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Objectives

Å Review the current treatment armamentarium for IBD

Å Review best evidence for positioning of advanced therapies

Å Review combination therapy as an emerging strategy



Evolution of the therapeutic landscape



Evolution of the Therapeutic Landscape

Gross B. https://ibd-eii.com/timeline/

Vieujean S, Jairath V, et al , Nature Review Gastro 2025



What are the key things we have learned 

with each major class (my summary of 

many studies)?



Anti -TNF



Figure 2. Healing of colonic ulcerations in 2 patients (patients 1 and 8) after treatment with cA2. (A and C) At 
enrollment and (B and D) 4 weeks after infusion of cA2. 
Photographs were obtained from videotapes, allowing comparison of exactly the same location. 
van Dullemen HM, et al.Gastroenterology. 1995;109(1):129-135. 

Derkx B, et al. Lancet 1993;342(8864):173-4.



Anti -TNF- Still very relevant today!

Use combo therapy

Peri-Anal CD (ACCENT 2) Post-Op Prophylaxis (PREVENT) ASUC (CySIF)

EIMs HLA testing



Treatment response rates with infliximab and adalimumab in CD1,2
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Å Infection and malignancy
ï Black-box warning for serious infection 

and malignancy for all anti-TNF 

therapies1-3

ï Black-box warning for HSTCL 

(adalimumab and infliximab)1,2

Å Reactivation of hepatitis B3, 

tuberculosis

Å Skin cancer3

Å Psoriasis4

Å Autoimmunity (lupus-like syndrome)3

Å Immunogenicity ï antibodies to anti-

TNF3

Å Demyelinating disorders, CHF, liver 

toxicity3

Anti-TNF Safety Issues

CHF=congestiveheart failure; HSTCL= hepatosplenicT-cell lymphoma
1Remicade [packageinsert]. Horsham, PA: Janssen Biotech, Inc; 2013
2Humira [packageinsert]. North Chicago, IL: AbbVie, Inc; 2013

3Bongartz T, et al. JAMA.2006;295:2275-2285

Anti -TNF remain a cornerstone but have limitations



Anti -Integrins
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Vedolizumab

Superior to ADA in UC: VARSITY
Post-Op CD Prevention: REPREVIO Chronic Pouchitis: EARNEST

Early CD: LOVE CD Transmural Healing: VERSIFY 



Vedolizumab and Disease Clearance: VERDICT trial

Trial Design 48 Week Disease Clearance

Jairath V. et al, ECCO 2025



Interleukin Inhibitors



Nardone O. et al, Drugs 2025

IL-23 Inhibitors: No Clinically meaningful differences to date



Atreya R, Neurath M. Lancet Gastroenterol Hepatol. 2018
Peyrin-Biroulet L, et al. NEJM 2024.
Panaccione R et al. DDW 2024 Late breaking abstract

IL-23 Inhibition has moved the needle

RZB UST
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Evolutional pressure of immune therapy and drug resistance

SEQUENCE trial

GALAXI 2&3 trials

UltIMMa 1&2 trials



Slide duplicated at:

Active Comparator Studies and Mucosal Healing Differentiates 
the IL -23 Class

Pooled GALAXI 2 & 3
Week 48, NRI3

SEQUENCE
Week 48, NRI2

These figures are  intended to be a summary of individual clinical trial data only and direct comparisons between trials cannot be made. 
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PRO Clinical Response a at Week 12 and 

SES-CD Endoscopic Response b at Week 52

PRO Clinical Responsea at Week 12 and 
CDAI Clinical Remissionc at Week 52
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IL-23s have similar efficacy in bionaive  and bioexposed  patients





JAK Inhibition



Error bars are ± 95% CI. *pÒ0.05; **pÒ0.01; ***pÒ0.001 vs PBO. P-values are nominal and not multiplicity controlled. No clinical inferences can be drawn.

PBO, placebo; QD, once daily; RBS, rectal bleeding subscore; SE, standard error; SFS, stool frequency subscore; UPA, upadacitinib.

1. Loftus EV Jr, et al. Clin Gastroenterol Hepatol. 2022;S1542-3565(22)01109 -0; 2. Danese S, Vermeire S, et al. Lancet. 2022;399(10341):2113 -2128 and 

supplementary data.

Post-hoc analysis: Pooled analysis from U-ACHIEVE and U-ACCOMPLISH

Symptom relief (SFS Ò1 and RBS = 0) Day 1 through to Day 14

SFS Ò1

PBO (n=303ð319)         UPA 45 mg QD (n=613ð634) 

RBS = 0

PBO (n=303ð319)         UPA 45 mg QD (n=616ð634) 
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JAKs work very fast



INDUCTION MAINTENANCE
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May be beneficial for fistulas: Post hoc trial anlaysis



Should be our first choice for EIMs: Post hoc trial analysis



Approved Indications for Upadacitinib in Canada

ω wƘŜǳƳŀǘƻƛŘ !ǊǘƘǊƛǘƛǎ όw!ύ

ω tǎƻǊƛŀǘƛŎ !ǊǘƘǊƛǘƛǎ όtǎ!ύ

ω !ǘƻǇƛŎ 5ŜǊƳŀǘƛǘƛǎ ό!Řǳƭǘǎ ϧ !ŘƻƭŜǎŎŜƴǘǎ җмн ȅŜŀǊǎύ

ω !ƴƪȅƭƻǎƛƴƎ {ǇƻƴŘȅƭƛǘƛǎ ό!{ύ

ω bƻƴ-radiographic Axial Spondyloarthritis(nr-axSpA)

ω ¦ƭŎŜǊŀǘƛǾŜ /ƻƭƛǘƛǎ ό¦/ύ

ω Dƛŀƴǘ /Ŝƭƭ !ǊǘŜǊƛǘƛǎ όD/!ύ



JAKs have potential for management of ASUC

ÅN=55 patients (11 studies, Largest with 25 pts)

Å76% previous IFX failure

ÅUPA given with steroids for induction (~50%) or  after failing steroids (~50%)

ÅColectomy rate at 90 days was 16.3%. 

ÅAmong those who did not get colectomy, 80% were in steroid-free remission at follow-up. 

ÅThe reported adverse events were low, including 2 venous thromboembolic events.  (~4% VTE) 
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Integrated safety analysis of UPA based on more than 6000 patients and 
15,000 PYs of exposure across RA, PsA, AS and AD Phase IIb/III trials

ĀDefined as cardiovascular death, non-fatal myocardial infarction, and non-fatal stroke. ϠIncluding deep vein thrombosis and pulmonary embolism. 

AD, atopic dermatitis; ADA, adalimumab; AS, ankylosing spondylitis; CI, confidence interval; E, events; MACE, major adverse cardiac event; MTX, methotrexate; NMSC, non-melanoma skin cancer; 

PsA, psoriatic arthritis; PY, person-years; QD, once daily; RA, rheumatoid arthritis; UPA, upadacitinib; VTE, venous thromboembolism.

Burmester GR, et al. RMD Open. 2023;9:e002735. 
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Å In this trial, the number needed to harm for tofacitinib at a dose of 
5 mg twice daily relative to a TNF inhibitor was 567 patient-years 

for MACE and 276 patient-years for cancers, which meant that 
during 5 years of treatment, 113 and 55 patients would need to be 
treated with tofacitinib at a dose of 5 mg twice daily rather than 
with a TNF inhibitor to result in one additional MACE and cancer, 

respectively



S1P1 Modulators



 

Perez-Jeldres et al. Inflamm Bow Dis 2018 Aug 24.

S1P Agonists: First line oral agents in UC



Safety
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Itôs easy to put drugs into safety bucketsé



Efficacy trumps safety and lowers the risk of infections



Comparative Safety of JAK Inhibitors vs TNF Antagonists in 
Immune -Mediated Inflammatory Diseases

Serious Infection Malignant Neoplasm

Solitano V. et al. JAMA Netw Open. 2025;8(9):e2531204. 



Comparative Safety of JAK Inhibitors vs TNF Antagonists in 
Immune -Mediated Inflammatory Diseases

MACE Thrombosis

Solitano V. et al. JAMA Netw Open. 2025;8(9):e2531204. 

Å This meta-analysis of 42 studies with low to moderate risk of bias 
ƛƴŎƭǳŘŜŘ умо уум ǇŀǘƛŜƴǘǎΧΦΦŘƛŘ ƴƻǘ ƛŘŜƴǘƛŦȅ ŀƴȅ ƳŜŀƴƛƴƎŦǳƭ 

difference in the risk of serious infections, malignant neoplasms, or 
MACEs with JAK inhibitor vs TNF antagonist use across all IMIDs, 

with low overall incidence. JAK inhibitor use was associated with a 
slightly higher risk of VTE. 



Positioning of Drugs



One size does not fit all

Solberg IC, et al. Scand J Gastroenterol. 2009



Sharedand personalizeddecision-making

Efficacy Safety

Patient
acceptability

Reimbursment
Costs
Coverage

Ileal vs colonicdisease

PerianalCD 
ASUC 
EIM

Therapeuticline 
Prior failure

Co-morbidity

Historyof cancer 
Frailty
Family planning

Reimbursementby healthcaresystem

Lifestyle/convenience

Route of administration
Personalhistory with medications
Perception of treatments

Selecting therapy in IBD : The Art of Medicine



Comparison of treatment 
effects from pivotal RCTs

Routinely collects data on patient 
health status from many sources 

(eg, registries), often using 
propensity score-matched analysis 

for adequate comparisons

Gold standard: Designed and 
powered to allow formal 

comparison between different 
active therapies 

S1

S2

S3

S4

S5

Common-effect model

Random-effects model

Effect size
0

Network Meta-
analysis

Real-world dataHead-to-head trial

What Tools Do We Have to Inform Positioning of Drugs: Science



Positioning in CD: 1 st Line



SEAVUE: Clinical remission and endoscopic response at Wk 52

Sands et al. Lancet 2022

Å No evidence of a difference between ustekinumab and adalimumab 
in CD
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Endoscopic Response at Week 48/52:
Ustekinumab as an Active Comparator in Clinical Trials in CD

Pooled GALAXI 2 & 3
Week 48, NRI3

SEQUENCE
Week 48, NRI2

These figures are  intended to be a summary of individual clinical trial data only and direct comparisons between trials cannot be made. 
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Å IL-23 should replace ustekinumab as first line therapy



Treatment
Comparison: other vs 'Placebo' 

(Random Effects Model)
RR 95% CI P-Score

IFX 5mg/kg 0.67 (0.56; 0.79) 0.95

RZB 600mg 0.73 (0.66; 0.80) 0.85

UPA 45mg 0.75 (0.68; 0.83) 0.77

RZB 1200mg 0.76 (0.69; 0.84) 0.73

ADA 160/80mg 0.78 (0.72; 0.85) 0.67

ADA 160/160mg 0.78 (0.65; 0.95) 0.65

UST 6mg/kg 0.84 (0.79; 0.90) 0.47

IFX 10mg/kg 0.87 (0.70; 1.08) 0.39

ADA 80/40mg 0.89 (0.78; 1.01) 0.32

UST 130mg 0.89 (0.83; 0.96) 0.30

VDZ 300mg 0.92 (0.86; 0.98) 0.22

CTZ 400mg 0.93 (0.87; 1.00) 0.18

Treatment
Comparison: other vs 'Placebo' 

(Random Effects Model)
RR 95% CI P-Score

RZB 600mg 0.66 (0.52; 0.85) 0.78

IFX 5mg/kg 0.67 (0.55; 0.82) 0.78

RZB 1200mg 0.69 (0.54; 0.88) 0.72

ADA 160/80mg 0.70 (0.61; 0.81) 0.70

ADA 160/160mg 0.70 (0.54; 0.91) 0.68

UST 6mg/kg 0.71 (0.55; 0.92) 0.66

ADA 80/40mg 0.83 (0.69; 0.99) 0.35

VDZ 300mg 0.83 (0.72; 0.96) 0.34

IFX 10mg/kg 0.86 (0.68; 1.10) 0.29

CTZ 400mg 0.92 (0.77; 1.11) 0.17

Treatment
Comparison: other vs 'Placebo' 

(Random Effects Model)
RR 95% CI P-Score

RZB 600mg 0.74 (0.67; 0.82) 0.92

UPA 45mg 0.77 (0.69; 0.87) 0.82

RZB 1200mg 0.78 (0.71; 0.87) 0.79

ADA 160/80mg 0.84 (0.77; 0.92) 0.61

ADA 160/160mg 0.86 (0.58; 1.26) 0.52

UST 6mg/kg 0.88 (0.83; 0.93) 0.48

UST 130mg 0.91 (0.85; 0.97) 0.38

VDZ 300mg 0.96 (0.91; 1.02) 0.21

ADA 80/40mg 0.99 (0.81; 1.21) 0.19

Network meta -analysis: 1 st  Line Advanced therapy in Luminal CD

IFX was only studied in bio-naïve patients. 
When data are analyzed separately, RZB 600 mg ranked first for both groups, suggesting that the 

ranking of IFX 5 mg/kg in the pooled analysis was driven by use in biologic-naïve patients. 

All patients Bio-naïve patients Bio-exposed patients

Achievement of clinical remission in induction
CDAI < 150

10.5 2

Favors experimentalFavors placebo

10.5 2

Favors experimentalFavors placebo

10.5 2

Favors placebo

A B C

Favors experimental

Barberio B,. Gut. 2023 Feb;72(2):264-274. 



Network Meta -Analysis of CD trials for endoscopic outcomes

This study suggests that JAK1 inhibitors and anti-IL23p19 agents are more effective amongst advanced 
therapies for induction of endoscopic outcomes. 

Vuyyuru SK, et al. Clin Gastroenterol Hepatol. 2024 Jun;22(6):1190-1199.
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First Line Advanced Therapy: RWD from UK Bioresource 

Å Similar effectiveness of Vedo, ADA, IFX in luminal CD, but 
superiority of IFX over ADA for perianal CD



Positioning in CD: 2nd Line



SEQUENCE: Primary Endpoints

aITT1H population: a subset of ITT1 populat ion which includes the first ~50% of ITT1 pat ients
bITT1 population includes patients who were randomized to UST or RZB (600 mg IV, 360 mg SC) and received at least one dose of study drug 
cDifferences adjusted by the stratification fac tors (number of t imes the subject failed prior anti -TNF therapy [Ò 1, > 1] and steroid use at baseline [yes, no])

% (n) represents the synthesized results from non-responder imputat ion incorporating mult iple imputat ion to handle missing data

Non-inferiority for CDAI c linical remission at w k 24 was  met if the lower bound of the 95% C I of adjusted risk difference was  ab ove -10%; if  met, superiority for endoscopic  remiss ion at wk  48 was assessed
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CDAI clinical remission: CDAI < 150

Endoscopic remission: SES-CD Ò 4 and at least a 2-point reduction 
versus BL and no subscore > 1 in any individual variable, as scored by a 

central reviewer

Peyrin-Biroulet et al. NEJM 2025



Upa is effective after biologic failure in CD

Loftus EV , et al. N Engl J Med. 2023;388:1966-1980. 



Gisbert et al. Aliment PharmacolTher2015

Meta-analysis of 46 studies

Remission rate with 2nd anti -TNF agent was :

- Better in case of intolerance to the first anti -

TNF agent (61%) 

- Lower (30%) if primary failure or secondary

loss of response (45%)

Switch to a Second TNF



Treatment
Comparison: other vs 'Placebo' 

(Random Effects Model)
RR 95% CI P-Score

IFX 5mg/kg 0.67 (0.56; 0.79) 0.95

RZB 600mg 0.73 (0.66; 0.80) 0.85

UPA 45mg 0.75 (0.68; 0.83) 0.77

RZB 1200mg 0.76 (0.69; 0.84) 0.73

ADA 160/80mg 0.78 (0.72; 0.85) 0.67

ADA 160/160mg 0.78 (0.65; 0.95) 0.65

UST 6mg/kg 0.84 (0.79; 0.90) 0.47

IFX 10mg/kg 0.87 (0.70; 1.08) 0.39

ADA 80/40mg 0.89 (0.78; 1.01) 0.32

UST 130mg 0.89 (0.83; 0.96) 0.30

VDZ 300mg 0.92 (0.86; 0.98) 0.22

CTZ 400mg 0.93 (0.87; 1.00) 0.18

Treatment
Comparison: other vs 'Placebo' 

(Random Effects Model)
RR 95% CI P-Score

RZB 600mg 0.66 (0.52; 0.85) 0.78

IFX 5mg/kg 0.67 (0.55; 0.82) 0.78

RZB 1200mg 0.69 (0.54; 0.88) 0.72

ADA 160/80mg 0.70 (0.61; 0.81) 0.70

ADA 160/160mg 0.70 (0.54; 0.91) 0.68

UST 6mg/kg 0.71 (0.55; 0.92) 0.66

ADA 80/40mg 0.83 (0.69; 0.99) 0.35

VDZ 300mg 0.83 (0.72; 0.96) 0.34

IFX 10mg/kg 0.86 (0.68; 1.10) 0.29

CTZ 400mg 0.92 (0.77; 1.11) 0.17

Treatment
Comparison: other vs 'Placebo' 

(Random Effects Model)
RR 95% CI P-Score

RZB 600mg 0.74 (0.67; 0.82) 0.92

UPA 45mg 0.77 (0.69; 0.87) 0.82

RZB 1200mg 0.78 (0.71; 0.87) 0.79

ADA 160/80mg 0.84 (0.77; 0.92) 0.61

ADA 160/160mg 0.86 (0.58; 1.26) 0.52

UST 6mg/kg 0.88 (0.83; 0.93) 0.48

UST 130mg 0.91 (0.85; 0.97) 0.38

VDZ 300mg 0.96 (0.91; 1.02) 0.21

ADA 80/40mg 0.99 (0.81; 1.21) 0.19

IFX was only studied in bio-naïve patients. 
When data are analyzed separately, RZB 600 mg ranked first for both groups, suggesting that the 

ranking of IFX 5 mg/kg in the pooled analysis was driven by use in biologic-naïve patients. 

All patients Bio-naïve patients Bio-exposed patients

Achievement of clinical remission in induction
CDAI < 150

10.5 2

Favors experimentalFavors placebo

10.5 2

Favors experimentalFavors placebo

10.5 2

Favors placebo

A B C

Favors experimental

Barberio B,. Gut. 2023 Feb;72(2):264-274. 

Network meta -analysis: 2nd Line Advanced therapy in Luminal CD



Second Line Advanced Therapy: RWD from UK Bioresource

Kapizioni C. et al  JCC 2024


