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PHOTOCLINIC

A 10-year-old boy presented with his par-
ents to our pediatric primary care clinic 
with multiple long-lasting, recurrent oral 
ulcers and periumbilical abdominal pain 
after meals several times a week. 

History
The 4 oral ulcerations were first noticed 

3½ weeks prior to the clinic visit. He 
has had oral ulcerations in the past that 
have occurred since approximately age 3 
years. These were evaluated by a dentist 
and his prior primary care provider, who 
had diagnosed aphthous ulcers. Howev-
er, the more recent ulcerations seemed 
deeper and lasted longer (multiple 
weeks) compared with the patient’s 
prior ulcerations. The ulcers had initially 
caused pain with eating and drinking, but 
this had improved by the time he visited 
our clinic. 

His abdominal pain had been occur-
ring since age 4 years. It was reported 
as intermittent and short lasting, for 10 to 
15 minutes, and typically occurred after 
meals. He had not reported any vomiting, 

diarrhea, constipation, weight loss, or 
bloody stools. He had a medical history of 
prematurity and was born as a twin at 25 
weeks’ gestation. He also has a history of 
eczema. 

He is not on any medications other 
than triamcinolone ointment as needed 
for his eczema. There is no family history 
of Crohn disease or ulcerative colitis, but 
his younger sister recently received a di-

agnosis of celiac disease. His mother has 
a history of episcleritis, and his cousin 
has juvenile dermatomyositis.

Physical examination
     He was well-appearing and nontoxic. 
He had 2 deep and 2 shallow ulcerations 
on the oral mucosa on the inside 
of the lower lip (Figure 1). The deep 
ulcerations had raised borders with a 
pseudomembrane. The remainder of 
the oropharyngeal examination was 
unremarkable. 

He had no cervical adenopathy. His 
lungs were clear to auscultation bilater-
ally, and he had regular heart rate and 
rhythm without murmurs upon cardiac 
examination. He had normoactive bowel 
sounds, and his abdomen was soft, non-
distended, and nontender. No hepato-
splenomegaly was noted.

Diagnostic testing
 He was referred to our pediatric gastro-

enterology team for further testing. Results 
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Figure 1. Gross image of the oral ulcerations on the inside of the lower lip.
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showed an elevated stool calprotectin 
level of 153 μg/g (reference range, < 50 
μg/g), and after being retested 2 months 
later, it had increased even more to 372 
μg/g. 

Celiac disease testing was conducted, 
results of which showed normal levels 
of immunoglobulin A (IgA) and immuno-
globulin G (IgG), tissue transglutaminase 
IgA and IgG, and Gliadin IgA and IgG. 
Results of an endomysial antibodies test 
were negative.

Test results were within normal limits 
for complete blood cell count with dif-
ferential, erythrocyte sedimentation rate, 
C-reactive protein, thyroid-stimulating 
hormone, and free T4. Results of a com-
prehensive metabolic panel were also 
within normal limits. 

An endoscopy and a colonoscopy were 
then performed, results of which showed 
normal gross mucosa throughout the 
esophagus, stomach, duodenum, ileum, 
and colon. Biopsy results were also neg-
ative for diagnostic alterations other than 
mild chronic inactive gastritis of the gas-
tric antral mucosa and nonspecific reac-
tive changes of the terminal ileal mucosa. 
A pediatric rheumatologist evaluated the 
patient and did not find evidence of an 
underlying rheumatologic disease. 

Subsequent magnetic resonance 
enterography of the abdomen and 

pelvis revealed focal enhancement and 
thickening of a 4-cm segment of terminal 
ileum extending from the ileocecal valve 
and edema on the bowel wall, thought 
to be concerning for inflammatory bowel 
disease (Figure 2). 

Discussion 
Aphthous ulcers are common and often 

are self-limited. However, it is important 
for providers to be able to differentiate 
between common aphthous ulcers and 
the more-severe forms associated with 
systemic disease.  

Recurrent aphthous stomatitis is the 
most common oral ulcerative pathology, 
although the etiology is often unknown.1 
Possible inciting factors include trauma, 
nutritional or microbial causes, stress, 
and allergies.2 It is also possible that there 
is a genetic component to recurrent aph-
thous stomatitis, as many patients have a 
family history of the disease with earlier 
development of disease and increased 
severity in these cases.3 These ulcers are 
often painful, occurring on nonkeratinized 
mucosa, well-circumscribed, shallow, 
surrounded by an erythematous border, 
and covered by a pseudomembrane.1 
This pseudomembrane often consists 
of fibrin.4 They can present as single or 
multiple ulcerations.4 The ulcerations 
can vary in size from 1 mm to more than 

1 cm.1 Recurrent aphthous stomatitis is 
classified into minor, major, or herpeti-
form types based on size, duration, and 
scarring potential.2 Typical treatment for 
these ulcers is supportive but not curative 
and includes pain management (either 
oral or with local anesthetics), antimicro-
bial mouthwash, and hydration.1,4 Systemic 
therapy can include the use of short-term 
corticosteroids for temporary treatment 
and anti-inflammatory medications such 
as dapsone or colchicine for mainte-
nance.3

In the pediatric population, the differ-
ential diagnosis for chronic or recurrent 
aphthous ulcers is broad and includes 
diseases such as recurrent aphthous 
stomatitis, both viral and bacterial causes 
such as recurrent herpes infections (often 
distinguished by the location on hard 
palate or gingiva), Behçet disease (often 
associated with genital lesions), periodic 
fever, aphthous stomatitis, pharyngitis, 
cervical adenitis syndrome, inflammatory 
bowel disease, celiac disease, juvenile 
bullous pemphigoid, childhood linear IgA 
disease, hereditary epidermolysis bullosa, 
juvenile dermatitis herpetiformis, cyclic 
neutropenia, systemic lupus erythema-
tosus, metabolic deficiencies, and HIV/
AIDS.1,4

Patients with inflammatory bowel 
disease can present with oral and perioral 
lesions.5 These can be present before 
diagnosis, occur during the illness course, 
or result from nutritional deficiencies 
related to the disease.5 The prevalence 
of such lesions is variably reported but 
tends to be more common in individuals 
with Crohn disease and in the pediatric 
population.5 One study found evidence of 
oral Crohn disease in 41.7% of pediatric 
patients.6 

A hypothesized mechanism behind this 
increase in ulcers in pediatric patients 
with Crohn disease is that the buccal ep-
ithelium is more immunologically active.5 
It is possible for the oral manifestations 
of Crohn disease to manifest prior to 
abdominal symptoms.7 An oral biopsy can 
be performed to determine whether the 
characteristic granulomatous inflamma-

Figure 2. A magnetic resonance enterography of the abdomen and pelvis revealed focal 
enhancement and thickening of a 4-cm segment of terminal ileum extending from the ileocecal 
valve and edema on the bowel wall.
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tion is present on histopathology.8 While 
certain oral lesions are specific to Crohn 
disease (granulomatous cheilitis) and 
ulcerative colitis (pyostomatitis vegetans), 
recurrent aphthous stomatitis is non-
specific.5 Given the high rates of recur-
rent aphthous stomatitis in the general 
population, this can make differentiation 
difficult. However, the aphthous ulcers 
present in patients with Crohn disease 
are often more severe and widespread.5 
 
Patient outcome

Our patient was started on colchicine 
by the pediatric rheumatologist and has 
noted some improvement with the ulcers. 
The pediatric gastroenterologist elected 
not to begin treatment for inflammatory 
bowel disease. As for now, the patient’s 
abdominal pain has resolved, he does not 
have any growth failure, and his colonos-
copy did not show evidence of inflamma-
tory bowel disease.

There are few studies that have evalu-
ated how to interpret normal colonoscopy 
results in the setting of elevated fecal cal-
protectin levels. One study group looked 
at the outcomes of 67 patients (although 
the study did not specify the ages of the 
patients) with abnormal fecal calprotectin 
levels followed by normal endoscopic 
examinations.9 They found that patients 
with an initial fecal calprotectin level of 
more than 225 μg/g and subsequent 
elevated levels were more likely to have 
organic disease at follow-up.

However, another study group who 
evaluated patients with elevated fecal 
calprotectin and colonoscopy results 
within normal limits did not find an 
increased risk for developing gastroin-
testinal disease.10 In our patient’s case, 
because of a high suspicion that he may 
go on to develop clinically significant 
Crohn disease, the pediatric gastroenter-
ologist is planning to follow-up closely for 
any changes and is considering further 
evaluation with capsule endoscopy and 
repeat fecal calprotectin.
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