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ABSTRACT

Introduction: Primary vaginal malignant tumors are rare, especially neuroendocrine tumors. The primary small cell carcinoma of
the vagina is an aggressive tumor with poor prognosis because of early recurrence and metastasis.

Aim: to report the complexity of treatment of primary neuroendocrine carcinoma of vagina, and its metastasis.
Material & methods: we report a retrospective case of primary neuroendocrine carcinoma of vagina treated in our institution.

Keywords: We report a case of a 37-year-old woman who was diagnosed with a small cell carcinoma of the vagina without distant
metastasis. The primary vaginal tumor was treated by surgery, brachytherapy, and chemotherapy. The first recurrence appeared
seven years after initial diagnosis, which was a pulmonary metastasis, treated surgically. Seven years after this recurrence, she was
treated with chemotherapy and surgery for another pulmonary metastasis. Fifteen years after the initial diagnosis, the patient
underwent surgery for brain metastasis. She died eighteen months after the third recurrence.

Conclusions: This case splendidly illustrates a long survival term of a tumor known with poor prognosis.
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Introduction:

Primary vaginal malignant tumors are rare, accoun-
ting for less than 2% of all the gynecological malignant
tumors (1). Primary neuroendocrine tumors of the fe-
male genital tract are also rare and particularly primary
vaginal small cell carcinomas. Since Scully et al. repor-
ted the first case in 1984, the primary small cell carci-
noma of the vagina is known for being a highly agg-
ressive malignancy as all neuroendocrine tumors. They
have a propensity for early widespread dissemination
and the mean survival is 12 months (2, 3). Due to its
rarity, there’s no consensus regarding the treatment of
these tumors. We report a case of primary small cell
neuroendocrine carcinoma of the vagina that survived
16 years after initial diagnosis.

Case report

A 37-year-old woman, gravida 3, para 3, without
significant medical history, presented to an outside
institution for a vaginal cyst, which was excised. The
histopathology examination demonstrated diffuse in-
filtration of small cells with scanty stroma. The cells
show fine granular powdery chromatin, inconspicu-
ous nucleoli, very scanty cytoplasm and high mitotic
activity (Figure 1). Immunohistochemistry confirmed
neuroendocrine origin by positivity for Chromogranin
(Figure 2) and Synaptophysin (Figure 3). The diagnosis
of small cell neuroendocrine carcinoma was retained.

We have no clue about the margins. The patient
underwent brachytherapy administered by a vaginal
cylinder two weeks after surgery and was referred to
our hospital for chemotherapy. At first examination at
our institution, a 2 cm scar of the inferior part of the
right wall of the vagina was found with no evidence
of recurrence. The rest of the vagina was normal and

Figure 1. Neuroendocrine carcinoma showing solid sheets
composed of cells with larger vesicular nuclei and mitotic acti-
vity (magnification in Hematoxylin-eosin stainingx40).

Figure 2. Tumor shows positivity for Chromogranin A (Magni-
fication x 400).

obviously, the cervix was not involved. There was no
palpable lymphadenopathy in the inguinal folds. Ima-
ging studies were performed to evaluate the extent of
disease: chest x-ray and pelvic ultrasonography were
normal, abdominal computed tomography scan sho-
wed no abnormalities suggestive of metastases. Then,
the patient received chemotherapy with vincristine, ac-
tinomycin, and cyclophosphamide. She was followed
up with regular medical consultations. Seven years af-
ter initial presentation, she had a recurrence with pul-
monary metastasis in the left lower lobe. The patient
underwent wide excision of the lump and histological
examination was typical of small cell neuroendocrine
carcinoma. Post operatively, the patient received four
courses of chemotherapy with cisplatin and etoposide.
She was regularly followed up with clinical check-up,
chest x-ray, and abdominal ultrasonography. Seven ye-
ars after the first recurrence, another pulmonary me-
tastasis was discovered in the right upper lobe. It was

Figure 3. Tumor shows positivity for Synaptophysin (Magnifi-
cation x 400).
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10 ¢cm mass invading pulmonary vessels and a trans-
parietal biopsy was performed concluding to a small
cell neuroendocrine carcinoma. Thus, the patient was
given chemotherapy to reduce the tumor’s size and a
right upper lobectomy with pleurectomy was perfor-
med with adequate margins. Seven months after the
last surgery, she developed signs of intracranial hyper-
tension and left homonymous hemianopia: a brain tu-
mor located in her occipital right lobe was diagnosed.
Complete resection of the brain tumor was done and it
was diagnosed as metastatic small cell neuroendocri-
ne carcinoma at the histopathology examination. After
that, the patient underwent cerebral radiation therapy.
She died eighteen months after the third recurrence,
sixteen years after initial diagnosis.

Discussion

Primary malignant tumors of the vagina are rare and
particularly the small cell neuroendocrine carcinomas
(1). Scully and al. first reported a case in 1984 and less
than 27 cases have been described so far in the litera-
ture (4-6). Vaginal metastasis of carcinomas arising in
another part of the body must be excluded to confirm
the diagnosis, especially in sites as cervix and lung. In-
deed, the primary site of neuroendocrine tumors is the
lung in 95% of cases (7). Our patient only had a vaginal
lesion without cervical lesion and no evidence of dis-
tant metastasis at diagnosis. Therapies used are gene-
rally inspired by the experience of patients treated for
small cell carcinoma of the lung. There’s no consensus
for an optimal treatment as it’s a rare neoplasm. Since
these tumors are aggressive and have a propensity for
widespread dissemination, a combination of therapies
is required and recommended (2).

Different modalities were reported: chemotherapy,
radiation therapy, surgery or combination of these
ones. Combination chemotherapy followed by brachy-
therapy was used by Joseph and al (8). Mirhashemi’s
patient received combination chemotherapy followed
by whole pelvic radiation (9). For local control, sur-
gery and radiation therapy should be used. Surgery is
only considered for small resectable lesions and radia-
tion is associated with a high frequency of side effects
in the pelvic region, which limits its delivery (10, 11).
Our patient was treated with multimodality therapies:
surgery followed by brachytherapy and then she had
combination chemotherapy with vincristine, actinomy-
cin, and cyclophosphamide. She had an excellent ini-
tial response. The first recurrence occurred after seven
years. Recurrence and distant metastasis are common,
being the main cause of mortality (12).

Neuroendocrine tumors can seldom be discove-
red with paraneoplastic manifestations as hypercalce-
mia, hypoglycemia, carcinoid syndrome or Cushing’s
syndrome due to the production of ectopic hormone
(13). Our patient did not have these symptoms at di-
agnosis or with distant metastasis. The metastases were
surgically treated and histopathological examination
concluded to small cell neuroendocrine carcinoma
three times. Our case is original for the successful treat-
ment challenges of metastasis. Moreover, our patient is
the first case who survived sixteen years after the initi-
al diagnosis of small cell neuroendocrine carcinoma of
the vagina. Survival times ranged from 5 months to 38
months and 85% of patients die within a year (3).

Discussion

Small cell carcinoma of the vagina is a low inciden-
ce disease. It’s clinically aggressive with poor progno-
sis because of early recurrences and distant metastases.
Multimodality treatment is recommended for better
survival, however, more studies need to be done to es-
tablish a standardized therapy.
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