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Abstract

Objectives: To assess the effect of menopausal hormone therapy (HT) on reoccurrence, cancer-related mortality, and overall
mortality after a diagnosis of breast cancer.

Methods: We performed a quantitative review of all studies reporting experience with menopausal HT for symptomatic use after
a diagnosis of breast cancer, Rates of reoceurrence, cancer-related meottality, and overall mortality were calculated in this entire
group. A subgroup analysis was performed in studies using a control population to assess the odds ratio of cancer teoccurrence
and mortality in hormone users versus non-users.

Results: Fifleen studies encompassing 1416 breast cancer survivors using HT were identified. Seven studies included a control
group comprised of 1998 patisnts. Among the 1416 HT users, reoccurrence was noted in 10.0% (95% CI: 8.4-11.6%). Cancer-
related mortality occurred ata rate of 2.6% (95% CI; 1.8-3.7%), while overall mortality was 4.5% (95% CI: 3.4-5.8%). Compared
to non-users, patients using H'l" had a decreased chance of recceurrence and cancer-related mortality with combined odds ratio
of 0.5 (95% CI: 0.2-0.7) and 0.3 {95% CI; 0.0-0.6), respectively,

Conclusions: Inour review, menopausal H'T use in breast cancer survivors was not associated with increased cancer reoccurrence,
cancer-related mortality or total mortality, Despile conflicting opinions on this issue, it is imporlant for primary care physicians
to feel comfortable medically managing the increasing number of breast cancer survivors. In the subset of women with severe
menopausal symptoms, H'T options should be reviewed if non-hormonal methods are ineffective, Future trials should focus on
better ways to identify breast cancer survivors who may safely benefit from HT versus those who have a substantial risk of
reoccurrence with HT use,
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1. Introduction

In the United States, 212,600 women are expected to

be diagnosed with breast cancer this year with a 12,6%
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after their diagnosis. With an average age at diagno-
sis of 60 years, the current number of breast cancer
survivors approach 2.5 million women, An increasing
number of cases are now being detected at an earlier
stage, with many young women going through prema-
ture menopause due to adjuvant chemotherapy-induced
ovarian failure. Premature menopause can cause both-
ersome menopausal symptoms, including hot flashes,
irritability, sleep disturbance, urogenital atrophy (caus-
ing dyspareunia and frequent urinary tract infections),
as well as worsening of bone density and lipid lev-
els. Use of menopausal hormone therapy (HT) has
been approved for relief of the vasomotor symptoms,
vulvar and vaginal atrophy, and osteoporosis preven-
tion.

There has been much debate in recent years regard-
ing the role of menopausal HT in increasing the chance
of breast cancer development. Although 50 years of
observational studies in this area showed conflicting
results, the Women’s Health Initiative (WHI), a recent
randomized placebo-controlled trial, showed a 26% in-

crease in the-risk of breast cancer-diagnosis-after 5:2-

years (if estrogen and progestin were used together) [2].
However, the estrogen-only arm of the WHI showed
that there is no increased risk of breast cancer, and a
possibility for reduction in breast cancer risk; though
to prove this would require further investigation [3].
Because of this controversy, a prior diagnosis of breast
cancer has been thought of as a contraindication for the
use of HT, In the case of'established breast cancer, there
are concerns that estrogen may stimulate tumor growth,
and that the stimulation may be dose-dependent. It is
feared that HT use in patients with a history of breast
cancer may lead to the potential reactivation of any
residual cancer cells, or stimulation of breast tissue
which may be susceptible to malignant transformation.
However, surveys of patients with breast cancer show
that one out of three patients were prepared touse HT to
alleviate their symptoms [4]. The increasing munber of
breast cancer survivors, many with severe menopausal
symptoms, has led to observational studies of HT use
after breast cancer for symptom conirol. The goal of
this study is to systematically review alt of these stud-
ies, with specific attention to cancer-related mortality
and reoccurrence rates. Compared to a prior review of
studies on this topie, this study more than doubles the
clinical experience of breast cancer survivors taking
menopausal HT (N= 1416 versus 669) [5].

2. Methods

The entire MEDLINE, CINHI, and Healthstar
databases were searched between the years 1967
and 2001 to identify all studies that included the
search terms: estrogen replacement, hormone re-
placement, hormone therapy (HT), estrogen therapy
(ET), hormone replacement therapy (HRT), estrogen
replacement therapy (ERT), breast cancer, and breast
carcinoma, Both studies with and without control
groups were included in the review. Existing reviews
of menopausal HT and breast cancer risk were used
to identify relevant references, while records of con-
ference proceedings were hand-searched to identify
abstracts. Non-English language studies were included
with the help of translating services, Data points re-
viewed in each study included paiient population, type
of estrogen used, method of estrogen delivery, use of
concurrent progestin, interval between cancer diagno-
gis and initiation of HT, length of time on HT, cancer
stage, age at diagnosis, and follow-up period. The out-

~comes-searched were those considered most clinically

relevant: breast cancer reoccurrence, symptom control,
breast cancer mortality, and all cause mortality.

To ensure accuracy, the literature was searched by
two individuals and then, the data from the studies were
independently extracted by two investigators. We spoke
with experts in the field in attempts to identify any
ongoing studies. When muliiple publications from the
same author or institution were noted, the authors were
contacted to ensure that the same patient population
was not included in duplicate. In addition, pharmaceu-
tical companies were contacted regarding any ongoing
trials,

The patients were classified as being low or high
risk for cancer reoccurrence based on the stage of
the cancer at diagnosis, Because the time span of
the studies involves two common staging systems
(Manchester and TNM), patients were considered
low risk for reoccurrence if they were node-negative
by the TNM staging system, or stage 0 and 1 by the
Manchester system. Conversely, high risk was defined
as presence of axillary lymph node involvement or
stages II and III, as well as rare stage TV patienis
included in these trials, Patients were defined as
having hormone receptor-positive disease if cither
estrogen or progesterone receptors were expressed.
Patients negative for both estrogen and progesterone
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receptors were classified as receptor negative, Patients
with unknown receptor status were excluded from
calculations of prevalence involving receptor status,

We calculated the estimates of combined reoceur-
rence, cancer-related mortality, and overall mortality
rates when combining the studies, Proportions and
95% confidence intervals were given for each outcome
when combining all of the studies together. Using the
Mantel-Haenszel method, we also estimated the odds
ratio of having reoccurrence and cancer-related mor-
tality when all of the studies using control groups (no
HT use) were combined. Odds ratio was used instead
of relative risk to compare the likelihood of an event
between two groups since two of the studies were case-
control studies.

Since the Mantel-Haenszel methods for estimating
the common odds ratio are based on the assumption
that the odds ratios are constant across studies, we first
performed the heterogeneity test of the odds ratios
to ensure that the odds ratios are constant across the
studies. For reoccurrence and cancer-related mortality,
- the heterogeneity-test results-were not statistically-
significant, which means that the odds ratios were
homogeneous amongst the studies, For the overall

mortality, the test result was significant, which means
the odds ratios were not constant across studies.
Two of the studies using a control group did not
report the overall mortality; therefore, we did not
calculate the common odds ratio of overall mortality.
SAS software was used for all statistical calcula-
tions,

3, Resulis

By the year 2001, there were 29 publications that
studied the effects of menopausal HT use after a di-
agnosis of breast cancer, Of these 29 studies, 14 were
excluded from our review since they represented the
same group of patients that were re-evaluated at a later
date and republished [6-19], In these cases, the au-
thors were contacted to ensure that indecd these were
the same patients, and the most updated publication
was used in our endpoint calculations. The remaining
15 studies of menopausal HT use after breast cancer

-included-1416 patients-using-HT [20-34].-Six of these -

were prospective [21,25,27,28,30,33] and nine retro-
spective [20,22-24,26,29,31,32,34]. Ofthe 15 included

Table 1
Demographic summary for patients with HT treatment in all studies
Paper Total Age at Treatment longth ~ Follow-up  Low risk ER positive
: i i A a
patients diagnosis®  (month) (month) A Porcentage b Percentage
(95% CI) (95% CI)
Powles 35 NR 14,6 43 12/22  54.5(32.2,75.6) NR
Wile 25 51 35.2 35.2 15725 60,0 (38.7,78.9) 13/16 81,3 (54.4,95.0)
Decker 61 52 204 26.4 39/61 63.9(50.6, 75.8) 19/34 55.9(37.9,72.8)
Ursic 21 42 28 100 14/21 66.7 (43.0, 85.4) 13/21 61,9 (38.4,81,9)
Natrajan 50 57.6 NR 83 47/50 94,0 (83.4, 98.8) 19/19 100 (82,4, 100)
Brewster i45 50 40 30 79/121 65.3(36.1, 76.7) NR -
Espie 120 44.5 28.8 NR 72/120  60.0(50.7,68.8) 79120  65.8(56.6,74.3)
Guidozzl 24 48 32 68 6/14  42.9(17.7,71.1) 2/4  50.0(6.8,93.3)
Bluming 211 NR 63 NR 162/211 76.8 (70.5, 82.3) NR
Beckmann 64 NR 32 37 44/64  08.8 (55.9, 79.8) 31/64 484 (357,61.3)
Marttunen 88 492 30 a0 72/82  87.8(78.7,94.0) 57/72  79.2(68.0, 87.8)
O’meara 174 NE 15 228 91/i74 523 (44.6,59.9) B4/123 683 (59.3,76.4)
Pelers 56 49 76.8 153.6 42/56  75.0(61.6, 85.6) 28/38  73.7(56.9,86.6)
Vassilopoulou 56 NR NR 71 35/54  64.8 (50.6,77.3) 037  0(0,9.5)
Durna 286 558 21 69.6 180/266 67.7(61.7,73.2) NR
Combined 1416 51¢ 34¢ 86° 910/1341 67.0 (65,3, 70.4) 345/548  63.0 (58.8, 67.0)

Abbreviations: NR, not reported.
¥ Mean value.
® This information may not be available for all patients in the study.
¢ Weighted average.

O
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Table 2
Outcome summary for patients with HT treatment in all cases

Paper Total patients Recurrence Cancer-related mortality Overall mortality

N Percentage (95% CI) N Percentage (5% CT) N Percentage {95% CI)
Powles 35 2 5.7(0.7,19.2) NR NR
Wile 25 3 12.0{2.,5,31.2) 1 4,0 (0.1,20.4) 1 4.0 (0.1,204)
Decker 61 6 9.8 (3.7,20.2) 2 33(04,11.3) - 2 3.3(04,11.3)
Ursic 21 4 19.0(5.4,41.9) 0 0(0,16.1) 0 00, 16.1)
Nairajan 50 3 6.01(1.3,16.0) 3 6.0 (1,3, 16.6) 3 6.0(1.3,16.6)
Brewster 145 13 9.0 {4.9,14.8) 3 2.1 (0.4, 5.9) 3 2.1(0.4,59
Espie 120 5 42(1.4,9.5 NR NR
Guidozzi 24 0 0(0,14.3) 0 00, 14.3) NR
Bluming 211 28 13.3 (9.0, 18.6) 0 0(0,1.7) 2 0.9(0.1, 3.4)
Beckmann 64 6 9.4 (3.5,19.3) 4 63(1.7,15.2) 4 6,3(1.7,15.2)
Marttunen 38 7 8,0(33,157 2 2.3(0.3,8.0) 2 2.3(0.3,8.0)
O’meara 174 16 9.2(53,14.5) 5 2.9(0.9, 6.6) 17 9.8(5.8,15.2)
Peters 56 2 3.6{04,123) 0 0(0,64) 3 5.4(1.1,149)
Vassilopoulou 56 2 3.6(04,12.3) 0 000,64 NR
Durna 286 44 154 (11.4, 20.1} 13 154 (11.4,20.1) 16 56(3.2,89
Combined 1416 141 10.0 (8.4, 11.6) 33 2.6(1.8,3.7 53 4,5(34,5.8)

studies, only seven had a control group comprised of
1998 patients [23,24,29-32,34].- - - S

Including all 15 studies, there was reoccurrence in
10.0% of patients using HT after approximately 7 vears
of follow-up (141/1416, 95% CI: 8.4-11.6%). Cancer-
related mortality occurred at a rate of 2.6% (33/1261,
95% CIL: 1.8-3.7%), while overall mortality was 4.5%
(53/1181, 95% CI.: 3.4-5.8%). Tables 1 and 2 review
the demographics and outcome summaries of the pa-
tients in all 15 studies. When only the seven studies
with control groups were evalnated, patients using T
had a decreased chance of reocourrence and cancer-
related mortality compared to the control groups with
a combined odds ratio of 0.5 (95% CT: 0.2-0.7) and
0.3 (95% CT. 0.0-0.6), respectively. Tables 3 and 4 re-
view the demographics and outcome suminaries of the
patients in all seven case-controlled studies,

The populations of women included those from
the US, Europe, Australia, Africa, and Scandinavian
countries. The weighted average age of the women at
breast cancer diagnosis was 51 years (range of av-
erages 44.5-57.6 years). Cancer stage was defined
as low risk for reoccurrence in 67.9% of the pa-
tients (910/1341, 95% CI: 65.3-70.4%). Of those pa-
tients with known hormone receptor status, a hormone
receptor-positive tumor was noted in 63.0% (3457548,
95% CI: 58.8-07.0%). Unfortunately, data on stage or
hormone receptor status was not available on ail of

the patients in some studies. Table 3 summarizes these

__characteristics in the HT users and controls. .~ = _

The hormones used varied amongst the studies,
but were mostly composed of standard dose conju-
gated estrogen (0.625 mg), or its equivalent (0.05mg
transdermal estradiol patch, 1 mg oral 17@-estradiol,
0.625 mg esterified estrogen). All but one of the studies
included women using progestins in varied doses and
regimens, mostly consisting of medroxyprogesterone
acetate. The mean time interval between the diagnosis
and start of HT was anywhere from 26108 months,
with the majority of the patients starting HT 2-5 years
after their diagnosis, The weighted average treatment
length was 34 months (range of averages 14.6-76.8
months), with 86 months of follow-up (range of aver-
ages 26.4-228 motths). Relief of symptoms with HT
use was not consistently reported throughout the sind-
ies. Similarly, most studies did not repott the use of
tamoxifen, Of the studies providing this data, the per-
centage of patients using tamoxifen varied mostly be-
tween 10 and 13%, with a high of 22% in one study.

4. Discussion

We found that reoccurrence and mortality rates
in women using menopausal UT after a diagnosis of
breast cancer were low. Reoccwrrence was noted in
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Table 3
Demographic swmmary for cases with controls
Paper Total Apge at dirgnosis® Laow rigk ER positive
NP Percentage (95% CI) NP Percentage (95% CI)
Ursic
Treatment 21 42 14/21 66.7 (43.0,85.4) 13/21 61,9 (384,819
Control 42 43 14/42 333 (19.6, 50,0) 40/42 952 (83.8,99.4)
Nalrajan
Treatment 50 576 47450 94.0 (83.4, 98.8) 19/19 100 (82.4, 100}
Control 18 64.7 NR NR
Beckmann
Treatment 64 NR 44/64 68.8 (55.9,79.8) 31/64 48.4 (35.7,61.3)
Control 121 NR 767121 62.8 (53.6,71.4) 48/121 40,0 (30.9, 49.0}
Maritunen
Treatment 88 49,2 72/82 87.8 (78.7,94.0) 57/72 79.2 (68.0, 7.8}
Centrol 43 48.6 30443 70.0 (53.9, 82.8) 29/38 76.3 (59.8, 83.6)
’Meara
Treatment 174 NR 91/174 52.3 (44.6, 59.9) 84/123 68.3 (59.3, 76.4)
Control 695 NR 403/695 60.0 (54.2,61.7) 409/546 74,9 (71,9, 78.5)
Vassilopoulou
Treatment 56 NR 35/54 64.8 (50.6, 77.3) 0/37 0(0,9.5)
_ Control w3 - 53 o 133/236 ¢ 564(498,628 0 0243 0(0,L5)
Durna
Treatment 286 55.8 180/266 67.7 (61.7,73.2) NR
Control 836 637 470/781 60.2 (36.6, 63.6) NR

Abbreviations: NR, not reporied,
* Mean value,
b "This information may nat be available for all patients in the study.

10.0%, cancer-related mortality occurred at a rate of
2.6%, while overall mortality was 4.5%. Although no
direct statistical comparisons can be made with our
study outcomes, there are several resources available
for baseline data on reoccurrence, overall and cancer-
related mortality rates in those not using menopausal
HT after their cancer diagnosis. For example the
Surveillance, Epidemiology, and End Resulis (SEER)
Program of the National Cancer Institute is an au-
thoritative source of information on cancer incidence
and survival in the United States. Based on the most
rocently available data, the 7-year cancer-related
mortality rate for invasive breast cancer is 17,9% [1].
Similarly, The Early Breast Cancer Trialists’ Collabo-
rative Group (EBCTCG) performed a meta-analysis of
randomized studies of adjuvant tamoxifen use in early
breast cancer, comprising about the 87% of the world-
wide experience at that time [35]. In women with early
breast cancer followed for 10 years, reoccurrence oc-

curred at a rate 0f42.1% of controls and 34.7% of those
allocated to 3 years of tamoxifen, Death from any cause
oceurred at a rate of 37.9% in controls and 34.2% in
tamoxifen users. Table Sa and b report the reoccurrence
and all-cause mortality rates from the EBCTCG meta-
analysis in women with estrogen-positive tumors,
categorized by nodal status. The reoccurrence and mor-
tality rates found in our review are significantly lower
than those reported amongst the 55 randomized {rials
reviewed by the EBCTCG, as well as the SEER data
which covers approximately 26% ofthe US population,

This study is significant because it combines
and quantitates information obtained from individual
smaller studies of breast cancer survivors using HT.
Tt is important for primary care physicians to educate
themselves on the health concerns of breast cancer sur-
vivors since they often become the principal providers
to care for these patients afier their diagnosis. This may
be a difficult task, however, given that most of these
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Table 5
Early Breast Cancer Trialists’ Group

Control Tamoxifen

(a) Percentage reoccurrence at 10-year follow-up for ER-+ patients
Node () 357 20,8
Node (+) 55,5 40.3

(b} Percentage all-cause mortality at 10-year follow-up for ER-+
patients
Node (—) 26.7 211
Node () 495 8.6

ER+: estrogen receptor-positive,

prior studies have been presented in forums geared to
the oncology specialist. Greater understanding of med-
ical options for these women will undoubtedly improve
patient care.

4,1, Magnitude of menopausal symploms in breast
cancer Survivors

An increase in breast cancer incidence has been

- —noted in the United States, potentially due-to increased-

screening [36]. With more breast cancer survivors now
than ever before, the non-oncologic health problems of
these women has become a significant health issue, The
incidence of amenorrhea from adjuvant chemotherapy
is high. For example with CMF (Cytoxan, Methotrex-
ate and 5-FU), a commonly prescribed regimen, amen-
orrhea occurs in 40% of women younger than age
40, and 70% of women over age 40 {37]. Similar to
the side effects of chemotherapy-induced premature
menopause, tamoxifen can precipitate or worsen va-
somaotor and vaginal symptoms, causing some women
to stop therapy for this reasen alone. By discontinn-
ing this drug, patients are denying themselves the 50%
decreased risk of cancer reoccurrence with 5 years of
tamoxifen use; and yet, this is a risk some women are
willing to accept [38].

Breast cancer survivors with severe hot flashes re-
port significantly preater mood disturbances, higher
negative affect, more interference with daily activi-
ties (sleep, concentration, sexuality), and poor overall
quality of lifs in comparison to breast cancer survivors
with no or mild hot flashes [39]. Compared to controls,
breast cancer survivors are 5.3 times more likely to
experience mencpausal symptoms and 7.4 times more
likely to try alternative agents, such as vitamins, herbs,
and soy products [40], Unfortunately, the efficacy,

safety, or purity of many of these over-the-counter treat-
ments is still unclear. Due to the above, women who
are experiencing refractory postmenopausal symptoms
may be willing to accept the potential risks of HT to
alleviate their symptoms, Tn fact, a survey of patients
with breast cancer showed that one out of three patients
was prepared to use HT to alleviate their symptoms
and improve quality of life [41]. Therefore, HT after
breast cancer has become increasingly used in clinical
practice, Because the opinions of many professional
societies are ambiguous or hesitant to approve of such
treatment, the physician taking care of breast cancer
survivors currently has no official justification for this
use of HT.

4.2, Current non-hormonal treatments for
menopausal symptoms

Currently, women with a history of breast cancer
who complain of hot flashes and sweating are given a
irial of Vitamin E, Vitamin Bg, clonidine, gabapentin,

- or gelect-antidepressants. Of-these therapies,—the— -

antidepressants paroxefine and venlafaxine have
shown greatest efficacy with a reduction in symptoms
by 27-61%, depending on the dose used [42,43].
Although higher doses have greater officacy, they are
also associated with more side effects. For women with
significant symptoms, these non-hormonal regimens
are often not sufficient. A review of double-blind,
placebo-controlled trials of oral HT therapy used
for reduction of hot flashes showed that estrogen
provided a 77% reduction of symptoms, by far
the most efficacious regimen [44]. Interestingly,
this review also showed a 50% reduction in hot
flashes in the placebo group, therefore, studies of
non-hormonal treatments for hot flashes must be in-
terpreted with caution if a placebo control group is not
included.

4.3. The unknown regarding HT

Women may survive their breast cancer only to
sucoumb to other diseases, such as coronary artery
disease, the risk of which may be increased in prema-
ture menopause, In fact, cardiovascular disease is the
most common cause of death among node-negative
breast cancer survivors, However, a 60% decreased
risk of cardiovascular events in women who use HT
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after surgical menopause has been demonstrated by
the Harvard Nurse’s Health Study [45]. The WHI
showed a 29% increased risk of cardiovascular disease
in postmenopausal women with an average age of
63 (using estrogen with progestin); however, this
study did not address the cardiovascular effects of HT
in women who undergo premature menopause (age
<50). The WHI did not reveal any increased risk of
cardiovascular disease in patients taking only estrogen
[3]. Whether HT may offer a cardiovascular benefit in
this subset of young menopausal women has not yet
been siudied in prospective trials.

Similarly, osteoporotic fractures not enly result in
loss of independence but cause a 20% increased mor-
tality after 5 years, with the greatest risk within the
first year [46]. H'T decreases the risk of osteoporotic
fractures at all sites by 37%. When deciding on a treat-
ment for osteoporosis, it is important to remember that
all of the newer treatments have been used within the
last decade compared to HT, which has been in use for
over 60 vears. Given the long half-life of the bisphos-

phonates, itis-not yet clear what the long-ternreffects- -

of these medicines will be. Though current indications
limit the use of HT for protection from these chronic
diseases in both the general population and breast can-
cer survivors, it is clear that many unanswered ques-
tions remain regarding the overall risks and benefits of
HT in younger women,

5. Limitations

The biggest limitation of the data available to date is
the lack of delineation between combination HT versus
unopposed estrogen therapy (ET), and their individual
effects on the risk of breast cancer reoceurrence. In a
recent review of 29,508 women followed for approx-
imately 10 years, long-term use of combined HT sig-
nificantly increased the risk of breast cancer compared
to non-users, but ET did not significantly increase the
risk of first breast cancer occurrence [47]. This is con-
sistent with findings from the WHI. Other limitations
of the available literature include a limited number of
women in many of these studies (10 of the 15 studies
involved less then 100 women), relatively short follow-
up periods, and a long interval between cancer diagno-
sis and starting HT (Table 1). In the studies employing
control groups, one showed a large difference between

the number of patients at lower risk for reoccurrence
in the HT-treated group in comparison to the controls
(Table 3). Future studies should take these variables
info account when evalvating outcomes.

After data collection for our study was completed,
HABITS, a study of 345 breast cancer survivors ran-
domized to HT versus placebo, was stopped earty due
to increased risk of breast cancer events for those on
HT [48]. It is important to note that the breast cancer of
half of the patients in this study was hormone receptor-
positive. As expected, the patients who were hormone
receptor-positive had a much higher relative hazard for
new breast cancer events compared to those who tested
receptor-negative. Unfortunately, not enough women
were studied to determine whether there was any dif-
ference in outcomes amongst those taking ET and HT
in this study population. Although the trial was stopped
at 2.1 years, these patients will be followed for at least
5 years for additional outcomes data. This study repre-
sents the first study showing negative outcomes of HT
use in breast cancer survivors, and stands in contrast

-to-prior published studies. If included in-our end=point
calculations, it is likely that this large study would have
altered our findings. These controversies remind us that
we have now created more questions than answers with
regards to HT, especially in the case of breast cancer
survivors. Focus of further research should be on how
hormone receptor status will affect outcomes in pa-
tienis wishing to use HT after a diagnosis of breast
cancer. The HABITS study suggests that in a high-risk
population (node-positive patients) there may be a sub-
stantial risk to HT use. However, there may be a select
group of patients in whom HT is safe despite a prior
diagnosis of breast cancer. The challenge for the fu-
ture is to decide which patients can be treated safely.
Also, since the risks of HT seem to be greater than the
risk of ET, can we make HT safer by limiting the use
of progestins, even in women with an intact uterus?
If so, what is the minimum progestin that is safe, and
how should the endometrium be monitored with this
regimen?

Limitations of any retrospective review need to be
acknowledged, including the risk of bias and con-
founding variables. Different hormonal formulations
and doses, concurrent use of a progestin, type of breast
cancer, time interval from diagnosis to HT, and length
of therapy all impact outcomes, The role of these vari-
ables in outcomes would best be answered via future
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prospective randomized studies. However, it is impor-
tant to note that the variety of doses and regimens used
in these studies reflects the variety of prescribing prac-
tices used clinically. Similarly, selection bias may af-
fect outcomes since only patients with the most severe
symptoms will be willing to take the potential risks
of treatment. It is important to remember that selec-
tion bias routinely occurs in everyday clinical practice
(since patients with the most severe symptoms come
to us for help). It is important to note that HT use has
not been studied in patients using eromatase inhibitors;
therefore, HT use would not be recommended in these
patients given the mechanism of action of these med-
ications. Given the recent controversies surrounding
the role of HT in breast cancer and cardiovascular dis-
ease, large randomized prospective studies of HT s role
in breast cancer survivors is now more unlikely than
ever before. It is important for practitioners to man-
age patients with data they currently have, despite the
acknowledged limitations,

6, Recommendations

With earlier detection of cancer, in combination
with more effective treatments, we can expect the
number of breast cancer survivors fo increase. Al-
though non-hormonal options are available for women
with significant postmenopausal symptoms, these do
not approach the effectives of HT and have their own
side effects. Given the findings of the WHI showing
an increased risk of breast cancer in combination
HT users, it is reasonable to exercise caution in
women who have had breast cancer, and start first
with treatments such as daily Vitamin E 500-1000IU,
50 mg Bg, or antidepressants. However, in the subset
of women with refractory symptoms affecting their
quality of life, HT options should be reviewed. Paticnts
must understand the known risks and benefits of HT,
in addition to any theoretical risks on breast cancer
outcomes before starting therapy [49].
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