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Abstract 

Background: Herpes simplex virus (HSV) esophagitis is rarely seen in immunocompetent patients. Symptoms include odynophagia, 
dysphagia, fever, and/or extra-esophageal herpetic lesions. A male predominance is noted with individuals being inflicted with the illness in the 
third to fourth decade.  Although HSV esophagitis has typical punch-out lesions on endoscopy, it is very similar in appearance to cytomegalovirus 
(CMV) and should be confirmed by tissue biopsy. Upper gastrointestinal bleeding is a rare complication of HSV esophagitis. Treatment of HSV 
esophagitis in immunocompetent patients is controversial. 

Case presentation: A 63-year-old African American woman with past medical history of chronic obstructive pulmonary disease (COPD) 
presented with acute shortness of breath and productive cough despite adherence to home medications. She was admitted for the management 
of a COPD exacerbation. Prompt respiratory demise required intubation and transfer to the intensive care unit. She subsequently developed 
coffee ground emesis with associated drop in hemoglobin. An esophagogastroduodenoscopy (EGD) was performed which noted punched-out 
esophageal ulcers and a non-bleeding superficial antral ulcer. Cold-forceps biopsies were taken from esophageal ulcers, which showed typical 
HSV histologic changes (multinuclear cells with ground glass appearance nuclei). Diagnosis was confirmed by positive immunohistochemical 
staining for HSV and negative staining for CMV. She was treated with oral valacyclovir for 10 days. Post-extubation dysphagia, detected by speech-
language pathologist, prompted a percutaneous endoscopic gastrostomy (PEG) placement. Repeat EGD for PEG placement (1 day after completion 
of valacyclovir therapy) demonstrated resolution of previously noted esophagitis. 

Conclusion: HSV esophagitis, although rare, can occur in immunocompetent patients. A high index of suspicion is required as patients 
may present with upper gastrointestinal bleeding but without any systemic symptoms as in our case. HSV esophagitis should be considered in 
immunocompetent patients with COPD or asthma exacerbation who are receiving systemic steroid therapy and develop upper gastrointestinal 
bleeding. Valacyclovir may be used successfully in treatment of HSV esophagitis in immunocompetent patients. 
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Background

Herpes simplex virus (HSV) esophagitis is one of the most 
common subtypes of infectious esophagitis with reported 
incidence of 0.5-2% in autopsy studies [1]. HSV esophagitis is 
commonly diagnosed in immunocompromised men under 40 
years of age. Those with human immunodeficiency virus (HIV)  

 
infection, underlying malignancy, burns, organ transplantation, 
immunosuppressive therapy, or systemic corticosteroids are 
particularly susceptible [2,3]. HSV esophagitis, however, has been 
rarely reported in immunocompetent patients [2,4]. Literature 
search by Canalejo et al. [2] revealed only 53 cases of HSV 
esophagitis in immunocompetent patients from 1950 to 2009.
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The most common clinical manifestations of HSV esophagitis 
are odynophagia, fever, dysphagia, extra esophageal herpetic 
lesion(s), and retrosternal chest pain [2,5]. Diagnosis is 
established by histopathological examination with immuno-
histochemical staining, viral culture, or polymerase chain reaction 
(PCR) [2,5]. Herein, we present a case of HSV esophagitis, with 
typical endoscopic and histological findings, which was found 
incidentally in an asymptomatic immunocompetent patient.  

Case Presentation

A 63-year-old African American woman presented to the 
emergency room with shortness of breath, not relieved by her 
home inhalers, and five days history of a productive cough with 
yellow sputum. Past medical history included chronic obstructive 
pulmonary disease (COPD), hypertension, and non-insulin 
dependent type 2 diabetes mellitus. On initial physical examination 
the patient was fully conscious and in mild to moderate distress. 
Blood pressure 221/134 mmHg, heart rate 133 beats/minute, 
respiratory rate 36 breaths/minute, and Temperature 36.4°C. 
Lung auscultation revealed bilateral wheezing. Bilateral lower 
extremity pitting edema was present. The remainder of the 
physical exam was normal.

Patient was admitted to the hospital for COPD exacerbation. 
Initial blood work was within normal limits. except for an elevated 
triglyceride level (410 mg/dl) and total cholesterol level (298 mg/
dl). Rapid PCR tests for influenza and respiratory syncytial virus 
were negative. Chest X ray was without any infiltrate, effusion or 
opacity. She was treated with intravenous (IV) methylprednisolone, 
inhaled steroid (budesonide), bronchodilators, and doxycycline. 

The following day, the patient developed hypoxemic hypercapnic 
respiratory failure necessitating mechanical ventilation and a 
transfer to the intensive care unit. Gastrointestinal (GI) bleeding 
prophylaxis was started with IV pantoprazole. Two days after 
extubating, she developed coffee ground emesis. She denied 
symptoms of dysphagia or odynophagia. Hemoglobin decreased 
gradually to 6.1 g/dl from initial level of 12-13 g/dl. She received 
a total of 3 units packed red blood cells and her hemoglobin 
stabilized at 7-9 g/dl while inpatient. Additional lab work 
demonstrated leukocytosis (WBC, 30.1 K/mm3), mild transaminitis 
(AST, 69 units/L and ALT, 166 units/L), elevated lipase (1,911 
units/L) and amylase (1,177 units/L). CT abdomen showed peri-
pancreatic fluid establishing a diagnosis of acute pancreatitis. 
An esophagogastroduodenoscopy (EGD) was performed which 
demonstrated severe erosive esophagitis with multiple punched-
out ulcers in mid and distal esophagus (Figure 1), a superficial non-
bleeding antral ulcer, and an unremarkable duodenum. Biopsy 
results from the esophageal ulcers confirmed HSV esophagitis, 
demonstrating multinuclear cells with ground glass appearance 
nuclei and thin rim of chromatin at nuclear periphery (Figure 2). 
Immunohistochemical staining confirmed the presence of HSV 
and absence of cytomegalovirus (CMV). She was treated with 10 
days of oral valacyclovir 500 mg daily (renally adjusted for her 
acute kidney injury). Speech-language pathology evaluation, post-
extubation, demonstrated dysphagia level II with thin liquids, 
which was attributed with long term intubation (13 days). Repeat 
EGD for percutaneous endoscopic gastrostomy (PEG) placement 
was performed, 1 day after completion of valacyclovir treatment 
course, and showed significant improvement of esophagitis and 
resolution of esophagitis (Figure 3).

Figure 1: Sample EGD images from the esophagus of patient with herpes simplex virus (HSV) esophagitis showing punched-
out ulcerations and white exudates suggestive of erosive infectious esophagitis with bleeding traces: A) Mid esophagus B) Distal 
esophagus.
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Figure 2: Micrographs from hematoxylin and eosin stained esophageal tissue biopsy in a patient with herpes simplex virus 
esophagitis. A) x100 magnification; arrow showing the ulcer area with fibrinopurulent exudates, inflammatory debris and infected 
squamous epithelial cells.  Dashed box is the area that magnified in figure B. B) x200 magnification; Multinucleated squamous 
epithelial cells with ground glass nuclei and thin rim of chromatin at nuclear periphery.  (arrowheads). Immunohistochemical staining 
confirmed HSV infection and was negative for cytomegalovirus. No fungal hyphae were observed.

Figure 3: Upper endoscopy image, one day after final dose of valacyclovir. No clear ulceration or any sign of erosive esophagitis 
is observed. 

Discussion and Conclusion

HSV esophagitis typically affects immunocompromised hosts 
but is occasionally observed in immunocompetent young men 
[2,4]. However, rarely it is reported in elderly women as well [6]. 
The aforementioned case describes an immunocompetent elderly 
woman with HSV esophagitis. Our case is unique given the atypical 
presentation.  Our patient did not have any specific symptoms such 
as esophagitis or odynophagia, heartburn, fever, or dysphagia. 
Esophagitis was noted incidentally during an investigative EGD for 
upper GI bleeding. All previously reported HSV esophagitis cases 
were symptomatic [2,6].

HSV-1 is the primary pathogen for most cases of HSV 
esophagitis in immunocompetent patients. Infectious outbreaks 
are from reactivation of virus and rarely from primary infection 
[2,4]. Exposure to a family member with HSV lesions before the 
onset of symptoms was reported in 22% of the patients [4]. Steroid 

treatment is a risk factor for HSV esophagitis [2]; however, this 
is seen more in immunocompromised patients and with longer 
duration of steroid therapy [7,8]. Wiest et al. [8] presented a case 
series of COPD patients who were using steroids for 5 months to 10 
years and some developed HSV esophagitis. Our patient received 
systemic and inhaled steroid therapy for COPD exacerbation 
during her hospital stay, which was tapered and discontinued after 
total of 18 days. Steroid therapy, therefore, may have had a role in 
development of HSV esophagitis in our patient but its association 
with short term steroid therapy in an immunocompetent patient 
is unclear and warrants further investigation.  

Endoscopic appearance of HSV esophagitis includes friable 
mucosa and several ulcers that vary in size, depth, and type of 
clustering. Ulcers are mainly found in mid and distal esophagus 
[2,4,5]. The gross appearance may vary depending on the timing 
of endoscopy. Earlier lesions can present as vesicles or form 
circumscribed ulcers with raised edges. These lesions may be 
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punched-out and volcano-like in appearance or may coalesce 
to exhibit a cobblestone or shaggy ulcerative appearance [4,5]. 
Circumferential punched-out ulcers are the most common feature 
of CMV esophagitis [9]. Our patient had multiple punched-out 
lesions with erosions and bleeding in the mid to distal to distal 
esophagus, which was suggestive of either HSV or CMV esophagitis. 
Histologic diagnosis is essential given that endoscopic features of 
HSV esophagitis are very similar to CMV esophagitis [6,9].

Eosinophilic intranuclear and cytoplasmic inclusion bodies 
within squamous cells, along with Cowdry type A inclusions, 
are pathognomonic histologic features in HSV esophagitis 
[5]. Additionally, HSV esophagitis can also be confirmed by 
immunohistovhemistry, tissue PCR or viral culture [2].

Treatment of HSV esophagitis in immunocompetent 
patients is controversial and can be self-limiting in most cases 
[2,4]. Acyclovir is the most common antiviral therapy used for 
treatment of HSV esophagitis and the duration of therapy ranged 
between 5 to 21 days (mostly 7-10 days) [2,6]. Upper GI bleeding 
(5.3%) and esophageal perforation (1.8%) are rare complications 
of HSV esophagitis [2,4]. Given the severity of the GI bleed, the 
patient was treated with valacyclovir with the goal to promptly 
heal the ulcerated esophageal mucosa.  This resulted in complete 
resolution of lesions after 10 days of treatment. Similarly, Noda 
& Donatelli et al. [10,11] reported successful treatment of HSV 
esophagitis with valacyclovir.   

In conclusion, HSV esophagitis is a rare infection in 
immunocompetent patients. It mostly presents with some systemic 
or GI symptoms. Here, we presented a case of HSV esophagitis 
in an immunocompetent patient who was asymptomatic but 
developed upper GI bleeding. This indicates that HSV esophagitis 
can be indolent and undiagnosed in immunocompetent patients 
emphasizing the need for a high index of suspicion. We also 

demonstrated complete resolution of esophagitis following a 10-
day course of oral valacyclovir without any major side effects.
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