Efficacy and safety of Iptacopan In
patients with C3 glomerulopathy: KEY FINDINGS & CONCLUSIONS
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* Here, we present the results from
the final analysis at 12 months when
all adult participants completed the

Iptacopan (LNP023; 200 mg twice daily [b.i.d.]) is an oral, proximal open-label period of the study

complement inhibitor that targets Factor B and inhibits the AP8?° (Figure 1)

Immunosuppression, and participation in clinical trials is recommended for
high-risk patients unresponsive to current treatment approaches’

» To evaluate the effect of iptacopan on proteinuria at 12 months

Key secondary » To evaluate the effect at 12 months of iptacopan on a composite renal endpoint

objectives » To evaluate the safety and tolerability of iptacopan over 12-month treatment period

RESUL | S Secondary endpoints
- High baseline estimated glomerular filtration rate (eGFR) across both treatment groups with higher urine * Iptacopan showed a further improvement in participants meeting the composite renal endpointz 50% UPCR reduction
protein-to-creatinine ratio (UPCR) in iptacopan arm (Table 1) and stable eGFR (=15% reduction) at 12 months (Figure 5)
: . * Iptacopan stabilized eGFR in placebo arm after switching to open-label iptacopan (Figure 6
Table 1. Disease characteristics PLacop P JIO0OP ptacopan (Fig )
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Baseline total urinary protein (24h) — n (%) 23 g/day 27 (71.1%) 21 (58.3%)
Baseline UPCR (24h) = n (%) >3 glg 21 (55.3%) 11 (30.6%) < Placebo  Iptacopan _ @ 6 17— Double-blind period ——> Open-label period —»
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C3GN 26 (68.4%) 32 (88.9%) Full analysis set. *Composite endpoint defined as 250% UPCR reduction mycophenolic acid treatment at randomization (yes v no) as fixed effects, treatment visits as
: . and stable eGFR (£15% reduction). eGFR, estimated glomerular filtration interaction term and baseline eGFR and log (baseline UPCR) as covariates. Analysis uses
C3G subtype at diagnosis — n (%) DDD 9 (23.7%) 1 (2.8%) rate; n, number of participants who reached the endpoint at designated visit. all non-missing data including following an intercurrent event; no imputation of missing data.
Mixed C3GN/DDD 2 (5.3%) 2 (5.6%) _ _
Figure 7. eGFR slope by treatment group Table 3. Safety profile
Primary endpoint pre- and post-iptacopan treatment initiation Iptacopan | Iptacopan
o o _ _ _ uo to 6 months 200 mg b.i.d. 200 mg b.i.d.
Statistically significant 24h UPCR reduction demonstrated at 6 months vs. placebo was sustained up to 12 months (Figure 2) P 12 months | Overall*
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continuous covariate, participant-level intercept and slope (time) as random effects. Intercurrent events handled with a treatment policy strategy.

« Decrease in participants with nephrotic range proteinuria (UPCR 23 g/g) at Month 12 (-18%). Increase in participants : : ..
achieving UPCR <1 g/g after 12 months (+24%) (Figure 4A) Table 2. C3 deposit score at 6 months vs. placebo (nominally significant)

: . : : : : : : : : Iptacopan vs. Placebo
* Increase in participants with nephrotic range proteinuria (UPCR 23 g/g) with placebo during double-blind (+11%) with et | . Adiusted mean (95% CI)  Adjusted mean difference (95% Cl)  1-sided p-value

subsequent reduction following switch to iptacopan in the open-label period (-14%). Increase in participants achieving e 68 darasiion saae [ ) a5 | 2 0781 (1811 0.950
UPCR <1 g/g after switching to iptacopan in the open-label period (+14%) (Figure 4B) P Pracopa 0781 (1,811, 0.250) -1.875 (-3.298, -0.452) 0.0053

. : : _ : .. _ Placebo 36 35 1.094 (0.111, 2.078)
- At Day 360, the percentage of participants with nephrotic range proteinuria decreased and more participants achieved

. - Change from baseline in C3 deposit score was analyzed using an analysis of covariance (ANCOVA) model which included treatment, corticosteroid or mycophenolic acid
a <1 g/qg level of proteinuria

treatment at randomization (yes vs. no) as fixed effects and baseline C3 deposit score as covariate.
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