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ABSTRACT
Extrapulmonary small cell carcinomas are extremely rare, accounting for 0.1-0.4% of all malignancies and 2.5-4% of small
cell carcinomas. In the head and neck region, the most common primary sites are the larynx, salivary gland, nasal cavity,
paranasal sinus, tonsil, and oral cavity. Small cell carcinomas occurring in nasopharynx are exceedingly rare, to our best
knowledge, only four cases of primary nasopharyngeal small cell carcinoma have been described in English literature.
We report another case of nasopharyngeal small cell carcinoma arising in a 46-year-old woman. She accused, for
five months, nasal blockage, right hypacusia, exophthalmos and reduced visual acuity. Cerebral and facial magnetic
resonance imaging showed an extensive mass of the nasopharynx with the invasion of the sphenoidal body, the diagnosis
of disseminated small cell carcinoma of nasopharynx was established. The patient received three courses of systemic
chemotherapy; unfortunately, she died after the third course. The prognosis of such entity is poor and is similar to that
for patients with extensive small cell lung cancer.
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Introduction
Small cell carcinoma is a distinct clinicopathologic entity that
usually arises in the lung, but can also originate from a wide
range of extrapulmonary sites. Extrapulmonary small cell carcinomas are extremely rare, accounting for 0.1-0.4% of all malignancies and 2.5-4% of small cell carcinomas [1], these tumors
have been described most frequently in the urinary bladder,
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prostate, esophagus, stomach, colon and rectum, gallbladder,
head and neck, cervix, and skin.
In the head and neck region, the most common primary sites
are the larynx, salivary gland, nasal cavity, paranasal sinus,
tonsil, and oral cavity [2,3], small cell carcinomas occurring in
nasopharynx are extremely rare, to our best knowledge, only
four cases have been described in English literature.
Despite a good response to chemotherapy initially, most patients with both pulmonary and extrapulmonary small cell carcinoma develop metastatic disease, and the prognosis is poor. In
this article, we report another case of nasopharyngeal small cell
carcinoma arising in a 46-year-old woman.

Case report
A 46-year-old woman accused, for five months, nasal blockage, right hypacusia, exophthalmos and reduced visual acuity,
nasal endoscopy cerebral and facial magnetic resonance imaging showed an extensive contrast-enhancing mass involving the
nasopharynx and the sphenoidal body with a partial filling of
pits choanal (Figure 1).
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Table 1 Clinical presentations, treatment, and outcomes of small cell carcinoma of the nasopharynx.

Case/reference

Age /sex

Clinical appearance

Clinical presentation

Treatment

Outcomes

of the tumor
A soft bulging

Lin et al. [5]

43/M

Pulsating otalgia and

mass nasopharynx

odynophagia

with downward

for 10 months

invasion of the

CCRT

Died 38 months
after diagnosis

soft palate
Blood tinged
Li-yu,et al. [6]

41/M

sputum and left hearing

An irregular

loss with tinnitus

left nasopharyngeal mass

Remission 9 months
CCRT

of therapy

for 3 months
Deviprasad et al.

Right-sided nasal
40/M

[7]

obstruction and epistaxis

Pinkish globular mass in the

for 18 months

after completion

Local recurrence and
Surgery

nasopharynx

died 11 months
after surgery

Nasal blockage,
Shunyu et al. [8]

52/M

epistaxis and

A nasopharyngeal mass

CCRT

right-sided aural fullness
for 6 months
Nasal blockage,
hypoacousia,
Our case

46/F

exophthalmos
and reduced
visual acuity

Nasopharyngeal mass
with involvement of
spheroidal body

Died 4
CMT

months
after diagnosis

for 5 months
M: Male, F: Female, CCRT: concomitant chemoradiotherapy; CMT: chemotherapy

Fig. 1. Post gadolinium coronal, sagittal, frontal magnetic resonance images of the face, revealing an extensive mass of nasopharynx invading the sphenoidal body and partial filling of
pits channel.

Fig. 2. Histologic section is demonstrating small- to mediumsized cells with scanty cytoplasm, nuclear molding, necrosis,
and brisk mitosis.
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tion. In the sinonasal tract (where neuroendocrine carcinoma is
also uncommon), these neoplasms can be divided into carcinoid
tumor, atypical carcinoid tumor, small cell carcinoma neuroendocrine type, and neuroendocrine carcinoma "not otherwise
specified", small cell carcinoma neuroendocrine type is also referred to as small cell carcinoma, oat cell carcinoma, and poorly
differentiated neuroendocrine carcinoma. Only four cases of
small cell carcinoma occurring in the nasopharynx have been reported in English literature, their clinical features and outcomes
including our case are described in Table 1.

Fig. 3. A: Positive immunostaining for CD56. B: The Ki-67
labeling index was 70%.

Fig. 4. Scintigraphic images are showing bone metastases in
cervical, dorsal (D10), lumbar (L1) vertebrae, 8th right and 4th
left ribs.
A biopsy performed, the histological examination with immunocytochemistry analysis revealed a small-cell neuroendocrine carcinoma of the nasopharynx (Chromogranin +, CD 56
+, high Ki67 =70%) (Figure 2, 3A, 3B).
A Thoraco-abdominal, pelvic computed tomography for clinical staging showed bone metastases (cervical, dorsal (D10) and
lumbar (L1) vertebrae, 8th right and 4th left ribs) confirmed by
bone scintigraphy (Figure 4).
The diagnosis of stage IV small cell carcinoma of nasopharynx established, the patient received systemic chemotherapy
based on etoposide (120 mg/m² Day 1, 2, 3 plus cisplatin (100
mg/m² Day 1) combination every three weeks associated with
bisphosphonates, the patient reported a very small clinical benefit after two courses of chemotherapy and a decrease in pain
intensity, unfortunately, she died after the third course at her
domicile and we couldn’t assess the cause of her death.

Discussion
The current World Health Organization classification of tumors
of the head and neck describes three categories of nasopharyngeal carcinoma “non-keratinizing” carcinoma, keratinizing
squamous carcinoma, and basaloid squamous carcinoma. The
“non-keratinizing” group is divided into differentiated and undifferentiated subtypes [4]. Due to their rarity, neuroendocrine
carcinomas of the nasopharynx are not included in this classifica-

The initial clinical features of nasopharyngeal small cell carcinoma, in this case, and the four cases previously described are
similar to those of other nasopharyngeal tumors and are due to
locoregional disease, also it can present with symptoms from
distant metastases or with paraneoplastic syndromes, as occurs
with small cell carcinoma in the head and neck region, common
sites of metastases include cervical lymph nodes, lung, liver,
bone marrow, and vertebrae [9].
Because of its nonspecific clinical and radiological manifestations, small cell carcinoma of the nasopharynx is indistinguishable from other tumors, and the diagnosis is essentially based
on the light of microscopic examination aided by immunohistochemical staining, its histopathologic appearance is the same
as that of small cell lung carcinoma, generally, it is a high-grade
carcinoma composed of small to intermediate sized cells. Necrosis, large numbers of apoptotic cells, high mitotic rate, and lack
of neurofibrillary stroma are microscopic hallmarks of these tumors, the most useful neuroendocrine markers include CD56,
Chromogranin, and synaptophysin [10]. Because of the rarity
of small cell carcinoma of the head and neck region, the initial management of patients with the locoregional disease is
patterned after that for other tumor types arising in the same
extrapulmonary sit. In general, this includes surgery and combined radiotherapy and chemotherapy [11]. Although all data
are derived from case reports and no randomized clinical trials,
have been conducted. As reported in small cell carcinoma of the
larynx, Treatment with surgery may control the primary tumor,
but does not offer any chance for cure, radiation therapy was
also reported to be equally successful in achieving local control
compared to surgery. However, the greatest impact on survival
was achieved by systemic chemotherapy. [12-13]
The management of systemic disease with chemotherapy
is patterned after the approach used in small cell lung cancer; Various chemotherapeutic combination regimens have been
explored in the first-line treatment including cisplatinum and
etoposide; cyclophosphamide, Adriamycin, and vincristine;
adriamycin, cyclophosphamide and etoposide and ifosfamide,
carboplatin and etoposide [14].
The prognosis for patients with the disseminated disease is
poor despite chemotherapy and is similar to that for patients
with extensive small cell lung cancer. In a study of extrapulmonary small cell carcinomas [15], which included seven cases
involving the paranasal sinuses, the median survival of 14 patients with primary head and neck small cell carcinomas was
only 14.5 months. Follow-up data have shown a local recurrence
rate of 45% and a distant metastasis rate of 35%. In another study
of small cell carcinoma in head and neck region conducted by
YASUMATSU and al. [16] nine patients were included, the median overall survival was 14.5 months, with a three-year survival
rate of 23.7%.
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Conclusion
Primary nasopharyngeal small cell carcinoma is a very rare
entity, more cases are needed for understanding the clinical
behavior of this rare group of tumors, no specific treatment
guidelines exist at present, chemotherapy of systemic disease is
patterned after the approach used in small cell lung cancer.

Authors’ Statements
Competing Interests
Written informed consent was obtained from the patient for
publication of this case report and any accompanying images.
There were no financial support or relationships between the
authors and any organization or professional bodies that could
pose any conflict of interests.

Acknowledgement
The case report was written by Bellahammou Khadija. All authors have read and agreed to the final version of this manuscript
and have equally contributed to its content and the management
of the case.

References

10. William D Travis. Update on small cell carcinoma and its
differentiation from squamous cell carcinoma and other
non-small cell carcinomas. Modern Pathology 2012;25:
S18–S30.
11. Weng CT, Chu PY, Liu MT, Chen MK. Small cell carcinoma
of the head and neck: a single institution’s experience and
review of the literature. J Otolaryngol Head Neck Surg
2008;37:788–793.
12. Baugh RF, Wolf GT, McClatchey KD. Small cell carcinoma
of the head and neck. Head Neck Surg 1986;8:343–54.
13. Aguilar EA, Robbins KT, Stephens J, Dimery IW, Batsakis
JG. Primary oat cell carcinoma of the larynx. Am J Clin
Oncol 1987;10:26.
14. Chua YJ, Steer C, Yip D. Recent advances in the management of small-cell lung cancer. Cancer Treat Rev
2004;30:521–43.
15. Galanis E, Frytak S, Lloyd RV. Extrapulmonary small cell
carcinoma. Cancer 1997;79: 1729-1736.
16. Yasumatsu R, Nakashima T, Yamauchi M, Toh S, Komune
S. Extrapulmonary small cell carcinoma of head and neck.
The Journal of Laryngology & Otology 2015;129: S83–S85.

1. van der Heijden HF, Heijdra YF. Extrapulmonary small cell
carcinoma. South Med J 2005;98:345-9.
2. Kim SG, Jang HS. Small cell carcinoma of the oral cavity:
Report of a case. J Oral Maxillofac Surg 2001;59:680-4.
3. Peres-Ordonez B. Neuroendocrine carcinomas. In: Barnes
L, Eveson J, Reichart P, Sidransky D, editors. Pathology and
Genetics of Head and Neck Tumours. World Health Organization Classification of Tumours. Lyon: IARC Press2005;
P:26-7.
4. L. Barnes, J. W. Eveson, P. Reichert, and D. Sidransky.WHO
classification of tumors of the head and neck, Internation
Agency for Research on Cancer, Lyon, France, 2005.
5. Lin IH, Hwang CF, Huang HY, et al. Small cell carcinoma
of the nasopharynx. Acta Otolaryngol 2007;127: 206-208.
6. Li-Yu Lee, Kai-ping Chang, Cheng-Lung Hsu, Tse-Ching
Chen, and Tseng-tong Kuo. Small-cell neuroendocrine carcinoma of the nasopharynx: report of a rare case lacking
association with Epstein-Barr virus. International journal
of surgical pathology 2011;19: 199–202.
7. Deviprasad S, Rajeshwari A, Tahir M, Adarsha TV, Gangadhara S. Small-cell neuroendocrine carcinoma originating
from the lateral nasopharyngeal wall. Ear nose throat J
2008;87: E1-E3.
8. Shunyu NB, Lynah Z, Goyal A, Raphal V.Small-cell neuroendocrine carcinoma of the nasopharynx.Clin Rhinol An
Int J 2012;5:130-131.
9. D. R. Gnepp. Small cell neuroendocrine carcinoma of the
larynx. A critical review of the literature.Journal of OtoRhino-Laryngology and Its Related Specialties 1991; vol. 53:
pp: 210–219.
Khadija Bellahammou et al./ International Journal of Surgery and Medicine (2017) 3(2):132-135

