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Effect of Iptacopan on proteinuria and CEY EINDINGS £ CONCL USIONS
COm plem ent blOmarkerS In IgA ° APPLAUSE-IgAN is the first Phase 3 study confirming the clinical benefit of alternative

pathway inhibition in IgAN

n e p h r O p a.t h y ( I g A N) : I n te r i m a.n a.I y S i S O f * Combined evidence from the Phase 2 and Phase 3 studies suggest an early systemic

alternative pathway inhibition and reduction of intrarenal alternative pathway

activation which is sustained up to 9 months.
t h e P h aS e 3 A P P L A U : ; I - I g A N S t u d y — In the Phase 2 study, iptacopan treatment showed systemic inhibition of the

alternative pathway and reduction of the urinary sC5b-9 to nearly healthy
volunteers’ range as early as Day 8

Dana V RiZkl, Dmltl"lj KOIIinSZ, Olymp|a PapaChriStOfiz, ThomaS HaChZ, — In the Phase 3 study, at Month 9 of treatment systemic alternative pathway

inhibition and urinary sC5b-9 reduction was in the ranges observed in phase 2 at

Marie-Anne Valentin?, Tobias Merkel?, Ronny Renfurm?, Vlado Perkovic3 earlier treatment time points
* The study is ongoing and will continue per protocol until completion (final readout

on behalf Of the APPLAUSE'IQAN StUdy inVEStigatorS projected in 2025) to confirm long-term efficacy and safety
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INTRODUCTION

IgA nephropathy (IgAN) is the most common primary glomerulonephritis worldwide with a global incidence of 2.5/100,000/year?
Overactivation of the complement system via the alternative pathway is a key driver of IJAN pathophysiology?

Iptacopan, an oral, first-in-class, specific inhibitor of Factor B of the alternative complement pathway, is the first approved complement inhibitor in IJAN by the US FDA.3 It selectively inhibits the alternative pathway and the
amplification loop, leaving direct signaling from the lectin and classical pathways intact*

The APPLAUSE-IgAN is a Phase 3, multicenter, randomized, double-blinded, placebo-controlled study (NCT04578834) evaluating the efficacy and safety of iptacopan vs placebo in patients with biopsy-confirmed IgAN and
proteinuria 21 g/g (24h urine) despite optimized supportive therapy. Here, we discuss the interim results of the exploratory biomarker analyses of the APPLAUSE-IgAN study

METHODS Study design
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Biomarker exploratory |
Alternative
an al yS eS constitutively active at low level E||g|b|||ty criteria
ACTIVATION e Adults Screening Randomization End of study
» Percentage change from baseline Tk . Biopsv-confirmed IaAN : i
in biomarkers of complement Inactive unless triggered oo b> ° 5
L ZEI @3 Convertases> * Proteinuria 21 g/g based on 24h Run-in | @ C? Iptacopan 200 mg b.i.d.P i\
activity: = urine (24h-UPCR) despite 8 i | | Rollover
_ = . . ) _ ! ' | open-labe
— Serum: C4, C3, Wieslab é / maximally tole_:rated RASl for | ----——\'@ 1:1 i ' [ extension
| % g— \ Plasma Bb (catalytic >3 months, with or without SGLT2i 8 | | study
— Plasma Bb o Alternative pathway | @ i subunit of FB) . . . & Placebob |
(Catalytic subunit 3 convertase 1} TR oooo oo ’ Main study population \o_ |
. ' 2 | i
of FB), sC5b-9 AMPLIFICATION = SEFAR = LI 72 i i
i Serum Wieslab ex vivo : I I I |
— Urine: sC5b-9 alternative pathway activity SRl population Day -90 Day 1 Month 9 Month 24
« eGFR 20-<30 mL/min/1.73 m?
@ A primary endpoint Alne! agr?ICiys(i)?n?rimary
—I aperformed when the first 250 patients from main study population reached Month 9 or discontinued Log-t_ran;formed ratio to :
<ZE @5 convertases) the study. POn top of optimal supportive care per KDIGO guidelines (maximally-tolerated stable baseline in 24h-UPCR at A:Sr;guslgz;::lmtgigeoc\;;?
— [3 months] dose of RASI therapy) with or without other background therapy such as SGLT2i. Month 9 P 24 months
E , . . Patients continued their supportive care treatment throughout the study.
L m_:écsb-g i Plasma+
= '\-E'\_Af_ci)," Urine sC5b-9 Figure adapted from Rizk DV et al. Kidney Int Rep. 2023;8:968—-979. Since APPLAUSE-IgAN is ongoing and remains double-blind, only data not disclosing patient-level

information will be presented. Further, no interim eGFR data will be disclosed to avoid any bias on the primary endpoint at final analysis at the study end.

RESULTS

Table 1. Baseline demographic and disease characteristics were balanced across randomized arms Figure 3. Changes in complement pathway biomarkers were consistent with selective alternative
pathway inhibition
Parameters Iptacopan Placebo Total
N=1c5 N =125 N=250 Alternative pathway Ie(g!ﬁssgtzr?\l/v/ay Terminal pathway
Age [years] — mean (SD) 39.3 (12.4) 39.6 (12.6) 39.4 (12.4) o~ T T .
= & 100 - Bb Wieslab C3 C4 sC5b-9
Male —n (%) 71 (56.8) 60 (48.0) 131 (52.4) = QO  g- plasmad serum¢ serum serum plasma? -
, 0 = 0 d - F[)Jltacot[)aan
Region — n (%) C G acebo
Asia 64 (51.2) 64 (51.2) 128 (51.2) o = 40 - 164
E o 20 - 2.1 0.0
Baseline 24h-UPCR [g/g] — median (IQR) 1.81 (1.36-2.66) 1.87 (1.48-2.83) 1.85 (1.39-2.78) 2E . [ i ﬁ_\_ : 1
: : o 220 - -2.
Baseline eGFR [mL/min/1.73 m2] — mean (SD) 62.7 (26.0) 65.5 (26.7) 64.1 (26.3) e — 4.3 20 38 2.1
c = 4049 211
Time from kidney biopsy to baseline [years] — mean (SD) 1.7 (1.4) 1.6 (1.7) 1.7 (1.6) g g 60 - Ar.2
MEST-C score® —n (%) © % -80 1
60.8 64.0 62.4 > ® -100 - )
M1 89.4
28.8 28.8 28.8 n 54 55 49 54 100 102 100 102 54 55
El
s1 69.6 71.2 70.4 9Available only in a subset of patients. n=number of patients with non-missing values at baseline and Month 9. Reproduced with permission from Perkovic V, et al.
JASN. 2024.1°
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TUT2 06,4116 16.0/1.6 21 9/1.6 Figure 4. Complement terminal pathway activity in the urine
clic2 _ _ _ — _ * Phase 2 study: Iptacopan fully suppressed complement terminal pathway activity in the urine starting from
°Not all MEST-C components were available for all patients. Reproduced with permission from Perkovic V, et al. N Engl J Med. 2024.>
©The New England Journal of Medicine (2024). Day 8 of treatment
* The interim analysis¢ results from the APPLAUSE-IgAN study demonstrated: * Phase 3 study: In the iptacopan arm, urinary sC5b-9 at Month 9 was near the range observed in healthy individuals
— The superiority of iptacopan vs placebo in reducing proteinuria at Month 9 in patients with IgAN with :
persistent proteinuria =1 g/g despite receiving optimized supportive care (24h-UPCR: 38.3%; 95% CI: 26.0, Phase 2: Urine sC5b-9
48.6; P<0.0001¢) = ' Baseline ! Day 8 ' ' 1month ' 3months ' 6 months"

— Iptacopan was well tolerated with a favorable safety profile > 10007 5882
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n 123 125 h6-month analyses include data from Part 2 only; Remaining analyses include data pooled from Part 1 and Part 2. 'Data on File. Based on n=6 healthy donors. Novartis.
. N=number of all patients included in the analysis; h=number of patients with non-missing measurements at each timepoint. The Phase 2 study design and data were
Median (IQR) 286.0 (230'0_334'0) 292.0 (256'0_349'0) 100-4007 presented at the ASN Kidney Week Congress 2022 | Nov 3—6 | Orlando, FL, US (FR-OR59).
Plasma Bb, ng/mL' _ _
n 66 71 Phase 3: Urine sC5b-9!
Median (IQR) 1935.0 (1550.0—-2350.0) 1800.0 (1530.0—2190.0) 446-39208 = - A - - I i
Plasma sC5b-9, ng/mLf > S 8000 - (730725?'16; 6549.8 5701 8
A = 79 = (421.0) (1032.5)
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L0
Urine sC5b-9, pg/mLf O @ 4000 -
n 69 70 o2
Median (IQR) 7801.0 (2553.0-20100.0) 6120.5 (1840.0-24380.0) 43.2-162.0° S é' 2000 + (22%72)
Serum Wieslab, % g [ 0 -
. 69 79 o = n=69 n=70 n=52 n=51
Median (IQR) 78.6 (69.20-84.2) 79.8 (71.75-84.2) 21.1—>84 .28 O B Iptacopan 200 mg bid Placebo Max. value observed in healthy volunteersk
fAvailable only in a subset of patients (approximately 150 biomarker sub study participants). N=number of all patients included in the analysis; IAvailable only in a subset of patients. kData on File. Based on n=6 healthy donors.
n=number of patients providing sample for respective biomarker with non-missing measurements.
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