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Key lTakeaways

Both IV and SC induction with
guselkumab demonstrated
comparable safety results consistent
with the well-characterized
guselkumab safety profile

Background
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Objective of guselkumab

'@ To characterize the safety of guselkumab IV and SC induction regimens in clinical trials of
guselkumab in CD

Methods

e We evaluated data from phase 2 and phase 3 CD studies with IV induction in GALAXI 1, 2, and 3 and SC induction in GRAVITI to assess rates of safety events (proportions of participants with =1 event)
during the induction period (Week 0-12)

e In GALAXI, participants were assigned to guselkumab 200 mg IV or placebo IV at Week 0O, 4, and 8 followed by guselkumab 100 mg SC every 8 weeks or 200 mg SC every 4 weeks or placebo
— Participants in GALAXI assigned to guselkumab 600 mg IV, 1200 mg IV or a ustekinumab induction dose were not included
e In GRAVITI, participants were assigned to guselkumab 400 mg SC or placebo SC at Week 0, 4, and 8 followed by guselkumab 100 mg SC every 8 weeks or 200 mg SC every 4 weeks or placebo

Results

e During the induction period, rates were not greater in either the guselkumab IV or the SC groups e Three cases of clinically important hepatic disorders (hepatic disorder adverse events reported as
compared to the respective placebo groups for adverse events, serious adverse events, or adverse serious adverse events or adverse events leading to discontinuation of study intervention) were
events leading to discontinuation identified in the guselkumab treatment groups and resolved by treatment pause or discontinuation

e Events of special interest and clinical interest were low overall in the guselkumab treatment groups .. i o
Clinically important hepatic disorders

Participants with 1 or more safety events during the induction period (Week 0-12)

Treatment Group Details
IV Induction SC Induction
Guselkumab 200 mg IV Serious adverse event of increased liver function tests (LFT)
Guselkumab Guselkumab that met the biochemical criteria for Hy's law. The aspartate

200 mg IV 400 mg SC aminotransferase (AST) >3x upper level of normal (ULN) threshold

(N=649) (N=230) was reached. Confounding factors included a diagnosis of
Gilbert's disease and macrogol administration at the time of the
Adverse events, n (%) 109 (51.7) 304 (46.8) 58 (49.6) 107 (46.5) marked elevation in LFTs. Dosing was paused, the transaminases
subsequently normalized, and the participant resumed
guselkumab treatment.

Serious adverse events, n (%) 13 (6.2) 19 (2.9) 9 (7.7) 5(2.2)

. Guselkumab 200 mg IV Adverse event of hepatic enzyme increased. The alanine
Adverse events Iea(c):/lmg to 9 (4.3) 1 (17) 3 (2.6) 1(04) aminotransferase (ALT) and AST >8xULN and alkaline
discontinuation, n (%) phosphatase (ALP) >2xULN thresholds were reached.
Confounding factors included recent initiation of treatment for
Serious infections, n (%) 0] 1(0.2) 0] 1(04) latent tuberculosis (isoniazid) and a concurrent adverse event
of cytomegalovirus infection (IgM positive and PCR negative).
Malignancies?, n (%) 0 0 0 1(0.4) Study intervention was discontinued and the liver test

abnormalities resolved.

Opportunistic infections®, n (%) 1(0.5) 2 (0.3) 1(0.9) 0

Guselkumab 400 mg SC Adverse event of ALT increased at study Week O, prior to the
o . . first and only dose of guselkumab. ALT > 5xULN and ALP >2xULN
Clinically important hepatic 9 thresholds were reached at study Week O, prior to the first
: c - 7o O (0.3) 0 1(04)
disorders®, n (%) dose. ALT and ALP elevations were persistent through study
Week 8. Confounding factors included a concomitant medication
Deaths, n (%) O 1(0.2) 0 0 (fluconazole). Liver test abnormalities resolved at study

Week 8 and study intervention was discontinued.

Participants are counted only once for any given event, regardless of the number of times they actually experienced the event. Adverse events are coded using MedDRA Version 26.0. “Malignancies are defined as the narrow terms in
the MedDRA SMQ of 'Malignant Tumours. Nonmelanoma skin cancers are identified by the MedDRA HLT of 'Skin neoplasms malignant and unspecified (excl melanoma). *"Opportunistic infections are defined as the narrow terms in the
MedDRA SMQ of 'Opportunistic Infections: °Clinically important hepatic disorders are defined as hepatic disorder adverse events reported as serious adverse events or adverse events leading to discontinuation of study intervention. Injection site reactions as assessed by the investigator.

e No cases of active tuberculosis, anaphylaxis, serum sickness reactions, major adverse cardiovascular events, or venous thromboembolism were reported during the induction period
e Serious infections reported were an anal abscess in the GALAXI 200 mg 1V induction group and bronchitis in the GRAVITI 400 mg SC group. In both cases the infection resolved, and dose was not changed
e One malignancy of basal cell carcinoma was reported in the GRAVITI 400 mg SC group. This case was confounded by use of azathioprine. The malignancy did not lead to discontinuation

e Opportunistic infections occurred in two participants in the placebo group with esophageal candidiasis and two participants in the guselkumab 200 mgqg IV group with cytomegalovirus infection and
esophageal candidiasis

e One death was reported in GRAVITI during the induction period. The cause of death was attributed to a non-suicidal (not self-inflicted) gunshot wound in a participant treated with guselkumab SC

Guselkumab infusions and nhumber of participants with 21 AEs within 1 hour of infusion Guselkumab injections with injection-site reactions and number of participants with

injection-site reactions during the induction period
GALAXI1,2,& 3

GRAVITI

200 mg IV
(N=649)

400 mg SC
(N=230)

Total number of guselkumab infusions 1908
Number of participants with 21 AEs within 1 hour of infusion 10 (1.5%) Total number of guselkumab injections 1376
Hyperthermia 1(0.2%) Guselkumab injections with injection-site reactions 6 (0.4%)
. . S e . o
Ryrexia 2 (0.3%) Participants with 21 injection-site reactions 5 (2.2%)
nfusion related reaction (fever related to infusion) 1(0.2%) A|f)pllc.:at|or1 site pruritus 1(04%)
Yizziness 1(0.2%) njection site erythema 1(0.4%)
iecti it 1(0.4%
Headache 1(0.2%) njection site mass (0.4%)
jection sit h 2 (0.9%
Erythema 1(0.2%) njection site ras (0.9%)
njection site swellin 1(0.4%
Rash 1(0.2%) ) 9 ( )
Erythema 1(0.4%)
Hot flush 1(0.2%)
, Pruritus 1(0.4%)
_IypOtenS|0n 1 (0'2%) Injection site reactions as assessed by the investigator.

Participants are counted only once for any given event, regardless of the number of times they actually experienced the event. Adverse events are coded using MedDRA Version 26.0.

e Of the 1376 guselkumab SC injections during the induction period in GRAVITI, 6 (0.4%) were
associated with injection-site reactions and none led to discontinuation. No participants in
the placebo group reported injection-site reactions

e The number of participants with one or more adverse events within on 1 hour of administration
of guselkumab infusions during the induction period in GALAXI was low (1.5%)

e Similar rates were seen with placebo infusions with 1.9% of participants reporting one or more

e . ) e Injection-site reactions beyond the induction period with guselkumab SC in GALAXI
adverse events within on 1 hour of IV administration

and GRAVITI remained low (=1%) and were comparable regardless of induction
e No cases of anaphylaxis were reported through Week 12 administration route
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