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ABSTRACT 
Drug-induced esophageal ulcers constitute an acquired chemical injury to the esophageal 
mucosa, most frequently associated with tetracyclines, particularly doxycycline. We report a 
case of "kissing ulcers" diagnosed through esophagogastroduodenoscopy in a young woman 
undergoing doxycycline treatment for rosacea. The pathogenesis is linked to drug-specific 
factors, such as caustic effects, hyperosmolar properties, and prolonged mucosal contact with 
the medication, in addition to patient-specific risks, including esophageal motility disorders, 
reduced saliva production, and mid-esophageal anatomical compression. Clinically, patients 
commonly present with abrupt-onset chest pain, dysphagia, and odynophagia, while 
endoscopic findings often reveal mucosal erythema, erosions, and specular distribution 
esophageal ulcers (referred to as “kissing ulcers”). Management involves discontinuation of 
the causative drug, initiation of proton pump inhibitors or sucralfate, and implementation 
of preventive measures, such as ensuring adequate hydration during medication intake. This 
condition is generally self-limiting, with symptoms resolving within two weeks, underscoring 
the importance of prompt diagnosis and treatment to avoid potential complications.
Keywords: Doxycycline, Dysphagia, Esophagitis, Esophagogastroduodenoscopy (source: MeSH 
NLM).

RESUMEN 
Las úlceras esofágicas inducidas por fármacos son lesiones químicas adquiridas en la mucosa 
esofágica, frecuentemente asociadas a tetraciclinas como la doxiciclina. Se presenta el 
caso de "kissing ulcers" identificadas a través de una esofagogastroduodenoscopia en una 
mujer joven en tratamiento con doxiciclina para rosácea. La patogenia de esta condición 
involucra factores específicos del fármaco, como las propiedades cáusticas e hiperosmolares 
y contacto prolongado del medicamento con la mucosa, así como riesgos específicos del 
paciente, incluyendo trastornos de la motilidad esofágica, reducción de la producción de 
saliva y compresión anatómica del medicamento en el esófago medio. Las manifestaciones 
clínicas incluyen típicamente dolor torácico de inicio súbito, disfagia y odinofagia luego 
del inicio del fármaco causal, con características endoscópicas como eritema de la mucosa, 
erosiones y úlceras esofágicas de distribución especular (denominadas kissing ulcers). El 
tratamiento consiste en suspender el fármaco causal, iniciar inhibidores de la bomba de 
protones o sucralfato, y adoptar estrategias preventivas, como una adecuada hidratación 
durante la ingesta del medicamento. Generalmente, esta condición es autolimitada, 
resolviéndose los síntomas usualmente dentro de dos semanas, lo que resalta la importancia 
del reconocimiento y manejo oportuno para prevenir complicaciones.
Palabras clave: Disfagia, Doxiciclina, Endoscopía digestiva alta, Esofagitis (fuente: DeCS 
BIREME).
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INTRODUCTION

Drug-induced esophageal ulcers are an acquired chemical 
injury to the esophageal mucosa caused by the direct 
caustic effects of oral medications (1). Although various 
drugs have been implicated in this condition, antimicrobial 
agents account for more than 50% of cases, with 
tetracyclines, particularly doxycycline, being accountable 
for the majority of the reported cases (2). Mucosal damage 
occurs due to the direct contact of the drug tablet with 
the esophageal mucosa, resulting in erosions and ulcers, 
which may present in a specular distribution (3). We report a 
case of a patient who developed “kissing ulcers,” identified 
during an esophagogastroduodenoscopy following 
doxycycline ingestion.

CASE REPORT

A 34-year-old woman with a 6-week history of daily 100 
mg doxycycline intake indicated for rosacea presented with 
an episode of a reported sensation of food impaction that 
improved with fluid intake. Subsequently, she developed a 
two-week history of dysphagia, epigastralgia, pyrosis, and 
an unquantified feverish sensation, prompting her to seek 
medical attention.

Esophagogastroduodenoscopy was performed, 
revealing multiple ulcers in the midportion of the 
esophagus (Figure 1A) with a specular distribution. 
Narrow-band imaging (NBI) evaluation of the esophageal 
mucosa showed complete distortion of the esophageal 
mucosal surface (Figure 1B), findings consistent with 
drug-induced esophageal ulcers. Biopsies were obtained 
for further evaluation. Histopathological analysis with 
hematoxylin and eosin staining revealed keratinocyte 
hyperplasia in the basal layer of the squamous epithelium, 
spongiosis, and a slight increase in intraepithelial 
lymphocytes, without evidence of eosinophilic infiltration 
in the mucosa. No additional studies were deemed 
necessary. The treatment plan included discontinuation 
of doxycycline, initiation of double-dose proton pump 
inhibitors (PPIs), and administration of oral sucralfate twice 
a day. The patient showed favorable clinical evolution, with 
complete symptomatic remission at six weeks. No follow-
up esophagogastroduodenoscopy was requested after the 
completion of treatment.

DISCUSSION

Esophageal ulcers that present in a specular distribution 
are strongly indicative of chemical injury to the 
esophageal mucosa. In this report, we describe a case of 
“kissing ulcers” following doxycycline ingestion, a drug 
that accounts for the majority of such cases (2,4). Patients 
receiving treatment with tetracyclines, particularly younger 
individuals, for conditions such as rosacea, acne, or urinary 
tract infections are especially vulnerable to this acquired 
condition (5,6). However, esophageal ulcers of a similar 
nature have also been associated with other medications, 

including nonsteroidal anti-inflammatory drugs (NSAIDs), 
antihypertensive agents, bisphosphonates, warfarin, 
among others (2), which are often prescribed for elder 
populations, potentially increasing the risk of esophageal 
injury in this demographic group.

The pathogenesis of drug-induced esophageal 
ulcers involves drug-specific properties and patient-
related factors, including anatomical and physiological 
characteristics. Among drug-specific factors, the direct 
caustic effect of medications with hyperosmolar properties 
is considered a leading mechanism (7). Medications with a 
low pH, such as certain antibiotics, may similarly contribute 
to mucosal damage (1,7). Additionally, pharmaceutical 
formulations such as capsules have been shown to adhere 
to the esophageal wall, prolonging mucosal exposure to the 
drug and thereby increasing the risk of injury. Conversely, 
oral suspensions and syrups tend to minimize this risk due 
to their rapid transit through the esophagus. Moreover, 
certain behaviors, such as lying down immediately after 
drug ingestion or consuming insufficient water during 
ingestion, have been identified as modifiable risk factors (8,9).

Patient-specific factors also play a critical role in 
the development of esophageal ulcers. Conditions 
such as esophageal motility disorders or decreased 
saliva production, commonly observed in patients with 
connective tissue diseases or older populations  (10), 
can lead to prolonged transit times and increased 
direct exposure of the esophageal mucosa to the drug. 
Anatomical considerations, such as the proximity of 
the mid-esophagus  (1,4) to the aortic arch, may result in 
extrinsic compression, further impairing pill clearance and 
predisposing this region to injury.

The clinical presentation of drug-induced esophageal 
ulcers typically includes the sudden onset of symptoms 
such as chest pain, dysphagia, and odynophagia, usually 
occurring with a latency of 10-14 days after drug initiation  (4,9). 
While many patients experience self-limiting symptoms, 
this often leads to under recognition and under estimation 
of this condition (1). Prompt diagnosis and management 
are crucial to prevent severe complications, including 
esophageal perforation (11) or bleeding (12). A thorough 
medical history focusing on recent medication use should 
raise clinical suspicion when evaluation of recent onset of 
dysphasia or chest pain. Esophagogastroduodenoscopy 
remains the gold standard for diagnosis, often revealing 
characteristic findings such as mucosal erythema, erosions, 
bleeding ulcers, or impacted pill fragments. Particularly, a 
“kissing ulcer” presentation is reported in 7.6% to 43.6% 
of cases (3,13). Chronic complications, such as esophageal 
strictures, may arise from ongoing mucosal damage, 
particularly in patients using NSAIDs over prolonged 
periods (14). This report adds to the existing literature by 
including high-definition endoscopic images with NBI, an 
optical technique not frequently reported in prior cases.

Histopathological findings in drug-induced esophageal 
ulcers can vary significantly. While intraepithelial eosinophilic 
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infiltration is frequently observed, supporting eosinophilic 
esophagitis as a key differential diagnosis  (15), this feature 
was absent in the present case. Instead, nonspecific acute 
inflammatory changes were identified, further emphasizing 
the heterogeneity of tissue responses in this condition (9).

Treatment involves discontinuation of the causing 
agent and initiation of PPIs or oral sucralfate to mitigate to 
facilitate mucosal healing and minimize gastric acid reflux  (3). 
In cases where discontinuation of the causative agent is 
not feasible, switching to an alternative pharmaceutical 
formulation should be considered. Preventive measures, 
such as ingesting at least 100 mL of water with medications 
and avoiding lying down for 15-30 minutes post-ingestion, 
have been recommended by some authors to reduce the 
risk of esophageal injury (4). Drug-induced esophageal 
ulcers are typically self-limiting, with symptom resolution 
expected within two weeks. Routine follow-up endoscopy 
is generally unnecessary unless symptoms persist, in which 
case further evaluation is warranted.

Drug-induced esophageal ulcers are a rare but 
significant complication of medication use, particularly 
associated with tetracyclines like doxycycline. While 
typically self-limiting, prompt recognition and appropriate 
management are crucial to prevent complications such as 
strictures or perforation. A thorough history of medication 
use, supported by diagnostic endoscopy, facilitates timely 
diagnosis. Preventive measures, including adequate 
hydration and avoiding recumbency post-ingestion, are 
essential in reducing the incidence of this condition.
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Figure 1. Esophagogastroduodenoscopy with the finding of specular distribución ulcers with complete disruption of squamous surface in the mid portion of the 
esophagus evaluated with white light endoscopy (WLE) (A) and Narrow Band Imaging (NBI) (B).
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