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Background

s}r/ Guselkumab (GUS), a fully human, dual-acting' monoclonal

antibody that selectively inhibits the interleukin-23p19 subunit, has
demonstrated multidomain efficacy in patients with active psoriatic

arthritis (PsA)

LY In the Phase 3b, multicenter, randomized, double-blind, placebo
? (PBO)-controlled APEX study, GUS treatment improved

PsA signs/symptoms and significantly inhibited structural

damage (SD) progression compared with PBO at Week (W) 24 in

biologic-naive participants (pts) with active and erosive PsA?

Objective

The current analysis evaluates the effects of GUS through W48
using patient-reported outcomes (PROs) assessing fatigue and
impact of PsA on physical and psychological aspects, and their
association with SD progression at W24 and W48

Results

Baseline demographics were well balanced among treatment groups
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APEX Study Design

Inclusion Criteria
v" Biologic-naive
v Age =18 years

v" Active PsA =6
months (despite
prior csDMARD,
apremilast, NSA

v 23 SJC; =23 TJC;

on hand/foot
radiographs

CASPAR criteria met

CRP =0.3 mg/dL

v’ 22 erosive joints

ID);

Blinded
Active- LTE Safety
Screen Blinded PBO-Controlled Treatment LTE Active Treatment F/U
| | | | |
N=371
_____________ .}
N=273

1:5:7 GUS 100mg SC WO then Q4W through W48
N=376
PBO WO then Q4W through W20 GUS 100mg SC W24 then Q4W through W48
Week | | | | | | / / |
-6 0] 16 24 48 60 156 168
S EE" PE y
Y

Current Analysis

“PBO SC W8 then Q8W through W48 administered to maintain blinding. °EE if <20% improvement from baseline in both TUC and SJC at W16. EE pts may initiate/increase dose of permitted medication up to the maximum dose, at the investigator’s discretion. CASPAR=CIASsification criteria for Psoriatic ARthritis, CRP=C-reactive
protein, csDMARD=conventional synthetic disease modifying antirheumatic drug, EE=early escape, F/U=follow-up, LTE=long-term extension, NSAID=nonsteroidal anti-inflammatory drug, PE=primary endpoint, Q4W/Q8W-=every 4/8 weeks, R=randomization, SC=subcutaneous, SJC=swollen joint count, TJC=tender joint count.

® Mean baseline disease characteristics were consistent across treatment groups

GUS Q4W
N=273

Demographics
Age, yrs
o o Male
I"\,ﬂ\ White
BMI, kg/m°

PsA Characteristics
PsA Disease Duration, yrs
SJC (0-66)
TJC (0-68)

Patient Assessment of Pain (VAS; 0-10cm)

$)n

Patient’s Global Assessment (VAS; 0-10cm)
Physician’s Global Assessment (VAS; 0-10cm)
CRP, mg/dL

s @ Dactylitis (1-60)°

Enthesitis LEI (1-6)°

HAQ-DI (0-3)

FACIT-Fatigue (0-52)

PsAID-12 (0-10)

52.2 (13.2)

55%
85%

294 (6.0)

75 (71)
11.6 (94)
21.2 (14.6)
59 (2.2)
59 (2.2)
6.4 (16)
17 (2.9)
10.8 (11.5)
3.2 (18)
1.2 (07)
30.8 (11.3)

51(2.2)

53.2 (12.9)

54%
82%

29.0 (5.6)

7.2 (76)
121(8.5)
20.6 (134)
5.9 (2.1)
5.9 (21)
6.4 (16)
15 (2.0)
1.0 (12.8)
3.0 (17)
1.2 (0.6)
311 (10.2)

5.2 (2.0)

53.5 (13.0) 53.0 (13.0)
57% 55%
83% 83%

289 (57) 291 (5.7)

7.2 (6.9) 73 (7.2)
11.8 (8.9) 1.9 (8.9)
20.5 (13.9) 207 (13.9)
5.9 (21) 5.9 (2.)
5.9 (2.0) 5.9 (21)
6.2 (17) 6.3 (17)
17 (2.5) 16 (2.5)
10.2 (10.5) 10.6 (11.6)
3.0 (16) 31(1.7)
1.2 (07) 1.2 (07)
31.2 (11.0) 311 (10.8)
51(2.0) 51 (21)

Data shown are mean (SD) unless otherwise noted. Among pts with dactylitis at baseline: GUS Q4W, N=119; GUS Q8W. N=143; PBO, N=167. "Among pts with enthesitis at baseline: GUS Q4W, N=157: GUS Q8W, N=214; PBO, N=218. BMI=body mass index,

HAQ-DI=Health Assessment Questionnaire-Disability Index, LEI=Leeds Enthesitis Index, VAS=visual analog scale.

LSM improvements in FACIT-Fatigue and PsAID-12 through W48 among GUS-randomized pts

Methods

Scan the QR code.

The QR code is intended to
provide scientific information

for individual reference, and the
information should not be altered
or reproduced in any way.

Endpoints Statistical Analysis

LSM improvements from baseline through W48 for:
FACIT-Fatigue

® 13-item questionnaire evaluating patient fatigue/impact on daily function over the
last 7 days (total score range, 0-52; lower scores reflect more severe fatigue)

PsAID-12

statistical significance

® | SM improvements and p-values were based on MMRM and not multiplicity
controlled; they are considered nominal and may not be used to claim

® Pts were considered to have a change of O if they initiated/increased the dose of
oral corticosteroids or csDMARDs or initiated protocol-prohibited PsA therapies

through W24, or discontinued study agent for any reason other than ND/MD

® 12-item questionnaire assessing the impact of PsA on physical and psychological
domains of patient health? (total score range, 0-10; higher scores indicate a higher
impact of disease)

through W48

® Data affected by ND/MD were not used

e After applying these rules, remaining missing data were accounted for in the

analysis model

LSM changes in PsA modified vdH-S score at W24 and W48 among
GUS-randomized pts were analyzed by response status (CMI)

® FACIT-Fatigue CMI: 24
® PsAID-12 CMI: 23

were imputed using Ml

® For change in vdH-S scores, data affected by ND/MD were not used; missing data

® GUS-randomized pts achieved greater LSM improvements from baseline in FACIT-Fatigue and PsAID-12 compared to PBO

through W24

e At W48, PBO—->GUS Q4W pts achieved comparable LSM improvement to those of GUS-randomized pts
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Nominal *p<0.001, **p<0.01, ***p<0.05. “At W48, N=366.
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w24
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W48

3.0
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7. PBO-GUS Q4W (N =372)

’Includes pain, fatigue, skin problems, work/leisure activities, functional capacity, discomfort, sleep disturbance, coping, anxiety, embarrassment, social participation, and depression. CMI=clinically meaningful improvement, FACIT=Functional Assessment of Chronic lliness, LSM=least squares mean, PsAID-12=Psoriatic Arthritis Impact

of Disease 12-item questionnaire, MD=major disruption (Ukraine/Russia crisis), MI=multiple imputation, MMRM=Mixed Model for Repeated Measures, ND=natural disaster (COVID-19 site access restrictions), vdH-S=van der Heijde-Sharp.

LSM change from baseline in vdH-S at W24 and W48 by FACIT-Fatigue response among GUS-randomized pts

LSM change from baseline in vdH-S at W24 and W48 by PsAID-12 response among GUS-randomized pts

Key lakeaways

In APEX, GUS-randomized pts
showed numerically increased
LSM improvements in fatigue

and overall disease impact
from W4 to W48

Among GUS-randomized
pts, achievement of CMI in
FACIT-Fatigue and PsAID-12
(responders) as early as
W12 was associated with
less SD progression than
nonresponders

LSM Change From Baseline in vdH-S at W24

LSM Change From Baseline in vdH-S at W48
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