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Background
i

Guselkumab (GUS) is a dual-acting IL-23p19 subunit inhibitor that blocks IL-23 and binds to
CD64, a receptor on cells that produce IL-23'

The Phase 3 QUASAR Maintenance Study was a randomized-withdrawal, double-blind,

placebo-controlled design that evaluated the efficacy and safety of GUS SC maintenance
—| treatment in patients with moderately to severely active UC who achieved clinical response

to GUS IV induction

— Positive results for the QUASAR Phase 3 Maintenance Study and the QUASAR Phase 2b/3

Induction Studies (IV GUS) in UC have been previously presented>>*

— A Phase 3 guselkumab SC Induction Study in UC is ongoing (ASTRO, NCT05528510)

Objective

Results

Here, we report Week 44 efficacy and safety results for GUS maintenance treatment
compared with placebo (GUS withdrawal) by history of treatment with biologics and/or
Janus kinase (JAK) inhibitors

Methods

QUASAR Maintenance Study Design

Demographics and Disease Characteristics at Induction Baseline by Biologic/JAK Inhibitor History

Age in years, mean (SD)
Male, n (%)
UC disease duration in years, mean (SD)
Extensive UC, n (%)
Modified Mayo score (0-9), mean (SD)?
Modified Mayo score of 7-9 (severe), n (%)
Mayo endoscopic subscore of 3 (severe), n (%)

C-reactive protein, median in mg/L (IQR)"

Fecal calprotectin, median in mg/kg (IQR)®

Oral corticosteroid use at baseline, n (%)

Immunosuppressant use at baseline, n (%)*

Induction Guselkumab IV Responders

(554.0; 3392.5)

41 (38.0%)

29 (26.9%)

(477.0; 3077.0)

41(39.0%)

21(20.0%)

(570.0; 2481.0)

34 (35.4%)

24 (25.0%)

(831.0; 3741.0)

32 (42.7%)

13 (17.3%)

(1003.0; 4834.0)

30 (39.0%)

18 (23.4%)

BIO/JAK-Naive BIO/JAK-IR
Placebo Placebo
(GUS Withdrawal) GUS 200 mg q4w (GUS Withdrawal) GUS 200 mg q4w

N=108 N=96 N=75 N=88
40.5 (13.38) 391(12.34) 381 (14.29) 42.8 (13.88) 425 (13.88) 427 (14.61)
67 (62.0%) 56 (563.3%) 41 (42.7%) 38 (60.7%) 43 (55.8%) 55 (62.5%)
613 (6.702) 544 (7.264) 6.77 (7.755) 9.03 (7.019) 11.04 (9.219) 976 (8.937)
54 (50.0%) 40 (38.1%) 43 (44.8%) 41 (54.7%) 37 (481%) 38 (43.2%)

6.8 (113) 6.8 (119) 6.9 (116) 7.3 (0.98) 6.7 (112) 7.0 (1.06)
60 (55.6%) 64 (61.0%) 61(63.5%) 61 (81.3%) 45 (568.4%) 60 (68.2%)
64 (59.3%) 58 (565.2%) 52 (64.2%) 60 (80.0%) 62 (80.5%) 69 (78.4%)
41(1.5; 7.9) 2.9 (11; 8.0) 3201.2;,77) 4.3 (1.8; 14.0) 4.9 (21;15.3) 41(1.5;101)

1680.0 1693.5 1362.0 1631.5 1647.0 1605.5

(751.0; 3434.0)

39 (44.3%)

18 (20.5%)

“Modified Mayo score: 3-component (stool frequency, rectal bleeding, and endoscopic subscores) Mayo score without the physician's global assessment. "Based on PBO, N=108; GUS 100 mg, N=103; GUS 200 mg, N=95, for

BIO/JAK-naive and PBO, N=r5; GUS 100 mg, N=r6; GUS 200 mg, N=86 for BIO/JAK-IR. “Based on PBO, N=100; GUS 100 mg, N=90; GUS 200 mg, N=87, for BIO/JAK-naive and and PBO, N=r0; GUS 100 mg, N=64; GUS 200 mg, N=r8

for BIO/JAK-IR. “immunosuppressants included azathioprine, 6-mercaptopurine, and methotrexate. Randomized Full Analysis Set.

Summary of Adverse Events Through Week 44 by Biologic/JAK Inhibitor History

Induction Guselkumab IV Responders

Overall Population

BIO/JAK-Naive

BIO/JAK-IR

Randomized
Placebo (GUS
Withdrawal)

Randomized
Placebo (GUS
Withdrawal)

Randomized

Placebo (GUS Randomized

GUS

Randomized
GUS

Randomized
GUS

Withdrawal)

Randomized safety analysis set, N
Average duration of follow-up (weeks)
Average exposure (number of administrations)
Patients with 1 or more:

Deaths

Adverse events

Serious adverse events

Adverse events leading to discontinuation

Infections

192

34.0

8.2

0

131(68.2%)

1(0.5%)

13 (6.8%)

63 (32.8%)

376
39.8

9.8

0

253 (67.3%)

17 (4.5%)

12 (3.2%)

118 (31.4%)

109
370

31.9

0

70 (64.2%)

1(0.9%)

6 (5.5%)

36 (33.0%)

200

411

35.0

0

124 (62.0%)

8 (4.0%)

4 (2.0%)

56 (28.0%)

76

291

24.5

57 (75.0%)

0

7 (9.2%)

26 (34.2%)

Includes patients with modified Mayo score 5-9 at induction baseline who were randomized in the Maintenance study and data up to the time of dose adjustment for patients who had a dose adjustment.

164
38.2

321

0

122 (74.4%)

8 (4.9%)

7 (4.3%)

59 (36.0%)

Target Patient Population:
Adults with moderately to severely
active UC (defined as induction
baseline modified Mayo score of

5 to 9 with a Mayo rectal bleeding
subscore = 1and a Mayo endoscopic

subscore = 2 as obtained during

central review of the screening

endoscopy) who had inadequate
response/intolerance to conventional

therapy and/or biologic and/or
JAK inhibitor therapy

Cinical Remission at Week 44

Overall Population

1001
80-
A=29.5
A=252 P<0.001
60- P<0.001 50,0
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Proportion (95% CI) of Patients (%)
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Maintenance of Clinical Response at Week 44

Overall Population

100 -
A=33.6
P<0.001 A=30.7
P<0.001
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801
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60 1

401

Proportion (95% CI) of Patients (%)
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Clinical remission: A Mayo stool frequency subscore of O or 1and not increased from baseline, a Mayo rectal bleeding subscore of 0, and a Mayo endoscopic subscore of O or 1 with no friability. Maintenance of clinical response: Clinical response at Week 44 among patients in clinical response at maintenance baseline. Symptomatic remission: A stool frequency subscore of O or 1and not increased from induction baseline, and a rectal bleeding subscore of O. Endoscopic improvement: An endoscopic subscore of O or 1 with no friability. Histo-endoscopic mucosal improvement: Achieving a combination of histologic improvement (neutrophil infiltration in <56% of crypts, no crypt destruction, and
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no erosions, ulcerations or granulation tissue according to the Geboes grading system) and endoscopic improvement (endoscopic subscore of O or 1, with no friability). Endoscopic remission (normalization): MES=0.

Randomized Full Analysis Set. A=Treatment difference compared with placebo. *Nominal P<0.05. **Nominal P<0.01. ***Nominal P<0.001. MES=Mayo endoscopic subscore.
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Guselkumab 200 mg SC q4w

—» Guselkumab 100 mg SC q8w
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Conclusions

Regardless of prior history of treatment with a
biologic and/or JAK inhibitor

— Maintenance treatment with GUS resulted
in greater improvements compared
with placebo (GUS withdrawal) across
key clinical, endoscopic, and histologic
endpoints at Week 44

— Maintenance treatment with both GUS SC

dose regimens was efficacious in patients
with UC

Safety results for both GUS maintenance dose
regimens were

— Comparable across subpopulations by
biologic/JAK inhibitor history

— Consistent with the known and favorable
safety profile of GUS in approved indications

Anti-TNF-IR VEDO-IR TOFA-IR
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