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ABSTRACT

Background

Warty carcinoma of the cervix is a rare subtype of
squamous cell carcinoma. In general, it is not as aggressive
as the other subtypes, and has a better prognosis.

Aims
The aim of this study was to investigate overall and
recurrence-free survival rate in patients with Warty

carcinoma of the cervix.

Methods

During the ten year period (2008-2017) in the Clinic of
Gynaecologic oncology at the UMHAT - Pleven, Bulgaria
were operated 714 cases with cervical cancer, 14 of which
were histologically confirmed as a Warty carcinoma.
Patients were investigated by retro- and prospective

analysis for overall and recurrence-free survival rate.

Results
Warty carcinoma accounts for 1.94 per cent of all cervical
carcinomas, operated in the clinic. The mean age of the
patients was 48 years, ranging from 29-72 years. According
to the FIGO staging systems for cervix, patients were staged
as follows: in stage IB1 — 43 per cent and in stage IB2 — 57
per cent. Despite the high percentage of locally advanced
process, only in one case out of all the patients there was
local spreading of the lesion towards the uterine cavity and
in one case there were metastases in the pelvic lymph
nodes. Lymphovascular space invasion was not seen in any
patient,

and neither were perineural or perivascular

invasion.

Conclusion

This report highlights a favourable course and good
prognosis of Warty carcinoma of the cervix. It is necessary
to reconsider the aggressive surgical treatment and
subsequent chemotherapy in women with Warty carcinoma

of the cervix.
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Implications for Practice:

1. What is known about this subject?

Warty carcinoma is one of the rare forms of squamous cell
carcinoma of the uterine cervix and has better prognosis
than usual SCC.

2. What new information is offered in this case study?
Despite the high percentage of locally advanced process
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(patients with tumour above 4cm), there was no

lymphovascular space invasion seen in any patient.

3. What are the implications for research, policy, or
practice?

There is no need of aggressive surgical treatment in patients
with warty cervical cancer, especially when tumour size is
between 2 and 4cm.

Background

Warty carcinoma is one of the rare forms of squamous cell
carcinoma (SCC)."* Although the SCC has many different
types with different tumour biology, according to the world
standards all the types of SCC are treated the same way.
This histological type of carcinoma develops in principle
from the stratified keratinized epithelium of the skin, the
stratified squamous epithelium of the oral cavity, the
oesophagus, the vagina. Carcinoma can also occur in places
where there is no squamous epithelium - the lining of the
bronchi, biliary tract, digestive tract, uterine body and
others on the basis of pre occurring squamous metaplasia of
the epithelium of these mucous membranes. The most
common location of this tumour is in the anal and genital
area - the vulva, vagina and uterine cervix, anus and penis.3
Certain risk factors for the development of cervical cancer
are known - infection with human papilloma virus (HPV)
types, smoking, and use of oral contraceptives for a long
time, poverty and poor socio-economic status.”** The role
of etiological factor in the development of warty carcinomas

. . . L. 2,12-18
is proven for sure only in vulvar and penis localisation.

Method

A combined retrospective and prospective cohort study of
all cases of warty carcinoma of the cervix at Department of
Gynaecologic Oncology, University Hospital — Pleven,
Bulgaria between January 2008 and June 2018 was
performed. Retrospective period was from January 2008 to
December 2015 and prospective — from January 2016 to
June 2018. We studied the relation of the occurrence of
carcinoma to the menopause, the size of the tumour, the
presence of local and distant metastases. The follow-up was
doneon 3,6,9, 12, 15, 18, 21, 24 months and then annually
including clinical examination, blood tests and chest X-ray.
Annually a whole-body contrast-enhanced CT was done. We
looked at the time to tumour recurrence or occurrence of
symptoms as well.

Results

During the study period 14 patients of 714 were recorded,
which represent 1.94 per cent of all cervical carcinomas,

operated in the clinic during the same period. In all patients
a radical hysterectomy with total pelvic lymph node
dissection with postoperative Tele-gama therapy (TGT) was
performed, as this is the standard treatment for this disease
in Bulgaria. The mean age of the patients was 48 years,
ranging from 29-72 years. Out of those, 57 per cent (n=8)
were peri- and postmenopausal women and 43 per cent
(n=6) were in women under the age of 45. According to the
FIGO staging systems for cervix, patients were staged as
follows: in stage IB1 — 43 per cent (n=6) and in stage IB2 —
57 per cent (n=8). In 29 per cent (n=4) the tumour size was
under 2cm, in 14 per cent (n=2) the size was 2-4cm and in
57 per cent (n=8) the size of the local tumour is above 4cm
(Table 1).

Table 1: Clinical date of patients with warty carcinoma

Patients’ clinical date Number of patients
Age 14
>45 years 6
<45 years 8
FIGO stage 14
IB1 6
I1B2 8
The size of the tumor 16
<2cm

2—-4cm 2
>4cm

Despite the high percentage of locally advanced process
(patients with tumour above 4cm), only in one case out of
all the patients there was local spreading of the lesion
towards the uterine cavity and in one case there were
metastases in the pelvic lymph nodes. Lymphovascular
space invasion was not seen in any patient, and neither
were perineural or perivascular invasion. None of the
patients has recurrence of the tumour or reoccurrence of
symptoms. The maximum follow-up after surgery was 115
months and the minimum - 4 months. Incidence rate was 0
cases per 87.5 person years.

Discussion

Warty carcinoma of uterine cervix is a rare histologic type
and it is poorly documented in the literature. It has two
components -condyloma and invasive squamous cell
tumour. The name "warty" derives from the appearance of
the tumour - condylomatous. The diagnosis of "warty
carcinoma" is histological and is based on a characteristic
microscopic picture according to World Health Organization

(WHO) - a typical feature of warty carcinoma is the
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presence of large numbers of atypical koilocytes, in the
superficial and intermedia area of the epithelium and the
microscopic examination reveals a biphasic pattern
composed of a condylomatous and papillary configuration
at the surface and SCC at the bottom. It seems that the
malignant foci are directly transformed from condyloma.*
Warty carcinoma has to be differentiated from condylomata
acuminate and verrucous carcinoma by its feathery surface-
stout and smooth keratotic surface. Verrucous carcinoma
has characteristic bulbous rete pegs deep in the stroma and

a complete absence of koilocytes.4

The incidence of warty carcinoma in uterine cervix and

other localizations is generally higher in peri- and
postmenopausal women, but vulvar localization is more
often in younger women.? However, 45 per cent of our
patients with warty carcinoma of the cervix are pre-
menopausal. No specific preference for any race or ethnic
group is noted. Usually, there are no symptoms, during the
pre-cancer and early cancer stages. As the disease
progresses the patients complain of abnormal vaginal
bleeding, postcoital vaginal leading, menstrual cycle
disturbances, loss of weight, loss of appetite, frequent
urination, lower back pain, swollen lymph nodes in the
groin. As a clinical behaviour, it stands between the
verrucose and the low grade squamous cell carcinoma. It is
usually found in postmenopausal women and have a better
prognosis than the common cervical cancer. However this
histologic subtype has metastatic potential when it affects
other organs - for example the penile warty give metastasis
in 17-18 per cent and there are metastasis in the vulvar area
too.” Cervical warty lesions are usually found only in loco
and have no expansion toward other anatomical structures.
Guidelines of ESMO n NCCN for treatment of cervical warty
carcinoma recommend - radiotherapy (RT) and surgery are
equally effective in early stages, so surgery should only be
considered in patients with earlier stages (up to FIGO IIA)
without risk factors necessitating adjuvant therapy, which
results in a multimodal therapy without improvement of
survival but increased toxicity.zo'21 If the patient's fertility is
to be preserved, an organ-saving operation may also be
performed - radical trachelectomy with pelvic lymph
dissection with or without paraaortic lymph node
assessment. However, only female staged IB1 with a tumour

size of up to 2cm is suitable for this procedure.

Regardless of the size of the tumour, there is no case of
warty carcinoma of the cervix with involvement of the
parametric ligaments. Despite the potential for local and
lymphovascular metastasis, single such cases have been
described with a good prognosis for the patient. As far as

we know, there are only two reported cases of warty
carcinoma of uterine cervix spreading to the uterine body,22
one of which is described by our team and the another case
is with left paraovarian metastasis, a pouch of Douglas
metastasis and right paratubal metastasis.® This would allow
the widening of indications for organ-saving surgical
treatment towards total

procedures and surgical

laparoscopic hysterectomy or modified radical

hysterectomy with sentinel lymph node biopsy.

In the literature there is only one case with metastatic
lymph nodes: two micrometastases of pelvic lymph nodes
when total pelvic lymph dissection was performed (41
lymph nodes removed) described by our team. The tumour
was over 4cm. Up to this date (65 months), the patient is
alive and well, and has no recurrence. According to this
finding, the lymph node metastasis may not affect the
survival rate. To the best of our knowledge, this is the first
study of patients with cervical localization of warty
carcinoma for such period and providing such long follow-

up.

Conclusion

In conclusion, warty carcinoma has a favourable progress
and a good prognosis. Despite the theoretical possibility to
metastasize, single such articles are reported in which,
however, there are no change in the overall survival and
free of recurrence survival. The data available to date may
suggest rethinking of aggressive surgical behaviour in
patients with this histological type of cervical cancer,
especially when tumour size is between 2 and 4cm. To
prove that larger randomized clinical trials are needed.
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