Intravenous and Subcutaneous Guselkumab Induction Therapy Are Both Efficacious in Crohn’s Disease Patients
With High Baseline Disease Severity: Results at Week 12 From the Phase 3 GALAXI and GRAVITI Studies
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Background

)¢

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

1 The comparable efficacy and safety of both IV and SC

> induction with guselkumab in participants with moderately to

severely active CD has been established in the phase 3

GALAXI and GRAVITI studies?3

Objective

Here, we present the efficacy of guselkumab IV and SC

induction in subgroups based on baseline disease
characteristics to determine whether participants with higher

baseline disease severity respond differently to IV or SC

induction

Methods

GALAXI 2 & 3 and GRAVITI
Study Designs: Induction Phases

* SES-CD (<12 or >12)
* Prior BIO-failure status (Yes or No)
* CS use at baseline (GALAXI only)

GALAXI2 & 3

Combined Guselkumab 200 mg IV q4w

GRAVITI

Combined Guselkumab 400 mg SC q4w

AP=abdominal pain. BIO=biologic. CDAI=Crohn’s disease activity index. SC=subcutaneous. SES-CD=simple endoscopic score for Crohn’s disease. SF=stool frequency.
a GALAXI: Mean daily SF count >3 OR AP score >1; GRAVITI: Mean daily SF count 24 OR AP score 22. b Biologic therapies: TNF antagonists or vedolizumab. cIncluding budesonide and beclomethasone dipropionate.
Note: Only the induction phases of the study designs are shown. The full study designs can be found in primary trial publications (references 2 and 3 for GALAXI 2 & 3 and GRAVITI, respectively.)

K liaibilit iteri Guselkumab 200 mg IV q4w Guselkumab 400 mg SC q4w
* Key eligibility criteria
— Moderately to severely active G Q { / / {
CD (CDAI score 220-450 Guselkumab 200 mg IV g4w e Guselkumab 400 mg SC q4w
AND either mean daily SF OR o o 4
AP above protocol (®) - : 11
thresholds?) and SES-CD 2:2:2:1 LB LE LD Placebo SC q4w
. 90 mg SC q8w
score 26 (or 24 for isolated
ileal disease) Placebo IV
- Inadequate Q
response/intolerance to oral L L L L 1 1 L L L 1
corticosteroids, _I Screening (I) :I- I8 12 _I5 Screening (I) :1 I8 1I2
6-MP/AZA/MTX, or biologic
therapies® Week 6 éweek é 9
Randomization stratified by: H : Guselkumab 200 mg IV : Guselkumab 200 mg SC o : Endoscopy
» CDAI score (<300 or >300) ’ ’ ’

Endpoints
 Clinical remission: CDAIl score <150

* Endoscopic response: 250% improvement

from baseline in SES-CD

Disease Characteristic Subgroups
Involved disease location (ie, ileum, colon,
or both)

CDAI score (ie, <300 or > 300)

SES-CD score (ie, <12 or >12)
C-reactive protein in mg/L (CRP; ie, low
[=3 in GALAXI and <5 in GRAVITI] or high
[>3 in GALAXI and >5 in GRAVITI])

Fecal calprotectin in pg/g (FeCal; ie,
<250 or >250)

Receiving oral corticosteroidse (ie, Yes
or No)

Results

Table 1. Baseline Demographics, Disease Characteristics and Concomitant

Medications

Full analysis set
Demographics
Age in years, mean (SD)
Male, n (%)
Characteristics

CD duration in years, mean (SD)

CDAIl score, mean (SD)
SES-CD score, mean (SD)

Endoscopic disease severity
(SES-CD score),n (%)

Moderate (7-16)

Severe (>16)
Involved disease location by
central reader, n (%)

Colon only

lleum only

lleum and Colon
Biomarkers

CRP in mg/L,
median (IQR)

Fecal calprotectin in pg/g,?
median (IQR)
Biologic medication history
Biologic naive, n (%)
History of inadequate
response/intolerance
to biologic therapy,® n (%)
Concomitant CD-related
medications
Participants with 21CD
medication at baseline, n (%)

Oral aminosalicylates (5-ASA

compounds)
Immunomodulatory drugs

Oral corticosteroids

CD= Crohn’s disease; CDAI= Crohn’s disease activity index; CRP= C-reactive protein; GUS= guselkumab; IQR= interquartile range; IV= intravenous; PBO= pl
SD= standard deviation; SES-CD= simple endoscopic score for Crohn’s disease.

GALAXI2&3

34.8 (12.15)

88 (59.5%)

715 (7.53)

293.4 (52.72)

13.3 (7.55)

77 (52.0%)
43 (29.1%)

62 (41.9%)
31(20.9%)
55 (37.2%)

5.1
(1.5;15.8)

962.0

(255.0; 2595.0)

61(41.2%)

78 (52.7%)

96 (64.9%)

44(29.7%)

40 (27.0%)
51(34.5%)

GUS 200 mg IV q4w

(N=582)

36.5 (12.77)
332 (57.0%)

7.09 (6.98)
296.1(53.45)
12.8 (7.34)

311 (53.4%)
160 (27.5%)

225 (38.7%)
139 (23.9%)
218 (37.5%)

6.7
(2.6; 21.8)

1010.0

(372.0; 2054.0)

244 (41.9%)

300 (51.5%)

424 (72.9%)

237 (40.7%)

184 (31.6%)
215 (36.9%)

PBO SC

36.0 (12.71)
67 (57.3%)

6.96 (7.75)

293.0 (49.09)

12.0 (6.89)

61(52.1%)
25 (21.4%)

40 (34.2%)
22 (18.8%)
55 (47.0%)

79
(21;14.7)

712.0

(243.0;1724.0)

56 (47.9%)

53 (45.3%)

79 (67.5%)

50 (42.7%)

33 (28.2%)
33 (28.2%)

GRAVITI
GUS 400 mg SC g4w

(N=230)

38.2 (12.95)
136 (59.1%)

8.53 (8.17)
298.8 (54.41)
12.0 (6.97)

113 (49.1%)
53 (23.0%)

81(35.2%)
52 (22.6%)
97 (42.2%)

5.5
(1.7;14.9)

610.0
(228.0;1608.0)

105 (45.7%)

108 (47.0%)

158 (68.7%)

91(39.6%)

66 (28.7%)
70 (30.4%)

Disease Location

Clinical Disease Activity

Endoscopic Disease Activity

Inflammatory Biomarker Disease Activity

Key Takeaways

Both IV and SC induction with
guselkumab were similarly effective
in participants with moderately to

severely active CD across predefined

subgroups of disease location and
baseline clinical, endoscopic, and

inflammatory biomarker disease activity

The treatment effects were particularly
consistent between IV and SC induction

in the subgroups that represent high
disease severity

Both routes of guselkumab

administration can be considered for a
wide range of patients with moderately
to severely active CD, including those

with high disease activity

Corticosteroid Use at Baseline
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aBased on N=147 for placebo and N=577 for guselkumab 200 mg IV g4w in GALAXI, and N=117 for placebo and N=229 for guselkumab 400 mg SC g4w in GRAVITI.

b Primary nonresponse, 'y nonresp

, or intolerance.
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CD=Crohn’s disease; CDAI=Crohn’s disease activity index; Cl=confidence interval; CRP=C-reactive protein; FeCal=fecal calprotectin; IV=intravenous; SC= subcutaneous; SES-CD=simple endoscopic score for Crohn’s disease.

Note: Participants receiving corticosteroids at baseline were required to maintain a stable dose from baseline through Week 12. Participants who had a CD-related surgery (with the exception of minor procedures such as drainage of a superficial abscess or seton placement, etc.), a prohibited change in CD medication, or discontinued study intervention for any reason (other than COVID-19 related reasons [excluding COVID-19 infection] or regional crisis) were considered not to have met the endpoint at the designated timepoint. Participants who discontinued study intervention due to COVID-19 related reasons (excluding COVID-19 infection) or regional

crisis had their observed data used, if available. After accounting for the aforementioned data handling rules, participants who were missing data pertaining to an endpoint at a designated timepoint were considered not to have achi d treatment difference(s), confidence interval(s), and p-value(s) were based on the common risk difference by use of Mantel-Haenszel stratum weights and the Sato variance estimator. The stratification factors are baseline CDAI score (<300 or >300), baseline SES-CD score (<12 or >12), BIO-failure status at baseline (yes or no), and baseline corticosteroid use (yes or no; GALAXI only).
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