International Medical Case Reports Journal Dove

CASE REPORT

Successful Non-Operative Treatment of
Enterovesical and Enterocutaneous Fistulas Due
to Crohn’s Disease

Hui Li®', Lu Xie', Hongdi Yao (2, Lexing Zhang®, Sanhong Liang', Wen Lyu'

'Department of Gastroenterology, Hangzhou First People’s Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang, People’s Republic
of China; 2Zhejiang Chinese Medical University School, Hangzhou, Zhejiang, People’s Republic of China; 3Department of Radiology, Hangzhou First
People’s Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang, People’s Republic of China

Correspondence: Wen Lyu, Department of Gastroenterology, Hangzhou First People’s Hospital, Zhejiang University School of Medicine, 4 Xueshi
Road, Shangcheng District, Hangzhou, 310000, Zhejiang, People’s Republic of China, Email lihui-cy@ | 63.com

Background: The incidences of enterovesical and enterocutaneous fistulas are extremely low, and enterovesical and enterocutaneous
fistulas are difficult to treat in patients with Crohn’s disease.

Case Summary: In this case, the patient had recurrent abdominal pain and diarrhea for more than 2 years, with fecal residue in the
urine for 6 days. Pelvic magnetic resonance imaging and colonoscopy showed intestinal infection with a rectal fistula, and the initial
diagnosis was severely active Crohn’s disease with an enterovesical fistula. The patient had multiple internal fistulas and infections,
and strongly refused surgical conditions. The patient was given an intravenous infusion of ustekinumab and somatostatin, with anti-
infective treatment, nutritional support and regulation of the intestinal flora. Drainage and debridement of the cutaneous fistula were
performed. After comprehensive treatment and management, the patient’s condition achieved significant clinical remission.
Conclusion: This patient achieved clinical response and will receive follow-up for another dose of ustekinumab after 12 weeks. The
patient developed enterovesical and enterocutaneous fistulas, the incidence of multiple fistulas which are low in patients with CD and
are difficult to cure and prone to relapse. Only few patients achieve complete remission. At present, there is no standard and effective
treatment for CD with multiple fistulas. Usually, surgery is performed for treatment. Drug therapy, especially with biological agents,
should be selected as the first-line pre-operative treatment. Clinicians, especially gastroenterologists, need to improve their knowledge
of these conditions and update the treatment consensus guidelines in a timely manner. Clinicians need to take into account the patient’s
condition and willingness when developing an effective treatment plan.
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Introduction

Crohn’s disease (CD) is characterized by transmural inflammation of the gastrointestinal tract, which predisposes
approximately 30% of patients to fistula formation." CD with enterovesical and enterocutaneous fistulas is difficult to
treat and often recurs after clinical remission is achieved. At present, no treatment is completely effective.” In recent
years, Biological agents have been shown to be effective for the treatment of CD with fistulas.'” The administration of
ustekinumab has been indicated to improve the clinical remission of CD with fistulas.* In this case, the patient was
diagnosed with CD complicated with multiple fistulas. Treatment was difficult, and the compliance of the patient was
poor. The clinical symptoms of the patients were significantly relieved, and the fistulas were healed with combined
therapy involving ustekinumab administration, fistula drainage, and debridement. This suggests that comprehensive
treatment should be provided for fistulizing CD, and the timing and dosage of biological agents are particularly
important. We report a patient who was diagnosed with severely active CD with enterovesical and enterocutaneous

fistulas and was successfully treated with ustekinumab before the surgery.

International Medical Case Reports Journal 2022:15 |17-124 117
Received: 18 November 2021 © 2022 Li et al. This work is published and licensed by Dove Medical Press Limited. The full terms of this license are available at https://www.dovepress.com/terms.php
AT 2nd incorporate the Creative Commons Attribution — Non Commercial (unported, v3.0) License (http://creativecommons.org/licenses/by-nc/3.0/). By accessing the work

Accepted: 1 March 2022
Published: 29 March 2022

you hereby accept the Terms. Non-commercial uses of the work are permitted without any further permission from Dove Medical Press Limited, provided the work is properly attributed. For
permission for commercial use of this work, please see paragraphs 4.2 and 5 of our Terms (https://www.dovepress.com/terms.php).


http://orcid.org/0000-0002-1639-6199
http://orcid.org/0000-0001-6308-1416
https://www.dovepress.com/terms.php
http://creativecommons.org/licenses/by-nc/3.0/
https://www.dovepress.com/terms.php
http://www.dovepress.com/permissions.php
https://www.dovepress.com

Li et al Dove

Case Presentation
Chief Complaints

A 38-year-old patient was admitted to the hospital with recurrent abdominal pain and diarrhea for more than 2 years, with
fecal residue in the urine for 6 days.

History of Present lliness

The patient had developed abdominal distension, abdominal pain, diarrhea and mucus in the stool 2 years prior to
admission. The symptoms of the patient had worsened 1 year prior, and he went to Zhejiang Provincial People’s Hospital
and was diagnosed with Crohn’s disease. The patient was given mesalazine orally. After discharge, the patient stopped
taking mesalazine. The patient developed diarrhea that occurred more than 10 times per day, accompanied by dysuria,
fecal residue in the urine, and decreased urine volume 6 days prior to admission.

History of Past lliness
The patient underwent anal fistula surgery 1 year prior to admission.

Physical Examination
The patient was malnourished and was positive for subumbilical tenderness.

Laboratory Examinations

The auxiliary examinations after admission showed that the white blood cell count was 9.9 * 10 ~ 9/L, neutrophil
proportion was 66.1%, hemoglobin level was 98 g/L, CRP level was 139.9 mg/L, and serum albumin level was 24.5 g/L.
Laboratory examinations showed the following: autoantibody (-), immunization (-), tuberculosis antibody (-), and
T-SPOT (-). Test for inflammatory bowel disease-associated antibodies showed positivity for ASCA IgG, ASCA IgA,
and F12Y IgG and negativity for AYMA IgG, AYCA IgA, and pANCA. The calprotectin level was greater than 1800

ug/g.

Imaging Examinations

Colonoscopy revealed the normal mucosa in the terminal ileum (Figure 1A), and paving stone-like changes in the colon,
ulcers in the local mucosa (Figure 1B and C), and fistulas 25 cm away from the anus on November 30, 2020 (Figure 1D).
The colonoscopic biopsy pathology showed chronic mucosal inflammation with erosion, focal inflammatory exudation,
necrosis, infiltration of a large number of plasma cells and neutrophils in the stroma, no granuloma formation, and mild
dysplasia of the local glands. The patient underwent enhanced pelvic magnetic resonance imaging, and the results
showed multiple abnormal signal shadows in and around the prostate and urethra, an unclear boundary between the
lesions and the anorectal canal, and infection with fistula formation (Figure 2). Capsule endoscopy revealed chronic
inflammation of the small intestine with villous atrophy.

Further Diagnostic Work-Up

The patient was admitted to our hospital again for 5 days due to swelling and pain in the left lower abdomen. There was
a palpable mass 10 cm in size in the left lower abdomen of the patient, with obvious swelling and tenderness, increased
skin temperature, and local tenderness (Figure 3A). The white blood cell count was 17.6 * 10 ~ 9/L, and the CRP level
was 139.9 mg/L. B-ultrasound showed a hypoechoic mass and abundant blood supply in the left lower abdomen, with
a range of approximately 6.0 * 2.4 * 3.5 cm. Considering the presence of the inflammatory mass and the unclear
boundary between the hypoechoic mass and the abdominal cavity, a local sinus was suspected of having formed.
Enhanced pelvic magnetic resonance imaging suggested local wall thickening of the sigmoid colon and rectum and
inflammatory bowel disease; infection of the left lower abdominal wall with subcutaneous pneumatosis and local
communication with the sigmoid colon, suggesting fistula formation; and multiple abnormal signals around the anus
and corpus cavernosum, suggesting sinus and fistula formation with infection (Figure 4A and B).
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Figure | Colonoscopy. (A) The mucosa of the terminal ileum and appendiceal orifice were normal. (B and C) The colonic mucosa showed paving stone-like changes and
ulcers. (D) The rectal fistula was 25 cm away from the anus. The white arrow in the picture indicates the rectal fistula.

Final Diagnosis
The final diagnosis was severely active CD with enterovesical and enterocutaneous fistulas.

Treatment

The patient was administered an intravenous infusion of ustekinumab 260 mg on December 4, 2020. Anti-infective
treatment and nutritional support were given. The symptoms of the patient significantly improved. The patient was
admitted due to the development of an extraintestinal fistula on January 18, 2021. The patient had multiple internal
fistulas and infections, and lacked surgical conditions. Moreover, after undergoing an anal fistula surgery, the patient
refused to undergo surgery again, and conservative drug treatment was administered. Conservative drug treatment was
administered. Fasting was suggested, and somatostatin was administered to inhibit the secretion of digestive juice. The
patient was given an intravenous infusion of ustekinumab 90 mg on February 8, 2021, with anti-infective treatment,
nutritional support, and regulation of the intestinal flora. Drainage and debridement of the cutaneous fistula were
performed and treated with dressing changes.
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Figure 2 Enterovesical fistula. Enhanced pelvic magnetic resonance imaging showed multiple abnormal signal shadows in and around the prostate and urethra, unclear
boundaries between the lesions and anorectal canal, and infection with fistula formation. The red arrow in the picture indicates an enterovesical fistula.

Outcome and Follow-Up

After discharge, the patient was given mesalazine orally, supplemented by enteral nutrition support. The cutaneous fistula
was treated with a dressing change (Figure 3B and C). The patient’s clinical symptoms significantly improved, CRP had
successfully declined from 139.9 mL/L to 25 mL/L, and the cutaneous fistula healed (Figure 3D). The patient had been
suggested to another dose of ustekinumab after 12 weeks.

Discussion

Enterovesical and enterocutaneous fistulas are serious complications of CD and are difficult to treat. They can occur
spontaneously or postoperatively and are associated with high morbidity and mortality. Its management requires
combined medical and surgical strategies to prevent abscess formation and induce healing. However, extended or
repeated intestinal resections may result in short bowel syndrome and the need for intestinal transplantation.
Treatment of enterovesical and enterocutaneous fistulas in CD still represents a major challenge for gastroenterologists
and surgeons. Biologic agents have improved the medical treatment of CD-related fistulas, but many patients still require
surgical intervention. Optimal management of fistulas is still being debated. In the case of multiple fistulas in CD, surgery
is a safe and effective treatment. Although the success of medical treatment for fistulas in CD has so far been modest,
some scholars consider medical therapy the first choice.”° Taxonera et al carried out a study, contained 97 entero-urinary
fistulas, evaluated the clinical remission rate of medical therapy for entero-urinary fistulas in CD.” They concluded that
medical therapy (infliximab and adalimumab) was successful, with 45% of patients (33 entero-urinary fistulas) achieving
sustained remission without need for surgery, which suggested that medical therapy made it possible to avoid surgery.
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Figure 4 CD complicated with fistulas. (A) An enterocutaneous fistula was observed. The red arrow in the picture indicates an enterocutaneous fistula. (B) A perianal
fistula was observed. The red arrow in the picture indicates a perianal fistula.

There was a study to evaluate the outcomes of medical therapy in a cohort of CD with entero-urinary fistulas patients.
Thirty-five percent of patients (33 in 97) received anti-TNF therapy. Of these, 45% achieved sustained remission (median
follow-up 35 months) without needing surgery, which made it possible to avoid surgery. Anti-TNF agents have
undoubtedly represented a major advance in the therapy of CD, however, these therapies are associated with a number
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of drawbacks, which include a substantial rate of primary/secondary nonresponse and the potential risk of local and
systemic adverse effects. Hence, there is considerable interest in the development of novel pharmaceutical agents to treat
fistulizing CD.

Previous studies have shown a positive effect of medical therapy on fistulizing CD.®° The management of fistulizing CD
has two objectives: to induce fistula tract remission and to control infection. Enterocutaneous fistulas are, in most cases, a late
surgical complication, and the indication and timing for treatment are due to their output volume.'® Abscesses may be present
alone or in association with enteric fistulas. The initial approach is conservative, and a percutaneous drainage should be a good
treatment of a bridge to elective surgery. In this case, we employed ustekinumab to induce fistula remission and anti-infective
treatment. After drainage and debridement of the cutaneous fistula, the patient achieved clinical remission. Medical therapy
appears to have benefitted the patient with enterovesical and enterocutaneous fistulas in this case.

Traditionally, T helper cell 1 (Thl) is recognized as the major immune effector of mediating CD. Then, a new set of
T helper cells producing IL-17 (Th17) have been described. The description of effector Th17 cells by Harrington et al''
came after the initial description of the novel cytokine IL-23 which shared the same p40 subunit with IL-12." IL-12
mediates the development of Thl cells. The p40 protein subunit is shared between the two cytokines and is the target
molecule for ustekinumab. Ustekinumab should be given for moderate-to-severe Crohn’s disease patients who failed
previous treatment with corticosteroids, thiopurines, methotrexate, or anti-TNF inhibitors or who have had no prior
exposure to anti-TNF inhibitors (strong recommendation, high level of evidence).'® Ustekinumab has been recently
approved in the EU and the USA as an intravenous induction and subcutaneous maintenance therapy for adult patients
with moderately to severely active CD with failure of or intolerance to treatment with immunomodulators, corticosteroids
or at least one TNF antagonist.*'* Its efficacy has been demonstrated in landmark clinical trials for induction and
maintenance of response and remission in CD patients, independent of their previous exposure to anti-TNF agents.
Ustekinumab appears to be associated with rapid and sustained clinical effect, with additional support for potential
mucosal healing. Ustekinumab may also be considered in the first-line setting, especially in frail patient.'

There is no evidence to firmly support the positioning of one biologic over another. However, there are these studies
focusing on the moderate to severe CD. Feagan et al evaluated the clinical response of ustekinumab in two populations
with moderately to severely active CD.'® The patients in the study included patients who were primary or secondary
nonresponse to TNF antagonists or had unacceptable side effects, and patients who were conventionally therapy failed
or had unacceptable side effects. They found that patients receiving intravenous ustekinumab had a significantly higher
rate if response than did those receiving placebo, especially those who never receiving TNF antagonists had the highest
clinical response. Another study showed that the rate of clinical remission was higher in TNF-antagonist-naive patients
compared with TNF-antagonist-refractory patients in the similar serum concentration of ustekinumab. In the first real-
life cohort of 38 patients with severe CD who failed with anti-TNF and were treated with subcutaneous ustekinumab,
dose escalation to every 4 weeks from every 8 weeks was required in almost half of the patients and was successful in
achieving clinical response in 61.1%.'” A study of fistulizing CD in 27 trials (21 trials focused on perianal fistulizing
CD suggested that ustekinumab was highly efficacious with regard to clinical fistula remission. They also found that the
clinical remission rate of fistulas treated with ustekinumab combined with anti-infective therapy was higher than that of
fistulas treated with ustekinumab alone. The study by Matthew J. Lee et al suggested that a higher proportion of the
patients who received ustekinumab achieved fistula remission than those who received the placebo.'® A Japanese case
report described the administration of ustekinumab to a patient with CD with an enterocutaneous fistula who achieved
clinical remission, complete closure of the fistulas, and resolution of drainage without abscess formation after
infliximab treatment failure.'® Another study that evaluated the efficacy of ustekinumab for active perianal fistulizing
CD showed that 41% and 17% of the patients had achieved fistula response and remission at weeks 8, 24, and 52,
respectively.?’

The potential use of ustekinumab is broadening the therapeutic repertoire to address the needs of individuals who may
have a contraindication to anti-TNF therapy, do not respond to anti-TNF therapy at the time of induction or eventually
lose their response to therapy. Meanwhile, more studies are needed to evaluate dosing escalation or de-escalation in
addition to the timing of therapy switches, and long-term efficacy and safety data in fistulizing CD patients are still
needed.
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Conclusion

Despite significant progress in fistulizing CD treatment with the use of new biologic medications targeting different
inflammatory pathways, a challenging proportion of patients do not respond or lose response to treatment. Perforating
CD necessitates a multidisciplinary approach involving, behind the gastroenterologist and the surgeon, the radiologist,
the urologist, the gynecologist and the nutritionist in order to obtain the best tailored treatment. This case presented above
shows the success of a multimodal treatment strategy for severely active CD with multiple fistulas. The fistulas were
successfully cured with ustekinumab combined with antibiotic treatment. Surgery has been temporarily avoided, and the
quality of life of the patient has improved. This case provides guidance for the systematic clinical treatment of fistulizing
CD. And individualized treatments are needed for each patient and each fistula type. In this case, follow-up is needed to
assess the long-term clinical remission of fistulas.
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