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Abstract

Abnormal uterine bleeding is a complex gynecological problem, especially in the perimenopausal
and postmenopausal period. Etiology may be organic (endometrial polyp, hyperplasia, myoma,
endometrial atrophy, carcinoma) or non-organic (dysfunctional uterine bleeding).

To analyze the histopathological findings of samples of fractionated explorative curettage in
patients with abnormal uterine bleeding and to investigate certain risk factors for their occurrence (age,
obesity, hypertension, diabetes).

This was a prospective study comprising a total of 104 subjects. They were divided into two
groups: 54 women in postmenopausal age and 50 in premenopausal age. The data were collected by
interviewing and analyzing the findings from histopathological analyses of samples obtained by fractional
explorative curettage. The following anamnestic data were analyzed: age, history of hypertension and
diabetes. The study was performed in the Special Hospital for Gynecology and Obstetrics "Mother
Theresa" - Chair.

The most common pathological finding in both groups was endometrial polyp (in 39.5% of
postmenopausal and 46.9% of premenopausal women). In 4 participants (5.7% of the total), endometrial
adenocarcinoma was diagnosed. The mean age of patients was 57 years in the postmenopausal group and
43 years in the premenopausal group. The average BMI (Body Mass Index) was 33 in the postmenopausal
group and 25 in the premenopausal group. Hypertension was detected in 64.8% of postmenopausal
women and in 34% of premenopausal women. 13% of postmenopausal women were diagnosed with
diabetes. It was detected in 12% of premenopausal women.

Fractional explorative curettage is an important diagnostic procedure for prompt and timely
diagnosis of premalignant and malignant changes of the female genital tract. We detected endometrial
adenocarcinoma in 7,4% of the postmenopausal patients and in 4% of premenopausal patients with
abnormal uterine bleeding. It is especially important to highlight obesity and hypertension as risk factors
for abnormal uterine bleeding and endometrial pathology.
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Introduction

Abnormal uterine bleeding is a complex gynecological problem, especially in the perimenopausal
and postmenopausal period in women. It is defined as any bleeding that deviates from the normal
menstrual cycle in terms of regularity, volume, frequency or duration, occurring in the absence of
pregnancy [1].

The International Federation of Gynecology and Obstetrics (FIGO) has defined a classification
system for abnormal uterine bleeding called PALM-COEIN (polyp, adenomyosis, leiomyoma,
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malignancy and hyperplasia) . The prevalence is 9-14% during the lifetime and it is the cause of 25% of
surgeries performed on women [2, 3].

The etiology may be organic (endometrial polyp, hyperplasia, fibroids, endometrial atrophy,
cancer) or non organic (dysfunctional uterine bleeding) [4]. Dysfunctional bleeding is more common in
younger patients, while endometrial atrophy and organic lesions are more common in older patients [5].
Endometrial polyps are one of the most common pathologies in patients with abnormal bleeding and
occur in both pre- and postmenopausal patients [6].

Endometrial hyperplasia is an abnormal proliferation of the endometrial glands and stroma, and is
associated with an increased risk of endometrial cancer [7].

Patients with a history of anovulation, obesity, hypertension, diabetes, and the use of exogenous
hormones are at an increased risk of endometrial hyperplasia and adenocarcinoma [1].

The endometrium is an easily accessible tissue for sampling for histopathological evaluation. Dilatation
and curettage is the standard procedure and method of choice for endometrial sampling [8].

Objectives

To analyze the histopathological findings of the samples from fractionated exploratory curettage
in patients with abnormal uterine bleeding and to determine the presence of certain risk factors in the
examined groups (age, obesity, hypertension, diabetes).

Material and Methods

This was a prospective study comprising a total of 104 subjects who underwent fractional
explorative curettage due to abnormal uterine bleeding. Subjects were divided into two groups: 54 women
in postmenopausal age and 50 in premenopausal age. Data were collected through interviews and analysis
of findings from histopathological analyses of samples obtained by fractional explorative curettage.

Fractional explorative curettage was performed under intravenous anesthesia, with a sample from
the endocervix and a sample from the endometrium. Samples were immediately fixed in 10% formalin
and sent to a histopathological laboratory.

Analysis of the obtained histopathological findings and their distribution in the two examined
groups was performed.

The following anamnestic data were analyzed: age, history of hypertension and diabetes.

Weight and height were measured in all women. The Body Mass Index (BMI) was calculated
with the following formula: body weight (kg) / body height (m?) The study was performed at the Special
Hospital for Gynecology and Obstetrics "Mother Theresa" - Chair. Histopathological analyzes were
performed at the Institute of Pathologic Anatomy at the Faculty of Medicine in Skopje.

Results

The most common pathological change of the endometrium in both groups was endometrial
polyp (in 38.9% of postmenopausal and 36% of premenopausal respondents). Endometrial
adenocarcinoma was diagnosed in 6 patients (5.8% of the total number). It was more present in the
postmenopausal group (in 7.4%) than in the premenopausal group (4%). 27.8% of postmenopausal
women were diagnosed with endometrial atrophy, and there was none in the premenopausal group.
Dysfunctional bleeding due to prolonged and inadequate estrogenic action was present in 2 patients from
the postmenopausal group (3.7%) and 8 respondents from the premenopausal group (16%). Endometrial
hyperplasia was diagnosed in 13 patients from the premenopausal group (26%). In the postmenopausal
group, endometrial hyperplasia without atypia was detected in 2 cases (5.2%) (Table 1).
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Table 1: Distribution of both groups according to histopathological findings
Postmenopausis Premenopausis

Endometrial atrophy 15 (27.8%) 0
Endometrial polyp 21 (38.9%) 18 (36%)
Endometrial hyperplasia without atypia 2 (5.2%) 13 (26%0)
Prolonged and inadequate estrogenic 2 (3.7%) 8 (16%)
action

Normal 4 (7.4%) 1(2%)
Endometrial adenocarcinoma 4 (7.4%) 2 (4%)
Cervical dysplasia 2 (3.7%) 0
Cervical polyp 3 (5.6%) 5 (10%)
Deficient secretory phase 0 3 (6%0)
Chronic cervicitis 1 (2.6%) 0

total 54 total 50

The average age of the patients was 50 years. In the postmenopausal group the mean age was 57
years, and in the premenopausal group 43 years. The most common age group was 51-55 years (total of
32 respondents or 30.8%).

The mean BMI (Body mass index) value was 30, with 33 in the postmenopausal group and 25 in
the premenopausal group.

Table 2: Distribution of both groups according to BMI

BMI
<25 12 (11.5%)
25-30 34 (32.7%)
30-35 38 (36.5%)
>35 20 (19.2%)
total 104 (100%)

Hypertension was found in 64.8% of postmenopausal women. It was detected in 34% of
premenopausal women (Table 3).

Table 3: Distribution according to the presence of hypertension
Hypertension Postmenopausis  Premenopausis

yes 35(64.8%) 17(34%)
no 19(35.2%) 33(66%)
total 54 50
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13% of postmenopausal women were diagnosed with diabetes. It was detected in 12% of
premenopausal women (Table 4).

Table 4: Distribution according to the presence of diabetes
Diabetes mellitus  Postmenopausis Premenopausis

yes 7 (13%) 6 (12%)
no 47 (87%) 44 (88%)
total 54 50

Discussion

Abnormal uterine bleeding is one of the most common gynecological problems, which can occur
at any age, but is most common in the perimenopausal and postmenopausal age. In our study participated
104 patients, with a mean age of 50 years. The most common age group was 51-55 years (32 patients or
30.8%).

Out of a total of 104 subjects, 39 received a histopathological diagnosis of endometrial polyp: 21
(38.9%) of postmenopausal and 18 (36%) of premenopausal women.

Endometrial polyps are common, and their prevalence increases with age. A screening study of the
general female population found that they were more common in postmenopausal women (11.8%) than in
premenopausal women (5.8%). Most endometrial polyps are benign. In a meta-analysis of their malignant
potential, the risk was found to be highest in postmenopausal women with vaginal bleeding [9].

In a Turkish study, the presence of endometrial polyp was found in 9 out of 45 subjects (20%),
and 2 of those 9 showed the presence of hyperplasia without atypia [10]. In our study, all polyps were free
of hyperplasia. Endometrial hyperplasia is a common cause of abnormal bleeding. It occurs due to
prolonged exposure to unopposed estrogen and is a premalignant condition that can lead to the
development of endometrial cancer. It is not well known how long it takes for cancer to develop, but a
study by Lacey et al. found an average time of 6 years for cancer to develop, in all types of hyperplasia
[11].

In our study we detected 15 cases of endometrial hyperplasia without atypia, of which 13 were in
the premenopausal group and 2 in the postmenopausal group.

Diagnostic curettage should be performed in all postmenopausal patients where a thickened
endometrium or endometrial polyp has been detected by ultrasound, due to the possibility of the presence
of atypical hyperplasia and cancer at the same time [12].

Endometrial adenocarcinoma is the most common gynecological malignancy. It occurs more
often in postmenopausal women. About 40% of cases are associated with obesity in patients [13].
Endometrial cancer is also associated with excessive estrogen exposure, high blood pressure, and diabetes
[14].

In our study we detected Endometrial adenocarcinoma in 6 patients (5.8% of the total number). It
was more common in the postmenopausal group (7.4%) than in the premenopausal group (4%).

It is especially important to highlight obesity as a significant risk factor for endometrial pathology. In our
study, 38 subjects (36.5% of the total number) were obese, and 20 (19.2% of the total number of subjects)
were severely obese (BMI over 35).

Hypertension was found in 64.8% of postmenopausal women. It was detected in 34% of
premenopausal women. In a study by Giordano et al., it was noted that most of their subjects with
malignant endometrial polyps had risk factors such as hypertension, obesity, and unopposed estrogen
therapy [15]. In our study, we also analyzed the presence of diabetes mellitus. 13% of postmenopausal
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women were diagnosed with diabetes. It was detected in 12% of premenopausal women. A meta-analysis
by Zhang et al. found an increased risk of endometrial cancer in patients with diabetes [16].

Conclusion

To emphasize the importance of diagnostic fractional explorative curettage, in order to quickly
and timely diagnose of premalignant and malignant changes of the female genital tract. Particular
importance is given to the postmenopausal age when no bleeding should occur and when organic causes
of abnormal bleeding are more common, especially cancer as the most severe pathology.

We detected endometrial adenocarcinoma in 7,4% of the postmenopausal patients and in 4% of
premenopausal patients with abnormal uterine bleeding. It is especially important to highlight obesity and
hypertension as significant risk factors for endometrial pathology. In our study, 38 subjects (36.5% of the
total number) were obese, and 20 (19.2% of the total number of subjects) were severely obese (BMI over
35).

Hypertension was found in 64.8% of postmenopausal women with abnormal uterine bleeding. It
was detected in 34% of premenopausal women.
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