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GALAXI 1 TRIAL OF GUSELKUMAB IN CROHN’S DISEASE
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BACKGROUND/OBJECTIVE

Guselkumab (GUS) is a human selective 1L-23 antagonist approved for the
treatment of moderate to severe plaque psoriasis and psoriatic arthritis

METHODS

Phase 2 GALAXI-1 Study Design

Induction

CONCLUSIONS

Definitions of Induction Response
e Symptom-based response: >30% decrease in average daily abdominal pain score and/or >30% decrease in

e Patients In response after induction at week 12 were more likely to achieve clinical and

Maintenance

x 1 dose

e Corticosteroid-free remission (CDAI <150 and not receiving corticosteroids at the visit)

definitions of clinical response at week 12

Placebo Nonresponders-crossover to active treatment

average daily stool frequency and both not worse than baseline at week 12 S s GUS 200 mg SC q4w £ endoscopic outcomes at week 48 compared to the total study population, regardless of
The Phase 2 GALAXI 1 dose-ranging study evaluated the efficacy and e CDAI-based response: >100-point reduction from baseline to week 12 in CDAI or CDAI <150 at week 12 GUS 600mg IV GUS 200 mg SC qdw ‘g induction dose received
safety of GUS In patients with moderately to severely active Crohn’s Key Outcomes and Measures GU:4;':'):39 ” =
disease, and used a treat-through design allowing for analysis of both the e L [Screening] q4wx"; § - - - - _ _
total ppulation and the Subgroup of induction responders » Clinical remission (CDAI <150) 5 Weeks) |(R} —— : e Outcomes at week 48 were similar when using either symptom-based or CDAl-based
£
A

This post hoc analysis evaluates clinical and endoscopic outcomes for e PRO-2 remission (unweighted CDAI components of average daily abdominal pain score <1 AND average daily stool PBO IV

- i 4w x 3 : : . :
patients who were in response at week 12 and compares them to outcomes frequency <3, and no worsening from baseline) : el C e The treat-through study design allowed for evaluation of outcomes during maintenance
in the overall population that included both induction responders and e CDAI-based clinical response (>100-point reduction from baseline in CDAI or CDAI <150) Study Week Induction Maintenance Study

I I I I I I I I I I I I I >

e Endoscopic response (=50% improvement from baseline in SES-CD or SES-CD <2) 0 4 8 12 16 20 24 28 32 36 40 44 48

R= randomization

for all patients enrolled

non-responders

RESULTS

[ Baseline demographic data were comparable across study cohorts. ] Among induction responders at week 12 (regardless of definition), percentages of patients who were in clinical remission, corticosteroid-free remission, PRO-2 remission, CDAI-based clinical response, and endoscopic response at Week 48 were greater than the overall study population that included both induction responders and
non-responders.
Table 1. Baseline Demographics and Disease Characteristics
GUS Figure 2A. Clinical Remission at Week 48 Figure 2C. PR0O-2 Remission at Week 48 Figure 2E. Endoscopic Response at Week 48
200 mg IV / 600 mg IV / 1200 mg IV / UST ~6 mg/kg IV / 100 — . : . 100 — 100 =
Placebo 100 mg SC 200 mg SC 200 mg SC 90 mg SC Total ' ' ' : : ;
Primary efficacy analysis set 61 61 63 61 63 309 89.1 : :
Age, years - mean (SD) 38.9 (12.95) 40.3 (13.67) 39.0 (14.35) 39.6 (13.72) 36.1 (12.02) 38.8 (13.36)
Male, n (%) 37 (60.7%) 38 (62.3%) 36 (57.1%) 31 (50.8%) 41 (65.1%) 183 (69.2%) 80 — 80.4
Crohn’s disease duration, years 25 1 74.4 ; 214 80 80
Mean (SD) 8.7 (6.54) 10.7 (12.17) 10.4 (9.74) 6.7 (6.91) 7.4 (6.17) 8.8 (8.70) - 703 _ '
5 (=] ' — —
Median (1Q range) /.3 (3.5; 12.4) 6.1 (2.3; 14.3) 7.6 (2.9; 16.2) 4.6 (2.1; 9.7) 5.9 (2.1; 10.6) 6.3 (2.5; 11.7) S 63.9 3\°: 65.1 §
(2]
CDAI score, mean (SD) 300.8 (49.91) 304.6 (57.24) 305.8 (568.77) 305.8 (54.46) 313.3 (61.30) 306.1 (66.30) = 60 1] 62.8 62.2 .."E’ ; ;
- [ —] — ' '
Stool frequency count >3, n (%) 49 (80.3%) 47 (77.0%) 52 (82.5%) 48 (78.7%) 56 (88.9%) 252 (81.6%) 2 g 60 57.4 57.1 g 60 | 54.3 | 56.1 54
. . ® ! : , )
Abdominal pain score >1, n (%) 58 (95.1%) 57 (93.4%) 58 (92.1%) 59 (96.7%) 60 (95.2%) 292 (94.5%) o & & 48.8 48.8 52.4 ;
Y . .
SES-CD, mean (SD) 12.8 (7.98) 12.6 (7.99) 12.4 (7.37) 11.7 (7.14) 15.1 (8.75) 12.9 (7.91) g © © 44.3
. . [ c )
Endoscopic severity, n (%) 2 40 o O
- — _ o= —
SES-CD 3 t0 6 13 (21.3%) 13 (21.3%) 16 (25.4%) 20 (32.8%) 13 (20.6%) 75 (24.3%) S 5 40 5 40 333
o Q .
SES-CD 7 to 16 31 (50.8%) 32 (62.5%) 31 (49.2%) 25 (41.0%) 23 (36.5%) 142 (46.0%) o ) ) 31.1
o
SES-CD >16 17 (27.9%) 16 (26.2%) 16 (25.4%) 16 (26.2%) 27 (42.9%) 92 (29.8%) o o
Involved Gl areas by central read, n (%)
20 _ _
lleum only 11 (18.0%) 17 (27.9%) 22 (34.9%) 13 (21.3%) 11 (17.5%) 74 (23.9%) 0 20 20
Colon only 26 (42.6%) 27 (44.3%) 18 (28.6%) 31 (50.8%) 29 (46.0%) 131 (42.4%)
lleum and colon 24 (39.3%) 17 (27.9%) 23 (36.5%) 17 (27.9%) 23 (36.5%) 104 (33.7%)
SES-CD >4 for isolated ileal disease or 46/63 W 41/46 W 36/42 35/61 W 26/41 W 26/37 37/63 W 31/45 W 30/42 44/63 W 37/46 @ 32/42 31/61 W 24/41 @ 23/37 20/63 W 23/45 W 24/42 20/63 W 25/46 W 22/42 27/61 W@ 23/41 W 20/37 19/63 W 14/45 W 14/42
SES-CD >6 for colonic or ileocolonic 55 (90.2%) 55 (90.2%) 56 (88.9%) 54 (88.5%) 60 (95.2%) 280 (90.6%) 0 0
disease at baseline, n (%) Overall Symptom- CDAI- Overall Symptom- CDAI- Overall Symptom- CDAI- Overall Symptom- CDAI- Overall Symptom- CDAI- Overall Symptom- CDAI- Overall Symptom- CDAI- Overall Symptom- CDAI- Overall Symptom- CDAI- Overall Symptom- CDAI- Overall Symptom- CDAI- Overall Symptom- CDAI-
| based based | | based based | | based based | | based based | based based | | based based | | based based | | based based | | based based | | based based | | based based | based based |
; N Induction Responders Induction Responders Induction Responders Induction Responders Induction Responders Induction Responders Induction Responders Induction Responders Induction Responders Induction Responders Induction Responders Induction Responders
Percentages of patients who were induction responders at week 12 were similar using either the
symptom-based or CDAI-based definitions. Figure 2B. Corticosteroid-free Remission at Week 48 Figure 2D. CDAI-based Clinical Response at Week 48 Acknowledgments
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CDAI-based Response: >100-point reduction from | | | | | | | | | based based | | based based | | based based | | based based |
baseline in CDAI or CDAI <150 Induction Responders Induction Responders Induction Responders Induction Responders
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Symptom-based Response: >30% decrease in average
daily abdominal pain score and/or >30% decrease
in average daily stool frequency and both
not worse than baseline at week 12

Induction Responders Induction Responders Induction Responders Induction Responders

Pts who had a prohibited change in concomitant Crohn’s disease medication, a Crohn’s disease-related surgery, discontinued study agent due to lack of efficacy, an adverse event of worsening Crohn’s disease, or insufficient data to calculate the endpoint parameter at the timepoint were considered not to have met the endpoint at the timepoint. Pts who had discontinued study agent due to any other reasons prior to the timepoint had their observed data used, if available,
fo determine responder and nonresponder status at the timepoint.

GUS 200mg IV g4w - 100mg SC g8w M GUS 600mg IV g4w - 200mg SC g4w B GUS 1200mg IV g4w = 200mg SC g4w W UST
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