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Background
Pill-induced esophageal injury was first described in 

1970. It occurs when a caustic medicinal pill dissolves in 
the esophagus and releases its noxious content, partic-
ularly if transit is delayed. Injury of this type, called pill 
esophagitis or pill induced esophageal injury is common 
but unfortunately is under-reported. More than a hun-
dred different medicines have been reported to cause 
esophageal injury [1].

This injury is a common cause of esophageal com-
plaints such as severe odynophagia, dysphagia, bleeding 
and even perforation. History and endoscopic examina-
tion are very important in diagnosis, and early endo-
scopic exam in particular may prevent these severe com-
plications [2].

The quantity of pills taken has not been correlated 
with esophagitis. The likelihood of injury is related to 
the specific pills that are taken, the more caustic pills and 
the posture in which the patient habitually takes them, as 
well as whether or not they take a significant amount of 
water with them [3].

We report a case of a patient who presented pill esopha-
gitis while under a treatment with naproxen.

Case Report
A 56-year-old female patient with dyslipidemia, type-

2 diabetes and osteoarthritis was referred to our hospital 
with complaints of epigastric and retrosternal pain of 
high intensity, associated with intense heartburn, dys-
phagia and a sore throat sensation. She reported onset of 
symptoms 2 months before, after using naproxen twice 
a day for joint pain caused by osteoarthritis for about 40 
days. She reported taking the pills usually with a small 
amount of water. A cardiologist had already evaluated 
her with no changes in electrocardiogram and stress test. 

No other abnormalities could be found in the history, 
thoracic radiography, hematology, biochemistry. Esoph-
agogastroduodenoscopy was promptly performed and 
revealed a normal esophageal mucosa up to 30 cm from 
the incisors where there was a circumferential deepithe-
lialized area with approximately 2 cm in length (Figure 
1a, Figure 1b and Figure 1c). The other endoscopic find-
ings were normal.

The histopathological study showed an ulcer fund 
compatible with chronic ulcerated esophagitis with no 
epithelial representation in the sample (Figure 1d).

Patient was treated with pantoprazole 40 mg twice 
a day during 4 weeks with significant improvement of 
symptoms. A new endoscopic examination was per-
formed after that and revealed a normal esophagus with 
a slight scar at 32 cm from the incisors (Figure 2).

Discussion
Our patient initially presented symptoms compatible 

with reflux esophagitis, such as heartburn sensation, but 
later developed high-intensity retrosternal pain and dys-
phagia, which subsequently correlated with the atypical 
endoscopic findings of circumferential ulcer with deepi-
thelialization of the mid-esophagus confirmed in the his-
tological examination.

The most frequently affected site in pill esophagitis was 
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The most common medications to cause pill esopha-
gitis are antibiotics as tetracycline, doxycycline and clin-

presumed to be in the mid-third of the esophagus. However, 
pill esophagitis can occur at any level where the esophagus 
is narrowed: The upper sphincter, the aortic arch, the left 
main bronchus, and the lower esophageal sphincter [4]. Ev-
idence suggests that the highest incidence of pill esophagitis 
occurs in the distal, acid exposed region of the esophagus 
related to concomitant acid reflux, as demonstrated by inju-
ry from Nonsteroidal Anti-Inflammatory Drugs (NSAIDs) 
and other medications. In its distal location, pill esophagitis 
is often mistaken for reflux esophagitis [5].
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Figure 1 (a-c): Circumferential deepithelialized area in the 
mid esophagus.
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Figure 1d: Histological aspect of esophageal ulcer without 
epithelial representation.
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Figure 2: Normal esophagus with a slight scar at 32 cm 
from the incisors.
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acid suppression as gastroesophageal reflux disease may 
be exacerbating or perpetuating the injury. Patients 
should be reminded that any pill, particularly the more 
caustic ones that have been frequently reported to cause 
pill-induced esophagitis, should be taken upright, with a 
full glass of water and not immediately prior to going to 
bed [3].
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damycin due to their direct irritant effect in the esopha-
gus; NSAIDs that can cause severe esophagitis, esopha-
geal strictures and bleeding [6]; bisphosphonates which 
can cause esophageal ulcers [7,8] and other medications 
such as potassium chloride, quinidine preparations, iron 
compounds, emepronium, alprenolol, and pinaverium [9]. 
Among all the medications used by our patient naprox-
en was the most likely drug to cause pill esophagitis. 
Pill-induced esophagitis occurs mainly in patients with 
risk factors for delayed esophageal clearance, causing 
prolonged contact of the medication with the esophageal 
mucosa [9,10] which can cause a local acid burn (dox-
ycycline, tetracycline, ascorbic acid, ferrous sulfate, and 
emepronium) [11], local hyperosmolality when hyperos-
motic solutions as potassium chloride generate tissue de-
struction and vascular injury [12] or, as in the case of our 
patient disruption of the cytoprotective barrier induced 
by NSAIDs.

The typical endoscopic appearance of pill-induced 
esophageal injury is a discrete ulcer with relatively nor-
mal surrounding mucosa [6]. Ulcers may range in size 
from 1 or 2 mm to several centimeters. In patients with 
alendronate-induced esophagitis, ulcerative lesions may 
involve 10 cm or more of the esophagus [7], although 
our patient did not report use of bisphosphonate drugs, 
she presented with a large circumferential ulcer in mid 
esophagus. Ulcers may be single or multiple and may 
be surrounded by mild local inflammatory changes. 
The typical ulcer involves only the submucosa, howev-
er deeper degrees of penetration can occur, and local-
ized perforation has been reported [13]. Many cases of 
esophagitis caused by ibuprofen, indomethacin, aspirin, 
benorylate naproxen, and phenylbutazone have been re-
ported in the last 10 years. Many of them have developed 
stricture and a few of them perforation or nonfatal hem-
orrhage. Before dysphagia occurred, most of the patients 
who were taking anti-inflammatory drugs - as happened 
with our patient - had symptoms of gastroesophageal 
reflux. This advocates that these drugs may aggravate 
reflux esophagitis and so increase the risk of stricture 
formation. NSAIDs should be prescribed with caution in 
the presence of symptomatic gastroesophageal reflux [9].

The main treatment of pill-induced esophagitis in-
cludes cessation of the offending drug and supportive 
therapy [2]. Although the use of antacids, histamine re-
ceptor antagonists, proton pump inhibitors, sucralfate, 
and even local anesthetic agents have been reported, it 
is unclear if they are effective in treating medication-in-
duced esophagitis. However, it is recommended to use 
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