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INTRODUCTION METHODS

CONCLUSIONS
* Immunoglobulin A (IgA) nephropathy is a progressive immune-mediated
chronic kidney disease characterized by mesangial deposition of immune  |n this post hoc interim analysis of the Phase 3 VISIONARY trial, sibeprenlimab led to a similar clinically, statistically significant proteinuria reduction of ~50% regardless of background SGLT2i use, suggesting no additive benefit of SGLT2i use on outcomes

complexes containing pathogenic galactose-deficient immunoglobulin A1 * The safety profile was comparable between the sibeprenlimab and placebo groups regardless of background SGLT2i use

(Gd-IgA1) and associated autoantibodies’ » Sibeprenlimab use was associated with a notable reduction in serum Gd-IgA1 over time regardless of background SGLT2i use, supporting the notion that sibeprenlimab targets the specific drivers of disease alongside SGLT2is to manage generic drivers of disease,
and supporting use of sibeprenlimab independent of SGLT2i therapy

* VISIONARY will continue to evaluate the safety and efficacy of sibeprenlimab, including effects on estimated glomerular filtration rate, beyond 12 months. The ongoing VISIONARY open-label extension will also monitor the effects of long-term combined use of
sibeprenlimab with SGLT2is

* VISIONARY is a Phase 3, randomized, multicenter, double-blind, placebo-
controlled trial in adults with biopsy-confirmed IgA nephropathy (Figure 6)>*

— Eligible patients were randomized 1:1 to sibeprenlimab or placebo every

4 weeks for 100 weeks and stratified by screening uPCR-24h, estimated
» Sibeprenlimab is a humanized immunoglobulin G2 (IgG2) monoclonal glomerular filtration rate, and SGLT2i use3#
antibody that selectively blocks a proliferation-inducing ligand (APRIL), a key

driver of IgA nephropathy pathogenesis (Figure 1)'2 » Here we report on a post hoc analysis using the interim analysis population

from the main cohort (sibeprenlimab: n=152; placebo: n=168; data cutoff
V' September 4, 2024)

Figure 1. Sibeprenlimab mechanism of action’-°

RES U LTS « Background SGLT2i use did not affect the trajectory of spot urine protein to creatinine PD markers

ratio (UPCR) for sibeprenlimab or placebo over the course of 12 months (Figure 3) — Observed data were used to assess uPCR-24h reduction from baseline at

9 and 12 months and proteinuric remission at 12 months

Sibeprenlimab is a humanized 1gG2 Gd-lgA1-autoantibody

« Serum levels of Gd-IgA1 were unaffected by background SGLT2i status (Figure 5)

Immune complex
deposition in glomeruli

« Of 320 patients included in the interim analysis population, 39.4% (n=126) reported
SGLT2i use at randomization (sibeprenlimab: n=54; placebo: n=72; Table 1)

mADb that selectively blocks APRIL,
reducing pathogenic Gd-IgA1

iImmune complex

: « Similar results were observed for other PD markers, including APRIL, IgA, 1gG, and IgM
formation

Figure 3. Spot uPCR (g/g) over time by SGLT2i use? — UPCR-24h at 9 months was analyzed by ANCOVA
Figure 5. Serum Gd-IgA1 over time by SGLT2i use?

* Median baseline uPCR-24h was similar (1.22-1.29 g/g) between groups at baseline
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