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Genç Bir Kadında Maligniteyi Taklit Eden İlaç Kaynaklı Lezyon: Tetrasiklin 
Kullanımına Bağlı Doğrusal Genişlemiş Özofagus Ülseri

Oral tetracycline-induced esophageal injury usually presents with physiological symptoms of esophageal narrowing. The most 
common location is at the level of the aortic arch, accounting for approximately 76% of all cases. 
A 27-year-old woman was admitted to the gastroenterology department of our institute, complaining dysphagia, feeling of food 
impaction and severe retrosternal chest pain after two weeks treatment of tetracycline for acne vulgaris. She did not have any 
comorbidity and reported intermittent vomiting sometimes with coffee ground appearance. After excluding possible cardiac 
conditions as the cause of cardiac chest pain, upper gastrointestinal endoscopy was performed and it revealed hyperemic antral 
gastropathy. At 30 cm from the incisors, a linear and vertically extended esophageal ulcer resembling a malignant lesion was 
observed.
Esophageal ulcers, which can show various symptoms and can be confused with cancers, may occur due to the use of oral tetracycline, 
although rarely. Therefore, patients’ use of tetracycline should be questioned in clinical examination. To prevent such complications, 
patients should be advised to take tetracycline pills in an upright position with enough water.
Keywords: Tetracycline, esophagitis, malignancy

İlaca bağlı özofagus hasarı genellikle fizyolojik daralmalar düzeyinde ortaya çıkar. En yaygın yerleşim yeri, tüm olguların yaklaşık 
%76’sını oluşturan aortik ark seviyesindedir. Yirmi yedi yaşında kadın hasta, akne vulgaris için tetrasiklin tedavisi sonrasında disfaji, 
yemek sıkışması hissi ve şiddetli retrosternal göğüs ağrısı şikayetleri ile enstitümüzün gastroenteroloji bölümüne başvurdu. 
Komorbiditesi yoktu ve bazen kahve telvesi görünümü ile birlikte aralıklı kusma bildirdi. Kardiyak göğüs ağrısının nedeni olası 
kardiyak durumlar dışlandıktan sonra, hiperemik antral gastropatiyi ortaya çıkaran üst gastrontestinal endoskopi yapıldı. Kesici 
dişlerden 30 cm uzaklıkta, malign bir lezyonu andıran lineer ve dikey olarak genişletilmiş bir yemek borusu ülseri gözlendi.
Tetrasiklin özofajitte özofagus ülserleri farklı şekillerde ortaya çıkabilir ve bazı nadir durumlarda ülserler yaygın ve şiddetli olabilir. 
Bazen iyi huylu özelliklerine rağmen karsinom gibi görünebilirler. Maligniteyi dışlamak için ülserlerden ve komşu mukozadan biyopsi 
alınmalıdır. Bu komplikasyonları önlemek için hastalara yeterli miktarda su ile dik pozisyonda tetrasiklin almaları önerilmelidir.
Anahtar Kelimeler: Tetrasiklin, özofajit, malignite
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Introduction

Many tetracycline derivatives have been found to date 
from chlortetracycline discovered by Benjamin M. Duggar 
in 1948. There are preparations suitable for oral use. 
Tetracycline group antibiotics (doxycycline, tetracycline, and 
minocycline) are among the drugs that have important anti-
inflammatory properties as well as antibacterial activities. 
For this reason, it has been preferred by dermatologists in 
acute exacerbation of acne vulgaris, a chronic inflammatory 
disease of the pilosebaceous unit. It has also been found 
that its anti-inflammatory properties provide improvement 
in non-bacterial acne rosacea (1). However, despite all these 
features, esophageal ulcers have been reported, albeit rarely, 
due to tetracyclines, especially in young women. Often 
there are widespread ulcerations in one, sometimes several, 
esophageal segments that mimic esophageal cancer (2,3,4). 
Drug-induced esophageal injury generally occurs at the level 
of physiologic narrowing. The most common location is at 
the level of the aortic arch, known as the retro-esophageal 
aortic segment. Injury here accounts for approximately 76% 
of all cases. Predominantly, it is encountered in women, 
due to using culprit medications such as tetracyclines 
and bisphosphonates. The incidence of pill esophagitis is 
3.9/1000000 per year. The mean age of the patients is 41.5 
years (2). It generally has a benign prognosis.

Case Report

A 27-year-old woman was admitted to gastroenterology 
department of our institute, complaining dysphagia, feeling 
of food impaction and severe retrosternal chest pain after 
two weeks treatment of tetracycline for acne vulgaris. She 
did not have any comorbidity and reported intermittent 
vomiting sometimes with coffee ground appearance. No other 

abnormal condition was found in radiology, hematology, and 
biochemical tests. CK-MB and troponin I tests performed due 
to the patient’s retrosternal pain were within normal limits. 
After excluding possible cardiac conditions as the cause 
of severe retrosternal chest pain, upper gastrointestinal 
endoscopy was performed and it revealed hyperemic antral 
gastropathy. At about 29 cm from the incisors, a linear and 
vertically extended esophageal ulcer resembling a malignant 
lesion was observed. It was 1 cm in width and 5 cm in length 
(Figure 1). Normal esophageal mucosa was observed from 
the incisors to the ulcer area.

The ulcer was covered with a clean white exudate and 
included focal hemorrhagic spots explaining the intermittent 
bloody vomiting. Adjacent mucosa near the ulcer margin 
was completely normal and the appearance of the rest 
of the esophagus was unremarkable. Histopathological 
examination of the endoscopic biopsy from the edges and 
center of the esophageal ulcer specimen revealed a dense 
acute inflammatory infiltrate with no evidence of neoplasia or 
infectious cause. Eosinophilic infiltration was also noteworthy 
in histopathologic report (Figure 2). 

Figure 1. Tetracycline induced esophagitis in distal esophagus

Figure 2. Acute inflammation with eosinophilic infiltration
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The patient’s symptoms improved within 10 days with a 
liquid diet, sucralfate suspension, and proton pump inhibitor 
treatment. In addition, written consent was obtained from the 
patient.

Discussion

Tetracyclines have been used to treat gram-positive and 
gram-negative bacteria in general, as well as intracellular 
chlamydia, mycoplasmas, rickettsia, protozoan parasites, and 
various non-bacterial infections. It is an important option 
against bacteria that can be used in biological weapons. 
Because of all these properties, it is one of the most prescribed 
antibiotics in the world. Doxycycline is one of the most active 
tetracyclines and is the most preferred one in clinical use 
(3,5). The clinical area where tetracyclines are most used 
is acne vulgaris, which is the most common skin disease in 
adolescence and can have negative emotional consequences. 
Acne can be acute or chronic. Sometimes dramatically severe 
inflammation leads to permanent scarring, especially in the 
face or back area (6). For this reason, it is recommended to 
start acne treatment with tetracycline derivatives without 
delay. However, although extremely rare, esophageal lesions 
induced using tetracyclines have been reported. These 
lesions are mostly in the form of mild esophagitis and can 
sometimes be seen as benign ulcers. The reason for this 
complication has been shown to be taking medications just 
before bedtime with very little water (3,7). Another clinical 
pathology in which tetracyclines are frequently used is 
helicobacter pylori infection. Especially with the spread 
of clarithromycin resistance all over the world, quadruple 
therapy regimens containing tetracycline and bismuth citrate 
have been used extensively as an alternative to the triple 
standard treatment of H. pylori infection (amoxicillin and 
clarithromycin and proton pump inhibitor), which has been 
used for many years (8,9).

Tetracyclines can cause nausea-vomiting, diarrhea, 
dysphagia, glossitis, enterocolitis, esophagitis, maculopapular 
rash, urticaria, angioneurotic edema, anaphylaxis, erythema 
and photosensitivity, and blood urea elevation. Oral 
tetracycline-induced esophageal ulcer and esophageal injury 
are rare complications. Esophageal ulcer is not only seen 
in people taking tetracycline. A similar picture has been 
reported in drugs with quite different characteristics. When 
esophageal injuries were first described in 1970, caustic 
medicinal pills were blamed for the incident. Especially 
when the passage is delayed, it has been determined that 
pill esophagitis develops because this pill dissolves in the 
esophagus and releases its harmful content. When looking 
at the classes of drugs that cause esophagus damage in 
general, nonsteroidal anti-inflammatory drugs, tetracyclines, 
potassium chloride tablets, alendronate and other drugs are 

listed, respectively. Therefore, quite different drugs have been 
reported to cause esophageal injury. This type of injury, called 
pill esophagitis or injury to the esophagus caused by the pill, 
is common (3,10,11). However, it has not been sufficiently 
reported. Esophagitis and ulcer frequency due to tetracycline 
increases by age (12). Comorbidities, esophageal motility 
disturbances (13) and altered esophageal anatomy also 
predispose to drug induced esophagitis. However, this patient 
was younger than usual, and she did not have any chronic 
diseases. The typical endoscopic appearance of pill-induced 
esophageal injury is generally a circumferential ulcer (2) but 
in this case, endoscopy revealed a linear extending ulcer. 
Although pill esophagitis and ulcers take place in externally 
compressed and in narrow parts of the esophageal lumen, 
sometimes they locate in wider parts like the distal third of 
esophagus as in this case. Another aspect of the ulcer in our 
case was its resemblance to a malignant lesion as reported 
previously (3,14).

The incidence of drug-induced esophagitis is affected by 
the oral forms of the drug. Esophagitis is more common in 
capsule forms compared to tablets in the form of drugs due 
to easier adhesion to the esophagus surface. Doxycycline, an 
acidic drug, accumulates in the epithelium of the esophagus 
and can cause contact esophagitis due to focal contact. 
In the advanced stage, it may penetrate deeper with local 
cytochemical effects and cause ulceration in the esophagus 
mucosa (2,13).

According to the opinion of Tahan et al. (3) all patients who 
present with chest pain, odynophagia and dysphagia should 
be questioned in terms of drug-induced esophagitis. In this 
way, drug-related morbidity can be reduced with precautions 
that can be taken beforehand. It was recommended that 
suspected patients be given information on how and when to 
take the drugs. In addition, it was recommended to swallow 
the drug with approximately 100 ml of water and then sit in 
an upright position for a while.

Esophageal ulcers, which can show various symptoms and 
can be confused with cancers, may occur due to the use of 
oral tetracycline, although rarely. Therefore, patients’ use of 
tetracycline should be questioned in clinical examination. To 
prevent such complications, patients should be advised to take 
tetracycline pills in an upright position with enough water.
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