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Summary

Occurrence of villous adenomas arising in the urinary tract is
uncommon. They have been reported usually in the gastrointestinal
tract. We reported a case of urinary bladder villous adenoma coexisting
with urothelial carcinoma in a 72-year-old male. The patient underwent
trans urethral resection because of diagnosis villous adenoma and
non-muscle invasive urothelial carcinoma. Over the past twenty-nine
months of follow up, the patient is alive and developed no metastasis.
Patients with isolated villous adenomas in the urinary bladder have an
excellent prognosis and surgical resection is curative. However, it is
uncertain whether an untreated lesion might eventually develop into an
adenocarcinoma. Therefore, close follow up is recommended because
of the possibility that this condition might be premalignant.
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Ozet

Uriner sistemden kaynaklanan villéz adenom gelisimi nadirdir.Genellikle
gastrointestinal sistemde rapor edilir. Biz 72 yasindaki erkek hastada
ortaya c¢ikan, urothelial karsinomla birliktelik gosteren mesane vill6z
adenomu olgusunu sunduk. Hastaya mesanenin vill6z adenomu ve
Urotelial karsinomu tanisiyla trans Uretral rezeksiyon yapilmisti. Hasta
son 29 aydir takipte olup hayattadir ve metastazi yoktur. Mesanenin
izole villoz adenomuna sahip hastalarin prognozu mikkemmeldir, cerrahi
rezeksiyon kdratiftir. Bununla birlikte tedavi edilmemis hastalardan
adenokarsinom gelisip gelismeyecegi kesin degildir.
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Introduction

Although villousadenomas commonly arise in the gastrointestinal
tract, villous adenomas of the bladder are uncommon (1,2).
There are a few cases in the literature. They should be accepted
as important lesions because the malignancy potential of
them is still not known. We report an additional case of a
villous adenoma coexisting with non-muscle invasive urothelial
carcinoma of the bladder.

Case Report

A 72-year old patient was admitted to hospital with the complaint
of non-coagulated hematuria and pain. There was no remarkable
finding in physical examination. Cystoscopic examination revealed
two papillary tumors in the urinary bladder. Larger one measuring
25 mm was on the dome of bladder and the other was 16 mm
mass in the left wall of urinary bladder, with enhancement.
Cold punch biopsy was performed at cystoscopic examination.
Histopathology confirmed that the resected one tumor was
a villous adenoma, and the other was non-muscle invasive

urothelial carcinoma. TUR was performed after punch biopsy. Each
tumor was resected and diagnosed, respectively. Histopathology
confirmed that the mass was a villous adenoma with a polypoid
growth of the glandular epithelium consisting of small tubular
glands, dilated cystic glands or papillary fronds lined by a columnar
epithelium and including goblet cells. Intracellular and extracellular
mucin was seen. Epithelial cells displayed mild nuclear atypia and
nuclear pseudostratification suggestive of severe dysplasia. No
invasive component was found in the villous adenoma (Figure 1).
Immunohistochemical analysis of the polypoid lesion showed that
the epithelial cells were diffusely positive for cytokeratin 20 (CK20),
focally positive for cytokeratin 7 (CK7), carcinoembryonic antigen
(CEA) and mucin 2 (MUC2). Non-muscle invazive urothelial
carcinoma was identified the other side of urinary bladder (Figure
2). Based on the pathological findings, the patient was diagnosed
with a rare case of villous adenoma of the bladder and non-muscle
infiltrative urothelial carcinoma arising in the bladder. After BCG
therapy, he has been followed by cystoscopic examination for
every three months. Over the past 29 months of follow up no local
recurrences were detected.
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Figure 1. Papillary fronds covered by intestinal type columnar
epithelium, and including goblet cells, intracellular and
extracellular mucin (H&E; x100)

Figure 2. Non-muscle infiltrative urothelial carcinoma (H&E;
x100)

Discussion

Villous adenomas of the urinary tract, including the bladder,
are infrequently encountered. Our case in which the villous
adenoma coexists with urothelial carcinoma is the third case
report in pub-med. Villous adenomas are found predominantly
in the middle aged and senile man. The mean is 57 years of age
with the range from 33 to 79 (1). Our patient was a 72 year old
man. The most common site of its occurrence is the bladder
dome and posterior wall, our case located on the dome of the
bladder. The frequent complaints were hematuria, irritative
symptoms and rarely mucusuria (2,3,4).

Villous adenomas are rare in comparison to adenocarcinomas,
with only fourteen individual cases having been reported so far.
Morphologically, urinary tract villous adenomas are identical to
colonic villous adenomas. They both exhibit rounded projections
of pseudostratified columnar epithelium with goblet-type
mucin-producing cells and the nuclear atypia is variable. The
immunohistochemical profile of these two entities is also similar
with positive findings for cytokeratin 20 and usually negative
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findings for Epithelial Membrane Antigen (EMA) staining
in most cases. Consistently with the literature, our sections
stained strongly and diffusely positive with CEA. In contrast to
intestinal lesions, however, about 50% of cases of the urinary
tract villous adenomas exhibit positive results for cytokeratin
7. Molecular studies performed in one case of bladder villous
adenoma showed DNA aneuploidy and increased expression
of p53. Expression of p53 in the villous adenoma suggests that
a genetic progression from a colonic adenoma to a carcinoma
may be responsible for the development of a villous adenoma
of the bladder. There may be a similar spectrum of changes in
the bladder, progressing from metaplasia in cystitis glandularis,
to dysplasia in a villous adenoma, and eventually to malignant
change in an adenocarcinoma. As so few cases have been
reported, it is difficult to predict their behaviors, or assess their
potential for malignant transformation (3,4,5,6,7).

Once villous adenoma has been diagnosed, it is important to
eliminate the presence of invasion. Superficial muscle coat is
not as well defined and therefore the presence of invasion is
more difficult to assess. Subjective features, such as the degree
of dysplasia and surrounding stromal reaction, must be used.
The differential diagnosis of a villous adenoma includes florid
cystitis glandularis and a well-differentiated adenocarcinoma.
The former does not have the well-formed villous structures
that are typical of the villous adenoma. In the latter, the
epithelium is pseudostratified, and the nuclei are enlarged,
crowded and hyperchromatic, features that are not present
in cystitis glandularis (2,3,8,9,10). The coexistence of villous
adenoma with in situ or invasive adenocarcinoma, squamous
cell carcinoma, and urothelial carcinoma was reported in
some studies (3,4). On the other hand, there is no clear
evidence about progression to carcinoma, in spite of its colonic
counterpart (1).

Patients with isolated villous adenomas in the urinary bladder
have an excellent prognosis and surgical resection is accepted
as curative. Since it is a rare lesion, there are no exact data
about follow-up and recurrence. However, it is uncertain
whether an untreated lesion might eventually develop into an
adenocarcinoma. Therefore, close follow up is recommended
because of the possibility that this condition might be
premalignant (7,9). So the clinician and the pathologist should
be aware of this situation. There were no specific findings
on ultrasonography, CT, MRI or cystoscopic examination.
Therefore, pre-pathological villous adenoma of the bladder
is extremely difficult to diagnose. Adequate sampling and
pathological evaluation of specimens are recommended in
order to exclude the possibility of adenocarcinoma based on
the grade of atypia and presence of invasion. There are some
case reports of solitary villous adenoma in the bladder or
with coexisting adenocarcinoma. However, to the best of our
knowledge, this is only the third report of villous adenoma in
the bladder of coexisting with urothelial carcinoma that has
been published in the literature.
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