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Erschaffen Sie sich lhre
ertragreiche grine Oase in
lhrem Zuhause oder in lhrer
Praxis

Mehr als nur eine Dekoration:

. Sie wollen das Besondere?

 Sie mochten Ihre eigenen Salate,
Krauter und auch |hr Gemuse

ernten?
e Frisch, reif, ungespritzt und voller
Geschmack?
. Ohne Vorkenntnisse und ganz
ohne grunen Daumen?
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Sehr geehrte Frau Kollegin,
sehr geehrter Herr Kollege!

Im Namen der Osterreichischen Menopause Gesellschaft méchten wir lhnen zunichst von der groBen Resonanz auf den
Menopausekongrels im Dezember 2003 in Wien berichten.

Durch die einmalige Konstellation der Teilnahme der Welt- und der Europdischen Menopause-Gesellschaft mit einem
viertagigen Workshop (Bericht siche www.kup.at/menopause — Ausgabe fiir Osterreich), war auch das internationale
Interesse ganz auf diese Kongreftage gerichtet. Wir sehen diese Auszeichnung Wiens auch als Anerkennung fir alle
Kolleg(inn)en an, die sich intensiv mit dem Themenkreis Menopause, Andropause und Anti-Aging beschaftigen.

Neben der schon im Herbst versandten Stellungnahme der Osterreichischen Menopause Gesellschaft, freut es uns
besonders, Thnen jetzt auch die neueste Stellungnahme der Internationalen Menopause-Gesellschaft tibermitteln zu
diirfen. Wir hoffen, Thnen damit Richtlinien zur aktuellen Thematik und praxisbezogene Anhaltspunkte prasentieren zu

konnen.

Mit freundlichen und kollegialen GriifRen
Osterreichische Menopause Gesellschaft

Guidelines for the Hormone Treatment of Women
in the Menopausal Transition and Beyond”

Position Statement by the Executive Committee of the International Menopause Society

R ecent communications regarding estrogen or estrogen +

progestin treatment and clinical cardioprotection,

breast cancer risk and cerebral aging have produced con-
siderable confusion and concerns among women, care-
givers and the media. The actions of the United States’

Food and Drug Administration (FDA) and other National

Safety of Medicine Boards, such as the European Medicine

Evaluation Agency (EMEA), in response to publication of

data from the Women'’s Health Initiative (WHI) [1-3] and

the Million Women Study (MWS) [4], have also raised con-
cerns. The Executive Committee of the IMS has considered
position statements presented at the Fourth Workshop of the

International Menopause Society (IMS), December 2003,

reviewed available information from observational stud-

ies, randomized clinical trials (RCTs) and pre-clinical re-
search, and wishes to point out the following:

e The WHI is the most recent of several RCTs undertaken
to test the validity of the cardioprotective effects of hor-
mone treatment (HT) shown by observational trials.
Others include the Heart and Estrogen/progestin Re-
placement Study (HERS) and the Estrogen Replacement
and Atherosclerosis Study (ERAS), which utilized the
same hormonal regimen, and which had the common
underlying premise that the study of women beginning
HT well beyond the menopausal transition is an accept-
able design for this purpose. This statement also ad-
dresses the validity of these RCTs. Because of the poten-
tial for breast cancer induction by HT, the MWS [4], a
recent prospective cohort analysis, was also included in
our considerations. Guidelines are suggested for clini-
cal practice regarding HT for women going forward
from the menopausal transition.

e The WHI is an ongoing RCT on the effects of HT in
women aged from 50 to 79 years. Few of these women

were in the critical first years after menopause. The full
results of the trial will not be available for some time.
At the end of the 5th year, the independent drug safety
monitoring board terminated the estrogen + progestin
arm of the study because of an apparent increase in the
risk of breast cancer and an apparent adverse global
index. The factors included in the index, in addition to
an increased risk of breast cancer, were coronary heart
disease, stroke and pulmonary embolism. While the
complete results of the larger trial will not be available
for some time, a subsequent analysis by the WHI of the
full 5-year period has already shown that there was not
a statistically significant increase in breast cancer and
the apparent increase in the cardiovascular hazard risk
in year five had occurred because of a transient fall in
the rates of these events/diagnoses in the placebo group,
rather than a rise in the estrogen + progestin group [1].
In any case, the lack of statistically significant differences
between groups after the full duration of the WHI trial
makes conclusions regarding the value of HT highly
uncertain and devalues or invalidates the conclusions
from the initial publication from which so many clini-
cal implications have been drawn.

The general applicability of the results of RCTs such as
the WHI’s estrogen + progestin arm, the HERS [5] and
ERAS [6] trials was reviewed. The WHI’s publication
indicated that, by design, symptomatic women were
limited to ~10 % of the study population [7]. The HERS
and ERAS trials, by design, excluded younger women.
The average ages of women in the WHI, HERS and ERAS
trials were 63.3, 67 and 65 years, respectively [1, 5, 8].
Results in such populations cannot, and should not, be
generalized to women who are unlike those tested
(i.e. younger women early in menopause). Women in

* This IMS Position Statement is published in Climacteric 2004; 7: 8-11. Reprinted with friendly permission of Parthenon Publishing, UK, all rights

reserved.
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the estrogen + progestin arm had a mean age of 63.3 years
and were, on average, 12 years postmenopausal (13 years
since their last period). Few (~10 %) of these women were
in the critical first 5 years after menopause [8].

e The MWS is an observational study of UK women vol-
unteering for a national breast-screening program. It re-
ported that all types of HT regimens induce an increase
in breast cancer risk, starting from the 15t year of use. In
addition, the risk disappears from 1 to 5 years after the
withdrawal of HT. The appearance of significant risk in
the 1% year strongly suggests that the surplus of breast
cancers arose from observational bias and was not in-
duced by the hormones [4, 9].

e In considering apparent differences between the out-
comes of the positive observational studies that inspired
the present RCTs and the ‘negative’ findings of the RCTs
themselves, the Executive Committee has identified cru-
cial differences between the experimental populations
in the two different types of studies, which tend to be
neglected during minute consideration of the outcomes.
In the observational studies, the hormones were pre-
scribed for women in the menopausal transition, most
of whom were symptomatic, and who were generally
55 years of age or less at the time of starting treatment.
On the contrary, in the three RCTs, the HT was started
at 55 years or older in 89 % of the subjects [7, 8]. Over-
all, the women in the observational trials were mainly
patients in the menopausal transition who sought help
for symptomatic hormone deficiency, while the women
in the RCTs were, by design, recruited subjects who were
largely past the point of being symptomatic, indicating
an altered physiological status that could be related to
differences in outcomes. All in all, the age and condli-
tion of its subjects do not support contentions that the
WHI is a primary prevention trial against cardiovascu-
lar outcomes or that it is testing HT in the same manner
as the observational studies. Rather, the WHI is a RCT
on the effects of one particular regimen of combined
estrogen + progestin on aging women, many of whom
will have had sub-clinical vascular and cardiovascular
disease at the time they entered the trial [10]. This is a
major difference between the observational studies that
showed a cardioprotective effect of HT and the RCTs that
failed to show cardioprotection.

e A power analysis of the WHI showed that it was ten-
fold underpowered to detect an early-estrogen cardio-
protective effect of the magnitude reported in the ob-
servational Nurses Health Study [8, 11].

e Asis standard practice for the application of the results
of RCTs, the results of the WHI may not be generalized
to populations that it was not designed to study. This
exclusion of comparisons pertains to the results of HT
in observational trials in women in the menopausal tran-
sition symptomatic at the initiation of HT. Therefore, at
present, the only valid studies of HT for cardioprotection
of women in the menopausal transition are the epide-
miological and observational studies that generally
agree with laboratory and animal studies, indicating
cardioprotection by estrogen initiated in women during
the menopausal transition.

e The possibility that contemporary HT causes an increase
in breast cancer is not clarified by either the WHI or the
MWS and remains to be resolved.

In summary: The RCTs reported to date cannot indicate
whether contemporary estrogen or estrogen + progestin
treatment started during the menopausal transition (the
great majority of its use) is effective for primary prevention
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of cardiovascular disease or other long-term consequences
of sex steroid withdrawal.

With the above in mind, the Committee proposes the fol-
lowing guidelines for addressing these issues for women
during the climacteric.

Available RCTs do not have the statistical power to test
the outcomes of HT starting during the menopausal tran-
sition. In the absence of new, relevant information on
hormonally treated women undergoing menopause, the
Executive Committee recommends the continuation of
presently accepted global practice, including the use of
estrogen + progestin, or estrogen alone in the case of
women who have undergone hysterectomy, for the re-
lief of menopausal and urogenital symptoms, avoidance
of bone-wasting and fractures, and atrophy of connec-
tive tissue and epithelia. Possible clinical benefits in the
prevention of cardiovascular disease and nervous sys-
tem protection seem likely but have yet to be confirmed.

. There are not new reasons to place mandatory limita-

tions on the length of treatment, including arbitrary
cessation of HT in women who started replacement
during the menopausal transition and remain symp-
tom-free while on hormones. Judging from the acceler-
ated rate of cardiovascular events after premature
menopause [12, 13] and the loss of cardioprotection
after stopping HT [11], such cessation may even be
harmful. Each patient must be counselled on the current
data on the risks and perceived benefits of HT so that
she can make appropriate, informed, individual de-
cisions about continuing or stopping treatment. Such
discussions could be part of the annual risk-benefit
analysis undertaken with each patient and in the context
of timely mammographic and genital cancer studies.
Although the risk of complications of HT remains an
important clinical issue, there are no general guidelines
that apply except to indicate that HT, especially the use
of estrogen + progestin, has been associated with a
small absolute increase in deep venous thrombosis and
pulmonary embolism, an apparent smaller absolute in-
crease in breast cancer and reduction in the risk of
colorectal cancer and bone fractures [1, 3]. These issues
remain subjects for discussions between individual
patients and their care-givers. None of these generali-
ties should preclude regular testing of the involved sys-
tems, regardless of the decision whether or not to begin
or continue HT. However, cancer, metabolic diseases,
vascular disease and brain dystrophy are not only the
concerns of women on HT, but are of universal concern
to women past the age of reproduction.

. The use of hormones/hormone substitutes as part of the

care of the aging population will be a subject of increas-

ing importance in both sexes. Governing principles for

enhancing the length and quality of life are emerging:

(a) Prevention, not treatment, is the most feasible goal.
Use of hormone/substitutes should be part of an
overall strategy including life-style modification
and other preventive measures, especially cessation
of smoking and alcohol abuse [14].

(b) There is not evidence that HT is beneficial for exist-
ing heart disease or dementia, but the initiation of
hormones during the menopausal transition appears
to provide protection against complications of the
climacteric such as fractures and heart disease [15].
This conclusion remains based on observational
studies and pre-clinical research [16], since no RCTs
have adequately addressed women starting treat-
ment during the menopausal transition.



(c) Appropriate and effective doses should be estab-
lished for each of the systems to be treated/pro-
tected. The dose and regimen of HT need to be indli-
vidualized. Older menopausal and postmenopausal
women generally require lower doses than younger
women.

(d) The effect of the route of administration remains an
issue. Avoidance of the first-pass effects of oral
therapy may be advantageous, especially for those
with increased risk factors for venous thrombosis.
More long-term data are required on the clinical
outcomes of non-oral routes of administration.

(e) The different types and regimens of HT do not have
the same tissue and metabolic effects and should
not be grouped together as having a class effect.

(f) Progesterone/progestins are only required for pro-
tection of the endometrium. This benefit has to be
balanced against effects on other tissues and meta-
bolic effects. Intrauterine delivery systems may have
some advantages. The role of progesterone and pro-
gestins and the different routes of administration
remain issues for study.

(g) Combinations of hormones with other treatment
regimens may be of benefit.

(h) Evidence from population studies cannot be directly
generalized to individual patients. However, such
evidence can be used as general guidance in clinical
decision-making, in which case the emphasis should
be on absolute rather than relative risk.

There is a great body of important pre-clinical experimen-
tal evidence that bears on these matters. Clinical research,
both observational and RCTs, should be encouraged to im-
prove clinical practice. The quality of experimental design
is still a key factor in the evaluation and applicability of
even the largest RCT [9]. In this regard, the Executive Com-
mittee of the IMS supports the immediate release of the full
database from the estrogen + progestin arm of the WHI
and the MWS database for independent review.

The IMS particularly supports the expansion of research
into the effects of hormones on the vascular, musculoskel-
etal and nervous systems, as well as the role of hormones
and hormone-like compounds in carcinogenesis and pre-
vention. We are facing a tide of post-reproductive women
and men. In addition to prevention by changes in life-style
and dietary management, HT remains a principal tool in
preventing illness and maintaining quality of life in this
population; therefore, it must be the subject of continuing
scientific investigation.

February 13, 2004
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Note: Further detailed information and guidelines will be
found in The Health Plan for the Adult Woman: Manage-
ment Handbook, to be published on behalf of the IMS by
Parthenon Publishing in May 2004.

H. P. G. Schneider, President,

A. Pines, S. O’Neill, F. Naftolin, D. W. Sturdee, M. Birkhauser,
M. P. Brincat, M. Gambacciani, K. K. Limpaphayom, S. Palacios,
N. Siseles, D. Tan
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