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INTRODUCTION

Immunoglobulin A (IgA) nephropathy is a progressive immune-mediated * In a prespecified interim analysis (IA), sibeprenlimab met its primary CO N CLU S I O N S
chronic kidney disease with a global annual incidence rate of 2.5/100,000 endpoint, demonstrating a statistically significant placebo (PBO)-adjusted Baseline demographic and clinical characteristics were comparable
persons’3; in mainland China, the estimated incidence ranges from 6.3% to reduction in urine protein to creatinine ratio (UPCR) based on 24-hour across treatment groups in both cohorts
24.7% among patients undergoing renal biopsy* urine collection (UPCR-24h) at 9 months? LR e eeullE Srer e ralilE e C e GalEl i T el SR
~ IgA nephropathy accounts for 30%-53% of primary glomerular diseases in  Sibeprenlimab was granted accelerated approval for the reduction of with the previously published global interim analysis, with sibeprenlimab
the Ch|7nese population,>° in whom the disease follows a more aggressive proteinuria in adults with primary IgA nephropathy at risk for disease achieving a 61.9% PBO-adjusted reduction in uPCR-24h (95% ClI,
course | . | | | | progression by the US Food and Drug Administration® 43.2%-74.5%), along with proteinuric remission (at 12 months),
B Eesplte support;vekftgerapfy,_lup o 2,[?']%’ gf Chinese patients remain at risk »  An open-label trial (NCT05248659) to evaluate the long-term safety and biomarker reductions, and hematuria resolution by week 48
O Progression 1o Kigney 1aflre within @ years | efficacy of sibeprenlimab is currently enrolling patients who completed the - Sibeprenlimab was well tolerated in the mainland China cohort, with a
* Sibeprenlimab is a fully humanized 1gG2 monoclonal antibody that VISIONARY trial without safety concerns™ safety profile that was generally consistent with the global cohort,
izleﬁ;{(l)vealilhblogizs g;oelgiesr?tlon-lnducmg igand (APRIL), a key driver of IgA « Here, we report the 1A results of the antiproteinuric effects and safety without additional clinically relevant safety findings
PRTOPATY PATIog . . . . | of sibeprenlimab for the mainland China cohort - Safety and the key secondary efficacy endpoint (estimated glomerular
« The safety and efficacy of sibeprenlimab are being evaluated in the ongoing filtration rate slope) will be assessed at 24 months
VISIONARY trial (NCT05248646) in a global cohort of adults with IgA
h hy?
nephropathy Limitations
 Initiation of the mainland China cohort occurred later than the global
RES ULTS - Consistent with the global cohort, sibeprenlimab led to rapid and sustained cohort IA, resulting in a small sample size relative to the global cohort;
reductions in spot uPCR in the mainland China cohort, evident at week 4 the current findings are based on an IA, and longer follow-up (up to
42 patients from the mainland China cohort were included in the China IA and maintained through week 52. At 9 months, the mean reduction from 24 months) is required to fully characterize treatment effects
(sibeprenlimab, n=25; PBO, n=17) baseline was 65.2% (95% Cl, 54.7% to 73.2%) with sibeprenlimab vs
« Demographic and baseline characteristics were generally balanced between 12.5% (95% ClI, -19.1% to 35.8%) with PBO, corresponding to a
treatment groups in the mainland China and global cohorts (Table 1) PBO-adjusted reduction of 60.2% (95% Cl, 40.3% to 73.4%) (Figure 2)
— Across all treatment groups, the mainland China cohort was younger _ _ _
(median age, 36 vs 42 years), included a higher percentage of women Figure 2. Least-squares geometric mean change in spot uPCR from Figure 4. Hematuric resolution and proteinuric remission with
(52% vs 38%), and had more sodium-glucose cotransporter 2 inhibitor baseline (mainland China cohort) sibeprenlimab compared with baseline (mainland China cohort)
use (45% vs 39%) compared with the global cohort? S &4 Spot uPCR (g/g) e t00 e o A) Sibeprenlimab was S
5% N P g associated with a higher Hematuria-positive (trace or greater)
Table 1. Baseline demographic and clinical characteristics $35 ] rate ff hematuric . W Sibeprentimab 400 mg SC
(mainland China and global cohort 1A) B8 L it Doty mpare |
Mainland China cohort Global cohort 28 S 50.0%
r Sibeprenlimab Placebo Sibeprenlimab Placebo S8l 0.
Characteristic 9as “0
(n=25) (n=17) (n=152) (n=168) B 5= Week 48
88 o 22.2%
Age, y 3 ——+ H A
Med|an (range) 35 (23'48) 40 (23_58) 42 (1 8'75) 43 (1 8-83) Sibeprenlimab N | 25 23 24 23 23 23 23 22 23 18 14 B) Sibepren"mab was
SeX at b"-th, n 0/ Weék4 We|ek8 Wet-!-,k12 Wee!:k20 We::k24 Weék28 Weék32 Wee|k36 Wee|k40 We;k48 Weék52 associated with a 0
(%) Visit higher rate of proteinuric 42 '9/0 VS
Male 8 (32.0) 12 (70.6) 100 (65.8) 100 (59.5) SC, subcutaneous; uPCR, urine protein to creatinine ratio. remission (<0.5 g/d) Sibeprenlimab
Female 17 (68.0) 5(29.4) 52 (34.2) 68 (40.5) at month 12
Screening uPCR-24h, n (%) « At week 48, sibeprenlimab achieved mean (SD) percent reductions of SC. subcutaneous.
67.3% (10.2) in serum galactose-deficient IgA1 (Figure 3A) and near
<2.0 g/ 21 (84.0 14 (82.4 123 (80.9 137 (81.5 . . .
0 9/9 . (16 0 ) 3 (17 . ) 29 (19 1 ) 31 (18 5 ) complete suppression of APRIL levels, with reductions of 97.7% (0.8) « Treatment-emergent adverse event (TEAE) incidence was comparable
: g.g . (16.0) (17.6) (19.1) (18.5) (Figure 3B). Minimal changes were observed with PBO across the sibeprenlimab and PBO groups, and consistent with the
Screening eGFR, n (%) global cohort,® with no deaths reported (Table 2).
30-44 mL/min/1.73 m?2 2 (8.0) 0 (0.0) 37 (24.3) 43 (25.6) Figure 3. Mean percent change from baseline in Gd-lgA1 and APRIL
>45 mL/min/1.73m2 23 (92.0) 17 (100) 115 (75.7) 125 (74.4) levels by visit (mainland China cohort, PD set) Table 2. TEAEs (mainland China cohort, safety set)
: o N
SGLT2i use, n (%) oo™ A) Gd-IgA1 @ Sibepreniimab 400 mg SC Sibeprenlimab, n (%) Placebo, n (%)
Yes 12 (48.0) 7 (41.2) 54 (35.5) 72 (42.9) ZE o0 (n=47) (n=55)
No 13 (52.0) 10 (58.8) 98 (64.5) 96 (57.1) “j
Time from initial biopsy to randomization, y §§§3 o Any TEAE 37 (78.7) 40 (72.7)
Median (range) 1.0 (0.0-10.0) 2.5(0.1-12.0) 1.3(0.1-23.7) 1.9 (0.0-34.0) ;,a,;g Treatment-related TEAE 10 (21.3) 9 (16.4)
eGFR, estimated glomerular filtration rate; IA, interim analysis; SGLT2i, sodium-glucose cotransporter 2 cE 0. ~46.9% (15.2) —+- —+$ $ )
inhibitor; uPCR-24h, 24-hour urine protein to creatinine ratio. =< 100 -67.3% (10.2) TEAEs occurring in 25% of patients
* At 9 months (week 40), a reduction from baseline in uPCR-24h was observed in ot 17 4|7 4? 4|4 3: 2|9 1|8 In either treatment group
patients treated with sibeprenlimab (63.1%; 95% CI, 52.1% to 71.6%) vs PBO Seesine Weekd - es® esk2 - e e Upper respiratory tract infection 14 (29.8) 10 (18.2)
(3.1%; 95% CI, —31.0% to 28.3%), corresponding to a PBO-adjusted reduction ~
in uPCR-24h of 61.9% (95% Cl, 43.2% to 74.5%) (Figure 1A) 5E »] B)APRIL  Sibepreniimab 400 mg SC Hyperuricemia 4 (8.5) 3 (5.5)
— The antiproteinuric effect was consistent with (and numerically greater ;-}f o .
than) that of the global cohort (Figure 1B) g% - Diarrhea 3(6.4) 2 (3.6)
_ _ g2 o1~ — Injection site pain 3 (6.4) 2 (3.6)
Figure 1. Change from baseline uPCR-24h (g/g) at month 9: SE o]
mainland China and global cohorts 3% o] Pyrexia 3 (6.4) 4 (7.3)
A) Mainland China cohort B Sibeprenlimab 400 mg SC (n=25) B) Global cohort B Sibeprenlimab 400 mg SC (n=152) ég :128: \_m (247£4) ¢ ® " (008) Inﬂuenza 3 (64) 3 (55)
g 20%] [ o 2% T Baseine  Weekd  Weeks  Week12 Week 24 Week 36 Week 48 Hyper“pldemla 3 (64) 3 (55)
52 0% §g 0% T Visit _ _
25’1 -20% - l EE -20% APRIL, a proliferation-inducing ligand; Gd-IgA1, galactose-deficient immunoglobulin A1; PD, Hepatlc function abnormal 2 (4-3) 4 (7-3)
2S5 4oud Placebo-adjusted 2S5 ond T pharmacodynamics; SC, subcutaneous; Sibe, sibeprenlimab.
61765, &3 o mpou  51.2% | | Cough 2 (4.3) 5(9.1)
R -63.1% 055, GI- 458.9% 74 5% R ' 96.5% Cl: 42.9%-58.2%; « At week 48, sibeprenlimab also reduced serum IgA (-67.1%), IgG o
DCO: Jan 2025 Month 9 DCO: Sept 2024 Month 9 (—32.0%), and |gM (—74.4(%) levels Compared with PBO Welght increased 1 (21) 5 (91)
aThe percentage reduction of UPCR-24h at month 9 is compared with baseline using ANCOVA.  Consistent with the global cohort,® resolution of hematuria at week 48 Any serious TEAE 2(4.3) 3 (5.9)
"The percentage reduction for treatment effect was calculated as (10— ratio ofOGM of uPCR-24h ratio for (Figure 4A) and higher rates of proteinuric remission (tota| urine
e T s ] oreapom o e botes e ont ongs 10 the protein of <0.5 g/d at 12 months) were observed among patients Deaths 0 (0.0) 0 (0.0)
Qﬂggj\m;gaéygtse of covariance; DCO, date of cutoff, GM, geometric mean; SC, subcutaneous; uPCR-24h, treated with sibeprenlimab vs PBO in the mainland China cohort TEAE, treatment-emergent adverse event.
(Figure 4B)
M ETH O D S Figure 5. VISIONARY (NCT05248646) mainland China cohort and global cohort inclusion criteria, key endpoints, and dates . The safety set included all randomized patients
A) Inclusion criteria and key endpoints B) Enroliment and data cutoff dates who received 21 dose of sibeprenlimab in the
VISIONARY, a Phase 3, double-blind, PBO-controlled Key inclusion criteria Global enroliment cutoff mainland China and global cohorts (Figure 5B)
trial in adults with bIOpSy -confirmed |9A nephrOpathy, « Age 2 18 years with biopsy-confirmed IgAN - Stable or maximally tolerated China enroliment cutoff R Analysis of the mainland China cohort followed
is being conducted at 240 sites across 31 countries,? - UPCR-24h 20.75 g/g or urine protein =1.0 g/d dose of ACEi and/or ARB with Vai el China extension, n=60 oy .
, , S , . 6GFR >30 mL/min/1.73 m? or without SGLT2i for 23 mo the statistical analysis plan and the
including 25 trial sites in China © I thodol fth lobal cohort IA
TR . . . . . - A - Mar 2024 Sep 2024 Nov 2024 Jan 2025 > metnoao Ogy O © g obal coho
« Eligibility criteria and clinical endpoints were the same | | | — Statistical analyses included analysis of
for the mainland China and global cohorts (Figure A) |- Frnery Rato ofJPoR st o v bseine bases o 200 e coteeton covariance (uPCR-24h), mixed model for
» At the time of the China IA cutoff (January 2025), 42 change from baseline in total serum IgA, IgG, and IgM | Global 1A set: Global n320 and China IA set: Mainiand China. 142 and repeated measures (spot uPCR), logistic-
patients from the mainland China cohort (included in e o AP RIL omeentitons, o o e asion (urin Safoty set. Goba. n-510 and Safety set: 1103 (maiand China, =42 regression model (proteinuric remission),
this analysis) and 9 from the China extension had had | total protein <0.5 g/d at 12 mo) ) mainiand China, n=42 and China extension, =00 and descriptive statistics (demographic and
the opportunity to complete the 9-month uPCR-24h a|A was conducted when the first 62.5% of randomized participants had the opportunity to complete the 9-month uPCR-24h assessment in the global cohort; IA for mainland China baseline characteristics, safety, and
assessment (Figure SB) cohort comprised up to 51 patients from mainland China (at least 15% of the global cohort) who had the opportunity to complete the 9-month uPCR-24h assessment. pharmacodynamic markers)

ACEi, angiotensin-converting enzyme inhibitor; APRIL, a proliferation-inducing ligand; ARB, angiotensin receptor blocker; eGFR, estimated glomerular filtration rate; Gd-IgA1,
galactose-deficient immunoglobulin A1; IA, interim analysis; g, immunoglobulin; IQAN, IgA nephropathy; SGLT2i, sodium-glucose cotransporter 2 inhibitor; uPCR, urine protein to
creatinine ratio; uPCR-24h, 24-hour urine protein to creatinine ratio.
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