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Abstract

Upper gastrointestinal (GI) tract symptoms in solid organ
recipients are common. There are various factors
predisposing to GI symptoms. Cytomegalovirus (CMV) is
considered to be the major viral cause of upper GI symptoms
in organ transplant recipients. Gastrointestinal CMV infection
occurs within the 6™ and 12" months of transplantation. It
was worth describing the two renal transplant recipients who
presented with dispeptic complains in the post transplant 2"
month, and diagnosed for CMV gastritis. Treatment was
successful with the administration of intravenous ganciclovir.
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Gastrointestinal ~ (GI) complications of solid organ
transplantation are common. Nausea and vomiting may
simply be related to the multiple medications these patients
require, but more serious conditions, such as oral lesions
(aphtous ulcer, cyclosporine induced gingival hyperplasia),
fungal esophagitis, peptic ulcer, infectious gastritis, diarrhoea
[bacterial, viral or due to mycophenolate mofetil (MMF)], GI
bleeding and perforation may occur.

Cytomegalovirus (CMV) is considered to be an implicated
cause of GI symptoms in organ transplant recipients.
Considered it as uncommon; it was worth describing the two
renal transplant recipients who presented with dispeptic
complains and were diagnosed for CMV gastritis.

Casel:

A 49-year old male patient with end stage renal failure
(ESRD) secondary to a chronic pyelonephritis, underwent
cadaveric renal transplantation in March 2005 while he was
on hemodialysis. Serologic detection of CMV IgM and IgG
was done prior transplantation and CMV IgM was negative
while CMV IgG was positive (66 IU). He received an
induction therapy of a total dose of 900mg Anti-thymocyte
globulin (ATG) and was further treated for an acute rejection
episode by 3 times pulse of 750 mg methyl-prednisolone. The
patient presented with an epigastric pain, nausea and loss of
appetite within the second month of transplantation. The
epigastric pain decreased in a supine position and increased
while sitting and further increased when standing or walking.
His blood pressure and heart rate was 130/80mmHg and
80/min, respectively. He had no fever. The physical

Correspodence to:

examination revealed an epigastric tenderness. The laboratory
findings were as following: hemoglobine:11.5 gr/dl (N:13.5-
17.5), hematocrit: 34% (N: 43-51.5), WBC: 7000/mm3 (N:
4000-10000), platelet: 160000/mm3* (N: 150000-400000).
Liver function and serum amilase levels were normal,
however creatinine was 2.7 mg/dl (the baseline level was 1.7
mg/dl and N: 0.6-1.4 mg/dl). CMV antigenemia assay by
indirect immunofluorescent method detected 280 CMV
antigen positive white blood cells through 200000 -cells.
Intravenous ganciclovir was administered at a dose of
Smg/kg/day. Moreover a reduction of MMF was done from
1500mg/day to 1000mg/day while the doses of steroid and
cyclosporine were continued as 15mg/day and 300mg/ day
respectively. Abdominopelvic ultrasound (USG) was normal.
Diagnostic upper GI endoscopy revealed erythematous
gastritis, multiple antral 2 to 4 mm sized polipoid lesions
bulging from the mucosa. Histopathological examination
revealed reactive epithelial changes and chronic
inflammation of the lamina propria admitted with polynuclear
leucocytes.

Intestinal metaplasia and helycobacter pylori were negative.
Glandular epithelial and endothelial intranuclear inclusion
bodies were detected in the mucosal biopsy materials and the
immunohistochemical staining with CMV specific-labeled
antibody was positive. (Figure 1) Histopathological diagnosis
was CMV gastritis. The patient was discharged from the
hospital after the completion of treatment that lasted for 21
days.

Ll
»

Figure 1. The arrow shows the intranuclear inclusion body in the
tissue biopsy materials of the first and second case, respectively
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Case?2 :

A 43-year old male patient with ESRD secondary to chronic
glomerulonephritis underwent kidney transplantation from a
living unrelated donor in February 2005. Serologic detection
of CMV IgM and IgG was done prior transplantation and
CMV IgM was negative while CMV IgG was positive (86
IU). The patient received a total dose of 900 mg ATG for
induction therapy. He presented with a positional epigastric
pain and a loss of appetite in the second month of
transplantation. The laboratory findings were as following:
hemoglobine:14.6 gr/dl, hematocrit: 43%, WBC: 9700/mm?3,
platelet: 268000 mm?3 , serum amilase: 74 IU (N:25-70),
creatinine: 1.35 mg/dl. The liver function was normal. CMV
antigenemia was positive in 400/200000 white blood cells. A
treatment of Smg/kg/day intravenous ganciclovir was
initiated and the immunosuppressive regimen was continued
as 20mg/day prednisolone, 1440mg/day mycophenolic acide
and 450mg/day cyclosporine. The abdominopelvic USG was
normal while the upper GI endoscopy revealed hiatal hernia,
grade A esophagitis, erithematous gastritis and antral
edematous polipoid lesion. Histopathological examination
from the biopsy of the polipoid lesion revealed a chronic
inflammation at the lamina propria. Intestinal metaplasia and
helycobacter pylori were negative. Glandular epithelial and
endothelial  intranuclear inclusion bodies and the
immunohistochemical staining with CMV specific-labelled
antibody were positive (Figure 2). Histopathological
diagnosis was CMV gastritis. CMV antigenemia and the
symptoms resolved during the follow-up and the patient was
discharged after 21 days while the treatment was completed.
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Figure 1. The arrow shows the intranuclear inclusion body in the
tissue biopsy materials of the first and second case, respectively

Discussion

Upper GI tract symptoms in solid organ recipients are
common (20%) and clinical signs are more serious in 10 % of
cases (1,11,13). There are various factors predisposing to GI
symptoms; the GI irritation and inflammation caused by
immunosuppressive and other medications, as well as
bacterial, viral and fungal infections are the most common
culprits (2). CMV is considered to be the major viral cause of
upper GI symptoms in organ transplant recipients (2,3).
Although this complication is a significant source of
morbidity and mortality in patients with advanced HIV
infection or malignancy, solid organ and bone marrow
transplant recipients and in patients under steroid treatment,
the immunocompetent individuals are also at risk (8).

CMV infection of GI system occurs within the 6" and 12"
months of transplantation depending on the type of

transplantation and the serological status of the donor and
recipient (4). It is significant that CMV infection occurred in
the second month of transplantation in both of our recipients.
GI CMV infection occurs more often with immunsuppressive
regimens including MMF. Symptomatic CMV infection may
be further differentiated into the CMV syndrome (fever,
leukopenia and increased CMV antigen titter) and invasive
CMV disease. Invasive CMV disease has also been
implicated as a cause of symptomatic esophagitis, gastritis,
duodenitis, ileitis or colitis. The patients presented with a
variety of clinical symptoms such as diarrhoea, abdominal
pain, loss of appetite, malaise, nausea and vomiting according
to the organ involved (5). The unique type of abdominal pain
is a sharp epigastric pain that decreases in a supine position,
increases while sitting and further increases when standing or
walking (14). The clinical presentation in both of our patients
was a similar epigastric pain. Diagnostic endoscopy can
reveal solitary or multiple ulcerations and haemorrhage,
gastritis, duodenitis and pseudotumors; but is not spesific (6).
We demonstrated mucosal bulging polipoids in both of our
recipients. Endoscopic pseudotumors are more significant in
AIDS related CMV gastritis (9).

For the diagnosis of CMV infection, tissue biopsy or
cytology materials should be examined by
immunohistochemical methods or cytology for CMV
antigens or inclusion bodies. Histologic diagnosis requires
the demonstration of cellular PAS (periodic acide shift) (+)
stained cytoplasmic inclusions and intranuclear inclusion
bodies (7). The microscopic pathological findings are
mucosal ulcerations, erosions and mucosal haemorrhage.
Other pathologic findings include acute and chronic
inflammatory changes, tissue necrosis, crypt abscesses and
vascular thrombosis. CMV DNA detection by PCR has an
enhanced sensitivity (100%) (10,12). CMV antigenemia,
features of chronic gastritis and histological inclusion bodies
were demonstrated in both of our patients.

Pyloric stenosis, bleeding and perforation are all potential
complications of CMV gastritis. Treatment of an active
disease includes reduction in the immunosuppressive
regimen, as tolerable, and the administration of intravenous
ganciclovir. Remission occurs in majority of the patients with
an appropriately initiated treatment. However, an additional
period of treatment may be necessary in a selected group of
patients. CMV antigenemia and clinical symptoms resolved
in both of our patients with a course of 21 day treatment of
Smg/kg/day ganciclovir.

Conclusion

In conclusion, renal transplant recipients who receive
antilymphotic medications and MMF should be evaluated for
CMV gastritis when they present with epigastric pain
especially after the first month of transplantation.
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