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BRIEF REPORT

Hormone Replacement Therapy in Previously
Treated Breast Cancer Patients

Alan G. Wile, Mp, Facs, Richard W. Opfell}, Mp, David A. Margileth, MD, Orange, Catifornia

We report our experience with 25 women previous-
ly treated for breast cancer whe subsequent]y re-
ceived hormone replacement therapy (HRT) for
the relief of menopausal symptoms and the preven-
tion of postmenopausal cardiovascular disease and
osteoporosis. Two patients had in situ disease, 13
had stage I disease, 7 had stage 11 disease, 1 had
stage M1 disease, and 2 had invasive cancer of un-
determined stage. Seventeen patienis (group 1) be-
gan HRT less than 24 months after primary breast
cancer therapy, and 8 patients (group II) hegan
HRT more than 24 months after breast cancer
therapy. The HRT-free interval for group I patients
averaged 7.9 months and for group 1I patients av-
eraged 64.5 months. The average period of obser-
vation while receiving HRT for the entire group
was 35.2 months (range: 24 to 82 months). Three
of 25 patients have had a recurrence, all in group L.
One patient developed local recurrence after breast
conservation treatment, and her condition was sal-
vaged by further wide excision. Two patients devel-
oped recurrence after mastectomy, and one patient
ultimately died of systemic disease. The overall sur-
vival rate for the entire group was 96%. Overall
survival of high-risk group I patients, with a mean
follow-up of 30.4 months, was 94%. We recognize
that this report of HRT in a small group of patients
does not have the power to demonstrate an adverse
effect of HRT on breast cancer. However, the lack
of an obvious adverse effect of HRT in this group
of breast cancer patients and the known beneficial
effect of HRT on postmenopausal cardiovascular
disease and osteoporosis warrant formal prospective
trials of HRT in such patients.
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H ormone replacement therapy (HRT) is effective in
relieving the signs and symptoms of menopause.
HRT has demonstrated substantial improvement in the
patient’s quality of life and survival as a result of the
prevention of osteoporosis and cardiovascular disease
[Z-3]. Previously treated breast cancer patients have
been denied the beneficial effects of HRT because of the
beliefs that renewed hormonal exposure would accelerate
the growth of occult breast cancer or facilitate breast
carcinogenesis. These conclusions were drawn from ob-
servations that have been proven to be erroneous. For
example, the observation that pregnant breast cancer pa-
tients fared worse than nonpregnant breast cancer pa-
tients was held to be due to the stimulation of the cancer
by placental estrogens. It has been demonstrated that the
youth of the pregnant patients and the advanced stage of
disease, rather than the pregnancy, confer the unfavor-
able prognosis on these patients [4]. Nevertheless, the
poor outcome in pregnant breast cancer paticnts was a
cornerstone upon which the recommendation to avoid
hormone exposure in previously treated breast cancer
patients was based. Situations in which breast cancer and
estrogen exposure (pregnancy, oral contraceptives,
HRT) coincide were reviewed [5]. Concurrent or subse-
quent exposure to estrogens either had no effect or a
beneficial effect on the outcome of breast cancer patients.

A humber of breast cancer patients under our care
have requested HRT after the treatment of their cancer.
We were aware of the traditional recommendations
against the use of HRT in such patients. Certain patients
were persistent in requesting this treatment either be-
cause of severe menopausal symptoms or because of their
fear of developing cardiovascular disease and osteoporo-
sis. Our review of those situations in which HRT and
breast cancer co-existed did not suggest an adverse effect
of HRT upon previously treated breast cancer patients.
Furthermore, there had been no prior reports of HRT
administered to such patients upon which to base recom-
mendations. The absence of information incriminating
HRT in these patients combined with the strong desire on
the part of the patients for this treatment resulted in
patients who were cancer-free receiving HRT. This re-
port details our favorable experience with HRT in a select
group of menopausal breast cancer patients.

Patients were treated at UC Irvine Medical Center
and St. Josephs’ Hospital of Orange, California. Thirteen
patients underwent definitive primary therapy at UCIr-
vine and were observed (AGW). Ten were receiving
treatment at St. Josephs’ Hospital (RWO, DAM). Two
others were referred to UC Trvine specifically for HRT.
Efforts were made to exclude patients with recurrent or
residual breast cancer. The unconventional practice of
prescribing HRT to previously treated breast cancer pa-
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tients was emphasized. It was stated that the known bene-
ficial effects of HRT should be weighed against the un-
certain effect of HRT on breast cancer. Patients were told
that possible effects include the exacerbation of the previ-
ous breast cancer, no effect on that breast cancer, or a
beneficial effect upon the breast cancer. Those patients
electing HRT were generally referred to gynecologists at
our institutions willing to prescribe HRT with documen-
tation from us. Several patients had undergone total ab-
dominal hysterectomy with bilateral salpingo-oophorec-
tomy and had HRT prescribed by us without referral toa
gynecologist. The specific regimen of HRT was the re-
sponsibility of the gynecologist or the treating oncologist.
As a result, the regimens varied in content and also with
time as physicians altered regimens to treat specific
symptoms. Typical regimens consisted of conjugated es-
trogens (0.625 to 1.25 mg) with or without progesterone.
One patient received estradiol by means of a transdermal
patch.

Early on, we were more comfortable allowing HRT in
patients with early breast cancer with a disease-free peri-
od. Later, we no longer insisted on a disease-free interval
between definitive primary therapy for breast cancer and
the initiation of HRT. Also, we allowed patients with a
more advanced stage of disease at diagnosis to receive
HRT.

Twenty-five women with previously treated breast
cancer requested and received HRT. The range in age at
diagnosis was 39 to 67 years (mean: 51 years). The stage
of disease and the mode of primary therapy are listed in
Table L. The disease-frec interval between primary thera-
py and the start of HRT averaged 26.0 months (range: 0
to 180 months). The entire group was subdivided into two
groups. Group 1 included 17 patients who began HRT
soon (less than 24 months) after primary therapy for
breast cancer. [n this group, the average interval between
primary therapy and the initiation of HRT was 79
months. In group 11, eight patients underwent therapy for
breast cancer in the past (more than 24 months) and
cither recently became menopausal or recently sought
relief of menopausal symptoms. The average disease-free
interval between primary therapy and HRT for this
group was 64.5 months. Five patients began HRT imme-
diately upon completion of definitive primary therapy (no
disease-free interval). Three women received HRT prior
to the diagnosis of breast cancer. Two of these patients
continued HRT after breast cancer treatment. Of the 16
patients in whom estrogen receptor (ER) status was de-
termined, 13 (81%) were positive.

One woman had local recurrence after breast conser-
vation therapy and prior to beginning HRT. She received
four doses of external beam radiation and then discontin-
ued radiation. She had multiple local recurrences excised
over a 5-year period before undergoing mastectomy. She
is listed in Table I as a stage II mastectomy patient. This
patient began HRT immediately after mastectomy.

The average duration of treatment of all patients with
HRT is 35.2 months as of November 1, 1991 (range: 6 to
78 months). No patients have been lost to follow-up. The
average duration of treatment for group I patients was

H

TABLE I
Stage of Disease and Mode of Primary Therapy
Breast
No (%) Mastectomy Conservation
Stage
0 2{8) 0 2
t 13 (52) 2 11
Il 7 (28) 4 3
I 1(4) 0 1
v 0 — —
Unknown 2(8) 2 [+
Total 25 8 17

30.4 months and for group 11 patients was 45.6 months.
Three patients have had recurrences during the obsgrva-
tion period while receiving HRT. All three were in group
1. One patient underwent wide excision at another hospi-
tal of what was thought to be ductal carcinoma in situ
and axillary dissection. Review of the breast tissue scveral
years later demonstrated that invasive ductal cancer had
been present. Forty-seven months after the initiation of
HRT, this patient developed local recurrence, which was
treated by wide local excision, and she still receives HRT.
She continues to be disease-free at the present time. The
second patient to have a recurrence underwent mastecto-
my for a stage I breast cancer (ER—/PR+ [progesterone
receptor]). The interval between mastectomy and initia-
tion of HRT was 14 months. She began HRT and devel-
oped systemic recurrence 6 months later when HRT was
discontinued. She died 6 months after the recurrence was
first detected. This was the only patient to die of any
cause during the observation period, yielding an overall
survival rate of 96%. The third patient has recently devel-
oped local recurrence 4.5 years after 2 mastectomy fora
T2NOMO ER+ breast cancer. There was an interval of
14 months between the mastectomy and initiation of
HRT. The patient was observed while receiving HRT for
41 months until the local recurrence was discovered.

A fourth patient underwent breast conservation treat-
ment. She received HRT from her physicians for relief of
menopausal symptoms. She developed local recurrence 2
years later, underwent mastectomy, and was not permit-
ted to continue HRT. She remained disease-free, was
seen by us 4 years later, began HRT for a second time,
and remains disease-free. She was classified as a group II
patient since more than 2 years had elapsed between
mastectomy and the initiation of HRT by us.

Two patients had positive nodes. One had a disease-
free interval of nearly 7.5 years prior to beginning HRT.
The other patient is a woman who was diagnosed with a
T4N1MO breast cancer at age 42 years. She underwent
adjunctive chemotherapy and had amenorrhea accompa-
nied by typical menopausal symptoms. After an interval
of 20 months, she began HRT, Both women remain dis-
ease-free with a duration of observation while receiving
HRT of 50 and 35 months, respectively.

No formal effort was made to document the quality of
life in this group of patients. However, patients were
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asked about the effect of HRT upon the quality of their
lives. Group II patients generally stated that, after HRT,
their menopausal symptoms abated and their quality of
life resembled that prior to breast cancer therapy. The
younger patients generally expressed relief that HRT
would largely reduce their risk of osteoporosis and cardio-
vascular disease.

Patients in this report can be best discussed based on
the length of time between definitive primary therapy and
the initiation of HRT. The majority of these patients
(group 1) had a disease-free interval of less than 24
months. This length of time is significant in that the
majority of recurrences will occur within 2 years of diag-
nosis. Group I patients are at relatively high risk for
recurrence. The probability of recurrence declines as the
length of time from diagnosis increases. Group I patients
with a disease-free interval averaging 64.5 months were
very unlikely to experience a recurrence.

The purpose of this report was to begin to address the
issue of the safety of HRT in women previously treated
for breast cancer. The Kaplan-Meier estimate for cumu-
lative survival at 2 years of 96% overall and 94% for group
T patients with a mean follow-up of 30 months supports
the safety of HRT in this setting. Although group 1 in-
cludes two patients with in situ disease, it also includes
four patients with stage II disease and one patient with
stage III disease. The only patient to receive adjunctive
medication that might have delayed recurrence was the
patient with stage III disease who received cytotoxic che-
motherapy.

- Three patients developed recurrence while receiving
HRT under our supervision. A fourth developed local
recurrence while receiving HRT prior to our involvement
but restarted HRT under our care. One patient developed
local recurrence after what would be considered inade-
quate local therapy for an invasive breast cancer. The
recurrence would have been expected. The second patient
with local recurrence after mastectomy discontinued the
HRT and has begun receiving tamoxifen. It will be inter-
esting to see whether this patient’s cancer, which pro-
gressed during HRT, will respond to tamoxifen. A single
patient died 26 months after mastectomy for a TINOMO
breast cancer after receiving HRT for 6 months. Taken in
context with the other 24 breast cancer patients, this
single cancer-related death does not address either the
safety or the risk of HRT in previously treated breast
cancer patients.

One might question the aspects of HRT administra-
tion in previously treated breast cancer patients. If the
first 2 years after cancer diagnosis represent the greatest
risk period, then why not wait 2 years before initiating
HRT? If the ER status is known and the patients are ER-
negative, presumably unresponsive to hormones, then
why not administer HRT to ER-negative patients only?
In response to these questions, many patients in the study
were constantly symptomatic prior to beginning HRT.
These patients strongly preferred to accept a theoretic
increased risk of recurrent breast cancer rather than de-
lay initiation of H®'T for a significant pericc of time. It is
known that certain consequences of menopause, particu-

larly loss of bone mineral density, occur most rapidly at
menopause, with declining rates of bone density over
time. A last point remains unresolved, the potential bene-
ficial effect of HRT upon the previously treated breast
cancer. This is a possibility that should be evaluated in
future studies. If no effect or a beneficial effect upon
breast cancer recurrence is demonstrated, then there
would be no reason to delay the initiation of HRT.

Whether ER-positive patients should receive HRT
touches upon the confusion regarding the relationship of
estrogens and breast cancer. Estrogens have two effects
with respect to breast cancer. The first is related to carci-
nogenesis. Qur current understanding of carcinogenesis is
described by a two-stage model of initiation followed by
promotion. Initiation may be caused by radiation, chemi-
cals, viruses, or other agents and occurs over a brief peri-
od of time. Promotion is the second step in carcinogenesis
and requires a long exposure to a second substance (pro-
moter), which, by itself, may be innocuous. In breast
cancer, the promoter is probably estrogen. In animal
models of breast carcinogenesis, estradiol is the most
potent promoter. Non-estradiol estrogens are either weak
promoters or function as anti-promoters and protect
against carcinogenesis [6]. In this country, conjugated
estrogens are the most frequently administered medica-
tions for HRT. The majority of estrogens in conjugated
estrogens are non-estradiol estrogens. If analogous to the
animal model, then HRT may have little, if any, harmful
effect with respect to breast carcinogenesis and may even
function as an anti-promoter providing protection against
development of second primary breast cancers.

The second effect of estrogen upon breast cancer is
that it functions as a growth factor. Estradiol is the most
potent growth factor. Any estrogen that binds with the
estrogen receptor and competes with estradiol inhibits
tumor growth for receptor-positive tumors. Estrogens are
considered potent when they manifest systemic estrogen-
ic effects. Diethylstilbestrol (DES) is a potent estrogen
with good anti-breast cancer effects. Recently, tamoxifen
has replaced DES as the antagonist of choice in breast
cancer therapy because of the relative absence of system-
ic estrogen effects. However, tamoxifen may be defined
as an estrogen because of its affinity for the ER receptor
and its mild estrogenic effects on bone density [7] and
serum lipids [8]. The use of tamoxifen in breast cancer
supports the use of other non-estradiol estrogens such as
conjugated estrogens. Conjugated estrogens have been
used successfully to treat recurrent breast cancer [9].
Women receiving HRT at the time of breast cancer diag-
nosis have a significant 5-year survival advantage when
compared with nonusers at the time of their diagnosis,
which further supports the use of HRT in previously
treated breast cancer patients [J0].

We strongly belicve that this report should not be
interpreted as demonstrating the safety of HRT in previ-
ously treated breast cancer patients. The ability to detect
an adverse effect of HRT on breast cancer in this small
group of patients is very slight. Had we detected early and
uncontrolled recurrence in a substantial number of pa-
tients, these results would have been reported, and no

374 THE AMERICAN JOURNAL OF SURGERY VOLUME 165 MARCH 1993



HORMONE REPLACEMENT THERAPY IN BREAST CANCER PATIENTS

)

further investigation would have been recommended. In
light of our findings, we recommend expanded, formal-
ized studies in a prospective setting. The incidence of
breast cancer continues to increase such that it will be the
most frequently diagnosed internal cancer in the United
States in 1993, Cytotoxic chemotherapy is being used
more frequently in young women, resulting in chemo-
therapy-induced menopause. The proportion of women
cured of breast cancer continues to increase, accompa-
nied by a general increase in longevity. The result is ever-
increasing numbers of women previously treated for
breast cancer who become menopausal and candidates
for HRT. Based upon the known beneficial effects of
HRT and the lack of evidence suggesting a harmful effect
on previously treated breast cancer, it is imperative that
prospective trials be conducted to resolve the issue of the
use HRT in these patients.
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