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In Participants With Active PsA: Results Through Week 24 of the Phase 3b/ =
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Randomized/Double-Blind/Placebo-Controlled APEX Study

At W24 of the ongoing Phase 3b APEX study of
GUS, a dual-acting selective IL-23i for PsA, the Q4W
& Q8W regimens demonstrated:

v" Significantly higher ACR20 response rates vs PBO

any way.

v" Significantly lower rates of radiographic
progression (A GUS vs PBO =-0.80)

v" Consistent effects on erosion & JSN scores
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v" Higher proportion of pts with no progression of

Background APEX Study Design structural damage vs PBO
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In DISCOVER-2, biologic-naive participants (pts) with active PsA receiving GUS every 4 weeks (Q4W) Guschumat v' 22 erosive joints on hand/foot radiographs Week | ; ; ; ; ; . ; ; . . .
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@ Report findings through Week (W)24 of the ongoing Phase 3b, randomized, double-blind, placebo-controlled APEX study at e Safety analysis set: All pts who received =1 administration of any study intervention (N=1054)

(NCT04882098), intended to further evaluate GUS effects on clinical and radiographic progression outcomes in pts with active PsA

“PBO SC W8 then Q8W through W48 administered to maintain blinding. "EE if <20% improvement from BL in both TJC and SJC at W16. EE pts may initiate/increase dose permitted medication up to the maximum dose, at the investigator’s discretion. °Final safety visit for those who do not enter LTE. °Final safety visit for those who entered LTE. ACR=American College of Rheumatology, BL=baseline, CASPAR=CIASsification criteria for
Psoriatic ARthritis, CRP=C-reactive protein, csDMARD=conventional synthetic disease modifying antirheumatic drug, EE=early escape, F/U=follow-up, GUS=guselkumab, LTE=long-term extension, NSAID=nonsteroidal anti-inflammatory drug, PBO=placebo, PE=primary endpoint, PsA=psoriatic arthritis, PsO=psoriasis, Q4W=every 4 weeks, Q8W-=every 8 weeks, R=randomization, SC=subcutaneous, SJC=swollen joint count,
TJC=tender joint count, vdH-S=van der Heijde-Sharp, W=week.

Results

Characteristics of APEX pts with active and erosive PsA were comparable across groups GUS demonstrated significantly higher ACR20 response rates vs PBO at W24 Higher proportions of GUS vs PBO-treated pts showed no radiographic progression Higher skin clearance rates and greater improvement in physical function with GUS vs PBO
e Background PsA medication use and treatment completion through W24 (96-97%) were consistent across treatment e GUS demonstrated higher rates of ACR50 and ACR70 vs PBO at W24 " 0030.171 465,221 ) A 47.5(38.3, 56.6) .
. .0, 17. . .8, 22. p<0.001
JrOEPS 4 p=0.007 » 4 p<0.001 » A 38.0 (29.4, 46.6) HAQ-DI at W24
GUS Q4W Tota' Primary Elndpoint 100 - < A71(0.4,13.7) R 100 - 4 A10.0 (2.8,17.2) R 100 7 ) p<0.001 g 0.09
(N=273) (N=1020) ' A 19.7 (12.1, 27.2) ‘ p=0.038 p=0.007 E'
< > ~ 80 -0.2 1
: : 1007 p<0.001 _ 77.7 _ S 69.4 =
Baseline Demographics A 213 (14.4, 28.2) 5208 (187 279 < 80 74.7 < 80 3 60.0 ;
_ 80 - < £<0.001 > « . - 00’1 . R E 67.7 E 67.3 62.8 e__ 50 - . Lg 04 - — -0.27
Age, years 52.2 (13.2) 53.2 (12.9) 53.5 (13.0) 53.0 (13.0) S 68.3 o o 60 - o 60 - o S —
” 66.6 . A 21.6 (15.1, 28.1 5 5 53.0 5 P -0.42
£ 4 (5.1, 28.1) ) A10.7 (4.9,16.6) ’ ° ° 2 40- S o6- -0.41 :
Male 55% 54% 57% 55% = 60 p<0.001 p<0.001 _g _g ‘g—_ % . A -0.15 (-0.22, -0.08)
c 47.0 b 40 I - 40 = o 22.0 o < . 22, -0. .
] S 41.4 42.2 . B 1.2 (5.9, 16.5) . S S & | = | p<0.001
Weight, kg 85.6 (201) 83.2 (174) 831(18.2) 83.8 (18.5) £ 40- <0.001 2 2 20 l « 08 b 015 (0.9, -0.07)
Q. 20 20 < - — >
o 22.0 22.4 <0.
BMI, kg/m? 294 (6.0) 29.0 (5.6) 289 (5.7) 291 (57) &  5p- 20.5 0 - 1.0 - p=0.001
11.2 0 - 0 - PASI 90 at W242*
PsA Characteristics 0 - -_ Change in PsA-modified vdH-S score <0.5° Change in PsA-modified vdH-S score <0¢ B GUS Q4W (N=159) GUS Q8W (N=231) [ PBO (N=223) B GUS Q4W (N=271) GUS Q8W (N=365) [ PBO (N=372)
. . ACR20 ACR50* ACR70? No Radiographic ProgreSSion at W24 “Italicized p-values are nominal. "Among pts who had =3% BSA psoriatic involvement and an IGA score of =2 (mild) at BL. PASI 90 response: 290% improvement from baseline in PASI score. °‘HAQ-DI score is the average of the computed categories scores
PsA disease duration, years 7.5 (1) 7.2 (16) 7.2(6.9) 7.3 (1.2) B GUS Q4W (N=273) GUS Q8W (N=371) M PBO (N=376) B GUS Q4W (N=273) GUS Q8W (N=371) M PBO (N=376) Questionnaie-Disabilty Index 16A-mestioators Global Asscaoment, La-east squaros, PASIPsoriasis Ared and Severty ndex, PEO=placebo, Presparticiants, O4W-evary 4 weeks, GBW-every & weeks, Wonodk | ooesement
SJC [0_66]8 90 (60 1 4 O) 10 O (6 O 1 4 O) 9 O (6 O 15 O) 9 O (6 O 1 4 O) Primary endpoint p-values are multiplicity controlled using a fixed sequence testing procedure and can be used to determine statistical significance. Statistics are based on Cochran-Mantel-Haenszel across multiply imputed datasets. °Italicized p-values are “Iltalicized p-values are nominal. A=treatment difference (956% ClI). Cl=confidence interval, GUS=guselkumab, PBO=placebo, PsA=psoriatic arthritis, Pts=patients, Q4W=every 4 weeks, Q8W=every 8 weeks, vdH-S=van der Heijde-Sharp, W=week.
’ ’ ’ 7 ’ ’ " ) ’ 7 ) nominal. A=treatment difference (96% Cl). ACR=American College of Rheumatology, Cl=confidence interval, GUS=guselkumab, PBO=placebo, Pts=participants, Q4W=every 4 weeks, Q8W?=every 8 weeks. . . .
GUS AE profile through W24 was similar to PBO
TJC [0-68]° 16.0 (10.0; 27.0) 170 (11.0;26.0)  16.6 (10.0; 25.5) 161 (10.0; 26.0) ,
GUS exhibited significantly lower rates of radiographic progression vs PBO at W24 Pt-level data also showed clear separation between GUS and PBO e =
HAQ-DI [0-3] 1.2 (07) 1.2 (0.6) 1.2 (O7) 1.2 (07) _— Safety Through W24 GUS Q4W O
(N=280) (N=386)
CRP, mg/dL® 0.7 (0.4;1.5) 0.8 (04;1.6) 0.8 (04;1.8) 0.8 (0.4;1.6) e GUS exhibited consistent treatment effects for both erosion and joint space narrowing (JSN) scores 30 - : . Mean weeks of follow-up 24.0 23.9 23.8
: Pts with 21:
og oge 0 o 0 o o 0 0 o ) . 25 + N
Enthesitis / DaCtylltIS 58% [ 44% 59% / 39% 59% / 45% 58% / 43% Major Secondlary Endpoint 0' AE 107 (382%) 165 (425%) 144 (373%)
| -0.80 (1.31, - | T 20- e . 9 9 9
Mean LEI [1-6] / DSS [1-60] 3.2 /10.8 3.0 /1.0 3.0 /10.2 31/10.6 26 2020019029 2 ' SAE 5 (1.8%) 12, (31%) 10 (2.6%)
p;_(') W N, 'é 15 — K, AE leading to study agent d/c 2 (0.7%) 6 (1.5%) 1(0.3%)
PsO Characteristics SNt < . Infection 52 (18.6%) 91 (23.5%) 81(21.0%)
% BSA 15.0 (19.2) 16.5 (21.9) 16.3 (21.5) 16.0 (21.0) g = 135 ° o ds - Serious infection 2 (0.7%) 5 (1.3%) 1(0.3%)
o . . . . . . . . = i p=0. R ~ i . .
S . 2055 (085, 025) oiomn 00n [ o 59 spe < 168 Active tub.er.cu.loms | O O O
PASI [0-72] 76 (8.3) 8.3 (10.1) 8.2 (9.5) 81(94) 5 p<0.001 ) = 0025 TR B - Opportunistic infection 0 0 0
. . o S 0.87 1-0.96 (:0.49. -0.03) F ;:: i e M Venous thrt?mboembolls.m event . 1(0.4%) 1(0.3%) 1(0.3%)
Radiographic Characteristics © 10- 0.55 0.54 ) p=0.027 g sT F ;.I_. Anaphylactic or serum sickness reaction 0] 0] 0]
= Y= ° o o o ° ° ° a
. o 0.50 o 04, LS mean change: o f Clinically important hepatic disorder 0] 0] 0]
PsA-modified vdH-S score [0—528] 2177 (476) 26.7 (434) 26.8 (422) 270 (441) 5 035 0;32 & Q4W=0.55 e Safety analysis set. AEs are coded using MedDRA Version 27.0. Data are n (%) unless otherwise noted. “Clinically important hepatic disorders were prespecified as AE terms within the MedDRA category of Drug-Related Hepatic Disorders that met
-l 0.5 - 0.22 0;2_4 S -15 — Q8W=0.54 the criter{'a for an SAE or led to study agent d/c. AE=adverse event, d/c=discontinuation, GUS=guselkumab, MedDRA=Medical Dictionary for Regulatory Activities, PBO=placebo, Pts=participants, Q4W=every 4 weeks, Q8W=every 8 weeks,
Erosion score [0-320] 137 (24.3) 134 (21.9) 13.4 (207) 13.5 (221) PBO135 AR serious adverse event, Whweek
—_— -20 . [ ] [
0.0 - — — - e Study remains blinded through W48
JSN score [0-208) 140 (24.2) 1.3 (22.8) 134 (224 13.5(230) Total PsA-modified vdH-S Score Erosion Score? JSN Score® s e A 80 90 100 e 2 pts with malignancy (prostate, renal); 1 major adverse cardiac event (myocardial infarction); 1 COVID-19 death
Values are reported as mean (SD) for pts with nonmissing data unless otherwise noted. “Values are median (IQR). BMI=body mass index, BSA=body surface area, CRP=C-reactive protein, DSS=Dactylitis Severity Score, GUS=guselkumab, B GUS Q4w (N=273) GUS Q8W (N=3T71) W PBO (N=376) 0 10 20 30 40 50 60 70 80 90 100 o o
HAQ-DI=Health Assessment Questionnaire-Disability Index, IQR=interquartile range, JSN=joint space narrowing, LEI=Leeds Enthesitis Index, PASI=Psoriasis Area and Severity Index, PBO=placebo, PsA=psoriatic arthritis, PsO=psoriasis, Cumulative Percentage IN Unvacci nated e|del“|y pt
Q4W-=every 4 weeks, Q8W=every 8 weeks, SD=standard deviation, SJC=swollen joint count, TUC=tender joint count, vdH-S=van der Heijde-Sharp. o o
Y 4 ! ! ! P Major secondary endpoint (PsA-modified vdH-S score) p-values are multiplicity controlled using a fixed sequence testing procedure and can be used to determine statistical significance. Statistics are based on analysis M GUS 100 mg Q4W GUS 100 mg Q8W ©® PBO ® NO neW-Onset Inﬂammatory bowel dlsease

of covariance across multiply imputed datasets. °Italicized p-values are nominal. A=treatment difference (956% Cl). BL=baseline, Cl=confidence interval, GUS=guselkumab, JSN=joint space narrowing, LS=least squares,

PBO=placebo, PsA=psoriatic arthritis, Q4W=every 4 weeks, Q8W=every 8 weeks, vdH-S=van der Heijde-Sharp. GUS=guselkumab, LS=least squares, PBO=placebo, PsA=psoriatic arthritis, Q4W=every 4 weeks, Q8W=every 8 weeks, SDC=smallest detectable change, vdH-S=van der Heijde-Sharp, W=week.
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