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Abstract

Neuroendocrine carcinomas of the cervix are rare, and account for only 2% of all cervical cancers. the diagnostic and therapeutic management
of these tumors is challenging and is extrapolated from other locations of neuroendocrine tumors. Rare cases of neuroendocrine tumors of the cervix
have been reported in the literature and were associated with aggressive behavior and poor prognosis. We report the case of a 62 years old woman,
diagnosed with metastatic cervical neuroendocrine carcinoma who received palliative chemotherapy with good control of her disease.

Keywords: Neuroendocrine carcinoma; immunohistochemistry; Chemotherapy

Introduction

Neuroendocrine tumors (NETs) are neuroendocrine cell-
derived malignancies that can occur in various locations. They are
divided into four categories: small cell, large cell, atypical cell, and
classical carcinoid tumors [1]. Neuroendocrine carcinoma of the
cervix is a rare malignancy and accounts less than 2% of all cervical
cancers [2]. In literature, there are very few reported studies and
they involved only small series and case reports of neuroendocrine
small cell cervical carcinoma. Furthermore, the patients are at
advanced stages in most of the reported cases. It is difficult to
manage these tumors. They are often diagnosed at an advanced
stage and the prognosis is generally poor [2,3]. The most common
treatment for patients with advanced disease is chemotherapy
based on etoposide and cisplatin. Through this case, we report our
experience in the management of this particular tumor and discuss
it in comparison with literature.

Case report

We report the case of a 62-years-old woman with a medical
history of diabetes under oral antidiabetic drugs. She reported in July

2018 o occurrence of spontaneous low abundance metrorrhagia.
The clinical examination revealed a large cervical hemorrhagic mass
at the level of the cervix measuring 6¢cm. Cervical biopsy revealed
an infiltrating malignant process and the immunohistochemical
study showed a positive staining for the P16, synaptophysin (Figure
1), chromogranin A (+), and CD5/6. Thus, the cyto-architectural
and immunohistochemical aspect was compatible with small cell
carcinoma of the cervix (Figure 1) thoraco pelvic abdominal CT scan
revealed a locally advanced cervical tumor with metastatic lymph

nodes in addition to pulmonary and bone metastases (Figure 4).

The patient received first line chemotherapy based on cisplatin
80 mg / m2 and etoposide 100mg / m2 (j1, j2, j3) with bone
modulating agents based on denosumab because of the presence
of bone metastases. The patient received 3 cycles with partial
response then continued until a total of 6 cycles. The evaluation
have shown disease stability. Therefore, a follow-up of patient was
decided. After 18 months of follow-up the patient is still with good

clinical and radiological control (Figure 1-4).
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Figure 3: HESX400: Immunostaining with Synaptophysin.

Figure 4: Coronal and sagittal section showing a tumoral process on the cervical region of the cervix with locoregional extension.
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Discussion

Neuroendocrine tumors originate from Kulchitsky cells which
can be found in all parts of the body, cervical localization is rare and
represents only 3% of cervical tumors which are predominantly
squamous cell carcinomas [4]. During the last two decades, and
unlike squamous cell carcinoma of the cervix, an increase in the
incidence of small cell neuroendocrine carcinomas has been
observed. These tumors occur at a median age of 40 years (20-87)
[5], which appears younger than for squamous cell carcinoma of the
cervix. The clinical symptomatology is nonspecific it is most often
metrorrhagia, recurrent leucorrhea or pelvic mass. The diagnosis
is based on the histological study, neuroendocrine differentiation
can be shown by many methods. The most important of all these
methods is immunohistochemical study with chromogranin A,
neuron specific enolase (NSE) which was implemented in this
study. Chromogranin A is a more specific stain on this issue.

In the literature, there are studies that have been conducted
to show the presence and significance of neuroendocrine
differentiation in a specific tumor, especially on gastrointestinal
tract and lungs, and these studies have concluded that this
differentiation is related with poor prognosis and survival [6].Race,
age and stage of the tumor seem to be the prognostic factors also
smoking and advanced stage are reported to be poor prognostic
factors for survival in patients with NE small cell carcinoma of the
cervix . Of all these, the most important prognostic factor is lymph
node metastasis. While the lymph node invasion in neuroendocrine
tumors is more than 30% [7]. Given the strong trend towards
regional and remote dissemination, the assessment should include
abdomino-pelvic imaging, preferably magnetic resonance imaging.
In order to improve ganglion staging FDG-PET is significantly more
accurate than computed tomography (CT) and is recommended for
loco-regional lymph node and extra pelvic staging. The metabolic
dimension of the technique provides additional prognostic
information, allowing a good follow-up of the target lesions, it
becomes the tool of choice when one wishes to appreciate at best
the effectiveness of a treatment [7].

The treatment of cervical neuroendocrine carcinomas is
modeled after squamous cell carcinoma, taking into account the
characteristics of neuroendocrine tumors of the lung. In the case
of metastatic disease, palliative chemotherapy with cisplatin and
etoposide or VAC- type chemotherapy (vincristine, adriamycin and
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cyclophosphamide) are indicated [8,9] However, in the presence
of small series and a few case reports it is difficult to analyze the
effects of a treatment. Our patient was diagnosed at an advanced
stage and having benefited from the systematic chemotherapy.
After 18 months of follow-up the patient is still with good clinical
and radiological control.

Conclusion

The cervix is a rare location of this subtype making the
diagnosis very challenging and the confirmation is obtained by
histology and immunohistochemistry. Conventional chemotherapy
based on platinum and etoposide is still the mainstay of treatment
in metastatic setting. More advanced research is required to better
understand these tumors and allow development of effective drugs

for this rare disease and improve the outcome of patients.
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