Intravenous and Subcutaneous Guselkumab Induction Therapy Are Both Efficacious in Crohn’s Disease Patients maE
With High Baseline Disease Severity: Results at Week 12 From the Phase 3 GALAXI and GRAVITI Studies !
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Prior BIO-fail % N 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.
* Frior -Taillure 'status ( esor 0) aGALAXI: Mean daily SF count >3 OR AP score >1; GRAVITI: Mean daily SF count =4 OR AP score =2. b Biologic therapies: TNF antagonists or vedolizumab. ¢Including budesonide and beclomethasone dipropionate.
* CS use at baseline (GALAXI only) 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.)

Results

Table 1. Baseline Demographics, Disease Characteristics and Concomitant Disease Location Clinical Disease Activity Endoscopic Disease Activity Inflammatory Biomarker Disease Activity Corticosteroid Use at Baseline
Medications
Clinical Remission at Week 12 Clinical Remission at Week 12 Clinical Remission at Week 12 Clinical Remission at Week 12 Clinical Remission at Week 12
GALAXI2& 3 GRAVITI . .
lleum . Colon Both CDAI SES-CD CRP (mg/L) FeCal (ug/g) Corticosteroid Use
GUS 200 mg IV g4w PBO SC GUS 400 mg SC g4w 100 . 100 <300 . >300 1001 <12 . >12 100+ Low High . <250 >250 100 .

Full analysis set (N=582) (N=117) (N=230) 1 £=26.6 £=39.9 1 £=30.1 £=26.3 A=21.4 £=28.2 1 £=36.7 £=45.3 2257 A=247 2287 £=42.8 1 A=216 A=34.1 A=30.7 A=35.3 pre YOS gy 1 £=28.3 No \s-
Demographics A=32.9 A=29.2 1 A=25.6 A=37.2 A=28.4 A=34.2 (95%Cl:15.9,37.3)  (95% CI: 26.9,53.0) | (95% Cl: 20.2,40.0)  (95% Cl:12.2, 40.5) (95% Cl: 11.2, 31.6) (95% Cl:15.2,41.2) | (95% CI: 25.8,47.5) (95% Cl: 31.4,59.2) (95% Cl: 12.3,39.1) (95% Cl: 8.5, 40.8) (95% Cl: 19.4, 38.1)(95% ClI: 30.5,55.1) | (95% Cl: 2.8, 40.3) (95% Cl: 13.3,54.8) (95% Cl: 22.5, 38.8) (95% Cl: 24.1,46.4) (95% Cl: 15.4, 39.8) (95% CI: 23.9,61.5) | (95% Cl: 18.8,37.8) (95% Cl: 21.2, 44.1)

(95% CI:17.0,48.8)  (95%Cl: 4.7,53.6) | (95% CI:14.3,37.0) (95% CI: 20.9,53.5) (95% CI:15.3,41.5)  (95% CI: 19.4,49.1)
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P<0.001 P=0.020 P<0.001 P<0.001 P<0.001 P<0.001 c 1 c 1 c 1 c 1
Male, n (%) 88 (59.5%) 332 (57.0%) 67 (57.3%) 136 (59.1%) 8 ! ! & 66.4 & ] s
e > 3 9 2 1 1 8 1 8 1 62.2 2 592 ! 59.7 g 62.9
haracteristics £ 60— 55.8 ! 55.6 | 523 56.7 8 £ ! £ 60 ! 54.3 £ 60 ! 53.1
CD duration in years, mean (SD) 7.15 (7.53) 7.09 (6.98) 6.96 (7.75) 8.53 (8.17) g | | : S ks | Ky | S \
CDAI score, mean (SD) 293.4 (52.72) 296.1(53.45) 293.0 (49.09) 298.8 (54.41) s ! ! 5 5 ! 5 ! s !
- - - - - Y —
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Endoscopic disease severity & 1 1 e e 1 & 1 e 1
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1
Moderate (7-16) 77 (52.0%) 311 (53.4%) 61 (52.1%) 113 (49.1%) ' ' ' ' X
Severe (>16) 43 (29.1%) 160 (27.5%) 25 (21.4%) 53 (23.0%) 61/139 ! ! ! ! !
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Colon only 62 (41.9%) 225 (38.7%) 40 (34.2%) 81(35.2%) (GALAXI)  (GRAVITY)
lleum only 31(20.9%) 139 (23.9%) 22 (18.8%) 52 (22.6%) Endoscopic Response at Week 12 Endoscopic Response at Week 12 Endoscopic Response at Week 12 Endoscopic Response at Week 12 Endoscopic Response at Week 12
) lleum and Colon ) U e 34) 55 (47.0%) 97 (42.2%) lleum , Colon Both CDAI SES-CD CRP (mg/L) FeCal (ug/g) Corticosteroid Use
Biomarkers 100 . 100- <300 >300 100 <12 >12 100 Low High . <250 >250 100 Yes . No
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k ? : ) § ) A=18.4 A=23.0 1 A=19.7 A=25.4 A=33.1 A=15.0 (95%Cl:17.1,34.0)  (95%Cl: 4.8,31.4) | (95%Cl:15.7,34.9)  (95% Cl: 8.5, 36.4) (95% C1:14.0,29.8)  (95% Cl: 1.7, 26.3) (95% C1:18.9,39.9)  (95% Cl: 13.6,44.6) (95% Cl: 14.5,40.0) (95% Cl: 0.5, 31.4) (95% Cl: 18.8, 33.2) (95% CI: 7.9, 32.7) | (95% Cl:12.8,40.6) (95% Cl: -7.4, 35.5) (95% Cl: 16.4,31.3) (95% Cl:101,318) (95% Cl: 6.7,31.1)  (95% Cl: 8.1, 44.2) (95% Cl: 21.2,35.7) (95% Cl: 5.0, 29.0)
median (IQR) (1.5;15.8) (2.6;21.8) (2.1;14.7) (1.7;14.9) g0 (95%C:88,280)  (95%C86,373) | (95%C89,30.6) (95%CkB9,420) | (965%Ck221,447) (95%Ck-09,30.8) 80 1
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Biologic medication history 60 60 60— 511 60— 60
Biologic naive, n (%) 61(41.2%) 244 (41.9%) 56 (47.9%) 105 (45.7%) 43.2 43.9 436 7 33
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Oral aminosalioviates (5ASA v sC v sc v sC v sC v SC

ral aminosalicylates (5-
compounds) v ( 44 (29.7%) 237 (40.7%) 50 (42.7%) 91(39.6%) (GALAXI) (GRAVITI) (GALAXI) (GRAVITI) (GALAXI) (GRAVITI) (GALAXI)  (GRAVITI) (GALAXI) (GRAVITI)
Immunomodulatory drugs 40 (27.0%) 184 (31.6%) 33 (28.2%) 66 (28.7%) .
X i [ Placebo (IV or SC) [l Guselkumab Induction (200 mg IV or 400 mg SC)

Oral corticosteroids 51(34.5%) 215 (36.9%) 33 (28.2%) 70 (30.4%)
CD= Crohn’s disease; CDAI= Crohn’s disease activity index; CRP= C-reactive protein; GUS= guselkumab; IQR= interquartile range; IV= intr PBO=p Sc= The istical anal) are not iplicity d and hence all p-values are nominal.
SD= standard deviation; SES-CD= simple endoscopic score for Crohn’s disease. 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.
aBased on N=147 for placebo and N=577 for guselkumab 200 mg IV q4w in GALAXI, and N=117 for placebo and N=229 for guselkumab 400 mg SC g4w in GRAVITI. 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
b Primary nonresp 'y nonresp or intolerance. crisis had their observed data used, if available. After accounting for the aforementioned data handling rules, participants who were missing data pertaining to an point at a i ed ti int were considered not to have achieved the endpoint. The adjusted 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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