


Proposed pathways involved in the pathogenesis of IgAN: multi-hit mechanism. 

Suzuki H et al. JASN 2011;22:1795-1803



IgAN. Clinical Presentations

Most Frequent Presentation: 

Microscopic hematuria+proteinuria with or without episodes of gross hematuria (usually

coincidental with respiratory infections)

«Atypical presentations» 

-AKI accompanying episodes of  macroscopic hematuria

- Malignant hypertension/Thrombotic microangiopathy lesions in kidney biopsy

- Crescentic IgAN (>50% glomeruli with crescents)

- Complete nephrotic syndrome



Remission of proteinuria 
improves prognosis in IgA nephropathy
Heather N Reich et al
J Am Soc Nephrol 2007;18:3177-3183

Pitcher D at el. Long-Term Outcomes in IgA 

Nephropathy. Clin J Am Soc Nephrol

2023; 18(6):727-738



Cohort of 112 biopsy-proven IgAN, regularly monitored with urine sediment 

examination

Two groups according with the mean value of hematuria (erythrocytesxhpf) during follow-up 

(Time-averaged hematuria:  TA-H):

-Persistent Hematuria (TA-H >5 hxhpf)

-Negative or minimal Hematuria (TA-H <5 hxhpf) 

Patients were also divided according to the magnitude of Time-averaged  proteinuria (TA-P):

-TA-P <0.75 g/d

-TA-P >0.75 g/d 

JASN 2017;28:3089-3099







Kidney Int, 2014; 86:828

MEST-C score

➢ Mesangial proliferation

➢ Endocapillary hypercellularity

➢ Segmental glomerulosclerosis

➢ Tubulointerstitial fibrosis

➢ Crescents



IgAN Management 

Non-Immunosuppressive drugs

(+ conservative antiproteinuric/renoprotective

measures: smoking, obesity, physical activity, salt

restriction)

-RAS blockers (ACEI; ARBs) 

-Antiproteinuric diuretics (antialdosteronics; 

thiazides; chortalidone; amiloride)

-SGLT2i

-Sparsentan

-Endothelin antagonists

(Atrasentan and others; ongoing trials)

Immunosuppressive/pathogenically-

targeted drugs

-Corticosteroids

-MMF

-Targeted-released budesonide

Ongoing trials with positive preliminary results

-Anti-April drugs

-Complement blockers (Iptacopan, Avacopan, 

Eculizumab, Cemdisiran)
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Treatment of IgA nephropathy with ACE inhibitors

A randomized and controlled trial 

44 IgAN patients

SCr < 1.5 mg/dl

Proteinuria > 0.5 g/24 h, 

P<0.05

Praga M et al 

J Am Soc Nephrol 2003; 14:1578-1583

Renal survival 

(50% increase in SCr)





Caravaca-Fontán F et al. NDT 2024

IgAN=192
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Significantly less side effects

in the MMF+ low Prednisone arm



Hou, JAMA Netw Open. 2023 Feb 1;6(2):e2254054

170 patients

randomized to:

-MMF 1.5 g/d for 12 m,

0.75-1.0 g for at least 6 months

plus SOC

OR

-SOC alone

Outcomes:

-Composite of doubling of SCr,  ESKD or

death

-Progression of CKD: 

eGFR decrease >30% if baseline eGFR>60

«              >50%         «               <60 



Increased production of Gd-IgA1
in the distal intestine (ileum)





Targeting APRIL in the Treatment
of IgA Nephropathy

Refractory IgAN?

Cheung CJASN 2024; Mathur NEJM 2024



Refractory IgAN?

Caravaca-Fontan CKJ 2024; Espinosa, CJASN 2014



IgAN. Clinical Presentations

Most Frequent Presentation: 

Microscopic hematuria+proteinuria with or without episodes of gross hematuria (usually

coincidental with respiratory infections)

«Atypical presentations» 

- AKI accompanying episodes of  macroscopic hematuria

- Malignant hypertension/Thrombotic microangiopathy lesions in kidney biopsy

- Crescentic IgAN (>50% glomeruli with crescents): No RCT: Corticosteroids, Cyclophosphamide… 

(KDIGO 2021)

- Complete nephrotic syndrome: Treatment similar to that Minimal change disease



Complete recovery of renal function

in every patient 1-2 months after the

onset of gross hematuriama necrosis. 

Mean age: 24 yr

Praga M et al. Kidney Int 28: 69-74, 1985

Factors associated with an incomplete recovery:

➢ Age  > 50 yr

➢ Duration of gross hematuria > 10 d

➢ Baseline renal function

➢ Severity of tubular necrosis





Cavero T et al, NDT 2023; 38(5):1217-1226 

Caravaca-Fontan F et al. Clin Kidney J 2023 



Conclusions

➢ Treatment decisions should be based on the amount of Proteinuria, the

presence/amount of Hematuria, the evolution of renal function (eGFR) and 

histologic lesions (MEST-C score)

➢ Differentiate Antiproteinuric/non-inmmunosuppressive treatments:

RAAS  blockers, SGLT2i, endothelin blockers

from Immunosuppressive/pathogenically targeted drugs

Corticosteroids, MMF, TR-budesonide, anti-APRIL/BAFF drugs, complement blockers

➢ Immunosuppressive/pathogenically targeted drugs for patients with

proteinuria >0.75-1 g/d, hematuria, active lesions, declining eGFR



!! ευχαριστώ !!


