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INTRODUCTION
Oesophageal ulcers are uncommon in clinical practice and are 

associated with significant comorbidity. The most common cause of 

oesophageal ulcers is gastro-oesophageal reflux disorder, followed 

by medications and infections, especially in immunocompromised 

individuals.(1-3) Multiple aetiologies are generally uncommon. 

We report a case of mid-oesophageal ulcerations secondary to 

doxycycline and herpes simplex virus in an immunocompetent 

patient. 

CASE REPORT
A 45-year-old Malay woman was referred to our hospital 

with a two-day history of mid-chest discomfort associated 

with odynophagia. Her past medical history was relevant for 

chronic granulomatous mastitis with recurrent spontaneous 

discharge, which was treated with incision drainage. Prior to 

the latest presentation, purulent discharge had recurred, for 

which she was treated with a ten-day course of doxycycline  

(100 mg daily). She began to experience chest discomfort four 

days following completion of the antibiotic treatment. The initial 

suspicion was that of doxycycline-induced oesophagitis or 

ulcerations.

 Endoscopy revealed near circumferential mid-oesophageal 

ulcerations, circumferential scar (Fig. 1) and a cervical inlet 

patch. The rest of the examination was normal. Biopsies were 

taken from the ulcers’ edge and base. The patient was started 

on acid suppression medications (omeprazole 20 mg bid), 

domperidone (10 mg tid) and Gaviscon 10 ml as required. Her 

symptoms improved over the next few days. Surprisingly, the 

biopsies showed herpes simplex inclusion bodies in addition to 

ischaemic changes, which were consistent with drug injury (Fig. 2).  

There were no features of ectopic gastric mucosa. On further 

questioning, the patient mentioned that she had just recovered from 

cold sores a few days before the endoscopy. Blood investigations, 

which included a complete blood count, were normal. She denied 

taking any other medications, such as steroids, which could have 

led to her immunocompromised state. The patient remained well 

without any further recurrence of symptoms.

DISCUSSION
Four decades after the first report, approximately 1,000 cases of 

drug-induced oesophageal injury caused by almost 100 different 

drugs have been reported. Antibiotics accounted for almost half 

of these cases, and doxycycline alone accounted for 27% of  

them.(3) Medication-associated oesophageal injuries commonly 

occur at the aortic arch level or above the lower oesophageal 

sphincter.(4) These two areas are the sites of physiological  
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Fig. 1 Endoscopic image shows mid-oesophageal ulcerations (arrows).
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narrowing, where medications can get stuck. In contrast, reflux 

disorder-related ulcerations are typically found in the distal 

oesophagus, proximal to the gastro-oesophageal junction. In 

severe cases, this can extend proximally, but often with the 

distal being involved. The formulations of medications have also 

been reported to be important, with bigger size and capsule 

formulation associated with higher risk.(5) Other medications 

that have been reported to cause oesophageal ulcerations 

include non-steroidal anti-inflammatory drugs, bisphosphonates, 

potassium chloride, ferrous sulfate, nifedipine and antibiotics 

such as tetracyclines, erythromycin, amoxicillin-clavulanate and  

alendronate.(6)

 Herpes simplex is an important cause of oesophagitis 

or ulcerations and is typically associated with an immuno- 

compromised state. Herpes simplex oesophagitis has a predilection 

for the distal or mid-oesophagus. It histologically appears as 

multinucleated giant cells with oeosinophilic intra-nuclear 

inclusions (Cowdry type A intra-nuclear inclusions) and nuclear 

chromatin with a ground glass appearance.(7) Other infective 

causes include cytomegalovirus, human immunodeficiency virus 

and tuberculosis. All these infections also occur in patients who 

are immunocompromised. Occurrence of oesophageal ulcers 

secondary to infections is very uncommon in otherwise healthy 

and immunocompetent patients. Oesophageal tissue injuries 

from any aetiology have been reported to predispose immuno-

compromised patients to secondary herpes simplex oesophagitis.(8) 

Our patient was already on doxycycline and had almost completed 

the treatment when she developed herpes labialis. It is highly 

possible that the oesophageal ulcerations were already present 

when she developed herpes labialis.

 Interestingly, ulceration and bleeding from a heterotopic gastric 

mucosal patch of the oesophagus has previously been reported.(9) 

Although commonly found in the proximal oesophagus, ectopic 

gastric mucosal patch found in the mid-oesophagus has also 

been reported.(10) Oesophageal ulcerations typically present with 

chest discomfort, odynophagia and dysphagia. Clinical history in 

the presence of an associated aetiology may be sufficient for a 

clinical diagnosis. However, endoscopy with biopsies remains an  

important procedure, especially in cases where there are multiple 

aetiologies, as in our patient. The main treatment for medication-

related oesophageal ulceration is symptomatic treatment and 

withdrawal of the culprit medications. The use of acid suppression 

can relieve symptoms and hasten recovery. In immuno-

compromised patients, treatment is often required for herpes 

simplex oesophagitis or ulcerations, whereas specific anti-viral 

therapy may not be required in immunocompetent individuals.

 In conclusion, our report highlights a rare case of oesophageal 

ulcerations with multiple aetiologies. Such occurrence may be 

underestimated or underdiagnosed.
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Fig. 2 (a) Photomicrograph shows herpes simplex inclusion body or Cowdry’s body (arrow) (Haematoxylin & eosin, × 20), which is better 

highlighted using (b) immunostaining (arrow, × 40).
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