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Unique case of intestinal lymphangiectasia
in an immunocompetent adult, caused by CMV

and EBYV co-infection

D. Kapetanos, H. Abuouda, F. Tordanidis, P. Katsinelos, G. Kitis

SUMMARY

Intestinal lymphangiectasia is a rare cause of protein losing
enteropathy.! CMV infection is infrequently implicated in
the pathogenesis of protein losing enteropathy and when this
happens, the host is usually immunocompromised.”* We pres-
ent a unique case of intestinal lymphangiectasia in an immu-
nocompetent adult, caused by CMV and EBV co-infection.
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CASE REPORT

A 36 year old male with acute diarrhoea (5-6 loose
stools per day), fever (up to 38.5 °C), vomiting (1-2 times
per day, after meals), abdominal pain, oedema ana sarca
and weight loss (10 kg in 15 days) was admitted to our in-
stitution for further investigation. The clinical examination
revealed mild ascites and left pleural effusion. The liver and
spleen were not enlarged and there was no peripheral lym-
phadenopathy. Laboratory investigations showed leucocy-
tosis (the WBC was 15500 K/uL [normal 4.9-10.8 K/uL]
with 47% granulocytes and 45% lymphocytes), low total
serum proteins 3.3g/dl (normal 6-8.4g/dl), low serum al-
bumin 2.2g/dl (normal 3.5-5.1g/dl), AST 58IU/L (normal
10-40IU/L), ALT 39 IU/L (normal 10-40IU/L), yGT 611U/
L (normal 20-751U/L), alkaline phosphatise 55IU/L (nor-
mal 35-1451U/L), bilirubin 0.67mg/dl (normal 0.1-1.1mg/
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dl), INR 1.3, blood urea 40mg/dl (normal 10-55mg/dl) and
serum creatinine 1.27mg/dl (normal 0.9-1.7mg/dl). Tests
for HIV, CMV and EBV infection were conducted because
of fever and elevated aminotransferases and the results
were: anti HIV-ve, IgM antiCMV+ve (1.166 IU/ml), IgG
antiCMV+ve (59.5 [U/ml), IgM anti EBV+ve (>100 1U/
ml), [gG anti EBV+ve (11.5 IU/ml). Computed tomogra-
phy of the thorax and the abdomen showed mild ascites
and pleural effusion, without lymphadenopathy. A cardiac
ultrasound showed normal sized ventricles with 85% ejec-
tion fraction and a small quantity of pericardial fluid. Stool
culture and examination for ova and parasites were normal.
Esophago-gastro duodenoscopy, push enteroscopy and cap-
sule endoscopy revealed oedema and diffuse white spots,
which were compatible with lymphangiectasia of the du-
odenum and jejunum (Fig 1,2). Full colonoscopy includ-
ing the terminal ileum was normal. Histological examina-
tion of jejunal biopsies confirmed the endoscopic findings
(Fig 3a). No further tests for malabsorption were conduct-
ed. PCR examination of gastric biopsies was positive for
EBV DNA (662 genoms/specimen) and CMV DNA (437
genoms/specimen) (Qiajen Artus). Jejunal biopsies were
positive for EBV DNA (535 genoms/specimen). The im-
munophenotype of the lymphocytes showed increased CD8
cells with a ratio of CD4/CD8 0.4. Analytically, CD8 count
was 2445 cells/uL (normal 250-1000), CD4 count was 1012
cells/uL (500-1500) and NK count was 207 cells/uL (80-
350). These results suggest that the patient was not immu-
nodefficient. The patient did not receive antiviral medica-
tion since his clinical condition improved gradually. Four
months later [gM antiCMV was +ve (3.3 IU/ml), IgG an-
tiCMV was +ve (364 IU/ml), [gM anti EBV was —ve and
IgG anti EBV+ve (8.2 IU/ml). Nine months after the first
presentation there was complete resolution of the histo-
logical changes (Fig 3b) but CD8 lymphocytosis persisted
(1623 cells/uL) with the same CD4/CDS8 ratio. The patient’s
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Figure 1. Mild oedema and white spots of the jejunum during
push enteroscopy.

Figure 2. Lymphangiectatic lesions through the entire small in-
testine during capsule endoscopy.

clinical condition was excellent and all the biochemical re-
sults were normal. The IgM antiCMV was +ve (1.6 [U/ml),
IgG antiCMV was +ve (1350 IU/ml), IgM anti EBV was
—ve and IgG anti EBV+ve (9.4 IU/ml). Tissue PCR assays
for the viruses were not repeated.

DISCUSSION

This is a case of enteric lymphangiectasia caused by

Figure 3. Large bulbous villi containing dilated lymphatic spac-
es a. at diagnosis and b. after 9 months.

viral infection in an immunocompetent adult. Acute CMV
infection is a rare cause of protein losing enteropathy, pre-
senting usually as Menetrier’s disease in children. CMV
infection may also affect immunocompromized adults, but
there are scarce reports of CMV enteropathy in immuno-
competent adults.”¢ This patient did not have endoscop-
ic or histological findings of Menetrier’s disease, but in-
stead there was diffuse involvement of the small intestine,
confirmed for the first time, to our knowledge, by capsule
endoscopy and push enteroscopy. Typical inclusion bod-
ies were not found in gastric biopsies, but CMV infection
was diagnosed by positive IgM antibodies and detection
of virus DNA in gastric specimens. The pathogenesis of
lymphangiectasia in CMV infection has not been clarified.
CMV can cause endothelial cell injury and attraction of leu-
cocytes, leading to local inflammatory reaction.” CMV can
also activate Transforming Growth Factor B and increase
collagen production.® These changes may impair normal
lymph flow and cause lymphangiectasia. It is noteworthy
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that we also diagnosed acute EBV infection, which is not
included in the known causes of protein losing enteropa-
thy Only one case is reported in the literature and this is in
a child.” We cannot speculate about the role of EBV co-in-
fection, but it might have worsened the clinical features.
Although CMV was not detected in the small intestine, we
assume that this is a false negative result of the PCR assay,
as CMV was detected in the gastric tissue. Ascites and pleu-
ral effusion was attributed to hypoalbuminemia.

Acute CMV enteropathy in children usually runs a self
limited course, with good prognosis. However, the few
case reports show that in adults the course is protracted,
with slow recovery over months, but rarely has death been
reported. Specialized antiviral therapy may shorten the dis-
ease duration. We did not treat our patient with antiviral
drugs because his condition was already improved at di-
agnosis of CMV infection. However, complete recovery of
the histological lesions was confirmed 9 months later.

This is, to our knowledge, the first case of CMV and
EBYV co-infection causing intestinal lymphangiectasia and
protein losing enteropathy in an immunocompetent adult.
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