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Abstract

Breast cancer is among the commonest malignancies in women and tamoxifen has been
widely used for more than two decades for treatment of breast cancer. It has been known that long
term use of tamoxifen significantly increases the risk of endometrial cancer but there is no generally
accepted recommendation regarding the surveillance of endometrial pathologies in breast cancer
patients taking tamoxifen. Although the incidence of endometrial cancer associated with tamoxifen
use is not high, the risk is true and these patients could be helped by screening methods such as
transvaginal ultrasonogrphy. We report here a case of endometrial cancer detected by transvaginal
2D scan in an asymptomatic postmenopausal woman taking tamoxifen.
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Tamoxifen, a nonsteroidal anti-estrogen,
has been used as an endocrine therapy of choice in
treatment of all stages of breast cancer for over two
decades(1). Although tamoxifen seems to have only
a few adverse effects, several studies have shown
that postmenopausal breast cancer patients who have
been treated for more than 12 months with tamo-
xifen are at increased risk for endometrial patho-

logies such as endometrial hyperplasia(2-4), endo-
metrial polyp(3-8), and endometrial carcinoma(9-12).
Up to date, there is no consensus regarding surveil-
lance for endometrial cancer in women receiving
tamoxifen. Most centers tend to perform aggressive
evaluation of the endometrium only in patients pre-
senting with symptoms such as abnormal vaginal
bleeding or discharge(13). Some reports, however,
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revealed that endometrial carcinoma could arise in
those treated with tamoxifen who exhibit no symp-
toms(14,15),

A 53 year old, G4 P3-0-1-3, woman was
diagnosed with breast cancer of her left breast eight
years previously. Her menstrual periods ceased about
one year before she was found to have breast can-
cer. After modified radical mastectomy with axillary
lymph nodes resection were performed she was given
6 courses of chemotherapy and five year-duration
of tamoxifen treatment. During the five year period
of tamoxifen treatment she experienced no gyneco-
logic symptoms such as abnormal vaginal discharge
or bleeding, thus was not referred to the gyneco-
logist for gynecologic check up or endometrial eva-
luation. Three years previously she was instructed
by her physician to discontinue tamoxifen and has
been well ever since. At the beginning of the year
2000 she received an invitation letter from our group
to come for a gynecologic check up and decided
to participate in the screening program. Upon pelvic
examination, no gross abnormalities of pelvic organs
were found. We, therefore, performed a transvaginal
ultrasonography in order to evaluate her endome-
trium. The results of transvaginal scan revealed a
slightly enlarged uterus (3.4 x 5.6 x 8.7 CM) and
thickened endometrium (endometrial thickness mea-
sured 28 mm) with multiple small hypoechogenic
areas within the thickened endometrium. After
detailed and informative counseling was given the
patient agreed to proceed with uterine curettage to
determine the cause(s) of the thickened endome-
trium. Fractional curettage was performed and the
pathological results later on demonstrated grade III
endometriod adenocarcinoma of the endometrium
extending to the endocervix. One month after uterine
curretage, she was found to have ascites and decided
to have an exploratory laparotomy. The intra-opera-
tive findings showed involvement of carcinoma at
the serosal surface of the uterus, right adnexa and
omental surface. Total abdominal hysterectomy
with bilateral salpingooophorectomy and omentec-
tomy were done. Histological evaluation of operative
specimens revealed poorly differentiated adenocarci-
noma of the endometrium involving the serosal sur-
face of the uterus and endocervix. Omental meta-
stasis was also histologically confirmed. After cyto-
reductive surgery she was given adjuvant chemo-
therapy which comprised of taxol and carboplatin.
Unfortunately, she died after the second course of
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chemotherapy due to advanced metastasis and multi-
ple organ failure.

DISCUSSION

Breast cancer is one of the commonest
malignancies found in women. In the western world
it accounts for approximately one-third of all can-
cers in women and the incidence has been found to
be increasing worldwide(16). Since the early 1980s,
tamoxifen has become the standard adjuvant therapy
for patients with breast cancer and it is estimated
that over one million women worldwide are using
tamoxifen to reduce the risk of the recurrence of
breast cancer(17). Although tamoxifen was thought
to have only a few side effects, reports have indi-
cated that it is associated with an increased inci-
dence of proliferative and neoplastic changes in the
endometrium, with a 1.3 to 7.5 relative risk of deve-
loping endometrial carcinoma(18). This carcinogenic
effect has been attributed to estrogenic stimulation
and/or to a genotoxic effect of this agent(19.20),
The increased risk of endometrial carcinoma follow-
ing the use of tamoxifen has stimulated studies on
endometrial diagnostic methods. During the past
decade several reports have shown the benefits of
transvaginal ultrasonography in detecting endome-
trial pathologies in patients receiving tamoxifen(6,
21,22) Sonohysterography has been claimed to be
a useful diagnostic tool in differentiating a space-
occupying lesion, eg. endometrial polyp, from abnor-
mal endometrial-myometrial junction(23) while the
contributton of pulsed doppler flow in the diagnosis
of endometrial pathologies seems to be inconclusive
(22), So far there is no general agreement regarding
surveillance of endometrial pathologies in breast
cancer patients receiving tamoxifen. The American
College of Obstetricians and Gynecologists recom-
mended prompt endometrial evaluation only in
patients who presented with gynecologic symptoms
such as abnormal vaginal bleeding(13). The case
reported here, however, demonstrated that, at least
to some extent, endometrial cancer could be detected
earlier by transvaginal ultrasonography even in
asymptomatic patients. Further study in this aspect,
thus, is needed to evaluate the benefit of transvagi-
nal ultrasound scan in detecting endometrial patho-
logies in breast cancer patients taking tamoxifen in
the hope that this will provide us with early detec-
tion or even prevention of endometrial cancer asso-
ciated with the use of tamoxifen.
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