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• Compound: Methylprednisolone, oral

• Dose: 0.6-0.8 mg/kg or 0.4 mg/kg per day

• 6-9 months of treatment, 4.2 years follow-up

• 503 patients divided in 2 groups

• eGFR: 61.5 (SD 23.6) ml/min/1.73m2

• Proteinuria: 2.42 (SD 1.98) g / dag

• ACE/ARB: all on max tolerated dose

2021

Effect on composite endpoint (40% eGFR

reduction, kidney failure, kidney death)

47% reduction
(HR 0.53, 95%CI 0.39-0.72, P<0.0001)

“High impact clinical trials ASN 2021” – TESTING study 

MPNS

Placebo



2021
Serious Adverse Event rate

“High impact clinical trials ASN 2021” – TESTING study 

Full dose (N=136): NNT benefit 8.5 vs harm 8.1

Reduced dose (N=121): NNT benefit 6 vs harm 41 

• Compound: Methylprednisolone, oral

• Dose: 0.6-0.8 mg/kg or 0.4 mg/kg per day

• 6-9 months of treatment, 4.2 years follow-up

• 503 patients divided in 2 groups

• eGFR: 61.5 (SD 23.6) ml/min/1.73m2

• Proteinuria: 2.42 (SD 1.98) g / dag

• ACE/ARB: all on max tolerated dose



What’s new?



Potential new therapies for IgA nefropathy

Compound Target Mechanism of action

Atacicept B cells BLyS and APRIL inhibitor

Telitacicept B cells BLyS and APRIL inhibitor

BION-1301 B cells APRIL inhibitor

VIS649 B cells APRIL inhibitor

Felzartamab B cells Anti CD38

Blisibimod B cells BAFF inhibitor

Fostamatinib B cells SYK inhibitor

Narsoplimab Complement MASP-2 inhibitor

Iptacopan Complement Factor B inhibitor

ONIS-FB-LRx Complement Factor B inhibitor

Ravulizumab Complement C5 inhibitor

Avacopan Complement C5aR inhibitor

Cemdisiran Complement C5 inhibitor

Pegcetacoplan Complement C3 inhibitor

Nefecon GALT Corticosteroid release in ileum

Atrasentan Glomerulair capillary pressure lowering Endothelin A receptor inhibitor

Sparsentan Glomerulair capillary pressure lowering Angiotensin II type 1 (AT1) receptor and ETA receptor inhibitor

Dapagliflozine Glomerulair capillary pressure lowering SGLT2 inhibitor
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Targeting GALT

• Compound: Nefecon, oral

• Mechanism: Steroid release in ileum

• 153 patients divided in 3 groups

• 9 months of treatment 

• eGFR: ~ 75-80 ml/min

• Proteinuria: ~ 1g / dag

• ACE/ARB: ~ 60%

2017

Effect on renal function
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• Compound: Nefecon 16mg/day, oral

• Mechanism: Steroid release in ileum

• 199 patients divided in 2 groups

• 9 months treatment

• eGFR: 35-90 ml/min

• Proteinuria: >1g / dag

• ACE/ARB: 100%

2021

Preliminary results

• Proteinuria decreased by 27% in 

Nefecon vs placebo (p=0.0005).

• 3.87 ml/min (7%) less eGFR 

decline in de Nefcon vs placebo 

(p=0.0029).

Targeting GALT



Targeting B cells



Targeting B cells

Nat. Rev. Rheumatol. doi:10.1038/nrrheum.2014.33



Targeting B cells

• Compound: BION-1301, i.v.

• Mechanism: B cells

• 63 patiënts divided over 4 groups

• 2,5 - 4 months treatment

• Healthy volunteers

2020



• Compound: BION-1301, i.v.

• Mechanism: B cells

• 20 patients divided over 2 groups

• 3 months treatment

• eGFR 35-90 ml/min

• Proteinuria >0,5 g / dag

• ACE/ARB: 100%

2021

Preliminary results

Targeting B cells



Targeting B cells
2021

• Compound: atacicept, s.c.

• Werking: B cells

• 16 patients divided over 3 groups

• 24 weeks of treatment

• eGFR: ?

• Eiwit in urine: >1,0 g / dag

• ACE/ARB: 100%

Effect on Gd-IgA1

Effect on proteinuria



Targeting complement



Targeting Complement

JASN 2017, 28 (9) 2571-2578
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Targeting Complement

• Compound: Avacopan

• Mechanism: C5a receptor antagonist 

• 7 patients

• 12 weeks treatment, 12 weeks follow-up

• eGFR: 66 (18) ml/min

• Proteinuria: UPCR: 1801 (1181-3392) mg/g

• ACE/ARB: 100%

2017

Results:

• Proteinuria improved in 6 patients

(on average -80 mg/g/week)

• 3 patients achieved a UPCR <1 

g/g

• 2 of these 3 patients returned to 

baseline levels at the end of the 

12-week follow-up

• eGFR was did not change



Targeting Complement

• Compound: Narsoplimab

• Mechanism: MASP-2 inhibitor

• 9 patients divided over 2 groups

• 3 months treatment

• eGFR ~ 37 ml/min

• Eiwit in urine: > 1 g / dag

• ACE/ARB: 100%

2020

61% reduction in 

proteinuria



Targeting Complement

• Compound: Iptacopan

• Mechanism: Factor B inhibitor

• 87 patients divided over 5 groups

• 12 weeks treatment

• eGFR: >30 ml/min

• Proteinuria: >1 g / dag

• ACE/ARB: 100%

2021

23% reduction in 

proteinuria



Glomerular capillary pressure lowering



• Phase 3 clinical trial

• N = 404

• Sparsentan vs irbesartan

• Duration: 114 wks

• Proteinuria of ≥1 g/day

• eGFR ≥30 mL/min/1.73 m2

• On ACEi/ARB  

Press release august 2021

unblinded interim analysis

Mean reduction in proteinuria 

from baseline at Week 36 in first 

280 patients: 

Sparsentan 49.8 % vs Irbesartan 

15.1% (p<0.0001)



Baseline characteristics

Kidney Int 2021;100:215-24

• 270 investigator reported IgAN

• 254 biopsy proven IgAN

• 137 dapagliflozin / 130 placebo

• Median follow-up 2.1 years

• 14% DM2

Age 51 years

Female 33%

SBP 127 mmHg

eGFR 44 ml/min/1.73m2

UACR 900 mg/g

ACEi or ARB 100%



Composite primary outcome

• ARR of 11% 

Kidney Int 2021;100:215-24



-3.5

versus

-4.7

ml/min/1.73m2

per year

Kidney Int 2021;100:215-24

Change from baseline eGFR



Kidney Int 2021;100:215-24

Change in proteinuria

25% reduction

in UACR



Conclusion

• Dapagliflozin reduces risk of eGFR decline 

>50%, ESRD, renal or cardiovascular death in 

IgAN patients.

• RR 71%, ARR of 11% over 2.1 years period

• No prior trial of any therapeutic agent in IgA 

nephropathy has demonstrated an effect of this 

magnitude

• Safety was excellent

• Limitation is that it is not clear whether RASi

dosage had been proactively maximized. 

Kidney Int 2021;100:215-24



Conclusion

Supportive care: 

• Additional glomerular capillairy pressure lowering with SGLT2 or AT1/ETA inhibitor 

seems beneficial -> Study results need to be awaited.

Immune targeting therapies in patients with eGFR > 30 and protenuria > 1g/day:

• Latest results from TESTING indicate efficacy of corticosteroids, but patient selection

and dosage is important to balance benefit vs harm.

• Enteral corticosteroids seems beneficial and may bring a better balance in benefit vs

harm -> Phase 3 study results need to be awaited.

• Substantial activity in drug development for IgA nefropathy, targets include B-cells and

complement -> Phase 2 and 3 studies are being set up / ongoing.



Future challenge: 
How to identify which patient

benefits from which

treatment (biomarker, 

biopsy, clinical

characteristics, adverse 

events profile, etc..)?

• AT1/ETA receptor blocker

• SGLT2 inhibitor

• Enteral corticosteroids

• B cell directed therapy

• Complement inhibitor

?

?

KDIGO 2021


