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CASE REPORT

A two eterochronous primary gynaecological malignancies of
different origin
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Abstract: Aim: The objective of our study is to present a rare case of two eterochronous primary gynaecological
malignancies.
Case: A 65-year-old para-2, white obese female, presented in our department 4 years ago, due to a single
event of vaginal spotting. Curettage revealed an endometrial cancer. A total abdominal hysterectomy and bilateral
salpingo-oophorectomy was performed. Histology showed an endometrioid adenocarcinoma of endometrium
stage Ib, moderately differentiated. No additional therapy was given. Twenty seven months later, a pathologic
Papanicolaou smear came out on her routine follow-up. Although, recurrence on vaginal cuff was possible, the
biopsies of anterior vaginal wall showed a poorly differentiated squamous cell carcinoma of the vagina. An
exploratory laparotomy was performed, but tumor resection was not possible. The patient was classified as
stage II vaginal carcinoma and underwent complete radiotherapy and chemotherapy.
Conclusion: This case indicates that female genital carcinomas of different histological origins may occur with
minimal time-interval, even in the absence of known predisposing factors like previous chemo-radiotherapy,
HPV infection or diethylstilbestrol exposure. The role of close follow up of hysterectomised patients should also
be mentioned (Fig. 1, Ref. 15). Full Text (Free, PDF) www.bmj.sk.
Key words: Endometrium, vagina, malignancy, eterochronous

Endometrioid adenocarcinoma is the most common type of
endometrial cancer (1). Post-menopausal, obese women are the
typical patients (1). After surgery with/without additional therapy,
survival rates are high (1). The most usual recurrence of the disease is presented as adenocarcinoma on vaginal cuff (2). We report a rare case of a second primary squamous carcinoma of the
vagina in a patient with a history of endometrioid endometrial
cancer, instead of the expected recurrence of the first disease.
Case
A 65-year-old, para-2, white, obese, female presented 4 years
ago in our department due to a single event of vaginal spotting.
The Papanicolaou smear showed a very high grade of maturation of cervical epithelium, non compatible to her age. She was
under medication for hypertension and hypothyroidism, with no
other significant medical history. Transvaginal ultrasonography
showed the uterus bigger than normal and the endometrial thickness was found to be 9 mm. Heterogeneity and cystic lesions
were other endometrial findings. Curettage revealed an endometrial cancer. Chest X-ray and computed tomography (CT) were
negative. Abdominal CT confirmed uterus enlargement and endometrial heterogeneity. Intrapelvic lymph nodes were less than
10 mm size. Liver, kidneys and pancreas were normal. The seDepartment of Gynecology, Metaxa Memorial Cancer Hospital, Peiraeus,
Greece

rum levels of tumor markers such as Ca 125 and Tag 72 were
within normal ranges: 5.7 U/ml and 1 U/ml, respectively. A total
abdominal hysterectomy and bilateral salpingo-oophorectomy
was performed. Post operative recovery was optimal. Final histology showed an endometrioid adenocarcinoma of endometrium
moderately differentiated with papillary architecture and superficial myometrium invasion. Peritoneal lavage was negative. By
FIGO classification, it was staged as Ib and no additional therapy
was given.
The patient was under close follow up. Twenty seven months
later and after an uneventful period, a pathologic Papanicolaou
smear occurred. Recurrence of endometrial cancer on vaginal
cuff was the first thought in the differential diagnosis. Chest Xray and CT were negative. Abdominal CT revealed an enlargement of vaginal cuff and anterior vaginal wall (Fig. 1a, b). Cystoscopy verified the existence of a mass pushing the posterior
bladder wall without signs of invasion of its mucosa. Colonoscopy
was negative of infiltration. Biopsies taken from the anterior
vaginal wall showed a grade I squamous cell carcinoma of the
vagina. An exploratory laparotomy was performed in order to
extract the mass. Intraoperatively, after adhesiolysis, the tumor
was revealed and closer exam showed that it was strongly fixed
to the bladder. Resection was not possible without sacrificing
the bladder, mainly by performing anterior exenteration. More
biopsies were taken. Histology concluded to a squamous tumor
poorly differentiated with positive PAS and CK5 and negative
CK1-3 and CK5-6 reaction. After recovery, the patient underwent complete radiotherapy and chemotherapy due to vaginal
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Fig. 1 a, b. Abdominal CT revealed an enlargement of vaginal cuff and anterior vaginal wall.

cancer stage II. One year later, the patient is free of disease facing problems of dysuria and constipation.
Discussion
Endometrial cancer comprises about 4 % of all cancers in
women globally and occurs predominantly after the menopause
(3). Family history of endometrial cancer and long lasting anovulation are associated with an increased risk of endometrial
carcinoma (3), whereas high parity and late age at the last birth
is considered to give long-lasting protection (4). The role of obesity as a risk factor in both premenopausal and postmenopausal
women is also firmly established whereas there is limited evidence that physical activity has a protective effect. Use of combined oral contraceptives confers a long-lasting protection against
endometrial cancer, particularly among long-term users (5). Estrogen only hormone replacement therapy is also an important
risk factor (6). Moreover, there is a substantive evidence that
smoking is protective (7). The continuing increase of obesity
and decrease of fertility however forewarns that endometrial cancer will become a more important public health problem (8).
Many subsequent neoplasms can be expected after women are
diagnosed with endometrial carcinoma because of their favourable
survival rate and high frequency. The most common subsequent
neoplasms recorded are synchronous or metasynchronous ovarian
carcinomas and carcinomas of the small intestine, followed by
renal cell carcinoma, bladder carcinoma, squamous cell skin carcinoma, connective tissue malignancies, and leukemia (9). Increased risk of connective tissue tumours and leukemia may signal a response to treatment, and an increased risk of squamous
cell skin carcinoma may signal a depressed immune function (10).
The increased occurrence of second primary malignancies
after women are diagnosed with an initial primary malignancy
may result from: 1) intensive medical surveillance after the first
diagnosis, 2) therapy-induced exposure to X-rays and antineoplastic agents, and 3) shared environmental and hereditary factors between the first and second primary malignancies (11).

Vaginal cancer is the rarest of all female genital malignancies. More than 90 % of the cases are epithelial carcinomas, from
which the 25 % involves in situ lesions. Squamous carcinomas
are more common as the age of the patient progresses. In the
contrary, adenocarcinomas are rare but more frequently observed
in younger patients (12).
Patients undergoing radiotherapy for advanced cervical or
endometrial cancer bear a considerable risk of developing vaginal malignant lesions. So, radiotherapy has been considered to
have a role in the pathogenesis of vaginal dysplasia. It has been
shown that vaginal preneoplastic changes in women post-hysterectomy who had received radiotherapy for cervical, endometrial,
and vaginal cancer represent a HPV-related nosologic entity (13).
In our case, it is strange enough that an eterochronous squamous cell vaginal carcinoma occurs in absence of family history
of malignancies or other predisposition factors such as multiple
primary malignancies as chemotherapy, radiotherapy, smoking,
exposure to diethylstilbestrol or HPV infection (14) in a patient
with a history of an endometrioid endometrial cancer.
The role of the close follow-up in our patient with Papanicolaou smears and C/T scanning regardless her age was very significant as shown in order to achieve the diagnosis of such an
eterochronous tumor. However, we should consider and clarify
in details if such a tumor would be a recurrence or a second
primary malignancy. Such a diagnosis would give us the opportunity to offer the best treatment choice in each case (15). Explorative laparotomy is proposed to achieve total excision of the tumor with free margins, however, when this is not possible, complete radiotherapy and chemotherapy is the suggested treatment.
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