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Abstract
Massive gastrointestinal bleeding is rarely caused by infectious etiologies especially with esophageal localization. 
Even if Cytomegalovirus Infection (CMV) is not often encountered in the clinical practice, it has to be taken into 
account when the cause of GI hemorrhage is not obvious. We report a case of a 53 years old, male patient, with 
diabetes who is admitted in the hospital for cellulitis of the left calf and who developed massive hematemesis with 
no obvious source at the upper GI endoscopy. The patient was treated conservatory with PPI and transfusions of 
blood but he repeated the hemorrhage after 5 days with severe hypotension and a drop of hemoglobin to 6g/dl.The 
second endoscopy revealed massive clots in the esophagus with erythema and deep ulcers underneath while the 
stomach and duodenum were normal. Multiple biopsies were taken from esophageal ulcers and normal mucosa. 
We suspected viral esophagitis with CMV and we started treatment with Valganciclovir for 21 days with favorable 
clinical course. The infection was then confi rmed by the pathology department and the immunohistochemical 
studies. The control endoscopy after one month showed healed esophageal ulcers with minimal residual lesions.
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Rezumat
Hemoragia digestivă superioară este rar cauzată de etiologii infecţioase, mai ales cu localizare esofagiană. Chiar 
dacă infecţia cu Citomegalovirus nu este foarte frecvent întâlnită în practica clinică, trebuie luată în considerare 
când cauza hemoragiei digestive nu este evidentă. Raportăm cazul unui pacient de sex masculin în vârstă de 53 
de ani, cu diabet zaharat care se internează pentru celulita gambei stângi si care prezintă pe parcursul internării un 
episod de hemoragie digestivă superioară fără sursă decelabilă endoscopic. Pacientul este tratat conservator cu 
inhibitor de pompă de protoni și transfuzii de MER dar după 5 zile dezvoltă un nou episod de hematemeză masivă 
cu hipotensiune și scăderea hemoglobinei la 6 g/dl. Endoscopia evidenţiază multiple cheaguri în esofag, ulcere 
adânci și eritem fără leziuni gastrice sau duodenale. Se prelevează biopsii multiple esofagiene. Suspectăm esofa-
gita virală cu CMV și iniţiem tratament empiric cu Valganciclovir timp de 21 zile. Infectia este ulterior confi rmată 
de departamentul de anatomie patologică și studiile imunohistochimice. Endoscopia de control după o lună arată 
ulcere esofagiene vindecate cu minime leziuni reziduale. 
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BACKGROUND
CMV infection in healthy hosts is generally asymp-
tomatic, producing a latent infection with antibodies 
persisting for months or even years after the recovery. 
In the population at risk, CMV infection is one of 
the most frequent opportunistic infection1,2. Th e most 
frequent GI manifestation of CMV infection is colitis 
followed by esophagitis although it can aff ect all or-
gans1,3. CMV esophagitis has been reported in immu-
nocompromised hosts by conditions like organ trans-
plantation, bone marrow transplantation, in patients 
with HIV infection and AIDS or other debilitating 
diseases2,4.

Th e most common symptoms in CMV esophagitis 
are severe pain (odynophagia) and /or dysphagia. Fever 
is seen in only 20% of patients and a higher percent 
exhibit nausea and vomiting. Symptoms are indistin-
guishable from other forms of esophagitis (Candida 
or HSV esophagitis)1,5,6. Th e histological feature is 
represented by mucosal ulcerations; the endoscopic 
appearance is variable, with multiple or solitary large 
“punched-out” ulcers located in the middle or distal 
esophagus2,7. Rare complications include strictures, fi s-
tulae to the tracheobronchial tree and gastrointestinal 
bleeding (5% of patients)8. Serological testing is not 
always helpful, especially in immunosuppressed pati-
ents who fail to develop antibodies making the mucosal 
biopsies the best diagnostic method9.

Th e treatment requires intravenous administrati-
on of antiviral therapy with ganciclovir, foscarnetor-
cidofovir, Valganciclovir for a variable period of time 
based on clinical and endoscopic response1,10. For the 
immunocompetent host a course treatment of 2 to 4 
weeks is usually recommended. In transplant recipi-
ents, treatment should be maintained for 1 to 2 months 
in contradistinction to patients that receive the HA-
ART treatment and only need closely surveillance after 
a complete response to the antiviral therapy has been 
recorded11.

CASE REPORT
We present the case of a therapeutically neglected 53 
years old, male patient, with diabetes, who is admitted 
in the hospital for cellulitis of the left calf. Arteriogra-
phy of the left femoral artery and amputation of the 
three toes were performed. After 10 days of hospita-
lization, the patient developed massive hematemesis 
but the upper GI endoscopy revealed a large number 
of clots in the esophagus with no obvious source of 
bleeding. Th e control endoscopy showed erosions and 
erythema in the lower third of the esophagus with no 

blood. Th e patient is treated conservatory with PPI 
and transfusions of blood. He is apparently well but 
after 5 days a new episode of massive hematemesis 
was encountered with altered conscious state, severe 
hypotension (90/50 mmHg) and a drop of hemoglobin 
from 8g/dl to 6g/dl. Th e endoscopy was performed in 
the ICU department with the patient intubated and 
it revealed massive clots in the distal esophagus that 
were removed with the snare. Underneath the clots se-
vere esophagitis lesions with erythema and deep ulcers 
throughout the esophagus were noticed while the sto-
mach and duodenum were normal raising the suspicion 
of viral esophagitis. Multiple biopsies were taken from 
esophageal ulcers and normal mucosa although the test 
was negative for CMV, HSV and EBV. HIV serologic 
test was negative too.

We suspected viral esophagitis with CMV and we 
started treatment with Valganciclovir 900 mg/day for 
21 days. Th e clinical course was favorable with no epi-
sode of rebleeding. Th e surprise has come from our 
pathology department which confi rmed the presence 
of granular intracytoplasmic inclusion bodies impar-
ting the characteristic of an “owl’s eye” appearance (Fi-
gure 2). Th e immunohistochemical studies confi rmed 
the presence of CMV. Th e control endoscopy after one 
month showed healed esophageal ulcers with minimal 
residual lesions.

DISCUSSIONS
Th e prevalence of viral esophagitis in imunocompro-
mised patients has fallen in the past years because of 
the screening serology and antiviral prophylaxis per-
formed especially in the population at risk,but severe 
life-threatening complications are still a major problem 
even in the immunocompetent patients12,13.

Since serology and conventional viral cultures can-
not reliably diff erentiate past exposure to CMV from 
active infection in immunocompromised patients, the 
diagnosis of CMV infection is generally based on his-
tologic examination of involved tissues. Th e following 
morphologic criteria are used to diagnose CMV infec-
tion by hematoxylin and eosin (H&E) staining: more 
than three times normal cellular enlargement; presen-
ce of homogeneous eosinophilicintranuclear inclusion 
bodies; and presence of granular intracytoplasmic in-
clusion bodies imparting the characteristic “owl’s eye” 
appearance to the cell.  Th e presence of two of these 
criteria constitutes positivity by H&E staining in most 
studies14. Th e more sensitive method to detect CMV 
antigen is the immunohistochemical staining. Another 
way to predict CMV disease is the CMV quantitative 
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Figure 1. a, b) The initial endoscopy with massive clots in the esophagus; c, d) the second endoscopy after the repeated hemorrhage and 
removal of the clots with the snare – severe esophagitis with mucosal ulcers and erythema; E, f) the control endoscopy after one month 
showed healed esophageal ulcers with minimal residual lesions.

Figure 2. The fi rst image showing nuclear reaction in rare cellular elements of granulation tissue and in the second image granulation tissue 
with rare endothelial cells with nuclear changes suggestive of CMV infection.
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polymerase chain reaction or the CMV antigenemia 
assay; both are used in monitoring the effi  cacy of the 
treatment.

In this case the main challenge was initiation of an-
tiviral treatment without confi rmation of the diagnosis. 
Th e fact that the patient hasn’t responded to the pro-
ton-pump inhibitor treatment, diabetes comorbidity 
and the endoscopic aspect diff erent from refl ux eso-
phagitis, all these led to the suspicion of viral esopha-
gitis. Th e antiviral treatment has been a major aid in 
the healing of esophageal lesions and saved the pati-

ent from a emergent esophagectomy which could have 
been fatal for him.

CONCLUSIONS
Cytomegalovirus infectious esophagitis causing upper 
GI bleeding with hemorrhagic shock is rarely reported 
in the literature. We should consider this etiology in 
immunocompromised patients with non-peptic ulce-
rative esophagitis. Initiation of early antiviral treatment 
even without a histology result represents the key for a 
therapeutic success being lifesaving.
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