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¨  Frequent problem 
¨  Usually associated with refractoriness or 

fibrostenotic phenotype. Bad prognosis indicator 
¨  Heterogenous spectrum of disease 
¨  Lack of good experimental models. Access to 

biopsies limited 
¨  Pathology at the interface between surgery and 

gastroenterology: Multidisciplinary approach 
¨  Few drugs. Limited number of well-conducted 

studies 



Some epidemiological facts 



¨  Canterbury cohort. 715 CD patients 
¨  Median follow-up 6.3 years 
¨  26.6% symptomatic perianal lesions 

17% 56% 27% 

Eglinton T et al. Dis Colon Rectum 2012; 55(7): 773-777 



Prevalence  35% 

Fistulizing CD (n=288) % 

Alone 24.3 

Active luminal CD 8.3 

Steroid-dependent/refractory 20.5 

Stenotic CD 45.1 

Medically-induced remission 16.3 

Surgically-induced remission 8.7 

Upper GI CD 5.6 

Extraintestinal manifestations 12.2 

Pittet V. et al, Aliment Pharmacol Ther 2010; 32: 1007-16 



•  33% cumulative risk of any type of fistula after 10 years 

•  50% cumulative risk of any type of fistula after 20 years. 
 

perianal 

enteroenteric 

rectovaginal 

Others* 

54% 

24% 

13% 

9% 

Schwartz DA et al., Gastroenterology 2002;122:875-880. 

* enterocutaneous fistulas (6%), 
enterovesical fistulas (3%), and 
intra-abdominal fistulas (3%) 

 



12%  isolated ileal disease 
15%  ileocolonic disease 
41%  colonic disease and rectal sparing 
92%  colonic disease involving the rectum 
 
Increased risk of rectal cancer! 

Hellers G et al. Gut 1980;21:525–7 



¨  5-year risk of disabling disease depends on 3 
main parameters: 
¡  Steroid use (OR 3.1(95%CI:2.2-4-4)) 
¡  Age < 40 years (OR 2.1 (95%CI: 1.3-3.6)) 
¡  Perianal disease (OR 1.8 (95% CI: 1.2-2.8)) 

¨  Need for surgery for perianal fistulae is highest 
in young patients (age < 17 years) and those 
with ileal disease  

Beaugerie L et al. Gastroenterology 2006; 130: 650-56;  
Eglinton T et al. Br J Surgery 2010; 97:1103-1109  



•  Fistulizing disease is associated 
with a higher probability of all 
cancers 
  

•  Complicated perianal CD increases 
anal cancer risk. Incidence is 
however low (1/250) 
 

•  Cancer in the fistula tract is very 
rare (1/1500) and occurs after a 
longstanding disease 
 

•  Risk is similar when exposed to 
anti-TNFα or azathioprine 

Biancone L et al. JCC 2012; 6: 578-87; Beaugerie L et al. Gut 2012; 61: 476-83;  
Baars J et al. Scan J Gastroenterology 2011; 46: 319-25 



Do we all speak the same language? 



Parks AG. et al. J. Br J Surg 1976;63:1–12. 

Inter-sphincteric anal fistula (IS) Trans-sphincteric anal fistula (TS) 

Supra-sphincteric anal fistula (SS) Extra-sphincteric anal fistula (ES) 



Simple Fistula Complex Fistula 

Anatomical Position Low  High 

External Orifice One single May be multiple 

Fluctuation Never May be associated 

Rectovaginal Fistula Never May be associated 

Stricture Never May be associated 

Sandborn WJ., et al. Gastroenterology. (2003);125:1508-1530 
Vermeire S., et al. Dig Liv Dis. (2007);39:959-962 



Hughes L.E. J R Soc Med 1978; 71: 644-651 



¨  Integrate imaging (EUS, MRI) in your initial 
work-up 

¨  Take pictures 
¨  Document relationship to sphincter  

 
 
 
Involve surgeons early-on! 



•  Examination under anesthesia (EUA) 

•  Magnetic Resonance Imaging (MRI) 

•  Anorectal Endoscopic Ultrasonography (EUS) 

Sandborn WJ., et al. Gastroenterology. (2003);125:1508-1530 



Accuracy 

EUA 91% (95% CI 75%–98%) 

EUS 91% (95% CI 75%–98%) 

MRI 87% (95% CI 69%–96%) 

Two methods 
combined 100% 

Vermeire S., et al. Dig Liv Dis. (2007);39:959-962 



Limited tool box 



Drug Dosing Efficacy (% closure) Comments 

Antibiotics 
Metronidazole 
Ciprofloxacine 
Metro.+ cipro. 

10/18 (55%) 
 7/10 (70%) 
 3/14 (22%) 

Transient, side 
effects, uncontrolled 

trials 

Azathioprine 2-2.5 mg/kg 31-54% Slow (3 months) 

Infliximab 5 mg/kg 56-68% (38-55%) 

Adalimumab 40mg eow 30-33% closure Combotherapy with 
antibiotics? 





≥50% reduction in open fistula(s) at two or more 
visits, follow up 18 weeks 

Present D et al. N Engl J Med 1999; 340:1398-405 



Complete Response: All Fistula(s) Closed 
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ACCENT II	


Sands BE et al. N Engl J Med. 2004; 350: 876-885. 
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Bouguen G. et al. Clin Gastroenterol Hepatol 2013; 11: 975-81 

¨  Retrospective review of the medical records of 156 patients with fistulizing 
perianal CD treated with IFX in two referral centers between 1999 and 2010 
¡  17.9% of patients had a simple fistula and 58.1% had an abscess 
¡  Median follow-up: 250 weeks (IQR: 124-381) 

About half of the patients had sustained fistula closure after a median 

follow-up of 5 years 

Outcome Patients, n 

Fistula closure 108/156 (69%) 

Cumulative probability of first fistula 
closure at 1 year / 5 years 40% / 65% 

Recurrence of fistula during follow-
up 36/108 (33.3%) 

Cumulative probability of first fistula 
recurrence at 1 year / 5 years 11.8% / 35.1% 

Development of an abscess 45/156 (28.9%) 

Sustained fistula closure at last 
follow-up  86/156 (55%) 

Predictors of fistula closure: 
•  Ileocolonic disease 
•  Concomitant 
immunomodulators 
•  Short duration of seton 
drainage (<34 wks) 
•  Long duration of IFX treatment 
(>118 wks) 

No predictors of fistula 
recurrence were identified  
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Colombel JF, et al. Gastroenterology. 2007;132(1):52-65 



* In the randomized population of patients with draining fistula at screening and baseline visits, 
defined as closure of all fistulas for at least 2 consecutive visits. 
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* In the randomized population of patients with draining fistula at screening and baseline visits, 
defined as closure of all fistulas for at least 2 consecutive visits. 

Colombel JF, et al. Gastroenterology. 2007;132(1):52-65 
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Placebo, n=47; ADA eow and ew, n =70; NRI analysis; * P < 0.05 
Colombel J-F., et al. Gut. 2009;58:940-948  

*  *  
*  *  *  *  



Colombel JF, et al. Gut. (2009);58(7):940-948. 

• All patients still blinded at the end of CHARM could enter the OLE (ADHERE) to receive 
adalimumab eow 

• Patients who had already switched to open-label adalimumab weekly continued on that regimen 
• Patients could switch from eow to weekly for flares or non-response according to CDAI 
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Colombel JF, et al. Am J Gastroenterol. 2008;103(Suppl 1):S417 

Includes all ADA patients, eow+weekly (N=70), with fistulas at baseline of CHARM. Fistulas efficacy 
defined as complete healing of draining fistulas at time point since baseline of CHARM. As observed 
analysis. 

32/58 29/50 25/42 23/37 22/37 24/35 24/34 24/34 21/31 19/30 N= 



Drug Dosing Efficacy (% closure) Comments 

Antibiotics 
Metronidazole 
Ciprofloxacine 
Metro.+ cipro. 

10/18 (55%) 
 7/10 (70%) 
 3/14 (22%) 

Transient, side 
effects, uncontrolled 

trials 

Azathioprine 2-2.5 mg/kg 31-54% Slow (3 months) 

Infliximab 5 mg/kg 56-68% (38-55%) 

Adalimumab 40mg eow 30-33% closure Combotherapy with 
antibiotics? 



Dewint P., et al. Gut 2014; 63: 292-99 

p = 0.048 p = 0.453 
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¨  34 CD pts with complex anoperineal fistulae 
¨  Surgical drainage. IFX induction (0, 2, 6W) and 

MTX maintenance. Second surgical step 
between 2nd and 3rd IFX infusion 

¨  74% complete responders at week 14 
¨  At week 50, 50% were still responding 

A combined approach seems to be superior! 

Roumeguère P et al. Inflammat Bowel Dis 2011; 17:69-76 



¨  N=218.   
¨  Mean follow-up: 3 years 

El-Gazzazz G et al. Colorectal Disease 2012; 14: 1217-23 

= anti-TNF 



In cases where a stoma is indicated, the chances of stoma closures are very limited 

Uzzan M et al. Am J Gastroenterol 2013; 108: 1666-68 



¨  Local anti-TNFα injection (fistula track) 

 

¨  Vedolizumab/ustekinumab 
¨  Investigate other inflammatory pathways? 
 

Mean n° of injections: 7 
Median fUP: 17 months 
 

Tonelli F et al. Dis Colon Rectum 2012; 55: 870-875 
 



Scharl M et al. Gut. 2013 ;62: 63-72 

invasiveness 



¨  Good initial workup including evaluation of 
mucosal lesions 

¨  Actively treat co-morbidities (Smoking, 
malnutrition, vitamin deficiencies) 

¨  Early contact with surgeon to avoid local sepsis 
¨  Combined surgical and medical approach 
¨  If failure or relapse, look for endoscopic 

activity 




