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Aim Of The Work To study serum level ,
tissue expression of glycodelin in patients with cancer
endometrium and its potential role in diagnosis and prognosis

of endometrial cancer :
Materials And Methods Three groups of patients were
included in the study: Group A :

comprised thirty patients with established cancer endometrium.
Group B : comprised ten postmenopausal patients with
hyperplastic endometrium. Group C : comprised seven
premenopausal patients with proliferative endometrium. Group
A represented the group of cases while group B and C
represented the group of controls.
All patients were subjected to the following : full history taking
,thorough clinical (general & pelvic) examination , full
laboratory investigations ( complete blood picture, coagulation
profile, liver and kidney function tests) ,trans vaginal
ultrasound for measuring endometrial thickness and body mass
index calculation. Then preoperative endometrial samples were
taken using Pipelle or Novak,s cannula as out patient procedure
or sharp curette under anaethesia to establish the diagnosis
before surgery. From all patients blood samples were
collected,centrifugated to separate the serum that was stored at
-70 degree till analysis by ELISA technique. Also
endometrial tissue samples were collected following
hysterectomy ,stored at -70 degree till analysed by
Immunohistochemistery technique.
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Introduction

Endometrial cancer is the most common gynecologic
malignancy, the 4th most common cancer in women in U.S.A
and the 8th most common malignant neoplasm world wide.
Incidence ranges from 5.9 per 100.000 in China, to 44 per
100.000 in U.S.A (Ranaall and Trimble, 1999).

The etiology of endometrial cancer is hypothesized to be
a hormone mediated process, through long standing stimulation
of the endometrium by unopposed estrogen (Randall and
Trimble, 1999).

Seventy per cent of cases are presented early (stage I)
and of good prognosis while thirty per cent are presented late
(stage 1V) and of bad prognosis (Randall and Trimble,7999).
The key stone for diagnosis of endometrial cancer in women
with postmenopausal bleeding is endometrial biopsy through
fractional curettage or office hysteroscopy. This followed by
surgical staging according to the 1988 FIGO criteria to
determine the extent of the disease and the selection of any
adjuvant therapy (Randall and Trimble,71999).

So there is still a place for diagnostic and prognostic
tumor markers to search for to help us to detect early and hence
good prognosis of endometrial cancer (Randall and Trimble,
7999). Of these potential makers suggested a
glycoprotein called " Glycodelin -A" (placental protein 14 or
progesterone associated endometrial protein) (Li et al., 7998).
It is synthesized in the secretory and decidualized endometrium
(Horowitz et al., 2001).
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Glycodelin was reported in normal and malignant
glandular epithelium outside the reproductive tract, namely, the
breast, hideradenoma , parabronchial glands, sweat glands and
pancreatic cystadenoma (Kamarainen et al, 71997).

Glycodelin A has important biological activities such as:
Immunosuppression through inhibiting N.K cell activity
suggests a role of Glycodelin in tumor biology (Okamoto et al.,
79917). Also it could be important for the feto- embryonic
defense system (Clark et al., 1996). Contraception through
inhibiting the interaction of spermatozoa with oocytes
(OCehninger et al.,, 1995). Angiogenisis promoting
vascularization during pregnancy (Horowitz et al. , 2001).
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To study serum level, tissue expression of glycodelin in
patients with cancer endometrium and its potential role in
diagnosis and prognosis of endometrial cancer.







Review of Literature

ENDOMETRIAL CANCER

Introduction:

Cancer of the endometrium is the second commonest
gynaecological tumour reported in the United Kingdom (UK) but in
the European Union (EU) as a whole it ranks above ovarian cancer as
the commonest tumour. The overall incidence in developed countries
has risen in recent years. The death rate, around 20% overall, is
lower than that of other gynaecological cancers, due principally to
early presentation by means of post-menopausal bleeding. There are
no practical preventative strategies currently available, so changes in
incidence generally reflect demographic and lifestyle changes.
Treatment has remained relatively unchanged over the last 40 years
relying principally on surgery to achieve cure. During the last 10
years interest in endometrial cancer has increased considerably and
investigations into the optimal use of adjuvant radiotherapy, the
effect of tamoxifen, the role of chemotherapy, the effectiveness of
lymphadenectomy, genetic predisposition to the disease and the
influence of less common histotypes have all helped to increase our
understanding of how we could reduce the risk of acquiring the
disease and how best to use the surgical and non-surgical treatments
available to us (Kitchener, 2006).

Incidence:

Endometrial carcinoma is the most common malignancy
of the female genital tract, with more than 40.000 estimated
cases diagnosed in 2005 in the United States. Endometrial
carcinoma is responsible for 7.310 deaths each year making it
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the eighth leading site of cancer related death among American
women (Jemal et al., 2005).

The incidence of endometrial cancer in the UK in 2000
was 13/100,000/year and the death rates 2.5/100,000/year. There
Is variation between EU countries with overall incidence and
death rates of 17/100,000/year and 3.5/100,000/ year,
respectively. The lowest incidence was reported from Greece
and the highest from Luxembourg with rates of 8.8/
100,000/year and 29.7/100,000/year, respectively (Cancer
Stats, 2004). The incidence in Egypt is 370 cases/ year & Deaths
are 293 cases/ year & the incidence rate is about 3/100.000/year
while the death rate is about 1.2/ 100.000/ year (IARC, 2002).

Epidemiology:

Endometrial adenocarcinoma occurs during the reproductive
and menopausal years. The median age for adenocarcinoma of the
uterine corpus is between 60-65 years. Approximately 5% of women
will have adenocarcinoma before the age of 40 years, and 20% will
be diagnosed before the menopause (Kitchener, 2006).

The incidence has increased during the past 20 years due to (a)
increased life-expectancy, (b) obesity, which increases circulating
oestrogens, and (c) tamoxifen, a widely prescribed adjuvant
treatment for breast cancer which increases incidence by as much as
6-8-fold. Another high-risk group is those women with hereditary
non-polyposis colon cancer (HNPCC). These observations suggest
that unopposed hyperoestrogenism provides a pathway to
endometrial carcinogenesis (Kitchener, 2006).
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Factors that decrease the risk of development of endometrial
cancer:

e Increasing data note that the use of combination oral
contraceptives (C.0.C) decreases the risk for development of
endometrial cancer. This protection occurred in women who used
oral contraceptive pills for at least 12 months, and protection
continued for at least 10 years after oral contraceptive use.
Protection was most notable for nulliparous women (Creasman,
2005). The risk of developing endometrial cancer decreased
markedly with increasing duration of c.o.c use (8 years). Some
protective effect may continue for more than 20 years after
stopping (Vessey and Painter, 2006)

e In a population-based case-control study of women aged 40-60
years, cigarette smoking apparently decrease the risk for
development of endometrial cancer. The relative risk decreased by
about 30% when one pack of cigarette was smoked per day, and
by another 30% when more than one pack was smoked per day
(Amant et al., 2005). The protective effect of smoking on
endometrial cancer risk in women using estrogen replacement
therapy supports a peripheral extra ovarian anti estrogenic
biological mechanism that can be expressed in post menopausal
women as well (Baron et al.,7990).

N.B: This advantage is strongly out weighed by the increased risk
of lung cancer and other major health problems associated with
cigarette smoking.




