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Esophageal Eosinophilia - When to Blame the Medications

Lynn Connolly, MD, MSCR and Mary Farid, DO

Case Summary

A 30-year old male with no significant past medical history
presented to Gastroenterology clinic with 2 weeks of odyno-
phagia. He denied prior gastroesophageal reflux disease,
dysphagia or odynophagia. The odynophagia was acute in
onset and had persisted for 14 days without any change in
symptoms. He described severe substernal chest pain immedi-
ately upon swallowing liquids or solids that resolved within 5
minutes of no oral intake. He denied dysphagia or regurgi-
tation. The pain was sharp and burning and did not feel like a
spasm.

He had a 3-year history of non-traumatic tailbone pain due to a
benign coccyx tumor. For chronic lower back pain, he took
NSAIDs intermittently, often at night prior to going to sleep and
usually with only a few sips of water. He estimated he took
ibuprofen 2-3 times a week (600mg) before bed. Last ibuprofen
was 5 days prior. He denied any antibiotic use or travel in the
last 12 months. His medications included citalopram and
Omega-3 fatty acids. Without recent changes. No other past
medical history. He denied any personal or family history of
heartburn, asthma, eczema, or food allergies. Recent labs
including a CBC and CMP were within normal limits. A friend
gave him omeprazole 20mg which he had been taking for the
last 4 days without a significant improvement in his odyno-
phagia. The assessment was his symptoms were consistent with
pill-induced esophagitis related to ibuprofen use; however,
alternative etiologies were to be ruled out.

The following day upper endoscopy showed a 3mm clean based
ulcer in the mid esophagus endoscopically consistent with a
pill-induced ulcer. The GEJ was at 40cm with a regular Z-line.
There was no erosive esophagitis. Longitudinal furrows and
concentric rings noted (Figures 1 and 2). His stomach and
duodenum were normal. Concentric esophageal rings were
noted. Four quadrant biopsies were taken at 35cm and 30cm.
A 2mm bump at 22cm was also biopsied. Pathology from all
the biopsies showed increased intraepithelial eosinophils with a
peak count greater than 50 per high-power field. The patholo-
gist commented on some eosinophilic micro abscess formation
and possible subepithelial fibrosis supporting the diagnosis of
eosinophilic esophagitis.

He was started on daily omeprazole and swallowed budesonide
and followed closely by Gastroenterology. The odynophagia
resolved within 1 week.

Discussion

Eosinophilic esophagitis (EOE) is an increasingly recognized
chronic inflammatory esophageal disorder. The incidence of
EoE appears to be increasing, only in part because of increased
recognition. There is a male predominance with many patients
getting diagnosed in their 20s and 30s. In a retrospective review
of 31 Australian patients diagnosed with EoE, the mean age at
diagnosis was 34 years with symptoms present on average 4.5
years prior to the diagnosis.® The most common clinical
presentation of eosinophilic esophagitis is dysphagia (93 %),
food impaction (62 %), and heartburn (24 %).2 Odynophagia is
less common and usually associated with dysphagia.
Endoscopic features are evident in 90% of adult patients? and
include multiple concentric mucosal rings, longitudinal red
furrows, mucosal white exudates and, less common, severe
stenosis preventing advancement with a standard upper endo-
scope. Eosinophilic esophagitis should be diagnosed when
there are symptoms of esophageal dysfunction and at least 15
eosinophils per high-power field on esophageal biopsy.®
Assessment of non-EoE disorders that cause or potentially
contribute to esophageal eosinophilia is part of the updated EoE
diagnostic criteria. The 2018 AGREE consensus guidelines
removed proton pump inhibitors (PPI) nonresponse as a diag-
nostic criterion. PPIs are now classified as a potential treatment
option for esophageal eosinophilia.*

EoE treatment includes proton pump inhibitors, avoidance diets
and oral topical glucocorticoids. The six-food elimination diet
(SFGED) (milk, soy, eggs, wheat, peanuts/tree nuts, and
seafood) achieves remission in more than 70% of adult patients
with EoE but can be challenging to maintain. A prospective
multicenter study evaluated a four-food elimination diet
(FFGED) (dairy products, egg, wheat and soy) and found it
induced remission in 54% of adult patients with EoE.> A 2018
randomized control trial found budesonide oral suspension 2mg
BID significantly improved mean dysphagia symptom score
and histologic response in adolescents and adults with EoE.®

Odynophagia as a sole symptom is a rare presentation of
eosinophilic esophagitis. In contrast, pill-induced esophagitis
is characterized by odynophagia, dysphagia and chest pain.
Unlike eosinophilic esophagitis, there is a female predominance
with pill-induced esophagitis. Medications that can cause
mucosal injury to the esophagus include nonsteroidal anti-
inflammatory drugs, certain antibiotics (including doxycycline
often used in acne treatment), bisphosphonates, and potassium



chloride. Often a clinical diagnosis of medication-induced
esophagitis can be made in a patient with acute esophageal
symptoms after taking a medication history. The esophageal
ulcer is located in the middle third of the esophagus in over 75%
of patients’ and varies in size from a few millimeters to a few
centimeters.  The majority of patients report symptom
improvement within a few days after discontinuing the culprit
medication. Treatment includes a course of proton pump
inhibitors and/or sucralfate. If the offending medication is
continued, patients are advised to take them with a full glass of
water and remain upright for 30 minutes after ingestion.

Esophageal eosinophilic infiltration can be found in both
eosinophilic esophagitis and medication-induced esophagitis*
making the differential diagnosis between EoE and pill induced
esophagitis sometimes unclear. (Table 1.) The differentiation
between the two needs to be a clinicopathological diagnosis.
Esophageal dysmotility from eosinophil infiltration in EOE may
increase the risk for developing pill-induced esophagitis by
delaying passage of medications. This case report illustrates a
unique scenario where a patient presented with both
eosinophilic  esophagitis and pill-induced esophagitis.
Diagnosis was made based on the history and endoscopic
findings and highlights the importance of evaluating for
underlying esophageal disorders in patients with pill-induced
esophagitis.

TABLE 1

Conditions Associated with Esophageal Eosinophilia *

« Eosinophilic esophagitis

«. Eosinophilic gastritis, gastroenteritis, or colitis with
esophageal involvement

. GERD
Achalasia and other disorders of esophageal dysmatility

. Hypereosinophilic syndrome

. Crohn’s disease with esophageal involvement

. Infections (fungal, viral)

. Connective tissue disorders

. Hypermobility syndromes

. Autoimmune disorders and vasculitides

. Dermatologic conditions with esophageal involvement
(i.e., pemphigus)

. Drug hypersensitivity reactions

. Pill esophagitis

. Graft vs host disease

. Mendelian disorders (Marfan syndrome type Il, hyper-
IgE syndrome, PTEN hamartoma tumor syndrome,
Netherton syndrome, severe atopy metabolic wasting
syndrome)

* Adapted from the proceedings of the AGREE conference

Figures 1 and 2. Upper endoscopy. Longitudinal furrows and
concentric rings noted in distal and mid esophagus respectively.
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