
350

Eur. J. Gynaec. Oncol. - ISSN: 0392-2936
XXXII, n. 3, 2011

Revised manuscript accepted for publication June 3, 2010

Primary squamous cell carcinoma of the endometrium: 
a case report

G. Bifulco1, P. Giampaolino1, V.D. Mandato1, I. Morra1, C. Nappi1, L. Insabato2

1Department of Gynecology and Obstetrics, and Pathophysiology of Human Reproduction, 
2Department of Biomorphologic and Functional Sciences, Pathological Anatomy Section, University of Naples “Federico II” (Italy)

Introduction

Primary endometrial squamous cell carcinoma
(PESCC) is an exceedingly rare neoplasm, with fewer
than 100 cases reported in the English literature [1].
Squamous epithelium in the uterine corpus is most com-
monly found as a form of differentiation in endometrioid
carcinomas or as a result of extension of cervical squa-
mous cell carcinoma [2], while only sporadic  primary
squamous cells are found in the endometrium. The preva-
lence of this neoplasm is about 0.1% [3]  and there is no
unanimous opinion about the genesis of this tumor and,
due to its extreme rarity, its histogenesis, biological
behavior and the optimal management strategy are still
debated. 

In this report we present the clinical and pathological
findings of a case of PESCC in a 48-year old woman.

Case Report

A 48-year-old woman, in about one year of postmenopause,
was referred to our department for pelvic pain and vaginal
bleeding. The patient had no history of IUD use and pyometra.
General physical examination was unremarkable and gynecol-
ogical examination revealed a normal cervix, an enlarged
uterus, and non-palpable adnexa. Transvaginal ultrasound
showed a bulky uterus with the endometrium  containing an
hyperecogenic area. Subsequent hysteroscopy showed a poly-
poid mass arising from thick endometrium extending until the
isthmus. Endometrial biopsy found an epidermoid carcinoma. 

Magnetic resonance imaging (MRI) showed a 4 x 2 x 1.2 cm
mass occupying and expanding the uterine cavity, and reaching

the cervix. The serosal surface of the uterus was not disrupted.
The vagina and adnexa appeared normal (Figure 1).

The patient underwent exploratory laparotomy; no extrauter-
ine tumor was revealed. There was no pelvic or paraaortic lym-
phadenopathy.

A type II radical hysterectomy with bilateral salpingo-
oophorectomy and bilateral pelvic lymphadenectomy, and
paraaortic lymph node sampling were performed; peritoneal
washing was taken for cytology. 

Grossly the uterus measured cm 13 x 7 x 5; on cut section, in
the endometrial cavity a friable and polypoid lesion, measuring
5 cm was observed (Figure 2); the lesion extended up to the
internal uterine orifice. No lesions were found in the cervix.

Histologically, the polypoid lesion was characterized by a
poorly differentiated no keratinizing squamous cell carcinoma
of the endometrium, with a trabecular and papillary pattern of
growth composed of large cells with slightly pleomorphic
nuclei and conspicuous nucleoli. The tumor showed high pro-
liferative activity and moderate necrosis (Figure 3). The lesion
featured exophytic growth in the endometrial cavity, with early
myometrium invasion (Figure 4). 

The residual endometrium showed normal glandular architec-
ture. The cervix was completely sampled, and only chronic
cystic cervicitis was seen; no HPV infection was found. Both
ovaries, vaginal flaps and lymph nodes (40 pelvic lymph nodes,
6 paraaortic lymph nodes) were unremarkable.

Immunohistochemically, the neoplastic cells were negative
for estrogen and progesterone receptors.

Immunostaining with p53 tumor suppressor protein disclosed
the mutation of p53 tumor suppressor protein as nuclear posi-
tivity in 15% of neoplastic cells.

The molecular study with PCR in this report revealed the
absence of HPV DNA. Final pathology diagnosed a primary
endometrial squamous cell carcinoma in FIGO Stage IB, grade 3.

The patient was free of disease at one year of follow-up
control.

Summary

Background: Primary endometrial squamous cell carcinoma (PSECC) is a rare neoplasm. Squamous epithelium derived from
endometrioid cancer or from cervical squamous cell carcinoma. The prevalence is about 0.1%. The genesis, histogenesis and bio-
logical behavior are unknown. Case presentation: A 48-year old woman in postmenopause, referring pelvic pain and vaginal bleed-
ing. Transvaginal ultrasound showed a bulky uterus with the endometrium containing an hyperecogenic area. Endometrial biopsy
found an epidermoid carcinoma. MRI showed a 4 x 2 x 1.2 cm mass occupying the uterine cavity. The patient underwent radical
treatment. Pathological examination showed features of PSECC. The mutation of p53 tumor suppressor protein was disclosed in
15% of neoplastic cells. PCR revealed the absence of HPV DNA. Conclusions: The findings of our case move us to underline that
the pathogenesis of this tumor is still unclear. Moreover, preoperative diagnosis and staging of PESCC is extremely difficult. Most
patients do not show characteristic symptoms and predisposing factors, making it almost impossible to diagnose the precise local-
ization of tumor origin. 
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Discussion

PESCC is a rare malignancy. The first description of
this neoplasm was given by Gebhard in 1982 [4] and only
sporadic cases have been published in the literature. The
prevalence of this neoplasm is about 0.1% of endometrial
carcinomas [5].

This neoplasm occurs in postmenopausal women and
many factors predisposing its development have been

suggested, such as pyometra, chronic inflammation,
pelvic radiation, estrogen deficiency and estrogen excess
[2]. The clinical manifestations of this neoplasm are post-
menopausal bleeding, vaginal discharge, abdominal pain,
weight loss, and pelvic mass.

Therefore, for a correct identification of this neoplasm,
four criteria must be fulfilled: 1) there should be no co-
existing adenocarcinoma of the endometrium; 2) there
should be no demonstrable connection between the tumor

Figure 1. — Pelvic MRI. A 4 x 2 x 1.2 cm mass occupying and expanding the uterine cavity, and reaching the cervix can be seen.
Figure 2. — Macroscopic appearance of the excised mass. Gross features of the surgical specimen showing a 5 cm polypoid lesion
in the uterine cavity.
Figure 3. — Histological examination of the excised mass. Microscopic appearance of the mass showing cords and trabeculae of
large cells with moderate necrosis (HE, 4x).
Figure 4. — Enlarged view of the excised mass. Panoramic view of the lesion showing exophytic growth in the uterine cavity.
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in the endometrium and the squamous epithelium of the
cervix; 3) there is no co-existing primary squamous cell
carcinoma of the cervix; 4) the tumor must exhibit kera-
tinitation and/or intercellular bridges [5].

Thus, the neoplasm must be carefully examined to
exclude endometrial carcinoma with squamous differen-
tiation and the cervix must be completely sampled to
exclude the presence of squamous cell carcinoma extend-
ing to the endometrium [6]. The etiopathogenesis of
PESCC is still unknown because of its rarity, but various
controversial hypotheses have been proposed to deter-
mine pathogenetic mechanisms. In 1993, Horn and Bilek
[7], based on immunohistochemical results with anti-all-
cytokeratin (KLI), anti CEA and anti-vimentin, suggested
that PESCC may be the result of a bidirectional differen-
tiation of pluripotent endometrial precursor cell. After-
wards, Yamamoto et al. [8] suggested that this neoplasm
arises from heterotrophic cervical tissue. Most recently,
many authors proposed a direct role of human papilloma
virus (HPV) infection, especially type 16 as is well
known that high-risk HPV subtypes are strongly associ-
ated with squamous neoplasms of the cervix.

Furthermore the relationship of HPV antigen or HPV
DNA has been provided in the squamous component of
endometrial adenocarcinoma [5]. However, the results of
these studies are controversial; in fact, some authors did
not detect HPV in cases of PESCC by in situ hybridiza-
tion and thus concluded that HPV infection may be a car-
cinogenic factor in the development of this neoplasm [9].
Another hypothesis was the malignant transformation of
metaplastic endometrial cell that may result from various
but nonelucidated processes such as chronic inflamma-
tion, HPV 6 and 11 infection, post radiation changes [8-
10]. Other pathogenetic mechanisms which cause a muta-
tion of p53 tumor-suppression gene, may have been
involved in the development of PESCC [6]; indeed, the
significance of p53 positivity would suggest that the
tumor probably arises from a mutation of the p53 tumor
suppression gene.

Our patient did not present any aforesaid predisposing
factor, did not show any area of squamous metaplasia in
the endometrium or abnormal endocervical glands in the
uterine cavity. 

According to the literature, immunohistochemical
analysis revealed that the neoplasm did not contain estro-
gen and progesterone receptors.

In the index case HPV analysis failed to show the pres-
ence of HPV DNA and immunostaining with p53 tumor
suppressor protein disclosed the mutation of p53 tumor
suppressor protein as nuclear positivity in only 15% of
neoplastic cells.

Moreover, we confirmed that preoperative diagnosis
and staging of PESCC is really difficult. Most patients do

not show characteristic symptoms and predisposing
factors, making it impossible to diagnose the precise
localization of tumor origin. 

Conclusions

The findings of our case (negative immunostaining for
HPV, weak positivity of p53 mutation, absence of squa-
mous metaplasia) move us to underline that the pathogen-
esis of this tumor is still unclear. Moreover, at this time
final treatment recommendations given so far include
therapy usually consisting of surgical hysterectomy with
salpingo-oophorectomy and radiotherapy in some cases.

Considering the rarity of this ominous tumor, multicen-
ter trials should be planned to identify the risk factors, to
clarify the pathogenesis until achieving a correct diagno-
sis and finally to suggest an adequate treatment to
improve survival.
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