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Tamoxifen-Treated postmenopausal women with
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ABSTRACT:

Background: Tamoxifen is widely used to treat breast carcinoma in postmenopausal
women. Previous studies have suggested an increased prevalence of endometrial carcinoma
and polyps after treatment with tamoxifen.

Objective: This study was performed to evaluate pelvic sonographic measurement of
endometrial thickness in postmenopausal breast cancer patients being treated with tamoxifen
during one year and after 2year of treatment and its accuracy.

Patients and method: Pelvic ultrasounds and medical records were reviewed for 48
postmenopausal women with breast carcinoma who were being treated with 20mg of
tamoxifen. They were divided into two groups first group (28 patients)of at minimum 6
month and maximum 1 year treatment and second group (20 patients) of 2 years at minimum
treatment with tamoxifen. Endometrial thickness was measured in anteroposterior dimension
and was considered normal when less than 6 mm.

Results: pelvic sonograms of all 48 patients showed that 25(52%) of women with normal
endometrial thickness measuring less than 6mm in the two groups with 18 (64.3%) in first
group and 7(35%) in second group and abnormal endometrial thickening measuring more
than 6 mm in the two groups about 23 patients (48%) with 10(35.7%) in first group and 13
(65%) in second group in which the sonographic appearance of the endometrium included
cystic lesion in 2 patient(15.4%) and 11 patient (84.6%) without cystic lesion.

Conclusion: Only pelvic ultrasounds were done for endometrial evalution and the late
complication are increased because of poor investigations being done to those patients in
Basrah with breast carcinoma. A positive pelvic ultrasound result is of little value, so further
testing is mandatory in order to detect benign and malignant endometrial disease associated
with tamoxifen.
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INTRODUCTION

Tamoxifen is a non-steroidal
triphenylethylene derivative that is orally
administrated, widely used to treat all
stages of breast cancer, and multiple trials
have shown that the drug reduces mortality
in early-stage breast cancer!: . Tamoxifen
acts as an antiestrogen in breast tissues, but
the drug has a contradictory estrogenic
effect on the female genital system, It is
apartial oestrogen agonist in that it exhibits
anti-oestrogenic activity in the breast, but

has a stimulatory effect on the
endometrium.  B* Because of this
estrogenic stimulation on the uterus,

tamoxifen use has been associated with a
variety of histopathologic changes in the
endometrium, including increased
endometrial thickness, increased uterine
volume, proliferative changes, simple and
complex atypical endometrial hyperplasia,

endometrial polyps, and, rarely,
endometrial  carcinoma. BIBecause
tamoxifen-treated women have an
increased  frequency of endometrial

neoplasia and premalignant conditions
such as atypical hyperplasia, there is
important to screen this populations for
endometrial abnormalities™®

Recently, several groups of investigators
have shown the usefulness of sonography
for the diagnosis of endometrial
abnormalities, particularly in women with
abnormal uterine bleeding . Ultrasound
represents a useful diagnostic tool to detect
tamoxifen-associated changes of the
endometrium % The aim of this
study,therefore, is to assess the incidence
of endometrial  abnormalities in
asymptomatic women with breast cancer
treated with tamoxifen for different
durations using ultrasound as a scanning
tool.

Basrah.
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PATIENTS
METHODS

From June 2007 to December 2008, 48
consecutive tamoxifen-treated women in
Basrah Oncology Center were referred for
Radiology Center of Al-Sadar Teaching
Hospital in Basrah for sonographic routine
checking .The US examinations were
performed by one of the authors with
commercially available US machines
(logic Medical Systems). The
examinations consisted of transabdominal
US with or without color Doppler imaging
. Transabdominal US was used to examine
both ovaries and the uterus. The uterus was
examined for the presence of myometrial
masses, and the endometrium was
examined for an endometrial pathologic
entity. The maximum thickness of the
endometrium was measured at the fundus,
body, and lower uterine segment on the
sagittal view at the thickest point between
the two basal layers on the anterior and
posterior uterine walls. Endometrial
thickness, was measured to the nearest
millimeters® The hypoechoic layer of

AND

tissue  surrounding the  hyperechoic
endometrium was not included in the
measurement. A postmenopausal

endometrial strip 6 mm thick or less was
considered normalt’®*. All 48 patients
were postmenopausal and between 50 and
60 year old (mean age, 55 years). They had
been treated with tamoxifen for various
lengths of time, and divided according to
this into two group 28 patients with
minimum 6 months and maximum lyear;
and 20 of more than 2 years). The
standard tamoxifen dose was 10-20 mg
daily™?.

RESULTS:

Of the forty-eight women undergoing
trans-abdominal US, twenty-five women
(52%) showed the endometrial thickness
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not to increase more than 6mm, and
twenty-three  women (48%) revealed
endometrial thickness more than 6mm

which also have different abnormality in
endometrium, when two of patients had
cystic lesion with an increase in
endometrial thickness. The group of
postmenopausal women that had treatment
of less than one year, eighteenth of them
(64.3%) showed normal endometrium of
less than 6mm and ten women (35.7%)
showed abnormality in  endometrial
thickness >6mm without cystic changes.
While women with treatment of more than
2 years of tamoxifen treatment showed
seven women (35%) with normal
endometrium while thirteen women (65%)
with abnormal increase in endometrial
thickness >6mm; of them, two women
(15.4%) revealed cystic lesion in the
women that had an increase in endometrial
thickness.

DISCUSSION

Although the benefits of tamoxifen in the
treatment of breast carcinoma remain clear,
the potential side effects are only partially
understood, and the drug is also linked
with an increased incidence of endometrial
abnormalities associated with tamoxifen’s
estrogenic effect on the uterus®®. Because
large number of women are undergoing
tamoxifen therapy, the use of sonography
to monitor the endometrium in these
patients has received much interest and the
most worrying gynaecological side-effect
of tamoxifen is the well-known increased
risk of endometrial carcinomas. Its use
decreases the need for invasive diagnostic
procedures for women without
abnormalities, and ultrasound increases the
sensitivity of detecting abnormalities in
women  with  pathologic  conditions.
sonography is preferred over uniform
biopsy of postmenopausal women with
vaginal bleeding because it (1) is a less
invasive procedure, (2) is generally
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painless, (3) has no complications, and (4)
may be more sensitive for detecting
carcinoma than blind biopsy, Transvaginal
sonography is superior to transabdominal
sonography and rarely nondiagnostic
9101 “\Women with breast cancer treated
with tamoxifen should undergo annual
gynaecological examination™! In  this
study, (48%) of women with tamoxifen
therapy undergo an increase in endometrial
thickness and this is less than that reported

by Hann , et al ®where  most
asymptomatic ~ women  treated  with
tamoxifen have endometrial thickness

exceeding 6 mm. Endometrial thickness in
tamoxifen-treated women is greater than
that in postmenopausal control subjects ).
The increased endometrial thickness
observed in tamoxifen treated women is
caused by the estrogen agonist effect of
tamoxifen, which is similar to hormone
replacement therapy™.While after 2 years
of treatment (63%) of women who
received tamoxifen have increased
endometrial thickness >6mm and with
cystic lesion in about (15%) in
comparison to patients taking treatment
for <lyear. This is accord with another
study where endometrial thickness
increased with increasing duration of
tamoxifen use at a rate of 0.75 mm/yt*®.
The mean endometrial thickness after
approximately 5 years of tamoxifen use
was 12 mm (range, 6-21 mm)

Endometrial thickness measured by pelvic
ultrasound examination increases with the
duration of tamoxifen use but has less
accuracy than the use of transvaginal
ultrasound. Its more difficult to perform
transvaginal ultrasound for patient with
breast carcinoma in Basrah. This can
contribute to a decrease in accuracy of
detecting abnormalities early after use of
tamoxifen ™! This study shows that
endometrial thickness measurement using
a 6mm cut-off to define an abnormal
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ultrasound is highly accurate in excluding
endometrial disease in  symptomatic
women taking tamoxifen and is thus useful
in clinical decision making.Lin*"! | et al
showed if a patient is unwilling to undergo
an invasive  procedure, then US
examination at 3-month intervals is
acceptable. Any patient with endometrial
thickness of at least 1.5 cm should undergo
histologic ~ diagnosis,  regardless  of
symptoms or hormone status. It is well
recognized that tamoxifen-induced
changes to the uterine cavity can make
characterization and measurement of the
endometrium difficult*®% In this study we
found that the women that visit Basrah
Oncology Center invistegated only by

Basrah.

pelvic ultrasound which is less accurate in
comparison  with other investigations,
therefore, under evaluating the increased
endometrial thickness and cystic lesion
appearance with long use of tamoxifen,
similarly, early diagnosis of endometrial
carcinoma that is considered as on
important complication of tamoxifen
chronic use might be missed. Finally, all
patients on tamoxifen need to be evaluated
by clinical examination annually and
pelvic sonogram or transvaginal sonogram
with higher accuracy and by performing
endometrial  biopsy/hysteroscopy when
indicated.

Endometrial thickness

<lyear of treatment(28)

>2 year of treatment(20)

Normal <6mm

18 (64.3%)

7 (35%)

Abnormal >6mm

10 (35.7%)

13 (65%)

Without cystic lesion

10 (100%)

11 (84.6%)

With cystic lesion 0

(0%)

2 (15.4%)

Total

28 (100%)

20 (100%)

Table(1) endometrial thickness measurement in
patients treated with tamoxifen
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