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Primary carcinoma of the vagina is an infrequent 
malignancy of the female genital tract. The overall 
incidence is between 1% and 2% of all carcinomas 
of the female genital tract. 

Verrucous carcinoma was classified by Acker-
man as a distinct variety of squamous cell carci-
noma with unique characteristics. The tumor has 
been recognized in various organs. According to 
Ramzy et al,3 it was first described by Martens and 
Tilesius in 1804, and later by Ricord and Traite in 
1851. Dawson et al4 stated that Buschke reported 
large condylomatous penile lesions in 1896. This 
tumor later became known as giant condyloma 
acuminatum of Buschke-Loewenstein.5,6 

Verrucous carcinoma has been called massive 
condylomata acuminata, premalignant condylom-
ata acuminata, carcinoma associated with condy-
lomata acuminata, and well-differentiated squa-
mous cell carcinoma.4 ' 7 The various diagnoses have 
contributed to the impression that this variant of 
squamous cell carcinoma only rarely involves the 
female genital tract. To date, approximately 40 
cases of verrucous carcinoma involving the female 
genital tract and only 16 neoplasms involving the 
vagina have been reported.3 '8-14 A case of verrucous 
carcinoma of the vagina is reported here and the 
pathology, clinical behavior, and treatment of this 
unusual neoplasm are discussed. 
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Case report 

A 69-year-old Caucasian woman, gravida 
2, para 2, was referred to the Cleveland 
Clinic for surgical extirpation of a well-dif-
ferentiated, fungating squamous cell carci-
noma of the vagina thought to be verrucous 
carcinoma. The tumor was discovered 2 
months earlier at another hospital. The pa-
tient had uterine prolapse for which she had 
used a pessary for approximately 10 years. 
Menopause had occurred at age 45. She 
complained of a thin, foul vaginal discharge 
for about 2 years prior to admission and used 
douches frequently. There was no history of 
vaginal bleeding, bloody discharge, urinary 
frequency, dysuria, hematuria, stress incon-
tinence, or dribbling. 

On pelvic examination, the external gen-
italia were normal, except for a relaxed vag-
inal outlet. A second-degree rectocele was 
evident in the lower vagina. The vagina 
contained a large fungating tumor of the 
right posterior wall occupying the upper half 
of the vagina. The cervix was obscured by 
the vaginal tumor. The uterus was of normal 
size. The cul-de-sac and adnexa were free of 
masses. There was slight thickening of the 
right paravaginal area. The diagnosis was 
stage II carcinoma of the vagina. 

A vaginal cytologic examination was in-
terpreted as moderate dysplasia with a hem-
orrhagic background. A vaginal biopsy spec-
imen shpwed well-differentiated squamous 
epithelium, pearl formation, dyskeratosis, 
and dysplasia, but with normal maturation 
of surface epithelium. The maturation index 
was in excess of the normal for the patient's 
age. She was examined under anesthesia; 
cytoscopy and sigmoidoscopy showed that 
the lesion was confined to the right posterior 
vaginal wall (Fig. 1). The chest roentgeno-
gram, intravenous pyelogram, and barium-
enema roentgenogram were normal. The di-
agnosis of primary verrucous carcinoma of 
the vagina was made on biopsy material. 

A total vaginectomy, vaginal hysterec-
tomy, bilateral salpingo-oophorectomy, and 
complete colpocleisis were done. Collateral 
exploration of the periaortic and pelvic wall 
lymph nodes disclosed no palpable abnor-
mality. The surgical specimen showed the 
peripheral and deep vaginal margins of re-

section to be free of neoplasm. Shortly after 
the operation, cardiac arrest developed and 
despite resuscitative procedures she died. A 
postmortem examination was not per-
formed. 

Pathology 

Six vaginal biopsies were submit ted 
for pathologic examinat ion from the 
first procedure and consisted of slightly 
verrucous tissue fragments, the largest 
of which measured up to 1.2 X 1.0 X 
0.3 cm. T h e specimen from the second 
procedure consisted of vaginal tissue 
measuring 2.5 X 7.5 X 4.5 cm. Approx-
imately 4.5 cm from the inferior line of 
resection an elevated firm tan-brown 
verrucous tumor prot ruded into the vag-
inal lumen. T h e tumor measured 3.5 X 
5.5 X 4.0 cm. Cross sections revealed a 
verrucous, fibrous, tan-yellow trabecu-
lated tissue. T h e proximal, distal, and 
lateral lines of resection appeared 
grossly uninvolved. No abnormalit ies 
were present in the cervix or body of the 
uterus, fallopian tubes, or ovaries. 

Microscopically the neoplasm was ex-
tremely acanthotic. T h e rete ridges were 
rounded and many extended deeply 
into the underlying connective tissue 
(Figs. 2 and 3). Focal areas of slightly 
more severe dysplasia, stromal invasion, 
and a single focus of vascular microin-
vasion were seen at the base of the lesion 
(Fig. 4). T h e neoplasm contained few 
keratin pearls (Fig. 5). Neoplastic cells 
were generally uniform and polygonal 
with abundan t eosinophilic cytoplasm. 
They contained generally round to 
slightly irregular nuclei with inconspi-
cuous nucleoli and few mitotic figures. 
T h e stroma surrounding the neoplasm 
was composed of fibrous connective tis-
sue with a mild to moderate plasmacytic 
infiltrate. 

Discussion 

Carcinoma of the vagina occurs in 
women of all ages. In most series the age 
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Fig. 1. Verrucous carcinoma of the right posterior vaginal wall measuring approximately 6 to 7 cm. T h e 
tumor extends to the right fornix. 

range is 45 to 80 years with a median 
age in the 6th decade.1 5 - 1 8 Vaginal car-
c inoma is considered to occur most com-
monly on the posterior vaginal wall, but 
it has been found in all locations.19-23 

Numerous reports have appeared asso-
ciat ing vaginal carc inoma with long-
term use of a pessary.24 ' 2d Based on a 
series of reviews of carc inoma of the 
vagina and known reported cases of ver-
rucous carcinoma,3 ' 11-14 we estimate 
that the incidence of verrucous carci-
n o m a is less than 1% of all vaginal 
carcinoma. 

Verrucous carc inoma of the oral cav-
ity has been linked to the use of tobacco 
in various forms. ' 1 1 Verrucous carci-
n o m a of the penis has been related to 
poor hygiene, preexisting condylomata 
acumina ta , and the presence of a pre-
puce.2 , 11 No specific cause has been pro-
posed for verrucous carc inoma of the 
female genital tract. 

Clinically the presenting symptoms of 
verrucous carc inoma of the vagina are 
secondary to a slowly growing, papil-
lary, fungat ing , ulcerated mass usually 
extending over a large area a n d en-
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Fig. 2. Low-power illustration of the neoplasm showing marked thickening of epithel ium with downward 
prolongation of epithel ium into underlying tissue (hematoxylin and eosin stain, X16). 

croaching on contiguous structures. In-
fection is f requent a n d often results in a 
discharge or an in f lammatory response 
in regional lymph nodes or both . T h e 
tumor pushes deeply into under ly ing 
tissue, leading to clinical overestimation 
of the stage of mal ignancy. Several bi-
opsy specimens may be needed, because 
the pathologist may not be able to es-
tablish the mal ignancy of the neoplasm 
due to an insufficient a m o u n t of tissue. 
As is the case with verrucous carc inoma 
in o ther areas, the pathologist often may 
find it necessary to examine the lesion 
in situ before recognizing its mal ignant 
na ture . 

O n gross examinat ion , verrucous car-
c inoma of the vagina is a funga t ing or 
cauliflowerlike, usually tan-brown to 

pink, sharply circumscribed, firm tu-
mor. 

Histologically the tumor is papil lary 
with superficial ma tu ra t ion , with or 
without keratinization, and has deep 
epithelial prongs that are composed of 
highly different iated, occasionally vac-
uolated squamous epithelial cells with 
min imal nuclear anaplas ia and scat-
tered mitotic figures. T h e basement 
m e m b r a n e is mostly intact and the ad-
jacent s t roma contains a mixture of in-
f lammatory cells. 

For accurate pathologic diagnosis the 
biopsy specimen must include not only 
the surface, bu t the base of the neoplasm 
as well. If the latter is not included it 
may be impossible to distinguish verru-
cous carc inoma from pseudoepithelio-
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Fig. 3. Luminal surface of verrucous carcinoma showing slight hyperkeratosis with underlying uniform 
well-differentiated squamous cells containing round nuclei and eosinophilic cytoplasm (hematoxylin and 
eosin stain, X 160). 

matous hyperplasia or a nonverrucous 
invasive squamous cell carcinoma with 
matura t ion of surface epithelium. T h e 
latter appears similar superficially, but 
has more anaplasia of deep layers with 
more irregular infiltration. Verrucous 
carcinoma is differentiated from con-
dyloma acumina tum by the absence of 
discrete central connective tissue cores, 
infrequent to absent cytoplasmic vacu-
olation of neoplastic squamous cells, 
and the presence of invasion. T h e find-
ing of microfocal invasion of an endo-

thelial-lined space in this case is not 
typical of this tumor (Fig. 4). 

Therapy 

Many therapeutic approaches have 
been used for verrucous carcinoma. 
Clearly podophyllin is contraindi-
cated.2fi Chemotherapy has been tried 
for carcinoma of the vagina, but at pre-
sent there is no compound specifically 
effective against this lesion.27 Electro-
cautery has been proposed,28 but has 
been abandoned, because it is difficult 

uses require permission.
 on July 20, 2025. For personal use only. All otherwww.ccjm.orgDownloaded from 

http://www.ccjm.org/


310 Cleveland Clinic Quar te r ly Vol. 48, No. 2 

Fig. 4. Section from the depth of the neoplasm with a nest of carcinoma invading beneath the endothelial 
lining of a vascular space (hematoxylin and eosin stain, X160). 

to ascertain an adequa te marg in and no 
specimen is preserved for pathologic 
evaluation. Simple or local excision 
yields a high rate of recurrence, since 
the excision margin usually does not 
extend sufficiently beyond the periphery 
of the neoplasm.1 2 ' 26 

Radio the rapy does not a p p e a r to be 
appropr ia te t rea tment for verrucous 
carcinoma. Ackerman 2 found a 50% re-
currence rate 3 to 7 years following ra-
d io therapy for verrucous carc inoma of 
the oral cavity. Goethals et al28 and 
Kraus and Perez-Mesa1 1 were unsuc-
cessful in cur ing any of their 14 pat ients 
t reated by radiotherapy. Rad io the rapy 
should not be used because verrucous 
carc inoma has a propensity to recur as 
a more anaplast ic carc inoma af te r such 
treatment.1 1 , 2 6 

Wide excision seems to yield the best 

results in verrucous carcinoma. 2 ' It is 
unclear at this t ime whether lymph 
node dissection is indicated in some 
cases. Al though lymph node involve-
ment is only rarely reported, Gallousis7 

found 11 of 120 cases of extragenital 
verrucous carc inoma with lymph node 
metastasis. W e doubt that all of those 
cases were truly verrucous carcinoma. 

Including the case reported here, only 
17 cases of verrucous carc inoma involv-
ing the vagina have been reported. ' 8 - 1 4 

Of these, nine involved the vagina 
alone, ' ~ seven involved both cervix 
and vagina,3 , 8' 10, 12-14 and one t u m o r 
involved an artificial vagina made of 
skin.9 T h e average age of the pat ients 
was 65 years at the t ime of diagnosis. 
Th i r teen pat ients were treated by sur-
gery alone, three were t reated by a com-
binat ion of radiat ion a n d surgery, and 
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Fig. 5. Section from the depth of the tumor with a peg of well-differentiated, keratinizing verrucous 
carcinoma invading stroma. A moderate inf lammatory reaction is present adjacent to neoplastic cells 
(hematoxylin and eosin stain, X160). 

y&t v ; 

one was t reated by a combinat ion of 
radiat ion and surgery, and one was 
t reated by radiat ion alone. Three pa-
tients died postoperatively, including 
the case reported and the pat ient who 
died of recurrence af ter surgery. Six of 
15 de te rmina te cases had recurrence of 
neoplasm.8 ' 9' 12-14 Nine pat ients wi thout 
recurrence of t u m o r were alive an aver-
age of 23 months after surgery. Of those 
pat ients with recurrence, one was alive 
with tumor 84 months af ter surgery,12 

and two were alive 14 months 1 2 and 2 
years following the last recurrence. In 
all four cases not primari ly i r radiated 
and in which the tumor recurred, the 
initial vaginal surgery was part ial vagi-
nectomy. This suggests that adequa te 
surgical margins may be difficult to as-
certain in such an extremely well-differ-

ent iated tumor . All four of these pat ients 
had verrucous carc inoma of the cervix 
and vagina. No surgically treated pa-
tient with verrucous carc inoma of the 
vagina alone has had a recurrence. O n e 
of the tumors primari ly treated with 
rad io therapy recurred and the pat ient 
eventually died of peritonitis secondary 
to necrosis of bowel.8 A patient with an 
artificial vagina was t reated with irra-
diat ion on two occasions for vaginal 
warts. This pat ient lived for 19 years 
and died shortly af ter surgery of recur-
rent verrucous carc inoma with focal 
areas of anaplast ic change.9 It is impos-
sible to ascertain whether this lesion was 
a verrucous carc inoma from its incep-
tion or was t ransformed by irradiation. 
Two pat ients t reated by irradiat ion and 
surgery are alive and well 11 and 60 

uses require permission.
 on July 20, 2025. For personal use only. All otherwww.ccjm.orgDownloaded from 

http://www.ccjm.org/


312 Cleveland Clinic Quarterly Vol. 48, No. 2 

months after radiotherapy.10 '11 It would 
appear that radiotherapy is suboptimal 
initial therapy if the patient can with-
stand surgery. 

Verrucous carcinoma is a rare neo-
plasm of the vagina that may be under-
diagnosed as condyloma acuminatum 
or overdiagnosed as exophytic well-dif-
ferentiated squamous cell carcinoma. 
Further study of additional cases of ver-
rucous carcinoma of the vagina is 
needed to define more clearly the bio-
logic behavior of the neoplasm and to 
determine an optimal treatment regi-
men. Therapy should be undertaken 
only after the nature of the lesion has 
been determined. Presently it seems ad-
visable to excise widely all small lesions 
or perform radical surgery for larger or 
recurrent verrucous carcinomas if the 
patient can withstand the surgery. Two 
postoperative deaths following initial 
surgery in 17 patients including the 
reported case reemphasizes the opera-
tive risk in this group of elderly women. 
Although the number of cases is small, 
it appears that verrucous carcinoma in-
volving both cervix and vagina has a 
greater tendency to recur than verru-
cous carcinoma of the vagina alone. The 
poor response of verrucous carcinoma in 
other parts of the body to radiotherapy 
and its propensity to become more an-
aplastic after such treatment suggests 
that recurrences should be treated sur-
gically if possible.11 

Summary 

A case of verrucous carcinoma of the 
vagina is reported. Methods of diagnosis 
and treatment of this neoplasm are dis-
cussed, and the English literature con-
cerning verrucous carcinoma of the va-
gina is reviewed. 

Sixteen previous cases of verrucous 
squamous cell carcinoma involving the 
vagina have been reported. The neo-

plasm occurs in women at an average 
age of 63 years. Nine of 15 determinate 
cases had no recurrence of tumor 5 to 
60 months after therapy. Four of six 
tumors that recurred initially involved 
both vagina and cervix and were treated 
by partial vaginectomy. Although doc-
umentat ion and careful follow-up of ad-
ditional cases are warranted, wide local 
excision or total vaginectomy together 
with hysterectomy when the tumor in-
volves the cervix appear to offer the best 
chance of cure. 
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