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Case Report

Secondary small cell vaginal cancer after operative therapy for
endometrial cancer
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Summary
Background: Gynecologic neuroendocrine carcinoma is rare. There is no case report of secondary small cell vaginal cancer after

operative therapy for endometrial cancer. Case: A 51 year-old patient was treated by operative therapy for endometrial cancer stage
IA (pT1aN0M0). After 9 months’ post-treatment, the patient visited the hospital with abnormal bleeding, and a necrotic lesion in the
left upper third of the posterior vaginal wall was detected near the vaginal cut edge. Biopsy of this tumor revealed neuroendocrine
carcinoma, the patient was diagnosed with small cell carcinoma of the vagina stage I (pT1NXM0) by following operative resection.
The patient received chemotherapy with irinotecan and cisplatin. After eleven months of follow-up, the patient remains alive without
recurrence. Conclusion: In case of small cell vaginal cancer, chemotherapy regimen with irinotecan and cisplatin should be considered
as a therapeutic option.
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Introduction

Neuroendocrine carcinoma of the genital tract of the fe-
male is rare, and most common sites were the ovary and
uterine cervix in previous reports [1]. Primary neuroen-
docrine vaginal cancer is very rare, and approximately 40
cases have been reported [1-6]. There is no reported case
of secondary neuroendocrine vaginal cancer. We present a
rare case of secondary small cell vaginal cancer after oper-
ative therapy for endometrial cancer.

Case Report

The patient was a 51 year-old woman without past his-
tory of interest. The patient was treated by operation includ-
ing hysterectomy, salpingo-oophorectomy, and pelvic lym-
phadenectomy for an endometrial cancer IA (T1aN0M0).
The pathological examination revealed an endometrioid
carcinoma, grade2 (Figure 1). The ascites showed an abnor-
mality cytology. There was myometrial invasion < 1/2 by
the tumor cells. There was no abnormal findings in cervix,
adnexa, or lymph node. No additional treatment was per-
formed. After 9 months’ post-treatment, the patient visited
the hospital with abnormal bleeding. The pelvic examina-
tion showed a necrotic lesion in the posterior vaginal wall
near the vaginal cut edge, suggesting a vaginal neoplasm.
The cytological examination of vaginal wall showed atyp-
ical cells. Biopsy of this tumor revealed neuroendocrine
carcinoma. Ultrasonography showed no specific findings.
MRI examination of the abdomen showed no pelvic tumor
or ascites. CT examination of the chest and abdomen de-

tected no abnormal findings including metastasis. Labo-
ratory tests showed no abnormal findings. Tumor marker
was as followed: Neuron-specific enolase (NSE): 9.7 ng/m;
CA125: 9 U/mL; CA19-9: 13 U/mL; SCC: 0.8 ng/mL;
STN: 39.5 U/mL. Therefore, vaginal cancer was considered
the most likely diagnosis initially.

The patient underwent an operative resection. Macro-
scopically, no abnormal findings were detected in the peri-
toneal cavity. There was a necrotic lesion (< 5mm) in the
left upper third of the posterior vaginal wall was detected
near the vaginal cut edge (Figure 2). At this time, we per-
formed resection of vaginal wall including vaginal cut edge
by transabdominal and transvaginal procedure.

The pathological examination revealed the densely cel-
lular tumor which was composed of epithelial cells with
scanty cytoplasm and small hyperchromatic nuclei which
were spindle to oval shaped. The tumor cells revealed
strong positivity by immunostaining test for chromogranin
A and CD56, although synaptophysin, p40 and cytoker-
atin 5/6 (CK5/6) was negative (Figure 3). Finally, we con-
firmed the diagnosis of small cell vaginal cancer stage I
(pT1NXM0).

After operative treatment, the patient received six cycles
of regimen combining irinotecan (60 mg/m2, Day 1, 8, 15),
and cisplatin (60 mg/m2, Day 1) administered. After eleven
months of follow-up, the patient remains alive without re-
currence.
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Figure 1. — The histopathological findings of previous endome-
trial cancer (Hematoxylin and eosin).

Discussion

Small cell carcinoma is one of types of neuroendocrine
cancers. Most common site is the lungs, accounting for
20% of lung cancers [1-6]. The small cell carcinoma is rare
and accounts for 2% of malignancies diagnosed in the gen-
ital tract of female. Most common sites were the ovary and
uterine cervix in previous reports [1-6]. It resembles small
cell lung cancer. Small cell vaginal cancer is very rare, and
there are approximately 40 reported cases previously [1-6].
There is no reported case of secondary small cell vaginal
cancer after hysterectomy including an operative therapy
for endometrial cancer. Therefore, our case is the first re-
ported case.

Small cell vaginal cancer reveals histological finding
similar to that of small cell lung cancer. Previous reports re-
vealed that immunohistochemistry was positive frequently
for cytokeratin, NSE, synaptophysin, and chromogranin A
[1]. In our case, the pathological examination revealed the
densely cellular tumor which was composed of epithelial

Figure 2. —Anecrotic lesion in the left upper third of the posterior
vaginal wall was detected near the vaginal cut edge.

cells with scanty cytoplasm and small hyperchromatic nu-
clei which were spindle to oval shaped. The immunohisto-
chemistry showed positive tumor for CD56 and chromo-
granin A, although synaptophysin, p40, and CK5/6 was
negative. These features were different from the tumor cells
of previous endometrial cancer. Therefore, the pathologi-
cal examination revealed a small cell carcinoma, and we
confirmed the diagnosis of vaginal cancer.

Small cell vaginal cancer is found at advanced stage fre-
quently and its prognosis is miserable. Moreover, stage I
patients develop progression and die within a few years in
most cases, and there are only few reported cases of long-
term survival [6]. There is no established treatment, since
this disease is rare, and treatments have frequently resulted
in miserable outcomes [1-6]. According to the previous re-
ports, surgical resection, chemotherapy, radiation therapy,
or a combination therapy is selected [6]. Local treatment is
relatedwith poor prognosis, requiring combination of thera-
pies [3]. Oliveira R et al. reported that primary treatment is
chemoradiotherapy or operative treatment followed by ad-
juvant chemotherapy or radiation therapy. Limited lesion in
the upper third of the vagina should be resected by hysterec-
tomy, resection of the vagina, and pelvic lymphadenectomy
[3]. On the other hand, Tamura R reported that the pa-
tient with stage I cancer underwent radiation monotherapy,
which achieved relatively long-term survival, suggesting
that radiation therapy is effective therapy in small cell vagi-
nal cancer [6]. In our case, there was a tumor in the left up-
per third of the posterior vaginal wall near vaginal cut edge
after previous hysterectomy. There was no specific finding
in the peritoneal cavity. Therefore, we performed resection
of vaginal wall including vaginal cut edge by transabdom-
inal and transvaginal procedure. Moreover, the patient de-
veloped ileus after operation. Therefore, chemotherapywas
performed as adjuvant therapy to prevent postsurgical ileus
by radiotherapy.

There is no established chemotherapy regimen for pa-
tients with small cell vaginal cancer. Although a combi-
nation regimen of etoposide and cisplatin is frequently ad-
ministrated due to the effectiveness for pulmonary small
cell carcinoma, its prognosis is miserable in reported cases
[3, 6]. On the other hand, a regimen with irinotecan and
cisplatin is considered as other combination chemotherapy
regimens for primary pulmonary small cell carcinoma. Five
trials and two meta-analyses have investigated the regimen
of etoposide and cisplatin versus irinotecan and cisplatin.
Noda K reported the superiority of the irinotecan and cis-
platin combination [7]. Therefore, in our case, the pa-
tient received regimen combining irinotecan and cisplatin
after operation. There was no reported case performing
chemotherapy combining cisplatin and irinotecan as adju-
vant chemotherapy following operation for patients with
small cell vaginal cancer. After eleven months of follow-
up, the patient remains alive without recurrence. This com-
bination chemotherapy seems to have efficacy for patients
with small cell vaginal cancer.
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Figure 3. — (A) The histopathological findings of vaginal tumor (Hematoxylin and eosin). (B) The immunostaining was positive for
chromogranin A. (C) The immunostaining was positive for CD56. (D) The immunostaining was negative for synaptophysin.

In case of small cell vaginal cancer, chemotherapy with
irinotecan and cisplatin should be considered as a therapeu-
tic option.
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