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Background

ﬁr& Guselkumab is a dual-acting IL-23p19 subunit inhibitor that potently
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blocks IL-23 and binds to CD64, a receptor on cells that produce IL-23

Guselkumab 200 mg IV induction followed by 100 mg SC q8w or
200 mg SC g4w maintenance were evaluated in the GALAXI 2 & 3 phase

3 studies of participants with moderately to severely active Crohn’s

disease (CD)

Both SC maintenance doses were highly effective in the overall study
population compared with placebo and ustekinumab

Objectives

[T

burden and endoscopic response

To evaluate guselkumab maintenance dose efficacy in subgroups
based on baseline disease activity and post-induction inflammatory

Methods

outcomes at Week 12

CDAI =300 or CDAI >300
SES-CD =12 or SES-CD >12

CRP =5 or CRP >5

— Baseline clinical disease activity:

o Prespecified subgroup analyses were
conducted on randomization stratification
factors and clinically relevant prespecified

— Baseline endoscopic disease activity:

— Inflammatory burden at Week 12:

— Endoscopic response at Week 12

o Results were deemed clinically relevant
if the findings were replicated in the
individual GALAXI-2 and GALAXI-3 studies

Identically Designed, Double-Blind, Treat-Through Phase 3 Studies: GALAXI2 & 3

Key eligib

ility criteria

o Moderately to severely
active CD: CDAIl score
220-450 + mean daily
SF count >3 or AP score

>1 and SES-CD score =6

(or 24 for isolated ileal
disease)

e Inadequate response/
intolerance to oral
corticosteroids or
6-MP/AZA/MTX, or

biologic therapies®

Screening l ! ! ! ! 1 ! ! ! ! ! ! !
Study Week  --se2- I 1 1 1 1 1 1 1 1 1 1 1 >
-5 (o] 4 8 12 16 20 24 28 32 36 40 44 48
Combined GUS 200 mg IV q4w
Guselkumab 200 mg IV .
Randomization 0 o o Guselkumab 200 mg SC q4w (starting at Week 12)
(2:2:2:1)

Stratification factors:

CDAI =300 or >300
SES-CD =12 or >12
Prior inadequate

Guselkumab 200 mg IV
® ¢ o

Guselkumab 100 mg SC q8w (starting at Week 16)

response/intolerance
to biologic therapy
(Yes/No)

Corticosteroid use
at baseline (Yes/No)

b. Ustekinumab IV ~6 mg/kg
Note: To maintain treatment masking, all participants received active and/or placebo IV g4w through Week 12 and active and/or placebo SC q4w through Week 48

Ustekinumab IV°

=

Placebo IV

¢ ¢ ¢

Ustekinumab 90 mg SC q8w (starting at Week 8)

Placebo nonresionders receive UST IV® at Week 12 - 90 mg SC q8w (starting at Week 20)
Placebo responders receive Placebo SC q4w

a. Biologic therapies: TNF antagonists or vedolizumab (participants with a history of inadequate response or intolerance to ustekinumab were excluded)
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Key Takeaways

Both subcutaneous guselkumab
maintenance doses (200 mg g4w and
100 mg gq8w) were safe and effective

Clinical and endoscopic outcomes at
Week 48 were greater with the higher
guselkumab maintenance dose (200
mg g4w) for the following subgroups of
participants:

. High clinical or endoscopic disease
severity at baseline

. High inflammatory burden after
induction

. Not in endoscopic response after
induction

For the higher disease severity subgroups,
outcomes in the BIO-IR subpopulation
were generally consistent with those in the
overall population
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Results

Baseline demographics and disease characteristics

GUS 200 mg IV g4w~> RPN TN burden, Week-48 outcomes were similar between the doses
Primary analysis set® 100 mg SC q8w 200 mg SC g4w
(N=286) (N=296)
’i"i‘ Demographics By CDAI Score at Baseline By CRP Level at the End of Induction
Age in years, mean (SD) 36.0 (12.24) 36.9 (13.27)
Clinical Remission at Week 48 Endoscopic Response at Week 48 Clinical Remission at Week 48 Endoscopic Response at Week 48
Male, n (%) 154 (53.8%) 178 (60.1%)
_ Overall Population BIO-IR Subpopulation 4 Overall Population BIO-IR Subpopulation Overall Population BIO-IR Subpopulation Overall Population BIO-IR Subpopulation
Characteristics € 100 £ 100 € 100 — €100 -
L g 726 718 68.0 69.2 655 s 5 S 8 no 22 646 H
CD duration in years, mean (SD) 712 (6.717) 7.07 (7.240) g 804 . o I s g 807 § 80 1 I pasd - 5 801 18 595 567
g 60 4 - 484 S 60 506 529 » 528 a0 494 ato 431 E 541 481 E ’ 505 506 e
CDAI score, mean (SD) 296.3 (54.27) 295.9 (52.74) 5 I I 5 I I I I 5 60 I I 3 80 I s I
o o o o 278
= 40 - 2 40 o | o _
CDAI score <300, n (%) 168 (58.7%) 174 (58.8%) 3 g 8" g% |
56:3% é 20 — _g 20 é 20 - é 20 -
> CDAI score >300, n (%) 118 (41.3%) 122 (41.2%) §. o 122/168 125/174. 65/118 83/122 63/91 56/89 30/62 §. o 85/168 92/174 52/118 40/91 44/89 26/62 'g_ 134/173 129/168 46/85 761107 65/90 26/54 'g_ 100/173 100/168 31/85 51/90 15/54
a CDAI <300 CDAI >300 CDAI =300 CDAI >300 a CDAI =300 CDAI >300 CDAI <300 CDAI>300 a o CRP <5 mg/L CRP >5 mg/L CRP <5 mg/L CRP >5 mg/L a ° CRP <5 mg/L CRP >5 mg/L CRP =5 mg/L CRP >5 mg/L
SES-CD score, mean SD 13.2 (7.43) 12.5 (7.24) at Week 12 at Week 12 at Week 12 at Week 12 at Week 12 at Week 12 at Week 12 at Week 12
SES-CD score <12, n (%) 160 (55.9%) 174 (58.8%)
SES-CD score >12, n (%) 126 (44.1%) 122 (41.2%) By SES-CD Score at Baseline By Endoscopic Response Status at the End of Induction
Concomitant CD medications at
baseline Clinical Remission at Week 48 Endoscopic Response at Week 48 Clinical Remission at Week 48 Endoscopic Response at Week 48
No history of inadequate _ Overall Population BIO-IR Subpopulation _ Overall Population BIO-IR Subpopulation Overall Population BIO-IR Subpopulation _ Overall Population BIO-IR Subpopulation
response/intolerance® to 133 (46.5%) 149 (50.3%) 5100 & 100 € 100 - & i, 500 3100 o o 1 750
biologic therapy, n (%) § 0 g o £ o i s : i '
Ig 80 656 855 651 a2 646 635 632 g 807 587 ‘ 527 88 -5 80 I 620 678 I o g 80 I I
Biologic naive, n (% 116 (40.6% 128 (43.2% £ 604 : £ 604 : 5 538 £ 5o+
g , N (%) ( 6) ( 6) s 60 I I I I 5 60 s0a 125 I s w67 I ‘?-5 60 I I 3 60 446 soa
Biologic experienced, but no S 40 S 404 5 S 404 321 302
E documented nonresponse/ 17 (5.9%) 21(7.1%) % % I I § ° 85 I I
intolerance, n (%) g 204 £ 207 5 20 £ 207
§- 0 105/160 114/174 82/126 94/122 46/79 47/74 g 0 63/160 74/126 82/122 2779 39/74 40/68 § 20112 88101 97156 120174 36/a7 32140 571106 §. 0 87m2 77101 50156 34/47 30/40 32/106
History of inadequate a SES-CD =12 SES-CD >12 SES-CD =12 SES-CD >12 = SES-CD =12 SES-CD >12 SES-CD =12 SES-CD >12 g o In Endoscopic Response NOT in Endoscopicesponse In Endoscopic Rsponse NOT in Endoscopic Response a In Endoscopic Response NOT in Endoscopic Response In Endoscopic Response NOT in Endoscopic Response
H b at Week 12 at Week 12 at Week 12 at Week 12
response/intolerance® to 153 (53.5%) 147 (49.7%) Guselkumab100mgSCq8w [l  Guselkumab 200 mg SC qéw Guselkumab100mgSCq8w [l  Guselkumab 200 mg SC géw at Week 12 at Week 12 at Week 12 at Week 12 Guselkumab100mgSCq8w [l  Guselkumab 200 mg SC q4w

a. All randomized participants who received at least 1 (partial or complete) dose of study intervention and had a screening SES-CD

biologic therapy (BIO-IR), n (%)

score 26 (or 24 for participants with isolated ileal disease).

Outcomes in participants with lower

disease severity were generally similar
between the two maintenance doses

For participants with higher clinical disease severity (CDAI >300) at baseline, higher endoscopic disease severity (SES-CD >12) at baseline, higher inflammatory burden at the end of induction (CRP >5), or who were not in endoscopic response
at the end of induction, clinical remission at Week 48 and endoscopic response at Week 48 were greater for those who received GUS 200 mg q4w compared with GUS 100 mg q8w. For participants with lower disease severity or inflammatory

b. Primary nonresponse, secondary nonresponse, or intolerance.
Note: Participants with a history of inadequate response or intolerance to ustekinumab were excluded.
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