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IgA nephropathy: East vs West? 

• Clinical Presentation

• Epidemiology

• Biopsy features

• Genetics 

• Risk of kidney failure

• Unmet needs



Clinical Presentation

• Gross hematuria, often synpharyngitic (40-50%)

• Microscopic hematuria with or without proteinuria, often detected upon routine 
examination or evaluation of CKD (30-40%)

• Proteinuria, hypertension, or impaired kidney function (<10%)

• AKI or RPGN (rare)



Associated conditions

• Chronic liver disease – alcoholic cirrhosis, biliary atresia, alpha-1 antitrypsin deficiency 
esp in children

• Celiac disease

• HIV

• MRGS

• With other glomerular diseases
• Minimal change disease (a variant of IgAN, behaving as MCD and should be treated as such)

• GPA 

• Other conditions – dermatitis herpetiformis, lymphoma, inflammatory bowel disease
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M1 E1 S1 T0–C1

Two patients with IgAN – one from Hong Kong (2024) and one from UK (2018)

Kidney biopsy  



IgA nephropathy: East vs West

5 distinguishing features



Percentages of patients with glomerular

disease who have IgAN Stamellou E, Seikrit C, Tang SCW, et al. IgA nephropathy. Nat Rev Dis Primers. 2023



Worldwide geospatial risk differences in IgAN

Kiryluk K, et al. PloS Gen 2012



Correlation of average country latitude with country-specific genetic risk 

and IgAN–attributable kidney failure across Europe

Kiryluk K, et al. PloS Gen 2012



Kiryluk K, et al. PloS Gen 2012



Sem Nephrol (Sep) 2018

Several of these loci 
encode proteins that 

modify activation of the 
alternative pathway of 

complement or the 
enzymatic O-

glycosylation of IgA1

Feehally J, et al. J Am Soc Nephrol. 2010
Gharavi AG, Kiryluk K, et al. Nat Genet. 2011

Yu XQ, et al. Nat Genet. 2011
Kiryluk K, et al. Nat Genet. 2014

Li M, et al. Nat Commun. 2015

Megsin/Defensin/ 

April genes only seen 

in Chinese
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GWAS of Gd-IgA1 levels in 513 unrelated UK individuals 

showing association with alleles at a single locus on 

Chromosome 7

Locus Notable genes at a 

locus

Number of 

risk alleles

Study Design GWAS report of significant association

1p13 VAV3 1 Case-control Kiryluk67

1q32 CFHR1, CFHR3 1 Case-control Gharavi65, Kiryluk67

3q27.3 ST6GAL1 1 Case-control Li68

6p21 Multiple HLA genes 7 Case-control Feehally64, Gharavi65, Kiryluk67, Yu66, Li68

8p23 DEFA1, DEFA3 3 Case-control Yu66, Kiryluk67, Li68

8q22.3 ODF1-KLF10 1 Case-control Li68

9q34 CARD9 1 Case-control Kiryluk67

11p11.2 ACCS 1 Case-control Li68

16p11 ITGAM, ITGAX 2 Case-control Kiryluk67, Li68

17p13 TNFSF13 1 Case-control Yu66, Kiryluk67

22q12 LIF, OSM 1 Case-control Yu66, Gharavi65, Kiryluk67

7p21.3 C1GALT1 1
Serum Gd-

IgA1 levels
Kiryluk95, Gale43

Xq24 C1GALT1C1 1
Serum Gd-

IgA1 levels
Kiryluk95

3. Differences in actual gene loci: Insights from GWAS’s from the East and the West

https://www-ncbi-nlm-nih-gov.eproxy.lib.hku.hk/core/lw/2.0/html/tileshop_pmc/tileshop_pmc_inline.html?title=Click%20on%20image%20to%20zoom&p=PMC3&id=5491291_ASN.2016091043f3.jpg


4. Difference in Clinical Course between Chinese and Europeans

Szeto CC, et al. Am J Med 2001 Gutiérrez E, et al, JASN 2012

Proteinuria >1g/d: 33%

Proteinuria >1g/d: 4%



•Differences in IgAN between Caucasian and Asian populations:
o Clinical presentation
o Diagnosis
o Natural history of the disease
o Current treatment in clinical practice, including specific data on 

steroids, tonsillectomy, mycophenolate, hydroxychloroquine, etc.
o Disease progression to ESKD
o Transplantation and recurrence

https://pmc.ncbi.nlm.nih.gov/articles/PMC9681628/figure/fig1/

Slope of eGFR 

change in 
control arm

– 1.6 ml/min/1.73m2        – 5 ml/min/1.73m2





IgA nephropathy is not a benign disease even if proteinuria is < 
1g/day

16

Patients diagnosed < 18 years had significantly longer 

median kidney survival than adults (log-rank P < 0.001)

Patients with proteinuria >0.88 g/g were likely to progress to 

kidney failure or death more quickly than those <0.88 g/g

Pitcher, D et al; C J Am Soc Nephrol 2023 18:727-738



Pitcher, D et al; C J Am Soc Nephrol 2023 18:727-738

UK RaDaR Study
Almost all 2,299 adults and 140 adolescents with IgAN, 

UP >0.5g/d & eGFR <60 ml/min at diagnosis from RaDaR 

will develop kidney failure within their expected lifespan, 

unless eGFR attrition is < 1ml/min/year







*https://qxmd.com/calculate/calculator_499/international-igan-prediction-tool

Or simply type QxMD IgAN in your search engine

https://qxmd.com/calculate/calculator_499/international-igan-prediction-tool


Risk of Progression to ESKD 5 years later: 14.3%

90
120

70

1
21

If E and S lesions are present: 13.86%

If T1: 24%; If T2: 38% Japanese: 28%

Caucasian: 20%



5. Difference in response to 
Therapy, e.g. Steroid/ MMF / CTX



JAMA 2022
Rauen T, et al. 2015

Baseline eGFR and proteinuria Baseline eGFR and proteinuria



Mycophenolate mofetil: Caucasian patients

Maes BD et al. Kidney Int 2004

UP > 1g/d; BP > 140/90

Histologic unfavorable criteria

N=21

N=13

Belgium

Frisch G, et al. Nephrol Dial Transplant 2005

N=15

N=17

Presence of severe glomerulosclerosis or 
tubulointerstitial atrophy/ fibrosis

USA

N=52→44 (7-70y); RASB+FOx3m→MMF vs pla if UP >0.6 – 0.8 g/g

Hogg R, et al. AJKD 2015

USA
Canada

Italy
UP > 2.4g/d; RBC > 76/HPF

Bx: 10% florid crescents

MPx3/Pred + MMF x 6m

Roccatello D, et al. J Nephrol 2012



2017



2023

170 participants (eGFR >30 and UPC>0.75g/d despite 3 months 

of SC with losartan) were randomized in a 1:1 ratio to:

MMF (initially, 1.5 g/d for 12 m) plus SC or SC alone

2x sCr, kidney failure (dialysis, transplant, or 

kidney failure without KRT), or death due to 

kidney or CV cause



KDIGO CPG 2024 (Public Review 30 Aug – 30 Sep 2024)



F/48, Chinese, IgA nephropathy: M1E1S1T0 

UPCR 1.7 mg/mg  → 1.57 mg/mg after 7 weeks of MTD ARB

Patient was treated with MMF 750 mg bd and Prednisolone 20 mg/d MMF

750mg bd



CONCLUSION

• Although IgA nephropathy follows typical patterns of presentation, there are great 
variations which can range from isolated asymptomatic microscopic hematuria, gross 
hematuria, low-grade proteinuria, CKD, HT, to nephrotic syndrome, RPGN and AKI

• There are also distinct differences between patients from the East and the West
• Epidemiology
• Clinical course
• Genetic risks and loci
• Response to treatment 

• Unmet needs
• Is IgAN a different disease between Caucasians and Orientals
• Should they be managed differently?
• Lack of validated biomarkers to guide choice of treatment – precision medicine?



欢迎关注我的

HK City Hall Concert Hall

19 Nov 2024 
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