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CASE REPORT

Severe chest pain in a pediatric ulcerative colitis patient
after 5-aminosalicylic acid therapy
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Abstract

Severe reactions to mesalamine products are rarely seen
in pediatric patients. We report a case of a 12-year-old
boy who had a severe cardiac reaction to a mesalamine
product Asacol. Past medical history is significant for
ulcerative colitis (UC) diagnosed at 9 years of age. Colo-
noscopy one week prior to admission revealed pancoli-
tis. He was treated with Asacol 800 mg three times per
day and prednisone 20 mg/d. He was subsequently ad-
mitted to the hospital for an exacerbation of his UC and
started on intravenous solumedrol. He had improvement
of his abdominal pain and diarrhea. The patient com-
plained of new onset of chest pain upon initiating Asacol
therapy. Electrocardiogram (ECG) revealed non-specific
ST-T wave changes with T-wave inversion in the lateral
leads. Echocardiogram (ECHO) revealed low-normal to
mildly depressed left ventricular systolic function. The
left main coronary artery and left anterior descending
artery were mildly prominent measuring 5 mm and 4.7
mm, respectively. His chest pain completely resolved
within 24-36 h of discontinuing Asacol. A repeat echo-
cardiogram performed two days later revealed normal
left ventricular function with normal coronary arteries
(< 3.5 mm). Onset of chest pain after Asacol and im-
mediate improvement of chest pain, as well as improve-
ment of echocardiogram and ECG findings after discon-
tinuing Asacol suggests that our patient suffered from a
rare drug-hypersensitivity reaction to Asacol.
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INTRODUCTION

Mesalamine is a well-known treatment for ulcerative coli-
tis. Drug reactions to mesalamine are uncommon, and
most often include skin rash and hypereosinophilia.
Severe reactions to mesalamine products are rarely seen
in pediatric patients. Cardiac complications have been re-
ported as a rare extraintestinal manifestation of inflamma-
tory bowel disease (IBD) and mainly manifest as pericat-
ditis®*. However, cardiac complications may be associated
as a very rare drug reaction to 5-aminosalicylic acid (5-ASA)
products™, The difficulty lies in distinguishing between
these two etiologies. We herein report a case of a 12-year-
old boy with ulcerative colitis who had a severe cardiovas-
cular reaction to a mesalamine product, Asacol.

CASE REPORT

This is a 12-year-old boy with a past medical history sig-
nificant for ulcerative colitis (UC) diagnosed at 9 years
of age, along with psoriasis and arthritis. He was initially
placed on steroids and Pentasa when he was first diag-
nosed. The Pentasa was discontinued after he developed
a rash. It was difficult to distinguish his psoriasis from
a potential drug reaction as a cause of the rash. He was
subsequently weaned from his steroids after approxi-
mately 2 mo.

He presented to the hospital three years after his ini-
tial diagnosis with a two-month history of exacerbation
of his UC. His symptoms continued to progress. He had
06-8 bloody stools per day 2 wk prior to hospital admis-
sion. Colonoscopy 6 wk into the flare revealed panco-
litis. He was started on Asacol 800 mg three times per
day and prednisone 20 mg once a day for his UC flare.
The patient was subsequently admitted for worsening
abdominal pain, bloody diarrhea as well as fever, fatigue,
myalgia, and extremity pain. He also complained of new
onset of severe chest pain progtessively worsening since
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Figure 1 Non-specific ST-T wave changes with T-wave inversion in the lateral
leads (circles).

starting Asacol therapy. The chest pain was not related
to exercise and not associated with palpitations, short-
ness of breath, syncope, pallor, cyanosis or altered by
changes in postute or breathing,

On admission, his vitals included a temperature of
38°C, pulse rate of 126 beats per minute, respiratory
rate of 18 breaths per minute and a blood pressure of
107/65 mmHg. He was started on intravenous solumedrol
8 mg every 6 h with subsequent improvement of his ab-
dominal pain and diarrhea. Chest pain, however, persisted
and the chest pain worsened shortly after ingesting Asacol.
Electrocardiogram (ECG) was performed and revealed
non-specific ST-T wave changes with T-wave inversion
in the lateral leads (Figure 1). Troponin T, CK-MB, Brain
Natruritic Peptide, and CRP levels were ordered to evalu-
ate for possible pericarditis or a myocardial abnormality.
The tresults of this lab work were normal. Echocardio-
gram (ECHO) revealed low-normal to mildly depressed
left ventricular systolic function. Calculated shortening
fraction was 26% and left ventricular size was within nor-
mal limits. The left main coronary artery and left anterior
descending artery were mildly prominent measuring 5 mm
and 4.7 mm, respectively (Figure 2). The ECHO also re-
vealed trivial circumferential pericardial effusion that was
hemodynamically insignificant (Figure 3). A spiral CT scan
ordered to evaluate for possible pulmonary embolism in
the setting of an elevated d-dimer was unremarkable ex-
cept for a small amount of pericardial fluid.

The patient’s chest pain completely resolved within
24 h after discontinuation of Asacol. A repeat echocar-
diogram performed two days later revealed normal left
ventricular function with a shortening fraction of 33%,
normal coronary arteries (< 3.5 mm) and a trivial peri-
cardial effusion. The patient was subsequently discharged
from the hospital on prednisone and methotrexate. His
UC remained in remission upon follow-up by his pediat-
ric gastroenterologist 2 mo after hospital discharge. An
ECHO and ECG were also repeated in the follow-up 2
mo after hospital discharge, revealing continued resolution
of coronary artery dilation (Figure 4). The ECG was nor-
mal without the S-T wave abnormality noted 2 mo eatlier.

DISCUSSION

Mesalamine has been found to be a beneficial medication
in the treatment of patients with ulcerative colitis. The
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Figure 2 Echocardiogram-parasternal short-axis view showing mildly dilated
left main coronary artery (1), left anterior descending artery (2), left circumflex
coronary artery (3).

Figure 3 Echocardiogram-4-chamber view showing pericardial effusion (arrow).

mechanism of action of mesalamine is unknown; how-
ever, it is thought to exert its action topically as opposed
to systemically. Mucosal production of arachidonic acid
metabolites, through both the cyclo-oxygenase and the
lipoxygenase pathways, is thought to be increased in
patients with inflammatory bowel disease. Mesalamine
acts by a variety of mechanisms which include blocking
cyclo-oxygenase thereby inhibiting prostaglandin synthe-
sis, reducing antioxidant and pro-inflammatory cytokine
synthesis, reducing lymphocyte metabolism and reducing
expression of adhesion molecules. All these work to de-
crease inflammation in the colon”.

Chest pain along with electrocardiographic and echo-
cardiogram findings in a pediatric patient on a 5-ASA
product should alert the physician to the possibility of
drug reaction. We have presented a pediatric patient with
ulcerative colitis who developed cardiac signs and symp-
toms associated with pericarditis soon after starting a
5-ASA product. Determining the etiology of pericarditis
in this setting can be complex as this presentation has
been reported as a rare extraintestinal manifestation of
inflammatory bowel disease™™. Chest pain may be asso-
ciated with other more common gastrointestinal condi-
tions such as gastroesophageal reflux disease (GERD).
Chest pain in IBD may also be caused by respiratory in-
fection and pleural inflammation which were ruled out in
our patient. Patients with IBD have a higher propensity
to develop pulmonary embolism (PE) and patients often
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Figure 4 Echocardiogram-parasternal short-axis view showing normal left main
coronary artery (1), normal left anterior descending artery (2).

present with acute onset of chest pain'¥. The normal
spiral chest CT ruled out PE in our patient.

In our case, there was a temporal relationship be-
tween the onset of the chest pain and the administration
of Asacol. The characteristics of the chest pain were not
typical of pericarditis but the ST-T wave changes and
the pericardial effusion which resolved after discontinu-
ation of the Asacol were suggestive of the diagnosis.
Normal troponin and CKMB levels do not support the
diagnosis of myocarditis, although there was a mild but
clear change in ventricular systolic function which also
resolved after the Asacol was stopped. It is unclear why
the coronary arteries were mildly prominent at the time
of the diagnosis, which would suggest a vasculitis pro-
cess such as Kawasaki disease.

This case illustrates the importance of eliciting a
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thorough medical history and being aware of the tim-
ing when new medications are started. It is imperative
that any new onset of chest pain, especially in this set-
ting, should be evaluated via cardiac enzymes, EKG and
echocardiogram to quickly diagnose any complication
caused by either the inflammatory bowel disease itself or
a rare adverse drug reaction.
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