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Abstract. Background/Aim: Clear cell vaginal adeno-
carcinomas are rare tumors occurring in women which are
usually treated by chemo radiotherapy with good outcomes.
However, in certain cases, this treatment is not associated
with complete response and a further surgery is needed.
Case Report: We present the case of a 38-year-old patient
diagnosed with stage IVA clear cell vaginal cancer who had
been previously submitted to radio chemotherapy and in
whom the lesion persisted after the oncological treatment;
therefore, the patient was proposed for surgery with curative
intent. The tumor was resected by performing an anterior
pelvic exenteration with good outcomes, the patient being
discharged in the seventh postoperative day. At one-year
follow-up the patient remains free of recurrent disease.
Conclusion: Pelvic exenteration with curative intent might
be the option of choice for persistent locally advanced clear
cell vaginal cancer.

Vaginal cancer is a rare tumor, accounting for less than 2%
of all gynecological malignancies, the most commonly
encountered subtype being represented by squamous cell
carcinoma (1). When it comes to clear cell vaginal
adenocarcinoma, it represents a usual subtype of vaginal
cancer, which is most commonly encountered in patients
with prior history of diethylstilbestrol exposure. Patients
diagnosed with this histopathological subtype in which a
history of diethylstilbestrol exposure is not documented are
even less frequently encountered, rare cases being reported
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so far (1-4). In consequence, data regarding the most
efficient therapeutic protocol are scarce; however, it seems
that a combination of external radiotherapy, intracavitary
brachytherapy and concurrent platinum-based chemotherapy
might provide a good local control of the disease. Moreover,
there are cases in which a total remission of the tumor could
be achieved by using this therapeutic strategy (5). However,
cases presenting with per primam locally advanced tumors
might need extended pelvic resections in order to achieve the
local control of the pelvic malignancy.

Case Report

We present the case of a 38-year-old female diagnosed with
locally advanced clear cell vaginal carcinoma who was
submitted to chemo-radiation followed by anterior pelvic
exenteration.

The 38-year-old patient presented herself in December
2017 to the gynecologist for the apparition of irregular
vaginal bleeding in association with hematuria. At that
moment the local examination revealed the presence of a
vaginal tumor developed at the level of the anterior vaginal
wall measuring approximately 6 cm — in length, 5 cm in
width and 4 cm in depth, invading the whole length of the
urethra; the rectal touch infirmed the presence of clinical
signs of local invasion. The vaginal tumor was further on
biopsied and proved to be a high-grade clear cell vaginal
adenocarcinoma. The computed tomography performed at
that moment excluded the presence of distant metastases
and confirmed the presence of a tumoral mass of 58/47/58
mm developed at the level of the anterior vaginal wall
invading the posterior wall of the urinary bladder
(including the mucosal layer of the bladder), both levator
ani muscles, and the urethra. This result was confirmed by
pelvic magnetic resonance imaging, which described the
presence of a 49/51/58 mm mass invading the posterior
wall of the urinary bladder (at the level of the trigon) as
well as the urethra. The patient was submitted to
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neoadjuvant radiotherapy consisting of 20 fractions of 2
Grays each (a total dose of 40 Grays) followed by six
cycles of paclitaxel and cisplatin. At the end of the
neoadjuvant treatment the magnetic resonance imaging
which was performed in June 2018 demonstrated the
persistence of the tumor which measured at this moment
33/34/55 mm. In addition, the invasion at the level of the
urinary bladder trigon persisted, so the patient was
submitted to surgery after obtaining a written consent in
July 2018. Intraoperatively, the presence of urinary bladder
involvement was confirmed, so the patient was submitted
to anterior pelvic exenteration. Due to the previous history
of external radiotherapy, no urinary tract reconstruction
was performed, the two ureters being exteriorized in right
side terminal cutaneous ureterostomy. Intraoperative
aspects are shown in Figures 1-4. The postoperative
outcome was uneventful, the patient being discharged in
the seventh postoperative day. The histopathological
studies confirmed the presence of a poorly differentiated
clear cell vaginal adenocarcinoma as well as the invasion
at the level of the urethra and of the urinary trigon. In the
meantime, negative resection margins were also confirmed.
At one-year follow-up the patient is free of any local or
distant relapse.

Discussion

Initially considered as an incurable gynecologic malignancy,
vaginal carcinoma accounts for up to 2% of all vaginal
cancers and are mainly represented by squamous cell
carcinomas. Vaginal clear cell carcinomas account for less
than 10% of all vaginal carcinomas and are most commonly
related to diethylstilbestrol in utero use (1-2). This
correlation has been widely demonstrated, most studies
demonstrating a high incidence of this malignancy among
daughters of women who used this synthetic molecule of
estrogen during the first 18 weeks of gestation. The
explanation is related to the interference between this
synthetic product and the Mullerian epithelium degeneration
at the level of the fetal vagina; therefore, most cases
diagnosed with this malignancy are usually young females
(during the first decades of life) (oppositely to squamous cell
carcinoma which is usually diagnosed in patients between
the fifth and seventh decades of age) (5-8). However, in the
absence of a previous history of diethylstilbestrol use, clear
cell vaginal cancer had been rarely encountered, most often
being related with patients presenting congenital
malformations of the uterus or vagina such as bicornuate
uterus (3, 9). When it comes to the location of clear cell
vaginal adenocarcinomas, they are usually encountered at the
level of the upper third of the anterior wall of the vagina;
however, in less than 10% of cases, the entire length of the
vaginal wall is involved.
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Therefore, the particularity of our case was related to the
absence of a previous history of in utero diethylstilbestrol
use, to the absence of any other congenital malformations of
the gynecological tract as well as to the relatively advanced
age at diagnosis (38 years in our case while the median
reported age is 18 years) (3).

As for the therapeutic strategy, we also decided to start
with radio chemotherapy with curative intent. However, the
tumoral lesion reported only a slight regression in the
volume; therefore, surgery with curative intent was needed
in order to provide a chance to control the disease.

One of the first studies which were conducted on this issue
was published in 1979 and included 346 patients with clear cell
adenocarcinomas of the uterine cervix and of the vagina, a
history of diethylstilbestrol use being demonstrated in two
thirds of these cases (10); among the 346 patients, there were
189 cases diagnosed with vaginal tumors. As expected, the
long-term outcomes of these patients proved to be significantly
influenced by the stage at diagnosis; while for stage I patients
the five year survival rate was 87% for cases with vaginal
cancer and 91% for those with cervical cancer, for stage IV
patients the overall survival significantly decreased, a single
case of the five patients diagnosed in this stage of disease
reporting a long-term survival of 27 months (10).

However, since extended pelvic resections have been
widely performed in order to treat locally advanced or
relapsed cervical tumors, this type of surgery was also
successfully implemented in order to treat persistent vaginal
cancer. In such cases the usual development of the tumor on
the anterior wall of the vagina might impose performing an
anterior pelvic exenteration. Experience gained during
treating stage IV cervical cancer with urinary bladder
invasion or pelvic recurrences after surgically treated
cervical cancer provided the opportunity to offer a radical
treatment in such cases (11-14).

An interesting study which came to demonstrate the
effectiveness of pelvic exenteration for clear cell
adenocarcinoma of the uterine cervix and of the vagina was
published in 1989 by Senekjian et al. The study included 29
cases, eight of these patients being submitted to surgery for
lesions which persisted after radiotherapy (15).

As it can be observed, most studies conducted on this issue
have been published between 1970 and 1990 (15, 16). This fact
can be also correlated with the relationship between clear cell
vaginal carcinoma and diethylstilbestrol use. The first year in
which this product was widely introduced in order to prevent
miscarriages and other pregnancy related problems was 1947
for the United States of America. The product was widely used
in the United States until 1971, when the Food and Drug
Administration organization declared the use of this product as
contraindicated during pregnancy. Therefore, a significant
decrease in the number of clear cell vaginal carcinoma was
encountered in women who were born after this year (17).
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Figure 1. The aspect after mobilization of the tumor en bloc with total
hysterectomy, bilateral adnexectomy and total cystectony.

Figure 2. Intraoperative aspect demonstrating the presence of tumoral
invasion at the level of the urinary bladder trigon.

Conclusion

In conclusion, non-related to diethylstilbestrol in utero use
vaginal clear cell carcinomas are rare eventualities, only rare
cases being reported so far. The particularities of our case
are related to the relatively advanced age at the time of
diagnosis, to the absence of exposure to diethylstilbestrol use
as well as to the absence of association of any congenital
gynecologic abnormalities. As for the topical particularities,

Figure 3. The aspect after mobilization of the urinary bladder.

Figure 4. The vaginal tumor invading the posterior wall of the urinary
bladder.

they are represented by the dimension of the tumor, which
initially invaded the whole length of the anterior vaginal wall
as well as the entire length of the posterior urethra and the
urinary bladder trigon. Although chemo-irradiation was
performed, the tumor persisted, therefore, radial pelvic
surgery consisting of an anterior pelvic exenteration was
taken into consideration and proved to be a valid option. At
one-year follow-up, the patient is free of any recurrent local
or distant lesion.
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