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Topic to be Discussed:
Horizon Agents

• More effective therapy for fistulizing\fibrostenosing CD

• Il-23 antagonists-Quo vadis?

• mRNA silencing 



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

Fibrostenosing/Fistulizing CD: 
A Critical Problem!



Allogeneic Stem Cells for Complex Perianal Fistula in CD:
Remission at Week 24 

Panes J. et al. The Lancet. 2016 Sep 24;388(10051):1281-90



Allogeneic Stem Cells for Complex Perianal Fistula in CD: 
Current Status  

Panes J. et al. The Lancet. 2016 Sep 24;388(10051):1281-90

• Approved  by EMA

• FDA required a second Phase 3 RCT –ADMIRE CD II

• Large sample size n=554 – difficult to recruit but has been completed at large referral 
centers 

• Likely to be costly – difficult to access



FIBROSIS

• Directly activates fibroblasts

• Leads to collagen disposition 

• Fibrosis independent of inflammation

INFLAMMATION

• Broad pro-inflammatory effect

• Early response cytokine that set the stage for inflammation

• Stimulates innate and adaptive immune response+
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A Medical Option?  TL1A in the  Pathophysiology of IBD



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



• 14 week open-label study in 
moderately to severely active 
ulcerative colitis, N=50

• proof of concept achieved 

• No clinically meaningful safety 
signa observed 

TL1A  Antagonist Therapy for UC Induction
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Topic to be Discussed
Horizon Agents

• More effective therapy for fistulizing/fibrostenosing
CD

• Il-23 antagonists- Quo vadis?

• mRNA silencing 



Greater Efficacy is Needed: 
Positive Yet Suboptimal Results with TNF Antagonists

.

Colombel JF. et al. Gastroenterology 2007
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Anti-p40 Ustekinumab: 
Background 

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. 



Ustekinumab Clinical Response and Remission 
Through Week 8

Clinical Remission

Clinical Response

Feagan et al  New Eng J Med  2016. 

UNITI-2

(anti-TNF Failure)

(anti-TNF Failure)

(Conv. Failure)

(Conv. Failure)



UST vs ADA in Bio-Naïve CD Patients 

Irving et al. ECCO 2021, 

OP02

ADA UST

Number of patients 195 191

Completed study through Week 52, n (%) 149 (76.4%) 162 (84.8%)

Lack of efficacy, n (%) 10 (5.1%) 4 (2.1%)

Withdrew consent, n (%) 10 (5.1%) 11 (5.8%)

Adverse event, n 21 11

Worsening of Crohn’s disease, n (%) 8 (4.1%) 5 (2.6%)

Other, n (%) 13 (6.7%) 6 (3.1%)

Lost to follow-up, n (%) 2 (1.0%) 2 (1.0%)

Pregnancy, n (%) 1 (0.5%) 1 (0.5%)

Death, n (%) 0 0

Other, n (%) 2 (1.0%) 0

COVID-19 related, n (%) 2 (1.0%) 0

post-hoc analysis

nominal p-value 
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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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Risankizumab for CD: 
Is anti-P19 the Answer? 
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Risankizumab Induction: 
Clinical Remission Week 12
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Mirikizumab for UC Clinical Remission Week12

NRI: all patients who discontinued from the study at any time prior to week 12 for any reason or failed to have an adequate week 12 efficacy assessment 

were considered non-responders at week 12.  



Is proactive TDM dead?

One disturbing thought…….



Exposure-Response Relationship (IFX-UC)
A Decade of Quartile Analyses!

Post hoc analysis ACT 1 & 2

• 242 patients with UC

• IFX 5 mg/kg at weeks 0-2-6 

o 5 mg/kg q8 w

• IFX trough concentration quartile analysis at week 
8, 30 and 54

Reference: Adedokun OJ, et al. Gastroenterology 2014;147(6):1296-1307



51% 25%

19% 5%

TDM for Secondary Loss of Response

Vande Casteele N, et al. Gastroenterology 2017;153(3):835-857.e6.



Proactive vs. Reactive TDM 

Retrospective Study

• 264 IBD patients

o 130 Proactive TDM

o 134 Reactive TDM

• Treatment failure defined as drug 

discontinuation for loss of response or 

serious adverse event or need for surgery.

• Proactive TDM 1-2x/ year

Papamichael K, et al. Clin Gastroenterol Hepatol 2017;15(10):1580-1588



Clinical Remission at Week 4 and Endoscopic 
Response at Week 12
SERENE CD

D’Haens et al. Gastroenterology 2022. 162:1876-1890.



GALAXI: Remission at Week 12
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How Do We Obtain Transformational Efficacy?



…… there is a well described path forward:
Consider HCV  treatment   



SONIC Provides a Clue!
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Triple Combination Therapy in High Risk Crohn’s Disease

• Open-label, phase 4 study

• Efficacy and safety of triple combination therapy with vedolizumab 
IV, adalimumab SC, and oral methotrexate in early treatment of 
patients with moderate to severe CD at moderate-high risk for 
developing complications

• CD must have been diagnosed within the previous 24 months and 
patients must be naïve to biologics

Vedolizumab/Adalimumab/MTX Combination



Triple Combination Therapy: 
Week 26 (n=55)
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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



VEGA: 
Guselkumab + Golimumab
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



Clinical Response and Remission at Week 12

Sands BE, Feagan BG, Sandborn WJ, et al. Efficacy and safety of combination induction therapy with guselkumab and golimumab in participants with moderately-to-severely active 
Ulcerative Colitis: Results through week 12 of a phase 2a randomized, double-blind, active-controlled, parallel-group, multicenter, proof-of-concept study (OP36). J Crohn’s Colitis 
2022;16(S1);i042.

• A greater proportion of patients in the combination group achieved clinical response and 
remission at week 12

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)

aThe adjusted treatment difference between the combination therapy vs the monotherapy groups were based on the Wald statistic with CMH weight; 
bThe p-value was based on the CMH chi-square test, stratified by corticosteroid use at baseline (yes/no); cThe 80% confidence intervals for response 
rates were based on the Wald statistic. GUS: guselkumab; GOL: golimumab

ECCO 2022 data may include drugs, doses and indications not approved by Health Canada



Topic to be Discussed:
Horizon Agents

• More effective therapy for fistulizing\fibrostenosing
CD

• Il-23 antagonists- Quo vadis?

• mRNA silencing 





• 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 

Obefazimod Induction Therapy for UC

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



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

Obefazimod  Induction Therapy  for UC



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



Conclusions 

• Multiple new agents/approaches are on the horizon  

• Cell therapy, TL1A monoclonals,  Il-23 combination therapy and 
MRNA silencing are potential solutions

• Future is bright!

• (yet) Phase 3 looms!
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