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Abstract

Collagenous gastritis and collagenous colitis are 2 rare gastrointestinal disorders in pediatric patients. Both of
these disease processes exist on a clinical spectrum, and are extremely rare to be present together in the pediatric
population. Due to the rarity and unknown etiology of these disease processes, standardized treatment protocols
and objective clinical biomarkers of disease progression are missing. This is the first report to describe a |6year
old female with CG and CC who responded well to mesalamine therapy, evident by decreasing calprotectin levels

after initiation of therapy.
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Introduction

Collagenous gastritis (CG) and collagenous colitis (CC)
are 2 rare gastrointestinal disorders with less than 100
cases documented.! Patients typically present with
abdominal pain, severe anemia, and voluminous non-
bloody diarrhea.? The literature divides CG and CC into
2 separate phenotypes; pediatric-onset and adult-onset.
Pediatric-onset collagenous gastritis is characterized
histologically by subepithelial collagen bands with an
inflammatory infiltrate in the lamina propria.® Adult-
onset is typically associated with collagenous colitis and
is an extremely rare occurrence in children.>* To date
there have been only 6 reported cases of both pheno-
types present in pediatric patients.’ Due to the rarity and
unknown pathogenesis of these disease processes, there
are no established standard treatment guidelines. We
report a case of a 16year old female with collagenous
gastritis and colitis who has responded well to mesala-
mine therapy.

Methods

Written informed consent was obtained from the patient
for the publication of this case report.

Case Presentation

An 1lyear old female with no past medical history pre-
sented with episodes of diffuse watery diarrhea, abdomi-
nal pain, and stooling urgency. Patient was evaluated via
esophagogastroduodenoscopy (EGD) and colonoscopy
with biopsies. Gastric biopsies revealed collagenous gas-
tritis confirmed by trichrome stain and colonic biopsies
demonstrated diffuse evidence of collagenous colitis
involving right, transverse, left colon, and rectum (Figure
1). A Helicobacter pylori immunohistochemical stain was
negative and esophageal, duodenal, and terminal ileum
biopsies showed no significant pathology. Treatment pro-
tocol of oral budesonide was initially proposed but par-
ents chose not to follow this recommendation and chose
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Figure |. Biopsies showed a thick subepithelial collagen band with secondary surface epithelial stripping involving stomach (A
and B), right colon (C), transverse colon (D), left colon (E) and rectum (F). Panel B shows a trichrome stain that stains collagen
blue, whereas the other panels are hematoxylin-eosin stains (all at 200X magnification).

to do a trial of dietary modification. Symptoms were
intermittent but tolerable so the patient had no further
medical intervention.

About Syears thereafter, she presented again with
increased non-bloody watery diarrhea, stooling urgency,
and partial relief with stooling in the setting of diffuse,

severe abdominal pain, which occurred 2 to 3 times per
week. The symptoms were frequent and intrusive, dis-
rupting her regular activities. Physical exam was unre-
markable, with a fluctuating body weight between the 60
and 75th percentile and height in 70th percentile. Initial
laboratory tests significant for elevated stool Calprotectin
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of 218 ug/g (normal range 0-120 pg/g) but stool for bac-
terial and viral cultures, Giardia antigen, white cells, and
occult blood were negative. There were no abnormali-
ties in CBC with differential and liver function panel.
Celiac serology, including Deaminated Gliadin Peptide
IgG Antibody (DGP 1gG), Deaminated Gliadin Peptide
IgA Antibody (DGP IgA), Anti-Human Tissue
Transglutaminase IgG ELISA (TTG IgG), Anti-Human
Tissue Transglutaminase IgA ELISA (TTG IgA), and
Anti-Endomysial IgA IFA (EMA IgA), was normal.

Mesalamine was then initiated at 2.4g per day with
dicyclomine 20mg up to 3 times per day as needed for 4
weeks and the patient reported significant improvement in
the initial month. She had not taken any dicyclomine and
reported consistent mesalamine use with no complaints of
any previous GI associated symptoms, no weight fluctua-
tion, and no new complaints. Physical examination was
unremarkable. Follow-up stool calprotectin, at an interval
of 58 days, demonstrated a down trending value to 158 pug/g
with consistent mesalamine use.

Discussion

Collagenous gastritis (CG) is a rare condition whose eti-
ology and pathogenesis is unknown. Collagenous colitis
(CQ) is an extremely rare occurrence in children with
only 4 reported cases.™ The first reported case of col-
lagenous colitis was in 1976 by Lindstrom followed by
collagenous gastritis in a 15year old girl by Colleti and
Trainer in 1989.!%!! The pathogenesis of CG and CC are
related in their histological features characterized by
subepithelial collagen band deposition and mucosal
inflammatory infiltrates.'? Gastrointestinal involvement
is typically patchy. However, our patient had severe
involvement in both the stomach and all biopsied seg-
ments of her colon. Additionally, both CG and CC are
more often associated with female gender and immuno-
logical disorders.>!* These findings suggest that both of
these disease processes exist on a clinical spectrum and
have many features in common, differing primarily in
the area of the gastrointestinal tract affected. Due to the
rarity of CG and CC, high-powered randomized clinical
trials have not been conducted leading to a lack of stan-
dardized therapeutic protocols when treating patients
with CG and CC." Currently, steroids (ie, budesonide)
remain the primary form of treatment for CC.!>!6
Furthermore, there has been a lack of objective mea-
sures in following response to therapy in patients with
CG and CC.

To date there have been no studies showing the clini-
cal efficacy of mesalamine in pediatric patients with CG
and CC. The study team reports significant improvement
on mesalamine therapy in a patient who refused steroid

therapy on initial recommendation. Additionally, the
family refused repeat endoscopic evaluation to deter-
mine the status of her previously diagnosed pathology.
This proposed a significant challenge to monitor disease
progression and response to therapy. Given our patients
significant decrease in calprotectin (218 pug/g—158 ug/g)
our team proposes the utilization of calprotectin as a use-
ful marker to trend disease progression and response to
treatment. Mesalamine (5-ASA) is a first line agent uti-
lized in mild to moderate ulcerative colitis (UC).!” The
proposed therapeutic mechanism of action of mesala-
mine therapy in UC is centered around reducing local
colonic inflammation. 5-ASA acts via activating peroxi-
some-activated receptor gamma, which represses sev-
eral inflammatory genes such as nuclear factor beta (nfb),
signal transducers and activators of transcription.'® These
findings suggest mesalamine therapy to be a potentially
effective first-line treatment option alongside budesonide
in pediatric patients with both CG and CC.

Conclusion

In conclusion, our case emphasizes the need to consider
mesalamine as a first line treatment modality in patients
with CG and CC. Given the rare occurrence of these 2
disease processes, multi-center studies are needed to
establish standardized treatment guidelines. Our patient
had an excellent response to mesalamine, which was
shown by their subjective clinical improvement as well
as their down trending calprotectin levels.
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