lzicopan, a second-generation oral C5a receptor 1 (C5aR1) antagonist,
demonstrates promising therapeutic potential in kidney disease models
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Background: Izicopan is a next-generation small-molecule C5aR1 antagonist developed to provide Efficacy of izicopan in a Hamster Renal Ischemia-reperfusion Injury Model (IRI)
improved pharmacologic properties compared with avacopan, the first-in-class oral C5aR1 inhibitor.

|zicopan achieves therapeutic exposure within days in humans, compared with weeks for avacopan,
and demonstrates improved metabolic stability without evidence of time-dependent CYP3A4 inhibition.
Together, these properties support a differentiated pharmacokinetic profile with potentially reduced
drug—drug interaction liability.

The efficacy of izicopan was evaluated in a renal IRl model in LVG hamsters. Animals received a
single oral dose of 100 mg/kg izicopan via oral gavage, 4 hours before surgery. Comparison of the
vehicle-treated and izicopan-treated IR| groups showed that izicopan significantly reduced plasma
CREA and BUN levels following IRI surgery, indicating that izicopan may be able to prevent kidney
injury induced by ischemic reperfusion. lzicopan treatment significantly improved overall histological
scores, as well as infarction and necrosis scores, compared with vehicle-treated controls.

Methods: C5a—C5aR1 signaling promotes neutrophil activation and recruitment and contributes to
inflammatory kidney injury across diverse disease settings, including immune complex—mediated
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