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Abstract

Case Report |

Clear cell adenocarcinoma is a histological type rarely found among cancers of the vagina. It is often described in
young women previously exposed to diethylstilboestrol (DES) taken by mothers during pregnancy. Its prognosis is
pejorative, requiring early and modified management according to each case. Given the insufficient data in the
literature, we find it important and useful to report and discuss through the rare case of our elderly patient without any
notion of exposure to DES, the diagnosis, the therapeutic management and the prognosis of this type of cancer.
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INTRODUCTION

Primary vaginal cancers are rare and represent
less than 1.4% of all gynecological malignancies [1].
Clear cell adenocarcinoma is a rare malignant tumor in
the gynecologic tracts, rarer in the vagina, usually
occurring in young women previously exposed in utero
to synthetic diethylstilboestrol (DES), used to prevent
abortion during pregnancy[2]. Particularly, primary
clear cell vaginal carcinoma not associated with DES is
extremely rare, with a mostly poor prognosis showing a
poor response to adjuvant treatment [3], and a high
frequency of distant metastases, especially pulmonary
ones [4]. We report a case of vaginal clear cell
adenocarcinoma in an elderly woman not previously
exposed to DES.

CASE

Mme O.R is a 60-year-old woman, followed
for high blood pressure, who initially consulted a
gynecologist for post-menopausal bleeding that has
progressed for a year without other associated signs.
The initial clinical examination objectified the presence
of a tumor process at the expense of the upper 2/3 of the
vagina with induration of the rectovaginal septum. A
biopsy was taken with a morphological and
immunohistochemical appearance of a clear cell vaginal
adenocarcinoma. The pelvic MRI objectified the
presence of a tumoral process of the posterior surface of

the vagina of 14 x 38 x 45 mm, hemicirconferential,
which infiltrates the right paravagina and which arrives
in intimate contact with the rectal wall behind but
without infiltration signs, without extension to other
neighboring organs or to the lymph nodes. A Thoraco-
Abdomino-Pelvic CT scan assessing distance extension
was normal, classifying the tumor at stage Il by the
International Federation of Gynecology and Obstetrics
(FIGO 2018).

The decision of the multidisciplinary
consensus meeting was for a posterior pelvectomy with
definitive colostomy, but the patient refused the
surgery, and a concomitant first chemoradiotherapy was
decided.

The patient received external radiotherapy of
45Gy in 25 sessions of 1.8 Gy in 5 weeks associated
with 5 chemotherapy cures of cisplatin 40 mg/m?
weekly concomitantly with good tolerance.

The clinical evaluation found the persistence
of the right posterolateral process limited to the upper
half of the vagina and the control MRI showed an
estimated tumor regression of 23.6% and then the
patient was referred for surgery.

DiscussIiON

Primary vaginal cancer is a rare tumor that
occurs in women between the ages of 60 and 70.
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Adenocarcinoma is a rare pathological entity and occurs
in 14% of primary vaginal tumors. The clear cell type is
more common in young girls previously exposed to
DES treatment during pregnancy [5].

From a histological point of view, the vaginal
mucosa is formed by a squamous not Keratinized
epithelium and devoid of glands, which explains the
frequency of the squamous cell carcinoma type and
makes the development of adenocarcinoma, in
particular with clear cells, a mystery. Prenatal DES
exposure is an inducer of genomic instability and may
be an important factor in the carcinogenesis of clear cell
ADKs [6]. This association has been proven and
confirmed by several studies since 1971 [7, 8]. As the
first case of cancer induced by exposure to prenatal
drugs in humans [9], although this histological type was
described a few years later in elderly women without
DES exposure [3]. The malignant transformation of
vaginal adenosis without prenatal DES exposure, due to
residual Mullerian cells in the vaginal walls may be a
probable origin of this rare histological type of cancer,
reported in few publications [10].

The diagnosis is most often made after the
appearance of painless metrorrhagia, sometimes
leucorrhoea or pelvic pain, urinary or rectal signs for
the most advanced stages. Asymptomatic forms can be
diagnosed during screening for cervical cancer.

The clinical examination is important for
diagnosis, therapeutic or even prognosis. It must be
done by an oncologist-gynecologist and an oncologist-
radiotherapist.

Anatomo-pathological confirmation of the
histological type is done on a biopsy or on an operative
specimen, sometimes using, in addition to the
morphological study, a complement by
immunohistochemistry, in particular for small biopsies
[11].
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Fig-1: Microscopic appearance: Large clear cells with
hyperchromasia, a high nuclear-cytoplasmic ratio and irregular

nuclear membranes [12]

Imaging has a very important role in the
diagnosis and management of this type of cancer. In any
patient presenting with a primary vaginal clear cell
adenocarcinoma not associated with DES, an in-depth
assessment must be performed in order to exclude its
secondary origin from other malignant tumors
(gynecological, gastrointestinal, renal, etc.), in
particular  Fluorine-18 fluorodeoxyglucose positron
emission tomography (18F-FDG-PET) [3, 13], which
could not be done in our case by lack of means.

MRI is the most reliable and precise imaging
technique for evaluating locoregional extension and
tumor stage which will determine not only the
therapeutic choice but also the prognosis, through its
excellent soft tissue resolution. It must specify the seat
which is most often at the level of the upper third of the
vagina, the tumor volume, the extension to the
parameters and locoregional towards the bladder, the
rectum, the pelvic wall and the lymph nodes [4, 14].

As a rare primary cancer, its management is
not well defined, often decided on a case by case basis,
by referring to experiences with cervical cancer and the
few studies available. Concomitant chemoradiotherapy
and brachytherapy to preserve the organ is a therapeutic
option, its local control rate and five years survival was
significantly lower compared to squamous cell
carcinoma in the study conducted by Frank and Al in
2007 [3].

Surgery is reserved for the early clinical
stages, with favorable rates of specific survival and
local control at five years, considered mutilating for the
advanced stages [1]. It may be the option of choice for
curative purposes in a salvage situation for locally
advanced clear cell vaginal adenocarcinoma persisting
after irradiation[15].

The prognosis of primary clear cell vaginal
adenocarcinoma is markedly poorer than that of
squamous cell carcinoma, particularly if not associated
with DES exposure. The stage is a very important
prognostic marker, and is a determinant of treatment
strategy [16, 17]. Huo and al concluded that clear cell
adenocarcinoma of the vagina without DES exposure
has the peculiarity of progressing more rapidly, of
relapsing early, with a higher mortality rate and
potential for distant metastasis [18].

CONCLUSION

Primary clear cell adenocarcinoma of the
vagina without previous exposure to diethylstilboestrol
is very rare, that the etiology and natural history still
remain uncertain. Treatment guidelines and prognosis
require careful assessment of patient and tumor factors
for better management. Further studies should be
conducted and new cases should be reported to provide
a baseline for its diagnosis and management.
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