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Rationale
» Hematuria is a hallmark of active glomerular « Persistent hematuria is associated with
injury and a common clinical manifestation increased risk of kidney function decline
of IgA nephropathy*® and poor prognosist®
VISIONARY Overview
Sibeprenlimab sc  ONngoing, randomized, At the prespecified
400 mg Q4W multicenter, double- interim analysis, Sibeprenlimab was
(n=259) blind, placebo- sibeprenlimab achieved generally well tolerated,
controlled trial evaluating a 51.2% (P<0.001) with no significant safety
Placebo SC Q4w Sibeprenlimab vs placebo placebo-adjusted concerns or imbalance of
(n=251) in adults with IgA \L reduction in uPCR-24h infection risk*
nephropathy* after 9 months*?
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0 u 0
Number 131 138 40 97 Number 152 168 111 129
of patients: of patients:
Trial week: Baseline 48 Trial week: Baseline 48

The total number of patients at baseline excludes the patients who were
lacking RBC count data at baseline (sibeprenlimab: n=21; placebo: n=30)

Key Takeaways (scan the QR code to learn more)

« In the interim analysis of the VISIONARY trial, patients treated with sibeprenlimab demonstrated
a greater reduction of microscopic and dipstick hematuria compared with placebo®

« Interpretation of hematuria outcomes is limited by nonstandardized definitions, testing,
and variability in urine sample timing and handling, reducing comparability across studies.
Hematuria remains an unvalidated exploratory endpoint in clinical trials!

These findings complement sibeprenlimab’s effect on Gd-IgA1 and proteinuria,
supporting its potential as a disease-modifying therapy in IgA nephropathy by
inhibiting APRIL and reducing pathogenic Gd-IgA1l levels*¢

aThis analysis was performed on patients in the interim analysis set who had a baseline uPCR measured from at least one 24-hour urine sample.*

APRIL, a proliferation-inducing ligand; FDA, Food & Drug Administration; Gd-IgAl, galactose-deficient IgAl; IgA, immunoglobulin A; HPF, high-power field; O«I- |<
Q4W, every 4 weeks; RBC, red blood cell; SC, subcutaneous; uPCR, urine protein to creatinine ratio; uPCR-24h, 24-hour urine protein to creatinine ratio. . S U O
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