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Abstract title:

Effect of iptacopan on proteinuria and complement biomarkers over time in IgA nephropathy

Abstract text:

Introduction: IgA nephropathy (IgAN) is the most common form of primary glomerulonephritis worldwide.
The alternative complement pathway (AP) plays a key role in the pathogenesis of IgAN. Iptacopan
(LNPO23) is an oral, first-in-class, highly potent proximal complement inhibitor that specifically binds factor
B and inhibits the AP. In a Phase 2 study, iptacopan treatment led to a dose-dependent reduction in

proteinuria and inhibition of the AP in patients with IgAN.

Methods: This parallel-group, adaptive design Phase 2 study (NCT03373461) randomized patients with
biopsy-confirmed IgAN to one of four iptacopan doses (10, 50, 100, or 200 mg twice daily [bid]) or
placebo bid for either a 3-month (Part 1; N=46) or 6-month (Part 2; N=66) treatment period. In this
analysis, we report changes in proteinuria (ratio to baseline in urine protein-to-creatinine ratio [UPCR]),
and biomarkers of complement activity (plasma Bb, FB, complement 3 [C3] and complement 4 [C4],
serum Wieslab activity, and urine soluble complement 5b-9 [sC5b-9]) with iptacopan 200 mg bid (n=26)

vs placebo (n=25) at 3 months (pooled Part 1 and 2 data) and 6 months (Part 2).

Results: UPCR decreased by 31% (80% CI: 23%, 39%) versus 12% (0%, 20%) from baseline to

3 months and by 41% (49%, 31%) versus 2% (-20%, 23%) from baseline to 6 months (post-hoc analysis
of Part 1 and 2) in the iptacopan 200 mg bid arm versus the placebo arm, respectively. Iptacopan
selectively inhibited the AP as demonstrated by changes from baseline in Wieslab activity, Bb, and FB
levels, and small increases in C3 compared to baseline; C4 levels remained largely unchanged, indicating
that iptacopan does not inhibit classical/lectin pathway (Figure 1A). Iptacopan suppressed complement
terminal pathway activity in the urine, demonstrated by reduced urine sC5b-9 to near the range observed
in healthy volunteers (Figure 1B). AP inhibition was sustained to 6 months of treatment (Figure 1A and

1B).
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Conclusion: In accordance with its mechanism of action, iptacopan 200 mg bid inhibited activation of the
AP and resulted in clinically meaningful reductions in proteinuria in patients with IJAN. The magnitude of
reduction with iptacopan 200 mg bid is expected to translate to a reduced risk of chronic kidney disease
progression. These results strengthen the therapeutic rationale for selective AP inhibitors such

as iptacopan in IgAN and further support its evaluation in preventing renal function loss in the ongoing

Phase 3 APPLAUSE-IgAN trial (NCT04578834; currently recruiting).

These data were previously presented at ASN Kidney Week 2022.

Figure 1A. Effect of iptacopan on biomarkers of complement activation
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bid, twice daily; C3, complement 3; C4, complement 4; FB, factor B; m, month; SD, standard deviation.
3-month analyses include data pooled from Part 1 and Part 2 (N=26 for iptacopan 200 mg bid and N=25 for placebo), while 6-month analyses include data from Part 2 only
(N=11 for each group). N=number of all patients included in the analysis; n=number of patients with non-missing measurements at each timepoint.
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Figure 1B. Effect of iptacopan on urine sC5b-9
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bid, twice daily; geo-CV, geometric coefficient of variation; m, month; sC5b-9, soluble membrane attack complex.
*3-month analyses include data pooled from Part 1 and Part 2 (N=26 for iptacopan 200 mg bid and N=25 for placebo), while 6-month analyses include data from Part 2 only
(N=11 for each group). tData on File. Based on n=6 healthy donors. Novartis. N=number of all patients included in the analysis; n=number of patients with non-missing

measurements at each timepoint.
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