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ABSTRACT

Extraintestinal manifestations of inflammatory bowel disease occur commonly and can lead to considerable morbidity. Pancreatic
manifestations of inflammatory bowel disease have been reported to be more common in Crohn’s disease (CD) than ulcerative
colitis. We report a case of granulomatous inflammation in the body of the pancreas with exocrine pancreatic insufficiency, which
prompted a diagnosis switch from ulcerative colitis to CD. This is of interest to readers to remind them that pancreatic manifestations
can occur and are more common in CD.
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INTRODUCTION

Crohn’s disease (CD) is an idiopathic, inflammatory disease, which can affect the entire gastrointestinal tract. Extraintestinal
manifestations of inflammatory bowel disease (IBD) occur with an estimated prevalence of 21%-41%." Musculoskeletal, derma-
tologic, and ocular manifestations are the 3 most common." Extraintestinal manifestations are associated with a poorer prognosis,
a decreased quality of life, and generally increased morbidity and mortality.> Associations between IBD and conditions such as
pancreatitis or exocrine pancreatic insufficiency (EPI) have been described in the literature.’ ® To the best of our knowledge, this is
the first case of CD-associated granulomatous inflammation in the body of pancreas with EPI, which prompted a diagnosis change
from suspected ulcerative colitis (UC) to CD.

CASE REPORT

A 60-year-old man with suspected UC (diagnosed in 2013) on mesalamine therapy presented to the clinic with 2 months of loose,
pasty stools, and fecal urgency. Fecal calprotectin, sedimentation rate, and C-reactive protein were checked and normal. He
underwent colonoscopy with endoscopic evidence of mild inflammation only in the rectum (Mayo score 1); surprisingly, histology of
colonic biopsies showed active colitis in the right and left colon. Given that there seemed to be a discrepancy between patient
symptoms and degree of macroscopic inflammation, additional testing was performed. Infectious etiologies were ruled out, and fecal
elastase was 224 pg/g.

The patient was started on a trial of pancreatic enzyme supplementation with prompt resolution of loose stools, and therefore,
pancreatic exocrine insufficiency was suspected. The patient underwent an upper endoscopy with endoscopic ultrasound to
further assess the pancreas, which showed normal esophagus, stomach, and duodenum, and a 10-mm-by-8-mm hypoechoic
lesion in the body of the pancreas with an intact interface between thelesion and the surrounding structures (Figure 1). Fine needle
aspiration was performed, and histology revealed chronic, granulomatous, lymphocytic inflammation with no evidence of
malignancy or infection, consistent with an extraintestinal manifestation of CD (Figure 2). The patient underwent small bowel
video capsule endoscopy, which showed small ulcers scattered throughout the small bowel, which confirmed the change in the
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patient’s diagnosis to CD from UC. The patient was started on
a course of prednisone to induce remission and transitioned to
infliximab monotherapy. Six months after infliximab initia-
tion, the patient’s fecal urgency resolved, and he had 1-3
formed bowel movements per day, despite stopping his pan-
creatic enzyme supplementation. He has since remained in
steroid-free clinical remission.

DISCUSSION

Hyperamylasemia, hyperlipasemia, pancreatic exocrine in-
sufficiency, and pancreatitis associated with IBD have been
reported in the literature.’™ The etiology of this association
has been elusive. There have been some studies that have
found increased prevalence of pancreatic autoantibodies
(PABs) in patients with CD, suggesting that PABs may cause
pancreatic dysfunction in CD.*® It is estimated that PABs
are present in 20%-30% of patients with CD, 2%-9% of
patients with UC, and less than 4% of patients without IBD.”
PABs are most commonly targeted against zymogen glyco-
protein 2, which is found both on pancreatic cells as well as
M cells, especially in the ileum.” Therefore, it is currently
hypothesized that ileal inflammation can lead to auto-
inflammation within the pancreas. Our patient had small
bowel ulcers spread throughout the small bowel on video
capsule endoscopy.

To the best of our knowledge, there have only been 2 case
reports of granulomatous inflammation of the pancreas in as-
sociation with CD.** In both cases, the granulomatous in-
flammation was in the head of the pancreas, raising the
possibility it may have been an extension of the luminal in-
flammation in the adjoining portion of the duodenum rather
than a primary inflammatory process of the pancreas. Our
patient’s granuloma was found in the body of the pancreas, with
an intact interface noted between the granuloma and

surrounding pancreatic parenchyma, suggesting a primary
pancreatic process.

In the 2 cases previously published, the inflammation in the
head of the pancreas caused obstructive jaundice and concern
for malignancy, and therefore, a Whipple procedure was
performed. After surgical removal, the granulomatous in-
flammation was noted, and both patients were diagnosed with
CD. In our patient, we were able to obtain histology of the
lesion through endoscopic ultrasound-guided biopsy. The
patient had an excellent clinical response to infliximab and
was able to stop his pancreatic enzyme supplementation. No
follow-up imaging has been performed because the patient has
been doing clinically well.

EPI has been reported in the literature to be associated with
CD.’ The diagnosis of EPI relies on clinical suspicion and
laboratory testing. The American Gastroenterological Asso-
ciation recommends using fecal elastase to screen for EPI in
patients at risk; however, the test is not sensitive in cases of
mild EPL."° The normal cutoff for fecal elastase is greater than
200 pg/g; however, 1 study showed that more than 70% of
symptomatic patients with a fecal elastase level between
200 pg/g and 500 pg/g had improvement in symptoms after
a trial of pancreatic enzyme supplementation.'' Although our
patient’s fecal elastase was 224 ug/g, the granulomatous in-
flammation of his pancreas and subsequent symptom im-
provement with pancreatic enzyme supplementation was
consistent with mild EPL

In conclusion, we report a case of pancreatic granulomatous
inflammation with EPIin a 60-year-old male patient with CD,
which improved with infliximab treatment. Previous case
reports of granulomatous inflammation of the pancreas in
association with CD were in the head of the pancreas, which
could be related to direct luminal spread from the duodenum.

Figure 1. A 10-mm-by-8-mm hypoechoic lesion in the body of the pancreas.
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Figure 2. (A) Low power (10X) of the pancreatic fine needle aspiration cell block has denuded pancreatic acini and ducts. Three granulomas
are seen (red arrows). (B) Medium power (20X) highlights lymphocytes on the right side with a granuloma (red arrows). (C) Higher power
(40X) highlights 1 granuloma composed of epithelioid macrophages (green arrows) and multinucleated giant cells (red arrows).

This patient’s granulomatous inflammation was in the body of
the pancreas, and there was no inflammation noted in the
duodenum. This rare presentation highlights the importance
of recognizing the pancreas as a possible site of extraintestinal
manifestations of CD.
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