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Abstract: SA-OR076

Povetacicept for Treatment of IgA Nephropathy: RAINIER Phase 3 Interim 
Efficacy and Safety Analysis (IA)
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Background

BAFF and APRIL play distinct roles in B cell proliferation, differentiation, function, and 
survival. In IgAN, elevated expression of both BAFF and APRIL drives B cell activation, 
differentiation, and proliferation, promoting overproduction of Gd-IgA1 and anti-Gd-IgA1 
autoantibodies that form pathogenic immune complexes. Povetacicept is an enhanced, variant 
TACI–crystallizable fragment fusion therapeutic engineered for dual BAFF/APRIL inhibition 
with robust binding affinity and potency, favorable pharmacokinetics, broad tissue distribution, 
and administered subcutaneous (SC) Q4W with a small volume, thin needle autoinjector.

Methods

The RAINIER Phase 3, randomized, double-blind, placebo (pbo)-controlled trial is ongoing in 
adults with biopsy-proven IgAN: 557 participants on optimized standard-of-care were 
randomized to povetacicept 80 mg (N=371) or pbo (N=186) SC Q4W (main cohort). 
Prespecified efficacy IA included 199 participants (N=131 povetacicept; N=68 pbo). The IA 
primary endpoint was change from baseline in 24hr-UPCR and secondary endpoints were change 
from baseline in Gd-IgA1 and proportion of participants with hematuria resolution, all at Week 
(Wk)36.

Results

Povetacicept significantly reduced 24hr-UPCR (-52.0%) compared to pbo (-4.3%) at Wk36, with 
pbo-adjusted treatment effect of 49.8% (95% CI: 39.2% to 58.6%; P<0.0001). The treatment 
effect on change from baseline in 24hr-UPCR at Wk36 was consistent across all subgroups 
evaluated. More participants (42.2%) on povetacicept achieved 24hr-UPCR <0.5 g/g at Wk36 
compared to those on pbo (6.2%). Gd-IgA1 was significantly reduced with povetacicept (-
77.4%) compared to an increase with pbo (+9.1%), with pbo-adjusted effect of 79.3% (95% CI: 
75.9% to 82.2%; P<0.0001). Among those with hematuria at baseline, povetacicept led to 
significant hematuria resolution (85.1%) compared to pbo (23.4%), with a pbo-adjusted 
treatment effect of 61.7% (95% CI: 44.9% to 78.4%; P<0.0001). Povetacicept was generally safe 
and well tolerated with a similar incidence of adverse events (75.0% vs 78.4%) and serious 
adverse events (3.0% vs 4.3%) to pbo.

Conclusion

Povetacicept results in rapid, sustained, and clinically and statistically significant reductions in 
proteinuria, Gd-IgA1, and hematuria compared to pbo at Wk36 and was generally safe and well 
tolerated, indicating povetacicept is a disease-modifying therapy for adults with IgAN.
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