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Learning Objectives

* Identify major care gaps in CD that drive complications and postoperative
recurrence, including diagnostic delay, therapeutic inertia, and steroid dependence

* Evaluate clinical evidence for advanced therapies across the full CD treatment
landscape, including biologics and small molecules, to optimize treatment selection
throughout the disease course

* Apply risk stratification at diagnosis and after surgery to guide early biologic
selection and implement postoperative prophylaxis and monitoring in CD to
prevent endoscopic recurrence

* Implement patient-centered IBD management strategies that integrate
individualized care planning and culturally competent communication to optimize
shared decision-making and clinical outcomes

@ AlIBD

CD = Crohn’s disease; IBD = inflammatory bowel disease.



Key Concepts for Understanding the
Natural History of Crohn’s Disease

Lichtenstein GR, et al. Am J Gastroenterol. 2025;120(6):1225-1264. Buirisch J, et al. Clin Gastroenterol Hepatol.
2025;23(3):386-395.

Only 20-30% of CD patients will have a nonprogressive or indolent
course

Corticosteroid dependency = 25% of patients will have prolonged

exposure to steroids Most CD
- Up to 50% CD patients = steroid dependent/resistant without advanced patients will
therapy require

Up to 80% require hospitalization during clinical course; risks of advanced
hospitalization greatest during the first year of diagnosis therapy

10-year risk of major abdominal CD surgery = 30%

Unplanned health care utilization contributes to high costs of IBD
care

Disease activity associated with higher rates of absenteeism,
unemployment, caregiver costs

os:e AIBD



Key Concepts for Disease Assessment
of Crohn’s Disease

r : Symptoms do NOT correlate with
Crohn’s disease is PROGRESSIVE inflammatory disease activity;
for most patients (70-80%), 50% risk of OBJECTIVE ASSESSMENTS

developing an intestinal complication by
20 years post-diagnosis

are needed to guide and assess
response to treatment.

o o), AIBD
Gl = gastrointestinal.

Lichtenstein GR, et al. Am J Gastroenterol. 2025;120(6):1225-1264.
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Key Concepts for
Assessing Disease
Activity in Crohn’s
Disease

“Patients should have
confirmation of active
inflammation based on CD-
related symptoms,

biomarkers, and/or
endoscopic evaluation
before starting advanced
therapies.”

o

Disease activity

Mild
activity

¢ 2-4 bowel
movements per
day

* Mild abdominal
pain

* Ambulatory

» Eating and
drinking normally

* <10% weight loss

* No signs or

symptoms of
dehydration

Moderate
activity

* > 5 bowel
movements per day

* > 10% weight loss

¢ Intermittent nausea
and vomiting

* Moderate abdominal
pain

* Significantly
elevated biochemical
markers
(C-reactive protein
or fecal calprotectin)

¢ Hypoalbuminemia

* Anemia

Severe
activity

* > 5-7 bowel
movements per day

e Cachexia
* Fevers

* Persistent nausea
and vomiting

¢ Signs or symptoms
concerning for
obstruction

¢ Significantly elevated
biochemical markers
(C-reactive protein or
fecal calprotectin)

¢ Hypoalbuminemia

* Anemia

Scott Fl, et al. Gastroenterology. 2025;169(7):1397-1448.
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What Is MODERATE to —FF

Clinical
Limited anatomic extent

4 H rowth impairmen iatric
SEVERE Crohn’s Disease? |z memen peder
Age at diagnosis <40 years (adults)
Smoking history
Predictors of worse outcomes Periana o sever rectal dsease
enetrating disease

Symptoms

Biomarkers

C-reactive protein
Fecal calprotectin

Albumin
Hemoglobin
Stricturing disease
La rge O r d ee p u I ce rs Mlultit- or I:ng-segment ileal (>20 cm), Endoscopic
F | St u I ds Oor a b scessS disease proximal to Tl Disease activity scores
. . Extensive bowel involvement -
I nte St INa I rese Ct Ion Emergent diagnosis, hospitalization 3K Mild
Delay in diagnosis X severe

lleal and upper Gl location Need for systemic steroids

C difficile, cytomegalovirus infection

Extensive disease

A (+
ANCA (+)

oy

Cigarette smoking
Perianal disease Anti-Cbir (+) (UC: pediatric)

Anti-GMCSF (+)

2+ positive serologies Genetic

XX

L

NODZ mUtatIOn NOD2 mutation

* Based on data from Torres et al, Lancet, 2017 (CD) and Rubin et al,
AJG, 2019 (UC)

UC = ulcerative colitis; Tl = terminal ileum; ASCA = anti-Saccharamyces cerevisae antibody; ANCA = anti-neutrophil O AI BD
cytoplasmic antibodies; GMCSF = granulocyte-macrophage colony-stimulating factor. ; :
Agrawal M, et al. Gastroenterology. 2021;161(1):47-65.



Presence of More CD Risk Factors Associated with Greater Risks of
CD Complications (Hospitalizations, Surgery, Disease Progression)

d Strata - risk_categ=1. 0-1 - risk_categ=2. 2 - risk_categ=3. >=3
Diagnosis <30 years § 075 %% L%—LL_LI_L
Large or deep ulcers z N -
Stricturing disease § 0.50 Fiates o L
Fistulas or abscess 7 et
. . 0.25; e —
Intestinal resection p < 0.0001
Severe rectal disease i
Extensive disease 0 75 .3 75 10
Perianal disease Number at risk
98 69 52 22 0
g 81 37 22 11 0
2 61 28 17 6 0
0 25 O 75 10
Year
o AlIBD

Santiago P, et al. Am J Gastroenterol. 2024;119(1):147-154.



Early Intervention Is More Effective Than Trying
to Catch Up Later, Especially for Crohn’s Disease

A CD trials
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Ben-Horin S, et al. Gastroenterology. 2022;162(2):482-494.
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Don’t Wait for Steroid-Refractory or Dependent
Disease before Starting Advanced Therapy

Serious infection risk was 2- to 4-fold higher during periods with concomitant corticosteroids
compared with periods without, with similar incremental risk increases across IBD therapies.

PS-matched comparison of patients with IBD

Serious IMMWAT
infections Naive IMM TNFi | IMM+TNFi | Vedo Uste JAKi L
IR per 100 PY Steroids increased
P i ;Sks °ff' “Lectw"s
corticosteroids D0Q¢ ‘.’_‘?”‘“‘ E."‘il‘.-’f. 24 RO QLY LED! - _

O | O | O | OO | O | O | A e dasiess

all IBD treatment

cortiooserokls W 'IM‘ W} @@f ﬂﬂﬁ Wﬂc @ﬁ@& — groups

HR 262 3.36 242 247 3.60 2.25 1.82

L J

Dual treatment with corticosteroids carried a 44-fold higher risk of opportunistic infections
versus the general population, equating to one extra infection per 540 corticosteroid courses.

PS = propensity score; IR = incidence rate; PY = patient-year; IMM = immunomodulator; AT = advanced therapy; TNFi = TNF inhibitor;
JAKi = JAK inhibitor.
Forss A, et al. J Crohn’s Colitis. 2026;20(Suppl 1):i397(DOP123).
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Risks of Disease Progression:
Disease Severity + Activity

Severity*

Activity’

Mild

Low

Risk of progression

High

Past

Severe

Present

= Severe

Future

Agrawal M, et al. Gastroenterology. 2021;161(1):47-65.

Advanced
therapy
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Key Concepts for Newly Diagnosed
Moderate to Severe Crohn’s Disease

Crohn’s Disease

ACG: We suggest AGAINST requiring 6 - 9
failure of conventional therapy 14 - : 77% started on
before initiation of advanced g 1 corticosteroids
her for man ment of CD ‘5 over the same
therapy for management of C g 10 - time period
% 8
[v]
AGA: In adult outpatients with * 5
moderate-to-severely active Crohn’s 4
disease the AGA suggests upfront )
use of advanced therapy compared 0

with step-up therapy Low rates of advanced therapy use among “newly” diagnosed

CD patients (2017-21)

AlIBD

Lichtenstein GR, et al. Am J Gastroenterol. 2025;120(6):1225-1264. Scott Fl, et al. Gastroenterology. 2025;169(7):1397-1448. |
Siegel CA, et al. Crohns Colitis 360. 2024;6(3):0tae040.



Early Biologics: More Transmural Healing, Better
Longer-Term Outcomes in Crohn’s Disease

Early biological Long-term outcomes:
therapy
[ d
4e
l Bowel damage progression:
aHR 0.28 (95%CI 0.10-0.79), P=.02
(2 12 months)
Late biological A (:I-I:I)I-Rl.((a)lazze dgzt’j/rgle'(')yt:m 0.88), P=.03
therapy & a . ( (o] . V. ), =

@ }
Early biological therapy: Therapy escalation:
aOR 3.2 (95%Cl 1.4-7.7), P<.01 aHR 0.35 (95%CI 0.14-0.88), P=.02

(> 12 months)

8.% AIBD

Revés J, et al. Clin Gastroenterol Hepatol. 2025;23(7):1194-1203.e2.




Ca Se Colonoscopy:

Terminal ileum

e A 28-year-old man presents with 6 months of worsening
diarrhea (6-8/day), crampy abdominal pain, 10-Ib
unintentional weight loss, and fatigue

* (+) intermittent low-grade fevers, (+) nocturnal stools

* Treated twice with short courses of prednisone from urgent
care with partial, temporary improvement

* CRP and fecal calprotectin are elevated

* MR enterography: 20 cm of terminal ileal inflammation with
early stricturing features but no abscess

* Advanced therapy-naive and is anxious to “avoid surgery”

s 4

AIBD

;é
""’).T
5:? {gf%n g“ %

v u.-
CRP = C-reactive protein; MR = magnetic resonance. {:j



Which of the Following Would
You Recommend Next?

A. Infliximab + azathioprine
B. Vedolizumab

C. Mirikizumab

D. Upadacitinib

E. Surgical resection



Treatment Options for Mod-Severe Crohn’s Disease

IL = interleukin; MACE = major adverse cardiovascular event; VTE = venous thromboembolism;
EIM = extra-intestinal manifestation.
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Network Meta-Analysis Advanced Therapies
for Bio-Naive Crohn’s Disease

| Risk difference , Relativerisk | p-score

Adalimumab [T T 293 (16.0-47.9) 254 (1.84-352)  ow
|

Ustekinumab [T« ] 24.1(15.2-35.2)  2.27 (1.8-2.85) 059
|

Vedolizumab [N 23.6(5.7-54.9) 224 (1.3-3.89) o=
|

Infliximab . 22.6(3.6-57.8)  2.19(1.19-4.04) o
|

Guselkumab I 22.0(12.2-35.2)  2.16(1.64-2.85) &
|

Risa“"iz“lmab : 21.3(4.9-486) 212 (126-3.56)

Mirikizumab N 20.5 (8.6-37.6)  2.08 (1.45-2.98)

Upadac“irib : 70(-1.3-19.4)  137(0.93-2.02) °%

Certolizumab . mm""’ww 4.8(-3.2-16.7)  1.25(0.83-1.88) '

40 &0 80 100
Mean Difference

. i

Singh S, et al. Gastroenterology. 2025;169(7):1516-1536.



Treatment Options for Mod-
Severe Crohn’s Disease

ADVANCED THERAPY-NAIVE PATIENTS (FIRST-LINE THERAPY)

SUGGEST using a HIGHER efficacy rather than a lower efficacy medication
(Conditional recommendation, low to high certainty of evidence)

HIGHER EFFICACY MEDICATIONS: Infliximab, adalimumab, vedolizumab, ustekinumab, risankizumab, mirikizumab, guselkumab

LOWER EFFICACY MEDICATIONS: Certolizumab pegol, upadacitinib*

PRIOR EXPOSURE TO ONE OR MORE ADVANCED THERAPIES, PARTICULARLY TNF ANTAGONISTS

SUGGEST using a HIGHER efficacy, or INTERMEDIATE efficacy medication, rather than a lower efficacy medication
(Conditional recommendation, low to moderate certainiy of evidence)

HIGHER EFFICACY MEDICATIONS: Adalimumab, risankizumab, guselkumab, upadacitinib
INTERMEDIATE EFFICACY MEDICATIONS: Ustekinumab, mirikizumab

LOWER EFFICACY MEDICATIONS: Certolizumab pegol, vedolizumab

@Of AIBD
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Scott Fl, et al. Gastroenterology. 2025;169(7):1397-1448. @ ® "B REGIONALS



Treatment Options for Mod-
Severe Crohn’s Disease

Dose optimization (anti-TNF, anti-IL12/23, anti-integrin therapy) may be
considered for patients with inadequate/partial/loss of response to therapy

Extended induction (select IL23 antagonists) may be beneficial for patients
with more severe disease or suboptimal response to standard induction

therapy
- Risankizumab—extended IV induction for Crohn’s disease

Higher maintenance doses (upadacitinib, guselkumab, risankizumab)

- aTNF experienced, higher inflammatory burden, disease complications, severe
disease

ﬁof‘;é? AIBD

aTNF = anti-TNF. @ ?‘ﬂh:’ 1%35 jf L.s"‘
Lichtenstein GR, et al. Am J Gastroenterol. 2025;120(6):1225-1264. Scott Fl, et al. Gastroenterology. 2025;169(7):1397-1448. @ (L) 4




Safety of First-Line Advanced Therapies

Anti-TNF: IFX or ADA Anti-integrin Anti-1L23 Anti-IL23 (risankizumab;
(vedolizumab) (ustekinumab) mirikizumab; guselkumab)
* Combo tx w/IMM (increased *  Minimal risk of *  Minimal risk of *  Minimal risk of
infectious, lymphoma risk esp in increased increased infection increased infection
older adults) infection unless unless disease not unless disease not
* Immunogenicity (may be less disease not controlled controlled
important in IFX SQ) controlled e Liver test monitoring

* Infection risk
* Reactivation of hep B/TB
* Contraindications: MS, CHF

Older population and safety of advanced therapy

* Thiopurines: significantly higher risk of lymphoma, skin cancer in pts >60

* Biologics: Safety data is conflicted, mostly showing low rates of adverse events overall but may have slightly
higher increased risk of infection in older adults

IFX = infliximab; ADA = adalimumab; tx = treatment; TB = tuberculosis; MS = multiple sclerosis; CHF = chronic heart failure. e_° AI BD
Solitano V, et al. Clin Gastroenterol Hepatol. 2023;21(4):907-921.e2. Ananthakrishnan AN, et al. Gastroenterology. ) NION/
2021;160(1):445-451.




Clinical Prediction Tools: Vedolizumab
for Crohn’s Disease

MODEL DEVELOPMENT MODEL VALIDATION
Individual Participant Data VICTORY Consortium
GEMINI 2 RCT Clinical Practice Cohort
Steroid-Free Common Predictors Low Probability
Remission
s * No prior bowel surgery (+ 2 points) of Respc_)nse
» No prior anti-TNF exposure (+ 3 points) (< 13 points)
* No prior fistulizing disease (+ 2 points)
» Baseline albumin g/L (+ 0.4 points per g/L) High Probability
Clinical Durable « Baseline CRP mg/L
Remission Remission (- 0.5 points if 3.0-10.0 mg/L of Response
- 3.0 points if > 10 mg/L) (> 19 points)

&
. . e % AIBD
RCT = randomized controlled trial. @e- @ REGIONALS
Dulai PS, et al. Gastroenterology. 2018;155(3):687-695. @ (L)



Crohn’s Disease Probability of Response to Vedolizumab

No prior No prior No prior fistulizing Baseline .
bowel surgery | TNFa-antagonist disease albumin Baseline CRP
4 . . + 0.4 points | — 0.5 points if 3.0 —=10.0 mg/L
+2 points * 3 points + 2 points per unit (g/L) | — 3.0 points if >10 mg/L

50% —

Probability of response to VDZ
Hl Low (<13 points)
B Intermediate (>13 and <19 points)

40% —
9 38% E High (>19 points)

w

S

X
|

20% —

10% —

Proportion achieving outcomes after 26 weeks

o
X
|

CREM CSF-REM MH Deep CSF-deep
remission remission

CREM = clinical remission; CSF-REM = corticosteroid-free remission; MH = mucosal healing; VDZ = vedolizumab.
Dulai PS, et al. Gastroenterology. 2018;155(3):687-695.




VERSIFY: Endoscopic Response and Remission with VDZ
Were Greater in Anti-TNF-Naive Patients with CD

Endoscopic response rates were greater than endoscopic remission rates

« Both followed a similar pattern, but HIGHER RATES IN ANTI-TNF-NAIVE PATIENTS

Secondary endpoint:

Endoscopic response

30 -
25

Patients, %

28

N=101

Endoscopic response: SES-CD 250% reduction from baseline; endoscopic remission: SES-CD <4.

SES-CD = Simple Endoscopic Score for CD.

n=46

22

n=55

Danese S, et al. J Crohn’s Colitis. 2018;12(Suppl 1):5016-S017.

Patients, %

Primary endpoint:
Endoscopic remission

30 -

N=101

20

W Al
B Anti-TNFa-naive

B Anti-TNFa-experienced




Earlier Use of Vedolizumab Associated

with Better Clinical Outcomes

A 1.04 B: 1.04
- *  Multi-center retrospective cohort study
: : - 650 CD patients, 437 UC patients
: ’ * SHORTER DISEASE DURATION (<2 YEARS)
o ASSOCIATED WITH BETTER OUTCOMES IN CD
Pl * No association with UC
{
C ol Time to (inic:llRe:nj::odn o Time to Steroid-Free Remission CD Outcome Adjusted HR (95% CI) for
A r— Disease Duration <2 Years
—_— Clinical remission* 1.59 (1.02-2.49)
S Steroid-free remission** 3.39(1.66-6.92)
é Endoscopic remission*** 1.90 (1.06-3.39)
*Adjusted for stricturing disease, disease severity, hospitalizations, prior TNF exposure. **Adjusted for albumin, prior TNF . & AIBD :

exposure. ***Adjusted for CRP, albumin, disease severity, prior TNF exposure.
Faleck DM, et al. Clin Gastroenterol Hepatol. 2019;17(12):2497-2505.e1.




Vedolizumab for Early Crohn’s Disease (LOVE-CD)

“Early” Crohn’s disease = diagnosis <2 years, advanced treatment-naive
“Late” Crohn’s disease = diagnosis >2 years, prior treatment with steroids, IMM, and aTNFi (45% w/rsxn)

[ Early Crohn'sdisease [ Late Crohn’s disease

A B C
100 100+ 100
g X P
8 40 31-4% 80 64-0% 40
5 (27/86) 52.3% (55/86) 57:0% 291%
g2 30 60 (45/86) 7% (49/86) 304  (25/86)
a2 (41/86) 34.5% 35.6% 18.6%
< 2 40 241% 23.0% (6onz)| (62174 30 103% (16/86)
S 86% (42/174) (40/174) y 2%
£ (15/174) 204 (18/174) 2%
g 10 —| 10 (9/174)
= 0 1 0 T T T 1 0 T 1
Clinical and endoscopic remission at week 26 and week 52 Week 26 Week 52 Week 26 Week 52 Sustained clinical Sustained clinical
h g h response at all remission at all
Absence of ulcers Endoscopic response timepoints after week 10 timepoints after week 10
D E
. 1009 -®- Early Crohn's disease 100+
2 —@- Late Crohn's disease
g 80 80
s 60 60 p=0-21
5 —
§ 407 40| 22:7%
£ 11.8% (10/44)
g 20 20+ (4/34)
I
0 T T T T T T T T 1 0 :
6 10 14 22 26 30 38 46 52 o o o &
. ) & oS §F O
Timepoints (weeks) Qﬂ_k\@ ‘\cb.;oﬁ-?
S S
Early Crohn’s 29% 4%  48% 52%  62%  52% 55% 56% 58% & &
disease (25/86) (35/86) (41/86) (45/86) (53/86) (45/86) (47/86) (48/86) (50/86) N N
Endoscopic remission at week 52
Late Crohn's 15% 24%  28% 25%  35%  31% 29% 32% 40%
disease  (26/174) (41/174) (48/174) (44/174) (61/174) (54/174) (50/174) (56/174)  (70/174) [ et A |B D

D'Haens G, et al. Lancet Gastroenterol Hepatol. 2026;11(1):12-21.



Ustekinumab vs Adalimumab as

First-Line Advanced Therapy

Primary Endpoint: CDAI <150 wk 52

Head-to-head clinical trial

Randomized monotherapy

for bio-naive pts 100

386 pts: Active disease with X 20
at least one ulcer on )
endoscopy 8
Safety metrics similar &
Higher adalimumab cessation "E 40
(11% vs 6%, P=NS) s
Endoscopic response rates: £ 20
ADA 36.9% and UST 41.9% -

0

Sands B, et al. Lancet. 2022;399(10342):2200-2211.

A = 4.0% (95% Cl: -5.5%, 13.5%)°
P=0.417

61.0 64-9

119/195
Adalimumab

124/191
Ustekinumab

o0, AIBD
.’.; REGIONALS



Guselkumab in Bio-Naive Pts with CD <2 Yrs

Composite endpoints for GUS vs PBO at wk 48 in biologic-naive pts with disease
duration <2 yr in pooled GALAXI 2 and GALAXI 3 studies
mPBOSC mGUS 200 mg IV O4W — GUS 100 mg SC Q8W  mGUS 200 mg IV Q4W — GUS 200 mg SC Q4W

. . 100% A:qszmc 252 &7.2) 1=aagcsaxc.| 223.516)
* GALAXI 2 and 3: Pooled analysis of bio- i i
naive pts with CD <2 yrs (n=180)
- Higher rates of clinical remission and 3
endoscopic response at week 12 over .
PBO
- Higher rates of endoscopic response, s i e T
re m ISSIO n’ CI Ini Ca I response + Composite endpoints for GUS vs UST at wk 48 in biologic-naive pts with disease
endOSCOpIC response over PBO and duration 52 yr in pooled GALAXI 2 and GALAXI 3 studies 411 GO CL162.180)
uste kin uma b W @:.t;;o”'uz' R T .\=1!.31§::&0E-u.5 38.1) A=195 [ﬁg:un.g.aam i “:’E:C'z"’? —
" | M' ¥ waon e o207 i ::Jmta;:&u(:;&Lum Ar205(@9% 1 30.387) 1
§
§
:
Afzali A, et al. Presented at: 20th Congress of European Crohn's ' Ko Enctacosl ot e nd o e

and Colitis Organisation (ECCO); 2025. Abstract DOP060. = GUS 200 mg IV Q4W — GUS 100 mg SC O8W  mGUS 200 mg IV Q4W — GUS 200 mg SC QBW UST -8 mg/kg IV — UST 80 mg SC Q8W




Anti-IL 23 (Risankizumab)

FORTIFY maintenance: n=462 (26% bio-naive)

SFIAPS Clinical Remission”

as First-Line Therapy

Endoscopic Response®

-»- Withdrawal (PBO) n=164
RZB 180 mg SC n=157
-+ RZB 360 mg SC n=141

. b
Endoscopic Remission

o - - a
CDAI Clinical Remission
With Without With Without With Without With Without
Overall Prior Prior Overall Prior Prior Overall Prior _ Prior Overall Prior Prior
Population Bio-Failur§ Bio-Failure Population  Bio-Failure || Bio-Failure Population  Bio-Failure | Bio-Failure Population Bio-Failure | Bio-Failure
1001 p<0.001 w= RZB 360 mg SC 1°°i == RZB 360 mg SC
1004 - :f:ﬂs:zmps a5 100- : mﬁm& - 80 = Wingawol PB0SY g3 g 80 p<0.001 = Withdrawal (PBO Sf)
p=0.005 p=0.004
2] 64.1 4] 615, @ £ 60
£ £ 800 56.1 £ 60465 437 s 3.1
o = - 354
(7} o 51.8 48.1 = 268 ®
= S 60 4 s : o 40
T © 39.6 a 40 .
o o 40 341 2 ES
ES ES 20 20
204
0 0
0~ : : .
Figure 5. Endoscopic Response and Remissron at Week 52 of Maintenance (FORTIFY)

Figure 9. CDAI and SF/APS Clinical Remission at Week 52 of Maintenance (FORTIFY)

@
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CDAI = Crohn’s Disease Activity Index; SF/APS = stool frequency/abdominal pain score.
Ferrante M, et al. Lancet. 2022;399(10340):2031-2046.



Anti-IL 23 (Mirikizumab) as First-Line Therapy

Study design
Blinded Blinded

* VIVID-1 treat through randomized design: (n=1065) PBO induction period maintenance period

(n=199); MIRI (n=579); UST (n=287) "o
- 52% MIRI and 52% PBO: biologic-naive 5 -
- Only 10% ileal only disease in all groups §§§ v&?mg%f;svca{ usToomgscasw |
* Co-primary endpoint: wk 12 PRO response plus wk 52 )

endoscopic response and wk 12 PRO response plus wk

MIRI 900 mg

MIRI 300 mg

. . . . IV Q4W SC Q4w
52 clinical remission o o o o o
Wk 0 Wk 12 Wk 12 Wk 24 Wk 52
Endoscopy Endoscopy Endoscopy
Wk 12 PRO resy +wk52e pic response (co-primary endpoint) Wk 12 PRO resp + wk 52 clinical remission by CDAI (co-primary endpoint)
I PBO (n=198) M MIRI (n=579) I PBO (n=199) M MIRI (n=579)
Overall Subgroups
100% 100% group 100% - Overall 100% Subgroups
5 5% 5 5% 5 75% | A=25.8(99.5% Cl: 15.9-35.6) g 75% 11 A=20.8 (95% CI: 10.6-31.1) A=31.0 (95% Cl: 22.3-39.8)
=2 2 = P<0.000001 > P=0.000289 P<0.000001
o A=28.7 (99.5% CI: 20.6-36.8) o £=27.5 (95% Cl: 19.1-35.9) A=30.5 (95% Cl: 23.1-37.9) 0 5
8 'P<0.000001 < P<0.000001 P<0.000001 S 25.4% e 47.3%
2 50% 5 50% . 2 50% | b E 50% 434%
[ 38.0% ° 39.3% 26.7% S °
g g 2 g
2 & 2 19,6% 8
x 25% 25% x 25% 4 25%
0% 0% 0% - 0%
Overall Not biologic-failed Biologic-failed Overall Not biologic-failed Biologic-failed
&

Ferrante M, et al. Presented at: 19th Congress of ECCO; 2024. Abstract OP05.




PROFILE: TOP-DOWN Achieved Substantially Better Outcomes
at 1 Year than an Accelerated Step-Up Approach

®
Qol = quality of life; AE = adverse event. @ Q@ '
Noor NM, et al. Lancet Gastroenterol Hepatol. 2024;9(5):415-427. @ b



PROFILE: TOP-DOWN Achieved Substantially Better Outcomes
at 5 Years than an Accelerated Step-Up Approach

RR = 4.33 (95% Cl=1.82 — 10.29)

22

Step-up Top-&own

S 1.00
530' 28
E g 0.95 1
E zoq g 0.90
B 2
- $ o8s
e 1 -
£ 5
g £
(&) 0.80
510 :
§ 6 ¢ 075
- B
Q 4
E 0.70

Time to First Abdominal Surgery

— Step-up
— Top-down

0 1 2 3 a 5
Time from randomisation (years)
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Noor NM, et al. Presented at: 215t Congress of ECCO; 2026. Abstract OP05. . ®



PROFILE: TOP-DOWN Achieved Substantially Better Outcomes
at 5 Years than an Accelerated Step-Up Approach

RR = 2.50 (95% CI=1.33 — 4.54)

Step-up (N=193)

Top-down (N=193)

100 r

g

&
&

Cumulative percentage of patients
g

N

o
LY
o

81 (Inflammatory)
“on B2 (Stricturing)
B B3 (Penetrating)

Cumulative percentage of patients
3

81 (Inflammatory)
e B2 (Stricturing)

B3 (Penetrating)

Years from randomisation Years from randomisation

@
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The Risk of Major Adverse Outcomes Is LOWER with Early
Combined Immunosuppression vs Conventional Management

407 —Ed Surgery Serious complications
R_| ™ | p=0.0005 R =0.73 30.9%
) 307 00314 HR=0.69 (0.50-0.97) (0.61-0.87)
-§2°' 4.3% While clinical remission rates
£ 101 IJ’///_,}/?'S% with ECI were not significantly
0 T T T T T T T 6IIG% T T T T T T T 1 different to CM’
REACY vt T T e e mr o o ECl-treated patients
ECl 1084 970 829 732 575 1084 HO 726 620 L

Hospital admissions

Hospital admissions, surgery

experienced a reduction in

major adverse outcomes

407 p=0.1625 HR = 0.84 (0.65-1.08) 01' serious disease related complications [ .
f30] AEe ] 7% including surgery,
A p=0.0003 HR=0.73 . . )
#.0 sey | @10 27.4% hospitalization, serious
3 : ) c c c
5101 disease-related complications
12.9%
0

0 3 6 91215182124

03 6 91215182124

Number at risk Time, months Time, months
M 897 782 715 502 513 897 719 625 490 406
EC11084 911 792 592 534 1084 889 704 603 472

ECI = early combined immunosuppression; CM = conventional management.
Khanna R, et al. Lancet. 2015;386(10006):1825-1834.




Should Disease Location Impact Decision-Making?

Note: Majority (70%) of Crohn’s disease patients have ileal involvement—

isolated ileal disease (30%), ileocolonic disease (40%)

Dulai PS, et al. Clin Gastroenterol Hepatol. 2019;17(13):2634-2643.

Response to Different Biologic Agents - lleal vs. Colonic CD
Group by Study name Events / Total Risk ratio and 95% ClI
D
- Risk Lower Upper
ratio  limit limit lleal CD Colonic CD
Sandbom 2011 071 041 1.20 16/62 23163 -I—l—l-
TNFi 0.71 041 1.20 16 J 61 23/ e
CERTIFI 102 058 1.78 15734 13730 —_—
UNITI-1 0.62 029 1.30 8137 14 /40 +
UNITI-2 068 046 1.02 21749 27143 +
IM-UNITI 046 026 083 13750 13/23 ——
Ustekinumab 0.68 0.50 0.92 571170 671136 <>
GEMINI-II 126 047 3.34 6137 8/62 +
GEMINI-M 062 030 128 8129 12127 +
Vedolizumab 0.82 042 1.60 14 /66 20/ 89 o
OVERALL 070  0.55 0.90 8717298 110 /288 Ry
01 0.2 05 1 5 10
Inferior Superior

AlIBD



Should Disease Location Impact Decision-Making?

Note: Majority (70%) of Crohn’s disease patients have ileal involvement—
isolated ileal disease (30%), ileocolonic disease (40%)

Efficacy of advanced therapies by DISEASE LOCATION in Crohn’s disease

Greater benefit with all advanced therapies in patients with colonic disease vs. ileal disease
[ Anti-interleukins ] [ JAK inhibitors "‘ { Anti-integrins ]

(9 RCTs) L (3 RCTs) (2 RCTs)

Drug vs. Placebo: Drug vs. Placebo: Drug vs. Placebo:
OR (95% ClI) OR (95% Cl) OR (95% ClI)
COLONIC 4.29 COLONIC 4.37 COLONIC 1.79
dicgace 2.77-6.44 disease (2.67-7.15) disease (0.55-5.87)
ILEAL 2.31 ILEAL 1.01 ILEAL 2.10
disease (1.44-3.70) disease (0.54-1.89) disease (0.80-5.53)

Lee H, et al. Clin Gastroenterol Hepatol. 2026;24(4):923-31.

__ . @ AIBD :



Surgery as First-Line Therapy in lleal CD?

Analysis of Danish nation-
wide cohort of recently
diagnosed ileal/ileocecal 44
Crohn's disease, 2003-2018
1@ N

33% lower risk of
long-term adverse

1 outcomes with ICR

1004

50% of ICR group
on no treatment at
5 years

Years since treatment

Anti-TNF treatment Ef@ PREDICT

w8 4
gg Anti-TNF EE No Treatment
g2 | mae ———
g ICR :
o2 | // aHR067;95%C1054,083 & € | :
o ;
°% 5 T 5 1

Years since treatment

ICR = ileocolic resection.
Agrawal M, et al. Gastroenterology. 2023;165(4):976-985.e3.



Surgery as First-Line Therapy in lleal CD?

LIRIC: Surgery vs Infliximab

Resection group (n=69) Infliximab group (n=65)

o

18 (26%)

25(38%)

31 (48%)

[ No inflammatory bowel disease treatment [ Continued taking infliximab (or censored)
[ No additional inflammatory bowel disease treatment [ Resection related to Crohn's disease
(but received prophylactic immunomodulator) [ Other medical treatment
[ Anti-TNF therapy
@ Other medical treatment

Figure 1: Need for anti-TNF therapy and surgery in each treatment group
TNF=tumour necrosis factor.

Ponsioen CY, et al. Lancet Gastroenterol Hepatol. 2017;2(11):785-792. Stevens TW, et al. Lancet Gastroenterol Hepatol.

2020;5(10):900-907.

100~

80

60—~

40

20

Proportion that did not need to switch group (%)

—— Resection group
— Infliximab group
Log-rank p=0-01

Number at risk
(number censored)

Resectiongroup 69 (0) 63(4)

Inflicimab group 65 (0)

12

50(2)

2|4 3‘6

4|3 5‘0 TIZ 8L1. Blﬁ

Time (months)

54(7) 43(14) 37(18) 28(27) 20(33) 14(37) 12(39)

41(4) 34(7)

27(13) 19(20) 12(23) 11(23) 9(25)

1
108

6 (45)
6(31)

1
120

0(51)
0(34)

Figure 2: Time to switching of treatment
Kaplan-Meier survival curve of the probability of surviving without switching to the treatment of the other group.
The log-rank test was used to evaluate differences between the groups.

os:e AIBD




Surgery as First-Line Therapy in lleal CD?

10=year outcomes from LIR!C trial

10-year therapy-free remission: 36% ICR vs 13% IFX, p=0.002 10-year clinical remission without therapy failure:
36% ICR vs 28% IFX, p=0.27
100+ 100

8 804 o 804

(o} o

5 % ICR

Pt 60 ICR 8 60

an a0

3 3

S 407 S 407

o e

& 204 IFX & 204 IFX

0 N O T T T T 1
0 24 48 72 96 120 0 24 48 72 96 120
Time after randomization (months) Time after randomization (months)

Ponsioen CY, et al. Lancet Gastroenterol Hepatol. 2017;2(11):785-792. Stevens TW, et al. Lancet Gastroenterol Hepatol.
2020;5(10):900-907. Haanappel A, et al. Presented at: 21st Congress of ECCO; 2026. Abstract DOP006.
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Key Concepts for Postoperative Crohn’s Disease

1.00 4

(=}
~J
w

o
wn
o

Cumulative probability of colonescopy
g
wu

0.00 4

Fig. 1 Cumulative probability of colonoscopy by time in months,
high-risk cohort only. Kaplan—Meier curve of the cumulative prob-
ability of completing a colonoscopy in patients considered high
risk for recurrence over time measured in months since surgery. By
12 months, cumulative probability of such an event is 0.43, denoted

by the red line

Lichtenstein GR, et al. Am J Gastroenterol. 2025;120(6):1225-1264. Ananthakrishnan AN, et al. Gastroenterology.

— Low risk

-+ High risk

Only 38% of high-risk
patients had an

ileocolonoscopy by 12
months

40 80 120
Months since surgery

ACG: “In patients with
surgically induced
remission of CD, we
suggest endoscopic
assessment at 6-12
months over no
monitoring.”

AGA

High pretest probability of developing
post-operative recurrence

(Typically patients with one or more risk
factors for post-operative recurrence and
not on post-operative prophylaxis)

|

Perform endoscopic assessment of
post-operative recurrence, rather
than relying on biomarkers

(conditional recommendation, low to
moderate certainty in evidence)

2023;165(6):1367-1399. Li T, et al. Dig Dis Sci. 2023;68(9):3596-3604
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Post-Operative Crohn’s Disease Recommendations

* In CD patients with low risk of post-operative disease, we suggest continued
observation as compared with immediate initiation of medical therapy

* In patients with high-risk CD, we recommend anti-TNF (or vedolizumab) therapy to
prevent post-operative endoscopic recurrence*

Higher risk Lower Risk

Current cigarette smoker Non-smoker

Prior IBD resections 15t surgery for short segment
fibrostenotic disease

Penetrating/fistulizing disease | Disease duration >10 years

. . . . e % AIBD
* Limited post-operative data for other mechanisms of action. . :
Lichtenstein GR, et al. Am J Gastroenterol. 2025;120(6):1225-1264. )



Post-Operative Crohn’s
Disease Recommendations

In patients with high-risk CD, we recommend
anti-TNF (or vedolizumab) therapy to prevent
post-operative endoscopic recurrence.*

Earlier treatment initiation

yields better outcomes.

* Limited post-operative data for other mechanisms of action.
POR = post-operative recurrence.

Any POR
aHR (95% Cl)

Endoscopic POR
aHR (95% Cl)

Starting within 4 weeks

Anti-TNF 0.61 (0.40, 0.93)

0.49(0.28, 0.84)

Vedolizumab 1.44 (0.59, 3.56)

Ustekinumab 2.06 (0.84, 5.06)

Starting within 4-12 weeks

Anti-TNF 0.85(0.67, 1.09)
Vedolizumab 1.14 (0.64, 2.03)
Ustekinumab 1.25 (0.60, 2.60)

Starting within 12-24 weeks
Anti-TNF 0.88(0.69,1.11)
Vedolizumab 0.87 (0.45, 1.68)

Ustekinumab 1.10(0.57, 2.11)

Lichtenstein GR, et al. Am J Gastroenterol. 2025;120(6):1225-1264. Axelrad JE, et al. Inflamm Bowel Dis. 2023;29(6):888-897.

0.40 (0.05, 2.86)

1.77 (0.586, 5.62)

0.71 (0.53, 0.98)
0.44 (0.16, 1.20)

1.26 (0.54, 2.93)

0.78 (0.59, 1.03)
0.45 (0.16, 1.22)

1.12 (0.54,2.34)

AlIBD




100 -

80 - P<0.0011 P<0.001

RCT Data for Advanced Therapy to
Prevent Post-Op CD Recurrence

60.6

60 51.3

40 -

Proportion of Subjects (%)

30.6
224
o . 20 -
PREVENT: endoscopic recurrence prior R
to Wee k 76 i nfl iXi ma b Ve rsus p I a CEbo o Endoscopic Recurrence Only Based on Endoscopic Recurrence with Treatment Failure
Endoscopic Criteria (i.e., Rutgeerts score 2i2) Rule and Other Data Handling Rules Applied
H Placebo (N=150) “Infliximab 5 mg/kg (N=147)
p<0-0001
100 T 1
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= =0-0004 57-3% acepbo
= T 7 1 (36/37)
S 604
% 62-2%
E 40+ (13l37) 581%
REPREVIO: vedolizumab post- — Ei (25/43) . p=0-94 .
op recurrence @ 6 mo post-ICR < 20~
P @ P 23:3% 209% | 216%
(10/43) ©/143) | @37
¢ Severe endoscopic recurrence I Any endoscopic recurrence I Clinical recurrence I
(Rutgeerts =i2b) (Rutgeerts >i0) (CDAl increase >70)
Secondary endpoints

@ AlIBD

Regeurio M, et al. Gastroenterology. 2016;150(7):1568-1578. D'Haens G, et al. Lancet Gastroenterol Hepatol.
2025;10(1):26-33.



Treatment Options for Mod-
Severe Crohn’s Disease

ADVANCED THERAPY-NAIVE PATIENTS (FIRST-LINE THERAPY)

SUGGEST using a HIGHER efficacy rather than a lower efficacy medic\ 0 13{¢13:4' (w / post-op
monitoring vs tx)

(Conditional recommendation, low to high certainty of evidence)

HIGHER EFFICACY MEDICATIONS: Infliximab, adalimumab, vedolizumab, ustekinumab, risankizumab, mirikizumab, guselkumab

LOWER EFFICACY MEDICATIONS: Certolizumab pegol, upadacitinib*

PRIOR EXPOSURE TO ONE OR MORE ADVANCED THERAPIES, PARTICULARLY TNF ANTAGONISTS

SUGGEST using a HIGHER efficacy, or INTERMEDIATE efficacy medication, rather than a IR 8J:{c] 3N @74 o Te 1y 20e]')
(Conditional recommendation, low to moderate certainty of evidence) mo ni t o ri n g VS t X)

HIGHER EFFICACY MEDICATIONS: Adalimumab, risankizumab, guselkumab, upadacitinib

Ustekinumab, mirikizumab

LOWER EFFICACY MEDICATIONS: Certolizumab pegol, vedolizumab

INTERMEDIATE EFFICACY MEDICATIONS:

Scott Fl, et al. Gastroenterology. 2025;169(7):1397-1448.




Key Learning Points

The first-line standard for
moderate to severe Crohn's

disease is early, evidence-
guided advanced therapy,

with the specific agent chosen
by balancing efficacy,

safety, disease phenotype,

and patient priorities.

Presentation summary generated with ManusAl.

1. Move beyond steroid-
centered delay

2. Start with a high-
confidence mechanism

Advanced therapy and surgery
should be considered

Avoid letting temporary
corticosteroid response
substitute for a durable remission
strategy in active moderate to

legitimate starting points when
matched to the clinical context.

severe disease.

3. Individualize without
undertreating

Patient preference, safety, and
route matter, but personalization

4. Think in terms of trajectory,
not symptoms

First-line choices should
support steroid sparing, deeper
inflammatory control, and
improved long-term disease
course.

should not be a reason to defer
effective therapy in a clearly
high-burden patient.

o, AI_BD



Case: Key Points for Consideration coionoscopy:

Terminal ileum

« A 28-year-old man presents with 6 months of worsening
diarrhea (6-8/day), crampy abdominal pain, 10-lb
unintentional weight loss, and fatigue

* (+) intermittent low-grade fevers, (+) nocturnal stools

* Treated twice with short courses of prednisone from
urgent care with partial, temporary improvement

* CRP and fecal calprotectin are elevated

* MR enterography: 20 cm of terminal ileal inflammation with
early stricturing features but no abscess

« Advanced therapy-naive and is anxious to “avoid surgery”




Case: Key Points for Consideration coionoscopy:

Terminal ileum

e Patient is HIGH-risk for disease progression

* Disease duration is “shorter”—approx. 6 months

* lleal disease location is more difficult to treat

* No strictures/fistulizing disease, no rectal or perianal disease

Needs early advanced therapy:

ADVANCED THERAPY-NAIVE PATIENTS (FIRST-LINE THERAPY)

SURGERY w/post-op tx + monitoring

HIGHER EFFICACY MEDICATIONS: Infliximab, adalimumab, vedolizumab, ustekinumab, risankizumab, mirikizumab, guselkumab

f:”% , AIBD
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Answer the polling

questions and be
entered to win!

oA
I

The winner will be announced
at the end of Q&A.

Winner must be present in order to claim their prize.

Go to

to participate in this session

You can also scan this QR code:
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