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Achievement of DAPSA/cDAPSA Low Disease Activity With Guselkumab in
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Background Methods

¢y Psoriatic ?I’thl‘ltls (P§A) is a heter.o.geno.us,.chronlc, mﬂammatqry dlsease. | - APEX Study Design = y—— |‘]:_ Endpoints
Q characterized by peripheral arthritis, axial involvement, dactylitis, enthesitis, Key Inclusion Criteria Blinded Blinded Safety F/U
« e . . . . . . Active- ' LTE Safety REM ° < < i °
psoriatic skin, and nail disease e Biologic-naive Screen Blinded PBO-Controlled Treatment  LTE Active Treatment FIU cDAPSA and DAPSA LDA/REM (score <13 or <14, respectively) through W48 Achievement of cDAPSA/
] o . o >18 years | I . . . ) <4 <4 e cDAPSA and DAPSA LDA/REM at W24 by baseline subgroups
- _ [ J
N¢Z Gusellfumal.o (QQS) is a .fully human, dual-acting, mgnoclqnal antibody that . Active PeA N=371 LDA _ Demographics (Sex, BMI) DAPSA LDA/REM with GUS was
selectively inhibits the interleukin (IL)-23p19 subunit and is approved to treat (23SJC;23TJC; | L R <14 <13 _ PsA characteristics (PsA duration, SJC, TJC, CRP, PASI) . .
moderate-to-severe plaque psoriasis (PsO), active psoriatic arthritis (PsA), EgP ZOt-ﬁ nzg/dL_)tfor fiterelbi _ Concomitant medication use (csDMARDS) generally consistent with both
. . . oy 0 =0 Mmontns (despite
and moderately-to-severely active Crohn's disease and ulcerative colitis® orior csDM ARD N-273 =28 =2 - Radiographic features (total PsA-modified vdH-S, erosion, and JSN scores; 0 o
. . . sl S| HDA R S R g dosing regimens and across
In the ongoing phase 3b, randomized, double-blind, placebo (PBO)-controlled e e . (R) GUS 100mg SC WO then Q4W through W48 >28 >27 .
—| APEX study of p.arjc|0|pan.ts Wl.th active and erosive PsA, GUS o.lerrolonstrated e 22 erosive joints Components E./\,. Statistical Analyses diverse pt Subgl‘oups deﬁned by
efficacy vs PBO in improving signs and symptoms of PsA and significantly on hand/foot * SJC e SJC b I- d h- d-
inhibiting structural damage progression at Week (W) 243 radiographs PBO WO then Q4W through W20 GUS 100mg SC W24 then Q4W through W48 e TJC e TJC e Response rates and p-values from W4-24 were based on GLMM; p-values were ase Ine emogl‘ap ICS, Isease
o Active plague PsO e PtPai e PtPai not multiplicity controlled, are considered nominal, and may not be used to claim o . o
(21 PsO plague 22 om | Wesk——— = — — — Cben o en sttt ol sigiiean e characteristics, concomitant
O b ® t' and/or nail PsO) -6 0 ,;gb ﬁ: 48 B“ndggﬁnal 156 LTE?:?naI e Pts were considered nonresponders at a post-baseline visit through W24 if they
J e C I Ve S Safety Visite SafetyVisitt ~® CRP had previously initiated/increased oral corticosteroids or csDMARDs or initiated CS D M A R D U Se, an d Stru Ctu ra I
protocol-prohibited PsA therapies and through W48 if they discontinued study
1 1 1 ‘PBO SC W8 then Q8W through W48 administered to maintain blinding. "EE if <20% improvement from baseline in both TJC and SJC at W16. EE pts may initiate/increase dose of permitted medication agent for any reason other than ND/MD. Data affected by ND/MD were not used.
:rhIS p.OS'l.: hoc ana!ySIS evalu.at.ed the CO"SIS.ter.lcy of GUS treatment. effect 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. BID=twice daily, BMI=body mass index, After applying these rules, missing data due to ND/MD were accounted for in the d a m ag e
In aChleV|ng low disease aCt|V|ty (LDA)/rem|SS|On (REM) using the Disease CASPAR=Classification Criteria for Psoriatic Arthritis, eDAPSA=Clinical Disease Activity Index for Psoriatic Arthritis, CRP=C-reactive protein, csDMARDs=conventional synthetic disease-modifying analysis model, and other missing data were imputed using NRI
o o o o antirheumatic drugs, DAPSA=Disease Activity Index for Psoriatic Arthritis, EE=early escape, GLMM-=generalized linear mixed model, GUS=guselkumab, HDA=high disease activity, JC=joint count, \ . . .
ACtIVIty Index for PsA (DAPSA) and clinical DAPSA (CDAPSA) at W24 JSN=joint space narrowing, LDA=low disease activity, LTE=long-term extension, MD=major disruption, ModDA=moderate disease activity, MRI=magnetic resonance imaging, NRI=nonresponder imputation, e Efficacy analyses included all randomized pts except those from Ukrainian sites
° ° NSAIDs=nonsteroidal anti-inflammatory drugs, PASI=Psoriasis Area and Severity Index, PBO=placebo, PE=primary endpoint, PsA=psoriatic arthritis, PsO=psoriasis, Pt=patient, PtGA=patient’s global unable to support key study operations due to major disruption (mFAS, N=1020
across basellne SUbgrOUpS In APEX StUdy assessment, Q4W=every 4 weeks, Q8W-=every 8 weeks, R=randomization, REM=remission, SC=subcutaneous, SJC=swollen joint count, TJC=tender joint count, vdH-S=van der Heijde—Sharp, W=week. R y yp > ( )
Baseline characteristics of pts with active and erosive PsA were balanced across treatment groups At W24, GUS treatment effect in achieving cDAPSA and DAPSA LDA/REM was consistent across subgroups
Table 1. Baseline characteristics e Q4W/Q8W-treated pts were ~2- to 3-times more likely to achieve cDAPSA and DAPSA response than PBO-treated pts across subgroups
GUS Q4W PBO cDAPSA LDA/REM at W24 by Baseline Characteristics DAPSA LDA/REM at W24 by Baseline Characteristics
(N 273) (N 376) Resp(o'\:l)se, % (950/RC|) Resp(o'\:!)se, % (950/RCI)
Baseline Characteristics = = * %
Demographics - I e W i3 R == W20t
 sex .|  sex .|
o Age, years 52.2 (13.2) 53.2 (12.9) 53.5 (13.0) Male 2(%%)" a0 5(11928§’ (1.52,'3.5) (1.7?':?.9) Male 2(%‘(1))6 tag Aow) (1455) (1641
M\ ey 31.0% 41.2% 38.2% e 16 14 Fomal 30.4% 43.6% 40.4% ——— 18 16
Female 454% 464% 434% (163) (124) (172) (10, 2.6) 09,2.2) emale (162) (122) (i7) (11,2.9) (10, 2.5)
PsA Characteristics Normal <25 302% 457% asa% ° 1028 1035 Normal <25 2o N aoar ' (4 (1530)
: 347% 43.4% 511% — 14 20 : 33.2% 447% 49.3% L 16 20
. . Overweight 25 to <30 139 100 136 0.8,25 1.2, 3.2 Overweight 25 to <30 9, 2. 2.3.
PsA disease duration, years 1.5 (71) 1.2 (7.6) 1.2 (6.9) Obese 230 %gg} %g;% %_?3.%%, ———— ((1 52.25)) ;1 21 5; Obese 230 223272 7%%’ %:% ——— ((?324%:)) 2 }g:))
SJC [0-66] 1.6 (9°4) 121 (8°5) 1.8 (8'9) e 26.9% 481% 48.8% — 25 26 e 26.0% 48.8% 501% ° 27 29
<3 (121) (90) (120) (14, 4.5) (1.5, 4.5) <3 (120) (89) (119) (1.5, 4.9) (18, 5.0)
TJC [0—68] 21.2 (14.6) 20.6 (13.4) 20.5 (13.9) =3 ?21545/) ‘t?é%f ?234%’ (1.1,1 '5.5) (1.21,'72.5) =3 ?21532{ 4(?533;;/’ ?gfgf’ (1.21,'72.6) (1.31,'3.6)
HAQ-DI [0-3] 1.2(0.7) 1.2 (0.6) 1.2 (0.6) < ooy sy o8 . o (1434 (10,24 = Tox N ooy P 1639) (12.27)
. ] )0 24.2% 26.0% 480% ° 11 29 s 28.9% 28.8% 511% ¢ 10 26
g Patient assessment of pain [VAS; 0-10cm] 59 (2.2) 5.9 (21) 5.9 (21) ) oo s . 0529 0529 b 33.0% 36.2% . 033 T
15 1) (58) 77 (11, 5.5) (1.2,5.3) >15 (90) (58) 77 (10,5.2) (13,5.6)
Patient’s global assessment - arthritis [VAS; 0—10cm] 5.9 (2.2) 5.9 (2.1) 5.9 (2.0)
. 9 <10 e %60 o3 ° (1642 09 37) =i i G e ° (1630 08.33)
Physician's global assessment [VAS; 0—10cm] 6.4 (1.6) 6.4 (1.6) 6.2 (1.7) 10 to 15 4z e1.5% a3 . 022 09%1 10 to 15 39.5% 50.0% o50% . w22 1034
. 19.5% 31.5% 375% — 19 25 5 19.2% 32.8% 39.9% — e 21 2.8
CRP, mg/dL® 07 (0.4. 1.5) 08 (0.4. 1.6) 0.8 (0.4. 1.8) (206) (143) (199) (11,3.2) (15,39) (205) (140) (198) (12,3.4) (1.8,4.5)
! ! ! ! CRP (mg/d)
DAPSA 46.4 (24.3) 461(221) 46.0 (22.8) < o 166) i e 1023 (226 < ) G 510, e 1022 (227
. 197% 42.0% 378% ° 30 25 T 211% 42.5% 397% ° 2.8 25
(72) (65) (88) (1.3, 6.5) (12, 51) (72) (55) (88) (1.3, 61) (12,5.0)
cDAPSA 447 (23.5) 44.6 (217) 44.3 (22.3) - e o 280 .24, - SE : B T
PsO Characteristics 5 . ; e ) ; ;
<12 id) o0 i - 1532 (1551 <12 ) oy By M- 1832 1532
0 %BSA 15.0 (19.2) 16.5 (21.9) 16.3 (21.5) 212 to <20 e a5 °60) ° 0838 (0944 212 to <20 ‘60" ") 60, ° 05449 (0837
o 41.0% 42.5% 521% ° 11 16 0 341% 407% 551% ° 13 24
(38) (24) (42) (0.3,3.3) (0.6, 43) (37) (24 (42) (04,4.3) (08,66)
PASI [0-72] 1.6 (8.3) 8.3 (10.) 8.2 (9.5)
Vo 301% 50.5% 45.5% — 24 19 Vo 31.2% 51.8% 475% — 24 20
“Values are mean (SD) unless otherwise noted. No 2(29?30 3(:1871‘2/0 5125?.1;), ° (1'61’.2 % (1'?3.2'8) No £265.1§2 3(212.331?% ﬁfgz/o o (1'61’.53 ) (1.42’.%'9)
BSA=body surface area, CRP=C-reactive protein, cDAPSA=clinical disease activity index for psoriatic arthritis, DAPSA=disease activity index for psoriatic arthritis, GUS=guselkumab, HAQ-DI=health assessment questionnaire—disability index, N=number of patients, PASI=Psoriasis Area and severity index, (120) (92) (115) (07,2.3) (11, 34) (119) (89) (115) (0.8,27) (13, 4.0)
PBO-=placebo, PsA=Psoriatic Arthritis, Q4W=every 4 weeks, Q8W=every 8 weeks, SD=standard deviation, SUC=swollen joint count, TJC=tender joint count, VAS=visual analog scale. , ‘ — ‘ — , : — : ey
001 01 1 10 100 01 1 10
Favors PBO Favors GUS Favors PBO Favors GUS
o - o BMlI=body mass index, cDAPSA=clinical Disease Activity Index for Psoriatic Arthritis, Cl=confidence interval, CRP=C-reactive protein, csDMARD=conventional synthetic disease-modifying antirheumatic drugs, DAPSA=Disease Activity Index for Psoriatic Arthritis, GUS=guselkumab, LDA=low disease activity,
Th r oug h W24) g r eater p r Op or tl ons Of GUS tr eated p ts GCh I eved CD A P SA an d D A P SA LD A/ R E M Vs P B O OR=o0d(ds ratio, PASI=Psoriasis Area and Severity Index, PBO=placebo, PsA=psoriatic arthritis, Q4W=every 4 weeks, Q8W=every 8 weeks, REM=remission, SJC=swollen joint count, TJC=tender joint count, TNFi=tumor necrosis factor inhibitor, W=week.
, , At W24, GUS treatment effect in achieving cDAPSA and DAPSA LDA/REM was consistent across subgroups defined by baseline
e Response rates for GUS-randomized pts increased through W48 . -
radiographic features
cDAPSA LDA/REM DAPSA LDA/REM
100.0 - 1000 -
e Q4W/Q8W-treated pts were ~2- to 2.5-times more likely to achieve cDAPSA and DAPSA response than PBO-treated pts
$ 80.0- g 80.0- cDAPSA LDA/REM at W24 by Baseline Radiographic Features DAPSA LDA/REM at W24 by Baseline Radiographic Features
\J,’ ") Response, % (N) OR (95% Cl) Response, % (N) OR (95% CI)
£ £ PBO | GUSQaw | GUS Qaw PBO
S 600 ] B 4 i —$— Wl e iy ) Eh —%— % PR
= =
@ @ < Median (11.0) o oy ‘o) g—~— 1437) 125 < Median (11.0) e o e gpa—~— 1238 (1741
?_— 9_' > Median (11.0) e ey ey E— S (10.27) (1023 > Median (11.0) Hon) Ty K —— (i159) (1126)
o 37.9* . o
§ 400 3 ng: o 5 <Medan 6.0 - S —— 3 ol <Median 6.0 w0 W W —— o it
t "g > Median (6.0) Toer ey o T % 09-25) (1127) > Median (6.0) oy e i P (10-27) (12.29)
2 o
o 2 = Median (4.5) e NG e — % — (1333) 1235 = Median (4.5) ooy oy 5oy % — (1435) 1237)
a e > Median (4.5) i89) o). 52 > (11:30 (1126) > Median (4.5) Ti8) oy e g (12.32) (12.29)
< Median (5.0) %Qé) ?173:54/) 42%%? (1.5'3'.9) (1.6?,%.7) = bidseltn =) 2(%3%? 5(?3%)/ ?%2/) (1~62’.‘5‘~0) (‘~62"g~8)
, , >Median (5.0) ?11'8%/5’ 4(123%)/ 4(?%?3)A (1.()1,"23.6) (1.1,1 'z.e) > Median (5.0) 3(%3%)/" 4(12356)/ 4(?7'2)/" (1.1,1 'Z.S) (1.21,'3.9)
36 48 i 28.2% a1 e a5 ”a 200% 50.45% s13% e aa a5
< Median (2.5) 3{}%1)/ ‘(111452} 4%9;)/ . 612 9 ( 1.61’-73.8) < Median (2.5) 2(19?% ‘{1241732 4(?;’)/ (1.51,;3.8) (1.61,'3.8)
> Median (2.5) (183) (126) (176) . 0.9, 2.5) (11, 2.6) > Median (2.5) (180) (125) (175) (11,2.9) (12,29)
-o- GUS Q4W GUS Q8W -o-PBO -#-PBO~>GUS Q4W 01 ! 10 o ! o

Favors PBO Favors GUS . . Favors PBO Favors GUS

Nominal. *p=0.001, **p<0.01, ***p<0.056. Post-baseline (W4—-48) response rates based on GLMM; observed data were reported at WO. cDAPSA: GUS Q4W N=273; GUS Q8W N=369 (WO0), N=370 (W4-24), N=371 (W28-48); PBO = GUS Q4W N=375 (W0), N=376 (W4-48). DAPSA: GUS Q4W N=273 (W0), N=270
(W4-24), N=273 (W28-48); GUS Q8W N=369 (W0-24), N=371 (W28-48); PBO - GUS N=375 (W0O), N=372 (W4-24), N=376 (W28-48). Cl=confidence interval, cDAPSA=clinical Disease Activity Index for Psoriatic Arthritis, DAPSA=Disease Activity Index for Psoriatic Arthritis, GUS=guselkumab, JSN=joint space narrowing, LDA=low disease activity, N=number of patients, OR=o0dds ratio, PBO=placebo, PsA=psoriatic arthritis, Q4W=every 4 weeks,
cDAPSA-=clinical Disease Activity Index for Psoriatic Arthritis, DAPSA=Disease Activity Index for Psoriatic Arthritis, GLMM-=generalized linear mixed model, GUS=guselkumab, LDA=low disease activity, PBO=placebo, pts=patients, Q4W=every 4 weeks, Q8W-=every 8 weeks, REM=remission, W=week. Q8W-=every 8 weeks, pts=patients, REM=remission, vdH-S=van der Heijde—Sharp score, W=week.
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