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Disclosures of potential conflicts of interest
• Personal Consulting or Advisory board membership fees: Abbvie, Amgen, 

Janssen, Lilly, Merck, Pfizer

• Speaker fees: Abbvie, Alimentiv, Janssen, Takeda

• I will talk about therapies that are not yet Health Canada-approved for children 
and adolescents who have not reached their 18th birthday
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Positioning “advanced therapies” in Crohn’s disease: 
choices not so long ago

TIMEPOINT UNTIL RECENTLY

Choosing FIRST advanced 
therapy

When to start?
Which anti-TNF?

Choosing SUBSEQUENT 
advanced therapy

When first anti-TNF has “failed”?
When is a change needed?

Primary non-response/incomplete, unsatisfactory response?
(lack of clinical remission or failure to achieve other target?)  

(Pharmacokinetic/pharmacodynamic?)
Intolerance?

Secondary loss of response related to anti-drug antibodies?
Secondary loss of response NOT related to anti-drug antibodies?

Types of “FAILURE”
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Increasing choices of “advanced therapies” (biologics and 
targeted oral small molecules) in Crohn’s disease

2023

CD

Risankizumab
CD
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Positioning “advanced therapies” in Crohn’s disease: 
choices to make now

TIMEPOINT NOW

Choosing FIRST advanced 
therapy

When to start?
Which biologic (or targeted oral small molecule) ?

Choosing SUBSEQUENT 
advanced therapy

Which biologic or targeted oral small molecule when 
first has failed?

Primary non-response/incomplete, unsatisfactory response?
(lack of clinical remission or failure to achieve other targets?)

(Pharmacokinetic/pharmacodynamic) 
Intolerance

With biologics: secondary loss of response related to anti-drug antibodies?
Secondary loss of response NOT related to anti-drug antibodies?

Types of “FAILURE”
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Considerations in choosing therapies: as patients and 
families ask…

Will it work?                                                                                

Is it safe?                                                                                      

How fast will I/my child or family member feel better?                                      

Will it keep working?                                                                 

What is involved with taking it?                                               



7

Clinician’s considerations are similar

Reliable induction of steroid-free clinical remission + efficacy in achieving healing

Favorable safety profile……learning curve

Knowledge of how optimize efficacy (dosing, therapeutic drug monitoring)

Durability of remission (including Immunogenicity; need for/advisability of concomitant IM)

Rapidity of onset

Patient preference for mode of administration

Access

Cost

Efficacy in special situations (e.g. perianal fistulizing disease; associated arthritis) 
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Consider phenotypic heterogeneity of Crohn’s disease

N= 698 (age 2 - <17yrs)

Median age (IQR) 12.9 years (10.9, 14.8)

Gender 59% male

Perianal fistulizing 16%

ileocecal Crohn’s colitis ileocolonic
20% 57%23%

Lower intestinal
Tract  
(L1/L2/L3)

Additional
“proximal” 
small bowel
involvement
27%  L4b

Dhaliwal J Crohn Colitis 2020 May 21;14:445-454



Advanced therapies in Crohn’s disease: Questions 
faced in clinical practice

POSITIONING
• Early vs later initiation?: 

……before versus after a trial of 
conventional 
immunomodulators? 

• “Advanced therapy” for all?  
Who should not get?

SEQUENCING

• Is there a “better” “advanced 
therapy” to utilize first rather 
than anti-TNF?

• Advanced therapy if anti-TNF 
“fails”?.....what to switch to 
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Advanced therapy positioning in CD: Early vs later?

Ben-Horin S, Gastroenterology 2022;162:482-494



Advanced therapies in Crohn’s disease: Questions 
faced in clinical practice

POSITIONING
• Early vs later initiation?: 

……before versus after a trial of 
conventional 
immunomodulators? 

• “Advanced therapy” for all?  
Who should not get?

SEQUENCING

• Is there a “better” “advanced 
therapy” to utilize first rather 
than anti-TNF?

• Advanced therapy if anti-TNF 
“fails”?.....what to switch to 
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What can help us compare efficacy?

•Head-to-head randomized clinical trials   
–ustekinumab vs adalimumab (SEAVUE) bionaive
–ustekinumab vs risankizumab (SEQUENCE) prior anti-TNF failure

• Indirect evidence of comparative efficacy and safety
–network meta-analyses of randomized controlled trial data

–propensity-score matched analyses of individual patient data 
• from randomized placebo-controlled trials of different agents

• from observational data (real-world effectiveness)



Choice of first anti-TNF in luminal Crohn’s disease?
IFX
n=435
(60%
males)

IFX 
matched
N=147

ADA
n=176
(63% males)

AGE
(yrs)

13.0 (11.0-
14.8)

14.0 
(12.9-15.8)

14.0 (12.1-15.6)

Duration
(mos)

2 (1-6) 4 (1-12) 5 (2-11)

Location 13% L1
28% L2
56% L3

29% L1
14% L2
55% L3

27% L1
15% L2
56% L3

Perianal
disease

21% 7% 8%

wPCDAI 45.0 (22.5-
70.0)

30.0 
(15.0-
50.0)

30.0 (10.0-
52.5)

SES-CD 16 (9-22) 12 (6-18) 12 (7-17) Debruyn J et al  Am J Gastroenterol on-line

Within PS-matched cohort

(53.7)  (59.0)

IFX 67% concomitant IM
ADA 36% concomitant IM

IFX ADA

One year steroid-
free clinical + CRP 
remission 

59% 54%



Sequencing advanced therapy in Crohn’s disease:  is 
there a “better” first therapy than anti-TNF?

Lancet 2022; 399: 2200–11



Sequencing “advanced therapy” in Crohn’s disease: is 
there a “better” first therapy than anti-TNF?

Clin Gastro Hepatol 2022: 20: 1579-1587 

Also: Wong E,…….Narula N. Inflamm Bowel Dis 2023, 29, 1015–1023
One year outcomes among responders to induction
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Interleukin-12/23 pathway biologics
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Anti-IL-12/23 and anti-IL23 in Crohn’s disease

Feagan BG et al.   NEJM 2016;375:1946-60. 

Anti-TNF 
failure/intolerant
N=741

No prior anti-TNF failure
N=628

Ustekinumab   week 8 outcomes Risankizumab (ADVANCE) week 12 outcomes

D’Haens G et al Lancet 2022; 399: 2015-2030

N=359
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Anti-IL-12/23 and anti-IL23 in Crohn’s disease

Feagan BG et al   NEJM 2016;375:1946-60. 

Ustekinumab week 52 outcomes (IM-UNITI)
(responders to induction re-randomized)

Risankizumab week 52 outcomes (FORTIFY)
(responders to induction re-randomized)

Ferrante M et al, Lancet 2022; 399: 2031-46



Positioning of anti-TNFs in Crohn’s disease: is there a  
“better” first advanced therapy? 

Lancet Gastroenterol Hepatol 2021; 6: 1002–14

31 trials (total 8020 participants)

INDUCTION: Bio-Naive



• Moderate-severe CD

• Prior failure of 
>/= 1 anti-TNF

• SES-CD >/= 6 (central read)
(>/= 4 for isolated ileal)

PRIMARY ENDPOINTS: 1) CDAI remission at week 24
2) endoscopic remission at week 48 (SES-CD <4 and >/= 2 point drop and no subscore >1)

Oral presentation UEGW, October 15, 2023 
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SEQUENCE: Patient Characteristics
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SEQUENCE: Patient disposition

Mean time (days) study drug discontinuation: for risankizumab 182.6 ; for ustekinumab 156.3
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SEQUENCE: Primary Outcomes (intent-to-treat analyses)
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CD: Advanced therapy following anti-TNF “failure”?

INDUCTION: prior biologic exposure

Lancet Gastroenterol Hepatol 2021; 6: 1002–14
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Sequencing advanced therapy in Crohn’s disease: what 
about vedolizumab?

Sandborn WJ, N Engl J Med 2013; 369:711-721
Hui S, Cochrane Database Sys Reviews 2023

GEMINI
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Comparative effectiveness in achieving endoscopic healing 
in bio-naive patients with CD

Narula N, et al Am J Gastroenterol 2022;117:1106–1117

Data from: 
UNITI (USTE)

Extend (ADA)

Versify (VEDO)

CT-P13 (IFX)
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Real-world effectiveness

Am J Gastroenterol 2016; 111:1147–1155

Am J Gastroenterol 
2023;118:674–684



Targeted oral small molecules: Janus kinase (JAK) 
inhibitors

-JAKS comprise a family of 4 intracellular tyrosine kinases 
(JAK1, JAK2, JAK3, TYK2) 

-Associated with intracellular domains of cytokine receptors

- Interact with STATs: “signaling transducers and activators of transcription”: genes 
involved in innate and adaptive immunity 

Non-
selective

JAK1 > 2,3



Maintenance (Cohort 1)

Placebo 

UPA 15 mg QD

UPA 30 mg QD

UPA 45 mg QD

Induction

UPA 45 mg QD

Clinical 
Responders*
to 12-week 

UPA 45 mg QD

(stratified 
bionaive vs 

failure)

RR

12 or 24 
(Induction)

/ 0
(Maintenance)§

52Week  Baseline

Maintenance Co-Primary Endpoints:
Clinical Remission 
Endoscopic Response

Placebo

Placebo

4 

Induction Co-Primary Endpoints:
Clinical Remission 
Endoscopic Response

Steroid dose/taper

KEY INCLUSION CRITERIA
• 18-75 years of age

• Average daily SF ≥ 4 and/or 
average daily APS ≥ 2

• ;SES-CD ≥ 6 (≥ 4 for patients 
with isolated ileal disease)

100%
Prior
Bio
>/= 2
60%

45%
Prior
Bio
>/=2
30%

NEJM 2023; 388(21):1966-1980 

75% prior biologics



Week 12 - Pooled 
Induction Data from 
U-EXCEL and U-
EXCEED
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Upadacitinib Clinical & Endoscopic Outcomes in CD Patients by 
Prior Biologic Failure Status

Feagan B., et al. ECCO 2023, March 1-4, Copenhagen, Denmark. OP17.  Schreiber S., et al . ECCO 2023, March 1-4, Copenhagen, Denmark, P630.

SF/APS Clinical remission Endoscopic response Endoscopic remission

Week 52 – Maintenance Data from U-ENDURE



UEGW October 2023
Regueiro M….Panes J
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Sequencing “advanced therapies” in Crohn’s disease
TIMEPOINT NOW 

FIRST Infliximab or adalimumab
risankizimab or ustekinumab
vedolizumab

SUBSEQUENT
(after anti-TNF)

risankizumab (ustekinumab)
upadacitinib

Primary non-response: Risankizumab or upadacitinib
Intolerance: risankizumab/ustekinumab

Primary incomplete (unsatisfactory?) response: case by case 
Secondary LOR related to anti-drug antibodies: 2nd anti-TNF or switch 

Secondary LOR unrelated to anti-drug antibodies: risankizumab/ upadacitinib



Positioning and sequencing advanced therapies in 
Crohn’s disease: Questions will keep increasing

• Early vs later initiation?: 
……before versus after a trial of 
conventional 
immunomodulators? 

• “Advanced therapy” for all?  
Who should not get?.....

• Is there a “better” “advanced 
therapy” to utilize first rather 
than anti-TNF?....or should we 
combine?

• Advanced therapy if anti-TNF 
“fails”?.....what to switch to…..or 
should we combine? 

POSITIONING SEQUENCING
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Combination biologics (EXPLORER)

Colombel J-F et al on-line September 2023
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2023;  165: 976-985 

N=581

N=698



From Vieujean S and Louis E, Ther Adv Gastroenterol 2023; 16: 1–52
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Time to ask some expert adult IBD-ologists!

Thank you!


