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Abstract

Uterine serous carcinoma is a representative histological subtype of endometrial type Il cancer. Uterine
serous intraepithelial carcinoma is thought to be a precursor lesion of uterine serous carcinoma. Uterine serous
intraepithelial carcinoma is frequently found to involve an endometrial polyp. Preoperative diagnosis of uterine serous
intraepithelial carcinoma is difficult due to its localized occurrence in the endometrial cavity. We experienced a case
of postmenopausal women with abnormal endometrial cytology. Endometrial biopsy suggested the possibility that
she has a malignant uterine tumor, but it did not reached to the confirmative pathological diagnosis. Hysteroscopy
revealed that she has an endometrial polyp. Pathological analysis of the resected endometrial polyp confirmed that
her disease is uterine serous intraepithelial carcinoma involving endometrial polyp. She underwent hysterectomy,
bilateral salpingo-oophorectomy, omentectomy and retroperitoneal lymphadenectomy. No extrauterine lesion was
detected. Our case suggested the possibility that transcervical resection under the hysteroscope might be useful to

detect serous endometrial intraepithelial carcinoma.
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Introduction

Endometrial cancer is classified into two groups- type I and type II
based on pathological characteristics, as well as molecular pathogenesis
and clinical profiles [1]. The endometrial type I cancer is estrogen-
dependent, of low-grade endometrioid histology and arises in the
background of endometrial hyperplasia, its precursor lesion [1]. The
type 1 cancer usually occurs in the pre and peri-menopausal women
and strongly linked to obesity [1]. The endometrial type II cancer is
estrogen-independent tumor with high-grade histology i.e., high-grade
endometrioid, serous and clear cell. It usually occurs in non-obese and
post-menopausal elderly women. Uterine serous carcinoma is a major
subtype of endometrial type II cancer. In contrast to endometrioid
carcinoma, little is known about its cancer development process and
precursor lesion. Minimal uterine serous carcinoma has been proposed
to be a precursor lesion of uterine serous carcionoma. [2-4]. It has been
proposed to include serous carcinomas with invasion limited to the
superficial endometrium, and those without stromal invasion [3]. The
latter entities have been classified as serous endometrial intraepithelial
carcinoma [5-8]. Noninvasive USC is called Serous Endometrial
Intraepithelial Carcinoma [SEIC], and USC with limited infiltration
is called Superficial Serous Carcinoma [SSC]. SEIC is thought to be a
precursor lesion of serous endometrial carcinoma [9]. Recent studies
have been reported that most of uterine serous intraepithelial carcinoma
cases occur in the endometrial polyp [3,8,10]. Ono et al., analyzed 6 cases
of uterine superficial serous carcinomas or extensive serous endometrial
intraepithelial carcinomas and reported that all but 1 patient had tumors
originating from the surface of polyps, including 3 patients who each
had an enormous polyp occupying the entire uterine cavity [10]. Recent
study also described a case of serous endometrial intraepithelial carcinoma
associated with submucosal leiomyomatous polyp [11].

Here, we report a case of serous intraepithelial carcinoma arising
in the endometrial polyp, which was diagnosed by the transcervical
resection under hysteroscopy.

Case Report

A 59-year-old gravida 2 Para 2 woman presented with postmeno-

pausal bleeding. The transcervical ultrasonography detected her thick-
ened endometrium. Her endometrial cytology suggested that she might
have uterine malignancy. The endometrial biopsy also suggested the
possibility of endometrial cancer, but it did not reached to the confir-
mative diagnosis. Magnetic resonance imaging showed endometrial
polyp with about 1 centimeter in diameter in her uterine endometrial
cavity. The hysteroscopy identified endometrial polyp arising from the
anterior uterine wall (Figure 1). Her endometrium looked atrophic, ex-
cept of a proliferated endometrial polyp. The endometrial polyp was
resected by the transcervical resection under the hysteroscopy (Figures
la and 1b). Pathological examination revealed that she has uterine se-
rous intraepithelial carcinoma (Figures 2a). The immunohistochemical

Figure 1a: Endometrial polyp had been developed from the anterior wall of uterus.
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Figure 2c: Expression of Progesterone receptor.

staining analysis showed that the uterine serous intraepithelial carcinoma
is positive for estrogen receptor, progesterone receptor, HER2, and Cyclin E
(Figures 2b-2f). The immunohistochemical staining of p53 was completely
negative (Figure 2d). She underwent hysterectomy, bilateral salpingo-oo-
phorectomy, omentectomy and retroperitoneal lymphadenectomy. The
endometrium of the uterus showed atrophic pattern with a root of the en-
dometrial polyp (Figure 3). No extrauterine lesion was detected. Six cycles
of adjuvant chemotherapy were given.

Discussion

We experienced a case of serous endometrial intraepithelial
carcinoma involving endometrial polyp diagnosed with transcervical
resection. Minimal uterine serous carcinoma is found to involve an
endometrial polyp in most cases [3,8]. There is no detailed case report
showing the image under hysteroscopy of the disease, thus far. We
presented the image of serous endometrial intraepithelial carcinoma
involving endometrial polyp under the hysteroscopy and pathological
findings of the disease.

The serous endometrial intraepithelial carcinoma has been regarded
as in situ serous adenocarcinoma of the endometrium. It occurs in the
atrophic and resting endometrium and frequently involves endometrial
polyp [3,8]. The lesion of the serous endometrial intraepithelial
carcinoma is limited to the focal area in the endometrium. The blind
endometrial biopsy tends to be false negative. Our case showed that
transcervical resection under hyspteroscope might to be a suitable tool
to detect the disease.

The serous endometrial intraepithelial carcinoma has extrauterine
tumor spread in most of diseases [3,8,12,13]. The omentum was
frequently involved in most of cases. There was no extrauterine
spread of disease in our case. Recent study showed that fallopian tube
represents the primary lesion of some of serous endometrial carcinoma
cases [9]. The detailed analysis of fallopian tube would shed light on
multifocal carcinogenesis of serous intraepithelial carcinoma and
serous endometrial carcionoma.

Most of serous endometrial intraepithelial carcinoma demonstrate
a diffuse and overexpression of p53 [14]. The immunohistochemical
analysis of p53 was completely negative in our case (Figure 2). That
might suggest the possibility that serous endometrial intraepithelial
carcinoma in our case might have a p53 alteration that results in a
complete deletion of the gene or an early termination of its transcription.
The previous study showed that 10% of intraepithelial carcinoma cases
showed the null phenotype of p53 [15]. Our data regarding p53 null
phenotype is in line with the previous study [15]. P53 alteration is a
molecular signature of serous endometrial carcinoma. P53 mutational
analysis is reported to be a useful tool to detect the primary source
of extrauterine metastatic lesions of the serous intraepithelial
carcinoma [16]. Additional molecular events might to be involved
in carcinogenesis of serous endometrial carcinogenesis, even in
endometrial intraepithelial carcinoma. Recent research reported that
the following genes alterations in addition to p53 in uterine serous
carcinoma were reported; PIK3CA [29%], FBXW7 [12%], KRAS
[9.3%], BRCA1 [9.1%] and BRCA2 [6.3%] [17]. Some of uterine
serous carcinomas are reported to associate with germline mutation
of BRACA1 [18]. Mutational analysis of these genes in the serous
intraepithelial carcinoma will reveal the molecular carcinogenesis steps
in the development of serous endometrial intraepithelial carcinoma
and serous endometrial carcinoma. Our analysis suggests the possibility
that HER2 and Cyclin-E overexpressions might have a role in its
carcinogenesis. Recent study showed that neratinib, the small tyrosine
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Figure 2d: p53 mutation[null pattern].

Figure 2f: Expression of cyclin E.

Figure 3: The gross appearance of the uterus. The arrow indicates the root of
endometrial polyp.

kinase inhibitor against ErbBl and HER2, might be a potential
treatment option for patients harboring HER2/neu amplified
uterine serous carcinoma. Our case suggested the possibility that
transcervical resection under the hysteroscopy is useful to detect
serous endometrial intraepithelial carcinoma, which is focal lesion
in uterine endometrial cavity.
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