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⚫ IGAN first decribed-Berger and Hinglais in 1968

⚫ HSP or IGAV now-first described by Heberden in 1801

⚫ Shonlein - in 1837 called it “peliosis rheumatica”

⚫ Henoch-in 1868 descibed GI symptoms with arthalgia & 30 

yrs later nephritis

⚫ In the 2nd Chapel hill consensus classification in 2012-

nomenclature changed to IGAV



⚫ Varies according to regions

⚫ Pacific rim (far east) contributes to 50% of all GN

⚫ In Europe 20-30% & 2-10% in USA

⚫ Lower prevalence in Africans, African Americans

⚫ Seen in all ages but more common during 2nd & 3rd decades

⚫ More common in males (M:F 2-3:1 ratio)



⚫ Retrospective study from Kuwait - 356 biopsies with  

diagnosis of GN in > 12 yrs patients, 85 (23.9%)  with IGAN; 

only 9.7%< 18 yrs had IGAN

BMC Nephrol. 2020;21:186

⚫ Nationwide  survey of kidney biopsies over 11-year period( 

2004 -2014);  7962 children <18 yrs  from 115 hospitals across 

China with biopsy-proven glomerular diseases showed the 

prevalence of IGAN as 17%

Clin J Am Soc Nephrol. 2018;13

⚫ Data from India prevalence 7-16%  

Renal Failure. 2011, 33:1, 102-107 



Western India



⚫ Data from the  Japanese renal registry (2007-12); 5679 

patients diagnosed as IGAN

Chronic nephritic syndrome in 88.5%, acute nephritic syndrome 

in 1.3%, recurrent or persistent hematuria in 1.4% & nephrotic 

syndrome in 3%

Clin Exp Nephrol. 2016 ;20

⚫ Amongst 426 children with IGAN 7% presented as NS

Pediatr Nephrol. 2017;32

⚫ Gross hematuria, persistent isolated microscopic hematuria, 

hematuria with proteinuria or recurrent gross or microscopic 

hematuria with ARI



⚫ Japanese cohort of 258 children, 62% microscopic hematuria 

with or without asymptomatic proteinuria & 26% had 

macroscopic hematuria, 12% presented with ANS or NS

Child Nephrol Urol. 1988;9

⚫ Study by South West Pediatric nephrology group from USA 

(n=218) (1972-1988)- 79% children had  gross hematuria at 

diagnosis & proteinuria of 2+ or more in  51%   biopsy

Kidney Int. 1982;22



Etiopathogenesis

⚫ -galactose-deficient IgA1 in 
serum, anti-glycan response, decreased clearance of defective 
IGA1 by liver,  formation & deposition of IgA1- immune 
complexes

⚫ Serum IGA levels increased in 5-70% patients

⚫ Elevated levels of Gd-IGA1 seen in patients with IGAN & 
IGAV

PLOS ONE 2016

⚫ Associated with adenoviruses, staph, streptococci, H. 

Parainfleunza, measles, rubella etc…

⚫ Stap aureus cell envelop antigen identified in glomeruli of 

68.1% (79/116) IGAN biopsy specimen from Japan

Kidney Int 2004; 66



Genetic factors 

& Infections 

Promote  glomerular & TI 

fibrosis

Hit 2,3 Regulated by 

3 MHC loci on Ch 

6p21

Hit 3&4-affected 

by complement 

factor H locus 

on ch1q32 that 

regulates 

complement 

cascade 



IgA1 accelerates podocyte apoptosis through direct 

& indirect pathways

Imbalance of Angiotensin II subtypes 1 

& 2 has role in inflammation; direct toxic 

damage of tubules by IgA



⚫ ACE, IL18 & HLA-B *35 

associated with worst renal 

prognosis

⚫ Specific genes coding for 

inflammatory pathways 

within blood vessels & 

Kidney

⚫ Racial presdiposition 

especially more in Asians

Rhematol Int 2013; 33



⚫ Semiquantitative & single grade like LEE & Haas 

classifications have been used in past; they suffer from  

problem of reproducibility 

⚫ Lee used  biopsy material from 142 Korean patients with 

IgAN;  primarily used glomerular changes for prediction of 

progression

⚫ Haas classification -histologic features of 244 cases of IgAN  

(1980 -1994) reviewed & subclassified using classification 

based on glomerular changes (mesangial hypercellularity & 

glomerular sclerosis)



Proportion of children  ~22.3%; 

from 8 countries on 4 continents 

• Median follow up 5years, median 

proteinuria 1.7gm/d, 90% FU > 

3yrs

• 29% ( & 23% adults) 

were on immunosupressants, 

mostly steroids & other agents only 

in 9% 





MEST-C ; 2016 update  based on pooled cohort of 3096 patients  from 4 retrospective 

studies (original Oxford cohort, VALIGA, 1 each from China & Japan)





⚫ IF findings-predominant or codominant IgA in all, IgG 32%, 

IgM in 8% & both in 11%

Child Nephrol Urol 1988;9

⚫ C3 deposits in mesangium in 64%, early components of 

classical pathway- C4, C1q absent;fibrin or fibrinogen related 

antigens present in 25-70%-diffuse mesangial distribution 

Clin Exp Immunol 1985; 62

⚫ EM not essential to make a diagnosis



⚫ Serum IGA levels in increased in 30-50% adults but only 8-

16% children

⚫ Galactose deficient IgA1 levels elevated

⚫ ASLO/C3 done to R/O PIGN

⚫ Serum IgA/C3 appears as a better marker to differentiate IGA 

from non IgA GN 

⚫ Serum IgA/C3 ratio >4.5 associated with worse outcomes

Intern Med 2004; 43

⚫ Increased urinary excretion of EGF, MCP-1, IL-6, LMW, 

mannose binding proteins, proteonomic data being evaluated



KDIGO clinical practice guidelines on management of chronic glomerulonephritis 2021



⚫ Uses clinical & histological data 

at the time of biopsy to risk 

stratify

⚫ Quantifies risk of progression

⚫ Equations derived from multi-

ethnic international cohort-

2781 patients with biopsy 

proven idiopathic IgAN & 

designed to predict  risk of  

50% decline in eGFR or ESKD 

after biopsy

KDIGO 2021 clinical practice 

guidelines for glomerular diseases









•Therapeutic 

Evaluation of Steroids 

in IGAN Global study-

Had to be stopped after 

1.5 yrs due to serious 

adverse effects

•STOP IGA 

nephropathy trial-162 

adults, decrease in 

proteinuria more in 

steroid group but at 3 

yrs the fall in eGFR

was similar



⚫ All children with proteinuria >0.2mg/mg should be treated with 

ACEI/ARB

⚫ For proteinuria >1gm/d; prednsisolone 1-2 mg/kg/d for 4 weeks 

followed by A/D tapering over 4-6months

⚫ MP pulses & IV CP for RPGN

⚫ In severe IGAN in Japanese patients-steroids, ACEI/ARB,  

AZA/mizoribine, anticoagulants for 2yrs

Clin Exp Nephrol 2016; 20



⚫ Phase 3 PROTECT study-antiproteinuric & renoprotective effects 

of (dual acting angiotensin II & endothelin type A 

receptor antagonist)

⚫ 270 participants with IgAN, 137 randomized to dapagliflozin & 

133 to placebo- FU median 2.1 yrs; eGFR decline was -3.5 & -4.7 

mL/min/yr, Dapa reduced UP/UC ratio by 26% relative to placebo

Kidney Int. 2021;100(1)

⚫ Safety & efficacy of a novel 

designed to deliver  drug to distal ileum-150 pts 

received 16mg, 8mg or placebo; TRF 16 mg/d, added to RAS 

blockade, reduced proteinuria (27.3%↓)

Lancet. 2017;389(10084)



• ESKD develops in 20% after 10 yr, 30% after 20 yr

• 10% children CKD (4 or 5) by 15 yr after initial diagnosis

• Poor prognostic indicator

➢ Heavy proteinuria, Persistent hypertension, Male , Crescentic
GN



IgAV
⚫ Small-vessel vasculitis characterized by non-thrombocytopenic 

purpura -100%, arthritis - 68%, abdominal pain - 53%, & nephritis-
30-50% 

⚫ Approximately school-aged children

⚫ Peak incidence (1.5:1; M:F)

Front Pediatr 2019

⚫ Almost 97% develop renal involvement within 6 mo of onset; mild 

in majority

⚫ Hematuria & low grade proteinuria commonest; nephritic syndrome 

or NS in <20%



IgAV Definition

Validated in 872 children<18 yrs of HSP; 

100% sensitivity & 87% specificity

Histopathologicaly 
characterized by 
immunoglobulin A 
(IgA), C3, & immune 
complex deposition in 
arterioles, capillaries 
& venules



Single hub & access point for 

pediatric rheumatology in 

Europe



Biopsy classification





IgAVN
⚫ ACEI for persistent proteinuuria

⚫

⚫ Oral prednisolone/ MP pulses as first line in moderate 

nephritis 

⚫ AZA/MMF/IV CP as 2nd line for moderate nephritis & 

maintenance for severe nephritis

⚫ CNI or oral CP not recommended      





⚫ Primarily due to renal involvement

⚫ 4 (11%) children of 122 with IgAV had CKD or death

Estimated incidence of ESKD from 2 large series 2-5%

⚫ 78 children with HSP ( )-44% with NS/ ANS at 

presentation had HTN/impaired renal Fx,; 82% with hematuria/+

proteinuria initially were normal, 16/44 (36.4%) pregnencies with 

HTN/proteinuria

⚫ Cresecents in biopsy an important prognostic indicator



⚫ Clinical recurrence uncommon but mesangial IgA deposits 

occur frequently

⚫ Recurrent disease associated with live related donation

⚫ Outcomes of 17 patients with HSP (19 renal transplants) with  

38 controls;  mean post-transplant FU 110 mo; actuarial 15-

year pt Survival 80% in HSP Vs 82% controls, 42% with 

crescentic GN had recurrence & half graft loss





THANK  YOU

IgAN & IgAV have good outcomes in pediatric age groups but 

have the propensity to progress into adulthood hence 

appropriate management is important to prevent long term 

consequences.....


