
Introduction

Neuroendocrine carcinomas (NEC) of the female geni-

tal tract are rare tumors. They most frequently involve the

cervix, but can also occur in the endometrium, ovary, fal-

lopian tube, vagina, and vulva. The authors report the sin-

gle case of primary NEC of the endometrium at their

institution, illustrating the clinical course and outcome of

this aggressive carcinoma which was Stage 1A at diagno-

sis. 

Case Report

A 54-year-old nulliparous female presented with post-

menopausal bleeding and gross ascites. An ultrasound scan of the

pelvis showed an endometrial thickness of 36 mm, with distension

of the uterine cavity. Histology from endometrial curettings re-

vealed large cell NEC (LCNEC) of the endometrium (Figure 1).

CT scan of the brain, thorax, abdomen, and pelvis was negative

for distant metastasis. Two weeks later, the woman underwent

total abdominal hysterectomy, bilateral salpingo-oophorectomy,

pelvic and para-aortic lymphadenectomy, and omentectomy. The

tumor originated from the superior aspect of the endometrial cav-

ity and measured 3.5 cm grossly (Figure 2). Histological exami-

nation showed LCNEC of the endometrium, with 25%

myometrial invasion. Lymphovascular invasion was seen but

there was no invasion of the isthmus or cervix. Fallopian tubes,

ovaries, omentum, and pelvic and para-aortic lymph nodes were

all negative for malignancy. The woman was then diagnosed with

FIGO Stage 1A LCNEC of the endometrium. She completed six

cycles of adjuvant chemotherapy with cisplatin and etoposide.

Nine months later, she presented with left hip and knee pain. MRI

scan of the pelvis showed an enhancing destructive soft tissue

mass in the left iliac bone invading into the surrounding tissues

(Figure 3). Biopsy confirmed disease recurrence. She was treated

with radiotherapy to the left pelvis with symptomatic improve-

ment. Six months later, the pain returned and repeat imaging re-

vealed progressive disease with increase in size of the left iliacus

mass. The patient was given palliative chemotherapy of paclitaxel

and carboplatin. However, pain worsened with marked limitation

of movement. On subsequent imaging, the left iliacus mass had in-

creased in size with invasion to the left iliac bone, hip joint, and

exiting sacral nerve roots. Extensive skin metastases were noted

over the left groin, upper thigh, and suprapubic region (Figure 4).

The decision was made for best supportive care and the patient

eventually passed away 21 months after initial surgery and adju-

vant chemotherapy. 

Discussion

LCNEC of the endometrium is extremely uncommon and

makes up less than 1% of all primary endometrial carcino-

mas. To date, there have been 13 cases reported worldwide

[1]. 

According to the WHO, LCNEC is defined as a malignant

tumor composed of large cells that show neuroendocrine dif-

ferentiation. The criterion for neuroendocrine tumor differ-

entiation relies on a combination of typical structural and

immunohistochemical findings [2]. As demonstrated in the

present case, at least one neuroendocrine marker such as

synaptophysin, chromogranin A, neuron specific enolase or

CD56, should be positive on immunohistochemistry.

LCNEC of the endometrium are akin to type II uterine
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Summary

Neuroendocrine carcinomas (NEC) of the female genital tract are uncommon and aggressive. The authors report the single case of pri-

mary NEC of the endometrium at their institution. A 54-year-old female presented with post-menopausal bleeding and gross ascites. His-

tology from endometrial curettings revealed large cell NEC of the endometrium. The patient underwent total hysterectomy, bilateral

salpingo-oophorectomy, pelvic and para-aortic lymphadenectomy, and omentectomy with adjuvant chemotherapy for Stage 1A NEC of

the endometrium. The disease recurred in the left iliac bone, with invasion to the left iliacus and gluteal muscles, which was treated with

radiotherapy. Repeat imaging showed progressive disease with development of skin metastases over the groin region despite treatment.

Palliative chemotherapy was commenced. The patient passed away 26 months after her initial surgery. This case highlights the aggres-

siveness of NEC, with a poor outcome despite an early stage at diagnosis, and the challenges in diagnosis and management of such a rare

carcinoma.
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cancers. They typically present in older, postmenopausal

women, are unrelated to estrogen, and have an unfavorable

prognosis [3]. 

In view of the rarity of LCNEC of the endometrium,

there is limited data to guide treatment. The commonest

management of LCNEC of the endometrium is primary cy-

toreductive surgery followed by adjuvant chemotherapy or

radiotherapy, even in early stage disease [4-8]. 

A review of the literature shows that of the 13 reported

cases of LCNEC of the endometrium, only five cases pre-

sented with Stage 1 disease. Despite early stage at diagno-

sis, all recurrences occurred within 16 months despite

Figure 2. — Pale gray, soft, and necrotic tumor present in the su-

perior two-thirds of the endometrium, measuring 3.5×1.5×0.8 cm.
Figure 3. — A 11.1×10.6×13.0cm enhancing mass lesion extend-

ing from the left iliacus involving the left gluteal muscles, tensor

fascia lata, and obturator internus with invasion into the adjacent

left ilium and roof of the left acetabulum.

Figure 1. — (a) Sheets of a uniform

population of tumor cells with

vesicular nuclei, prominent nucle-

oli, and numerous mitoses. (b)

Tumor with areas of tumor cell

necrosis. (c) Vascular space tumor

emboli. (d) Focally-positive stain-

ing for synaptophysin.
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adjuvant treatment. This was also the case in the present

patient, whose Stage 1A disease recurred six months after

optimal staging surgery and adjuvant chemotherapy. This

highlights the aggressive nature of this disease. 

Conclusion

Primary LCNEC of the endometrium is rare and aggres-

sive, with a propensity for rapid recurrence and distant

metastasis, even in early stage disease. Treatment typically

involves multiple modalities. Nevertheless, more data is

needed to establish treatment guidelines. 
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Figure 4. — Extensive skin metastases over the left groin, upper

thigh and suprapubic region.
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