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During 2006, the NAMS Board of
Trustees convened a fourth Advisory
Panel to update the position state-
ment. As with the previous analyses,
all relevant published evidence was
considered. This position statement
was approved by the 2006-2007
NAMS Board of Trustees.

Methodology
The primary goal was to evaluate the
risk-benefit ratio of peri- and post-
menopausal estrogen therapy (ET)
and estrogen-progestogen therapy
(EPT) for both disease prevention
and treatment of menopause-related
symptoms.

The 2007 Advisory Panel utilized
the 2002-2004 position statements
as a starting point. A comprehen-
sive literature search was conducted
using MEDLINE with search words
that included estrogen, progestogen,
hormone therapy, and hormone re-
placement therapy to identify all
new papers published subsequent
to the 2004 position statement.
Panelists also submitted relevant pa-
pers. Considering all the evidence,
panelists provided their current view
of all items of consensus and non-
consensus from the 2004 statement.
Panelists also identified new areas
of interest or clinical relevance.
Each panelist provided independ-
ent input, unaware of the responses
of the other panelists. Consensus
was defined as an affirmative vote
by at least two thirds of the pan-
elists. All responses were collated
into two lists, those with consensus
and those without, then distributed
to the entire Panel. Panelists re-
viewed the nonconsensus responses
by telephone conference call in an
attempt to reach consensus. Further
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development of the position state-
ment through multiple drafts was
conducted through electronic com-
munication. The clinical recommen-
dations indicate where consensus was
achieved as well as where opinions
differed and therefore require further
research to clarify the issues. The po-
sition statement was reviewed and ap-
proved by the NAMS 2006-2007
Board of Trustees.

This position statement focuses
on the use of prescription ET/EPT
products available in the United States
and Canada, not selective estrogen-
receptor modulators (SERMs) or
hormones available without a pre-
scription (including phytoestro-
gens). Testosterone therapy has
been addressed in another NAMS
position statement (Menopause 2005;
12:497-511).

Terminology used in this posi-
tion statement is defined in the doc-
ument. In particular, the following
should be noted:
• “Early” is used to mean soon after

the onset of postmenopause;
• “Early menopause” is synonymous

with “premature menopause” (at
age 40 or younger);

• “Timing of initiation” refers to tim-
ing of initiation of therapy relative
to the proximity of menopause
(final menstrual period).

The most current references re-
garding HT use are listed along
with the level of evidence indicated
for each study based on a grading
system that evaluates the scientific
rigor of the study design, as devel-
oped by the US Preventive Ser-
vices Task Force. A synopsis of the
levels is presented at the end of the
reference list.

Introductory Comments
Because of the absence of direct
evidence in many circumstances,
the Panel took into account all the
variables in attempting to reach a
general consensus on the current
evidence-based role of ET/EPT
use through the menopause tran-
sition and beyond. Areas of Panel
consensus can serve as signposts by
which to inform and guide prac-
tice. The ultimate purpose was to
provide a direction for clinical
practice utilizing the current best
evidence. The recommendations
that follow thus fall into two dis-
tinct categories, namely, those
where there was a Panel consensus
and those where consensus could
not be reached.

The Panel recognized that a sig-
nificant contributor to the confu-
sion regarding the appropriate use
of hormones during peri- and post-
menopause is the time of initiation
of HT use in relation to menopause
(final menstrual period). There is a
real philosophical difference be-
tween HT initiation for symptom
relief during perimenopause and ini-
tiation of systemic HT use 5, 10, or
more years beyond menopause for
non-symptom-related indications.
Moreover, a scarcity of randomized
prospective study data was noted on
the consequences of long-term use
of HT when prescribed for symp-
tom management or long term for
disease risk reduction outcomes.

The Panel was also faced, as so
often happens in clinical practice,
with the dilemma of defining and
measuring the likely level of indi-
vidual risk and its context in clinical
decision making. The Panel recog-
nized the confusion that can arise
among caregivers, researchers, and
the media when discussing risk and
interpreting terms such as relative risk,
absolute risk, and number needed to
treat. Key risk-related definitions are
as follows:
• Rate: The number of events per

number of individuals per time
interval.
Example: 44 per 10,000 per year

• Relative Risk (RR): Incidence in
exposed divided by incidence
in unexposed.
Example: (44 per 10,000 per
year) divided by (22 per 10,000
per year) = 2.0

• Attributable Risk (AR): Incidence
in exposed minus incidence in
unexposed.
Example: (44 per 10,000 per year)
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minus (22 per 10,000 per year) =
22 per 10,000 per year

• Number needed to treat (NNT):
Number of individuals who must
be treated with an intervention for
a specific period of time to prevent
one bad outcome or result in one
good outcome.
Example: 1 divided by (incidence in
exposed minus incidence in unex-
posed) = 1 divided by 0.0022 = 454

To many women, and even to
health professionals, these numbers
are often difficult to place in practi-
cal perspective. In recognition of this
problem, the World Health Organ-
ization convened a panel of experts
to develop standardized nomencla-
ture for the description of risk for
adverse events. The Council for In-
ternational Organizations of Med-
ical Sciences (CIOMS) task force
released its report in 1998, providing
a strict form of risk categorization to
assist healthcare professionals and
the public when interpreting risk.
In this context, risks are considered
as follows:
• ≤10 per 10,000 per year = rare
• ≤1 per 10,000 per year = very rare

Many large randomized con-
trolled trials (RCTs) and observa-
tional studies of postmenopausal
women using HT have been pub-
lished in recent years. The Panel
recognized that no trial is perfect,
and no single trial should be used to
make public health recommenda-
tions. Evidence-based medicine im-
plies that recommendations should
be limited to the women for whom
the studies are relevant. While this
is ideal in principle, it is impossible
in practice, given that there will

never be adequate RCTs covering
all populations, eventualities, drugs,
and regimens. The practice of med-
icine is ultimately based on the in-
terpretation at any one time of the
entire body of evidence currently
available.

Areas Of Consensus:
Recommendations For
Clinical Practice
The Panel agreed on the following
clinical recommendations for post-
menopausal hormone therapy.

Terminology
• A strong recommendation was

made for uniform and consistent
terminology for menopause-related
therapies, as indicated below:
ET Estrogen therapy
EPT Combined estrogen-

progestogen therapy
HT Hormone therapy

(encompassing both
ET and EPT)

CC-EPT Continuous-
combined estrogen-
progestogen therapy
(daily administration
of both estrogen
and progestogen)

CS-EPT Continuous-
sequential estrogen-
progestogen therapy
(estrogen daily, with
progestogen added
on a set sequence)

Progestogen Encompassing
both progesterone
and progestin

Pretreatment evaluation
• Prior to consideration of any

therapeutic regimen, including
ET/EPT, all women should have
a complete health evaluation, in-
cluding a comprehensive history
and physical examination. Mam-
mography should be performed
according to national guidelines
and age, but preferably within
the previous 12 months before
initiating therapy. Other specific
examinations, such as bone den-
sitometry, should be considered
on a case-by-case basis.

Vasomotor symptoms
• Treatment of moderate to severe

vasomotor symptoms (ie, hot
flashes and night sweats) remains
the primary indication for sys-
temic ET and EPT. With few ex-
ceptions, every systemic ET/EPT
product is government approved
for this indication.

Vaginal symptoms
• Almost all systemic and vaginal

ET/EPT products are government
approved for treating moderate to
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severe symptoms of vulvar and
vaginal atrophy, such as vaginal
dryness, dyspareunia, and atrophic
vaginitis. When HT is considered
solely for this indication, local (not
systemic) vaginal ET is generally
recommended.

Progestogen indication
• The primary menopause-related

indication for progestogen use is
endometrial protection from un-
opposed ET. Unopposed ET in
women with an intact uterus sig-
nificantly increases the risk of en-
dometrial cancer. For all women
with an intact uterus who are
using ET, clinicians are advised to
also prescribe adequate progesto-
gen, in either a CC-EPT or CS-
EPT regimen. Postmenopausal
women without a uterus should
generally not be prescribed a
progestogen with systemic estro-
gen. Progestogen is generally not
indicated when low-dose estro-
gen is administered locally for
vaginal atrophy.

Progestogen regimens
• Some women with an intact

uterus who choose EPT may ex-
perience undesirable side effects
from the progestogen component.
However, there is insufficient
evidence regarding endometrial
safety to recommend the off-label
use of long-cycle progestogen (ie,
progestogen every 3-6 months for
12-14 days), vaginal administra-
tion of progesterone, the contra-
ceptive levonorgestrel-releasing
intrauterine system, or low-dose
estrogen without progestogen as
an alternative to standard EPT
regimens. If utilizing any of these

approaches, close surveillance of
the endometrium is recommended,
pending more definitive research.
There are encouraging data on
the efficacy of lower-dose thera-
pies that offer reduced side effects.

Coronary heart disease
• The majority of observational

and preclinical studies support
potential benefits of systemic
ET/EPT in reducing coronary
heart disease (CHD) risk. Most
RCTs have not. Emerging data
suggest that these disparities in
findings may be related to the
timing of initiation of ET/EPT
in relation to the proximity of
menopause. Neither ET nor EPT
reduced overall CHD incidence
in the Women’s Health Initiative
(WHI) study. The role of ET/
EPT in primary prevention of
CHD remains unclear when con-
sidered for perimenopausal and
early postmenopausal women if
initiated early after reaching
menopause and continued for a
number of years thereafter. Thus,
ET/EPT use for primary pre-
vention needs further evaluation.

Data do not currently support
recommendations for use of EPT
regimens in secondary preven-
tion of CHD. Pending additional
data, the use of ET/EPT is not
recommended as a single or pri-
mary indication for coronary pro-
tection in women of any age.

Analysis of the time trend in
the EPT arm of the WHI showed
a significant interaction between
CHD risk and time since initiation
of EPT, with an increased risk in
the first year following initiation
and decreased CHD events in later
years of EPT use. The attributa-
ble risk in the WHI under the
CIOMS classification falls into the
“rare” category. A similar pattern
with EPT was observed in the
secondary prevention Heart and
Estrogen/progestin Replacement
Study (HERS) in postmenopausal
women with preexisting coronary
CHD. No increased risk of CHD
soon after initiation of therapy was
observed in the ET arm of the
WHI or in other ET-alone studies.

It is important to note that
the women enrolled in WHI and
HERS initiated EPT more than
a decade after menopause on av-
erage, and the majority of events
that produced this pattern oc-
curred in older women. As is the
case for the overall effects of EPT
on CHD events, these studies in-
cluded an insufficient number
of younger, symptomatic, newly
postmenopausal women to de-
termine whether similar pat-
terns of events apply to these
women. As such, it remains un-
clear whether CHD risk is or is
not increased soon after initia-
tion of EPT in younger, newly
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postmenopausal women, and the
results of the WHI EPT arm and
HERS should be extrapolated to
these women only with caution.

The data show a trend to-
ward reduction of CHD events
in women who initiated HT <10
years since menopause and a sig-
nificantly greater risk of CHD fol-
lowing initiation of ET/EPT >10
years since menopause. There was
a statistically significant reduc-
tion in the composite endpoint
of myocardial infarction, coro-
nary artery revascularization, and
coronary death in women aged
50 to 59 years randomized to ET
in WHI.

Importantly, the absolute risk
of CHD is considerably lower in
younger, newly postmenopausal
women compared with those
studied in the WHI and HERS,
and thus, even if the patterns of
relative risk are similar between
these groups, the attributable risk
of early CHD remains very low
in the younger cohort.

Venous thromboembolism
• Observational studies and RCTs

have found a significant increase
in the risk of venous thromboem-
bolism (VTE) in postmenopausal
women using systemic ET/EPT.
The RCTs found an increased
hazard ratio for VTE with both
EPT and ET use. VTE risk ap-
pears during the first 1 to 2 years
after initiation of therapy and de-
creases over time. In WHI, excess
VTE risk associated with EPT
and ET use was low overall and
even lower in women aged <60
years when randomized to HT. In
WHI, excess VTE risk was 11 ad-

ditional cases per 10,000 women
per year of EPT and 2 additional
cases per 10,000 women per year
of ET in women aged 50 to 59
years. There are limited obser-
vational data but no RCT data
regarding VTE risk differences
between transdermal 17�-estradiol
and oral therapies. Lower doses of
oral estrogens may be safer than
higher doses.

Stroke
• Both ET and EPT appear to in-

crease the risk of ischemic stroke
in postmenopausal women, but
RCT data have not been fully
consistent in this regard. The
WHI EPT and ET arms demon-
strated an increased risk while
some other large trials have not.
There were 8 additional strokes
per 10,000 women per year in the
WHI EPT arm and 12 additional
strokes per 10,000 women per
year in the WHI ET arm. The
attributable increased risk of

stroke based on WHI data falls
above the rare category for ET
and in the rare category for EPT.
The absolute risk of stroke, how-
ever, is lower in women aged 50 to
59 years (1 additional stroke per
10,000 women per year of ET) or
within 5 years of menopause (3
additional strokes per 10,000
women per year of EPT) than in
older women more distant from
menopause. Although ET/EPT
may not significantly influence the
risk of stroke among women with a
history of CHD or ischemic cere-
brovascular disease (secondary pre-
vention), women with prevalent
cardiovascular disease (CVD) have
a high baseline risk of stroke. The
Panel concluded that no HT reg-
imen should be used for the pri-
mary or secondary prevention of
stroke, and should be particularly
avoided for women who have an
elevated baseline risk of stroke.

Diabetes mellitus
• Large RCTs suggest that HT

reduces new onset of diabetes
mellitus (DM). Women on ac-
tive treatment in the WHI EPT
arm had an annualized incidence
of DM requiring treatment of
0.61% vs 0.76% in placebo-treated
women. This translated into a
21% reduction (HR 0.79; 95%
CI, 0.67-0.93) in incident-treated
DM or 15 fewer cases per 10,000
women per year of therapy. A sim-
ilar risk reduction was also noted
in the HERS trial (HR 0.65; 95%
CI, 0.48-0.89). In the WHI ET
arm, there was a 12% reduction
(HR, 0.88; 95% CI, 0.77-1.01) in
incident DM or 14 fewer cases
per 10,000 women per year of ET.
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It is presently unclear whether the
mechanism for this benefit is
through lesser centripetal weight
gain, reduced insulin resistance
in women on combined EPT, or
some other factor. There is inad-
equate evidence to recommend
combined EPT for a sole indica-
tion of the prevention of DM in
perimenopausal women. This is a
promising area for future research.

Breast cancer
• Breast cancer risk increases with

EPT use beyond 5 years. In ab-
solute terms, this increased risk
is rare in the WHI, being 4 to 6
additional invasive cancers per
10,000 women per year who use
EPT for 5 or more years. Studies
have not clarified whether the
risk differs between continuous
or sequential use of progestogen.
Women in the ET arm of the
WHI demonstrated no increase
in risk of breast cancer after an
average of 7.1 years of use, with 8
fewer cases of invasive breast can-
cer per 10,000 women per year of
ET use. While available evidence
suggests that estrogen alone for
fewer than 5 years has little im-
pact on breast cancer risk, there is
inadequate evidence to support
any indication for ET in reduc-
tion of breast cancer risk. Spe-
cific subgroups may be affected in
different ways. There is limited
observational data suggesting that
ET for more than 15 years may
increase the risk of breast cancer.
There are minimal data reporting
any change in breast cancer mor-
tality with HT. EPT and, to a
lesser extent, ET increase breast
cell proliferation, breast pain, and

mammographic density, and EPT
may impede the diagnostic inter-
pretation of mammograms.

Osteoporosis
• There is strong evidence of ET/

EPT’s efficacy in reducing risk of
postmenopausal osteoporotic frac-
ture. Many ET/EPT products are
government approved by regu-
latory authorities for prevention
of postmenopausal osteoporosis
through long-term treatment.
For women who require drug
therapy for osteoporosis risk re-
duction (including women at
high risk of fracture during the
next 5-10 years), ET/EPT can
be considered an option, weigh-
ing its risks and benefits as well
as those of other government-
approved products.

Depression
• For women without a history of

prior depression, several commu-
nity-based longitudinal studies
have observed an increased risk
for the onset of major depres-
sion during perimenopause com-
pared with premenopause. Some
prospective studies, although not
all, have demonstrated an in-
creased risk of major and minor
depression in the early post-
menopause compared with the
premenopause. Two small RCTs

support the antidepressant effi-
cacy of short-term ET in de-
pressed perimenopausal women,
whereas one RCT failed to demon-
strate antidepressant efficacy of ET
in depressed older postmenopausal
women. Perimenopause could be
associated with an increased risk of
clinically significant depressive ill-
ness for a subgroup of women. Ev-
idence is insufficient to support the
use of ET/EPT for the treatment
of depression in general.

Dementia and cognitive decline
• Initiating EPT after age 65 should

not be recommended for primary
prevention of dementia or cogni-
tive decline as it may increase the
risk of dementia during the ensu-
ing 5 years in this population.
The evidence is insufficient to
either support or refute the effi-
cacy or harm of ET/EPT for pri-
mary prevention of dementia when
therapy is initiated during the
menopause transition or early post-
menopause. ET does not appear
to convey direct benefit or harm
for treatment of dementia due to
Alzheimer’s disease.

Premature menopause and
premature ovarian failure
• Premature menopause and pre-

mature ovarian failure are condi-
tions associated with lower risk of
breast cancer and earlier onset of
osteoporosis and CHD, but there
are no clear data as to whether ET
or EPT will affect morbidity or
mortality from these conditions.
The risk-benefit ratio for younger
women who initiate therapy at an
early age may be more favorable,
but is currently unknown.
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Risk-benefit ratio
• Use of ET or EPT should be

consistent with treatment goals,
benefits, and risks for the indi-
vidual woman, taking into ac-
count cause of menopause, time
since menopause, symptoms, and
domains (eg, sexuality, sleep) that
may have an impact on quality of
life (QOL) and underlying risk of
CVD, stroke, VTE, DM, and
other conditions.

Lower doses
• Lower-than-standard doses of ET

and EPT should be considered (ie,
daily doses of 0.3 mg oral conju-
gated estrogens, 0.25-0.5 mg oral
micronized 17�-estradiol, 0.025
mg transdermal 17�-estradiol patch,
or the equivalent). Many studies
have demonstrated nearly equiva-
lent vasomotor and vulvovaginal
symptom relief and preservation
of bone mineral density. However,
some women may require addi-
tional local therapy for persistent
vaginal symptoms. Lower ET and
EPT doses are better tolerated
and may have a better risk-benefit
ratio than standard doses. How-
ever, lower doses have not been
tested in long-term trials. A very
low-dose 14-µg/day transdermal
17�-estradiol patch for preven-
tion of osteoporosis is available in
the United States, but long-term
impact on bone fracture incidence
is unknown.

Nonoral therapy
• Nonoral routes of administration

of ET/EPT may offer advantages
and disadvantages, but the long-
term risk-benefit ratio has not
been demonstrated. Differences

would be related to the role of
the first-pass hepatic effect, the
hormone concentrations in the
blood achieved by a given route,
and the biologic activity of active
component ingredients. There
is some evidence that transder-
mal 17�-estradiol may be asso-
ciated with lower risk of deep
venous thrombosis (DVT) than
oral estrogen. A large observa-
tional study has shown similar in-
creased risks for breast cancer
with both oral and transdermal
estrogens.

Long-term therapy in
symptomatic women
• The effects of ET/EPT on risk of

breast cancer, CHD, stroke, total
CVD, and osteoporotic fracture
in perimenopausal women with
moderate to severe menopause
symptoms have not been estab-
lished in RCTs. The findings from
trials in different populations
should, therefore, be extrapolated
with caution. For example, data
from large studies such as the

WHI and HERS should not be
extrapolated to symptomatic post-
menopausal women younger than
50 years of age who initiate HT at
that time as these women were not
studied in these trials. WHI and
HERS involved predominantly
asymptomatic postmenopausal
women aged 50 years and over
(with mean ages of 63 and 67, re-
spectively), the majority of whom
were 10 years or more beyond
menopause, and HERS was con-
ducted solely among women with
known coronary artery disease.
The data should not be extrapo-
lated to women experiencing pre-
mature menopause (≤40 years of
age) and initiating HT at that time.

Indications for extended use
• Extended use of the lowest ef-

fective dose for treatment goals
of ET or EPT is acceptable un-
der the following circumstances,
provided the woman is well
aware of the potential risks and
benefits and that there is clinical
supervision:
- For the woman for whom, in

her own opinion, the benefits
of menopause symptom relief
outweigh risks, notably after
failing an attempt to stop HT.

- For women who are at high
risk for osteoporotic fracture
and also have moderate to se-
vere menopause symptoms.

- For further prevention of bone
loss in women with established
reduction in bone mass when
alternate therapies are not ap-
propriate for that woman, cause
side effects, or when the out-
comes of the extended use of al-
ternate therapies are unknown.
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Symptom recurrence
• Symptoms have an approximate

50% chance of recurring when
therapy is discontinued, inde-
pendent of age and duration of
ET/EPT use. The decision to
continue HT should be individu-
alized, based on severity of symp-
toms and current risk-benefit
ratio considerations, and pro-
vided the woman in consultation
with her healthcare provider be-
lieves that continuation of ther-
apy is warranted.

Quality of life
• An improvement in health-

related quality of life (HQOL)
can result with HT through de-
creased menopause symptoms and
possible elevation of mood that
leads to a feeling of well-being.
There is a lack of consensus on
the impact of HT on overall
QOL and HQOL in asympto-
matic women. This is due in part
to a lack of agreement regarding
how best to obtain an appropriate
evaluation of QOL in women af-
ter menopause, including the do-
mains to be incorporated into any
survey instruments. There is con-
sensus that validated instruments
for determining the impact of
HT, or indeed any menopause-
related therapy, on both overall
QOL and HQOL should be in-
corporated into future studies.

Class versus specific
product effect
• The Panel acknowledged that es-

trogen and progesterone agonists
share some common features and
effects as well as potentially dif-
ferent properties, and that the

only way to establish definitively
the net clinical outcome for any
given agent (alone or in combi-
nation) is through RCTs. The
Panel was of the opinion that it is
not possible to extrapolate con-
clusions from the study of one
compound, dose, and route of ad-
ministration directly to another.
However, in the absence of clini-
cal trial data for each estrogen and
progestogen, the clinical trial re-
sults for one agent may be gener-
alized to all agents within the
same family, taking into account
dose equivalencies especially with
regard to adverse effects. Where
data suggest differences, this is re-
ported in the position statement.

“Bioidentical” hormones
• The Panel addressed the area of

confusion in clinical practice of
so-called “bioidentical” hormone

preparations that are compounded
for an individual according to a
healthcare provider’s prescription.
As a result of concerns about safety
issues with use of commercially
available HT products, there is es-
calating utilization of alternatives
to pharmaceutical dosage forms of
estrogens and/or progestogens,
such as hormonal substances pre-
pared in unique individualized
dosage forms, including gels, sup-
positories, sublingual tablets, and
oral tablets that are not commer-
cially available. The scientific ev-
idence for these preparations was
also reviewed and it was con-
cluded that in the absence of
safety and efficacy data for any
specific preparation, the general-
ized risk-benefit ratio data of
commercially available ET/EPT
products apply equally to this
group of compounded therapies.
Moreover, the Panel recom-
mended caution in use of these
products in the absence of regula-
tory oversight of quality, purity,
and batch-to-batch consistency of
ingredients.

Areas Where Insufficient
Or Conflicting Evidence
Precludes Consensus
The Panel could not reach consen-
sus on the following issues:
• Is there a best way to discontinue HT?

When a decision is made to dis-
continue therapy, Panelists were
divided in their recommendations
regarding abrupt therapy cessa-
tion versus tapering the dose.
There seems to be little difference
in terms of return of menopause
symptoms. Past history of severe
symptoms may favor tapering, but
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no specific protocols could be rec-
ommended. Some providers grad-
ually decrease the dose, while
others lengthen the time between
doses. Current data are inade-
quate to suggest that one method
is better than the other. Matrix
transdermal HT patches can be
trimmed to provide smaller doses.

• Does a CC-EPT regimen have an effect
different from continuous estrogen with
CS-EPT? There are some indica-
tions that continuous progestogen
in the dosages administered in
studies such as WHI and HERS
may be related to these trials’ ad-
verse breast cancer and cardiovas-
cular outcomes, but conflicting
data preclude a consensus.

Discussion
In developing these recommenda-
tions, the Panel recognized that a
woman’s willingness to accept certain
risks of ET/EPT will vary depending
upon her individual situation, such as
when therapy is used to treat existing
symptoms as opposed to long-term
use to prevent osteoporotic frac-
tures that may or may not occur.
Moreover, recognition had to be
given to the fact that incidence of
disease outcomes is also dependent
on age and time since menopause.
That is, ET/EPT is more likely to be
acceptable for symptom reduction
when therapy is planned to be short
term in a population that is younger
with lower prevalence of risk out-
comes. In contrast, the absolute
risks in older women or with long-
term therapy may make ET/EPT
less acceptable. Moreover, prema-
ture hypoestrogenism from any
cause may be associated with an in-
creased risk of osteoporosis and

CVD based on epidemiologic ob-
servational studies. It therefore
cannot be assumed that risks and
benefits apply to all age ranges and
durations of therapy.

Specific ET/EPT compounds,
dose, and route of administration
may have different health outcomes.
Nonetheless, in the absence of clin-
ical trial data for each specific prod-
uct, the clinical trial results for one
agent should be generalized to all
agents within the same family.

The same proviso also needs to
be recognized with regard to dose,
when a different dose of the same
compound is reported in previous
RCTs. In the WHI, for example,
the dose of conjugated equine es-
trogens (CEE) was 0.625 mg per
day, and lower doses are currently
being prescribed in clinical prac-
tice, particularly for new starters.
Similarly, this proviso applies to the
same drug administered by different
routes of administration.

The Panel acknowledged that the
potential absolute risks published
thus far regarding ET/EPT are

small, particularly for the ET arm of
the WHI, which provided evidence
of considerable safety for 0.625 mg
of CEE per day. The risks and ben-
efits in the EPT arm were small and
by CIOMS criteria rare, except for
stroke, which was above the rare cat-
egory. For women younger than 50
years or those at low risk of CHD,
stroke, osteoporosis, breast cancer,
or colon cancer, the absolute risk or
benefit from ET or EPT is likely to
be even smaller than demonstrated
in WHI, although the relative risk at
different ages may be similar. An in-
dividual risk profile is essential for
every woman contemplating any
regimen of EPT or ET. Women
should be informed of known risks.

Finally, the Panel concluded that
there is always a need to recognize
that even in the absence of HT use,
there is risk of development of all
the diseases under consideration. In
RCTs, that background inherent
risk is represented by the rate of
occurrence of the disease in the
placebo group. Differences in rela-
tive risk between active drug and
placebo can result from increased
or decreased incidence of the event
in either study group.

Need For Future Research
See full document.1

Key References
See full document.1 �
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being translated into multiple languages. Once
again, NAMS confirms its mission as repre-
senting the definitive source for scientific, bal-
anced and trustworthy menopause-related
information, with the objective of enhancing
the quality of life for women through and be-
yond menopause.
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