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My Crystal Ball – A Disclaimer!



• The Present -2024 a glass half full!

• Where are we headed?

• Horizon agents 

• Combination therapy 

• Horizon indications/strategies

• Summary

Topics to Be Discussed
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• The introduction of 
multiple new treatments 
in the past 25 years has 
not resulted in 
consistently high rates of 
remission.

• Personalized medicine has 
not evolved as a 
management strategy for 
IBD

• We still do not understand 
the cause(s)

IBD 2024- A glass half full!

• Two emergent 
MOAs, anti-integrin 
therapy 
(vedolizumab ) and 
IL-12/23 are 
extraordinarily safe.

• Several new MOAs 
have been validated

 

• Surgical rates have 
fallen dramatically in 
both UC and CD.
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Horizon Agents: TL1A monoclonals  

• TNF-like cytokine 1A, member of 

the TNF superfamily

• Variants in the TL1A-encoding 

gene (TNFSF15) are associated 

with increased IBD risk

• Expressed in antigen presenting 

cells, lymphocytes, and 

endothelial cells

• Transgenic mice develop colitis 

and intestinal fibrosis

• Murine anti-TL1A antibody 

alleviates inflammation and 

fibrosis
1Ruuls et al. Immunity 2001

2 Yue et al. J Biol Chem 1999.
3Furfaro et al. Curr Drug Targets 2021.

4Xu et al. Front Immunol 2022.

Proliferation of non-suppressive Tregs
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• 14 week open-label study 
in moderately to severely 
active ulcerative colitis, 
N=50

• propensity matched  
artificial control

• proof of concept achieved 

• No clinically meaningful 
safety signa observed 

TL1A Antagonist as Induction Therapy for UC
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Adapted from ECCO’20 Vienna Congress Presentation – Speaker: Dr. Silvio Danese. Danese et al. Safety, Tolerability and efficacy of 
anti-TL1A antibody PF-06480605 in treatment of ulcerative colitis: the open-label, multicentre, Phase 2a TUSCANY study. 
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Primary and Secondary 
Endpoints at Week 12 

Tulisokibart  vs. Placebo

Sands BE. Et al. New Eng J Med. 2024;391(12):1119-29
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Clinical remission per mMS is defined as endoscopic subscore of 0 or 1, rectal bleeding subscore of 0, and stool frequency subscore of 0 or 1 and not greater than Baseline; Endoscopic 
improvement is defined as endoscopy subscore ≤ 1 with no friabi lity; Clinical response per mMS is defined as reduction from Baseline ≥ 2 points and ≥ 30% in 3-component Modified 
Mayo Score, accompanied by a reduction ≥ 1 in rectal bleeding subscore or absolute rectal bleeding subscore ≤ 1. | P -values for testing the treatment difference are based on Cochran-
Mantel-Haenszel test adjusted for prior biologic exposure status and CDx status. All endpoints are statist ically significant according to multipl icity controlled 2-sided alpha of 0.05. 
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Oral Alpha 4 Beta7 Blockade: BackgroundBackground

• Ligand for 47 is MAdCAM

• Animal models show that ACT-1 selectively 
blocks trafficking of 47 positive 
lymphocytes to the gut 

• Raises possibility of gut specific immune 
modulation

• Striking benefit in cotton-top tamarin 
model   

Alpha 4 Beta 

7
MAdCAM -1 ACT -1

Hesterberg PE et al. Gastroenterology 1996;111:1373-80

Podolsky et al. JCI 1993;92:372-80



Oral Alpha4 Beta7 Antagonists 

• Unique  MOA

• Vedolizumab  highly effective  and  safe  in UC

• Multiple new indications (pouchitis, post-operative CD, GVH)

• Potential in combination therapy = the “polypill”



• a4β7 RO achieved early and 
sustained saturating levels

• a4β1 RO remained at low 
levels

• No lymphocytosis or 
changes to circulating naïve 
T-cells were observed

• a4β1 projected RO was 
below the limit of 
quantitation

Morphic Data: Patient a4β7 Receptor Occupancy 
(RO) Consistent with Healthy Volunteer RO

a4β7 selectivity over a4β1 consistent with Phase 1 results
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Endpoint @ Week 12
Overall

(N=35)

Change in RHI, Mean (SD) -6.4 (11.18)
p=0.0019

RHI remission, n (%) 8 (22.9%)

Clinical response (mMCS)1, n (%) 16 (45.7%)

Clinical remission (mMCS)2, n (%) 9 (25.7%)

Endoscopic Response/Improvement3, n (%) 9 (25.7%)

Change from baseline to Week 12 in the 
Modified MCS, Mean (SD)

-2.3 (2.14)

Primary Endpoint Met with High Statistical Significance
Consistent Effects Observed Among All Exploratory 

Measures

1. Clinical response (mMCS): decrease from baseline in the mMCS ≥2 points and ≥30% from baseline, plus a decrease in rectal bleeding subscore ≥1 or 
an absolute rectal bleeding subscore ≤1
2. Clinical remission (mMCS): rectal bleeding subscore of 0; a stool frequency subscore of ≤1; and an MES of ≤1 without friability
3. Endoscopic response / improvement: MES ≤1



Anti-p40 Ustekinumab: Background for Oral Il-23 

NK or T cell 
membrane

p40p19

IL-23

p40
p35

IL-12

ustekinumab

No IL-12 or IL-23 
intracellular signal

1 Sandborn W, et al. Oral presentation. CCFA  2015 and 
  Rutgeerts P, et al . Oral presentation. ECCO 2016.
2 Feagan B, et al. Oral presentation. ACG and UEGW 2015.

• IL-12 & IL-23 are key cytokines in the 
pathogenic immune cascade of Crohn’s 
disease

• Ustekinumab is a fully human IgG1k 
monoclonal antibody binding the p40 
subunit of interleukin-12 and -23

• Inhibits IL-12- and IL-23-mediated 
signaling, cellular activation, and 
downstream cytokine production

• Approved for moderate to severe 
psoriasis and psoriatic arthritis

• Induction efficacy recently demonstrated 
in a broad CD population in UNITI-11 and 
UNITI-22

Sandborn W.J., et al. DDW 2016. Presentation 768. 



Griffiths CE. et al. N Eng J Med. 2010;362(2):118-28
Lebwohl M et al. N Eng J Med. 2015;373(14):1318-28.
Papp KA, et al. N Eng J Med. 2017;376(16):1551-
1560.

Transformational Efficacy in Psoriasis Therapy
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Oral IL-23 Peptide Therapy for Psoriasis 
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• Oral, small molecule 
agonist that stimulates 
sRNA production

• Inhibits pro-inflammatory 
cytokine production

• Excellent safety profile in 
HIV therapy studies

• Previous positive 2a POC

• Phase 2 study in UC 

Vermiere S. et al. Lancet Gastro Hepatology. Sept 2022

Obefazimod Induction Therapy for UC
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Obefazimod MOA: enhanced expression of miR-124 results in a decrease in 
cytokines and immune cells 

1
9

1
2
3
4

Obefazimod binds to cap binding complex (CBC) within the 
nucleus; demonstrated by cryo-electron microscopy* (CryoEM)

Selectively enhances the expression of a single micro-RNA 
(miRNA), miR-124

miR-124 reduces translation of mRNA targets

Levels of cytokines and immune cells are stabilized

* Cryo-electron microscopy is a technique to determine protein structure

Source: Vermeire S, et al. J Crohns Colitis. 2023; Data on file.  Abivax



Vermiere S. et al. Lancet Gastro Hepatology. Sept 2022

Obefazimod Induction Therapy  for UC



Vermiere S. et al. Lancet Gastro Hepatology. Sept 2022

Mean Change from Baseline MCS to Week 16



Combination Therapy….
Behold HCV  treatment   



Combination Therapy VEGA: 
Guselkumab + Golimumab in UC 

STUDY

▪Phase 2a, randomized, double-blind, placebo-controlled, active-comparator-controlled, parallel-group, 
proof-of-concept, multicentre study

PURPOSE

▪To evaluate the safety and efficacy of combination therapy with guselkumab and golimumab in patients with 
moderately to severely active ulcerative colitis

PRIMARY ENDPOINT MAJOR SECONDARY ENDPOINTS
▪ Clinical response at Week 12 defined 

by Mayo score

▪ Clinical remission at Week 12 defined by 
Mayo score

Feagan BG et al. Lancet Gastroenterol Hepatol.2023;8(4):307-320.



VEGA Clinical Response and Remission  Week 12

Feagan BG et al. Lancet Gastroenterol Hepatol.2023;8(4):307-320

Clinical Response 
(decrease from baseline in the Mayo score ≥30% and ≥3 
points with either a decrease in rectal bleeding subscore 

≥1 or a rectal bleeding subscore of 0 or 1)

Clinical Remission 
(Mayo score ≤2 with no individual subscore >1

Clinical Remission 
(modified Mayo score: Mayo stool frequency subscore of 0 or 
1 and not increased from baseline, a rectal bleeding subscore 

of 0, and an endoscopy subscore of 0 or 1 with no friability 
present on the endoscopy)



• More effective therapy for fistulizing/fibrostenosing CD

• Emerging treat to target strategies

Topic to be Discussed
Horizon Agents/Strategies

25
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Figure adapted from Rubin E, Farber JL. Pathology 4th ed. Philadelphia. Lipponcott Wilkins, 2005. 

Fibrostenosing/Fistulizing CD: 
A Critical Problem!



CONSTRICT Study Group: Potential Phase II Proof 
of Concept Study Design

expMRe: experimental MR enterography; CSP: Colonoscopy; FC: Fecal Calprotectin; CRP: C-reactive protein
Clinical scores: Crohn’s disease stricture score, Crohn’s disease activity index
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Definitions for Successful 
Treatment on Radiology

Rieder et al. APT. 2018

Wall thicknessWall thicknessWall thickness
• Reduction of thickening by 50%•

PrestenoticPrestenoticPrestenotic dilationPrestenoticPrestenotic
•
PrestenoticPrestenoticPrestenoticPrestenoticPrestenoticPrestenoticPrestenoticPrestenotic dilationdilationdilationdilationdilationdilationPrestenoticPrestenotic

Diameter less than 2.5 cm••

•
• Diameter less than 2.5 cmDiameter less than 2.5 cmDiameter less than 2.5 cmDiameter less than 2.5 cmDiameter less than 2.5 cmDiameter less than 2.5 cmDiameter less than 2.5 cmDiameter less than 2.5 cm•

Reduction of pre
Diameter less than 2.5 cmDiameter less than 2.5 cm
Reduction of pre-
Diameter less than 2.5 cmDiameter less than 2.5 cmDiameter less than 2.5 cmDiameter less than 2.5 cm
Reduction of pre stricture • Reduction of preReduction of preReduction of preReduction of preReduction of preReduction of preReduction of preReduction of pre-
dilation by 50%

•
dilation by 50%dilation by 50%dilation by 50%dilation by 50%dilation by 50%dilation by 50%
Diameter equal to normal • Diameter equal to normal Diameter equal to normal Diameter equal to normal Diameter equal to normal 
bowel

••

Luminal diameterLuminal diameterLuminal diameter
•
Luminal diameterLuminal diameterLuminal diameterLuminal diameterLuminal diameterLuminal diameter

Reduction less than 50% measured • Reduction less than 50% measured Reduction less than 50% measured Reduction less than 50% measured Reduction less than 50% measured 
relative to normal adjacent bowel

•
relative to normal adjacent bowelrelative to normal adjacent bowelrelative to normal adjacent bowelrelative to normal adjacent bowel

• Improvement by 50%

Reduction in:
• Localized luminal narrowing
• Bowel wall thickening
• Pre-stricture dilation
• Stricture length

LengthLength
• Reduction of length by 50%





TL1A: First IBD Target That Mediates 
Inflammation & Fibrosis

• Transgenic mice develop colitis and 

intestinal fibrosis

• Murine anti-TL1A antibody alleviates 

inflammation and fibrosis

• Variants in the TL1A-encoding gene 

(TNFSF15) are associated with increased 

IBD risk

oTL1A likely a differential disease 

driver in a subgroup of IBD patients

oGenetically-based diagnostic test 

being developed to identify  patients 

with higher likelihood of response

• TNF-like cytokine 1A, member of the TNF superfamily1,2

• Expressed in antigen presenting cells, lymphocytes, and endothelial cells.

• Since its first discovery in 2001 delete, TL1A has been linked to multiple autoinflammatory & fibrotic diseases, 

including IBD3,4

1Ruuls et al. Immunity 2001
2 Yue et al. J Biol Chem 1999.
3Furfaro et al. Curr Drug Targets 2021.
4Xu et al. Front Immunol 2022.

Proliferation of 
non-suppressive 
Tregs
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TL1A Signaling is a Primary Driver of Fibrosis in 
Mouse Models of IBD

• TL1A transgenic mouse models 
resemble a complicated form of 
severe human CD

• Sustained TL1A overexpression 
causes stricturing disease that is 
caused by increased collagen 
deposition

Barrett R, Zhang X, Koon HW,et al.  Constitutive TL1A expression under colitogenic conditions modulates the severity and location of gut mucosal inflammation and induces fibrostenosis. Am J Pathol. 2012 Feb
Shih D, Zheng L, Zhang X, et al. Inhibition of a novel fibrogenic factor TL1A reveres established colonic fibrosis. Mucosal Immunol. 2014 Nov 

• TL1A antibody treatment 
reverses established fibrosis in 
murine colitis

• This was observed in two 
different mouse models of 
chronic colitis in a study 
conducted by Cedars-Sinai
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TGF-Beta  is  a Dominant Driver of  Fibrosis 



33Inhibition of Alk-5 Downregulates  TGF-beta



Ferrante et al, 2008. JCC 2, 142–151

Prevalence of pouchitis post-
ileostomy
(cumulative incidence)

Year 1: 25%
Year 5: 45%

Pouchitis 
patients who will 
develop chronic 

occurrence:

41%
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Travis S et al. United European Gastroenterol J 2021;9(Suppl 1). 

Key Eligibility
Criteria
Inclusion
• Aged 18-80 years
• IPAA for UC for ≥1 year 

with chronic or recurrent 
pouchitisa

Exclusion
• CD or CD of the pouch 

(known or suspected), 
irritable pouch syndrome, 
mechanical complications 

of pouch, planned surgery 
for UC during study

• Prior treatment with VDZ, 
natalizumab, efalizumab, 
rituximab, etrolizumab, or 

MAdCAM-1 therapy 

Phase 4, randomized, double-blind, placebo-controlled, multicentre study

NCT02790138
EudraCT 2015-003472-7

Key Endpoints
Primary
• mPDAI remissionc at W14 

Safety
• Adverse events

Secondary
• mPDAI remissionc at W34
• PDAI remissiond at W14 and W34
• mPDAI responsee at W14 and W34

• Quality of life (IBDQ)

VDZ IV 300 mg
n=51

Placebo IV
n=51

Randomization 
1:1

CIP 500 mg BID (D1-W4)b

Treatment

Screening
D-28 to D-1

D1 2 6 14 22 30 34 48 56
Study Week

Additional
safety

follow-up

R

R

The EARNEST Trial: Vedolizumab for Pouchitis



Travis S et al New England J Med.2023;388(13):1191-1200. 
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• Effective therapy for fibrostenosing CD/pouchitis

• More effective strategies in both UC and CD

Horizon Indications/Strategies

37



What is the Treatment Target in UC? 
Symptoms vs Endoscopy vs Histopathology



Prospective Study to Evaluate Therapeutic 
Targets in Ulcerative Colitis (VERDICT) 

aPeriodic interim analyses to check allocation ratio and sample size based on achievement of target. Futility analysis conducted for Week (Wk) 32.
EOS, end of study; MES, Mayo Endoscopic Subscore; UC, ulcerative colitis.
Clinicaltrials.gov NCT04259138. Takeda Pharmaceuticals International AG, data on file.

Screening 
patients with 
moderately 
to severely 
active UC
(MES ≥2)

Day 1

Group 1 (vedolizumab): Treat to symptoms

Group 2 (vedolizumab): Treat to symptoms + endoscopy

Group 3 (vedolizumab): Treat to symptoms + endoscopy + histology

Wk 
16

Wk 
16

Wk 
16

Wk 
32

Wk 
32

Wk 
32

Wk 
48

Wk 
48

Wk 
48

Wk 
64

Wk 
64

Wk 
64

Wk 
80

Wk 
80

Wk 
80

Wk 96/EOS

Wk 96/EOS

Wk 96/EOS

Remission target assessmenta

2:3:5 
Treatment 

assignment 
N = 660

Primary endpoint: UC-related complications including hospitalisation, colectomy, use of rescue therapy, and 
UC treatment-related or disease-related complications

Primary endpoint 
assessment

Group 1 (vedolizumab): Treat to symptoms

Group 2 (vedolizumab): Treat to symptoms + endoscopy

Group 3 (vedolizumab): Treat to symptoms + endoscopy + histology



VECTORS – STUDY DESIGN



Conclusions 

• Multiple new agents/approaches are on the horizon  

• TL1A monoclonals, oral alpha 4 beta,7-IL-23s and mRNA silencing 
are exciting new therapeutic approaches 

• Combination therapy is the new black!

• New strategies are part of the big picture  

• Future is bright!

• (yet) Phase 3 looms!


	Slide 2: Disclosures
	Slide 3:   My Crystal Ball – A Disclaimer!
	Slide 4:  Topics to Be Discussed
	Slide 5
	Slide 6:  Topics to Be Discussed
	Slide 7:  Horizon Agents: TL1A monoclonals   
	Slide 11: Oral Alpha4 Beta7 Antagonists 
	Slide 12: Morphic Data: Patient a4β7 Receptor Occupancy (RO) Consistent with Healthy Volunteer RO
	Slide 13: Primary Endpoint Met with High Statistical Significance Consistent Effects Observed Among All Exploratory Measures
	Slide 18
	Slide 20
	Slide 21
	Slide 22: Combination Therapy…. Behold HCV  treatment   
	Slide 23:  Combination Therapy VEGA: Guselkumab + Golimumab in UC 
	Slide 24:  VEGA Clinical Response and Remission  Week 12
	Slide 25:  Topic to be Discussed Horizon Agents/Strategies
	Slide 29
	Slide 30: TL1A: First IBD Target That Mediates Inflammation & Fibrosis 
	Slide 31: TL1A Signaling is a Primary Driver of Fibrosis in Mouse Models of IBD
	Slide 32
	Slide 33
	Slide 34
	Slide 37:   Horizon Indications/Strategies
	Slide 38: What is the Treatment Target in UC? Symptoms vs Endoscopy vs Histopathology
	Slide 40
	Slide 41:  Conclusions 



