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Summary

Primary endometrial squamous cell carcinoma (PESCC) is an uncommon entity, with fewer than 100 cases reported in the English
literature. Survival data for PESCC are not well reported and a precise five-year survival rate for PESCC has not been deternined.
This study focuses on the five-year survival of a 61-year-old patient with PESCC and adds information to an area which is not well
documented. The patient was treated by hysterectomy with bilateral salpingo-oophorectomy and assigned to FIGO stage Ib. No adju-
vant therapy was given. During the 60-month follow-up period, the patient remained free of disease. This outcome suggests that in
the early stage of PESCC, surgical treatment alone is adequate to arrest the disease.
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Introduction

Primary endometrial squamous cell carcinoma (PESCC)
is an uncommon entity, first reported by Gebhard in 1892
[1]. Since then, fewer than 100 cases have been published
in the English literature. In 1928, Fluhmann [2] set up
three criteria for establishing the diagnosis: a. No signs of
coexisting glandular carcinoma. b. No connection between
the endometrial squamous cell carcinoma and the squa-
mous epithelium of the cervix. c. No signs of coexisting
primary squamous cell carcinoma of the cervix. In 1975,
the WHO added a new criterion: d. There must be clear
evidence of squamous differentiation in the tumor, such as
intercellular bridges and/or keratin [3].

The prognosis of PESCC is poor compared to endo-
metrial adenocarcinoma, which has a five-year survival
rate of 83.5% [4]. The survival rate for PESCC is typi-
cally less than 24 months even after complete surgical
extirpation, with or without pre- or postoperative irradia-
tion [5]. In 1994, Glaubitz et al [6] reported that only one
patient with clinical Stage Ib was known to have survi-
ved more than five years.

We present a case of a 61-year-old patient with PESCC
who has completed a five-year survival period. The
patient was treated by hysterectomy with bilateral sal-
pingo-oophorectomy and assigned to FIGO Stage Ib. No
adjuvant therapy was given. During the 60-month follow-
up period, the patient remained free of disease. This case
was previously discussed by Varras et al in 1997 in a
paper describing the pathology of PESCC [7].
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Case Report

A 61-year-old nulliparous, postmenopausal, white woman
previously in excellent health, presented at Alexandra General
Hospital, Department of Obstetrics and Gynaecology of the
University of Athens, with a history of one episode of postme-
nopausal bleeding. Her gynaecological history included an
induced abortion and menopause at the age of 51. She had
recently had a normal cervical cytological smear. Internal
vaginal examination showed the uterus to be anteverted and
mobile, and the adnexa were unpalpable. Rectal examination
revealed no parametrial involvement. A fractional dilation and
curettage showed squamous cell carcinoma of the endome-
trium, Grade 1 to 2. Preoperative chest X-ray and CT scan of
the upper and lower abdomen were clear. Preoperative blood
count, biochemical tests and serum levels of tumor markers
were within normal limits. The patient underwent a laparotomy
on 6" December 1996. Peritomeal washing was taken for cyto-
logic examination and the patient underwent a total abdominal
hysterectomy with bilateral salpingo-oophorectomy. Also,
tissue biopsies from left and right parametrium were taken.

Histopathological examination showed the presence of
PESCC Grade 2 with superficial invasion of the myometrium.
Fluhman and WHO criteria were fulfilled for the diagnosis of
PESCC. Ovaries and tubes showed no evidence of malignancy.
No lymph nodes were found in the biopsies from the parame-
trial tissues. Human papilloma virus (HPV) status was evalua-
ted by in situ hybridization using the DNA primers for HPV
6/11, 16/18, 31/35/51. HPV DNA was not detected in the tumor
[7]. The stained cytologic smears of the peritoneal washing
were negative for malignancy.

The patient was assigned to FIGO Stage Ib, Grade 2 and put
on a routine follow-up regime for endometrial carcinoma with
clinical examination, pap smear, CT scan of the upper and
lower abdomen and chest X-ray. No adjuvant radiotherapy or
chemotherapy were given. During the 60-month follow-up
period, the patient remained free of disease.
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Discussion

Two theories have been offered to explain the pathoge-
nesis of PESCC: the vertical field theory and the squa-
mous metaplasia theory. The vertical field theory implies
a local mechanism within the corpus uteri arising from an
abnormal population of reverse cells adjacent to the base-
ment membrane. Radical growth eventually replaces
normal endometrium by neoplasia and vertical growth
invades the myometrim [8, 9]. The squamous metaplasia
theory suggests that endometrial squamous metaplasia is
a potential precursor of squamous cell carcinoma [10, 11].

Several other factors have been discussed as being
influential in the development of PESCC. HPV has been
strongly implicated in squamous neoplasms of the lower
genital tract and also has been identified in the squamous
component of endometrial adenocarcinoma [9, 12]. In
our case using DNA primers for HPV 6/11, 16/18 and
31/35/51, HPV DNA was not detected in the tumor [7].
Six additional cases have been reported where HPV was
not detected by in situ hybridization [6, 9, 13, 14]. It
seems, therefore, that there is not any association
between PESCC and HPV infection and thus HPV is
unlikely to be a carcinogenic factor in the development
of PESCC. Smoking has also been implicated as a co-car-
cinogen in squamous cell cervical carcinoma [9].
Although our patient did not have a smoking history, her
exposure at home and work is not known. Radiation
therapy has been associated with the late development of
malignant endometrial tumors, but it is unknown if this
increased risk exists for PESCC [9]. Five cases of
PESCC with a prior history of pelvic radiation therapy
have been published [9, 15, 16, 17]. Squamous metapla-
sia of the endometrium has been observed in association
with senile involution, oestrogen or vitamin A deficiency,
tuberculosis, and irradiation or chronic irritative proces-
ses such as intrauterine devices or prolapse [6]. The rela-
tionship between squamous metaplasia of the endome-
trium and PESCC remains controversial [14]. Some
investigators consider squamous metaplasia as precance-
rous PESCC, based on their frequent coexistence
[10, 11]. However, in a review by Im et al of 34 cases of
PESCC, squamous metaplasia was clearly documented in
only 11 cases, suggesting that endometrial squamous
metaplasia is not a definitive precursor of PESCC [14].
Pyometra is associated with PESCC in approximately
31% of cases [8]. Pyometra, however, could be the result
of obstruction of the internal cervical os by the tumor
rather than the cause of the malignancy [18]. Our patient
had no history of pelvic radiation therapy, squamous
metaplasia of the endometrium or pyometra.

In a review of 64 cases of PESCC by Goodman et al.
[19] the average age of the patients was 67 years. The
presenting signs and symptoms of the disease included:
1. Postmenopausal bleeding in 68% (44/64). 2. Vaginal
discharge in 28% (18/64). 3. Pain in 17% (11/64). 4.
Weight loss in 6% (4/64). 5. Pelvic mass in 6% (4/64). 6.
Brain metastases in 1.5% (1/64). Our patient was 61
years old, slightly younger than the average, and presen-
ted with the most common sign, postmenopausal vaginal
bleeding.

Survival data for PESCC are not well reported [5] and
a precise five-year survival rate for PESCC has not been
determined. The existing PESCC data, while incomplete,
does suggest a much worse prognosis than adenocarci-
noma despite similar treatment [5]. However in a review
of 64 PSECC cases, Goodman et al [19] found that all the
patients with surgical Stage I tumors had survived for the
period they were followed up, suggesting that a tumor that
is confined to the uterus, regardless of the grade and depth
of myometrial invasion, has a good prognosis. This obser-
vation was affirmed by our case. In contrast, all five
patients with Stage IV disease, and most patients with
Stage 111 disease, died despite adjuvant therapy. Adjuvant
therapy in PESCC is still controversial. Some authors
consider PESCC to be radioresistant [17, 20, 21] and che-
motherapy is not commonly used [9]. Adelson and Stumpf
reported no response to cisplatin and infusional 5-fluo-
rouracil [22], while Sorosky et al reported a complete cli-
nical response to carboplatin where the patient was
symptom free for nine months postchemotherapy [9].

In conclusion, we have presented a case of PESCC
FIGO Stage Ib who survived in a disease-free state for
five years after being treated with hysterectomy and bila-
teral salpingo-oophorectomy, but no adjuvant therapy.
This outcome suggests that in the early stage of PESCC,
surgical treatment alone is adequate to arrest the disease.
In addition, our patient's biopsy revealed no evidence of
HPV DNA supporting the conclusion that HPV is not a
carcinogenic factor in the development of PESCC.
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PRELIMINARY TIMETABLE

Wednesday, April 2, 2003

18.30 Opening ceremony.
Get-together reception.

Thursday, April 3, 2003

09.00-10.00 Plenary Sessions

Palliative care and geriatrics: the best of both
worlds? Are the ethics of palliative care cultu-
rally dependent?

11.00-12.30 Parallel Sessions

Panel discussions, workshops,

free communications,

discussion sessions, poster highlights.

12.30-14.00
Company sponsored satellite symposium.

12.30-14.30
Lunch break, exhibition and poster visit.

14.30-15.30 Plenary Sessions
Are we killing off morphine?
The multidisciplinary team: fact or fiction?

16.30-18.00 Parallel Sessions

Panel discussions, workshops,

free communications,

discussion sessions, poster highlights.

Friday, April 4, 2003

08.00-09.00 Meet the Experts

Pain treatment. Consultation services in Pal-
liative care. Care of the imminently dying -
How much medical treatment is needed?
How is palliative care organised in Europe.

09.00-10.00 Plenary Session

Unpacking fatigue: the pathophysiology of
subjective symptoms. Why (not) legalise
euthanasia and physician-assisted suicide?
11.00-12.30 Parallel Sessions

Panel discussions, workshops,

free communications,
discussion sessions, poster highlights.

12.30-14.00
Company sponsored satellite symposium.

14.30-15.30 Plenary Sessions
Outstanding abstract. How much palliative
care does a society need? (Floriani lecture)

16.30-18.00 Parallel Sessions

Panel discussions, workshops,

free communications,

discussion sessions, poster highlights.

Saturday, April §, 2003

08.00-09.00 Meet the Experts

Pain treatment. Opioid rotation - does it work?
The palliative care initiatives in US what can
we learn in Europe? Audit in palliative care.
Children in palliative care.

09.00-10.00 Plenary Session

From the laboratory to the clinic: exploring
pain at the molecular level. Sources of inspira-
tion: spiritual and existential issues.

11.00-12.30 Parallel Sessions

Panel discussions, workshops,

free communications,

discussion sessions, poster highlights.

12.30-14.00
Company sponsored satellite symposium.

14.30-16.00 Parallel Sessions

Panel discussions, workshops,

free communications,

discussion sessions, poster highlights.

17.00-18.30 Plenary Session
Poster award, best free communication,
EAPC award and lecture.
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