Guselkumab Efficacy on Improvements in ACR Response Components in Participants With
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Background Methods

s]rz Guselkumab (GUS), a fully human, dual-acting,’ monoclonal antibody inhibiting the
interleukin (IL)-23p19 subunit, has demonstrated multidomain efficacy in participants
(pts) with active psoriatic arthritis (PsA)?

Key inclusion criteria:

e Age =18 years

LY SOLSTICE is a phase 3b, multicenter, randomized, placebo (PBO)-controlled study e Active PsA (=3 SJC;
77 evaluating GUS 100 mg every 4 weeks (Q4W) and Q8W in pts with active PsA and zg;‘%zﬁ

inadequate response (IR; inadequate efficacy or intolerance) to 1 prior tumor necrosis CASPAR criteria met

factor inhibitor (TNFi)° o Inadequate efficacy

and/or intolerance

e At W24, GUS-treated pts had significantly greater improvements in PsA signs and with 1 prior TNFi

symptoms vs PBO
Objective

To evaluate the efficacy of GUS in improving the individual American College of
Rheumatology (ACR) response components through W24 of SOLSTICE

e History of or active
PsO (=1 plaque
>2 cm and/or
nail PsO)

Results

Baseline demographics, disease characteristics, and concomitant
medications were well balanced among treatment groups

Screen

SOLSTICE Study Design

Blinded PBO-Controlled

Blinded Active Treatment

GUS 100 mg SC WO and 4, then Q4W through W100 (N=150)

PBO SC WO,

then Q4W through W20 (N=150)

GUS 100 mg SC W24 and 28,
then Q4W through W100

Safety F/U

At W24, significantly greater proportions of pts in the GUS Q4W
and Q8W groups vs PBO achieved ACR20, ACR50, and ACR70°
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Data reported as mean (standard deviation) unless otherwise noted. VAS=Visual analog scale.
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*0<0.001, *p=0.001, *p<0.01 'p<0.05 vs PBO. ACR20 at W24 was multiplicity-controlled; ACR20 at W16, ACR50 at W16 and 24, and ACR70 at W24

were weakly controlled (not nominal). All other p-values are nominal. PE=primary endpoint.
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Across all ACR components, response rates for achieving 220%, 250%, and 270% improvement were greater for GUS Q4W/Q8W-treated pts vs PBO at W24
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V. Statistical Analyses

e ACR20
e ACR50
e ACRTO

e Proportions achieving 220%/250%/=70%

improvements in ACR components

O,0O0 O O O O O

SJC
TJC

Pt Pain
PtGA

PGA

HAQ-DI

CRP

- Pts were considered nonresponders through W24 if they
discontinued study agent for any reason other than ND/MD,
increased dose/initiated csDMARDs or oral corticosteroids,
or initiated protocol-prohibited PsA therapies

- Data impacted by ND/MD were imputed using MI; other
missing data were imputed using NRI. Response rates
through W24 shown are the average proportion achieving
response, over 200 MI datasets

« ACR20 at W24 was multiplicity-controlled; ACR20 at W16,
ACR50 at W16 and 24, and ACR70 at W24 were weakly
controlled (not nominal). Response rates for improvement
in individual ACR components were determined post hoc;

p values are nominal.

‘Randomization was stratified by baseline use of csDMARDs. "Total number randomized=453, the full analysis set of 451 excludes 1 pt who was double randomized. °Crossover. °Final.safety F/U at W112 is 12W after final study agent administration. ACR20/50/70=>20%/>50%/>70% in ACR response criteria, CASPAR=CIASsification criteria for Psoriatic ARthritis,
CRP=C-reactive protein, csDMARDs=conventional synthetic disease-modifying antirheumatic drugs, EE=early escape, F/U=follow-up, HAQ-DI=health assessment questionnaire disability index, MD=major disruption: involving Ukraine and neighboring countries/territories beginning 24 February 2022, MI=multiple imputation, ND=natural disaster: site closure, site
access restrictions, or lockdowns due to the COVID-19 pandemic, NRI=nonresponder imputation, PGA=Physician’s global assessment, PtGA=patient’s global assessment (arthritis), R=randomization, SC=subcutaneous, SJC=Swollen joint count, TJC=Tender joint count.

e Separation from PBO (nominalp<0.05) was observed early as W4-8 (220% and 250% improvements), and W8-12 (=70% improvement)

>20% Improvement in ACR Components

>50% Improvement in ACR Components

Key lakeaways

Q In SOLSTICE, GUS
demonstrated improvement
after 1 or 2 doses in both
clinician-assessed and

patient-reported outcomes

across all ACR response
components

>70% Improvement in ACR Components

Similar efficacy through W24
was observed between the

2 GUS dosing regimens in
TNFI-IR pts

GUS Q4W
Week 4 8 12 16 20 24
SJC
TJC
Pt Pain
PtGA
PGA
HAQ-DI 39.4% 48.5* 48.6 51.3% 58.4" 56.91
CRP 40.5 47.7" 451 49.27 52.4* 48.1%
GUS Q8W
Week 4
SJC 570
TJC 48.2
Pt Pain 36.6%
PtGA 36.4
PGA 474%
HAQ-DI 32.9 42.8* 42.6 51.0 51.9% 54.0f
CRP 49.6% 53.4* 55.4* 47.81 51.7"
PBO
Week 4 8
SJC 49.7 59.2
TJC 40.3 47.0 52.9 54.2 55.3 58.6
Pt Pain 23.5 221 36.5 384 404 44.6
PtGA 26.8 24.9 33.2 38.5 40.9 44.6
PGA 35.7 37.8 46.9 471 54.2 55.5
HAQ-DI 27.6 28.9 39.2 39.8 39.6 38.4
CRP 35.3 30.6 32.8 30.1 29.1 33.9
I
0% 20% 40% 60% 80% 100%

nominal *p<0.001, 'p<0.01, *p<0.05

GUS Q4W GUS Q4W
Week 4 8 12 16 20 24 Week 4 8 12 16 20
SJC 39 54.4t SJC 20.2 33.0 39.5 49,5t 57.2*
TJC 19.1 40.5* TJC 6.2 16.6 28.2 31.0 46.0* 50.6*
Pt Pain 9.5 19.0* 26.3* 291t 36.0* 36.81 Pt Pain 3.4 9.0t 11.4* 16.31 22 8* 27.0*
PtGA 11.5¢ 18.91 28.0* 28.4 38.0 40.0* PtGA 2.0 7.7 9.1t 158 24.9* 24.3*
PGA 20.3 38.4* 49.6* 53.8* 55.0* 57.1* PGA 7.4 16.3* 21,61 28.0* 37.6* 37.7*
HAQ-DI 14.8 23.9 22,9 28.3* 32,3} 30.4 HAQ-DI 7.4 10.2} 12.61 15.1¢ 16.7* 20.0*
CRP 24.9 26.8 29,8 3311 33.5* 31.7* CRP 10.9 18.9 21.4! 22.7* 21,51 20,2}
GUS Q8W GUS Q8W
Week 4 8 Week A 8 12 16
SJC 33.3 49.5¢ SJC 19.1 32.2 47,0t 58.7*
TJC 18.5 40.9¢ TJC 13.0 21,8 31.5¢ 40.4t 46.3* 49.0*
Pt Pain 12.2 22 1* 26.4* 291t 33.2t 33.4¢ Pt Pain 4.7 7.6¢ 12.9* 16.7* 17.41 22 3*
PtGA 8.9 20.0 25,01 30.4t 331 34.1 PtGA 27 5.5 10.3 14.7 19.4t 23.5*
PGA 197 35.8* 42.0* SN 61.5* 2 65.6*  [EEN-IcT 8.1 17.2* 19.0% 35.1* 39.4* 40.9*
HAQ-DI 11.6 15.6 20.7 25.4 30.3¢ 33.7 HAQ-DI 4.0 7.4 6.9 12.0 16.0 18.7
CRP 28.5* 33.3t 35.9* 38.9* 31.4* 36.61 CRP 15.2 18.7 22 3t 22,0 21.8t 24.9t
PBO PBO
Week 4 8 12 16 20 24 Week 4 8 12 16 20 24
SJC 30.0 35.4 44.4 48.3 48.0 51.6 SJC 17.7 24.4 31.5 33.2 36.2 a7
TJC 17.8 27.2 30.4 327 337 371 TJC 8.9 17 21,2 237 20.6 25.3
Pt Pain 6.2 4.2 10.0 15.0 16.6 22.8 Pt Pain 1.4 2.0 1.5 4.8 5.6 1.7
PtGA 4.8 8.2 11 171 20.6 21.5 PtGA 07 2.1 15 6.8 6.9 9.0
PGA 15.0 13.6 22,0 26.5 29.6 36.3 PGA 7.5 3.4 8.8 10.8 137 19.1
HAQ-DI 8.9 10.3 131 17.7 19.2 23.3 HAQ-DI 3.4 3.4 4.2 6.1 8.9 11.6
CRP 17.9 18.4 17.3 18.7 14.7 20.0 CRP 9.3 11.4 9.9 11.4 97 11.0
I I
0% 20% 60% 80% 100% 0% 20% 40% 60% 80% 100%

nominal *p<0.001, 'p<0.01, ¥p<0.05

nominal *p<0.001, 'p<0.01, ¥*p<0.05






