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BACKGROUND

. _ _ _ _ _ _ _ RESULTS  Time to progression to first occurrence of a composite kidney event favored sibeprenlimab vs
+ Sibeprenlimab is a humanized IgG2 monoclonal antibody that selectively blocks a proliferation- | N o | | placebo (hazard ratio, 0.029; 95% ClI: 0.004, 0.214; P<0.0001), corresponding to a 97.1% risk CONCLUSIONS
inducing ligand (APRIL), a key driver of IgA nephropathy pathogenesis’-3 - Demographics and clinical characteristics were balanced among the 510 randomized patients reduction (Figure 3) _ _ _ -
+ In the prespecified interim analysis of the VISIONARY trial (NCT05248646),4 sibeprenlimab (Table 1) _ - - _ - Sibeprenlimab, a selective APRIL blocker, demonstrated stabilization of eGFR and reduced the
o ﬁcpantlp oo roteinuri;’ 0 Mot frorm basel e, a5 comomred wi Iagebo - Fewer patients progressed to at least one composite kidney outcome event with sibeprenlimab vs risk of significant kidney function decline or kidney failure by 97.1% over 24 months. In addition,
' Tt i 0 0 . : : ; : : . .
( grimar er):d oint)? P ! P P Table 1. Demographic and clinical characteristics placebo (Table 2), and the adjusted incidence difference was —10.8% (95% CI: —14.8, —6.9) sibeprenlimab showed sustained reductions in Gd-IgA1 and proteinuria and greater resolution of
Y y P . dipstick hematuria
* This final 24-month analysis provides the first report of the effect of selective APRIL inhibition on Sibeprenlimab Placebo : : PR : : : : : : :
. . analysis p e P . 400 mg SC (n=259 n=251 Figure 3. Progression to composite kidney outcome - The safety profile of sibeprenlimab was comparable to placebo, including overall AEs, infection
kidney function decline and kidney failure in a Phase 3 IgA nephropathy trial gSC ) ( ) S : :
Age, years, median (range) 41.0 (18.0-75.0) 43.0 (18.0-83.0) rates, and |nject|on-S|te reactions
METHODS Sex, female, n (%) 103 (39.8) 107 (42.6) 012 Sibeprentimab 400 mg SC —t— Placebo ('252‘35‘:'{‘1 o - By achieving the 2025 KDIGO eGFR preservation target (<1 mL/min/1.73 m?/y),6 reducing the
Asian race, n (%) 159 (61.4) 142 (56.6) o risk of progression to kidney function loss and kidney failure, and reducing disease biomarkers,
» VISIONARY: randomized, double-blind, placebo-controlled trial (Figure 1)° White race, n (%) 91 (35.1) 96 (38.2) - sibeprenlimab has the potential for disease modification and long-term kidney protection in
Black or African American race, n (%) 1(0.4) 3(1.2) ' IgA nephropathy
()
Figure 1. Study design? Other race, n (%) 8 (3.1) 10 (4.0) g
i } 5 0084 . . . .
Baseline uPCR-24h, g/g, mean (SD) 1.6 (1.0) 1.5 (0.8) S Efficacy: Proteinuria and hematuria
e N Week 40 Week 104 A Baseline eGFR, mL/min/1.73 m?, mean (SD) 65.0 (25.0) 63.4 (25.7) s ] ] ) o o )
_ : o Primary efficacy Week 100  Key secondary Wesk o . Vo druas.a n (% 14 (54 8 (3.2 < » The adjusted between-group difference in spot uUPCR was a 60.2% (95% CI: 53.2, 66.2) reduction
Key inclusion criteria Screening day —60 to—1  Day 1 endpoint Last dose endpoint 112 rior use of immunosuppressive drugs,® n (%) (5.4) (3.2) 2 006 .
. : 2 Hazard ratio: 0.029 (Figure 4A)
« Biopsy-confirmed IgA il @ ——======-= @ - =======- @-======= @ —===mmm- -® RASI® background regimen, n (%) 254 (98.1) 245 (97.6) 2 T I LA (. P Y _ _ _ o _ _ - _
nephropathy [GERVENTIGREERIED SGLT2i use® background regimen, n (%) 112 (43.2) 119 (47.4) S S « Hematuria resolution (negative dipstick) occurred in 162/206 patients (78.6%) with sibeprenlimab vs
© 0047 i i ' g i
* Age 218 years Main %5(% Positived baseline dipstick hematuria, n (%) 206 (79.5) 183 (72.9) 2 97(;)!(;4’07'?;‘6:;9‘;;;;;°“ 37/183 in the placebo group (20.2%) (Figure 4B)
- hort Sib limab 400 = 6 Cl: 78.6%, 99.6%
* UPCR 20.75 g/g or urine coho N nlm:— Endof. ™ Endeof- Negative baseline dipstick hematuria, n (%) 53 (20.5) 68 (27.1) §
in= - . . o . . . . .
protein 21.0 g/d RANDOTIZATION treatment trial = Optional alncludes systemic corticosteroids and other immunosuppressive drugs or therapies. PIncludes ACEi and/or ARB. Includes SGLT2i only or in combination & 002- Figure 4. Change in spot uPCR and dipstick hematuria
t visit 24-month
* eGFR 230 mL/min/1.73 m2 H——| Placebo SC Q4W (n=251) e OLE trial with ACEi and/or ARB. 9Positive dipstick hematuria is defined as trace, 1+, 2+, or 3+. . . e i :
I A) Spot uPCR change from baseline over 24 months B) Change in positive dipstick hematuria (1+, 2+, 3+, and trace) over time
« Stable or maximally ?tr;tg::zjzn f;(:;cors:z 0q/ Sibepren"mab 40+ Week 104: +17.5% (95% CI: 4.1, 32.5) 100
. .u - :<2.0vs >2.0 g/g } . . 1 4 . . o 1/2 =0.4% —_— ee 1 #17.5% (95% Cl: 4.1, 32.
tolerated dose. of ACEI 2.eGFR: 30-44 vs This trial also includes an exploratory cohort of 20 participants with Efflcacy: eGFR and compOSIte kldney outcome 0.00 b i (1/259.=0.4%) 2 ® < %
and/or ARB with or without 245 mL/min/1.73 m? eGFR of 20-29 mL/min/1.73 m? Number af risk 38 1 £ 82
: _ . i : : : : ] Siheorenimab : s ] 2 -
| SGLT2ifor23 months )| 3s6LT2iuse: Yes orno ) Between-group difference in annualized eGFR slope estimated over 24 months: el | sse s 2se 251 250 a0 245 a6 245 243 243 243 241 240 207 T o= 20 24000 117 22,
4.5 mL/min/1.73 m2/y (95% Cl: 3.6, 5.4; P<O_OOO1) (Figure 2A) Placebon= | 251 250 249 247 246 242 238 234 231 225 219 217 211 208 177 gé —;2 rentment diferonce. 52«
Endpoints and assessments . . . . ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 8s° (20 (LU O ‘g'.fef 40
« Between-group difference in least-squares mean change in eGFR from baseline at 24 months: 0 L A g (99% Cl: 532,66.2) SE .,
Efficacy 9.2 mL/min/1.73 m?2 (95(y Cl: 7.1. 11.4- P<0 0001) (F 2B) Weeks 0 S8 01 Week 104: ~53.3% (95% Cl: 47.3, 58.6) 5% .
2 mL/min/1.73 m 6 Cl: 7.1, 11.4; P<0. igure End of treatment 83 oo g2 I I
.pe . . . . % _69- 233 223 216 220 219 220 221 219 219 198 218 203 220 217 216 212 210 208 205 202 * § " I I I I I I I I
@ Proteinuria Composite kidney outcome (Secondary) - aStratified log-rank test was used to obtain P value. Cox proportional hazards model was used for the hazard ratio and its CI. ——— Trialweek(: -
*Ratio of uPCR at 9 months vs  Time to the first occurrence of a composite kidney Figure 2. eGFR et e oot PR e A e + )
) i ] ) i : . —a— Sibeprenlimab 400 mg SC —e— Placebo positive at baseine: B Sibeprenlimab 400 mg SC M Placebo End of treatment
baseline based on 24-hour urine outcome (sustained 40% reduction in eGFR, - A) Annualized eGFR slope over 24 monthss B) Change from baseline in eGFR over 24 months® Table 2. Components of the composite kidney outcome
collection (primary)3 sustained doubling of serum creatinine, sustained - N N Sib —— Blaceb Safet
. . . eGFR <15 mL/min/1.73 mZ2, or requirement for Treatment difference Treatment difference IREPICIima acebo arety
Ch2a:ge In rSIPOt uPICRtfrom baseline kidney replacement therapy) 9 +4.5 mL/min/1.73 m2ly +9.2 mL/min/1.73 m?2 Number of patients 400 mg SC (n=259) (n=251)
at 24 months (explorato 95% Cl: 3.6, 5.4; P<0.0001 95% Cl: 7.1, 11.4; P<0.0001 i :
(exp y) _ _ o Proportion of patients experiencing 21 event (%) 04 1.2 Table 3. Adverse events during the treatment period (MedDRA v29.0)
*Incidence of patients experiencing at least one +0.3 N r——r— Slaceho
eGFR composite kidney outcome event through 24 months = " (95% CL: ~0.4, 0.9) 41 P Odds ratio? 0.026 (95% CI: 0.003, 0.197; P<0.001) 400 mgpSC (n=259) (n=251)
* Annualized slope of eGFR over C,E, 04 + __________ e 2 Adjusted incidence difference —-10.8% (95% Cl: —14.8, —6.9) Number of patients (%)
24 months (key secondary) Hematuria (exploratory) 3 L3 ALl A T T L L 1.1 ) Sustained 40% reduction in eGFR 1 28 TEAEs occurring during treatment period 235 (90.7) 226 (90.0)
«Mean change of eGFR from baseline « Dipstick hematuria over time as compared R _ %E Susta . - . TRAEs 91 (35.1) 82 (32.7)
at 24 months (secondary) with baseline g . f:é%ggiﬁﬁ?%}&ﬂ? ag 27 ustained doubling of serum creatinine 0 Serious TEAEs occurring during treatment period 21 (8.1) 32 (12.7)
g <1 mJminf1.73 mely E;;'Z 44 Awaskciod: Sustained eGFR <15 mL/min/1.73 m? 1 10 Serious infections and infestations 5(1.9) 10 (4.0)
g -3 % o e Kidney replacement therapy 0 5 Serious TRAEs 2(08) 3(12)
Biomarkers Safety s " ] Severe TEAEs occurring during treatment period 10 (3.9) 19 (7.6)
§ 4 % o alncidence of the composite kidney outcome was compared using a logistic regression model. TEAEs leading to discontinuation of sibeprenlimab or placebo 3(1.2) 10 (4.0)
@ Pharmacodynamics - Safety assessment of 3 E Deaths 0 0
= -54
° Change from base“ne |n tOta| serum IgA, IgG, trgatment-emtergent E (95% ;4:43 -3.6) Sibepre%nggln% 259252241 240 238 231 228 233 232 224 224 220 217 215 214 Biomarkers Overall TEAEs (250/0) in either trial group 188 (726) 204 (81 3)
aaverse evenits < 6 ' Placsbon= [25125206 208 202 235 20 225 215 208 207 205 200 99 194 i ) ] ] Infecti d infestati 133 (51 .4 128 (51.0
and IgM (secondary) (secondary) BLiG 15 24 2 40 4 S 64 72 G0 8 % 104  Mean percentage change from baseline over 24 months in sibeprenlimab vs placebo groups niections and Infestations : : (51.4) (51.0)
« Evaluation of free APRIL and serum Month 24 Visit (week) . ] Injection-site reactions (erythema, pain, swelling) 91 (35.1) 81 (32.3)
GdolaA] rat i ( lorat ) S B Sibeprenlimab 400 mg SC (n=259) M Placebo (n=251) ) U —A— Sibeprenlimab 400 mg SC -@- Placebo ) was respectlvely.
-1J concentrations over ume (exploratory
_ S 0 /.- . 0 0/ - . 0 0 : : : : C : :
aAnnualized slope estimated during planned treatment period with first measurement starting week 4, through week 104, using a linear mixed-effects model. IgA 74.8 A) vs 4.2 /0’ IgG 37.4 /0 vs 5.8 /0’ IgM 7.4 A) vs 1.1 A) ° Safety was Comparable between groups, mCIUdmg overall AES, Infectlons, and |nJeCt|On'S|te reactions.
bAnalyzed by the repeated measures model. _ _ . _ o) o/ - . _ o) _ o) i i i i i
aPatients who completed =220 doses and the end-of-trial visit at week 112 were eligible to enter an open-label extension trial (NCT05248659).5 Gd IgA1 : =63.0 /0 vs 19.5 /0’ APRIL: -95.8 /O vs -3.0 /O There was no increase in serious InfeCtlonS’ and no deaths were reported (Table 3)
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