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Abstract

Serous endometrial intraepithelial carcinoma (SEIC) is a rare but
highly aggressive form of uterine endometrial cancer. We present
a case of a premenopausal 42-year-old patient who presented with
copious vaginal bleeding without a specific medical history. A total
abdominal hysterectomy was performed. Pathologic results showed
SEIC. We report this case and include a brief literature review.
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Introduction

Today in Japan, endometrial carcinoma (EC) is the most com-
mon malignancy of the female genitals. The majority of EC are
type 1 estrogen-related tumors of early-stage and low-grade,
with a 5-year survival rate of greater than 85% [1].

The second type of EC is the non-estrogen-related type 2
tumors, the most common of which is the serous endometrial ad-
enocarcinoma (SEC). Type 2 EC makes up the preponderance of
all EC mortality. Tumor recurrence and death have occurred even
when the SEC was thought confined to the endometrium [2, 3].

The serous endometrial intraepithelial carcinoma (SEIC) is
limited to the uterine epithelium, but has been shown to be the
precursor of invasive SEC. SEIC can be a difficult histopatho-
logical diagnosis without ancillary immunohistochemistry [4].
This diagnostic ambiguity is critical because molecular studies
have shown that SEIC is commonly the source of extra-uterine
metastasis, making it a uniquely aggressive disease [5, 6].

We experienced an unusual case of a premenopausal
woman diagnosed with SEIC. We report on this rare case, and
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provide a brief review of the SEIC literature.

Case Report

A 42-year-old premenopausal woman (gravida 3) presented to
our hospital with copious atypical genital bleeding. She had no
previous history of such bleeding or related symptoms. Dur-
ing internal examination, roughly 300 mL of blood with clots
was observed in the vagina. Transvaginal ultrasound found no
abnormalities in the uterus, endometrium thickness or ovaries.
Magnetic resonance imaging (MRI) detected hematometra and
an endometrial polyp 13 mm in diameter.

For hemostasis, a total abdominal hysterectomy was per-
formed. The gross appearance of the resected uterus was nor-
mal for a 43-year-old female. There was a small round elevat-
ed lesion (polyp) arising from the posterior wall of the uterus.
The cross-section of the polyp featured a spongiform structure
(Fig. 1).

Histologically, cystoid growths spanned the polyp, form-
ing confluent glands measuring 3 - 4 mm in diameter. The tu-
mor cells formed multiple layers and had large nuclei with ir-
regular eosinophilic nucleoli, with a hobnail appearance (Fig.
2). Immunohistochemistry showed that the tumor cells were
p53 positive (Fig. 3), estrogen receptor (ER) negative (Fig. 4),

Figure 1. Histological findings of polyp from the posterior uterine wall
endometrium. A cystoid tumor spanned the uterine lesion by forming
confluent glands (H&E stain; original magnification x 40).
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Figure 2. Histological findings of the endometrium. The tumor cells
formed multiple layers, and had irregular eosinophilic nucleoli, giving
the nucleus a hobnail appearance (arrows). The SEIC lesion is limited
to the epithelium, showing no stromal invasion. (H&E stain; original
magnification x 400).

and progesterone receptor (PgR) negative (Fig. 5).

After surgery, computerized tomography (CT) found no
metastasis. To detect metastatic lesions, we performed a bilat-
eral salpingo-oophorectomy, partial omentectomy, and pelvic
and para aortic lymph node dissections. Histopathological ex-
amination found no metastatic lesions in the ovaries, lymph
nodes or omentum. The final diagnosis was of an SEIC.

Six cycles of adjuvant chemotherapy with paclitaxel,
doxorubicin and carboplatin, given at 3 week intervals, were
postoperatively conducted. At 9 months postoperation, there
was no sign of recurrence.

Discussion

Historically, SEIC has been discussed either as an “immediate
precursor” or an “early form” of SEC, i.e., the latter infers in

Figure 3. Immunohistochemical findings for the endometrium, showing
strongly positive p53 immunostaining in the nucleus of tumor cells (p53;
original magnification x 400).
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Figure 4. Immunohistochemical findings for the endometrium. Tumor
cells have lost estrogen receptor (ER) immunoreactivity (arrow) (ER;
original magnification x 400).

situ serous adenocarcinoma, also sometimes called “minimal
uterine serous cancer” (MUSC). Regardless of terminology,
SEIC is clearly the major SEC precursor, as 100% of SEC that
had associated concurrent SEIC had concordant genetic mark-
ers (mutations) in both components [7].

SEIC and SEC occur mostly at postmenopausal age, which
is one of the characteristics that makes our premenopausal case
so remarkably rare. Even when you know to look for it, SEIC
is difficult to detect because the lesion is usually focal and
small. Occasionally it forms a distinctive polyp. SEIC lesions
have atypical endometrial glands with pseudostratification of
the lining cells, which are relatively large, with markedly atyp-
ical “hobnail” nuclei due to prominent nucleoli.

During progression, SEIC evolves into SEC through mul-
tiple molecular pathways [8]. TP53 gene mutations (which
appear to be important in the conversion of atrophic endome-
trium into SEIC) and p53 protein overexpression (p53 signa-
tures) are frequently the earliest hallmarks of SEIC. Immuno-
histochemical stains for p53 (positive), ER (negative), PgR

Figure 5. Immunohistochemical findings for progesterone receptor
(PgR) in SEIC of the endometrium. Malignant cells have lost PgR im-
munoreactivity (arrow) (PgR; original magnification x 400).
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(negative), and now a number of other markers, can help to
identify SEIC and give a differential diagnosis from atypical
hyperplasia [9].

Zheng et al reported that SEC arises predominantly in the
resting endometrium, manifesting first as p53-immunoreac-
tive, but morphologically normal, endometrial cells, evolving
into endometrial glandular dysplasia (EGD) (which is the first
morphologically identifiable lesion), then to SEIC, and finally
into fully developed invasive SEC [10]. In support, there is
often EGD surrounding the SEIC lesion [11]. Spiegel reported
that SEIC occasionally involves an endometrial polyp [12], as
was seen in our case. The presence of EGD and a polyp are
helpful for the diagnosis of SEIC.

Recent studies demonstrate that non-invasive SEIC is
equivalent in malignancy prognosis to invasive stage IA SEC.
SEIC often shows metastasis, even if the lesion appears lim-
ited to the endometrium. Dunton et al reported that surgically
identified metastasis is detected in 30-63% of SEIC cases [13].
Goff et al found that the absence of myometrial or lymphovas-
cular space invasions did not accurately predict the presence or
absence of extra-uterine metastases [14]. Additional surgical
exploration is thus required for all SEIC cases.

Using the presence of concordant genetic markers, tubal
serous carcinomas have recently been shown to be largely me-
tastases from SEIC and SEC in the uterus [15]. On the flip side,
a tiny minority of uterine SECs arise from primary serous tu-
bal intraepithelial carcinoma (STIC), accounting for the early
multifocal SEC disease distribution observed in some patients
[16]. SEIC has also been shown to be the metastatic precursor
for at least 30% of serous ovarian carcinoma (SOC) [17].

We agree that physicians potentially dealing with SEIC
should perform full surgical exploration to detect any metas-
tasis, whenever the preoperative evaluation detects a serous
histology in lesions of the endometrium.

We feel that it is good practice to offer endometrium bi-
opsy for postmenopausal women who have atypical genital
bleeding. In our case, we could not distinguish between atypi-
cal genital bleeding and menstrual bleeding because the patient
was not yet postmenopausal. It may be safer to offer an endo-
metrial biopsy to all women with atypical genital bleeding, re-
gardless of menopause status or thickness of the endometrium.
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