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Nouveaux traitements disponibles ?

Anciens traitements disponibles
Nouveaux traitements (non)disponibles



Lai, Nat Rev Dis Prim, 2018
Stamellou, Nat Rev dis Prim, 2023

Physiopathiology (briefly !): 
4 hits hypothesis



New paradigm

KDIGO, 2024



2012-2019, 503p, China++, 35,6y, eGFR 61,5ml/mn/1,73m2, Pu 2,4g/j, M1 60%, S1 70%, E1 20-30%, T2 10-15%

MethylP 0,4mg/kg (max 32mg), tapering 6-9m, Trimet/Sulf

Iry outcome (40% GFR or ESRD or death), Mean FU 4,2y

74 (steroids) vs 106 (placebo), HR 0,53 !

Pu

Serious adverse events: low dose steroids: 
6 vs 3 patients, 1 death

Lv, JAMA, 2022

eGFR

eGFR slope: 
-2,5 vs -4,9 ml/mn/1,73m2/y



364 patients, FU 24months 

TRF-Budesonide: 16mg/d, 9months; Iry outcome: time-weighted eGFR over 2y

43y, 76% caucasian, Median UPCR 1,48g/g, median eGFR 55ml/mn/1,73m2, Hu 70%

RB~2,5y

TRF-Budesonide

eGFR
-6,11 vs -12 ml/mn/1,73m2 /2 y

Δ=5,9 ml/mn/1,73m2

uPCR
40% reduction/baseline

Lafayette, Lancet, 2023

?
No Haematuria: 

59% vs 34%



170p, 36y, chinese, UPCR 1,9g/d, eGFR 50ml/mn/1,73m2, Hu 100%, RB<1y (90%); M1 100%, E1 10%, S1 83%, T2 54%, C1 40%

MMF: 1,5g 12m then 1g at least 6 m (mean 30m)

Iry outcome: doubling sCreat, ESRD, CKD progression

Infections: 16% vs 10% (ns)

Risk reduction 77%

80 MMF, 77 SC; mean eGFR loss/y: 6,1 (MMF discontinuation) vs 7,1 ml/mn/1,73m2

Post trial: 60 months

eGFR slope/y: -1,2 vs -3,8 ml/mn/1,73m2

Hou, JAMA Netw Op, 2023



Nephroprotection:  Sparsentan
404 IgAN, RAS blockers and Pu >1g/d; 69% male, 64% caucasian, Proteinuria >1,7g/d and eGFR 57ml/mn; RB ~6y

Sparsentan 400mg vs Irbesartan 300mg, FU 2y (data at 36w, prespecified), No SGLT2i

Iry Outcome: proteinuria at W36

Pu: -49,8% vs -15,1%
Similar control of BP 

No excess in TEAE

Heerspink, Lancet, 2023

eGFR

uPCR

eGFR slope: 
-2,7 vs -3,8 ml/mn/1,73m2/y



Emerging
therapies ?

Endothelin Receptor
Antag

B and plasma cell

Complement: 
B, C3, C5



Phase 3
Interim analysis (270patitents/group): 
9 months: evolution of proteinuria
(repeated measures model)

2021-2023, 45y, 41% female, 57% Asian, 
eGFR 58,9ml/mn/1,73m2, Pu 1,4g/d, Hu ?

7-16% discontinuation
99% RASi

Diagnosis: 5,6y before inclusion

Heerspink, NEJM, 2024

Emerging therapies: 
Endoth Rec antogonism ?



p<0,001

Idem in 29 patients with SGLT2i, no difference in weight gain, blood pressure, or adverse events (anemia ?)

Heerspink, NEJM, 2024

Emerging therapies: 
Endoth Rec antogonism ?



Emerging therapies: complement ?



Phase 3
Interim analysis (125 patitents/group): 9 months: evolution of 
proteinuria (repeated measures model)

3 months run-in of supportive care, then iptacopan or placebo
« eGFR >45ml/mn/1,73m2 » or « eGFR> 30 and RB <2y with <T2 »

2021-2023, 39y, 48% female, 51% Asian, eGFR 62-65ml/mn/1,73m2

Pu 1,8g/d, Hu 70-78%

13%SGLT2i, 99% RASi

RB: 0,8y-1,3y before inclusion

HIGH RISK OF PROGRESSION 

Perkovic, NEJM, 2024



Hematuria disappearence: 38% vs 16%

Perkovic, NEJM, 2024

<1g/g: 54/119 (ipta)vs 24/110 (plcb)
< 0,5g/g: 18/119 (ipta)vs 7/110 (plcb)



Phase 2 study. Pu > 1g/g despite RASi, eGFR >30
66 patients, 46% female, 21% Asian, UPCR 1,67, eGFR 74ml/mn/1,73m2 , 17-21% SGLT2i

W36: UPCR: 42% reduction vs 17% (placebo); Favourable safety profile

Lafayette, JASN , 2024

ravu for all patients



Emerging therapies: B cells ?



Sibeprenlimab: anti-APRIL
320 patients, 62% men, 59% Asian, 0,75g/g, ACE/ARB, iSGLT2 40%,  no T2/C2 

Median: 42y, 63,4ml/mn/1,73m2, P/C 1,25g/g

Sibeprenlimab: 400mg sub cutaneous /week (ongoing phase 3)

<0,5g/g: 34/99, 34% vs 15/118, 12%
Perkovic, NEJM, 2025

Interim analysis W40



Emerging therapies: anti B cell: atacicept ?
203 patients, 57% men, 55% Asian, 99% ACE/ARB, iSGLT2 53%

Median: 40y, 65ml/mn/1,73m2, Proteinuria 2,2g/d

Atacicept: 150mg sub cutaneous /week (ongoing phase 3)

Hu resolution: 81% vs 12%

W36 proteinuria

No safety alert
Lafayette, NEJM, 2025



Emerging therapies: anti B cells ?
Felzartamab: anti-CD38; phase 2 study, different doses (max 9d in 5 months)

48 patients, UPCR 1,67, eGFR 74ml/mn/1,73m2

UPCR: 38% reduction at m15 (9 doses regimen); reduction in circulating IgA
Favourable tolerance profile

Floege, ERA 2024



Emerging therapies: anti B cells ?

Mezagitamab: anti-CD38; phase 1b study, 24w treatment

17 patients, 40y, UPCR 1,5, eGFR 74ml/mn/1,73m2

UPCR: 54% reduction at m9; reduction in circulating IgA; Favourable tolerance profile

treatment treatment

Barratt, ASN, 2024



Presentation at dara initiation Last follow-up from dara initiation

eGFR Alb PCR UHem Last IgAN KB 

(delay/dara 

initiation)

Protocol FU eGFR Alb PCR UHem Repeat KB 

(delay/dara

initiation)

58 NA 1,5 10000

0

M0E1S0T0C1 

(3m)

Dara Bor 

Dex, 9m

21m 51 48 0,1 1000 M1E1S0T0 C0

(3 m)

26 32,8 4,1 15000 M1E1S1T1 C1 

(2m)

Dara 

Dex, 9m

11m 59 42 0,5 <1000 M1E0S1T1 C0 

(4m)

17 36 0,73 10000

0

M1E0S1T0 C1 

(35m)

Dara 

Dex, 6m

16m 23,2 NA 0,1 4000 NA

25 27 4.47 90000 M1E1S1T0 C1 

(29m)

Dara 

Dex, 

12m

13m 32 42 0,9 7000 NA

Emerging therapies: anti B cells ?
Daratumumab (routinely available anti-CD38 antibody)

Daratumumab in high risk IgAN patients (n=4…)

Poux, Submitted



Hydroxychloroquine 
60 chinese patients, Pu 1,6g/d despite RASi,; HCQ: 50% Pu reduction M6

Liu, AJKD, 2019

Emerging therapies: anti-B cell ?



New paradigm ?

TESTING protocol + bactrim

120/70
mmHg

If available ?

Anti-B cells ? Complement ?

Seems relevant, but 
based on which study ?

No head to head
comparison

Which criteria to stratify these treatments ?



CONCLUSIONS: new available treatments ?

Nephroprotection and immunomodulation simultaneously

Various protocols (no pozzi…)

Low-dose steroids (Testing) for Asian? +/- MMF ?

TRF-budesonide or available enteric budesonide ?

Patrapornpisut, AJKD 2021; Ghaddar, Curr op nephrol Hypert, 2023; El Karoui, JASN, 2023; KDIGO 2024

How ?

When ?

The next: numerous new tools

Nephroprotection (Endoth Recept antagonism)
Timing, selection criteria

Anti-B cell treatments (BAFF-APRIL/ CD38) ? Complement ? Long term HCQ  ?



Individualized treatment approach: proposition

El Karoui, Fervenza, De Vriese,  JASN, 2023



Individualized treatment : just a proposition

El Karoui, Fervenza, De Vriese,  JASN, 2023

Targeting APRIL, BAFF, CD38



Benefit of iptacopan in subgroup analysis Reduction in C biomarkers (uC5b9: proteinuria ??)

Perkovic, NEJM, 2024


