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Introduction
Primary vaginal cancer is a rare disease of the female gyneco-
logical tract and mainly affects postmenopausal women. It 
accounts for less than 0.5% of female cancers.1,2

Uterine prolapse combined with vaginal cancer is an 
extremely rare condition. Until now, only less than 20 cases of 
primary vaginal cancer complicated by uterine prolapse have 
been reported.3-9 Squamous cell carcinoma is the most com-
mon type in this entity.3-9 However, to the best of our knowl-
edge vaginal warty squamous cell carcinoma (WSCC) has 
never been reported in this rare combination. WSCC is a rare 
neoplasm that can be misdiagnosis as verrucous carcinoma.10 
Here we describe a case of vaginal WSCC occurred in an 
elderly woman with uterine prolapse.

Case Presentation
A 77-year-old postmenopausal, gravida 8, para 8, with vaginal 
delivery, not sexually active and without significant medical 
history, was referred to our department with third-degree uter-
ine prolapse and a non-healing ulcer of the vagina. For 20 years, 
she had a third-degree prolapsed uterus and she did not use a 
pessary. Her first sexual intercourse was at the age of 11. The 
patient underwent an examination under anesthesia. Physical 
examination revealed a uterine prolapsus with an ulcer-bud-
ding lesion located on the medium and lower third of the left 
lateral vaginal wall. The lesion had 6 cm in the greater axis. The 
mass was mobile. The vaginal cul-de sac were smooth and both 

lateral parametrium and rectovaginal septum appeared free of 
disease. The cervix was normal. There were no palpable ingui-
nal lymph node. We performed a cystoscopy whereas we found 
a sore in the left wall of the bladder. We carried out a biopsy for 
both the vaginal and bladder lesion. The histopathological 
assessment revealed a warty surface and low-power architec-
ture analogous to a condyloma lesion (Figure 1). The surfaces 
were contiguous and occupied by papillary vegetations and 
supported by fibrovascular axes (Figure 2). Cells in the tumor 
nest had large, wrinkled, hyperchromatic nuclei with koilocy-
tosis, horn pearl was present, and there was a deep stromal 
invasion (Figures 3 and 4). The diagnosis of a well-differenti-
ated warty squamous cell carcinoma was made The CT scan 
excluded distant metastasis. We staged the patient as IVA 
according to FIGO classification of primary carcinoma of the 
vagina. We decided surgical treatment despite the advanced 
stage because warty subtypes should not be exposed to radia-
tion due to the risk of rapid transformation in a more malignant 
tumor. We opted for a laparotomic technique. Preoperative 
investigations showed suspicious pelvic lymph nodes that have 
not been objectified on the radiological assessment. The patient 
underwent a total hysterectomy, bilateral salpingo-oophorec-
tomy, bilateral pelvic node dissection, left partial cystectomy with 
left ureteral reimplantation and total vaginectomy. Postoperative 
management was straightforward. The final histological exam 
concluded to a warty squamous cell carcinoma of the vagina 
(WSCC) with bladder involvement. The parametrium, the 
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paracervix, the cervix, and all the pelvic lymph nodes were free 
of disease. The surgical margins were free. Due the lack of pub-
lications for this rare entity and the locally aggressive behavior, 
the patient had adjuvant radiotherapy with a total dose of 
50 Gy. The patient was asymptomatic and had no recurrence 
during 8 years of regular follow-up. The overall survival was 
93 months. She died of pulmonary infection.

Discussion
Primary vaginal cancer is a rare disease of the female gyneco-
logical tract and mainly affects postmenopausal women. It 
accounts for 2% to 3% of gynecological cancers, 10% of vaginal 
cancers and even less than 0. 5% of female cancers.1

This rarety may be due to the restrictive criteria of the 
FIGO classification, excluding other coexistent gynecologic 
cancers.2

Uterine prolapse combined with vaginal cancer is an 
extremely rare condition. Until now, only less than 20 cases of 
primary vaginal cancer complicated by uterine prolapse have 

been reported.3-9 The most common histological type observed 
is squamous cell carcinoma.2,3,6 However, WSCC of the vagina 
associated with uterine prolapse has never been reported 
previously.

Great multiparity, postmenopausal status, also chronic 
cough, obesity, and chronic constipation are known as risk fac-
tors for uterine prolapse. Moreover, multiparity, postmenopau-
sal status, and prolapse also represent risk factors for the 
development of vaginal cancer. Hence, early sexual intercourses, 
Human Papilloma Virus (HPV) infection, chronic vaginal irri-
tation are also risk factors for vaginal cancer.10 In our case, the 
patient had early sexual intercourse and was a great multipa-
rous and postmenopausal woman with a history of third-degree 
of the prolapsed uterus for 20 years.

However, WSCC is correlated with a history of intraepithe-
lial neoplasia, a young age, and HPV infection.10 In our case, 
the patient was old, which contrasts with what is known, but 
unfortunately, the HPV status wasn’t done due to the lack of 
materials.

Figure 1. This lesion is associated with a warty surface and low-power 

architecture analogous to a condyloma lesion (hematoxylin and eosin; 

original magnification: ×20).

Figure 2. Papillary vegetations on contiguous surfaces supported by 

fibrovascular axes (hematoxylin and eosin; original magnification: ×50).

Figure 3. Cells displaying changes analogous to koilocythic atypia 

characterize the tumor (hematoxylin and eosin; original magnification: ×40).

Figure 4. Large, wrinkled cells, with hyperchromatic nuclei and 

koilocytosis, presence of horn pearl and a deep stromal invasion (yellow 

asterisk) (hematoxylin and eosin; original magnification: ×50).
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WSCC is a rare variant of invasive squamous cell carcinoma, 
commonly described as a hybrid characteristic of condyloma 
and invasive cell carcinoma.11 Its occurrence in the vulva, uter-
ine cervix, penis, anus, oral mucosa, and urinary bladder has 
been described.11 It is essential to differentiate WSCC from 
verrucous carcinoma. WSCC is HPV induced but verrucous 
carcinoma is not. This condition leads to consider HPV vacci-
nation to provide HPV induced neoplasms.

Verrucous carcinoma is a very well-differentiated squamous 
cell carcinoma, with hyperacanthosis, hyperkeratosis and tumor 
buds that repel the stroma in depth. This type exhibits exo-
phytic and endophytic patterns. The epithelial papillae have no 
connective axis.12

The nuclei are round. Some atypia may be seen in the basal 
epithelial layer. There are no koilocytes, which differentiates it 
from the giant condyloma. It’s a tumor with local malignancy. 
It does not give lymph node metastasis.12

Warty carcinoma is an infiltrating tumor that was first 
described in the vulva.13 It is multifocal and multifactorial. It 
includes poor hygiene, pre-existing condyloma acuminatum, 
squamous intraepithelial lesions with warty features, and HPV 
infection.14

The presence of papillomatous exophytic growth with 
rounded papillae, prominent fibrovascular cores contrary to 
verrucous carcinoma, irregular infiltrative tumor interface, and 
conspicuous koilocytosis, are typical characteristics to diagnose 
WSCC.15 Koilocytic atypia can be seen on the surface in giant 
condyloma, but it is a mean feature of WSCC, however, it is 
absent in verrucous and papillary carcinoma.15 The second fea-
ture is the fibrovascular cores that are seen in WSCC, unlike 
verrucous carcinoma.16

Vaginal bleeding, discharge, or ulceration are warning signs 
in a woman with uterine prolapse.16 WSCC is known as exo-
phytic patterns.17 However, patients with externalized uterine 
prolapsed are exposed to local repetitive strain injuries, that 
increase the risk to develop vaginal cancer. Vaginal carcinoma is 
classically presented as an ulcerative lesion. The etiopathogen-
esis of these forms, and in particular the role of HPV, is poorly 
established. It is assumed that irritation and chronic inflamma-
tion of the exposed vagina contribute to these ulcerative lesions 
as we reported in our case.8,9

WSCC can express aggressive behavior, such we reported, 
despite it appears to be less aggressive than the typical well-
differentiated squamous cell carcinoma.18 The aggressive 
behavior that we reported may be explained to the anatomy 
change of the vaginal wall.

The anterior middle and lower third of the vagina in 
uterine prolapse become closer to the bladder, which 
induces the early involvement of the bladder such we 
reported in our case.

Due to the rarity of this entity, there are very few publica-
tions on the subject, and it is essentially unique cases that are 

reported. There is no consensus on the appropriate treatment 
of these cancers on genital prolapse.

This case is unique because it presents a rare entity with a 
rare histological subtype. In our case, treatment guidelines have 
been extrapolated from studies of vaginal carcinoma with uter-
ine prolapsed and warty WSCC.

The usual treatment for stage IV for vaginal cancer is radia-
tion therapy. Chemotherapy may be combined with radiation 
helping it work better.16

Electrocautery was the main therapy used to control warts 
at six-monthly intervals. Several other wart treatments, includ-
ing cryosurgery, laser surgery, topical podophyllin, imiquimod, 
and surgical resection have been attempted.19

In this case, with an unusual histological subtype, surgery 
may be considered for many reasons. Local treatment can’t be 
used, due the bladder involvement, moreover radiotherapy is 
generally avoided in order to avoid the risk of secondary cancers 
related to radiotherapy for benign gynecological conditions.20

The incidence of malignant condylomatous warty lesion is 
estimated to be around 30% and is suspected to be more severe 
with the coexistence of carcinogens such as immunosuppres-
sive factors, HIV infection, and poor nutrition.21 While some 
studies showed that radiotherapy tends to potentialize the 
malignant transformation of warts, some case reports showed a 
total resolution of the small tumors.22

Moreover, radiotherapy for elderly patients with uterine pro-
lapse is associated with side effects as rectovaginal fistula, vesico-
vaginal fistula, or fibrosis, which reduces the quality of life for the 
patients, moreover, uterine prolapse will still exist.16 Nevertheless, 
more invasive operations cannot be endured by older patients. 
The physician has to weigh the pros and cons of every treatment 
choice modeling the comorbidities of those patients.

We opted for surgery as a first treatment, because our patient 
was without significant comorbidities. Despite the relative 
benignity of the WSCC, we indicated radiotherapy as adjuvant 
treatment due to the locally aggressive behavior.

Conclusion
The physician has to keep in mind the diagnosis of WSCC of 
the vagina in uterine prolapse, despite the older age and the 
ulcer-budding patterns. For the treatment of those unusual 
cases, the physicians have to discuss on a case-by-case basis. 
Further reports are encouraged to understand the physiopa-
thology of this rare entity.

Ethics Approval
Our institution does not require ethical approval for reporting 
individual cases or case series.
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their anonymized information to be published in this article.
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