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P5 The role of cytokines that contribute to the pathophysiology of UC
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Interleukin-23 receptor signaling impairs the stability and
function of colonic regulatory T cell
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the cytokine interleukin-23 specifically negatively regulates suppressive
function and survival of intestinal regulatory T cells in mice.
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Are allthe IL-23 blockers the same

ininflammatory bowel disease?

Guselkumab
Mirikizumab
Risankizumab

Ustekinumab

p40

IL-12RB1

IL-23

e T 17 pathway

e L-17, IL-22

¢ [nnate immune response
e Leukocyte migration

W IL-12RB2

PUAk2

STAT4

IL-12

* T, 1 pathway

e TNF, IFNy

e Macrophage activation
e CD8'* T cell proliferation

Nature Reviews Gastroenterology & Hepatology volume 21, pages138-139 (2024)
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Supplementary Table 1

Guselkumab

Selectivity IL23

Binding affinity |3.6 pM

KD (pM)

t1/2 Mean clearance
0.479 L/day.
Mean half-life
18 days.

Immunogenicity |5% ADA and
nAb (up to 52
weeks of
treatment).

Route of SC
administration IV — SC
SC —» SC
currently being
investigated for
IBD

Isotype IgG1

Fc domain Native/wild type

Risankizumab [Mirikizumab
IL23 IL23
3.1 pM 21 pM

Mean clearance Mean clearance

0.30 L/day. 0.0229 L/hr.
Mean half-life ~ Mean half-life
21 days. 9.3 days.

3% ADA and 23% ADA and
nAb (upto 64 |nAb (up to 12
weeks). months).

IV — SC IV — SC

IgG1 IgG4

Mutated Mutated

Ustekinumab
IL12 and IL23
106 pM

Mean clearance
2.34 mL/day/kg.
Mean half-life
21 days.

3% ADA and
nAb (up to 44
weeks).

v

IgG1k
Native/wild type



https://www.nature.com/nrgastro
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Lancet Gastroenterol Hepatol. 2026;11:284-298.  Lancet 2025; 405: 33-49
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< QUASAR study ASTRO studyd12:B85B 014 LEER >

Endpoint (ELASIAIR ASTRO
(iv induction) (sc induction)

ERERBUE R 22.6% 27.6%

EIRBE AR 49.8% 51.3%

BRERBUCHE 61.4% 65.6%

NRIRBINZS 26.8% 37.3%

[125@@@%30.1%&(;“0%]

Lancet 2025; 405: 33—49 Lancet Gastroenterol Hepatol. 2026;11:284-298. BEE
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< QUASAR study ASTRO studyd12:B85B 014 LEER >
< ATEEX failure >

Endpoint (LSRR ASTRO
(iv induction) (sc induction)

ERERBV R A7 12.5% 16.1%

MEIRBIE AR 38.5% 41.1%

BRERBUCHE 51.4% 57.1%

NRIRBINZS 14.9% 24.1%

[ AT failurelCHLNT+10% ]

Lancet 2025; 405: 33—49 Lancet Gastroenterol Hepatol. 2026;11:284-298. BEE
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Symptomatic improvement with intravenous guselkumab induction therapy is observed early in patients
with moderately to severely active Ulcerative Colitis: post-hoc analysis of QUASAR

gglg?zc;o LS mian Cha]ngegfoo.m gaJ:gTR' n Mayo SFS (A) and RES (B) during the first 14 days of IV induction therapy with Figure 2. Time course of achieving symptomatic response (A) and symptomatic remission (B) during the first 14 days of IV induction
mg gaw vs placebo in . therapy with GUS 200 mg gd4w vs PBO in QUASAR.
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w 0 LN L L B DL D B B L L B B B w 0 LUNNEL AL L I R B L B DL B L *p<0.05, **p<0.01, and **p<0. OOI based on generalized Cochran-Mantel-Haenszel test adjusting for two tandom-zahon laclors {ADT failure status [Yes/No)] and
1 6 14 1 6 14 itant use of at ine [Yes/No]). Symptomatic response is defined as reduction from ind in vatic Mayo score (sum of SFS and
RBS) by 230% and =1 point. fammmnan_c_mls_ﬂgu is defined as SFS=0 or 1 and RBS=0, ADT=advanced UC khefapy Cl=confidence interval, GUS=guselkumab;
Day Day s: PBO y 4 weeks; tal bleeding sub: . SF | frequency sub
—@— PBO IV gq4w —li— GUS 200 mg IV q4w

6HBENSHHE., MEXIPHERICHE

ECC02026 OP10 (Journal of Crohn's and Colitis, Volume 20, Issue Supplement_1)
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ASTRO:HER QUASARE R 1
= N cUAD « PROETE = Sz s cUAD 1« PRREEE

TSRETER A00meRs TSmmieshTEt 200mgE:
EREAEBIEL 139 279 385 522
158 EARD. B 122 123 120 122
150, O 30 30 29 29

1 (0.7%) 1 (0.3%) 1 (0.2%)

BECICESEBZERX2. n (%) <161 BB 0 < 151 : BB, MELE <151 RMNEHEE

CAREERER L) CAERE-RIER L) CAREEDEESDEL)

FIREBIE (%)

73 (52.5%)

110 (39.4%)

201 (522%)

253 (485%)

BEE. n (%)

42 (30.2%)

62 (22.2%)

104 (27.0%)

162 (31.0%)

24 (17.3%)

43 (154%)

72 (18.7%)

78 (14.9%)

7 (5.0%)

5 (1.8%)

25 (6.5%)

13 (2.5%)
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EFFICACY OF GUSELKUMAB IN MODERATELY TO SEVERELY ACTIVE ULCERATIVE COLITIS BY EXTENT OF DISEASE AND INFLAMMATORY BURDEN: SUBGROUP ANALYSIS OF THE
PHASE 3 QUASAR MAINTENANCE STUDY
P.19

Axel Dignass (Germany)
Table. Key efficacy endpoints at maintenance W44 in subgroups of pts from QUASAR defined by extent of UC disease (limited to left side of colon vs extensive) at 1-0 and
inflammatory burden (serum CRP <3 vs >3mg/L) at M-0

Extent of UC disease Serum CRP
Limited to left side of colon Extensive <3mg/L >3mg/L
GUS GUS GUS GUS GUS GUS 200m GUS GUS GUS GUS GUS GUS
withdrawal 100mgSC 200mg SC withdrawal 100mg SC SC QuW € withdrawal 100mg SC  200mg SC  withdrawal 100mgSC 200mg SC

(PBO) Q8W Q4W (PBO) Q8W (N-83) (PBO) Q8W Q4W (PBO) Q8W Q4W
(N=95) (N=109) (N=107) (N=95) (N=79) (N=127) (N=125) (N=134) (N=63) (N=63) (N=56)
f;'r:'lgzllon 26.3% 42.2%" 40.2%" 1.6% 49.4%* 62.7%* 21.3% 52.8% * 50.7% * 14.3% 30.2%" 48.2%*
gnfaé[}tﬁrc':lnce 45.2% 56.1% 641% 21.4% 68.0% * 83.3% % 41.5% 63.5%" 67.3%" 16.7% 50.0% 88.2% *
remission? (14/31) (23/41) (25/39) (6/28) (17/25) (25/30) (17/41) (33/52) (35/52) (3/18) (7/14) (15/17)
ﬁ:‘;‘:;fg&'gn . 263% 47.7%1 4621%" 1.6% 51.9%* 63.9% * 21.3% 56.8% * 51.5% * 14.3% 34.9%" 51.8%*
HEMI 24.2% 431% 1t 40.2%" 9.5% 44.3%F 57.8%* 18.9% 51.2% * 48.5%% 12.7% 28.6%" 46.4%F
f:ﬁ?sicigﬁ'c 221% 31.2% 25.2% 8.4% 39.2%* 44.6%* 181% 40.0%* 343%1 9.5% 23.8%" 321%1

Includes pts with modified Mayo score of 5-9 at induction baseline who achieved clinical response to GUS induction and were re-randomized at maintenance study entry.
“p<0. 05, T p<o. 01, *P<0.001 vs PBO (nomlnal P values) based on the Cochran-Mantel Haenszel test stratified by clinical remission status at maintenance baseline and
induction treatment, except for m ased on Fisher’s exact test.
dpenominator includes only pts
Clinical remission is defined asa { 2> 8 N\, iylé&o m induction baseline, a rec .

subscore of 0 or 1 with no friabili Exﬂﬁﬁ\i Q4>Q8+ 1 O A) l remission at W44 among CRP>O3 Q4>Q8_|— 1 5%
Endoscopic improvement is defin . HEMI is defined as achievi

endoscopic improvement. Endoscopic remission is defined as an endoscopy subscore of 0.

UEGW2025 PP0492 (United European Gastroenterology JournalVolume 13, Issue S8)



DOP104
P.20 Efficacy and safety of guselkumab for ulcerative colitis through week 140 of the QUASAR
long-term extension study

Figure. Efficacy at LTE Week 140 (LTE GUS-randomised Population)
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ECC02026 DOP104 (Journal of Crohn's and Colitis, Volume 20, Issue Supplement_1)
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P26 Guselkumab
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