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Background and Objective

@ Objective

ﬁr’ Guselkumab (GUS) &Ig) QUASAR Program
« GUS is a selective, dual- * Positive results for the

acting IL-23p19 subunit QUASAR Phase 2b/3
inhibitor that potently induction studies (GUS IV)
blocks IL-23 and binds to and Phase 3 maintenance
CD64, areceptor on study (GUS SC) in UC have
immune cells that produce been reported?3
IL-23

* An ongoing LTE is
evaluating symptomatic,
endoscopic, and histologic
efficacy of continued
treatment with GUS#

* To describe long-term
maintenance of endoscopic
and histologic efficacy of
GUS through 2 years
(Week 92)

1. Sachen K, et al. Front Immunol. 2025;16:1532852; 2. Peyrin-Biroulet L, et al. Gastroenterology. 2023;165:144 3-1457. 3. Rubin D, et al. Lancet. 2025;405:33-49; 4. Lichtenstein G, et al. Presented at:
Digestive Disease Week (DDW); May 4-6,2025; San Diego, CA. GUS=guselkumab, IV=intravenous, LTE=long-term extension, SC=subcutaneous, UC=ulcerative colitis.

3



Study Design

Target Participant Population: Adults with moderately to severely active
UC? who were in clinical response 12 weeks following GUS IV induction

QUASAR Induction

GUS IV induction week-
12 responders

and
PBO->GUS crossover
week-24 responders

Randomized
Population

12 or 24 weeks of induction

Induction Baseline: <20 mg/day prednisone or
equivalent is permitted

QUASAR Maintenance QUASARLTE

—_—

GUS 200 mg SC q4w

GUS 200 mg SC q4w

PBO (GUS Withdrawal)

44 weeks of maintenance

Blinded GUS Dose Adjustment
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Induction Study: Stable dose of oral corticosteroid is 4 12 16 20 24 28 36 40 44 48 52 56 60 64 68 72 236
maintained through end of induction study Maintenance Week
Maintenance Study: Mandatory corticosteroid : : -
tapering starts at maintenance Week O Corticosteroid tapering
2Defined as induction baseline modified Mayo score of 5-9 with a Mayo rectal bleeding subscore =1 and a Mayo endoscopic subscore =2 based on central review. GUS=guselkumab, IV=intravenous, 4

LTE=long-term extension, PBO=placebo, q4w=every 4 weeks, q8w=every 8 weeks, R=randomized, SC=subcutaneous, UC=ulcerative colitis.



-fficacy Endpoints

Endoscopic improvement

Endoscopic subscore of O or 1

Histologic improvement

Neutrophil infiltration in <6% of crypts, no crypt destruction, and no erosions, ulcerations or
granulation tissue according to the Geboes grading system

HEMI

Histologic improvement and endoscopic improvement

Histologic remission

Absence of neutrophils from the mucosa (both lamina propria and epithelium), no crypt
destruction, and no erosions, ulcerations or granulation tissue according to the Geboes
grading system (equivalent to a Robarts Histopathology Index <3, with subscores of O for
lamina propria neutrophils and neutrophils in the epithelium and without ulcers or erosion)

Endpoint maintenance at Week 92: Proportion of participants achieving the endpoint at Week 92 among those who

achieved the corresponding endpoint at Week O or Week 44

maintenance study

* Population: LTE participants who continued to receive their randomized GUS regimen assigned at Week O of the

- Efficacy data analyzed by 2 methods:
1. NRIl approach to account for participants with intercurrent events? or missing data
2. “As observed” approach

aParticipants who had an ostomy or colectomy or discontinued study agent due to lack of therapeutic effect or an adverse event of worsening of UC before LTE week 92 were considered not to have
achieved efficacy endpoints. For participants who discontinued study agent due to COVID-19-related reasons (excluding COVID-19 infection), regional crisis in Russia and Ukraine, or other reasons,
observed values (if available) were used. GUS=guselkumab, HEMI=histologic-endoscopic mucosal improvement, LTE=long-term extension, NRI=non-responder imputation, UC=ulcerative colitis.




Demographic and Disease Characteristics at Induction Baseline

GUS 200 mg SC q4w
(N=148)
Demographics

Age, mean (SD) yrs 40.2 (12.8) 40.6 (15.1)

,H\Iﬁ\ Male 54% 51%

UC Disease Characteristics

UC Disease Duration, mean (SD) yrs 8.2(9.0) 8.2(8.5)
Modified Mayo Score (0-9), mean (SD) 6.8 (1.2) 6.9 (1.1)
(,,)) Modified Mayo Score of 7-9 (severe) 61% 66%
E& Endoscopic Subscore of 3 (severe) 66% 64%
Extensive UC 43% 47%
CRP, mg/dL, median (IQR) 4.0 (1.4-10.4) 3.9 (1.5-9.5)
Fecal Calprotectin, mg/kg, median (IQR) 1709.0 (815.0-3607.0) 1605.5 (596.0-3253.0)
Medication History
Oral Corticosteroid Use at Baseline 36% 36%
Immunosuppressant Use at Baseline 25% 24%
E History of BIO/JAK-IR 39% 42%
No History of BIO/JAK-IR 61% 58%
Biologic and JAK Inhibitor-Naive? 95% 94%

aDenominator is participants without a history of BIO/JAK-IR. BIO/JAK-IR=inadequate response or intolerance to biologic and/or Janus kinase inhibitor, CRP=C-reactive protein, GUS=guselkumab,
IQR=interquartile range, JAK=Janus kinase, q4w=every 4 weeks, q8w=every 8 weeks, SC=subcutaneous, SD=standard deviation, UC=ulcerative colitis.



Endoscopic Improvement

Maintained from Weeks O to 922 Maintained from Weeks 44 to 92°
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Endoscopic Improvement is defined as an endoscopic subscore of O or 1.2Endoscopic improvement at week 92 among participants with endoscopic improvement at week O (maintenance baseline).
bEndoscopic improvement at week 92 among participants with endoscopic improvement at week 44. Cl=confidence interval, GUS=guselkumab, NRI=nonresponder imputation, q4w=every 4 weeks, 7
q8w=every 8 weeks, SC=subcutaneous.



Histologic Improvement

Maintained from Weeks O to 922 Maintained from Weeks 44 to 92°
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Histologic Improvement is defined as neutrophil infiltration in <6% of crypts, no crypt destruction, and no erosions, ulcerations or granulation tis sue according to the Geboes grading system. 2Histologic
improvement at week 92 among participants with histologic improvement at week O (maintenance baseline). PHistologic improvement at week 92 among participants with histologic improvement at 8
week 44. Cl=confidence interval, GUS=guselkumab, NRI=nonresponder imputation, g4w=every 4 weeks, g8w=every 8 weeks, SC=subcutaneous.



HEMI

Maintained from Weeks O to 922 Maintained from Weeks 44 to 92°
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HEMI is defined as the combination of histologic improvement (neutrophil infiltration in <5% of crypts, no crypt destruction, and no erosions, ulcerations or granulation tissue per Geboes grading system)
and endoscopic improvement (endoscopic subscore of O or 1). ZHEMI at week 92 among participants with HEMI at week O (maintenance baseline). "MEMI at week 92 among participants with HEMI at 9
week 44. Cl=confidence interval, GUS=guselkumab, HEMI=histologic-endoscopic mucosal improvement, NRI=nonresponder imputation, q4w=every 4 weeks, q8w=every 8 weeks, SC=subcutaneous.



Histologic Remission

Maintained from Weeks O to 922 Maintained from Weeks 44 to 92°
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Histologic Remission is defined as the absence of neutrophils from the mucosa (both lamina propria and epithelium), no crypt destruction, and no erosions, ulcerations or granulation tissue according to
the Geboes grading system. @Histologic remission at week 92 among participants with histologic remission at week O (maintenance baseline). °Histologic remission at week 92 among participants with
histologic remission at week 44. Cl=confidence interval, GUS=guselkumab, NRI=nonresponder imputation, g4w=every 4 weeks, g8w=every 8 weeks, SC=subcutaneous.
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Key lTakeaways

Most GUS-treated participants who achieved endoscopic
or histologic outcomes at maintenance baseline or Week
44 maintained these outcomes at Week 92

The results were generally similar for the GUS 100 mg SC
q8w and 200 mg SC g4w dose regimens

The high retention rate in the LTE up to Week 92 enabled
assessment of sustained outcomes in nearly all GUS
participants who entered the LTE
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Treatment Disposition Through Week 92 for GUS Participants in
the LTE

GUS 200 mg SC g4w

(N=148)
Discontinued treatment prior to Week 92 7 (5%) 9 (6%)
Reasons for discontinuation, n

Adverse event 2 2
Worsening of UC 1 1
Other than worsening of UC 1 1
Lack of efficacy 1 2
Lost to follow-up 0] 0]
Death 0] 0]
Pregnancy 2 0]
Participant withdrew 2 3
Other 0] 2

Completed treatment through Week 92 148 (95%) 139 (94%)

GUS=guselkumab, LTE=long-term extension, q4w=every 4 weeks, q8w=every 8 weeks, SC=subcutaneous, UC=ulcerative colitis. 14
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