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Abstract: Neuroendocrine carcinoma (NEC) of cervix is an aggressive histological variant of cervical cancer accounting for about 1-

1.5% of all cervical cancers. High grade (G3) neuroendocrine carcinoma is highly aggressive tumours and frequently present at an 

advanced stage. Immunuohistochemical staining for neuroendocrine markers provide support for diagnosis. The 5 year survival for 

small cell neuroendocrine carcinoma (SCNEC) of all stages reported to be 14-39% with poorer survival in higher stage disease. The 

management of high grade neuroendocrine carcinoma may include specific neuroendocrine based systemic chemotherapy and 

radiotherapy including axial sites. 
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1. Introduction 
  

Cervical neuroendocrine tumours are extremely rare and are 

primarily defined by the same architectural and cytological 

features used at other sites. High grade neuroendocrine 

carcinomas are composed of high grade malignant cells and 

may be of either small cell or large cell type. Both types are 

considered grade 3.High grade NEC of small cell type is far 

the most common of these tumours
1
. 

 

2. Case Report  
 

Our case is of a 47 year old female who presented with h/o 

postmenopausal bleeding, loin pain and increased frequency 

of urination of about 4 months duration. Perspeculam 

examination revealed an ulceroproliferative nodular growth 

in cervix from 11 'o clock to 3’ o clocks anteriorly extending 

in to vagina involving anterior fornix, posterior fornix is 

free. A pap smear examination showed malignant small 

round cells arranged singly scattered and rosette like fashion 

(Figure 1) 

 

Then a cervical biopsy done and histopathology showed 

ectocervical epithelium with focal CIN II change (Figure 2) 

and sub epithelial region showed an infiltrative neoplasm 

arranged in nests, sheets, rosettes and focal glandular 

pattern. (Figure 3) The cells are small with high N/C ratio 

and pleomorphic hyperchromatic nuclei. (Figure 4) Stroma 

is fibrocollagenous. No lymphovascular or perineural 

invasion seen. No necrosis. IHC markers synaptophysin 

(Figure 5) and chromogranin were positive. 

 

 
Figure 1 
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Figure 2 

 

 
Figure 3 

 

 
Figure 4 

 

 
Figure 5 

3. Discussion 
 

Neuroendocrine differentiation occurs within neoplasms 

arising from cervical epithelium. Cells that express 

neuroendocrine markers are present in some cases of 

cervical adenocarcinoma insitu and could be the precursor of 

cervical neuroendocrine tumours. 
2
 Grade 1 neuroendocrine 

tumours (carcinoid) generally follow an indolent course. 

Grade 2 neuroendocrine tumours (atypical carcinoid) are 

more aggressive neoplasms.
3 

High grade neuroendocrine 

carcinomas (grade 3)are composed of high grade malignant 

cells and may be of either small cell or large cell type.
4
 

SCNEC are rare, extremely aggressive even at low stage. 

5
Initially small cell neuroendocrine carcinomas of the cervix 

may be misdiagnosed as cervical myomas
 (6, 7)

 such as the 

case in our study or rapidly growing polyps in the cervix. 

Abnormal vaginal bleeding is the most common presentation 

and some have pelvic pain and pressure-like discomfort.
 (7, 8) 

 

SCNEC is characterised by monotonous population of small 

cells with ovoid hyperchromatic nuclei, often exhibits 

moulding and IHC for neuroendocrine markers provide 

support for diagnosis.
4
 Cervical SCNEC is reliably 

associated with high risk HPV, HPV -18 is identified more 

frequently than in cervical squamous cell carcinomas.
6
 

SCNEC usually accompanied by insitu or invasive 
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carcinoma. In our case ectocervix showed a focus of CIN II 

with koilocytic change. The pap smear cytology showed 

malignant small round cells and rosettes however proceeded 

with biopsy and immunohistochemistry for accurate 

diagnosis. It’s very important to differentiate these small 

blue round cell tumours from lymphoms, small cell 

squamous cell carcinomas, basaloid squamous cell 

carcinomas, embryonal rhabdomyosarcomas, and metastasis.
 

(9, 10) 
Immunohistochemical markers synaptophysin and 

chromogranin A can detect neuroendocrine 

differentiation.
9
Our case showed positivity for 

synaptophysin and chromogranin suggestive of 

neuroendocrine carcinoma. 5 year survival for SCNEC of all 

stages is reported to be 14-39%, with poorer survival in 

higher stage disease.
1 

 

4. Conclusion 
 

SCNEC is rare, aggressive tumour prone for local distant 

metastasis even at low stage. The management of this 

tumour include specific neuroendocrine based systemic 

chemotherapy and radiation therapy including axial sites. 

Hence identification by thorough investigations and 

histopatholoy with immunohistochemistry is necessary for 

accurate diagnosis. 

 

References  
 

[1] Kurman R. Who classification of tumours of female 

reproductive organs. Lyon: IARC; 2014.  

[2] Liu H, Zhang Y, Chang J, Liu Z, Tang N. Differential 

expression of neuroendocrine markers, TTF-1, p53, and 

Ki-67 in cervical and pulmonary small cell carcinoma. 

Medicine. 2018;97 (30):e11604.  

[3] Papatsimpas G, Samaras I, Theodosiou P, 

Papacharalampous K, Maragkouli E, Papadopoulos N et 

al. A Case of Cervical Carcinoid and Review of the 

Literature. Case Reports in Oncology. 2017;10 (2):737-

742.  

[4] Nishio Y, Miyatake T, Yasuoka H, Tsuji H, Temukai 

M, Hisamatsu T et al. Primary Neuroendocrine 

Carcinoma of the Uterine Cervix Treated With 

Complete Surgical Resection and Adjuvant 

Combination Chemotherapy. Journal of Clinical 

Gynecology and Obstetrics. 2017;6 (1):23-27.  

[5] V P, C.N. S, Shanmuga P, Usha R. Small Cell 

Neuroendocrine Carcinoma of the Cervix: A Rare 

Entity. JOURNAL OF CLINICAL AND 

DIAGNOSTIC RESEARCH. 2014;8 (2):147-148 

[6] Pan L, Liu R, Sheng X, Chen D. Small Cell 

Neuroendocrine Carcinoma of the Cervix in Pregnancy: 

A Case Report and Review. Case Reports in Obstetrics 

and Gynecology. 2019;2019:1-5.  

[7] Ohwada M, Suzuki M, Hironaka M, Irie T, Sato I. 

Neuroendocrine Small Cell Carcinoma of the Uterine 

Cervix Showing Polypoid Growth and Complicated by 

Pregnancy. Gynecologic Oncology. 2001;81 (1):117-

119.  

[8] Cohen J, Kapp D, Shin J, Urban R, Sherman A, Chen L 

et al. Small cell carcinoma of the cervix: treatment and 

survival outcomes of 188 patients. American Journal of 

Obstetrics and Gynecology. 2010;203 (4):347.e1-

347.e6.  

[9] Spartacus R, Dana R, Kothari N, Paliwal R. Small-cell 

neuroendocrine carcinoma cervix: A case report of an 

aggressive tumor. Clinical Cancer Investigation Journal. 

2016;5 (5):498.  

[10] Delaloge S, Pautier P, Kerbrat P, Castaigne D, Haie- 

Meder C, Duvillard P et al. Neuroendocrine Small Cell 

Carcinoma of the Uterine Cervix: What Disease? What 

Treatment? Report of Ten Cases and a Review of the 

Literature. Clinical Oncology. 2000;12 (6):357-362.  

Paper ID: SR20411164946 DOI: 10.21275/SR20411164946 1272 




