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Crohn’s disease and ulcerative colitis are 
heterogeneous 

• Various disease phenotypes 
9 Clinical presentation 
9 Disease location 
9 Disease behaviour 
9 Extra-intestinal manifestations 

 
• Difficulties in prediction 
9 Disease progression and complications 
9 Individual response to therapy 
9 Lack of predictive biomarkers 

 
• Multiples genetic and environmental factors implicated 

 
• Multiples cellular and molecular mechanisms involved 

Crohn’s disease and ulcerative colitis are progressive diseases 

Crohn’s disease1 

1) Peyrin-Biroulet et al, American Journal of Gastroenterology 2010;105:289-297.                                   2) Fumery et al, Clinical Gastroenterology and Hepatology 2018 16, 343-356 

Ulcerative colitis

2 

Predictors of Progressive Disease Course in Crohn’s Disease 

PREDICTORS:(Possible(factors(associated(with(severe(
course(of(Crohn’s(disease(have(been(proposed(

Indicators more than predictors and not validated for choosing biological therapies 

Classical treatment strategies do not accommodate the phenotypic, 
genetic and pronostic diversity of IBD 

Adapted from Pariente B et al. Inflamm Bowel Dis 2011;17(6):1415-22 
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These strategies were limited to the use of anti-TNF agents and not goal-oriented 



Determination of a 
pre-defined 

objective target 

The treat-to-target concept applied to IBD 

Adapted from G. Bouguen et al, Clin Gastroenterol Hepatol. 2014 Jun;12(6):978-85 

Target should be 
pre-defined 

Adults with moderate to severe CD randomized to treat-to-target approach versus 

management based on clinical symptoms 
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Prednisone  

Burst & Taper 

ADA 40 mg EOW+AZA 

CM (n=122): escalation driven by CDAI, prednisone use 

  T2T (n=122): escalation driven by CDAI, FC, CRP, prednisone use 

Treatment escalation: 

ADA 40 mg EOW 

      No Treatment 

  ADA 160/80 mg,  

40 mg EOW 

     ADA 40 mg EW 

ADA 40 mg EW +  

AZA 2.5 mg/kg/day 

Colombel JF et al, Lancet 2018;390(10114):2779-2789 

FC: Fecal calprotectin 

 
Disease duration (year, mean): 0.86 in CM arm and 1.04 in T2T arm 

Effect of Tight Control Management on Crohn’s Disease (CALM) - study design 

Primary Endpoint at 48 Weeks After Randomization 

CDEIS < 4 AND NO DEEP ULCERATIONS = MUCOSAL HEALING 

Superior endoscopic and deep remission outcomes with treat-to-target approach 

Colombel JF et al, Lancet 2018;390(10114):2779-2789 

Effect of Tight Control Management on Crohn’s Disease (CALM) - study design Choosing the first Biological Therapy in IBD 

9 Can we compare the efficacy of the various biologics ? 
– Difficult in the absence of head-to-head studies 

– Speed of action? Durable efficacy? Are they similar for all drugs? 

– Do all biologics need a combination with an immunosuppressor? 

– Are they specific situations in which one biologic should be prefereed? 

 

9 Are the risks of the same magnitude for all biologics? 

– Which one is the safest? 

– Similar immunogenicity?  

– Should one mechanism of action be avoided in some situations? 

 

9 What about patients’ preferences? 

– Practical aspects 

– Percieved differences in efficacy and risks 

 

 

Similar efficacy 

Systematic Review and Network Meta-analysis of 

First-line Therapies in Crohn’s Disease 

Singh S, et al. APT 2018;48:394-409. 

IFX 

ADA 

CZP 

VED 

USK 

Maintenance of 

clinical remission 

Comparative Efficacy of Biologics for Mucosal Healing in 

Ulcerative Colitis - Meta-analysis 

Cholapranee et al, Aliment Pharmacol Ther. 2017 May ; 45(10): 1291–1302.  

Maintenance Studies 
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Acute severe colitis 

Cyclosporin or infliximab? The CYSIF study 

Study period 

-5 0 
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Cys i.v. oral 

IFX 

+ azathioprine 

+ azathioprine 

Laharie D et al, Lancet 2012;380(9857):1909-15 

3-day therapy 
with iv steroids 

Composite primary endpoint:  Treatment failure 

p=0.49 
NS 
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Treatment failure: 

- Non response at D7 

- Relapse between D7-D98 

- Colectomy 

- Death 

- SAE 

- Non remission at D98  

Laharie D et al, Lancet 2012;380(9857):1909-15 

Cyclosporin or infliximab? The CYSIF study Choosing the first Biological Therapy in IBD 

9 Can we compare the efficacy of the various biologics ? 
– Difficult in the absence of head-to-head studies 

– Speed of action? Durable efficacy? Are they similar for all drugs? 

– Do all biologics need a combination with an immunosuppressor? 

– Are they specific situations in which one biologic should be prefereed? 

 

9 Are the risks of the same magnitude for all biologics? 

– Which one is the safest? 

– Similar immonogenicity?  

– Should on mechanism of action be avoided in some situations? 

 

9 What about patients’ preferences? 

– Practical aspects 

– Percieved differences in efficacy and risks 

 

 

Specific situations 

Fistulizing Crohn’s Disease 

Scharl M, Rogler G. World J Gastrointest Pathophysiol 2014; 5:205–12 
Panes J, Rimola J. Nature Reviews Gastroenterol Hepatology 2017 

Infliximab in Fistulizing Perianal CD 

• Present DH, et al (1999): (IFX W0,2 and 6) 
Closure of at least 50% of fistulas for at least 4 weeks in 56–68% of patients compared with 
26% treated with placebo (p=0.002). 
Closure of all fistulas was achieved in 38–55% on infliximab. 
 
• ACCENT II trial (2004) 
Week 14 responders to the induction regimen 
39% of patients who received infliximab maintenance therapy had complete 
closure of all draining fistulas at week 54 

 
 

Present DH, et al. N Engl J Med 1999;340:1398–405 

Sands BE, et al. N Engl J Med 2004;350:876–85 



Adalimumab in Fistulizing Perianal CD 

Colombel JF, et al. Gastroenterology 2007;132:52–65 

• CHARM (2007) 

Subgroup analysis in patients with 

draining fistulas at baseline showed 

complete fistula healing in 33% of 

adalimumab treated patients versus in 

13% for placebo (p<0.05) 

 

In OLE of this trial, sustained healing 

was observed in 90% at 2 years follow-

up 

 

 

 

 

 

 

 

 

PBO, placebo; VDZ, vedolizumab. 

GEMINI 2: Vedolizumab in Crohn’s Disease  
Maintenance Phase: Closure of Draining Fistulae 

0

20

40

60

80

100

Week 52

Pa
tie

nt
s w

ith
 cl

os
ur

e o
f d

ra
in

in
g 

 
fis

tu
lae

 %
 (9

5%
 C

I) 

11.1 

41.2 

22.7 

p=0.0
3 

p=0.3
2 

VDZ/PBO (n=18) 
VDZ Q8W (n=17) 
VDZ Q4W (n=22) 

Sandborn WJ et al.. N Engl J Med 2013; 369:711-21                                                                               Dulai PS et al, Am J Gastroenterol. 2016 Aug;111(8):1147-55 

• US VICTORY Consortium 
212 patients with moderate–severe CD 
and prior TNF- antagonist exposure: 
Pts with active perianal disease 
were less likely to achieve clinical 
remission 
(HR 0.49; 95% CI: 0.27–0.88) 
 

Fistula Resolution (100% Reduction) at Week 8 Among Randomized Patients with Open, 

Draining Fistulas at Baseline in Pooled data from CERTIFI, UNITI-1 and UNITI-2 
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Ustekinumab 

p=0.134 
p=0.052 

p=0.073 

Sands, BE et al., DDW 2017. 

† 

*6 mg/kg group includes 6 mg/kg group in CERTIFI and weight-range based ustekinumab doses approximating 6 mg/kg group: 

  260 mg (weight ≤ 55kg), 390 mg (weight > 55 kg and ≤ 85 kg), 520 mg (weight > 85 kg) in UNITI-1 and UNITI-2 

†
Combined treatment group includes data from all subject groups exposed to UST in both  the CERTIFI (including 3mg/kg) and UNITI 1/2 trials. 

Pregnancy 

;-) 

Medication Safety and Dosing in Pregnancy 

Mahadevan, McConnel & Chambers , Gastroenterology 2017; 152:451-462 

Lack of placental transfer of certolizumab pegol during 

pregnancy: CRIB, a prospective, pharmacokinetic study 

Mariette et al, Ann Rheum Dis. 2018 Feb; 77(2): 228–233. 
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Safety and 
Immunogenicity 

Systematic Review and Network Meta-analysis of First- and 

Second-line Therapies in Crohn’s Disease 

Singh S, et al. APT 2018;48:394-409. 

IFX 

ADA 

CZP 

VED 

USK 

Serious adverse events Serious infections 

Incidence of Anti-drug Antibodies in IBD 

Patients’ selection and tests differ accross studies 
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Patients’ 
preferences 

Optimizing Selection of Biologics in IBD: Development of an 

Online Patient Decision Aid 

Survey of CD patients (n=336): relative importance of biologic attributes 

MOA, mechanism of action.                                                                               Almario CV, et al. Am J Gastroenterol. 2018;113:58-71. 

• Comparison in terms of efficacy 
– Difficult in absence of head-to-head studies 

– Some differences in onset of action, durability and immunogenicity but patients selection 

and tests differ across studies 

• Comparison in terms of risks 
– Risks are probably reduced with the newer drugs 

– The clinical situation matters (pregnancy) 

• The choice of biologic should be based on a case by case evaluation 
– Decision should be shared with the patient 

 

• The ideal situation would be a personalized approach based on biomarkers to design a 

treatment targeting the disease mechanisms at play in each patient. 

 

In summary - The choice of first biologic in IBD  



Personal Approach on First Biologic Choices in IBD 

Acute severe UC 
Complicated CD 

Extra-intestinal 
manifestations Safety Pregnancy 

Anti-TNFs 
 

Ustekinumab if 
psoriasis 

vedolizumab 

Infliximab 

Other anti-TNFs 
Vedolizumab 
Ustekinumab 

 

All other 
Biologics 

vedolizumab 

Combo- 
therapy 

All other 
Anti-TNFs 

Certolizumab pegol 

Vedolizumab 
Ustekinumab 

First choice 

First choice 

First choice 

First choice 


