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ABSTRACT

Primary Small Cell Neuroendocrine Carcinoma (PSCNC) of the vagina is an exceptionally rare malignancy with only 28 cases reported so far.
Female genital tract neuroendocrine tumors are exceedingly rare and constitute only 1%-2% of all gynecological malignancies. Because of their
rarity, they pose a significant diagnostic challenge for both clinicians and pathologists. Accurate timely diagnosis is imperative for both therapeutic
management and prognostic point of view.
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Introduction:

Primary or secondary gynecological neuroendocrone (NE) tumors are
uncommon.[1] These tumors are more commonly located in lung,
gastrointestinal tract, pancreas and thymus.[2] Recent classification
divides NE tumors into two groups: Poorly differentiated
neuroendocrine carcinomas(NECs) and Well differentiaed
neuroendocrine tumors(NETs). Poorly differentiated NEC include
small cell carcinoma and large cell NEC, while NETs include typical
and atypical carcinoids.[2,3,4] Cervical small cell carcinomas and
ovarian carcinoids constitute the most prevalent NE tumors of female
genital tract.[S] Primary small cell neuroendocrine carcinoma of the
vagina is an extremely rare and highly aggressive neoplasm with only
28 cases reported in literature so far.[6,7,8].We are reporting this case
because of'its rarity and to emphasize the importance of early diagnosis
in order to choose the most appropriate therapeutic modalities to
improve overall survival of this deadly neoplasm.

Case history:

A 50 years old post-menupausal women reported to gynecologic OPD
with complaints of vaginal bleeding and pelvic discomfort. On per
vaginal examination a soft to firm mass was palpated and a biopsy from
mass was taken.Routine investigations of the patient were normal
except mild anemia. Histopathology report of the biopsy revealed
small cell neuroendocrine carcinoma. 3-Tesla Magnetic Resonance
Imaging(MRI) pelvis & Contrast Enhanced Computed Tomography
scan(CECT) thorax was done to assess for origin and extent of the
disease as well as for staging purpose.MRI showed evidence of well
defined lobulated mass lesion of soft tissue signal intensity measuring
approximately 2.5cm CC x 1.7cm TR x 1.6cm AP along the lateral wall
of lower one third of the vagina with intraluminal extension displaying
high signal intensity on long TR images relative to adjacent muscles,
isointense on T1 with marked diffusion restriction corresponding to
low ADC values and mild heterogeneous post contrast enhancement.
Superiorly it was extending upto the level of base of urinary bladder
and inferiorly upto the external vaginal opening. Anteriorly &
posteriorly closely abutting the urethra & anal canal with loss of fat
planes with them. Laterally it was showing indistinct fat planes with
the left pubo-rectalis muscle. No extension was seen within the
ischioanal fossa. [Figure.la and b]

Figure-1(a&b) CEMRI PELVIS (TIW,T2W,STIR,DWI AND TWI
POST CONTRAST) AXIAL, SAGITTAL AND CORONAL image
shows a well defined mild heterogeneously enhancing lobulated soft
tissue lesion along the lateral wall of lower one third of the vagina with
intraluminal extension displaying high signal intensity on long TR

images, isointensity on TIW images with marked diffusion restriction
onDWI.

CECT thorax showed normal bronchovascular markings except for
few dependent air opacities in B/L lower lobes. No other pleuro-
parenchymal opacities or mass lesion seen.Chest wall revealed normal
bony cage and soft tissue.

Patient underwent wide local excision and left inguinal block
dissection in the surgery department of SRMS, Bareilly and the
specimen was sent for histopathological examination.

Histopathology showed classical appearance of small cell
neuroendocrine carcinoma underneath vaginal mucosa with neoplastic
cells arranged in sheets, nests, cords, and forming rossettes at places,
having high nuclear-cytoplasmic ratio, hyperchromatic nuclei with
finely stippled nuclear chromatin, inconspicuous nucleoli, significant
nuclear moulding scant cytoplasm and considerable mitotic
activity.[Figure.2a,b]

Immunohistochemistry revealed diffuse synaptophysin, CD56
positivity in tumor cells and Ki-67 index was more than 50%. [Fig 2c &

Figure-2.a.Se
sheets and nests under vaginal epithelium (H&E x 100) b.Tumor cells
showing nuclear moulding and high mitotic activity (H&E x 400)
c.Photomicrograph showing diffuse synaptophysin positivity in tumor
cells d. High Ki-67 index in most proliferating areas.

All resection margins and lymph nodes were free from tumor
infiltration. Patient was referred to radiation oncology unit of the
institute for further management and was recurrence free for 6 months
and came again with inguinal lymphadenopathy which was
subsequently biopsied and showed metastatic deposits with same
morphology and immunohistochemical profile.[Fig. 3] Patient
succumbed to death within one month.

Figure 3. Photomicrograph inguinal lymph nodes showing metastatic
deposits from Small cell neuroendocrine carcinoma vagina.
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Discussion:

Primary neuroendocrine tumors of vagina are extremely rare,majority
of them being poorly differentiated neuroendocrine carcinomas, small
cell type.[9] The mean age at diagnosis is 59 years and post-
menupausal bleeding is the typical presentaion.[1] Because of rarity of
PSCNC of the vagina, very limited literature is available concerning
prognostic and therapeutic information. Mnay researchers concluded
that these tumors have histological, immunohistochemical and
ultrastructural features similar to small cell carcinoma occuring
elsewhere in other anatomic locations including Lung and
Gastrointestinal tract. They depict very aggressive clinical behaviour
and worst prognosis even with modern multimodal treatment
regimens.[6,10.11,12]

In our case, the patient is 50 years postmenupausal female who
presented with vaginal bleeding. Histopathological findings in our
case were that of classical small cell neuroendocrine carcinoma with
intense immunohistochemical expression of synaptophysin, CD 56
and a high Ki-67 index.

Triphasic CT scan and MRI are imaging modalities of choice for
staging and extent determination of vaginal tumors.[13]

Current treatment modalities for PSCNC of the vagina include wide
local excision & lymphadenectomy with adjuvant chemoradiation to
enhance disease free survival.In 2003, Chan proposed a management
alogrithm for small cell carcinoma of the cervix which can also be
adopted in the management of PSCNC of the vagina.[1,14]

Recently some authors emphasized the use of molecular profiling to
customize treatment in an attempt to improve progression free survival
in PSCNC of'the vagina.[8]

Conclusion:

Primary small cell neuroendocrine carcinoma of the vagina are
exceedingly rare tumors with a rapid downhill course and high
mortality despite the use of modern multimodal treatment strategies
including molecular profiling suggested regimens.
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