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Case Report
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Cytomegalovirus (CMV) infections are commonly reported
in severely immunocompromised hosts and ulcers of the
alimentary tract are frequently observed in systemic CMV
infections. However, invasive and ulcerative disease of the
gastrointestinal (GI) tract caused by CMV has also been
reported in healthy adults. Many reports show that a CMV
infection can produce localized ulcerations in the esophagus,
stomach, small intestine, and colon in nonimmunocompro-
mised individuals. The most common site of involvement by
CMV infection in the GI tract is the colon followed by the
upper GI tract and the least common site is the small intestine.
Although GI bleeding is one of the major presenting symptoms
of patients with CMV infections of the GI tract, lower GI
bleeding due to CMV ileal ulcers in immunocompetent
patients, to our knowledge, has not been reported in the
English literature. Recently, we experienced a case of lower
GI bleeding due to CMV ileal ulcers in a 57-year-old man who
had no evidence of immunocompromise. This case suggests
that small intestinal ulcers due to CMV infection should be
included in the differential diagnosis of lower GI bleeding
even in immunocompetent hosts.

Key Words: Cytomegalovirus, immunocompetent host, ileum,
ulcer, bleeding

INTRODUCTION

Cytomegalovirus (CMV) infections are com-
monly reported in severely immunocompromised
hosts with acquired immunodeficiency syndrome
(AIDS) and in patients who have received immu-
nosuppresive therapy after transplantation or
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chemotherapy for malignant disease.’ The
alimentary tract is the target organ for CMV
infections, and ulcers of the alimentary tract are
frequently observed in systemic CMV infections.”
However, invasive and ulcerative disease of the
gastrointestinal (GI) tract caused by CMV has also
been reported in healthy adults. Many reports
show that a CMV infection can produce localized
ulcerations in the esophagus,4 stomach,”® small
intestine,” and colon™™ in nonimmunocom-
promised individuals. The most common site of
the involvement by CMV infection in the GI tract
is the colon followed by the upper GI tract and
the least common site is the small intestine.”

Although GI bleeding is one of the major
presenting symptoms of patients with CMV
infections of the GI tract,™" lower GI bleeding
due to CMV ileal ulcers in immunocompetent
patients, to our knowledge, has not been reported
in the English literature. Recently, we experienced
a case of lower GI bleeding due to CMV ileal
ulcers in a 57-year-old man who had no evidence
of immunocompromise. This case suggests that
small intestinal ulcers due to CMV infection
should be included in the differential diagnosis of
lower GI bleeding even in immunocompetent
hosts.

CASE REPORT

A 57-year-old man was admitted to the hospital
on March 6th, 1999 because of a two-day history
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of dark blood per the rectum. He was told that his
blood pressure was high, but he did not take any
medicine. Otherwise, the patient had been well
except for a self-limited diarrheal illness one
month prior to this admission. He had consumed
alcohol in mild quantities and was an ex-smoker
(30 pack years). On admission, he complained of
mild abdominal discomfort, anorexia, and nausea,
but denied vomiting, fever, weakness, weight loss
or dyspnea. The physical examination revealed an
average Korean man 168 cm tall and weighing 60
kg. The temperature was 36.8C, the blood pres-
sure 150/100 mmlIlg, and the pulse rate 80/min.
He appeared slightly ill and the examination of
the abdomen revealed mild direct tenderness on
the epigastrium and the left periumbilical area,
but no masses or organomegaly. The rectal exami-
nation was positive for dark blood, but negative
for a mass.

Laboratory findings included a hemoglobin of
8.5 g/dL, a leukocyte count of 7,360/ mm’ (neutro-
phil 53.8%, lymphocytes 27.8%, monocytes 5.7%,
eosinophi 12.1%), and a platelet count of 213,000/
mm’. The serum electrolytes and blood chemistry
were not remarkable. The HBsAg and anti-I1Bs
antibody were negative. At the emergency room,
a nasogastric tube was inserted and the result of
test irrigation was negative for bleeding. Since it
was a Saturday evening and his vital signs were
stable, we decided not to perform any urgent
endoscopic examinations. The patient was trans-
ferred to an intesnsive care unit.

Despite the transfusion of several pints of
packed red blood cells, his hemoglobin did not go
up. Moreover, he passed large amounts of dark
blood through the rectum on the third hospital
day. An esophagogastroduodenoscopy (EGD) was
performed and revealed a small red scarring
change on the lesser curvature of the distal
antrum. Neither fresh blood nor blood clots were
found as far as the third portion of the duode-
num. In consideration of profuse bleeding, a
radionuclide angiography was performed instead
of a colonoscopic examination, which suggested
active bleeding at the distal small bowel (Fig. 1).
An abdominal angiography was carried out to
localize the exact bleeding site and to try an
angiographic intervention, but failed to demon-
strate any active bleeding sites. A small bowel
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enteroclysis taken on the fourth hospital day
showed an ulcerative lesion on the ileum (Fig. 2).
The patient continued to pass blood per the
rectum and a total 16 pints of packed red blood
cells were transfused up to the fifth hospital day
when surgical exploration was performed.

On exploration, the serosa of part of the proxi-
mal ileum (approximately 100 cm proximal to the
ileocecal valve) was erythematous. A segmental
resection of the proximal ileum (22cm) was

GI BLEEDING

Fig. 1. A serial static radionuclide image angiography
showing the migration of increased radicactivity to the
right lower quadrant of the abdomen suggesting that the
bleeding focus be around the distal jejunum or proximal
ileum.

Fig. 2. An x-ray film of small bowel enteroclysis showing
luminal narrowing and mucosal irregularity in the
proximal ileum (arrows).
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carried out. On opening the resected ileum along
the antimesenteric border, the lumen was found to
be filled with blood. Since inspection of the
mucosal side of the resected ileum revealed that
the distal resection margin was positve for in-
flammation, an additonal segmental resection of
the ileum (11 cm) was performed.

Grossly, the mucosae of the resected ileum were
edematous and had multifocal shallow geographic
ulcerations (Fig. 3). The largest ulcer was 4.5 x 2.0
cm in size. The serosal fat tissue was not adhered.
Microscopically, multifocal shallow mucosal ulce-
rations and regeneration were observed with a
mild degree of inflammatory change. Beneath the
ulcers, cytomegalic intranuclear inclusion bodies
were found mainly in the endothelial cells (Fig. 4),

Fig. 3. Gross morphology of the resected specimen
showing edematous mucosae and a large (3.0 X 2.5 cm)
geographic ulceration together with multiple small
scattered ulcerations.

Fig. 4. A microscopic finding of the resected specimen
showing a cell with cytomegalic change by a large
intranuclear, deeply basophilic inclusion (arrow) (H&E, X
400). These cytomegalic cells were mainly found beneath
the ulcer bed.

and thus a diagnosis of CMV enteritis was made.
However, the pathologic examination of the
biopsied specimens taken from the scarring antral
ulcer during the EGD examination was negative
for cytomegalic inclusion bodies. After the
pathologic diagnosis was confirmed, the serum
IgM anti-CMV antibody, CMV-PCR (polymerase
chain reaction), and anti-HIV (human immuno-
deficiency virus) antibody were checked, but all
were negative. The patient recovered unevent-
fully and was discharged on the seventeenth
hospital day. Anti-viral medication was not pre-
scribed, but the patient has done well up in the
18 months after operation.

DISCUSSION

The present patient is a case of CMV infection
of the ileum causing massive lower GI bleeding.
Such localized CMV infection of the GI tract is
rare if there is no history of previous intestinal
disease such as ulcerative colitis or if a severely
immunocompromised state is not apparent.
Moreover, according to Cheung and Ng,15 CMV
infection of the small intestine occurred in only
one out of 19 non-AIDS patients (4.7%), although
it is not clear whether that case was immu-
nocompetent or not.

Recently, Taniwaki et al” reported a case of
multiple ileal ulcers due to CMV infection in an
immnuocompetent 65 year-old woman. She was
reported to present with abdominal pain, nausea,
and vomiting. A small bowel radiography with
water-soluble iodine demonstrated a mass lesion
with a central ulcer in the small intestine. Exami-
nation of the resected specimen revealed multiple
ileal ulcers with perforation. Other cases with
CMV infection of the small intestine reported to
present with diarrhea with or without hypoalbu-
minemia.”® Thus our present patient is the first
case of CMV infection of the small intestine to
present with GI bleeding. When the ulcerative
lesion was found on small bowel enteroclysis, we
included intestinal tuberculosis, Crohn’s disease
or lymphoma in the differential diagnosis. A CMV
ulcer of the ileum was never considered in this
case.

There has been some controversy as to whether
CMV infection of the GI tract is a primary infec-
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. 17,18 .
tion or the consequence of a superimposed

infection of previously damaged tissue'™” and
whether the distribution of CMV inclusion bodies
is related to the symptoms of the patients. Our
present case illustrates that CMV infection of the
GI tract can be a primary infection, and that
involvement of the endothelial cells rather than
that of glandular epithelial cells is the major
pathogenetic mechanism leading to tissue damage
and ulceration. The occlusion caused directly by
the invasion of these cells into the lumen of capil-
laries and venules and the formation of fibrin
thrombi are believed to result in ischemia and
consequently mucosal ulceration.”

The diagnosis of GI CMV infection is not
difficult if tissues are available. Histopathological
determination of the CMV infection does not need
the aid of an immunohistological method, because
CMV causes a specific cellular change of either the
intranuclear or intracytoplasmic cytomegalic
inclusion.”? The problem, however, is that cyto-
megalic inclusion is sometimes not observed in
the cells of cultured organs from which CMV was
isolated, and the CMV infection is not always
associated with cytomegalic inclusion.”> This
means that the CMV infection should be sus-
pected in order to confirm it with an immuno-
histological stain, virus identification by culture,
PCR, electronmicroscopy, etc. Thus the diagnosis
of GI CMV infection should be difficult if an
immunocompetent patient presents with an
unusual manifestation. The present previously
healthy man presented with GI bleeding.
Fortunately in this case, the lesion was localized
by a small bowel enteroclysis and the patient’s
condition made operation unavoidable, so the
diagnosis of CMV infection of the ileum was
made possible by histopathologic examination of
the resected specimen.

The prognosis of CMV infection in immuno-
compromised patients is usually poor and there-
fore ganciclovir or foscarnet is recommended for
the treatment of these patients.”* Taken other
reported cases together with our present case,
however, the outcome of localized CMV-asso-
ciated lesions in the GI tract seems to be quite
good in immunocompetent patients even without
anti-viral medications. Actually, two recent major
reviews on the use of ganciclovir and foscarnet in
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the treatment of CMV disease did not support any
role of these drugs in immunocompetent indi-
viduals.

In summary, we described the first case of CMV
infection of the small intestine to present with GI
bleeding in a 57-year-old man who had no
evidence of immunocompromise. We suggest that
small intestinal ulcers due to CMV infection be
included in the differential diagnosis of lower GI
bleeding even in immunocompetent hosts.
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