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Abstract

Ž .Objectï e: To determine whether estrogen replacement therapy ERT adversely affected outcome of breast cancer
survivors. Method: A prospective descriptive study of all breast cancer survivors who requested ERT because of
intractable menopausal symptoms. All patients presented voluntarily as gynecological outpatients and were all given
oral continuous opposed ERT: 20 premarin and medroxyprogesterone and four tibolone. Results: Twenty-four
patients who had previously been treated for breast cancer 8]91 months prior to their initiating ERT have been
observed for 24]44 months. There were 15 patients with stage 1, eight with stage 2 and one with stage 4 breast

Ž .cancer. The mean age of the patients at commencement of ERT was 48 years range 42]61 . Two patients had a
biopsy of a suspicious breast nodule: both of which were benign. There have not been any recurrences to date.
Conclusion: Breast cancer survivors did not have their outcome adversely affected by ERT during an observation
period of 24]44 months. Q 1999 International Federation of Gynecology and Obstetrics
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1. Introduction

Breast cancer survivors have for a long time
been denied the beneficial effects of estrogen
replacement therapy because of the belief that
estrogen would activate or accelerate the growth
of occult breast cancer or facilitate breast carci-
nogenesis. Even at present the standard care pro-
vided by oncologists, surgeons and the majority of
gynecologists is to strongly discourage prescrip-

tion of estrogen replacement to the breast cancer
survivor. Although there are theoretical justifica-
tions for this position, the limited number of
studies emphasizing this factor offer little support
for such dogma. Be it due to the fear of litigation,
the lack of guidelines provided by national profes-
sional societies or the lack of prospective studies,
breast cancer survivors are continuously being
denied estrogen which will relieve symptoms that
make their lives more tolerable.
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With the advent of mammography and im-
provement in treatment strategies of breast can-
cer, there are at present more breast cancer sur-
vivors than ever before who, as informed con-
sumers, are increasingly enquiring about and or
are requesting estrogen replacement therapy.

Not only may the debilitating menopausal
symptoms be due to a natural menopause, but
they may well be precipitated by the adjuvant
chemotherapy or the oral ingestion of tamoxifen
in the premenopausal women. Hot flushes, mood
swings, emotional disorders, sleep disturbances,
dyspareunia and atrophic vaginitis with its atten-
dant urinary tract infections are only a few of the
very often debilitating symptoms. Estrogens will
alleviate these symptoms, have significantly ben-
eficial effects on the cardiovascular, cerebrovascu-
lar systems and osteoporosis, and improve me-
mory, concentration and may well have beneficial
effects by decreasing the incidence of Alzheimer’s

w xdisease 1,2 . A nested case-control study from
the Leisure World retirement community in
southern California and cohort studies from
Baltimore and New York suggest that postmeno-
pausal estrogen therapy reduces the risk of
Alzheimer’s disease by about one third to one
half, although no significant risk reduction is re-
ported from a Seattle case-control study. Some
studies have noted a dose]response relationship,
in which greater estrogen exposures are associ-

w xated with greater risk reductions 3 . No ran-
domized controlled trials of estrogen for the pri-
mary prevention of Alzheimer’s disease has been
reported.

Although some of these effects may be more
insidious in the long-term, they decrease poten-
tially fatal consequences of estrogen deficiency.
In fact, at present, death from a non-neoplastic
condition is common among node-negative breast
cancer survivors of which cardiovascular disease

w xis the most common cause 4 . Therefore by deny-
ing breast cancer survivors the benefits of estro-
gen replacement, not only are we diminishing
their quality of life, we may well be reducing their
overall survival by increasing the risk of cardio-
vascular disease and osteoporotic fractures.

In the face of mounting pressure to obtain
some information for this growing population of

breast cancer survivors, a retrospective study was
undertaken to determine whether estrogen re-
placement therapy adversely affected the out-
come of breast cancer survivors.

2. Materials and methods

Twenty-four patients with a history of breast
cancer presented for estrogen replacement ther-

Ž .apy ERT because of overwhelming menopausal
symptoms. Hot flushes were the predominant
symptom in the vast majority of patients, followed
by mood swings, insomnia and depression. All
women included in the study were given oral
continuous opposed ERT for a minimum of 2
years. Twenty were given 0.625 mg Premarin and

Ž .5 mg Provera medroxyprogesterone daily whilst
Ž .four were given Livifem tibolone daily.

At the time of presentation 17 were naturally
Žmenopausal mean age 56 years, range 48]61

.years , 2 patients had a previous hysterectomy
and bilateral salpingo-oophorectomy, whilst pre-
mature ovarian failure had occurred in five
patients who had received adjuvant chemotherapy
Ž .mean age 43, range 41]45 years . All patients
had undergone some form of surgery. The breast
cancer treatment is shown in Table 1. Six patients
had received adjuvant Tamoxifen, but all had
completed their course at the initial presentation
for ERT. During the observation period, the
patients were seen three times a year by the
author, were sent for annual mammograms and

Žwere taught to self-examine their breasts on a
.weekly basis . They also continued to see their

breast surgeon annually. Three patients had pre-

Table 1
Breast cancer treatment

Surgery
Segmental mastectomy 4
Unilateral mastectomy 18
Bilateral mastectomy 2

Postsurgery
Radiotherapy 7
Chemotherapy 6
Radio- and chemotherapy 3



( )F. Guidozzi r International Journal of Gynecology & Obstetrics 64 1999 59]63 61

Table 2
Characteristics and outcome of breast cancer survivors

No of patients: 24

Stage 1: 15
2: 8
4: 1

Ž .Age: 48 years 42]61

Ž .ERT initiation: 34 months 8]91

Ž .ERT duration: 32 months 24]44

Observation period: 24]44 months

Ž .Overall follow-up: 68 months 32]134

Nodal status: Negative 6
Positive 8
Unknown 10

ER status: Positive 2
Negative 2

Recurrences: 0r24

sented with a history of subsequent breast recon-
structive surgery.

3. Results

Three patients had a first degree relative with
breast cancer, five a second degree relative whilst
two had a first and second degree relative. Three
patients had been on ERT at the time of the
original diagnosis. Six patients were on antihyper-
tensives, nine on antidepressants and 12 on sleep-
ing tablets. The mean age of the patients was 48

Ž .years range 42]61 . The patients had com-
Žmenced their ERT at a mean of 34 months range

.8]91 since the diagnosis of their breast cancer.
The mean duration of the ERT has been 32

Ž .months range 24]44 with an overall observation
Ž .period of 68 months 28]134 since their original

diagnosis. Two patients who had reconstructive
surgery had a biopsy of suspicious nodules: both
of which showed benign disease. Nodal and re-
ceptor status was only known in 14 and four

patients, respectively. The patient characteristics
and outcome are shown in Table 2.

4. Discussion

Despite a wealth of data, the controversy sur-
rounding the potential impact of ERT on the
development of breast cancer persists. In almost
50 studies, including three meta-analyses, the rel-
ative risk estimates for developing breast cancer
with ERT ingestion hover at approximately 1.3,
with almost as many studies indicating non-
significantly decreased risks of breast cancer from
estrogen use as those indicating a non-signifi-

w xcantly increased risk 5,6 . Of those studies
observing significantly increased risk, all have
been in different subgroups of estrogen users or
due to an increase in a subgroup. No study has
observed any significantly increased risk of breast
cancer in their total patient population of estro-
gen users. In addition there appears to be evi-
dence indicating that all women who develop
breast cancer while receiving ERT, have a more
favorable prognosis with respect to tumour grade

w xand to final clinical outcome 6]8 .
Several recently published editorials and com-

mentaries have challenged the dogma that ERT is
to be avoided in breast cancer survivors and all
have emphasized the need for an open mind
w x9]14 . Nevertheless in the absence of data from
prospective studies that definitely supports this
management strategy, attending medical staff
continue to show reluctance to prescribe ERT to
breast cancer survivors.

There is a paucity of literature pertaining to
Tibolone usage in breast cancer survivors and
outcome. Two patients in this study were given
Tibolone because their poor libido was the most
significant issue, whilst the other two were given
it because of their poor response to our conven-
tional therapy. There is some data to suggest that
Tibolone may have some antimitotic effects on

w xbreast carcinogenesis 15,16 . Tibolone is a
progesterone-like synthetic steroid that is struc-
turally-related to 19-nortestosterone derivatives,
such as norethynodrel and norethisterone. It has
weak estrogenic, progestogenic and androgenic
properties, which are tissue-specific, and also has
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been shown to be effective in the treatment of
hot flushes, sweating and headaches. Tibolone
prevents bone loss, does not adversely effect liver
function or carbohydrate metabolism, appears to
have a positive effect on the cardiovascular pro-
file primarily by lowering HDL, triglycerides and

Ž .lipoprotein a , and is associated with relatively
low rates of vaginal bleeding and does not induce

w xendometrial proliferation 16 .
This small retrospective descriptive study in no

way presumes to justify routine estrogen replace-
ment therapy in breast cancer survivors. Obvi-
ously the main limitation of this study is its short
duration of the follow-up of the patients after
commencing hormone replacement therapy. As of
yet there is no way of knowing whether the pre-
liminary reassuring results are a mere statistical
quirk, or whether they hide some long-term in-
crease in the risk of recurrences. At least 5]10
years of follow-up will be required before data
can definitively answer these concerns. Neverthe-
less this study does highlight the fact that there is
convincing evidence that patient management
must be individualized and that the dictatorial
stance of ‘pouring petrol onto the fire’ by admin-
istering ERT to breast cancer survivors no longer
holds ground. Patients require information per-
taining to all the benefits and risks of ERT. In
breast cancer survivors, the emphasis must be
that a recurrence or second primary may occur as
a natural evolution of the disease anyway. How-
ever, ERT will significantly improve quality of life
without there being a plethora of literature to
suggest it will adversely affect survival.

With the caveat that great caution should be
applied to any comparisons, the results of the
retrospective analysis of 270 breast cancer sur-
vivors who received ERT does not appear to
deviate from the expected outcome data for re-

w xcurrence 17 . Early data therefore does suggest
that some breast cancer survivors can use HRT in
the short-term without adverse effects.

While it may require a paradigm shift to change
prescribing and management ideas, it is important
that we as doctors keep in mind that quality of
life is paramount. If the patient has been fully

informed and we can improve quality of life with-
out causing premature death, we will have gained
a major advantage for women.
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