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Crohn’s digestive fistulas, excluding ano-perineal

fistulas: about 54 cases

Abstract

Introduction: Crohn’s disease is an idiopathic inflammatory enterocolitis characterized by
chronic transmural disease that may be associated with or complicated by enterocutaneous
(ECF), entero-enteric (EEF), enterovesical (EVF) and rectovaginal fistulae (RVF).

Patients and methods: This is a retrospective study realized over 12 years in the hepato-
gastroenterology department of the University Hospital of Marrakech including all patients
followed for fistulising Crohn’s disease outside ano-perineal isolated fistula.

Results: Among the 220 cases of Crohn’s disease identified, 54 patients were included
at a frequency of 24.5%. There were 29 men and 25 women of 31 years of age +13 years
(range: 15 years - 60 years) with a frequency peak between 20 and 40 years. Fistula was
inaugural of intestinal disease in 27.4% of cases (n=13), and complicated the Crohn disease
in 72.6% of patients. Fistule was asymptomatic in 53% of cases (n=29) and symptomatic
in 47% of patients (n=25). The frequency according to the type of fistula was as follows:
EEF (29 cases is 53.7%), ECF (19 cases is 35.18%), EVF (4 cases) and RVF (2 cases).
Surgical treatment was the rule in 96.87% of symptomatic patients. All patients had had
postoperative medical treatment. Endoscopic recurrence was significantly associated with
the type of postoperative medical treatment. It was more common in patients who received
aminosalicylates (71.4%) compared to those treated with immunosuppressive agents (20%)
(P=0.0008). Clinical remission after therapeutic adjustment was noted in 74.3% of cases,
with a median decline of 24 months.

Conclusion: Surgical treatment remains indicated in most cases of fistulising Crohn’s
disease (70%). In our study, endoscopic recurrence and clinical remission were significantly
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associated with the type of postoperative medical treatment.
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Introduction

Crohn’s disease is an idiopathic inflammatory enterocolitis
characterized by chronic transmural disease. This condition can reach
any segment of the digestive tract and is usually described with three
main phenotypic aspects: inflammatory, stenosing and fistulizing.
Described for the first time by Crohn et al.! in 1932, digestive fistulas
can accompany or complicate Crohn’s disease in 20 to 40% of cases.'
They include external fistula (enterocutaneous (FEC) and anoperineal
fistula) and internal fistula (enteroenteral (FEE), enterovetic (FEV)
and rectovaginal (LIF)). These lesions are the most easily diagnosed
whether they are symptomatic or not, and are responsible for
significant morbidity. Before the introduction of biotherapies, most
fistulas were treated by surgery, with a recurrence rate estimated at
34%.%* The aim of our work is to study the epidemiological, clinical,
radiological, therapeutic and evolutionary aspects of intestinal
fistulas, apart from anoperineal fistulas, during Crohn’s disease and to
highlight the difficulties of management of these patients.

Patients and method

This is a retrospective descriptive study conducted in the hepato-
gastroenterology department of the Mohammed VI University
Hospital in Marrakech between January 2004 and July 2016. Using
the hospitalization registers, all cases of Crohn’s disease (diagnosis
retained on a bundle of clinical, biological, morphological and

histological arguments) were reviewed. We included patients with
intestinal Crohn’s disease with fistulizing phenotype, apart from
isolated anoperineal fistulas. The parameters studied were age, sex,
antecedents, duration of illness, location of the disease, type of
fistula, localization of fistulas, clinical examination data, imaging
and endoscopy, medical and surgical treatment, evolution and follow-
up. Statistical analysis was performed using SPSS 10.0 software.
Quantitative variables are expressed in medians and extremes and
qualitative values are expressed as a percentage. The comparison of
the qualitative variables is carried out using the Fisher or Khi Deux
exact test. The significance level was p<0.05.

Results

During the study period, 220 cases of Crohn’s disease were
identified, 54 patients had an intestinal fistula at a frequency of
24.5%. There were 29 men and 25 women with a sex ratio of 1.16.
The mean age was 31 years +13 years (range: 15 years - 60 years) with
a peak frequency between 20 and 40 years (more than 70% of cases)
(Figure 1). An appendectomy preceded the appearance of fistula in 19
patients. There was active smoking in 18 patients. Three patients had
a family history of IBD. At the time of diagnosis, the average duration
of disease progression was 80 months (range: 1 to 160 months); and in
22 patients the fistula had been evolving for more than 1 year. Intestinal
disease was colonic (2% of cases) ileal (13% of cases) and ileocolic
(85% of cases). Six patients (11.1% of cases) had associated LAPs.
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Fistula was inaugural for intestinal disease in 27.4% of cases (n=13),
and complicated the disease in 72.6% of cases. Fistula was incidental
discovery in 53% of cases (n=29) respectively postoperatively (n=17),
imaging (n=7) and per endoscopy (n=5), and symptomatic in 47% of
patients (n=25). They were symptomatic in all cases (n=19) of FEC
in the form of percutaneous discharge of pus or facces. FEVs were
symptomatic in 75% of cases (n=3) in the form of pneumaturia and
/ or faecaluria. Abdominal pain predominating in the right iliac fossa
revealed FEE in five patients. LIFs were symptomatic in one out of
two cases with feces or air from the vagina, and were associated with
ano-perineal fistulas in both cases. The clinical examination showed,
in the case of FEE, an impaction of the right iliac fossa in 11.9%
of patients (n=7). In CEF, abdominal examination revealed one or
more fistulous openings, with 75% of the cases located in the right
iliac fossa (Figure 2). The vaginal touch allowed the perception of
the internal fistular orifice in 1 case of FRV. Fistulas were visualized
by various radiological and endoscopic examinations. The FEEs were
mainly objectified by CT enteroclysis in 100% of cases (performed in
3 patients), by the passage of hail in 60% of cases (n=20) associated
with ileal stenosis downstream in all cases; and abdominal ultrasound
in 13% of cases. Colonoscopy revealed fistulous openings for
enteroenteral fistulas in three patients. The CTF were objectified by CT
enteroclysis in 100% of cases (performed in 5 patients) by the passage
of'the small intestine in 66% of cases (18), associated with ileal stenosis
downstream in 50% of cases; and by abdominal ultrasonography in
61% of cases (18), associated with intra-abdominal abscess in 90%
of cases. Fistulography was performed in only one case of FEC. The
FEV had been objectified by urography in 100% of cases (performed
in 2 patients), by bladder ultrasound in 57% of cases (7) showing
intravesical air bubbles, by cystoscopy (showing an orifice fistulous),
retrograde cystography and hail transit in one case respectively. The
barium enema was performed in a LIF case. Figure 3 summarizes
the distribution according to the topography. Therapeutically,
only symptomatic fistulas had been treated. Enteroenteral fistulas
benefited in 100% of cases from surgical treatment preceded by
abscess forms (11.9% of cases) of antibiotic therapy and parenteral
nutrition with drainage; all cases of enterocutaneous fistulas (22.6%
of cases) had dual antibiotic treatment with ciprofloxacin (1g/ 24h)
and metronidazole (1.5g/24h) prior to surgical treatment; all patients
with enterovasal fistula (7.1% of cases) had a limited resection of
the fistulized intestinal segment with bladder breccia blindness
and urinary catheterization for 10 days in all cases. A patient with
a rectovaginal fistula had been surgically treated by resection of the
fistulous tract associated with a suture of the residual orifice on the
rectum and interposition of the vaginal wall, the other asymptomatic
patient (presenting a combination of rectovaginal and anoperineal
fistulas) a been put on anti-TNF (Infliximab). Therapeutic indications
for different types of fistulas are summarized in Table 1. Most
operated patients had limited resection (72.7%), whereas extensive
resection was performed in 27.3% of patients. The maintenance TTT
was prescribed in all patients: Anti TNF alpha (11.1% of cases),
thiopurines in 66.7% of patients and aminosalicylates in 22% of cases.
Regarding asymptomatic fistulas (57% of cases): when they were
discovered intraoperatively for surgery for stenosis (27.4% of cases),
the fistulous pathway was carried away in the resected segment. In
the event of a radiological (26.19% of cases) or endoscopic (18.5%
of cases) finding, therapeutic abstention was chosen. The main
immediate postoperative complications were: suture release (2.38%
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(2 cases), evisceration: 2.38% (1 case), flanged occlusion (1 case), one
death was due to severe pneumonia. In the long term, the progression
was marked by the absence of recurrence in 94.5% of patients with
an average follow-up of 56 months. The recurrence occurred in
three patients: 2 cases of enterocutaneous fistulas and 1 case. The
two patients who had recurrence of enterocutaneous fistula had been
reoperated and put on azathioprine with clinical remission. The
patient with recurrent rectovaginal fistula was put on anti-TNF with
good evolution. postoperative colonoscopy was performed in 64.8%
of cases (n=35) between the 6th and 12th postoperative months with a
median of 8 months, was normal in 17 cases, and endoscopic lesions
in 18 cases Endoscopic recurrence was significantly associated with
the type of postoperative medical treatment. It was more common in
patients who received aminosalicylates (71.4%) compared to those
treated with immunosuppressive agents (20%) (P=0.0008). Clinical
remission after therapeutic adjustment was noted in 74.3% of cases,
with a median of decline of 24 months.
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Figure | Age distribution of patients.

Figure 2 Multiple external cutaneous fistula holes in a patient with Crohn’s
disease.
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Figure 3 Distribution according to the location of the fistula.

Table | Indications of treatment according to the type of fistula

3 . Surgical

Type of fistula n Medical treatment treatment
7- continuation or

Enteroenteral fistula 29  modification of the 22
background treatment

Enterocutaneous 19 19- Antibiotics 19

fistula

Enterovetic fistula 4 4

Rectovaginal fistula 2 I- Infliximab |

Discussion

Crohn’s disease is a multifactorial inflammatory bowel disecase
characterized by chronic transmural disease. This transmural nature
of inflammation predisposes patients to fistula formation. In our study,
24.5% of patients with Crohn’s disease had developed an intestinal
fistula and most of them had ileocolic localization. The incidence of
fistulas in patients with CD varies from 17 to 43% depending on the
series.” It is 35% all fistulas combined in the study by Schwartz et
al.? In this population study based on the natural history of fistula in
CD, which included 176 patients diagnosed between 1970 and 1993,
the authors found a cumulative incidence of 21% at 1 year, 26% at
S years, 33% at 10 years and 50% to 20 years. FEE (24% of cases)
came second after anoperineal fistulas. This study highlights that
the incidence of intestinal fistulas increases with the duration of the
disease. This evolution appears to be related to phenotypic change,
intestinal involvement and age at diagnosis. Indeed, Cosnes et al.® in
a retrospective study based on the natural history of intestinal fistula
in Crohn’s disease, including 200 patients, showed that the intestinal
localization was associated with an evolution towards the fistulising
type, and that one-third of patients with an inflammatory phenotype at
diagnosis may progress to these forms. Louis et al.” in a retrospective
study of 300 patients with Crohn’s disease and followed for 25 years
showed that there was a change in the phenotypic profile during
evolution, although the localization of the disease remained stable.
In fact, in this study, 50% of patients had a change in phenotype of
their disease after 10 years of evolution, and 30% of patients with
inflammatory phenotype at the time of diagnosis of chronic disease
expressed a fistulising form after 10 years. ‘evolution. This study also
showed that patients with ileocolic or colic involvement (as in our
series) were more likely to have penetrating forms than those with
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strict ileal involvement. Thus, the risk of developing digestive fistula
in Crohn’s disease was significantly higher in ileal than in pure colic.®

Diagnosis of intestinal fistulas is usually easy when they are
symptomatic, assisted by imaging in all cases. The symptomatology
differs according to the location. FEE are most often asymptomatic
or manifest as non-specific symptoms.® Entero-cutaneous fistulas are
responsible for fecal discharge through the fistular opening which can
be single or multiple, at high or low flow, depending on the complexity
of the fistulous tract, the intestinal segment reached and the presence
or no downstream stenosis.'*!" The diagnosis of entero-vesical fistulas
is most often clinical. They are responsible for recurrent urinary tract
infections, fecaluria, pneumaturia or dysuria.'>!* Rectovaginal fistulas
are rarer. Their incidence is probably proportional to the severity of
inflammatory colitis and the presence of anoperineal manifestations.'*
Clinical signs usually include a vaginal discharge of gas or
feces, dyspareunia, vaginal irritation, and recurrent genitourinary
infections.'>!® Several radiological examinations may contribute to
the diagnosis of fistulas of Crohn’s disease. These include the passage
of the small intestine, the barium enema, and fistulography, which are
now completely supplanted by sectional imaging techniques, namely
abdominal ultrasound, CT enteroclysis, entero-MRL" In our study,
only symptomatic fistulas were treated. Surgery was the treatment
of choice in the majority of cases. Indeed, the treatment of intestinal
fistulas remains surgical in more than 95% of cases. In case of
asymptomatic fistula, no treatment is necessary.!” Surgical treatment is
indicated in cases of symptomatic FEE, especially in case of diarrhea
and/or malabsorption due to the anatomical short circuit created by
the fistula or in case of occurrence of a deep abscess.'® In the series
of Michelassi et al.,'” the operative indication in enteroenteral fistulas
was brought first to the failure of medical treatment (35%), then to
Koenig’s syndrome (29%) and finally directly for fistula itself (18%).
In case of enterovascular or rectovaginal fistula, the resection of the
pathological intestinal segment remains the best therapeutic option,
unless there is a risk of short hail or definitive stoma.'® A small sample
series®?? evaluated the efficacy of thiopurines as first-line treatment:
improvement in symptomatology was noted in patients with FEV
or LIF. In fact, according to Nielsen et al.?* thiopurines can be used
as second-line therapy in patients with fistulising Crohn’s disease
if surgery is not urgent. An analysis of the ACCENT II cohort data
revealed a beneficial effect of infliximab on rectovaginal fistulas
with a fistula closure rate of 60.7% and 44.8% at week 10 and 14,
respectively.?

In the case of enterocutaneous fistulas, surgical treatment is the rule
in the majority of cases. In a study involving 51 patients who received
surgical treatment for entero-cutaneous fistulas on Crohn’s disease,
Poritz et al.** reported a surgical closure rate of 84% with a mean
follow-up of 48 months. The recidivism rate was 16%. In our study,
the surgical closure rate of fistulas was 96% and the fistula recurrence
rate was 4%. However, work done by GETAID evaluated the efficacy
of anti-TNF in 51 patients with Crohn’s disease on enterocutaneous
fistulas treated with anti-TNF.>2¢ A complete closure of the fistula
was obtained in a third of patients with a sustained response (medical
follow-up 56 months on average) observed in half of them, to
consider anti-TNF treatment in this situation until recently essentially
surgical. In our study, all patients received post-operative medical
treatment predominantly immunosuppressive, and all three patients
with recurrence at 1 year were predominantly aminosalicylated. A
recent study compared azathioprine with mesalazine in 78 patients
operated on for Crohn’s disease. Clinical recurrence at one year was
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more frequent in the mesalazine group than in the azathioprine group
(10.8% versus 0%) and the rate of endoscopic improvement of more
than one point on the Rutgeerts score was significantly higher. frequent
with azathioprine (63.3% versus 34.4%).%” Post-surgery management
is decided at 15 days of the surgical procedure and depends on the
presence, or not, of the risk factors for recurrence: active smoking,
history of intestinal resection for Crohn’s disease, fistulising
phenotype (B3 according to the classification of Montreal), intestinal
resection length (>50cm). It is recommended that immunosuppressive
therapy and/orTNF alpha antagonist be initiated in the presence of at
least one risk factor.!*?

Conclusion

Crohn’s fistulas are common in our context. They are dominated
by enteroenteral forms. Their diagnosis is easy especially when they
are symptomatic and often helped by the imagery that allows to
describe the associated lesions. Surgical treatment is the rule in most
symptomatic situations. But in some cases, anti-TNF alpha has proved
effective. This involves consultation between gastroenterologists,
surgeons, radiologists and anatomo-pathologists to decide on the best
therapeutic option for each patient. Finally, these complications are
a source of significant morbidity requiring psychological support of
patients.
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