WCN24-AB-1506

_Efﬁca_c:y and _s.afety of iptacopan KEY FINDINGS & CONCLUSIONS
In patlents WIth IgA nephrOpathy: ° APPLAUSE-IgAN is the first Phase 3 study confirming

clinical benefit of alternative pathway inhibition in IgAN

I nte ri m res u Its fro m th e P h ase 3 Iptacopan was superior vs placebo in reducing proteinuria

AP P LAU S E _I gAN Stu dy at Month 9: reduction relative to placebo 38.3%, P<0.0001

Iptacopan was well tolerated with a favorable safety
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|NTROD U CTlON - There is strong evidence for involvement of the alternative complement pathway in disease
pathogenesis, but currently no approved therapies specifically target the complement-mediated
inflammatory process in IgAN

« IgAN, with a global incidence of 2.5/100,000/year, is the most common primary glomerulonephritis'

Iptacopan is an oral, first-in-class, specific inhibitor of Factor B of the alternative complement
pathway that leaves direct signaling from the lectin and classical pathways intact?

» Approximately 30% of patients with proteinuria 1-2 g/day progress to kidney failure within as little as
10 years?

RESULTS

Iptacopan achieved a statistically significant, clinically meaningful reduction in Baseline demographic and disease characteristics were balanced across
24h-UPCR at Month 9 randomized arms
Iptacopan Placebo Total
Primary endpoint: Reduction in 24h-UPCR at Month 9
Age [years] — mean (SD) 39.3 (12.4) 39.6 (12.6) 39.4 (12.4)
Iptacopan Placebo Reai o
n/N=118/125 n/N=106/125 egion — n (%)
Asia 64 (51.2) 64 (51.2) 128 (51.2)
- Non-Asia 61 (48.8) 61 (48.8) 122 (48.8)
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)
(1)
(95% Cl: -4.6, 20.8) Baseline eGFR [mL/min/1.73 m?] — mean (SD) 62.7 (26.0) 65.5 (26.7) 64.1 (26.3)
Time from kidney biopsy to baseline [years] — mean (SD) 1.7 (1.4) 1.6 (1.7) 1.7 (1.6)
MEST-C score* — (%)
M1/MO 60.8/32.0 64.0/31.2 62.4/31.6
E1/EO 28.8/63.2 28.8/64.8 28.8/64.0
S1/S0 69.6/22.4 71.2/23.2 70.4/22.8
T1/T2/TO 33.6/4.8/54.4 41.6/0.8/53.6 37.6/2.8/54.0
C1/C2/CO 26.4/1.6/60.8 16.0/1.6/68.0 21.2/1.6/64.4
0 43.8% Systolic blood pressure** [nmHg] — mean (SD) 121.9 (10.7) 122.6 (10.8) 122.3 (10.7)
2 ) Diastolic blood pressure* [mmHg] — mean (SD) 77.7 (8.1) 78.3 (8.8) 78.0 (8.4)
Relative % reduction between arms (95% Cl): 38.3% (26.0, 48.6); P<0.0007* ACEI/ARB use at baseline —n (%) Blinded? Blinded? 248 (99.2)
SGLT2i use at baseline — n (%) 18 (14.4) 14 (11.2) 32 (12.8)

N: Number of all patients included in the analysis (i.e. with non-missing baseline and covariates). n: Number of patients with values non-missing/not imputed as per . _ _ e . _ _ _ S -
the intercurrent event handling strategy. *Significant at 1-sided multiplicity-adjusted alpha so that overall study type-I error was controlled at 1-sided 2.5%. Not all MEST-C components were available for all patients; **SBP, DBP are summarized for 249 patients with measurements available in sitting position. TData
not shown to prevent unblinding of the patient information.

Patient disposition at the IA data cut-off Iptacopan was well tolerated with a favorable safety profile
Overall population (Full analysis set) N=470 Iptacopan Placebo
Iptacopan (N=235) Placebo (N=235) N=222; n (%) N=221; n (%)
\J | v Adverse events
Main study population* N=443 eGFR 20-<30 mL/min/1.73 m?2
N TEAESs 138 (62.6) 153 (69.2)
Iptacopan (N=222) Placebo (N=221)
| Serious TEAEs 18 (8.1) 11 (5.0)
IA-FAS** :
e Severity of TEAEs
| Mild 85 (38.3) 82 (37.1)
Di tinued f treat t, Di tinued fi treat t,
iscon |nueN=r2o(;n reatmen s - il iscon |nueN=r§5m reatmen Moderate 46 (20.7) 64 (29.0)
Reasons for discontinuation' Reasons for discontinuationt Severe 7(3.2) 7(3.2)
» Adverse event (n=6) » Adverse event (n=4)
* Reached composite kidney . * Reached composite kidney TEAESs leading to treatment discontinuation 6 (2.7) 6 (2.7)
failure endpoint T (n=8) b - failure endpoint i (n=17)
- Patient decision (n=5) Il ! - Patient decision (n=8) Most frequent or common TEAEs*
l § } J } !
Discontinued study, N=6 Treatment Completed Treatment Completed Discontinued study, N=12 COVID-19 31 (14'0) 37 (16'7)
Reasons for discontinuationt ongoing 2-year treatment ongoing 2-year treatment Reasons for discontinuation® . . .
« Patient decision (n=4) N=101 N=4 N=83 N=7 + Patient decision (n=8) Upper respiratory tract infection 20 (9.0) 6(7.2)
Nasopharyngitis 11 (5.0) 6 (7.2)
At data cut-off, fewer patients had discontinued iptacopan (16.0%) vs placebo (28.0%) Headache 9 (4.1) 2 (5.4)
All disposition events in the IA efficacy data set until the data cut-off are presented. *Used for safety analysis. **Used for efficacy analysis, the subset of the first 250 main Hypertension 4 (1 .8) 3 (5_9)

study population patients who completed the Month 9 visit or discontinued the study prior to the IA cut-off. TOnly the most frequent reasons for discontinuation are
presented to maintain blinding. TtEither sustained 230% decline in eGFR relative to baseline, or sustained eGFR <15 mL/min/1.73 m?, or maintenance dialysis, or receipt of

N t ts of subjects. * ing in 25% in either treatment .N th rted in eith :
elmey (sl o deri T Hehes Eilie umbers (n) represent counts of subjects. *Occurring in 25% in either treatment arm. No death was reported in either arm

METHODS

Study design Eligibility criteria
- APPLAUSE-IgAN* is a Phase 3, multicenter, randomized, double-blind, placebo-controlled study Proteinuria 21 g/g based on Screening Randomization End of study
(NCT04578834) evaluating the efficacy and safety of iptacopan vs placebo in adults with biopsy 24h urine (24h-UPCR) despite i
confirmed IgAN maximally tolerated RASI for i
] ] ] _ >3 months, with or without Run-in :' & Iptacopan 200 mg b.i.d.** i Roll-over
Interim analysis primary endpoint SGLT2i e i | | open-label
« The primary endpoint of 24h-UPCR at Month 9 (log-transformed ratio to baseline) was analyzed using MMRM e """""" ‘ i eXt:"Sion
. . | | t
* The primary analysis included all 24h-UPCR values of 250 patients of the main study population who Main study population 8 ; & Placebo** i (SAZO%ZB)
reached Month 9 or discontinued the study: eGFR 230 mL/min/1.73 m?2 . i
— Up to and including the Month 9 visit or = - [ i
opulation -
~ Up to initiation of rescue/alternative medication or kidney replacement therapy. Measurements following eGFE 2p0_<30 i 79 o2 Day -90 Day 1 Month 9 Month 24
these intercurrent events were imputed in the iptacopan arm to reflect worsening of disease
Additional ana|yses :E’erformed whe-n the first 250- patients from main stud-y pc?pulation r(.aached Month 9 or discontinued the study. :—AOQF-’;'IaTg’gmeerc‘ﬂapttiz)l ?c'): p:::::ya::;y:;?nt
- Safety endpoints were descriptively summarized on all 443 patients of main study population who had On top of optimal supportive care per KDIGO guidelines (maximally-tolerated stable _ baseline in 24h-UPCR Annualized total eGFR slope
. [3 months] dose of RASI therapy) with or without other background therapy such as SGLT2i. Patients continued Month 9 .
received treatment at the data cut-off their supportive care treatment throughout the study. aljiton estimated over 24 months
*Since APPLAUSE-IgAN is ongoing and remains double-blind, only data not disclosing patient-level information are presented. Disclosures
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emergent adverse events; UPCR, urine protein-creatinine ratio.
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