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ARTICLE INFO ABSTRACT

Introduction: Endometrial cancer is a malignant tumor of primary endometrial epithelium that placed
as the sixth most common cancer in women worldwide. The exact cause of it is still unknown although
there are several risk factors has been well studied and the incidence rate is increasing every year. The
aim of the study is to describe the profile of endometrial cancer patients in third referral hospital in
Surabaya based on known risk factors.

Methods: We collected dataretrospectively through the medical record of outpatients with endometrial
cancer diagnosis from January-December 2016. A total of 120 patients were collected and only 95
patients who meet the inclusion criteria. Data about age, age of menarche, status of menopause,
parity, Body Mass Index (BMI), history of disease, and family history of cancer were extracted then
presented descriptively.

Results: From 95 patients, the largest distribution were age 51-60 years old (47,37%), and was
diagnosed mostly in women with parity <2 (47,37%), postmenopausal status (61,05%), age of
menarche = 12 (85,26%), and normal weight (35,79%). Most of patients didn’t have either any history
of disease (57,89%) or family history of cancer (89,47%).

Conclusion: Most of the endometrial cancer patients in Dr. Soetomo General hospital Surabaya were
women aged 51-60 years old with postmenopausal status, age of menarche = 12 years old, number of
parities =2, and normal weight. The majority of them were also found to have no history of disease
and family history of cancer.
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Introduction Indonesia and the types of cancer that are usually known

Endometrial cancer is the sixth most common cancer
in worldwide for women (rank fifteenth for overall
cancer), with 320,000 new cases were diagnosed in
2012 and the proportion was nearly 5% of all new
cases of cancer in women (2% of overall cancer that
occurs in the world).! In the United States, endometrial
cancer is ranked fourth in the most diagnosed female
gynecological cancer.” The incidence of this disease is
relatively high in developed countries such as North
America and Europe while in developing countries
such as Southeast Asia and Africa the incidence of
endometrial cancer is relatively lower.'

Cancer in Indonesia is ranked fifth as the cause of
death due to the increasing number of cancer patients
through years along with the increasing life expectancy
of Indonesian women. More than 40% of female
malignancies are gynecological cancers. Endometrial
cancer is still not widely known by the public in
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among women are breast cancer, cervical cancer, or
uterine cancer. In terms of descriptive epidemiological
aspects, there are still no clear data on the number of
endometrial cancer cases in Indonesia, especially in
international publication.’

In 2016, the distribution of new endometrial
cancer patient’s visit in Dr. Soetomo General Hospital
Surabaya was 122 patients, about 9.4% of the total
cancer patients. This number increased compared to
2015, where the distribution was only 99 new patients
(9% of total cancer patients) and in 2014 as many as
36 patients (4% of total cancer patients).! Although the
mortality rate of endometrial cancer is smaller than
other cancers, it does not mean endometrial cancer is not
dangerous. This cancer is really need serious concern
if there is symptom of abnormal uterine bleeding
especially in postmenopausal women. The survival rate
of endometrial cancer depends on the age of the patient,
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stage at diagnosis, and apparently certain type of cells that
seem worse in developing countries.”

Endometrial cancer has several risk factors that might
be known by the public due to the increasing of its incidence
every year. One of the endometrial risk factors is obesity
which can increase estrogen levels in a woman’s body.
In addition, postmenopausal use of estrogen that was not
accompanied by progestin, late menopause, nulliparity, and
a history of polycystic ovary syndrome can also increase the
risk of it. Other medical conditions that can increase the risk
are lynch syndrome, diabetes, and hypertension. Whereas
pregnancy, use of oral contraceptives or intrauterine devices,
and physical activity can reduce the risk of endometrial
cancer.? The risk of endometrial cancer is increasing with
age and most of it are diagnosed at postmenopausal state.
The median age when diagnosed is 61 years.* Unlike breast
cancer and cervical cancer where the screening tests are
publicly available, there is no standard for screening tests
for women at risk of endometrial cancer. However, most of
endometrial cancer cases can be diagnosed at early stage
in symptomatic patients, such as after report of vaginal
bleeding in postmenopausal patients.*®

Treatment that can be done for endometrial cancer
patients are surgery, radiotherapy, hormone therapy, and
chemotherapy which depends on the stage of it. Women
should be given more education about risk factors and
symptoms of endometrial cancer earlier and immediately
report unexpected uterine bleeding to the doctor.’

Profile of endometrial cancer patients at Dr. Soetomo
General Hospital Surabaya in terms of several known
risk factors had not been well studied and analyzed yet.
Therefore, research needs to be done as strategy for
prevention and provide information about several risk
factors that can affect the incidence of endometrial cancer
in the future.

Methods

This research was a descriptive study with cross sectional
approach. The population was outpatient’s medical record
data with endometrial cancer diagnosis in Obstetrics and
Gynecology Outpatient at Dr. Soetomo General Hospital
Surabaya from January - December 2016. Samples were
obtained based on the who meet the inclusion criteria.
The inclusion criteria was patient who had complete
data according to variables. Data about Age, age of
menarche, status of menopause, parity, Body Mass Index
(BMI), history of disease, and family history of cancer
were extracted, while incomplete medical records were
excluded. The number of collected patients were 120
patients, but only 95 patients who meet the inclusion
criteria. Then all data processed using Microsoft Excel
and presented descriptively. This study has been approved
by Health Research and Ethics Committee Dr. Soetomo
General Hospital Surabaya (0143 / KEPK / IV / 2018).

Results

Of total 95 subjects, the majority of age was 51-60 years
old (45.37%) while the majority of age of menarche is =
12 years old (85.26%). 56 patients (61.05%) were found
already in postmenopausal status and the majority of parity
were patients who had number of parity <2 (57.89%).
Besides, as many as 34 patients (35,79%) is in normal
weight.

Table 1. The characteristics of patients in terms of
several risk factors

Variable n=95 (%)

Age

<40 years old 10 (10.53%)

40-50 years old 20 (21.05%)

51-60 years old 45 (47.37%)

=60 years old 20 (21.05%)
Age of Menarche

< 12 years old 14 (14.74%)

> 12 years old 81 (85.26%)
Status of Menopause 7(36.8%)

Premenopausal (24 — 58 years old) 37 (38.95%)

58 (61.05%)

Postmenopausal (46 — 71 years old)
Number of Parity

2 55 (57.89%)
=2 40 (42.11%)
BMI
Underweight (<18.5 kg/m2) 11 (11,58%)

Normal weight (18,5-24,9 kg/m2)
Overweight (25-29,9 kg/m2)
Obesity (= 30 kg/m2)

34 (35,79%)
29 (30,53%)
21 (22,11%)

Results revealed that most of patients (55.89%) had
no history of disease, then second largest distribution
is hypertension (27.37%) then followed by diabetes
(17.89%). Tumors and asthma were obtained
respectively 3 patients (3.16%), then cardiovascular
disease and gout were only 2.11%. Whereas the least
distribution of patient history of disease is cancer
(1.05%). Among patients with history of tumor, one
of them had breast tumor and the other had myoma.
The only patient with history of cancer was diagnosed
as breast cancer. Lastly, most of patients did not have
any family history of cancer (89,47%).

Table 2. Surgery classification

Variable n (%)
History of Disease

Diabetes 17 (17.89%)
Hypertension 26(27.37%)
Cardiovascular disease 2(2.11%)
Cancer 1 (1.05%)
Tumor 3 (3.16%)
Asthma 3(3.16%)
Gout 2(2.11%)

No history of disease 55(57.89%)

Family history of cancer
Cancer 10(10,53%)
85 (89.47%)

No family history of cancer
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Discussion

Age is one of the factors that can increase the risk of
endometrial cancer and the majority of women were
diagnosed in peri or postmenopausal between the age of
50 and 65.6 years old with the average age at diagnosis is
61.2 years old.* This result is similar with another study
in Dr. Sardjito Public Hospital, stating that the distribution
of endometrial cancer patients with age > 50 years old is
higher than patients age <50 years old.” Thus, endometrial
cancer most commonly attacked postmenopausal women
between 50-65 years old.*

The majority of age of menarche in this study is >
12 years old. This result is different with the research
conducted by Xu et al. (2003) stating that women with
age of menarche =17 years old had a 45% lower risk of
endometrial cancer than women with age of menarche < 12
years old.” There are several factors that can significantly
affect the age of menarche, namely genetics, environmental
conditions, body stature, family body size, body mass
index, socioeconomic status, and education level.'’ In
Indonesia average age of menarche based on Baseline
Health Research’s data is similar with this study which is
= 12 years old group." So, the discrepancy between the
results of this study with some previous is likely due to
the absence of menopausal age data while in the previous
studies have recorded patients menstrual ranges from
menarche to menopause time. This could explain that
the total time at which a woman is exposed to estrogen
(menstruation span) is important and the effect is limited
by time.'"?

Xu et al. (2003) stated that 75% of endometrial cancers
occur during the postmenopausal period.” The number of
menstrual years including menopausal status illustrates the
cumulative exposure of women to endogenous estrogen
which is an important predictor and independent risk of
endometrial cancer.”” The increasing lifetime exposure to
estrogen through early menarche or late menopause could
be associated with the risk of endometrial cancer, that is
because of estrogen mechanism in inducing endometrial
proliferation through local production of msulin-like
growth factor-1 (IGF-1). Furthermore, it increases the risk
of accumulating genetic mutations in proto-oncogenes and
tumor suppressor genes.'* '

We found most endometrial cancer patients had the
number of parity <2 (57.89%). This is analogous with
the research conducted by Wu et al. (2003), stating that
women who have given birth to a child are associated with
a reduced risk in endometrial cancer.'” Other literature
also states that there is a reduced risk of death in all age
groups based on the number of children. The reduction in
mortality was 9.2% for each addition of one child." The
role of parity in reducing the risk of endometrial cancer
can be going through two mechanisms. Firstly, the low
concentration of estrogen and the high concentration
of progesterone during pregnancy can be linked as a
protective effect by the function of progesterone hormone
as an inhibitor of cell proliferation and stimulator of cell
differentiation in the endometrium. Secondly, premalignant
or malignant cells could shed off during the birth process
or the third stage of labour."” Breastfeeding can also reduce
the risk of endometrial cancer especially if done in the long

term, although the mechanism is still debated.' Therefore,
women with more births may also have a long history of
breastfeeding so it can be a protective effect on the risk of
endometrial cancer.

In women, an increase in BMI is more related to the
risk of endometrial cancer than any other types of cancer
and BMI is the most common measurement in clinical
diagnosis of obesity.'* " In this study, the largest distribution
of BMI was the normal weight group. This result is similar
with the research in Dr. Sardjito Hospital that 61.8%
endometrial cancer patients were in normal weight.” While
other study stated that the increased in BMI was associated
with increased in malignancy of endometrial cancer.20
The association of increased BMI with the incidence of
endometrial cancer is probably related to adipose tissue as
the main source of the hormone estrogen in postmenopausal
women and the drastic increase in estrogen in overweight
or obese individuals will cause hyperplastic growth in the
endometrium.'* 2 The discrepancy between the results
obtained in this study and the others may be due to several
reasons. First, the prevalence of obesity in adult women
is different in each country, where as the prevalence of
obesity in Indonesia is lower compared to United states.”
# Furthermore, BMI gradually increases during adulthood
and reaches a peak at the age of 50-59 years, after the age
of 60 years body weight and BMI tend to decrease.™ Apart
from BMI, the best predictor of risk in cancer is using body
fat.'"* Another possibility is that the measurement of BMI
in some patients is carried out in late stage endometrial
cancer because weight loss after diagnosis and treatment of
endometrial cancer can be an adverse prognostic factor.”
History of disease that were obtained in this study were
highest in those who did not have a history of disease. This
is similar with study in Italy and Switzerland stating that
the distribution of patients who had no history of diabetes
and hypertension are higher than those who had a history
of the disease. This might be happened because of the
association between endometrial cancer with diabetes
and hypertension can be modified with BMI and physical
activity, while in this study most of the patients is in normal
BMI.*® While among the disease, hypertension is a disease
that has the most common distribution in this study. The
increased risk of endometrial cancer was associated with
an increase in diastolic and systolic blood pressure*” The
biological mechanism that links them is still unclear but
can also be associated with insulin resistance.® The second
most common disease in this study is diabetes. This result
1§ in accordance with previous prospective studies that
reported an increased risk of endometrial cancer is related
to diabetes.” The mechanism of diabetes in increasing the
risk of endometrial cancer could be related with Insulin
resistance and hyperinsulinemia ™ ¥ Hyperinsulinemia
affects carcinogenesis which indirectly stimulates the
growth of endometrial stromal cells by inhibiting the
production of Insulin-like Growth Factor Binding Protein-1
and increasing bioactive levels of 1GF-1. IGF-1 has anti-
apoptotic activity and can increase cell proliferation then
stimulating neoplastic cell growth.*

Most of study found that family genetic factors play
a big role in the risk of endometrial cancer.’** However,
Karageorgi et al. (2009) obtained research from 95638
endometrial cancer patients, but only 3% had a family
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history of endometrial cancer.™ A genetic disorder

mechanism that plays an important role in the development
of endometrial cancer in young women is hereditary non-
polyposis colorectal cancer (HNPCC) and the average
age for developing endometrial cancer due to a mutase in
one of the HNPCC genes is under 50 years and carriers
of the mutation have 50% lifetime risk of endometrial
cancer. The possibility that makes the results of this study
different from previous studies is another risk factor that
also influences the family history of cancer, namely BMIL.**
Broadly speaking, there are two causes of genetic damage
in cancer, namely external and internal factors. Therefore,
as the cause of endometrial cancer is unknown in certain,
so apart from genetic factors, there are another risk factor
that likely play greater role (namely; reproductive factors,
menstruation, hormones, oral contraceptives, and etc).

Conclusion

Most of the endometrial cancer patients in Dr. Soetomo
General hospital Surabaya were women aged 51-60 years
old with postmenopausal status, age of menarche > 12 years
old, number of parity <2, and normal weight. The majority
of them also were found to have no history of disease
and family history of cancer. Further research about risk
factor of endometrial cancer with more variables and other
method is needed for more accurate results.
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