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Guselkumab, a dual-acting IL-23p19 subunit inhibitor, is highly efficacious in
participants with Crohn’s disease (CD)

Phase 3 studies (GALAXI 2, GALAXI 3, and GRAVITI) showed that guselkumab
has similar efficacy after induction and through week 48 with either
intravenous (IV) or subcutaneous (SC) induction therapy (followed by SC
maintenance therapy)

Data through week 96 of these studies can help to elucidate the durability of
= efficacy and the longer-term safety of guselkumab in CD

Objective

We report guselkumab efficacy and safety data through week 96 of the
GALAXI and GRAVITI studies

Methods

Study Methods

e Both GALAXI and GRAVITI had double-blind, placebo-controlled, treat-
through designs with blinding until the week 48 analyses were completed

¢ GALAXI 2 and GALAXI 3 evaluated IV guselkumab induction
(200 mg at weeks 0, 4, and 8) followed by SC maintenance (100 mg
every 8 weeks or 200 mg every 4 weeks)

¢ GRAVITI assessed SC guselkumab induction (400 mg at weeks O,

4, and 8) and the same guselkumab maintenance regimens used
in GALAXI

e Participants entered the LTE period receiving the same maintenance
treatment they received prior to the LTE

e Between weeks 52 and 80 (GALAXI only), participants who were not in
clinical response dose-escalated or “sham” adjusted to 200 mg SC every
4 weeks

¢ Participants receiving guselkumab 100 mg SC every 8 weeks
dose-escalated to 200 mg SC every 4 weeks

¢ Those receiving guselkumab 200 mg SC every 4 weeks “sham”
adjusted to guselkumab 200 mg SC every 4 weeks

X
GALAXI Study Design Analysis Methods
Induction 1 Maintenance Long-term extension® GALAXI randomization (2:2:2:1)

« CDAI =300 or >300

* SES-CD <12 or >12

* BIO-IR (yes/no)

« Corticosteroid use at baseline (yes/no)

GUS 200 mg IV q4w GUS 100 mg SC q8w GUS 100 mg SC q8w

'_: GUS 200 mg SC q4w

PBO patients discontinued after study unblinding

Treatment adjustment criteria °
From weeks 52 through 80, patients who were NOT in
clinical response (2100-point reduction in CDAI score from
baseline or CDAI <150) and had a CDAI 2220 were eligible
for a treatment switch to SC guselkumab 200 mg g4w
> without induction

PBO IV g4w PBO nonresponders - crossover to active treatment

PBO SC q4w

Corticosteroid tapering

4'3 5'2 Treatment adjustment window 8'0 9'6
60 o
GRAVITI Study Design

Extension treatment phase®

Week O 8 12 20 24

non-response

Main treatment phase

Stratification factors:
« CDAl score (=300 or >300)
« SES-CD (<12 or >12)

GUS N GUS 200 mg SC qdw
400 mg SC q4w

GUs GUS 100 mg SC q8w

Week 92°

PO * BIO-R (yes/na) LTE, received =1 partial or complete study drug dose during the
GaWE R R | 3 . . .
= PBO patients discontinued afte study unblinding @ Endoscopy @ Study unblinding LTE, and had data available at the assessment timepoint;
treatment for . . .
P50 patients PITTVO CUS100ma SCatw esiieed participants who had a dose adjustment (GALAXI only) were not
Gorticosterad tapering R included from the day after the date of dose adjustment
Week O 8 12 16 20 24 28 48 88 96 . . P
60 o e Safety analyses comprised all randomized participants who

9 The present study includes data through 96 weeks.

b Denotes when last dose was received during the extension before analysis at week 96.

BlO=biologics, CD=Crohn’s disease, CDAI~Crohn’s Disease Activity Index, GUS=guselkumab, [R=inadequate response or intolerance, /V=intravenous, L TE=long-term extension, PBO=placebo, g4w=every 4 weeks, géw=every 8 weeks,
SC=subcutaneous, SES-CD=Simple Endoscopic Score for Crohn’s Disease, UST=ustekinumab.

received study drug

e Efficacy analyses included all participants randomized at week O
who had an SES-CD =6 (or 24 for those with isolated ileal disease)
and received at least 1 partial or complete study drug dose

For the main efficacy analysis, non-responder imputation was used

¢ Missing data, meeting treatment failure criteria, discontinuations
(including not entering the LTE), and CD-related intercurrent
events (including dose adjustment in GALAXI) were considered

GRAVITI randomization (1:11) e As observed efficacy data (week 48 to week 96) are also presented
¢ The as observed analysis included participants who entered the

Results

Treatment Disposition Prior to Week 96

Rates of Clinical Remission, Endoscopic Response, Endosc

opic Remission, and Deep Remission Through Week 96

Long-term efficacy outcomes
show the durability of guselkumab
treatment in Crohn’s disease
through 2 years across multiple
studies and both SC maintenance
doses

Long-term efficacy was similar
with either guselkumab IV or SC
induction followed by SC
maintenance

No new safety concerns were
identified

Summary of Treatment-Emergent Adverse Events Through Week 96
for All Randomized Participants Who Received 21 Study Drug Dose

» Between week 0 and week 96, 127/582 participants (21.8%) from GALAXI 2/GALAXI 3
and 31/230 participants (13.5%) from GRAVITI discontinued treatment

GALAXI 2 and GALAXI 3 GRAVITI

GUS 200 mg IV
q4w - 200 mg

Combined GUS 400 mg SC
q4w - 200 mg
SC g4w

N=115

Combined

SC g4w
N=296

N=582 N=230

Number of pts who discontinued

study treatment prior to W96 67 (23.4%) 60 (20.3%) 127 (21.8%) 22 (19.1%) 9 (7.8%) 31(13.5%)
Reason for discontinuing study treatment
C:;’;f;:;’i’;‘éb 10 (3.5%) 5 (1.7%) 15 (2.6%) 3 (2.6%) 1(0.9%) 4(1.7%)
AE - Other 13 (4.5%) 14 (4.7%) 27 (4.6%) 3(2.6%) 2 (1.7%) 5 (2.2%)
AE - COVID-19 related 0 0 0 0 0 0
Death 0 0 0 1(0.9%) 0 1(0.4%)
LEEEE T 0 0 0 0 0 0
Lack of efficacy 17 (5.9%) 14 (4.7%) 31(5.3%) 9 (7.8%) 3 (2.6%) 12 (5.2%)
Lost to follow-up 2 (0.7%) 0 2(0.3%) 1(0.9%) 1(0.9%) 2(0.9%)
Protocol deviation 0 0 0 0 0 0
Pregnancy 3 (1.0%) 1(0.3%) 4 (0.7%) 1(0.9%) 0 1(0.4%)
f;‘e;‘i::::' further study 0 4 (1.4%) 4(0.7%) N/A N/A N/A
Withdrawal by pt 16 (5.6%) 15 (5.1%) 31(5.3%) 2 (1.7%) 2 (1.7%) 4 (1.7%)
et : : : : : :
Withdrawal by pt -
other major disruption 1(0.3%) 0 1(0.2%) 0 0 0
related
CD-related surgery 0 5 (1.7%) 5 (0.9%) 1(0.9%) 0 1(0.4%)
sl 0 1(0.3%) 1(0.2%) 1(0.9%) 0 1(0.4%)
PBO pts discontinuing
study agent due to W48 0 0 0 0 0 0
unblinding
Other 6 (2.1%) 1(0.3%) 7 (1.2%) 0 0 0

AE=adverse event, CD=Crohn’s disease, GUS=guselkumab, /V=intravenous, N=number, N/A=not applicable, PBO=placebo, pt=participant, géw=every 4 weeks, g8w=every 8 weeks, SC=subcutaneous, W=week.
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GUS All Randomized participant numbers (all timepoints): 286 for the 100 mg SC q8w group and 296 for the 200 mg SC q4w group in GALAXI; 115 in both groups for GRAVITI. Clinical remission is defined as a CDAI score <150. Endoscopic response is defined as a 250% improvement in SES-CD (GALAXI/GRAVITI) or an SES-CD <2 (GALAXI only). Endoscopic remission is defined as an SES-CD =4, with a 22-point reduction and no subscore >1 on any subcomponent. Deep remission is defined as achieving both clinical remission and endoscopic remission.
AO=as observed, CDAI~Crohn’s Disease Activity Index, Cl=confidence interval, L TE=long-term extension, N=number, géw=every 4 weeks, g8w=every 8 weeks, SC=subcutaneous, SES-CD=Simple Endoscopic Score for Crohn’s Disease.

» Safety data through 2 years of treatment were comparable across studies

and consistent with the well-characterized safety profile of the label

GALAXI 2 and GALAXI 3 (pooled) GRAVITI
Placebo?® GUS 200 mg Placebod
SC q4we®
N=153 N=407 N=117
Average duration of follow-up, 285 821 73.2 36.4 88.6
weeks
Avel:ag;e ex?osure, number of 6.5 1.0 177 8.4 1.9
administrations
Total patient-years of follow-up 83.4 465.5 570.9 81.7 195.2
Number of AEs 364 1374 1807 307 520
Number of AEs /100 patient- 4362 295.1 3165 375.6 266.4
years follow-up
Number of SAEs 24 54 55 26 32
Number of SAEs / 100 patient- 28.8 1.6 9.6 318 16.4
years follow-up
Number of AEs leading to 16 27 31 10 10

discontinuation

Number of AEs leading to
discontinuation / 100 patient- 19.2 5.8 5.4 12.2 5.1
years follow-up

Number of serious infections® 4 3 8 0 2

Number of serious infections /

100 patient-years follow-up 48 06 14 2 e

Up to dose adjustment.

bTreatment group at the start of the long-term extension period. Includes events from week 48 to the time of dose adjustment for participants who dose adjusted, and all events from week 48

through week 96 for participants who never dose adjusted.

°Participants who were randomized to receive GUS 200 mg SC q4w maintenance dosing or had a dose adjustment (including "sham”) to GUS 200 mg SC g4w dosing from all treatment groups

(including those randomized to placebo and ustekinumab); for participants who had a dose adjustment, only data after their first GUS 200 mg dose are included.

dincludes all placebo participants, excluding data after rescue with GUS. All participants who were on placebo treatment at the time of study unblinding (after the week 48 database lock) were

discontinued from the study.

¢Infections are based on MedDRA system organ class “Infections and Infestations.”

GALAXI adverse events are coded using MedDRA Version 27.0; GRAVITI adverse events are coded using MedDRA Version 27.1.

AF=adverse event, GUS=guselkumab, MedDRA=Medical Dictionary for Regulatory Activities, gdw=every 4 weeks, SAE=serious adverse event.
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