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Abstract
Condyloma acuminata (CA), lesions caused by strains of the human papilloma virus, are usually limited to anogenital and mucocutaneous regions.
Though uncommon, isolated urinary CA lesions have been seen in some immunocompromised patients. We report a rare case of an immunocompetent
37-year-old female with innumerable bladder condylomas.
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Öz
İnsan papilloma virüsü suşlarının neden olduğu kondiloma aküminata (CA) lezyonları, genellikle anogenital ve mukokutanöz bölgelerle sınırlıdır.
Bağışıklık sistemi baskılanmış bazı hastalarda nadir de olsa izole üriner CA lezyonları görülmüştür. Bu çalışmada, sayısız mesane kondilomlu ve
immünokompetan olan 37 yaşında bir kadına ait nadir bir olgu sunulmuştur.
Anahtar Kelimeler: Kondiloma akuminata, Mesane, İnsan papilloma virüsü, İmmünokompetan

Introduction
There are over 200 strains in the human papilloma virus (HPV)
family, but there are four predominant infectious strains
associated with symptoms and carcinomas: HPV 6 and HPV 11
cause approximately 90% of all genital warts, HPV 16 and HPV
18 are associated with anogenital carcinomas (1). Condyloma
acuminata (CA), the warty lesions caused by HPV, are generally
present on external genitalia and mucocutaneous junctions and
can spread locally. There are rare reports of CA found in the
urinary tract, but these are generally seen in patients who are
immunocompromised and who have had a history of genital
CA (2). While genital condylomas have been associated with
increased risk of cervical, anogenital, penile, and head and
neck cancers, their role in urothelial carcinoma has been very
inconclusive, (3) with some reports suggesting an increased

risk for progression to squamous cell carcinoma and need for
close monitoring (4). We report a rare case of isolated bladder
CA found in an immunocompetent female without a history of
genital CA.

Case Presentation
The patient is a 37-year-old female with a history of kidney
stones who presented with left flank pain and gross hematuria.
Computed tomography scan of the abdomen and pelvis showed
multiple small stones in her left kidney. Given the small size
and location, she was managed conservatively. However, she
continued to have flank pain on follow-up and decided to
pursue elective ureteroscopy and laser lithotripsy for stone
treatment.
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Standard cystoscopy was performed at the start of the case
which revealed numerous bladder lesions that appeared papillary
along with some lesions of abnormal mucosa concerning for
carcinoma in situ. The largest lesion measured approximately
1x2 cm in the right posterior wall, but smaller lesions were seen
throughout the bladder including the dome, lateral walls and
trigone.
Given this finding and concern for urothelial carcinoma, we
determined that it was in the patient’s best interest to proceed
with transurethral resection of bladder tumor with cold cup
biopsies and to abort the ureteroscopy so as not to expose the
upper tracts to possible carcinoma. The patient was informed of
the findings after the procedure.
The bladder biopsy pathology came back as fibrovascular cores
consistent with underlying papillary growth but no carcinoma.
Immunohistochemical staining was positive for p40 and elevated
ki-67 but negative for GATA3, p16 and CK20. The differential
diagnosis was for condyloma acuminatum versus urothelial
hyperplasia and the pathology was sent to Stanford University
for consultation read. A review of the patient’s previous surgical
pathology showed that she had a similar bladder mass resected
in 2012, which was read as urothelial hyperplasia. This specimen
was also sent along to for re-analysis.
The Stanford pathology read determined that both the 2012
and current bladder tissue samples were consistent with
condyloma acuminatum. The haemotoxylin and eosin staining
showed nonkeratinizing squamous mucosa with koilocytic and
papillomatous changes consistent with CA (Figure 1). Both
tissue samples were then sent to the Mayo Clinic Laboratories
in Rochester for HPV typing. Commercial typing is available for
six strains: HPV 8, 11, 16, 18, 33 and 51, and both samples were
negative for all six.

Figure 1. Biopsy histology at 200x magnification showing well-developed
koilocytic change characteristic of human papilloma virus-effect with
enlarged, hyperchromatic nuclei and perinuclear clearing
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On her post-operative visit, the patient was evaluated for any
signs of immunocompromise. She denied any history of HPV,
sexually transmitted infections or genital condylomas. She had
not had any abnormal pap smears or irregularities reported on
gynecologic exam. Labs for hepatitis B, hepatitis C, gonorrhea,
chlamydia and human immunodeficiency virus (HIV) were all
negative. The patient was then seen back in the clinic 3 months
after the procedure for follow-up cystoscopy, which was
negative for any signs of recurrence.
Written informed consent was obtained from the patient.

Discussion
A review of current English literature conducted through
PubMed yielded 44 articles with a total of 52 cases of CA
reported in the bladder. Of these cases, 16 (31%) had a history of
or concurrent anogenital condylomas, 14 (27%) had concurrent
urethral and ureter involvement, 19 (36%) had isolated bladder
condylomas and 3 (6%) studies had only abbreviated abstracts
available. The male-to-female ratio in our review was 1:1.6,
which is consistent with the literature.
Urinary involvement is theorized to be secondary to local
invasion, which may explain the higher rate of incidence in
women given their shorter urethral length (5). However, in
patients without a history of genital CA and are otherwise
asymptomatic, it has been suggested that isolated bladder
or ureteral involvement may be due to iatrogenic urogenital
inoculation with urethral procedures and catheterization (6).
Isolated involvement of the bladder continues to be very rare
with only 19 cases reported in the English literature. The majority
of these patients had some form of immunocompromise
including a recent history of renal transplant (7,8,9,10), HIVpositive status (11,12) chronic lymphocytic leukemia (13) and
multiple sclerosis (14). Indeed, immunodeficiency has been
cited as a risk factor for the development of symptomatic HPV
infection in general, as studies of HPV cervical infections show
that the large majority of female patients with appropriate
T-cell immune responses are able to clear the infection, even
when they are infected with high-risk strains (15). Of the 19
cases of isolated bladder lesions, only 7 cases (13%) occurred in
immunocompetent patients.
Of these cases, only 8 cases had positive identification of the
HPV strain involved: HPV 6/11 was identified in 5 cases (6,13,16),
HPV 16/18 in one case (4), and two cases simply reported
immunohistochemistry-positive for HPV without specifying
the strain (8,12). Several cases reported negative results of HPV
testing, similar to our case, which is likely a reflection of testing
limitations as there are over 40 transmissible strains of HPV and
commercial testing is limit to the most common HPV strains.
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HPV is a well-known risk factor for the development and
progression of certain types of cervical, anal, anogenital, and
nasopharyngeal cancers, especially in immunocompromised
states. However, our study and a review of the literature show
that even immunocompetent patients are at risk of developing
isolated urinary CA. Although the relationship between HPV and
urothelial carcinomas is controversial, close monitoring with
routine cystoscopy is strongly recommended for these patients.
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