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Abnormally Thickened Endometrium in Postmenopausal
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Background: Breast cancer is among the commonest
malignancies found in women. Several studies indicated
that there are some factors that might co-incidentally give
rise to the development of both breast cancer and
endometrial cancer. These factors include obesity, prolong
reproductive phase and excess estrogen level. It is
interesting, therefore, to investigate whether postme-
nopausal breast cancer patients treated in Srinagarind
hospital have thickened endometrium or other
abnormalities of reproductive organs.

Objective: To determine the prevalence of endometrial
thickening in postmenopausal breast cancer patients.
Design: Cross-sectional descriptive study.

Setting: Srinagarind hospital, Faculty of Medicine, Khon
Kaen University.

Subjects: Total of 66 postmenopausal breast cancer
patients receiving treatment at Srinagarind hospital from
1 July 1999 to 31 August 2000 were included in the study.
Patients who have been treated with hormones such as
estrogen, progesterone or tamoxifen are excluded from
the study.

Measurements: Thorough history taking and physical
examination as well as transvaginal ultrasonography were
conducted in all patients.

Results: Among the 66 patients included in this study, the
mean age was 54.97 years. The mean body weight and
mean body mass index was 57.95 kg and 24.48 kg/m?,
respectively. The mean age at diagnosis of breast cancer
was 51.62 years. The majority of patients (75.76%) had
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stage Il disease. The mean + SD of endometrial thickness
found in this study was 3.55 + 1.72 mm. The prevalence
of thickened endometrium (defined as ET > 5mm from TVS)
was 10.60%. Other pelvic pathologies detected by
ultrasonography were myoma uteri (4.55%) and ovarian
mass (1.52%). '
Conctusion: The prevalence of thickened endometrium
in postmenopausal breast cancer patients found in this
study was interestingly high. It thus seems justified to
propose that thorough pelvic examination as well as
transvaginal ultrasound scan should be done in all
postmenopausal patients diagnosed with breast cancerin
order to detect endometrial and other pelvic pathologies
that could arise in such cases.
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Introduction

Breast cancer is one of the most common
malignancies found in women. In western countries it
accounts for approximately one-third of all cancer found
in women and the incidence has been found to be
increasing globally'. It is widely accepted that several
hormones, especially estrogen, involve in the pathogenesis
of breast cancer. Prolong exposure or excess level of
estrogen could also give rise to neoplastic changes of the
endometrium. Recent report by Berliere M and his
colleagues demonstrated that 17% of postmenopausal
breast cancer patients were found to have abnormally thick
endometrium (greater than 4 mm on transvaginal
ultrasound scan) before initiation of tamoxifen therapy?.
Moreover, up to 74% of these patients with thickened
endometrium revealed abnormal pathological findings upon
biopsy. It is thus interesting to assess the prevalence of
thickened endometrium as well as other pelvic
abnomnalities in postmenopausal patients diagnosed with
breast cancer in hope that this screening method will
provide some measures to detect or even prevent
endometrial abnormalities co-incidentally arise in such
patients.

Material and Method

Total of 66 asymptomatic postmenopausal women with
intact uteri were recruited from breast cancer patients
undergoing regular post-surgical therapy follow-up at
Srinagarind hospital, Faculty of Medicine, Khon Kaen
University. Women who had symptoms of postmenopausal
bleeding, who had taken tamoxifen, or who had taken
additional hormone therapies such as progesterone were
excluded. All patients gave written informed consent to the
screening procedures. Besides careful history taking and
thorough physical examinations, patients were screened
by transvaginal ultrasonography (TVS) using an Aloka
SSD-2000 ultrasound machine with a 5-7.5 MHz
mechanical sector transducer vaginal probe. The uterus
was imaged in both longitudinal and transverse planes with
maximum endometrial thickness measured in the
longitudinal plane across the endometrial cavity, between
the endometrial-myometrial junction. Thus, a double
endometrial thickness was measured. The surrounding
hypoehogenic halo was excluded, as this is believed to
represent the compact inner layers of vascular
myometrium.** Other structural pelvic abnormalities
identified by TVS were documented. Assessments of
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endometrial thickness by TVS were performed by the same
clinician. Patients were informed of their results at the end
of the screening process.

This research was approved by the Faculty of
Medicine, Khon Kaen University Ethical Committee as part
of the clinical study (HE 42026).

Results

Sixty-six women were recruited to this study. The mean
age of the study subjects was 54.97 years while the mean
body weight and body mass index was 57.95 kg and 24.48
kg/m2, respectively. The mean age at menarche and age
at menopause of the patients was 16.12 and 48.11 years,
respectively. The mean age when breast cancer initially
recognised was 51.62 years. This study demonstrated
that breast cancer was diagnosed approximately 3.51
years after patients approached menopause (Table 1).

Table 1. Patient characteristics

Characteristics Mean + SD
(n = 66)
Age (year) 54.97 +6.24
Weight (kg) 57.95 + 8.97
BMI (kg/m?) 24.48 + 3.54
Age at menarche (year) 16.12 + 1.44
Age at menopause (year) 48.11 + 3.65
Age at diagnosis of CA breast (year) 51.62 + 6.74

Regarding the staging of breast cancer in the recruited
cases, this study showed that the majority of patients (75.76
%) had stage 1] disease. The diagnosis of stage |, lll and
IV of breast cancer were made in 4.55 %, 18.18% and
1.51 % of patients, respectively (Table 2).

Table 2. Staging of breast cancer in recruited patients

Number of patients (%)

Stage
) .~ (n=66)

! 3 (4.55 %)
I 50 (75.76 %)
1 12 (18.18 %)
\Y; 1(1.51 %)

Total - 66 (100 %) |

The findings obtained from transvaginal uitrasono-
graphy conducted in the study patients revealed that the
mean + SD of endometrial thickness was 3.55 + 1.72 mm.
The prevalence of abnormally thick endometrium (defined
as endometrial thickness greater than 5 mm by TVS) was
10.60 % (7 from the total of 66 cases). Other pelvic
abnormalities detected by uitrasonography were myoma
uteri (4.55 %), multiple hypoechogenic areas in the
endometrium (1.52%), and ovarian mass (1.52 %) as
shown in table 3.

Table 3. Other pelvic abnormalities detected by TVS

Findings Number of cases
(%) '

Myoma uteri 3 (4.56 %)
Ovarian mass 1(1.52 %)
Multiple hypoechogenic areas 1(1.52 %)

in endometrium
No abnormal finding detected 61(92.42 %)

Total 66 (100 %)

Discussion

Breast cancer is among the commonest malignancies
in women. In western world, this cancer accounts for
approximately one-third of all cancers in women and is
second only to lung cancer as the leading cause of cancer
death in women. According to estimates from the American
Cancer Society, in the United States during 2002, there
will be 203,500 new cases of breast cancer and 39,600
deaths from this disease °. During the past 50 years, the
incidence of breast cancer in the US has increased
significantly; nearly one in every eight American women
will develop breast cancer.

Several risk factors have been claimed to be
associated with the development of breast cancer. These
include advancing age, family history of breast cancer, and
the long reproductive phase.® The study by Pike MC et al.
revealed that the median age at menarche was lower for
women who developed breast cancer comparing to those
who did not have such disease.” This study, however,
demonstrated that the majority of patients recruited were
not obese and had normal length of reproductive phase.
Breast cancer initially detected at approximately 3 years
after menopause.
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Breast cancer most commonly arises in the upper
outer quadrant, where there is more breast tissue. Breast
masses are more often discovered by the patient and less
frequently by the physician during routine breast
examination.® The increasing use of screening
mammography has expanded the ability to detect
nonpalpable abnormalities. After the diagnosis of breast
cancer has been established, the clinical stage of disease
is normally determined. The Columbia Clinical Staging
System was widely used for many years but has been
replaced by the tumor-nodes-metastasis (TNM) system
recommended by the International Union against Cancer
(UICC) and the American Joint Committee on Cancer.®
The proportions of patients detected in each stage varied
from one center to the others. This study demonstrated
that three-fourth of the patients recruited were diagnosed
with stage Il breast cancer whereas only 1 out of 66 study
patients were found to have advanced disease (stage V).

It is widely accepted that several factors play important
role in the pathogenesis of both breast cancer and
endometrial cancer. These factors inciude proiong
exposure or excess level of estrogen and obesity.® It is,
therefore, interesting to evaluate the endometrial status of
patients diagnosed with breast cancer in order to prevent
endometrial abnormalities that could co-arise with breast
cancer. Transvaginal ultrasonography was used in this
study as a screening method for endometrial thickening
and other pelvic abnormalities since it is generally accepted
that in postmenopausal women endometrium will undergo
atrophic changes and thin endometrium is expected on
ultrasound scan. It is reported that endometrial thickness
of greater than 5 mm in postmenopausal women without
hormonal replacement therapy is associated with increase
chance for endometrial pathologies®'°. The Nordic
multicenter study evaluating 1,168 women with
postmenopausal bleeding revealed that the prevalence of
endometrial abnormalities in women whose endometrail
thickness was found to be greater than 5 mmonj TVS was
64.85 %. These abnormalities vary from benign condition
such as endometrial polyps (24.25 %) to pre-neoplastic
(19.55 %) and neoplastic changes such as endometrial
cancer (21.05 %).° To date, there are two prospective
studies that assessed the baseline endometrial status
before starting hormonal therapy in postmenopausal
patients diagnosed with breast cancer''2. In these two
studies all patients revealed normal or atrophic
endometrium upon biopsy before initiation of tamoxifen
treatment. Transvaginal uitrasonography, however, was not

conducted in these studies thus baseline endometrial
thickness could not be demonstrated. In contrast to these
reports, a study by Berliere et al. revealed a high
prevalence of baseline endometrial abnormalities in
asymptomatic postmenopausal women with breast cancer
(46 of the 246 women, 17.4 %). The abnormal endometium
mentioned in this study was defined by endometrium
thickness greater than 4 mm or abnormal hysteroscopic
findings. The results of our study confirmed the finding
previously reported by Berliere since the prevalence of
abnormally thick endometrium (greater than 5 mm on TVS)
detected by this study was 10.60 %. The high prevalence
of thickened endometrium observed in this study implies
that associated endometrial abnormalities could be found
in postmenopausal patients with breast cancer. In addition
to detection of thickened endometrium, this study also
demonstrated that other pelvic abnormalities such as
myoma uteri and ovarian mass could be revealed using
transvaginal ultrasound scan. Thorough pelvic examination
as well as transvaginal ultrasonography could be the
measures to uncover such abnormalities and hence reduce
morbidity or mortality that may result form such conditions.
Since histological studies of the thickened endometrium
detected by TVS was not performed in this study, precise
conclusion could not be made whether the thickened
endometrium detected by this study was associated with
significant endometrial abnormalities or not. Further
prospective study evaluating the thickened endometrium
by histological examination is suggested before any precise
recommendation could be drawn regarding the value of
TVS screening in postmenopausal patients diagnosed with
breast cancer.

OB-GY¥N. DEPT. t vi
SRINAGARIND iF3

S
- 5 = - 6364 PW ox
i - ~R2IHZ GA: =xw=d

= - Ty

Figure 1. Thickened endometrium demonstrated by
transvaginal ultrasonograpgy
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