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ABSTRACT

Introduction: Endometriosis is generally known as a condition that occurs in
reproductive-age women, but cases in menopausal women have also been reported,
especially in those who have received postmenopausal hormone therapy. The
prevalence of endometriosis in menopausal women can reach 2.2% of all diagnosed
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Material and Methods: There are 4 articles included from 3 databases. Several
databases used included PubMed, ScienceDirect, and Taylor & Francis. The sample
population included postmenopausal patients with endometriosis. Exclusion criteria
included non-peer-reviewed journals, non-human research study designs, and grey
literature. 4 articles are showing that endometriosis can occur in postmenopausal
women. The articles show that the prevalence of endometriosis in postmenopausal
women is around 2-20% where the diagnosis is made based on a combination of
KEYWORDS laparoscopic visualization and histological confirmation.
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’ P Results: The occurrence of endometriosis in postmenopausal women can occur due

to various risk factors, including the use of hormone replacement therapy (HRT) and
obesity because it can increase estrogen levels, which results in the development of
endometriosis. Therefore, it is important to recognize that endometriosis is not only
limited to women of productive age but can also occur in those who have passed
menopause because they are often suspected of being malignant.

Conclusion: In general, patients with endometriosis have a higher risk of developing

ovarian cancer. But, the clinical picture of endometriosis in menopausal patients is

nonspecific. This makes endometriosis often experience a delay in diagnosis,

@ ® especially in elderly patients. Postmenopausal women with endometriosis should be
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INTRODUCTION

Endometriosis is generally known as a condition
that occurs in women of reproductive age, but cases in
postmenopausal women have also been reported [1].
This condition is often difficult to diagnose in
postmenopausal women because the symptoms can
resemble those of other conditions and are often
overlooked. Additionally, the limited data makes it
challenging to determine the exact prevalence of
endometriosis in this group. This indicates that although
it is less common, endometriosis remains a relevant
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health issue for postmenopausal women [2—4].

The prevalence of endometriosis in postmenopausal
women can reach 2.2% of all diagnosed cases of
endometriosis [5]. This study highlights the importance
of recognizing that endometriosis is not only limited to
women of reproductive age but can also occur in those
who have gone through menopause [6].

This is also supported by a report from The American
Journal of Obstetrics and Gynecology, which mentions that
although less common, endometriosis can still occurin
postmenopausal women, especially in those who have
received postmenopausal hormone therapy [7-9].
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Receiving hormone therapy can trigger or worsen
endometriosis, indicating that close monitoring and
accurate diagnosis are crucial for effective management
[10,11].

MATERIAL AND METHODS

This review was conducted based on the Preferred
Reporting Items for Systematic Reviews and Meta-
Analysis guidelines.

Inclusion-exclusion Criteria

Inclusion criteria included interventional and
observational studies published in the last ten years
using English. The sample population included
postmenopausal patients with endometriosis. The PICO
format used consisted of 1) Problem: endometriosis; 2)
Exposure: postmenopausal women; 3) Comparison:
premenopausal women; 4) Outcome: incidence of
endometriosis in postmenopausal women. Exclusion
criteria included: 1) non-peer-reviewed journals; 2) non-
human research study designs; and 3) grey literature.

Search Strategy

A literature search was conducted on July 15, 2024.
Several  databases used included PubMed,
ScienceDirect, and Taylor & Francis. The keywords
used were (“Endometriosis”) AND (“Menopause”),
adjusted according to the characteristics of each
database. Article screening was performed in two stages:
an initial screening was performed based on the title and
abstract to exclude irrelevant studies, followed by a full-
text review to assess compliance with the inclusion
criteria. This rigorous screening was performed
independently. In cases of articles that raised
disagreement or uncertainty, a third reviewer acted as an
arbitrator to resolve conflicts, ensuring an unbiased
selection of studies based on the PRISMA pathway.

Data Extraction and Analysis

Data extraction by three authors into a Google
Sheet, to assess its eligibility and accuracy. The Google
sheet was designed to record the main characteristics of
the studies, including authors, year of publication, study
design, sample size, patient demographics, and
outcomes. Each author then cross-verified the extracted
data to ensure data accuracy. The data were then
analyzed and reported by the authors. Differences of
opinion that occurred during the writing process were
resolved through discussion.

Risk of Bias Assessment

Risk of bias assessment was carried out on studies
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using the Newecastle Ottawa risk of bias tool by the
authors and another author who supervised the process.
Risk of bias assessment used the Newcastle Ottawa risk
of bias tool. The domains assessed in each article were
based on 3 main domains, namely: 1) selection related
to how researchers selected research subjects including
the number and tools used in obtaining data; 2)
comparability related to researchers' efforts in
controlling confounding variables; 3) outcome related to
the results of data analysis. To describe the quality of the
research, the domains were categorized into three
groups: low (7-9), moderate (3-6), and high risk of bias
(0-3).

Qualitative Analysis

The collection of articles included in the writing of
the literature using the systematic review design method
was analyzed qualitatively by all authors involved.
Qualitative assessments were still based on the PICO
format and previously designed inclusion-exclusion
criteria

RESULTS

Identification and Selection of Studies

After conducting the literature search, a total of
512 articles were retrieved from three databases. Some
articles were automatically excluded by the databases as
they did not align with the study design. A total of 351
articles were excluded because they did not meet the
criteria, such as review articles, books, and paid articles.
Additionally, 157 articles were excluded as they did not
meet the inclusion criteria. Fig. 1 shows the PRISMA
flowchart. Ultimately, 4 articles were included in this
study.

Risk of Bias Assessment

The risk of bias was assessed using the Newcastle
Ottawa risk of bias tool, as the included studies had a
cross-sectional design. Based on the risk of bias
assessment, all four studies received a score of 8 because,
in the comparability domain, the researchers did not
mention any efforts to control for confounding variables.
All included studies were classified as having a low risk
of bias (Fig. 2).

Included Studies

This systematic review includes four studies,
selected based on predefined inclusion criteria related
to the incidence of endometriosis in postmenopausal
women. The incidence of endometriosis in
postmenopausal women is summarized in this article,
with the following findings: one study conducted in
Germany examined the prevalence of endometriosis in
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Fig. 2. Newcastle Ottawa Scale (Risk of Bias tool)

premenopausal, perimenopausal, and postmenopausal
women; two studies conducted in Italy and Turkey
focused on the prevalence of endometriosis
premenopausal and postmenopausal women; and one
study conducted in the US and Greece explored the
prevalence of endometriosis in perimenopausal

in

and

postmenopausal women. Table 1 presents the included

studies.
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DISCUSSION

condition.

Endometriosis in postmenopausal women is a rare

There are 4 articles

showing

that

endometriosis can occur in postmenopausal women
[12-15]. One of the risk factors for endometriosis in
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postmenopausal patients is hormone replacement
therapy (HRT) which stimulates endometrial deposits
by exogenous estrogen [16]. This effect is even greater
in estrogen therapy without progesterone components.
In addition, obesity is another risk factor that can
increase estrogen levels, which results in the
development of endometriosis [17-19]. The use of
tamoxifen as a therapy for breast cancer is also
associated with the emergence of endometriosis
[20,21]. Tamoxifen, a selective estrogen receptor
modulator, is known to have an agonist effect on
endometrial tissue and is responsible for endometrial
abnormalities, such as endometriosis [22,23].

Postmenopausal endometriosis is considered to
have a more complex pathophysiology than
premenopausal endometriosis. At menopause,
estrogen production at the ovarian level stops, but is
balanced by peripheral estrogen production from
androgen conversion (especially in adipose tissue and
skin). Cyclooxygenase type 2 enzyme production is
induced by estrogen, leading to increased levels of
prostaglandin E2, a known stimulator of aromatase
activity, suggesting a positive feedback loop supporting
sustained local estradiol production in endometriotic
tissue [24-26]. In addition to peripheral estrogen
production, high circulating estrogen levels may also
be responsible. External sources are mainly hormone
replacement therapy (HRT) [27].

The clinical picture of endometriosis in
menopausal patients is nonspecific. This makes
endometriosis often experience a delay in diagnosis,
especially in elderly patients [28]. Currently,
laparoscopy and biopsy for histological confirmation
are the gold standard for the diagnosis of
endometriosis, regardless of age. Although
laparoscopy and biopsy remain the gold standard, non-
invasive testing for early diagnosis is still preferred [29,
30]. Transvaginal ultrasound is a first-line imaging
technique that is very useful in the diagnosis of
endometriosis. Meanwhile, MRI is the best non-
invasive method for diagnosing endometriosis.
However, there is no imaging technique that can
provide absolute confirmation of the diagnosis of
endometriosis [31]. USG and MRI are important, but
their findings are more difficult to interpret in
postmenopausal patients than in younger patients
because of the higher suspicion of neoplastic lesions.
As a general consideration, all postmenopausal
patients should be evaluated for malignancy if a new
suspicious structure is found on USG [32].

Given the age of postmenopausal patients with
endometriosis, they are often suspected of being
malignant [33]. In general, patients with endometriosis
have a higher risk of developing ovarian cancer. The
incidence of transformation from endometrioma to
ovarian cancer is estimated to be around 2-3%. In
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addition, another potential risk factor for malignancy
is the increasing age of the patient, especially in the
postmenopausal population. This increases the risk of
ovarian cancer in postmenopausal patients. The
concept of atypical endometriosis is defined as a
precursor lesion to the development of clear cell
ovarian carcinoma and endometrioid ovarian
carcinoma. Hyperestrogenic environment, oxidative
stress, genetic mutations, and cytokines may play a
role in carcinogenesis and the evolution of benign
endometriosis to atypical endometriosis and then
ovarian cancer [34].

Postmenopausal women with endometriosis should
be treated with surgery, namely the removal of all visible
endometriotic tissue because of the risk of recurrence
and the higher risk of malignancy [31,35]. Medical
therapy can be used if there is the recurrence of pain after
surgery or if surgery is contraindicated. Aromatase
inhibitors may be an option that works by reducing
extra-ovarian estrogen production [36,37]. Aromatase
inhibitors were first used for postmenopausal treatment
because of their ability to reduce estrogen production by
inhibiting cytochrome P450, the enzyme that catalyzes
the conversion of andostenendione and testosterone to
estrone and estradiol [38]. Letrozole and anastrozole are
triazole derivatives that are reversible and competitive
Als and at doses of 1-5 mg/day inhibit estrogen levels
by 97% to more than 99% [39]. However, the most
important risks associated with Al administration are
osteoporosis and increased fracture risk. To reduce this,
bisphosphonates can be given together with Als during
long-term treatment [40].

CONCLUSION

Endometriosis is generally known as a condition
that occurs in women of reproductive age; however,
cases in menopausal women have also been reported.
Studies indicate that about 2-20% of diagnosed
endometriosis cases occur in menopausal women.
Although it is less common than in women of
reproductive age, thepresence of endometriosis in this
group highlights the need for further attention and
research. Risk factors that increase the likelihood of
endometriosis in menopausal women include the use of
hormone therapy and obesity. Postmenopausal
hormone therapy, in particular, can trigger or exacerbate
existing endometriosis. Understanding these factors is
crucial for the effective diagnosis and management of
endometriosis in menopausal women, as well as for the
development of better prevention and treatment
strategies.
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Table 1. Included Studies

DOI No Author, Year

Country

Design Study Time of Survey Sample Sample Age Diagnose Method

Results

Haasetal.,

10.1007/500404-012-2361-z 1 2012 [4]

Germany

Combination of laparoscopy
visualization and histologic
confirmation

Descriptive

study 2005-2006

42,079 1-95

In the premenopausal group(age 045
years), there were33,814 patients with
endometriosis (80.36 %)

In the perimenopausal group (45-55
years), there were 7,191 patients with
endometriosis (17.09 %)

In the postmenopausal group (55-95
years), there were 1,074 patients with
endometriosis

(2.55 %)

Morassutto et

10.1371/journal.pone.0154227 2 al., 2016 [5]

Italy

Combination of laparoscopy
visualization and histologic
confirmation

Descriptive

study 2011-2013 1,415

15-83

In premenopausal women (15-50 years
of age), there were 900 cases without
histological confirmation and535 with
histological confirmation

In postmenopausal women (>50 years
of age), there were 117 cases without
histological confirmation and 91 with
histological confirmation

Matalliotakis
etal., 2019

(o]

10.3390/diseases7010029 3

US and
Greece

Descriptive
study

Confirmed bytissue biopsy and

1990-2015
laparotomy orlaparoscopy

1,100 NA

There were 184 (16.7%) patients with
perimenopausalendometriosis (age 45—
54 years)

There were 46 (4.2%) patients with
postmenopausal endometriosis (55-80
years).

Oral et al.,2020

10.1016/j.jogoh.2020.101725 4 7]

Turkey

Descriptive

study 2006-2016

1,100 40-91 NA

Premenopausal women with
endometrioma (n = 238/79.6%)

Postmenopausal women with
endometrioma (n = 61/20.4%).
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