreases serious
study’ (95% CI: 301 fewer - 634 adverse events
Follow up 18 weeks more)

Primary study [Lafayette 2020] Baseline/comparator: Control arm of reference used for
intervention.

2. Risk of bias: Serious. High, uneven attrition rate; Imprecision: Very Serious. Only data from one
study, small sample with very imprecise estimates, no events.

3. Primary study [Lafayette 2020] Baseline/comparator: Control arm of reference used for
intervention.

4. Risk of bias: Serious. High, uneven attrition rate; Imprecision: Very Serious. Only data from one
study, small sample with very imprecise estimates, rough estimates based on reported median values.

5. Primary study [Lafayette 2020] Baseline/comparator: Control arm of reference used for
intervention.

6. Risk of bias: Imprecision: Very Serious. Only data from one study, small sample with very
imprecise estimates, no events.

7. Primary study [Lafayette 2020] Baseline/comparator: Control arm of reference used for
intervention.

8. Risk of bias: Imprecision: Very Serious. Only data from one study, small sample with very
imprecise estimates.

9. Primary study [Lafayette 2020] Baseline/comparator: Control arm of reference used for
intervention.

10. Risk of bias: Serious. High attrition rate; Imprecision: Very Serious. Only data from one study,
small sample with very imprecise estimates.

11. Primary study [Lafayette 2020] Baseline/comparator: Control arm of reference used for
intervention.

12. Risk of bias: Serious. High attrition rate; Imprecision: Very Serious. Only data from one study,
small sample with very imprecise estimates.
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Table S34.

Population: Patients with IgA nephropathy

Intervention: RASi

Comparator: Symptomatic treatment

Outcome
Timeframe

Study results and
measurements

Absolute effect estimates

Symptomatic

RASI

treatment

Certainty of
the evidence

Plain text
summary

All-cause
mortality

(95% CI: -)

Difference:

No studies were
found that
looked at all-
cause mortality

Kidney failure

(95% CI: -)

Difference:

No studies were
found that
looked at kidney
failure

>50% GFR loss

(95% CI: -)

Difference:

No studies were
found that
looked at >50%
GFR loss

Infection

(95% CL: -)

Difference:

No studies were
found that
looked at
infection

Malignancy

(95% CI: -)

Difference:

No studies were
found that
looked at

malignancy

>50% increase in
serum creatinine

Relative risk: 0.23
(95% CI: 0.07 - 0.7)
Based on data from 44

571

per 1000

Difference: 440 fewer per 1000

131
per 1000

Low
Due to serious
risk of bias, Due

ACEi compared
with
symptomatic
treatment may

patients in 1 study' (95% CI: 531 fewer - 171 to serious decrease >50%
Follow up 2.3 months fewer) imprecision? increase in
serum creatinine
No studies were
found that
) .o
Con.lpl.ete 95%CI: -) looked at
remission Difference: complete
remission
Annual GFR loss Measured by: No studies were
3 years Scale: - Lower better found that

S84




Difference: looked at annual
GFR loss
Measured by: RASi cgmpared
Scale: - Lower better Mean Mean with .
. Based on data from 168 Modera'te symptomatic
Serum creatinine patients in 3 studies® Difference: MD 39.37 lower Dge to SCI:IOI:S treatment
Mean follow up 31 | (95% CI: 71.95 lower - 6.80 | Tiskof bias probably
months lower) decreases serum
creatinine
Measured by: RASi compared
Scale: - Lower better | g/24 hMean  g/24 h Mean Moderate to symptomatic
Proteinuri Based on data from 168 ) : treatment
roteinuria patients in 3 studies’ Difference: MD 1.16 lower Dl.le to Ser.“"gs probably
Mean follow up 31 (95% CI: 1.52 lower - 0.81 risk of bias decreases
months lower) proteinuria
Measured by: L ACEi + ARB
Proteinuria — Scale: - Lower better | g/24 hMean  g/24 h Mean Due toos‘:rio S compared with
ACEi+ ARB | Based on data from 67 ) risk of bias ]; o ACEi or ARB
versus ARB or | patients in 2 studies’ Difference: MD 0.49 lower to seri - alone may
ACEi alone Mean follow up 7.5 (95% CI: 0.72 lower - 0.25 imo rsgcigilgsng decrease
months lower) p proteinuria
RASi compared
Measured by: Mean Mean with
Scale: - High better symptomatic
Creatinine Based on data from 127 ) . Dl\g(t)gesl;its treatment
clearance patients in 2 studies’ Difference: MD 2.3-26 higher r?sk of bias ll(l)s probably
Mean follow up 10.4 | (95% CL: 10-.40 higher - 36.12 improves
months higher) creatinine
clearance

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

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.

Systematic review with included studies: [97], [114], [123] Baseline/comparator Control arm of
reference used for intervention.
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.
Systematic review with included studies: [117], [100] Baseline/comparator Control arm of reference

used for intervention.
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.
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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 S35.

Population: Patients with IgA nephropathy
Intervention: RASI plus glucocorticoid

Comparator: Glucocorticoid alone

Absolute effect estimates
Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Glucocorticoid Glucocorticoid evidence " y
alone plus RASI
No studies were
All-cause (95% CI:-) found that looked at
mortality Difference: all-cause mortality
No studies were
0 .
Kidney failure (95% CL:-) ) found that looked at
Difference: kidney failure
No studies were
) .
>50% GFR loss (5% CL: -) ) found that looked at
Difference: >50% GER loss
No studies were
0 .
Malignancy (95% CL: -) ) found that looked at
Difference: malignancy
No studies were
0 .
Infection (93% CI:-) ) found that looked at
Difference: infection
Relative risk: 1.08 833 900
(95% CI: 0.84 - per 1000 per 1000 Low
1.39) Due to serious risk Glucocorticoid plus
Complete Based on data of bias. Due to RASI may have little
remission | from 38 patielnts in| Difference: 67 more per 1000 serious or no difference on
1 study (95% CI: 133 fewer - 325 more)|  imprecision? | COMmPlete remission
Follow up 24
months
Measured by:
Scale: - Lower Low
better Due to serious risk Glucocorticoid plus
Annual GFR Based on data ) . of bias. Due to RAS inhibition may
loss from 38 patients in Difference: MD 16 higher ’ increase annual GFR
1 study? (95% CI: 6.89 lower - 38.89 imsig:(;lslison“ loss
Follow up 24 higher) p
months
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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

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

W
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with losartan confers renoprotection in patients with IgA nephropathy. Renal Failure 2007;29(4):441-446
[139] Natale P, Palmer SC, Ruospo M, Saglimbene VM, Craig JC, Vecchio M, Samuels JA, Molony DA,
Schena FP, Strippoli GF. Immunosuppressive agents for treating [gA nephropathy. The Cochrane
Database of Systematic Reviews. 2020;3 CD003965
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Table S36.

Population: Patients with IgA nephropathy
Intervention: ARB plus glucocorticoid plus tonsillectomy
Comparator: Glucocorticoid plus tonsillectomy

Absolute effect estimates

Difference:

Outcome | Study results and | 1 oo ricoiq  Glucocorticoid | Certainty of the Plain text summar
Timeframe measurements lus plus evidence y
tonsill)lectom tonsillectomy
y plus ARB
No studies were
All-cause (95% CI: -) found that looked at
mortality Difference: all-cause mortality
No studies were
0 .
Kidney failure (95% CL: -) _ found that looked at
Difference: kidney failure
No studies were
0 .
>50% GFR loss (95% CL: -) . found that looked at
Difference: >50% GFR loss
No studies were
0 .
Infection (5% CL:-) . found that looked at
Difference: infection
No studies were
0 .
Malignancy (95% CI: -) _ found that looked at
Difference: malignancy
Relative risk: 0.93 459 427 We are uncertain
(95% CI: 0.56 - per 1000 per 1000 Very low whether
Complete Basel(i 50 3;1) data Due to serious glucocorticoid plus
P from 77 pati . ' risk of bias, Due | tonsillectomy plus
remission rom PaU?mS I} Difference: 32 fewer per 1000 to very serious ARB increases or
1 study (95% CI: 202 fewer - 243 more) imprecision? decreases complete
Follow up 24 remission
months
Measured by:
Scale: - Lower No studies were
Anmfg;sGFR better found that looked at

annual GFR loss
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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 S37.

Population: Patients with IgA nephropathy
Intervention: ARB, prednisolone, and antiplatelet
Comparator: Prednisolone plus antiplatelet

Absolute effect estimates

Difference: MD 8.84 lower

of bias, Due to

Outcome Study results and . ARB, Certainty of the .
Prednisol .
Timeframe measurements e SE: % prednisolone, evidence Plain text summary
antiplatelet .and
antiplatelet
No studies were
- 0, c -
ﬁll(l)r:zllilfe (95% CL: -) . found that looked at
Y Difference: all-cause mortality
No studies were
0 .
rcecr);?ggz (3% CI:-) found that looked at
Difference: complete remission
No studies were
0 .
>50% GFR loss (95% CL: -) . found that looked at
Difference: >50% GFR loss
No studies were
) .
Infection (93% CI:-) . found that looked at
Difference: infection
No studies were
0 .
Malignancy (95% CI: -) _ found that looked at
Difference: malignancy
No studies were
) .
Kidney failure (O5% CI: -) . found that looked at
Difference: kidney failure
Measured by: -
Annual GFR Scale: - Lower Ze tter Mean Mean No studies were
loss ’ ' found that looked at
3 years Difference: annual GFR loss
Serum Measured by: Mean Mean Low ARB, prednisolone,
creatinine Scale: - Lower b'e tter Due to serious risk | and antiplatelet may

have little or no
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Based on data from | (95% CI: 20.10 lower - 2.42 serious difference on serum
38 patients in 1 higher) imprecision? creatinine
study!
Follow up 2 years
Measured by: Low
s];ZlZ:d-oI;loc\l):z ?:;Igr g/24 hr Mean g/24 hr Mean | 1y | <o risk ARB, prednisolone,
Proteinuria 38 patients in 1 Difference: MD 0.20 lower of bias? Dueto | and antiplatele't may
study3 (95% CI: 0.26 lower - 0.14 ) serlqu§ ) decrease proteinuria
Follow up 2 years lower) tmprecision
Measured by: Verv low We are uncertain
Scale: - High better | ml/min Mean ml/min Mean . <k whether ARB,
Creatinine Based on data from Due; o serious ris prednisolone, and
clearance 38 patients in 1 (lg)ilzferéncgzglg/lll) 16 higgegrg ofblass,e]r)il(l)i;[o VY| antiplatelet increases
study’ 5% CI: 6.89 lower - 38. . e or decreases
Follow up 2 years higher) tmprecision creatinine clearance

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 S38.

Population: Patients with IgA nephropathy
Intervention: Fish oil
Comparator: Placebo or no treatment

Absolute effect estimates

>50% loss in

5.55)
Based on data from

Difference: 120 more per

Due to serious risk

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Placebo or no L evidence y
Fish oil
treatment
Relative risk: 0.93 20 19
0 . _
(95% CI: 0.06 per 1000 per 1000 Very low .
14.44) . . We are uncertain
11- Based on data from ; Due to serious risk whether fish oil
All-cause  data Difference: 1 fewer per | of bias, Due to very | .
mortality 106 patients in 1 1000 Serious increases or decreases
study’ (95% CI: 19 fewer - 269 imprecision? all-cause mortality
Follow up 24 more)
months
Relative risk: 1.01 85 86
0 . _
(95% CI: 0.34 per 1000 per 1000 Very low .
2.97) . . We are uncertain
Based on data from ; Due to serious risk hether fish oil
Kidney failure . . Difference: 1 more per | of bias, Due to very | . W
143 patients in 2 1000 SeTious increases or decreases
studies® (95% CI: 56 fewer - 167 imprecision* kidney failure
Mean follow up 24 more)
months
Relative risk: 1.87 138 258
) . _
(95% CI: 0.63 per 1000 per 1000 Very low We are uncertain

whether fish oil

creatinine 60 patients in 1 of bias, Due to very | increases or decreases
clearance p studys 1000 serious >50% decrease in
Follow zp 24 (95% CI: 51 fe)wer - 628 imprecision® creatinine clearance
more
months
No studies were
0 .
Infection (©5% CI: -) . found that looked at
Difference: infection
No studies were
0 .
Malignancy (5% CL: -) _ found that looked at
Difference: malignancy
Relative risk: 0.2 2’{(5)00 515000 Low
V) . _ er cr
>50% increase ©3 A)OC6I 5)0 06 p P Due to serious risk | Fish oil may increase
in serum Based oﬁ Jata from Difference: 220 fewer per | of bias, Due to very | in serum creatinine by
creatinine 106 patients in 1 1000 serious imprecision, >50%
pstudy7 (95% CI :f258 f)ewer - 96 Upgraded due to
ewer
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Follow up 24 Large magnitude of
months effect?
No studies were
o .
E:?xrllilsslieotz (©3%CL:-) ' found that looked at
Difference: complete remission
Annual GFR Scai\:e—aiucf\?virbl}; tter No studies were
loss ' ) found that looked at
3 years Difference: annual GFR loss
Measured by:
Scale: - High better | ml/min Mean ml/min Mean Very low W .
. ) e are uncertain
Creatinine Based on data from _ Due to serious risk whether fish oil
69 patients in 2 Difference: MD 15.57 of bias, Due to very | .
clearance ) lower i increases or decreases
studies SCrious creatinine clearance
Mean follow up 15 | (95% CI: 34.94 lower - 3.79 imprecision'”
months higher)

10.

Systematic review with included studies: [85] Baseline/comparator: Control arm of reference used
for intervention.

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

Systematic review with included studies: [85], [91] Baseline/comparator: Control arm of reference
used for intervention.

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
Systematic review with included studies: [101] Baseline/comparator: Control arm of reference used
for intervention.

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

Systematic review with included studies: [85] Baseline/comparator: Control arm of reference used
for intervention.

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.

Systematic review with included studies: [95], [91] Baseline/comparator: Control arm of reference
used for intervention.

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 S39.

Population: Patients with IgA nephropathy
Intervention: Fish oil
Comparator: Symptomatic treatment

Absolute effect estimates

>50% increase

1.21)

Difference: 356 fewer per

Due to serious risk of

Outcome Study results and Certainty of the Plain text
Timeframe measurements Symptomatic PR evidence summary
Fish oil
treatment
Relative risk: 0.17 429 73 We are uncertain
0 . _
(95% CI: 0.02 per 1000 per 1000 Very low whether fish oil

increases or

Based on data from

in serum Based on data from .
creatinine 28 patients in 1 1000 bias, Due to very decreases >50%
study’! (95% CI: 420 fewer - 90 serious imprecision® | increase in serum
Follow up 4 years more) creatinine
No studies were
0 .
rcecr);?ggz (5% CL: -) _ found that looked at
Difference: complete remission
No studies were
- 0 * -
ﬁll(l)r::ﬁfe (95% CL: -) . found that looked at
Y Difference: all-cause mortality
Relative risk: 0.17 429 73
(95% CI: 0.02 - per 1000 per 1000 v We are uncertain
ery low .
1.21) 4 <k of whether fish oil
Kidney failure | Based on data from Difference: 356 fewer per Due. to serious risk o increases or
. . 1000 bias, Due to very )
28 patients in 1 L ..~ 4| decreases kidney
study? (95% CI: 420 fewer - 90 | serious imprecision failure
Follow up 4 years more)
Relative risk: 0.14 500 70 Low Fish oil may
0 . _
©3 A)ICOI 1)0 02 per 1000 per 1000 Due to serious risk of | decrease >50% loss
>50% loss in ’ Difference: 430 fewer per bias, Due to very in GFR slightly.

GFR 78 patients in | 1000 serious imprecision, | However, the effect
ps tudies’ (95% CI: 490 fewer - 5 Due to serious estimates do cross
Follow up 4 years more) imprecision® the line of no effect.
No studies were
0 .
Infection (95% CI:-) found that looked at
Difference: infection
No studies were
) .
Malignancy (95% CI: -) found that looked at
Difference:

malignancy
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No studies were

Follow up 4 years

group (n=14), the mean
annual change in GFR was -
3 ml/min/1.73 m? per year
(SD not reported).)

serious imprecision’

Glucocorticoid- found that looked at
related adverse (5% CT: -) ' glucocorticoid-
events Difference: related adverse
events
Measured by: We are uncertain
Scale: - High better Mean Mean Very low whether fish oil
Creatinine Based on data from Due to serious risk of increases or
clearance 28 patients in 1 Difference: 7 higher bias, Due to very decreases >50%
study’ (95% CI: 10.13 lower - serious imprecision® | increase creatinine
Follow up 4 years 24.13 higher) clearance
In the fish oil group (n=14),
the mean annual change in
GFR was -1.4 ml/min/1.73 We are uncertain
Based on data from m? per year (SD not Very low whether fish oil
Annual GFR 28 patients in 1 reported) and in the Due to serious risk of .
. : increases or
loss study symptomatic treatment bias, Due to very

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 S40.

Population: Patients with IgA nephropathy

Intervention: Fish oil plus ACEi or ARB

Comparator: ACEi or ARB

Absolute effect estimates
Qutcome Study results and . Fish oil plus Certal.nty of the Plain text summary
Timeframe measurements ACEi or ACE; evidence
ARB ior
ARB
No studies were
) .
Infection (5% CL: -) found that looked at
Difference: infection
No studies were
) .
Malignancy! (©5% CL: -) . found that looked at
Difference: malignancy
No studies were
0 .
i?;?f:gz (5% CL: -) . found that looked at
Difference: complete remission
No studies were
- 0 A
All calg 5 (5% CL: -) _ found that looked at
mortality Difference: mortality
No studies were
) .
Kidney failure (O5% CI: -) . found that looked at
Difference: kidney failure
No studies were
0 ) .
=0 (/glicl)(ss o O Cl) . found that looked at
Difference: >50% loss of GFR
Measured by: .
No studies were
Anmlls;SGF R |Scale: - Lower better | found that looked at
Difference: annual GFR loss
Measur'ed by: 6.7'7 9.3'9 LO‘.V . Fish oil plus ACEFEi or
. Scale: - High better | ml/min Mean ml/min Mean | Due to serious risk .
Creatinine . ARBs may improve
clearance Based on data from . of bias, Due to creatinine clearance
30 patients in 1 leferenc.e: MD 26.20 serious slichtl
study? higher imprecision® gty
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Follow up 6 months |(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
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Table S41.

Population: Patients with IgA nephropathy
Intervention: Anticoagulant
Comparator: Placebo or no treatment

Absolute effect estimates

of bias, Due to

Outcome Study results and Certainty of the Plain text summary
Timeframe measurements | Placebo or no Anticoagulant evidence
treatment
No studies were
- 0 -
ﬁll(l)r::;;fe (5% CL: -) ) found that looked at
Y Difference: all-cause mortality
Relative risk: 0.28 364 102 We are uncertain
(95% CI: 0.04 - per 1000 per 1000 Very low whether
2.07) _ Due to serious risk anticoaeulant
Kidney failure' | Based on data from Difference: 262 fewer per of bias, Due to increa sge S or
21 patients in 1 1000 very serious d Kid
study? (95% CT: 349 fewer - 389 imprecision® ecre?s.els 1dney
Follow up 3 years more) atlure
No studies were
) .
Infection (O5% CI:-) ) found that looked at
Difference: infection
No studies were
0 .
Malignancy (O3% CI: -) ) found that looked at
Difference: malignancy
No studies were
0 .
i?;?fslie(;[ﬁ (5% CL: -) ) found that looked at
Difference: complete remission
Relative risk: 0.95 125 119 Verv low We are uncertain
(95% CI: 0.19 - 4.6) | per 1000 per 1000 [ 5 O L whether
Remission of | Based on data from anticoagulant

GFR

Scale: - Lower better

proteinuria* 49 patients in 1 Difference: 6 fewer per 1000 Very serious increases or
study’ (95% CI: 101 fewer - 450 im }; “sion decreases remission
Follow up 6 months more) precisio of proteinuria
No studies were
> 0, 0 .
=0 éll(})lss o O Cl) . found that looked at
Difference: >50% loss of GFR
Annual loss in Measured by:
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Difference: No studies were
: found that looked at
annual loss in GFR
Measured by: Verv low We are uncertain
Scale: - High better | ml/min Mean ml/min Mean Due to sgrious risk whether
Creatinine Based on data from ) fbias. D anticoagulant
clearance 21 patients in 1 Difference: MD 21 higher Overlassjeril(l)flgo increases or
studies’ (95% CI: 0-}9 lower - 42.19 im };ecisiong decreases creatinine
Follow up 3 years higher) P 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 S42.

Population: Patients with IgA nephropathy
Intervention: Anticoagulant
Comparator: Other nonimmunosuppressive treatment

Absolute effect estimates

Adverse events

(95% CI: 0.86 -
2.22)

Difference: 69 more per 1000
(95% CI: 25 fewer - 221 more)

serious risk of
bias, Due to very

Outcome Study results and Other Certainty of the Plain text summary
Timeframe measurements | NONIMMUNOSup Anticoagulant evidence
pressive
treatment
No studies were
All-cause (5% CI: -) found that looked at
mortality Difference: all-cause mortality
No studies were
0 .
Kidney failure (95% CL: -) _ found that looked at
Difference: kidney failure
Relative risk: 0.27 500 865 Low
(95% CI: 0.16 - per 1000 per 1000 D}le to very o
0 4'6) ’ serious risk of Dipyridamole
: bias, Due to compared with
Complete Based on data serious hirudin may
remission’ f“’m 262 patlze nts | Difference: 365 more per 1000 imprecision, decrease complete
1n111 study (95% CI: 230 more - 525 more) | Upgraded due to remission
Fongtﬁf 6 Large magnitude
of effect?
>50% loss of |  (95% CI: - ) folj;’dsttﬁili:;‘;fat
GFR Difference: >50% loss of GFR
No studies were
0 .
Malignancy (3% CI: -) found that looked at
Difference: malignancy
No studies were
0 .
Infection (5% CL: -) found that looked at
Difference: infection
. 181 250 Very low We are uncertain
Relative risk: 1.38 per 1000 per 1000 Due t)(,) very whether

dipyridamole versus
hirudin increases or
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Based on data

serious decreases adverse
from 262 patients imprecision® events
in 1 study*
Follow up 6
months
Measured by:
Scale: - Lower No studies were
Anmlls;SGFR better . ‘ found that looked at
Difference: annual GFR loss
Measured by: .
Scale: - High ml/min Mean  ml/min Mean Very low We ariutI;lcertam
better Due to very di b de erl 4
Creatinine Based on data serious risk of ‘pyridamole
clearance® | from 38 patients in Difference: MD 6 higher bias, Due to very | . ASPIrIN VETsus
1 study’ (95% CI: 17.60 lower - 29.60 serious vitamin B increases
Follow up 33 higher) imprecision® or decreases
months creatinine clearance
Low
1;{;3?{61(}1;}}]1‘ ml/min Mean  ml/min Mean Due to very
. serious risk of L
better bias. Due to Dipyridamole versus
Creatinine Based on data > hirudin may
clearance’ from 262 patients Difference: MD 15.90 lower | serious decrease creatinine
in 1 study'® (95% CI: 19.99 lower - 11.81 Imprecision, clearance
Follow up 6 lower) Upgraded due to
months Large magnitude
of effect!!

[

Dipyridamole versus Hirudin
Systematic review with included studies: [76] Baseline/comparator: Control arm of reference used
for intervention.
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.
Systematic review with included studies: [76] Baseline/comparator: Control arm of reference used
for intervention.
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

Dipyridamole + aspirin versus Vitamin B

Systematic review with included studies: [88] Baseline/comparator: Control arm of reference used
for intervention.
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
Dipyridamole versus hirudin
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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 S43.

Population: Patients with IgA nephropathy
Intervention: Anticoagulant plus other treatment
Comparator: Other treatment

Absolute effect estimates
Outcome Study results and Anticoagulant Certainty of the Plain text
Timeframe measurements Other lus other evidence summary
treatment p
treatment
No studies were
0 .
Malignancy (5% CL: -) ) found that looked at
Difference: malignancy
No studies were
Complete (95% CI: -)
remission Difference: found that looke(‘i at
: complete remission
There were too few
Relative risk who experienced the
(95% CI: - ) LO\_’V . all-cause moﬁality,
Arcase | By ondi o Do s | deerne
mortality 200 patients in 1 Difference: fewer ’ p1dog
study’ : ~ serious plus telmls'artan
Follow up 6 months imprecision? versus telmisartan
P alone made a
difference
Relative risk: 0.28 111 31 We are uncertain
(95% CI: 0.06 - per 1000 per 1000 hether ticlopidi
1.34) Very }ow . whether th opidine
Based oﬁ data from Due to serious risk | plus ACEi versus
Kidney failure? . : of bias, Due to very ACEi alone
115 Pat:fnti in 2| Difference: 80 fewer per 1000 serious inCreases o
Meansgllloii up 30 (95% CI: 104 fewer - 38 more) imprecision’ decreases kidney
months P failure
No studies were
>5()0 0 .
=0 él*}(})lss o O3 ) . found that looked at
Difference: >50% loss of GFR
Relative risk: 1.0 10 10 We are uncertain
(95% CI: 0.06 - per 1000 per 1000 Very low .
15.77) Due to serious risk whether clo.pldogrel
Infection® Based on data from of bias, Due to very plus telrllllgaﬁan
200 patients in 1 Difference: 0 per 1000 serious versus telmisartan
study’ (95% CI: 9 fewer - 148 more) imprecision® alone InCreases or
Follow up 6 months decreases infection
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Measured by:

Scale: - High better

ml/min Mean

ml/min Mean

Very low

Annual GFR Scale: - Lower No studies were
loss better ) found that looked at

3 years Difference: annual GFR loss

Measured by: We are uncertain

whether defibrotide

Change in | Based on data from Due to serious risk |  plus prednisone
creatinine 20 patients in 1 Difference: MD 7 higher of bias, Due to very | versus prednisone
clearance study’ (95% CI: 10.62 lower - 24.62 serious alone improves or
Follow up 24 higher) imprecision'® worsens change in
months creatinine clearance
Measured by:
Scale: - High better | ml/min/1.73m ml/min/1.73m? -
Based on data from 2 Mean Mean Low grosll)llsdglﬁg Q;RI?G
eGFR 84 patients in 1 ) Due to very serious )
studies!! Difference: MD 1.28 lower imprecision'? | have little or no
Follow up 24 (95% CI: 6.73 lower - 4.17 difference on eGFR
months higher)

Systematic review with included studies: [64] Baseline/comparator: Control arm of reference used

for intervention.

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

Systematic review with included studies: [129], [96] Baseline/comparator: Control arm of reference

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

Systematic review [137] with included studies: [64] Baseline/comparator: Control arm of reference

Risk of bias: Serious. Selective outcome reporting; Imprecision: Very Serious. Wide confidence

Systematic review [137] with included studies: [110] Baseline/comparator: Control arm of reference

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

Systematic review with included studies: [96] Baseline/comparator: Control arm of reference used

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

2.
due to no events
3. Ticlopidine +ACEi versus ACEi
4.
used for intervention.
5.
from one study, Low number of patients
6. Clopidogrel plus telmisartan versus telmisartan alone
7.
used for intervention.
8.
intervals, Only data from one study, Low number of patients
9.
used for intervention.
10.
intervals, Only data from one study, Low number of patients
11.
for intervention.
12.
patients
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Table S44.

Population: Patients with IgA nephropathy
Intervention: Antioxidant
Comparator: Other treatment

Absolute effect estimates
Outcome Study results and Certainty of the .
: . Plain text summary
Timeframe measurements Other Antioxidant evidence
treatment
0/ (~T. No studies were
ﬁéﬁ:ﬁfe (5% CL:-) _ ' found that looked at
Y Difference: all-cause mortality
Relative risk There were too few
(95% CI: -) Low who experienced the
Based on data from Due to serious risk kidney failure to
Kidney failure 68 patients in 1 of bias, Due to determine whether
study’ Difference: fewer serious probucol compared to
Follow up 36 imprecision? ARB made a
months difference
o o/ (1. No studies were
=50 (/;Il%ss of (95% CL: -) . found that looked at
Difference: >50% loss of GFR
No studies were
Infection (5% CI:-) found that looked at
Difference: infections
No studies were
Malignancy (5% CL: -) found that looked at
Difference: malignancy
o/ (1. No studies were
rce(:;?f;f;z (95% CL: -) . ‘ found that looked at
Difference: complete remission
Measured by:
Scale: - Lower better Mean Mean Low Probucol compared
Annual eGFR | Based on data from Due to serious risk . P
loss 68 patients in 1 : . ; of bias, Due to .Wlth ARB alone may
p ; Difference: MD 1.36 higher ’ increase annual eGFR
3 years study (95% CI: 0.32 higher - 2.40 serious loss
Follow up 36 higher) imprecision*
months

1. Systematic review [137] with included studies: [70] 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; 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 S45.

Population: Patients with IgA nephropathy
Intervention: Statins
Comparator: Placebo or no treatment

Absolute effect estimates

study
Follow up 6 months

ml/min/1.73 m? (IQR: 70-
147); the placebo arm (n=8)
had an eGFR of 77

serious
imprecision’

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Placebo or no Statins evidence y
treatment
No studies were
All-cause (95% CI: -) found that looked at
mortality Difference: all-cause mortality
No studies were
0 .
Kidney failure (95%CL: -) . found that looked at
Difference: kidney failure
>50% loss of (95% CI: -) folljri)ds;[}llle(litl ng;gjw
GFR Difference: >50% loss of GFR
No studies were
0 .o
Infection (5% CL:-) found that looked at
Difference: infection
No studies were
0 .
Malignancy (O5% CI: -) . found that looked at
Difference: malignancy
No studies were
Con.lpl.e te (®5% CL: -) found that looked at
remission Difference: complete remission
Measured by: .
L No studies were
AIlIllllal GFR | Scale: - High better . found that looked at
0ss Difference: annual GFR loss
After the duration of Verv low
Based on data from therapy, the statins arm Due to sgrious risk We are uncertain
«GFR 21 patients in 1 (n=13) had an eGFR of 85 of bias, Due to very whether statins

increase or decrease
eGFR
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ml/min/1.73 m? (IQR: 47-
92)

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 S46.

Population: Patients with IgA nephropathy
Intervention: Statins plus other treatment
Comparator: Other treatment

Absolute effect estimates

30 patients in 1
study!

Difference: MD 22.60
higher

serious
imprecision?

Qutcome Study results and Statins plus Certal.nty of the Plain text summary
Timeframe measurements Other other evidence
treatment treatment
No studies were found
- Y M
ﬁll(l)rizﬁfe (5% CI:-) ' that looked at all-
y Difference: cause mortality
No studies were found
o .
Kidney failure (©5% CI:-) . that looked at kidney
Difference: failure
No studies were found
0 o .
230% loss of | (95%CI: -) . that looked at >50%
GFR Difference: loss of GFR
No studies were found
0 .
Infection (95% CL:-) _ that looked at
Difference: infection
No studies were found
0 .
Malignancy (©5% CI: -) . that looked at
Difference: malignancy
No studies were found
0 .
Se(;;?fslgz (5% CI:-) . that looked at
Difference: complete remission
Measured by: .
Annual GFR | Scale: - Lower better No studies were found
1 _ that looked at annual
0ss Difference: GFR loss
Measured by: Very low We are uncertain
Creatinine Scale: - High better | ml/min Mean ml/min Mean | Due to very serious | whether statins plus
clearance Based on data from risk of bias, Due to other treatment

improves or worsen
creatinine clearance
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Follow up 12
months

(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
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Table S47.

Population: Patients with IgA nephropathy
Intervention: Phenytoin
Comparator: Placebo or no treatment

Absolute effect estimates

Remission of

34.57)
Based on data from

Difference: 205 more per

Due to serious risk
of bias, Due to very

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Placebo or no Phenytoin evidence y
treatment
No studies were found
- 0 -
ﬁll(l)rizﬁfe (95% CI: -) . that looked at all-
Y Difference: cause mortality
No studies were found
o .
Infection (95% CL: -) . that looked at
Difference: infection
No studies were found
>5()0 0 .
=0 éfl(fzss of Ot . that looked at >50%
Difference: loss of GFR
No studies were found
0 .
Malignancy (5% CL: -) . that looked at
Difference: malignancy
No studies were found
0 .
i?;?fslfgg (95% CI: -) . that looked at
Difference: complete remission
Relative risk: 4.47 59 264
o . _
(95% CI: 0.58 per 1000 per 1000 Very low We are uncertain

whether phenytoin
increases or decreases

hematuria 36 patient? in 1 1000 SeTious remission of
study (95% CI 25 fewer - 1981 imprecision? hematuria
Follow up not more)
reported
No studies were found
0 .
Kidney failure (5% CI:-) ) that looked at kidney
Difference: failure
Creatinine Measured by: Verv low We are uncertain
clearance Scale: - High better | ml/min Mean ml/min Mean y whether phenytoin
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Based on data from Due to serious risk | improves or worsens
47 patients in 1 Difference: MD 6.00 lower | of bias, Due to very | creatinine clearance
studies® (95% CI: 28.05 lower - serious
Follow up not 16.05 higher) imprecision*
reported

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 potential for detection bias;

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

patients

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

98]
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[86] Clarkson AR, Seymour AE, Woodroffe AJ, McKenzie PE, Chan YL, Wootton AM. Controlled trial
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Table S48.

Population: Patients with IgA nephropathy
Intervention: Vitamin E
Comparator: Placebo or no treatment

Absolute effect estimates

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Placebo or no I evidence y
Vitamin E
treatment
No studies were
) .
iﬁf;fgz (95% CI:-) . found that looked at
Difference: complete remission
No studies were
- 0 * -
ﬁll(l)r(t::ﬁtse (5% CI:-) . found that looked at
Y Difference: all-cause mortality
Relative risk There were too few
(95% CI: -) .
who experienced the
Based on data from . .
. . . . kidney failure to
Kidney failure 55 patients in 1 ) d , heth
study' Difference: fewer etermine whether
vitamin E made a
Follow up 24 .
difference
months
No studies were
0 ) .
=0 éli(};SS o O Cl) . found that looked at
Difference: >50% loss of GFR
No studies were
) .
Infection (95% CL: ) _ found that looked at
Difference: infection
No studies were
0 .
Malignancy (O3% CI: -) . found that looked at
Difference: malignancy
Measured by: No studies were
Annual loss of | Scale: - Lower better
GFR . found that looked at
Difference: annual loss of GFR
Creatinine Measured by: 112 127 Verv low We are uncertain
clearance Scale: - High better | ml/min Mean ml/min Mean y whether vitamin E
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Based on data from
55 patients in 1
study?
Follow up 24
months

Difference: MD 15 higher
(95% CI: 7.08 lower - 37.08
higher)

Due to serious risk
of bias, Due to very
serious
imprecision®

increases or decreases
creatinine clearance

1. Systematic review [137] with included studies: [89] Baseline/comparator: Control arm of reference

used for intervention.

for intervention.

Systematic review with included studies: [89] Baseline/comparator: Control arm of reference used

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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nephropathy: a double-blind, placebo-controlled study. Pediatric Nephrology 2003;18(10):1015-1019
[137] Reid S, Cawthon PM, Craig JC, Samuels JA, Molony DA, Strippoli GF. Non-immunosuppressive
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Table S49.

Population: Patients with IgA nephropathy
Intervention: Vitamin D
Comparator: Placebo or no treatment

Absolute effect estimates

Adverse events

1.63)
Based on data from
50 patients in 1

Difference: 105 fewer per

Due to very serious
risk of bias, Due to

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Placebo or no Lo evidence y
Vitamin D
treatment
No studies were
- 0 -
ﬁll(l)r::;;fe (5% CL: -) ) found that looked at
No studies were
) .
Kidney failure (95% CL: -) . found that looked at
Difference: kidney failure
No studies were
0 .
Malignancy (5% CIL: -) _ found that looked at
Difference: malignancy
Relative risk: 0.74 208 154
o . _
(95% CI. 0.22 per 1000 per 1000 Very low _
2.43) . We are uncertain
) Based on data from . . D.ue to very serious whether vitamin D
Infection . . Difference: 54 fewer per | risk of bias, Due to | .
50 patients in 1 1000 . increases or decreases
gyl very serious fecti
study (95% CI: 162 fewer - 297 imprecision Infection
Follow up 11 more)
months
No studies were
0 ) .
=0 éli(};SS o O Cl) . found that looked at
Difference: >50% loss of GFR
Relative risk: 0.72 375 270
0 . _
(95% CI: 0.32 per 1000 per 1000 Very low

We are uncertain
whether vitamin D

1000 very serious increases or decreases
study’ (95% CI: 255 fewer - 236 | imprecision* adverse events
Follow up 11 more)
months
No studies were
Complg te ®5% CL: -) found that looked at
remission Difference:

complete remission
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Annual loss in

Measured by:
Scale: - Lower better
Based on data from

50 patients in 1

ml/min/1.73 ml/min/1.73
m? Mean m? Mean

Very low
Due to serious risk
of bias, Due to very

We are uncertain
whether vitamin D

eGFR study® Differ(e)tnce: MD 0.00 higher serious iill;rlcl):lelso(s); ;’I‘floési:eﬁs
Follow up 11 (95% CL: 16:61 lower - imprecision®
months 16.61 higher)

Systematic review [137] with included studies: [74] Baseline/comparator: Control arm of reference
used for intervention.

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

Systematic review [137] with included studies: [74] Baseline/comparator: Control arm of reference
used for intervention.

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

Systematic review [137] with included studies: [74] Baseline/comparator: Control arm of reference
used for intervention.

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 S50.

Population: Patients with IgA nephropathy
Intervention: Sodium cromoglycate
Comparator: Placebo or no treatment

Absolute effect estimates

30 patients in 1
study’

(95% CI: 10.19 lower -
26.99 higher)

serious
imprecision?

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements Placebo/no Sodium evidence y
treatment  cromoglycate
No studies were
- 0 * -
ﬁll(l)r::;;fe (3% CI:-) . found that looked at
Y Difference: all-cause mortality
No studies were
) .
Kidney failure (95% CL: -) . found that looked at
Difference: kidney failure
No studies were
0 .
Infection (3% CI:-) found that looked at
Difference: infection
No studies were
) .
Malignancy (95% CL: -) . found that looked at
Difference: malignancy
No studies were
0 ) .
=0 éli(};SS o O Cl) . found that looked at
Difference: >50% loss of GFR
No studies were
0 .
E:?;Iilsslie(;[ﬁ (5% CL: -) _ found that looked at
Difference: complete remission
Measured by: No studies were
Annual loss of | Scale: - Lower better
GFR : found that looked at
Difference: annual loss of GFR
Measured by: 7_8-6 _87 Very low We are uncertain
- Scale: - High better | ml/min Mean ml/min Mean | pye to serious risk whether sodium
Creatinine i ) fbias. D 1
clearance Based on data from Difference: 8.4 higher of bias, Due to very cromoglycate

increases or decreases
creatinine clearance
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Follow up 3.5
months

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

References

[73] Sato M, Takayama K, Kojima H, Koshikawa S. Sodium cromoglycate therapy in IgA nephropathy: a
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Table S51.

Population: Patients with IgA nephropathy
Intervention: Allopurinol
Comparator: Placebo or no treatment

Absolute effect estimates

40 patients in 1
study’
Follow up 6 months

Difference: MD 4.30 higher
(95% CI: 17.89 lower -
26.49 higher)

very serious
imprecision?

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements Placebo/no Allopurinol evidence y
treatment p
No studies were
All-cause (95% CI:-) found that looked at
mortality Difference: all-cause mortality
No studies were
0 .
Kidney failure (95%CL: -) . found that looked at
Difference: kidney failure
>50% loss of (95% CI: - ) foljrf d5:§$?z£2fat
GER Difference: >50% loss of GFR
No studies were
0 .
Infection (3% CI: -) found that looked at
Difference: infection
No studies were
0 .
Malignancy (O5% CI: -) . found that looked at
Difference: malignancy
No studies were
Complete (95% CI:-) found that looked at
ferission Difference: complete remission
Measured by: .
Annual GFR | Scale: - High better foilr(l) dS:§$?2§<Zfat
loss Difference: annual GFR loss
Measured by: 68.9 73.2 Verv low
Scale: - High better Mean Mean Due to Veyr serious We are uncertain
Based on data from . ey whether allopurinol
eGFR risk of bias, Due to

improves or worsen
eGFR
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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

References
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Table S52.

Population: Patients with IgA nephropathy

Intervention: Hydroxychloroquine
Comparator: Placebo

Absolute effect estimates

>50% decrease

8.36)
Based on data from

Difference: 328 more per

Due to serious risk
of bias, Due to

Outcome Study results and Certainty of the Plain text
Timeframe measurements Placebo Hydroxychloro evidence summary
quine
No studies were
- 0 M -
ﬁll(l)r::;;fe (©5%CL: -) . found that looked at
Y Difference: all-cause mortality
No studies were
0 .o
Kidney failure (©5% CL: -) . found that looked at
Difference: kidney failure
No studies were
o 0 .o
=0 éli(l)iss of O3 . found that looked at
Difference: >50% loss of GFR
No studies were
0 .o
Infection (©5%CL -) . found that looked at
Difference: infection
No studies were
0 .o
Malignancy (©5%CL: -) . found that looked at
Difference: malignancy
No studies were
0 .o
E:?;Iilsslie(;[ﬁ (©5% CL: -) _ found that looked at
Difference: complete remission
Relative risk: 3.13 154 482
(95% CI: 1.17 - per 1000 per 1000 Low

Hydroxychloroquin
€ may improve
>50% decrease in

in proteinuria 53 patients in 1 1000 serious O
study’! (95% CI: 26 more - 1133 imprecision? proteinuria
Follow up 6 months more)
o 67 34 We are uncertain
Adverse events | Relative risk: 0.5 per 1000 per 1000 Very low whether
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(95% CI: 0.05 -
5.22)

Based on data from
53 patients in 1
study’
Follow up 6 months

Difference: 33 fewer per 1000
(95% CI: 64 fewer - 283 more)

Due to serious risk
of bias, Due to very
serious
imprecision*

hydroxychloroquin
¢ increases or
decreases adverse
events

Measured by:

No studies were

AnmllgisGF R |Scale: - Lower better | found that looked at
Difference: annual GFR loss
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.
Primary study [139] Baseline/comparator Control arm of reference used for intervention

W

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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Journal of Kidney Diseases 2019;74(1):15-22
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Table S53.

Population: Patients with IgA vasculitis and severe kidney disease
Intervention: Cyclosporine
Comparator: Methylprednisolone

Absolute effect estimates

remission at
last follow-up?

Based on data from
15 patients in 1
study?

Mean follow up 6.3
years

Difference: 231 more per
1000

(95% CI: 162 fewer - 963
more)

risk of bias, Due to
very serious
imprecision®

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Methylpredni Cyclosporine evidence y
solone
No studies were found
- 0 * -
All cause (5% CI:-) that looked at all-
mortality .
Difference: cause mortality
No studies were found
o .
Kidney failure |~ 270 ¢1:-) . that looked kidney
Difference: failure
No studies were found
0 .
>50% GFR loss (95% CL: -) _ that looked at >50%
Difference: GFR loss
No studies were found
0 .
Malignancy (5% CL: -) . that looked at
Difference: malignancy
No studies were found
0 .
Infection (©5% CI: -) . that looked at
Difference: infection
Relative risk: 1.88 500 940
(95% CI: 0.95 - per 1000 per 1000 Very low We are uncertain
Complete 3.69) ) Due to serious risk | whether cyclosporine
remission! Based on data from | Difference: 440 more per | of bias, Due to very | improves or worsen
3 months 15 patients in 1 1000 serious number with
study? (95% CI: 25 fewer - 1345 imprecision? remission at 3 months
Follow up 2.9 years more)
Relative risk: 1.37 625 856
(95% CI: 0.74 - per 1000 per 1000 We are uncertain
2.54) Very low . whether cyclosporine
Complete : Due to very serious

improves or worsen
number with
remission at last
follow-up
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Measured by:
Annual GFR | Scale: - Lower better
loss

No studies were found
that looked at annual

Difference: GFR loss

—_

PCR <200 or urine protein <40 mg/m?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 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. PCR <200 or urine protein < 40 mg/m?h

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

b
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Table S54.

Population: Patients with IgA vasculitis and severe kidney disease
Intervention: Mycophenolate mofetil
Comparator: Azathioprine

Absolute effect estimates

Based on data from

Outcome Study results and Certainty of the Plain text summary
Timeframe measurements Azathioprine Mycophegolate evidence
mofetil
No studies were
- 0 -
All cause (5% CIL: -) found that looked at
mortality .
Difference: all-cause mortality
No studies were
0 .
Kidney failure (95% CL: -) ) found that looked at
Difference: kidney failure
No studies were
o .
Malignancy (5% CL: -) ) found that looked at
Difference: malignancy
No studies were
0 .
50% GFR loss (5% CL: -) ) found that looked at
Difference: 50% GFR loss
No studies were
0 .
Infection (95% CI: -) ) found that looked at
Difference: infection
Relative risk: 1.09 846 922 We are uncertain
(95% CI: 0.82 - per 1000 per 1000 heth
o 1.44) Low- whether
Remission of ' Due to serious mycophenolate

26 patients in 1
study?
Mean follow up 66
months

Difference: 76 fewer per 1000
(95% CI: 201 fewer - 543 more)

to very serious
imprecision*

proteinuria 26 patients in 1 . risk of bias, Due | mofetil increases or
1 year pstu dies! Difference: 76 more per 1000 to serious decreases remission
(95% CI: 152 fewer - 372 more) imprecision? of proteinuria at 1
Mean follow up 66
year
months
Relative risk: 0.67 231 155
0 . _
©3 A)3C3I'5)0 13 per 1000 per 1000 Very low We are uncertain
Based oﬁ data from Due to serious whether
Relapse risk of bias, Due mycophenolate

mofetil increases or
decreases relapse
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Measured by:
Annual GFR Scale: - Lower No studies were
loss better ) found that looked at
3 years Difference: annual GFR loss
Measured by: 107 110
Scale: - High better | ml/min Mean ~ ml/min Mean Low Mycophenolate
. Based on data from Due to serious mofetil may have
Creatinine 26 patients in 1 : : isk of bias, Due | littl diff
clearance s Difference: MD 3.00 higher | [18K 01 b1as, Due littie or no ditrerence
studies (95% CI: 14.83 lower - 20.83 to serious on creatinine
Mean follow up 66 higher) imprecision® clearance
months
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

W

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

b

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 S55.

Population: Patients with IgA vasculitis and severe kidney disease
Intervention: Mycophenolate mofetil
Comparator: Leflunomide

Absolute effect estimates

study’
Follow up 9 months

(95% CI:

43.35 lower - 763.35
higher)

imprecision?

Outcome Study results and Certainty of the Plain text summar
Timeframe measurements Leflunomide Mycophenolate evidence y
mofetil
No studies were
- 0 -
ﬁll(l)r::;;fe (5% CL: -) ) found that looked at
Y Difference: all-cause mortality
No studies were
) .
Kidney failure (95% CL: -) ) found that looked at
Difference: kidney failure
No studies were
) .
50% GFR loss (5% CL: -) ) found that looked at
Difference: 50% GFR loss
No studies were
0 .
Infection (5% CL:-) ) found that looked at
Difference: infection
No studies were
0 .
Malignancy (O5% CI: -) ) found that looked at
Difference: malignancy
No studies were
0 .
E:?;Iilsslie(;[ﬁ (5% CL: -) ) found that looked at
Difference: complete remission
Measured by:
Scale: - Lower No studies were
AnmllisGFR better ) found that looked at
Difference: annual GFR loss
Measured by: 220 >80 Very low We are uncertain
. Scale: - Mean Mean . )
24-hour urine Due to serious risk whether
.. Based on data from _ fbias. D henol
proteinuria 19 patients in 1 Difference: MD 360 higher of bias, ‘ue to mygop enolate
3 months very serious mofetil increases or

decreases 24-hour
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urine proteinuria at
three months

24-hour urine
proteinuria
9 months

Measured by:
Scale: -
Based on data from
19 patients in 1
study’
Follow up 9 months

31
Mean

80
Mean

Difference: MD 49 higher
(95% CI: 3.09 higher - 94.91

higher)

Low
Due to serious risk
of bias, Due to
serious
imprecision*

Mycophenolate
mofetil may increase
24-hour urine
proteinuria at 9
months

—_

Primary study [140] 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 (not all expected outcomes not reported);
Imprecision: Very Serious. Low number of patients, Only data from one study

98]

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 S56.

Population: Patients with IgA vasculitis and severe kidney disease
Intervention: Cyclophosphamide

Comparator: Sup

ortive therapy

Absolute effect estimates
Outcome Study results and ' Certainty of the Plain text summar
Timeframe measurements Supportive  Cyclophospha evidence y
therapy mide
0/ (~T. No studies were
ﬁéﬁ:ﬁfe (95% CL: -) . ‘ found that looked at
Y Difference: all-cause mortality
Relative risk: 0.75 143 107
(95% CI: 0.18 - per 1000 per 1000
3.05)
Based on data from
56 patients in 1
studies! We are uncertain
Follow up 6.93 + Very low whether
Kidney failure 3.32 years in Difference: 36 fewer per Dug to serious risk cyc}ophosphamide
patients who 1000 of bias, Due to very increases or
recovered; 6.57 + (95% CI: 117 fewer - 293 serious imprecision®| decreases kidney
4.1 years in group more) failure
with persistent
abnormalities; 3.71
+ 2.14 years in
patients progressing
to kidney failure
o o/ (1. No studies were
=0 éli(};SS o O ) . found that looked at
Difference: >50% loss of GFR
No studies were
Infection (95% CI: -) found that looked at
Difference: infection
No studies were
Malignancy (O3% CI:-) found that looked at
Difference: malignancy
o/ (1. No studies were
rce(;:l?fslf;i (95% CI: -) ' ‘ found that lookec} at
Difference: complete remission
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Persistent
kidney disease

Relative risk: 1.07
(95% CI: 0.65 -
1.78)
Based on data from
56 patients in 1
study?
Follow up 6.93 +
3.32 years in
patients who
recovered; 6.57 +
4.1 years in group
with persistent
abnormalities

500
per 1000

535
per 1000

Difference: 35 more per
1000

(95% CI: 175 fewer - 390
more)

Low
Due to serious risk
of bias, Due to very
serious imprecision,
Due to serious
imprecision*

Cyclophosphamide
may have little or no
difference on
persistent kidney
disease

Persistent
severe kidney
disease’

Relative risk: 0.88
(95% CI: 0.37 -
2.09)

Based on data from
56 patients in 1
studies®
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 kidney failure

286
per 1000

252
per 1000

Difference: 34 fewer per
1000

(95% CI: 180 fewer - 312
more)

Low
Due to serious risk
of bias, Due to
serious imprecision’

Cyclophosphamide
may have little or no
difference on
persistent severe
kidney disease

Annual GFR
loss

Measured by:
Scale: - Lower better

Difference:

No studies were
found that looked at
annual GFR loss

[

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 kidney failure

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

SANNG

Decreased GFR, severe proteinuria, kidney failure
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 S57.

Population: Patients with IgA vasculitis and severe kidney disease
Intervention: Cyclophosphamide plus glucocorticoids
Comparator: Glucocorticoids

Absolute effect estimates

Outcome Study results and Certainty of the .
... Cyclophosph
Timeframe measurements | Glucocorticoid yr;i(()lg ;11812 a evidence Plain text summary
S glucocorticoids
Relative risk: 0.19 207 39
) . _
(95% ?5.)0.02 per 1000 per 1000 Low Cyclophosphamide
All-cause Based on data from Due to very plus glucoc.ortlcmds
. . . . may have little or no
mortality >4 Patleéltf in I Difference: 168 fewer per 1000 |  SCrious difference on all-
FOHS:VJV zp 0 (95% CI: 203 fewer - 104 more)| mprecision cause mortality
months
Relative risk: 1.17 34 40
) . _
95 /(i 9CI6.7(;.07 per 1000 per 1000 Low Cyclophosphamide
: plus glucocorticoids
. . Based on data from Due to very .
Kidney failure A pati 01 ) . may have little or no
S patleéltg n Difference: 6 more per 1000 _ SCTOUS 1 difference on kidney
Fol IS:VJV zp 0 (95% CI: 32 fewer - 635 more) | 1mprecision failure at 12 months
months
No studies were
) 0 .
= 5014 GFR (5% CL:-) ) found that looked at
0ss Difference: >50% GFR loss
Relative risk: 0.81 345 279
0 . _
95 A)1C81.1 )0.36 per 1000 per 1000 Low Cyclophosphamide
' Due to serious | plus glucocorticoids
. Based on data from . .. .
Infection 54 patients in 1 _ imprecision, Due | may have little or no
pa ed ? Difference: 66 fewer per 1000 | ¢, serious risk of difference on
study (95% CI: 221 fewer - 279 more) bias® infection
Follow up 12
months
No studies were
0 .
Malignancy (©5% CL: -) ) found that looked at
Difference: malignancy
Glucocorticoid- 241 239 Low Cyclophosphamide
related adverse | Relative risk: 0.99 per 1000 per 1000 Due to serious | plus glucocorticoids
events - (95% CI: 0.38 - ) risk of bias, Due | may have little or no
diabetes 2.57) Difference: 2 fewer per 1000 to serious difference on diabetes
induction (95% CI: 149 fewer - 378 more) | jmprecision® induction

S135




Based on data from
54 patients in 1
study’
Follow up 12
months

Relative risk: 1.16
(95% CI: 0.26 -
5.24)

119
per 1000

103
per 1000

Low

Cyclophosphamide

Complete Based on data from Due to serious | plus glucocorticoids
remission’ 54 patients in 1 . risk of bias, Due | may have little or no
6 months ps tudy!® Difference: 16 more per 1000 to serious difference on
udy (95% CI: 76 fewer - 437 more) | imprecision'! complete remission
Follow up 12
months
Relative risk: 0.79 421 333 Cyclophosphamide
(95% CI: 0.33 - per 1000 per 1000 plus glucocorticoids
1.93) probably has little or
ml?r(I?i]il/Rl <7630m2 Based on data from Dlll\;[(‘z(()izle'?it(fus no difference on the
12 months 34 patlentls2 in 1 Difference: 88 fewer per 1000 imprecision!? number of patients
study (95% CI: 282 fewer - 392 more) with eGFR <60
Follow up 12 ml/min/1.73 m? at 12
months months
Relative risk: 0.3 211 63
Kidney (95% CI: 0.04 - per 1000 per 1000 Moderate Cyclophosphamide
function 24) Due to serious | © lus glucocorticoids
improvement Based on data from risk of bias. Due | MY have little or no
~50% 35 patlzntli in 1| Difference: 148 fewer per 1000| 1 serious fdlfferense on kidney
study (95% CI: 203 fewer - 295 more) |  ; RY unction improvement
12 months Follow up 12 ’ tmprecision >50% at 12 months
months
Measured by: No studies were
Anmle;SGFR Scale: - Lower ) found that looked at
better Difference: annual GFR loss

—

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

W

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 kidney failure

v

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.
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1.

12.
13.

14.
15.

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

BVAS = 0 at 6 months

. Systematic review [158] with included studies: [149] Baseline/comparator: Control arm of reference

used for intervention.

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

Primary study [149] Baseline/comparator: Control arm of reference used for intervention.

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

Primary study [149] Baseline/comparator: Control arm of reference used for intervention.

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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Table S58.

Population: Patients with IgA vasculitis (HSP), children
Intervention: Tacrolimus 0.05 mg/kg oral 2x/day
Comparator: Cyclophosphamide 10 mg/kg i.v. x 2 days each 2 weeks

Absolute effect estimates

Outcome Study results and Certainty of the Plain text summary
Timeframe measurements | Cyclophosph Tacrolimus evidence
amide
All-cause No studies were
. (95% CI: -) found that looked at
mortality .
Difference: all-cause mortality
No studies were
Kidney failure (95% CI: -) found that looked at
Difference: kidney failure
No studies were
0 .
>50% GFR loss (95% CL: -) _ found that looked at
Difference: >50% GER loss
Relative risk: 1.14 323 367 We are uncertain
(95% CI: 0.57 - per 1000 per 1000 Very low .
. whether tacrolimus
2.27) Due to very serious inCreases or
Infection Based on data' from | Difference: 44 more per 1000 risk of blas,. Due to decreases infection
61 patients in 1 (95% CI: 194 fewer — 282 very serious compared with
study’ more) imprecision? evelophosohamide
Follow up 2 months yclophosp
No studies were
0 .
Malignancy (5% CL:-) _ found that looked at
Difference: malignancy
Relative risk: 0.86 194 167 We are uncertain
(95% CI: 0.29 - per 1000 per 1000 Very low whether tacrolimus
Complete 2.52) ) Due to very serious increases or
P Based on data from Difference: 27 fewer per | 1igk of bias, Due to | decreases complete
rémission . . 1000 . ..
61 patients in 1 very serious remission compared
study’ (95% CI: 220 fewer — 166 imprecision* with
Follow up 2 months more) cyclophosphamide
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Absolute effect estimates

Outcome Study results and Certainty of the .
Timefi t Cvclophosph id Plain text summary
imeframe measurements yelophosp Tacrolimus evidence
amide
No studies were
Annual GFR Measure.d by: o thot loched at
loss Scale: -
Difference: annual GFR loss
. No studies were
Proteinuria Meg(s:g{gd_by. found that looked at
. Difference: proteinuria
No studies were
Adverse events (95% CI: -) found that looked at
Difference: adverse events

—

Primary study [Wu 2022] Baseline/comparator: Control arm of reference used for intervention.
Risk of bias: Very serious. Unclear allocation concealment, 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; Uneven attrition due to noncompliance.
Imprecision: Very serious. Only data from one study, wide confidence interval.

W

Primary study [Wu 2022] Baseline/comparator: Control arm of reference used for intervention.

4. Risk of bias: Very serious. Unclear allocation concealment, 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; Uneven attrition due to noncompliance.
Imprecision: Very serious. Only data from one study, wide confidence interval.

References
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Table S59.

Population: Patients with IgA vasculitis (HSP), children
Intervention: Tacrolimus 0.05 mg/kg oral 2x/day

Comparator: Mycophenolate mofetil 10-15 mg/kg oral 2x/day

Absolute effect estimates
Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Mycophenolate Tacrolimus evidence y
mofetil
All-cause No studies were
. (95% CI: -) found that looked at
mortality .
Difference: all-cause mortality
No studies were
Kidney failure (95% CI: -) found that looked at
Difference: kidney failure
No studies were
o .
>50% GFR loss (95% CL: -) _ found that looked at
Difference: >50% GFR loss
Relative risk: 0.68 538 367 Verv low We are uncertain
(95% CI: 0.38 — per 1000 per 1000 Due t)(l) very whether tacrolimus
Infection Based (}ﬁz(fzta from serious risk of dec;:aclzzgsiisfeocrtion
56 patients in 1 | Difference: 172 fewer per 1000 bias, Due to very compared with
study’ (95% CI: 430 fewer — 86 more) | Serious mycophenolate
imprecision? .
Follow up 2 months mofetil
No studies were
0 .
Malignancy (5% CL: -) _ found that looked at
Difference: malignancy
Relative risk: 1.44 115 167 Verv low We are uncertain
(95% CI: 0.38 — per 1000 per 1000 Duc tf) vory | Whether tacrolimus
Complete Based (fﬁ4gzta from serious risk of d rm:reasesn(l)rl t
remission . . ; . bias, Due to very ccereases compiete
61 patients in 1 Difference: 51 more per 1000 . remission compared
study? (95% CI: 130 fewer — 233 more) | SCTIOUS with mycophenolate
imprecision* .
Follow up 2 months mofetil
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Absolute effect estimates

Outcome Study results and Certainty of the Plain text summary
Timeframe measurements Mycopheqolate Tacrolimus evidence
mofetil
No studies were
Annual GFR Measure.d by: o thot loched at
loss Scale: -
Difference: annual GFR loss
. No studies were
Proteinuria Meg(s:g{gd_by. found that looked at
. Difference: proteinuria
No studies were
Adverse events (95% CI: -) found that looked at
Difference: adverse events

—

Primary study [Wu 2022] Baseline/comparator: Control arm of reference used for intervention.
Risk of bias: Very serious. Unclear allocation concealment, 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; Uneven attrition due to noncompliance.
Imprecision: Very serious. Only data from one study, wide confidence interval.

W

Primary study [Wu 2022] Baseline/comparator: Control arm of reference used for intervention.

4. Risk of bias: Very serious. Unclear allocation concealment, 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; Uneven attrition due to noncompliance.
Imprecision: Very serious. Only data from one study, wide confidence interval.

References
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Table S60.

Population: Patients with IgA vasculitis (HSP), children
Intervention: Tacrolimus 0.1— 0.15 mg/kg/day oral
Comparator: Control (no tacrolimus)

Absolute effect estimates

165 patients in 1
study?
Follow up 2 years

1000
(95% CI: 8 fewer — 213 more)

serious
imprecision*

Outcome Study results and Certainty of the .
Timeframe measurements . evidence Plain text summary
Control Tacrolimus
All-cause No studies were
! (95% CI: -) found that looked at
mortality 1 I
Difference: all-cause mortality
No studies were
Kidney failure 95% CI: -) found that looked at
Difference: kidney failure
No studies were
0 .
>50% GFR loss (95% CL:-) . found that looked at
Difference: >50% GFR loss
Relative risk: 0.57 807 460
(95% CI: 0.44 — per 1000 per 1000 Low
0.73) ) Due to serious risk Tacrolimus ma
Infection Based on data from | Difference: 347 fewer per of bias, Due to . 1y
. . 1000 3 decrease infection
170 patients in 1 serious
study! (95% CI.: 482 fewer — 213 imprecision?
Follow up 2 years more)
No studies were
) .
Malignancy (O3% CI: -) . found that looked at
Difference: malignancy
Relative risk: 1.13 790 893
(95% CI: 0.99 — per 1000 per 1000 Low
1.29) Due to serious risk | Tacrolimus may
Complete Based on data fi ) fbias. D . :
remission ased on data from Difference: 103 more per ot bias, Due to increase complete

remission
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Absolute effect estimates

170 patients in 1
study’
Follow up 2 years

Difference: 0.06 (—0.28, 0.16)

serious
imprecision®

Outcome Study results and Certainty of the .
Timeframe measurements . evidence Plain text summary
Control Tacrolimus
) No studies were
Annual GFR Measured by: found that looked at
loss Scale: -
Difference: annual GFR loss
Measured by: g/d -2.01 -2.07 Low
Scale: - Lower better g/d g/d . . Tacrolimus may
Due to serious risk i
. Based on data from ! have little or no
Proteinuria of bias, Due to

difference on
proteinuria

Adverse events

(95% CI: - )

Difference:

No studies were
found that looked at
adverse events

—

Primary study [Zhang 2021] 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.
Imprecision: Serious. Only data from one study.

3. Primary study [Zhang 2021] 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.
Imprecision: Serious. Only data from one study.

b

Primary study [Zhang 2021] 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.
Imprecision: Serious. Only data from one study.
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Table S61.

Population: Patients with IgA vasculitis (HSP), children
Intervention: Cyclophosphamide
Comparator: Mycophenolate mofetil

Absolute effect estimates
Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Mycophenolate Cyclophospha evidence y
mofetil mide
All-cause No studies were
. (95% CI: -) found that looked at
mortality .
Difference: all-cause mortality
No studies were
Kidney failure (95% CI: -) found that looked at
Difference: kidney failure
No studies were
>50% GFR loss (5% CL: -) found that looked at
Difference: >50% GER loss
Relative risk: 0.92 407 379 We are uncertain
(95% CI: 0.39 — per 1000 per 1000 Very low whether
2.13) Due to very cyclophosphamide
Infection Based on data from . ‘ serious risk of bias, increases or
125 patients in 2 Difference: 28 fewer per 1000 Due to very decreases infection
studies' (95% CI: 248 fewer — 460 serious compared with
Follow up 2 & 12 more) imprecision? mycophenolate
months mofetil
No studies were
Malignancy (©5% CI:-) found that looked at
Difference: malignancy
Relative risk: 0.92 339 318 We are uncertain
(95% CI: 0.56 — per 1000 per 1000 Very low whether
1.53) Due to very cyclophosphamide
Complete Based on data from serious risk of bias, increases or
remission 125 patients in 2 Difference: 21 fewer per 1000 Due to very decreases complete
studies® (95% CI: 149 fewer — 180 serious remission compared
Follow up 2-3 more) imprecision’ with mycophenolate
months mofetil
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Absolute effect estimates
Outcome Study results and Certainty of the Plain text summar
Timeframe measurements | Mycophenolate Cyclophospha evidence y
mofetil mide
Relative risk: 0.94 818 771
(95% CI: 0.74 - per 1000 per 1000
1.20)
Based on data from |
68 patients in 1 Difference: 47 fewer per 1000
study* (95% CI: 238 fewer — 145
Follow up 12 more)
months
) No studies were
Anmllj;SGFR Me;si(s:g{zfl_by. found that looked at
’ Difference: annual GFR loss
) No studies were
Proteinuria Meésizzf:.d_by. found that looked at
' Difference: proteinuria
No studies were
Adverse events (95% CI: -) found that looked at
Difference: adverse events

Primary studies [Wu 2022][Geng 2021] Baseline/comparator: Control arm of reference used for

intervention.

Risk of bias: Very serious. Unclear allocation concealment, 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; Uneven attrition due to noncompliance.
Imprecision: Very serious. Very wide confidence interval.
Primary studies [Wu 2022][Geng 2021] Baseline/comparator: Control arm of reference used for

intervention.

Primary study [Geng 2021] Baseline/comparator: Control arm of reference used for intervention.
Risk of bias: Very serious. Unclear allocation concealment, 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; Uneven attrition due to noncompliance.
Imprecision: Serious. Wide confidence interval.
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