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> Abstract

Menopausal hormone therapy (MHT) is an effective treatment for
controlling vasomotor symptoms in peri- and postmenopausal
women. The Women's Health Initiative trials linked the use thereof
to a potential increase in cardiovascular risk and breast cancer in
MHT users, which led to restrictions on the use of this treatment in
postmenopausal women.

The FDA (Food and Drug Administration) has recently lifted the
restrictions concerning cardiovascular risk and breast cancer due
to the use of MHT in women aged 50 to 59 years. However, this
decision does not appear to be based on scientific evidence of a
minimally acceptable quality. The EMA has maintained its warnings
regarding these risks. This article reviews the evidence underlying
these regulatory decisions.

A post-hoc reanalysis of the effects of MHT in women aged 50-59
years with vasomotor symptoms showed no increase in the in-
cidence of atherosclerotic cardiovascular disease, a composite
outcome of myocardial infarction, angina-related hospitalisation,
coronary revascularisation, ischaemic stroke, peripheral arterial di-
sease, carotid disease or cardiovascular-related death. In the case
of women aged over 60 years, it appears that MHT may increase
cardiovascular risk, especially the incidence of stroke and throm-
boembolic events.

The adjusted results from the WHI clinical trial did not show any
significant differences in the incidence of colorectal or breast can-
cer with or without MHT. However, recent observational evidence
suggests that the combination oestrogen plus progestogen may
double the risk of invasive breast cancer in women aged 50 to 59
years.

Around half of MHT users in Navarre are in that age range. In both
this age group and in all women using MHT, half receive treatment
for at least 3 years. Given that the risk of breast cancer appears
to increase with length of treatment, it is recommended to use
the minimum effective dose and the shortest time possible when,
after a personalised assessment, MHT is indicated for the control of
vasomotor symptoms in women in this age range.

> Keywords

Menopause, post menopause, oestrogen-replacement therapy,
progestogens.
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Introduction

A decrease in oestrogen levels, which affects the heat-requlating centre of the
brain, occurs in women during menopause and perimenopause. This often re-
sults in vasomotor symptoms, such as night sweats, hot flushes, palpitations,
muscle or joint pain, chills and insomnia, amongst others, which may affect
quality of life to a greater or lesser extent®.

Of the different options available to treat vasomotor symptoms, it is generally
recommended to avoid hot food or drinks, caffeine, alcohol or tobacco, wear
light clothing, avoid overweight or obesity and undertake regular physical acti-
vity. Other additional measures that may also be used include mind-body the-
rapy, phytoestrogens, medicinal plants, menopausal hormone therapy (MHT),
bazedoxifene and non-hormone drugs (antidepressants, gabapentin, clonidine,
oxybutynin, vitamin E and, more recently fezolinetant). However, some of these
drugs are not indicated for the treatment of menopause symptoms or are not
funded by the National health System. Amongst these options, MHT has shown
proven efficacy for the control of vasomotor symptoms?.

Indeed, the use of MHT during perimenopause or post-menopause has gene-
rated some controversy in the scientific community in the past few years and
is currently being reconsidered. The findings of the Women's Health Initiati-
ve clinical trials caused reqgulatory agencies to restrict the use thereof due to a
possible increase in cardiovascular risk and the onset of cancer associated with
MHT use3#4. More recently, the US Food and Drug Administration (FDA) has lif-
ted these restrictions ("black box") in women aged less than 60 years®. To a lar-
ge extent, this was justified on the basis of a reanalysis of the Women's Heal-
th Initiative trial data concerning the use of conjugated oestrogens®. It has also
become known that this decision was adopted by a panel of experts selected
by the FDA who had conflicts of interest with pharmaceutical companies pro-
ducing MHT drugs’. However, the European Medicines Agency (EMA) current-
ly maintains the restrictions originally put in place®. As such, the postures of the
FDA and EMA currently differ markedly.

The objective of this article is to analyse the evidence on which the FDA's deci-
sion to lift restrictions on the use of MHT to treat vasomotor symptoms in wo-
men aged less than 60 years was based and to make a series of recommenda-
tions based on said analysis. To that end, evidence from the individual studies
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providing data concerning our topic of interest has been taken into conside-
ration. The main clinical practice guidelines and other consensus documents
have also been reviewed to identify original studies on which our conclusions
can be based.

Main studies on MHT in postmenopausal women

Nurses’ Health Study (1985)°

A study performed with the so-called "“Nurses> Health Study” cohort, the objec-
tive of which was to shed light on the effects of MHT on coronary heart disease
in postmenopausal women, was published in 1985. As part of that study 121,964
nursed aged between 30 and 55 years were surveyed. The first guestionnaires
were sentin 1976, with subsequent guestionnaires being sentin 1978 and 1980,
with a follow-up of 92.7%. The outcomes of interest in participants were docu-
mented using the information recorded in their medical history.

In comparison with the risk in women who had never used MHT, the relative risk
(RR) of coronary heart disease adjusted for the age at which they had received
MHT at some point was 0.5 (95% CI: 0.3-0.8), and the risk in those women cu-
rrently taking MHT was 0.3 (95% ClI: 0.2-0.6). The RRs were similar for fatal and
non-fatal disease and did not change after adjusting for smoking habit, hyper-
tension, diabetes, high cholesterol, family history of myocardial infarction, prior
use of oral contraceptives and obesity.

Framingham Heart Study (1985)%°

The results of a cohort study, known as the ‘Framingham Heart Study”, which re-
cruited 1234 postmenopausal women aged between 50 and 83 years, were pu-
blished at around the same time as those of the ‘Nurses’ Health Study”. This study
evaluated the effects of MHT on cardiovascular disease-related death. In compa-
rison with women who did not receive MHT, those who received this treatment
presented a higher RR for coronary (RR 1.90; p<0.01) and cerebrovascular events
(RR 2.27; p<0.01). An increase in heart attack risk was also observed in MHT users,
especially smokers (RR 3.21; p<0.05). Amongst non-smokers, the use of MHT was
only associated with a higher incidence of stroke (RR 2.35; p<0.05). No differen-
ces in mortality were observed between the two groups. The original article did
not provide the confidence intervals (Cls) for the RR values.

The findings of these two studies differed markedly, although the age of the par-
ticipants was also different.
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Curiously, both studies were published on the same day (24/10/1985) and in the
same journal, although the media impact of the Nurses’ Health Study® meant
that the Framingham Heart Study was somewhat overshadowed?©.

Women's Health Initiative (2002)3

Some years later, two clinical trials that contradicted the findings of the Nur-
ses’ Health Study were published. These studies are known jointly as the “Wo-
men’s Health Initiative”. The first, which was published in 2002, evaluated the
risks and benefits of using conjugated equine oestrogens (0.625 mg/d) together
with medroxyprogesterone (2.5 mg/d) (n= 8506) versus placebo (n=8102) in
non-hysterectomised postmenopausal women. Around 33% (5522 women) of
participants were aged between 50 and 59 years, 45% (/510 women) between
60 and 69 years, and 21% (3576 women) between 70 and 79 years. The primary
efficacy outcome was the incidence of coronary disease (non-fatal heart attack
and coronary-related mortality) and the primary safety outcome was the inci-
dence of invasive cancer. The results of a global index comprising heart disease,
invasive cancer, stroke, pulmonary embolism, endometrial cancer, colorectal
cancer, hip fracture and death due to other causes were also evaluated.

After a mean follow-up of 5.2 years, the following hazard ratio (HR) values were
observed for the MHT group (Table 1):

Table 1. Risk of presenting various events associated with MHT use in comparison with placebo
(Women'’s Health Initiative trial, 2002)3.

Event type

Event

HR (95% ClI)

HRa* (95% CI)

Cardiovascular

Ischaemic heart disease

1.29(1.02t0 1.63)

1.29(0.85t01.97)

Stroke

141(1.07t0 1.85)

141(0.86to0 2.31)

Pulmonary embolism

2.13(1.39to0 3.25

2.13(0.99 to 4.56)

Total cardiovascular disease

)
1.22 (1.09 to 1.36)

1.22(1.00 to 1.49)

Hip fracture

(
0.66 (0.33t01.33

(
(
(
0.66 (0.45t0 0.98)
(
(
(

Fractures J
Total fractures 0.76 (0.69 t0 0.85) 0.76 (0.63t0 0.92)
Breast cancer 1.26 (1.00 to 1.59) 1.26 (0.83t01.92)
Cancer Colorectal cancer 0.63(043t00.92) 0.63(0.32to0 1.24)
Endometrial cancer 0.83(047to0147) 0.83(0.29t02.32)
Total cancer 1.03(0.90to 1.17) 1.03(0.86t01.22)
Mortality Total mortality 0.98 (0.82t0 1.18) 0.98 (0.70 to0 1.37)

Global index

115(1.03t0 1.28)

1.15(0.95t0 1.39)

Composite outcome

(*) HR adjusted for multiplicity.

The adjusted data are similar to their non-adjusted counterparts but with wider
confidence intervals, thus meaning that statistical significance is lost for most
outcomes. As risks are the key factor in this case, it is worth evaluating the raw
HRs as these provide indications concerning possible risks.

—_ O
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The authors conclude that the risk/benefit profile found in this trial does not
meet the requirements of a viable intervention for the primary prevention of
chronic diseases and that the results indicate that this regimen should not be
initiated or continued for the primary prevention of coronary heart disease.

Women's Health Initiative (2004)4

The second of these trials, which was published in 2004, evaluated the re-
sults of conjugated equine oestrogens in hysterectomised postmenopausal
women. Women were randomised to receive conjugated equine oestrogens
(0.625 mq/d) or placebo. The variables evaluated were the same as in the pre-
vious trial. Women younger than 60 years represented approximately one third
of the sample.

Table 2 provides the HRs for the different outcomes when comparing the MHT
group with placebo after a mean follow-up of 6.8 years.

Table 2. Risk of presenting various events associated with MHT use in comparison with placebo
in women with hysterectomy (Women's Health Initiative trial, 2004)*.

Event type

Event

HR (95% ClI)

HRa* (95% CI)

Cardiovascular

Ischaemic heart disease

0.91(0.75t01.12)

0.91(0.72t0 1.15)

Stroke

1.39(1.10to 1.77)

Pulmonary embolism

1.34(0.87 to 2.06)

1.39(0.97t0 1.99)
)

Total cardiovascular disease

112 (1.01to 1.24)

(
1.34(0.70 to 2.55
(

Hip fracture

0.61(0.41t00.91)

1.12(0.97t0 1.30)
0.61(0.33t01.11)

Fractures (
Total fractures 0.70 (0.63t00.79) | 0.70(0.59t0 0.83)
Breast cancer 0.77 (0.59 t0 1.01) 0.77 (0.57 t0 1.06)
Cancer Colorectal cancer 1.08(0.75t01.55) | 1.08(0.63t01.86)
Total cancer 0.93(0.81t0 1.07) 0.93(0.75t0 1.15)
Mortality Total mortality 1.04(0.88t01.22) | 1.04(0.81t01.32)
)

(
Global index 1.01(091to01.12)

Composite outcome 1.01(0.89t01.14

(*) HR adjusted for multiplicity.

For each 10,000 women treated with oestrogens for one year, 12 additional
strokes and six fewer hip fractures were observed. No significant differences
were found in the global events index. As explained above, the authors based
their calculations on the non-adjusted HR values.

They concluded that the use of conjugated equine oestrogens increases the
risk of stroke, decreases the risk of hip fracture and does not affect the inci-
dence of ischaemic heart disease in postmenopausal women with prior hyste-
rectomy during a mean follow-up period of 6.8 years. Given that the number
of events was similar in both groups, the authors suggested that oestrogens
should not be used for the prevention of chronic diseases in postmenopausal

women.
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Systematic Cochrane Review!!

An update to a Cochrane review on the effects of long-term MHT treatment
(at least one year) in peri- and postmenopausal women was published in 2025.

The authors concluded that oestrogens as monotherapy probably do not sig-
nificantly increase the risk of coronary events, although they appear to increa-
se the risk of stroke and gall bladder

disease. In addition, they probably do

not substantially modify the risk of The use Of OEStrogens

breast cancer and appear to have a

beneficial effect in terms of reducing I'O. preven.t Chronlc
total fractures. After a mean follow-up diseasesin
of 5.6 years, combined MHT increased postmenopausal

the risk of thromboembolism [RR 2.03 o
(1.55 to 2.64)] and breast cancer [RR womenis not

1.27 (1.03 to 1.56)], recommended.

The authors indicate that these fin-

dings should be interpreted with care

as they are based on a single study with oral hormone therapy (Women's Health
Initiative), which may not represent the risks of the hormone therapy currently
used in clinical practice. In addition, this systematic review does not provide fin-
dings for different age ranges.

Risk/benefit balance. Main clinical effects

The findings of the Women's Health Initiative regarding a potential increase in
cardiovascular risk and breast cancer in MHT users led to a restriction on the
use of this treatment in postmenopausal women® However, the FDA has re-
cently reconsidered these restrictions®. We will now analyse the current scien-
tific evidence regarding this decision.

The FDA has recently modified its restrictions on the use of MHT, allowing a
more widespread use of these drugs in postmenopausal women aged between
50 and 59 yearst?. This decision was based on a re-analysis of the Women’s
Health Initiative trials®. As noted by the authors themselves, one limitation of this
study is that it is a post-hoc (not pre-specified) analysis of the Women's Health
Initiative trials in which a series of variables were considered jointly in order to
achieve statistical power. Another limitation identified by the authors is the lack
of information concerning the incidence of other conditions that may be of in-
terest for decision-making, except for some types of cancer and hip fractures,
which were included.

- O
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MHT and cardiovascular risk®

In this re-analysis of the Women's Health Initiative trials®, the main measurement
endpoint was the incidence of atherosclerotic cardiovascular disease (ACVD),
a composite outcome of myocardial infarction, angina-related hospitalisation,
coronary revascularisation, ischaemic stroke, peripheral arterial disease, carotid
disease or cardiovascular-related death. In the 50-59 years age range, no diffe-
rences in ACVD were found between the group receiving conjugated equine
oestrogens and that receiving placebo. However, after 9 years of follow-up, a
statistically significant increase was found for the 60-69 years age group, and a
similar increase was found for the estimated score in the /0-/9 years age group
In the trial concerning oestrogens in combination with progestogens, no sig-
nificant differences were found between the MHT and placebo groups for any
age range (Table 3).

Table 3. Total cardiovascular effects by age range in the Women’s Health Initiative trials after 9
years of follow-up®.

Conjugated equine oestrogens vs. placebo

Age (years) MHT. n (%) Placebo. n (%) HR (95% CI)* p interaction
50-59 98 (0.82%) 119 (0.98%) 0.84(0.64to 1.11)

60-69 348 (2.23%) 307 (1.88%) 1.18(1.01t01.38) 0.09
70-79 258 (3.22%) 232 (2.82%) 1.18(0.99to0 141)

Total 704 (1.98%) 658 (1.79%) 112 (1.01t01.25)

Conjugated equine oestrogens combined with medroxyprogesterone vs. placebo

Age (years) MHT. n (%) Placebo. n (%) HR (95% Cl)* p interaction
50-59 86 (0.52%) 83(0.53%) 1.02(0.75t0 1.38)

60-69 266 (1.28%) 251(1.29%) 1.04 (0.87to0 1.24) 092
70-79 221(2.39%) 200 (2.23%) 1.04 (0.86t0 1.26)

Total 573 (1.22%) 534 (1.21%) 1.04(0.92t01.17)

(*) The HR values are adjusted for age, diet, prior history of atherosclerosis, cardiovascular disease, race and prior his-
tory of MHT.

As additional support for their decision to remove the restrictions on MHT use in
postmenopausal women aged 50 to 59 years, the FDA notes that MHT has also
been associated with a 25-50% reduction in fatal cardiovascular events®. This
study, which was published in 1991, was very poorly designed. It is a narrative
review of observational studies performed between 1953 and 1989, with small
sample sizes and different designs, and which include series of autopsies or the
reading of death certificates. Indeed, the study that provides the most patients
is a reading of death certificates.
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MHT and hip fractures

Another argument put forward by the FDA is that the use of MHT is associated
with a 50-60% reduction in bone fractures. This statement is based on a case
control study published in 1980%. However, said study does not collect infor-
mation from the patients’ medical history and only obtains some information
via questionnaires sent to women in 1976, 1977 and 1979 to request retrospec-
tive information. The authors state that the hip-fracture rates in women aged
between 50 and 59 years who used oestrogens for more than 6 years was 0.2
cases /1000 compared with 0.5 cases/1000 in non-users. Neither the confiden-
ce interval not any statistical treatment are provided.

Moreover, no statistically significant differences between the use of MHT or not
and the incidence of hip fractures were found in either of the Women's Health
Initiative trials: HRa = 0.61 (95% Cl, 0.33 to 1.11) (oestrogens)® and HRa = 0.66
(95% Cl, 0.33 to 1.33) (oestrogens with medroxyprogesterone). In contrast, sta-
tistically significant differences in favour of MHT were observed in terms of
the reduction of total fractures (hip and vertebral), HRa = 0.70 (95% ClI, 0.59 to
0.83)*. A re-analysis of the Women's Health Initiative trials provided data regar-
ding the incidence of hip fracture in women aged between 50 and 59 years®.
In the study with oestrogens + progestogens, a total of 45 fractures were re-
corded (HR 0.57; 95% CI, 0.31 to 1.04). In the study oestrogens as monothera-
py, 19 fractures were recorded (HR 0.88, 95% CI 0.36 to 2.17). However, these
findings must be considered with caution given the low incidence of fractures
in this age group.

MHT and cognitive impairment

The FDA notes that "MHT use is associated with a 64% reduction in cognitive
impairment”. This statement is based on a study published in 2005, which colla-
tes data from four studies performed between 1983 and 1996 and whose main
goal was to investigate the role of MHT in bone mass loss®. The women inclu-
ded had a mean age of 54.1 + 4./ years. The secondary outcomes included the
Blessed testY to measure cognitive function. This tool is not considered to be
appropriate. Indeed, other scales with a better sensitivity and specificity, such as
the Mini-Mental State Examination, are currently available®.

Moreover, the value of the Blessed test for study participants was not determi-
ned at the start of said study, therefore it is not possible to know whether the
groups were well balanced at the start or the evolution of the cognitive status of
each group. The investigators only measured the scores at the end of the study.
Statistically significant differences were observed in favour of women treated
with MHT in the short term (2-3 years) but not for long-term use (more than 3
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years). However, care should be taken when interpreting these findings given
the methodological limitations mentioned above.

Finally, the FDA also mentions a possible association between MHT use and a
35% reduction in the incidence of Alzheimer's disease®. This is based on a ca-
se-control study, published in 1996, the participants of which were extracted
from a cohort of 3760 women who died between 1981 and 1995. Of these, and
according to the death certificate, 240 women died due to Alzheimer's disea-
se or another type of dementia. Information about these women was obtained
from the data provided by them in a health questionnaire that was sent to them
by mail in 1981. Information regarding the type of MHT used and the length of
treatment was recorded, but no clinical data were available to adjust the results.
The non-adjusted OR was 0.65 (95% CIl 049 to 0.88).

In addition to this study, at least 10 other studies, of very poor quality and with
widely differing results as regards the role of MHT in the onset of Alzheimer's di-
sease, ranging from a 6/% decrease in risk to a 2.30-fold increase in the risk of
developing this disease, were published between 1984 and 1995%.

THM and cancer
Breast cancer

One of the objections to the use of MHT in postmenopausal women is related
to a possible association between the use thereof and an increase in breast can-
cer. The Women's Health Initiative found one additional case of breast cancer
per 1000 women/year, although this finding is not statistically significant when
allowing for multiplicity fitting (Table 1). The FDA attributes this increased risk
to medroxyprogesterone®?, as this was the progestogen used in the Women's
Health Initiative trial (2002)%, a formulation that is not currently widely used for
MHT. In addition, as mentioned above, the authors reached their conclusions
based on HR values that were not subjected to multiplicity fitting.

In 2019, Cancer Research UK, in collaboration with the UK Medical Research
Council, published a meta-analysis of prospective and retrospective studies
with individual data for participants, which evaluated the incidence of breast
cancer by type and duration of MHT?0. A total of 58 observational studies (24
prospective and 34 retrospective), which provided a total of 143,887 cases of
invasive breast cancer and 424,972 controls, were included. The combination
of prospective and retrospective studies may lead to different methodological
biases. To limit these biases, the main analyses were restricted to prospective
studies and the results adjusted for potential confounding factors: family his-
tory (first-degree family member with breast cancer), alcohol consumption and
reproductive history (nullipara and, amongst women with children, parity and
age at first childbirth).
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An increase in breast cancer was observed in women receiving oestrogen treat-
ment aged 50-54 years [OR 1.33 (95% ClI, 1.25 to 142), mean treatment duration
of 8.8 years] as well as those aged 55-59 years [OR 1.26 (95% ClI, 1.12 to 141),
mean treatment duration of 8.3 years].

Women receiving treatment with oes- The Iink be.l.ween

trogens and progestogens presented

a somewhat higher risk in both the MHTand breaSt
50-54 years [OR 2.10 (95% CI,201to  cancer from
2.21), mean follow-up of 8.8 years| and Observaﬁonal S'l'“dies

55-59 years age groups [OR 1.97 (95% o o
Cl, 1.81to 2.15), mean follow-up of 8.3 was not confirmedin

years]. the WHI frial.

A statistically significant increase in the

onset of breast cancer from year 2 of

treatment was observed in women in active treatment. This risk increased with
greater exposure to the drug and was observed for both oestrogen monothe-
rapy and when combined with progestogens. In the latter case, the increase in
risk was greater than for oestrogen monotherapy (Table 4).

Table 4. Association between duration of MHT and increase in breast cancer risk in women in
active treatment (taken from reference??).

No. cases Mean duration Oestrogens Oestrogens + progestogens
Duration of MHT (O/0+P) MHT RR (95% CI) RR (95% ClI)
<lyear 109/189 <1.0 1.08 (0.86 t0 1.35) 1.20(1.01t0 143)
1-4 years 1150/2230 2.8 1.17(1.10to0 1.26) 1.60 (1.52t0 1.69)
5-9years 2391/4968 7.0 122 (1.17t0 1.28) 1.97 (1.90 to 2.04)
10-14 years 2478/3350 11.7 143 (1.37t0 1.50) 2.26 (2.16 t0 2.36)
>15years 2183/1424 20.1 1.58 (1.51t0 1.66) 2.51(2.35t0 2.68)

MHT Menopausal hormone therapy. O Oestrogens. P Progestogens.

Similarly, a cohort that included one million women from the UK evaluated,
amongst others, the possible association between breast cancer incidence and
MHT use. The mean age at the start of follow-up was 56+5 years?!. In compari-
son with women who did not receive MHT, an increase in breast cancer-related
mortality was observed in women who received MHT for more than 5 years:
HR = 1.35 (95% Cl, 1.24 to 1,47) [oestrogen monotherapy] and HR = 1.64 (95%
Cl, 1.52 to 1.76) [oestrogens + progestogens]??,
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Ovarian and endometrial cancer?®

The findings of the Women's Health Initiative clinical trials regarding the effects
of MHT on the incidence of ovarian and endometrial cancer in a total of 27,347
women followed up for 20 years were published in 2024. It was found that the
administration of oestrogen monotherapy increased both the incidence of ova-
rian cancer (HR 2.04; 95% Cl, 1.14 to 3.65) and ovarian cancer-related mortali-
ty (HR 2.79; 95% Cl, 1.30 to 5.99). In contrast, the combined use of oestrogens
and progestogens did not result in a significant increase in ovarian cancer, and
a decrease in endometrial cancer was observed (HR 0.72; 95% Cl, 0.56 to 0.92).
These HR values are not adjusted.

Women younger than 60 years represented approximately one third of the sam-
ple. The trial with oestrogens as monotherapy did not record any cases of ova-
rian cancer, whereas the trial combining oestrogens and progestogens recor-
ded only 8 cases, with no statistically significant differences between groups.

Colorectal cancer

The Women's Health Initiative clinical trial with oestrogen monotherapy* did
not find any differences in the incidence of colorectal cancer between groups
[HRa 1.08 (95% CI, 0.63 to 1.86)]. However, the trial combining oestrogens with
medroxyprogesterone’® found a protective effect in the group of women with
MHT [HR 0.63 (95% CI, 043 to 0.92)]. This led to a secondary analysis of the re-
sults of the latter trial to obtain more detailed information?*. The authors of said
re-analysis found a lower incidence of colorectal cancer in the MHT group, al-
though the tumours detected in MHT users were at a more advanced stage.
As such, they published an additional article assessing the clinical relevance of
MHT in colorectal cancer prevention®.

This new re-analysis evaluated the incidence of cases observed at around 5
years post-intervention after a mean total follow-up of around 11 years. Fewer
colorectal cancers were diagnosed in the MHT group than in the placebo group
[annual incidence of 0.12% vs. 0.16%; HR 0.72 (95% CI, 0.56 to 0.94)]. A higher
proportion of positive lymph nodes was found in the MHT group (50.5% vs.
28.6%; p < 0.001) and these were found at a more advanced stage (regional or
metastatic, 68.8% vs. 51.4%; p = 0.003). In addition, there was a higher number
of colorectal cancer-related deaths in the MHT group, although the difference
was not statistically significant [37 (0.04%) vs. 27 (0.03%) deaths; HR 1.29 (95%
Cl, 0.78 to 2.11)]. The authors concluded that these findings are suggestive of a
delay in diagnosis and do not support the existence of a significant clinical be-
nefit of MHT in colorectal cancer.

‘W et /;-:&\ Ty
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MHT and mortality

The FDA based its argument that MHT reduces mortality in women aged less
than 60 years on a meta-analysis published by Salpeter SR et al. in 20042, This
study includes trials performed between 1976

and 2022 that vary markedly in terms of quality,

design and the profile of the women included. MHTisnof a

The authors observed a statistically significant ” : :
reduction in mortality: OR 0.61 (95% CI, 0.39 to one ?’ze,,f,,s all
0.95). The OR was used to estimate the effect, so,u"on °

whereas relative risk (RR) is more typically used

iIn meta-analyses of clinical trials. If the latter is

used, no statistically significant differences in mortality between MHT and pla-
cebo are found (Annex. Figure S1).

Moreover, a single clinical trial has a marked effect on the final results by repre-
senting /6.7% of the total weight of the meta-analysis. This is the study by Gui-
dozzi F, et al.?’, which was performed in women with ovarian cancer and, the-
refore, in a very specific population group. Moreover, the aim of our article is
based on the effects of MHT in healthy postmenopausal women.

The prognosis of breast cancer depends on various factors?®. This trial presents
an imbalance between women treated with MHT and those without at the start
of the study. Thus, the women who did not receive MHT were older, were in
more advanced stages of the disease, had more aggressive tumours (based on
the histology) and received a worse surgical approach.

As such, we should be very careful when interpreting the findings of this trial. It
iIs highly likely that the imbalances in the prognostic factors for ovarian cancer
at the start of treatment had a marked impact on the mortality findings.

Moreover, the Women's Health Initiative trials showed that MHT increases both
the incidence of ovarian cancer (HR 2.04; 95% CI, 1.14 to 3.65) and the mortali-
ty of this type of tumour (HR 2.79; 95% CI, 1.30 to 5.99) in a total of 27,347 wo-
men followed-up over 20 years?®. This clearly contradicts the findings of Gui-
dozziF etal?.

In the meta-analysis by Salpeter SR?, if we consider only those clinical trials ca-
rried out in healthy women (no prior cancer or cardiovascular events), no sta-
tistically significant differences are observed between the study groups (Annex
Figure S2).
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Other aspects of MHT

The so-called “window of opportunity”

Various clinical practice guidelines and consensus documents from different
scientific societies mention the concept of “window of opportunity”. These in-
clude guidelines from the British Menopause Society & Women's Health Con-
cern®, International Menopause Society*® American Academy of Physician

Associates®® or the North American Me-
nopause Society*?. As such, it can be said
that starting MHT within the first 10 years
post-menopause or prior to 60 years of
age appears to have a favourable risk/be-
nefit balance over and above symptom
treatment?®*3. This finding is mainly ba-
sed on the findings of the meta-analysis
reported by Boardman HMP et al.3*, which
was subsequently updated by Gu Y. et

The best available
evidence does not
supporttheidea
of a"window of
opportunity”.

al.3%. This study performed a subgroup analysis, highlighting the results of MHT
vs. placebo on the incidence of coronary events and total mortality in women
who had started MHT before or after 10 years post-menopause.

A reduction in total mortality (Figure 1) and in the incidence of cardiovascular
events (Figure 2) was observed in the subgroup that started MHT prior to 10
years post-menopause [reference 33, Figure S5].
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Figure 1. Total mortality in the review by Gu Y et al.*.

HRT Placebo Risk Ratio Risk Ratio
Study or Subgroup Events | Total | Events | Total | Weight | M-H.Random.95%Cl M-H. Random. 95% CI
1.2.1<10 years since menopause
DOPS 2012 15 502 26 504 2.6% 058[0.31t01.08]
ERT111979 3 84 7 84 0.6% 0.43[011t01.60]
KEEPS 2014 2 230 1 275 0.2% 2.39[0.221026.20]
KEEPS(2) 2014 2 333 2 275 01% 124[0.08t019.69]
Piret 2006 1 404 1 373 01% 092[0.06t014.71]
WHI 2002 14 826 21 817 2.3% 0.66[0.34t01.29]
WHI 112004 39 2782 46 2712 57% 0.83[0.54t01.26] .
Subtotal (95% Cl) 5050 5040 17% 0.72[0.54100.97] Q
Total events 75 103

Heterogeneity: Tau?= 0.00; Chi?= 2.68. df= 6 (P= 0.85); I’= 0%
Test for overall effect: 7= 216 (P= 0.03)
1.2.2 >10 years since menopause

Catherine 2001 48 337 4 327 6.8% 1140.77t0167] "

David M 2000 3 104 6 105 0.6% 0.50[013t0197]

David M(2) 2000 8 100 6 105 10% 140[0.50t0 3.89]

ESPRIT 2002 21 513 30 504 35% 0.69[0.40t0118] *

Greenspan 2005 1 187 2 186 0.2% 0.50[0.05t0544]

HERS 1998 131 1380 123 1383 18.6% 107[0.84101.35]

STOP [T 2001 1 123 1 121 01% 0.98[0.06 t015.55]

WAVE 2002 14 210 8 213 14% 177[0.76 to 414] v

WHI 2002 77 4897 167 4797 23.8% 104[0.84101.28]

WHI 112004 232 3667 222 3819 32.2% 1.09[0.91t0 01.30] i

WHISP 2006 1 49 2 51 0.2% 0.52[0.05t0 5.56] v

Subtotal (95% Cl) 11567 1i6n 88.3% 106 [0.9t01.18] }

Total events 637 608

Heterogeneity: Tau?= 0.00; Chi?= 6.26. df=10 (P=0.79); I’= 0%

Test for overall effect: =102 (P=0.31)

Total (95% CI) 16617 16651 100.0% 1.01[0.91t01.12] }

Total events 72 m

Heterogeneity: Tau?= 0.00; Chi?= 1459, df=17 (P= 0.63); I’= 0% } }
Testfor overall effect: 7= 0.22 (P= 0.83) oor 0 ! 10 100
Test for subgroup differences: Chiz= 5,64, df=1(P= 0.02); I’= 82.3% FAVOURS (MHT) - FAVOURS (CONTROL)

The well-known NAMS (North American Menopause Society) guideline® states
that, in comparison with placebo, the administration of oestrogens reduces the
incidence of heart disease, stroke, breast cancer, colorectal cancer, total cancer
and total mortality. This is based on a publication by Manson JE et al.*>. Howe-
ver, when the original data from the study by Manson JE et al. are checked, the
results for these variables are not statistically significantly different between the
group receiving oestrogens and that receiving placebo.
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Figure 2. Incidence of cardiovascular events in the review by Gu Y et al.*.

HRT Placebo Risk Ratio Risk Ratio
Study or Subgroup Events | Total | Events | Total | Weight | M-H.Random.95%Cl M-H. Random. 95% CI
1.4.1<10 years since menopause
DOPS 2012 6 502 22 502 39% 0.27[01110 0.67] '
ERT111979 1 84 3 84 05% 0.33[0.04t0314]
WHI 2002 31 2782 35 212 6.2% 0.86[0.53t0140] .
WHI 112004 8 826 16 817 2.8% 049[0.21t0115]
Subtotal (95% CI) 4194 415 134% 0.60 [0.41t0 0.86] ‘
Total events 46 76

Heterogeneity: Chi?= 5,67 df=3 (P=013); ’=47%
Test for overall effect: Z= 2.79 (P= 0.005)
1.4.2 >10 years since menopause

Catherine 2001 25 337 25 327 44% 097[0.57t01.65]

HERS 1998 192 1380 193 1383 33.7% 1.00[0.83t01.20]

WAVE 2002 12 210 10 213 17% 122[0.54t02.76] .

WHI 2002 143 4897 100 4797 177% 140[1.09t01.80] #
WHI 112004 164 3667 161 3819 216% 106[0.86101.31] ]

WHISP 2006 3 49 8 51 14% 0.39[011t01.39]

Subtotal (95% CI) 10540 10590 | 86.6% 1.09[0.97t01.23] ’

Total events

Heterogeneity: Chi?=753. df=5 (P= 018); I’=34%
Test for overall effect: Z=149 (P= 0.14)

Total (95% Cl) 14734 14705 100.0% 1.03[0.92t01.15]

Total events 585 573

Heterogeneity: Chi?= 21.25. df=9 (P= 0.01); I>= 58% } }

Test for overall effect: Z= 046 (P= 0.64) 0.01 0l 1 10 100
Test for subgroup differences: Chi>= 9.70. df=1(P= 0.002); I’= 89.7% FAVOURS (MHT)  FAVOURS (CONTROL)

However, Gu Y. et al.3* clearly recognise the presence of three problematic trials
in their review: DOPS 2012, ERT 11 1979 and WHISP 2006. Thus, the first had pro-
blems with blinding and the in the blind evaluation of results. The second pre-
sented randomisation problems and in hiding of the randomisation sequence,
and the third presented incomplete data. All were categorised as trials with a
high risk of bias. Moreover, the DOPS 2012 trial was the same trial as Mosekil-
de®, which was suspended 11 years after starting and the authors performed a
follow-up (out of trial) 16 years after the start.

A sensitivity analysis excluding these trials with a high risk of bias shows no be-
nefits in terms of a reduction in cardiovascular events in women treated with
MHT. This is applicable to those women who started MHT 10 years prior to, or
after menopause (Figures 3 and 4).
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Figure 3. Total mortality in the review by Gu Y et al.3. Sensitivity analysis excluding the DOPS 2012,
ERT 111979 and WHISP trials (own calculations).

HRT Placebo Risk Ratio Risk Ratio
Study or Subgroup Events ‘ Total | Events ‘ Total | Weight ‘ M-H. Random. 95% CI M-H. Random. 95% CI
1.2.1<10 years since menopause
DOPS 2012 15 502 26 504 0.0% 058[0.31t01.08]
ERT111979 3 84 7 84 0.0% 043[011t01.60]
KEEPS 2014 2 230 1 275 0.2% 2.39[0.221026.20] .
KEEPS(2) 2014 1 222 1 275 01% 124[0.08t019.69]
Piret 2006 1 404 1 373 01% 092[0.06t014.71]
WHI 2002 14 826 21 817 24% 0.66[0.34t01.29] .
WHI 112004 39 2182 46 2712 59% 083[054101.26] .
Subtotal (95% CI) 4464 4452 8.7% 0.80[0.57t0114] J
Total events 57 70

Heterogeneity: Tau?= 0.00; Chi?=1.25. df=4 (P= 0.87); = 0%
Test for overall effect: 7=1.24 (P=0.21)
1.2.2 >10 years since menopause

Catherine 2001 48 337 4 327 70% 1140.77t0167] -

David M 2000 3 104 6 105 0.6% 0.50[013t0197] d

David M(2) 2000 8 100 6 105 10% 140[0.50t03.89] .

ESPRIT 2002 21 513 30 504 36% 0.69[040t0118] v

Greenspan 2005 1 187 2 186 0.2% 050[0.05t0544] '

HERS 1998 131 1380 123 1383 19.3% 107[0.84101.35] ]

STOP [T 2001 1 123 1 121 01% 0.98[0.06t015.55]

WAVE 2002 14 210 8 213 15% 1.77[0.76 to 414] .

WHI 2002 177 4897 167 4797 24.6% 104[0.84101.28]

WHI112004 232 3667 222 3819 33.3% 109 [091t0 01.30] b

WHISP 2006 1 49 2 51 0.0% 052[0.05t0 556]

Subtotal (95% Cl) 11518 11560 91.3% 1.06[0.95t0118] ’

Total events 636 606

Heterogeneity: Tau?= 0.00; Chi?= 5.92. df=9 (P=0.75); ’= 0%

Test for overall effect: Z=1.04 (P=0.30)

Total (95% CI) 15982 16012 | 100.0% 1.03[0.93t01.15] ’

Total events 693 676

Heterogeneity: Tau?= 0.00; Chi?= 941, df=14 (P= 0.80); I’= 0% ' '

Test for overall effect: Z= 0.63 (P= 0.53) 0.01 01 1 10 100
Test for subgroup differences: Chi?= 2.24. df=1(P= 013); ’=55.3% FAVOURS (MHT)  FAVOURS (CONTROL)

The subgroups tests is not significant, therefore there appears to be no diffe-
rences in the incidence of cardiovascular events between the two subgroups
in this study.
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Figure 4. Incidence of cardiovascular events in the review by Gu Y et al.3. Sensitivity analysis
excluding the DOPS 2012, ERT 11 1979 and WHISP trials (own calculations).

HRT Placebo Risk Ratio Risk Ratio
Study or Subgroup Events | Total | Events | Total | Weight ‘ M-H. Random. 95% CI M-H. Random. 95% CI
1.4.1<10 years since menopause
DOPS 2012 6 502 22 502 0.0% 0.27 01110 0.67]
ERT111979 1 84 3 84 0.0% 0.33[0.0410314]
WHI 2002 31 2782 35 212 91% 0.86[0.53t0140] .
WHI 112004 8 826 16 817 34% 049[0.21t0115] '
Subtotal (95% CI) 3608 3529 124% 0.73[0.44101.21] &
Total events 39 51

Heterogeneity: Tau?= 0.03; Chi?=1.27 df=1(P= 0.26); I’=21%
Test for overall effect; 7=1.23 (P=0.22)
1.4.2 510 years since menopause

Catherine 2001 25 337 25 327 76% 0.97[057t01.65]

HERS 1998 192 1380 193 1383 289% 100[0.83t01.20]

WAVE 2002 1?2 210 10 213 36% 122[0.54t02.76] '

WHI 2002 143 4897 100 4797 21.8% 140[1.09t01.80] ]

WHI 112004 164 3667 161 3819 25.7% 106 [0.86t01.31] |

WHISP 2006 3 49 8 51 0.0% 0.39[011t01.39]

Subtotal (95% Cl) 10491 10539 876% 111[0.96 t01.27] .

Total events 536 489

Heterogeneity: Tau?= 0.01; Chi?= 5.00. df= 4 (P=0.29); I’=20%

Test for overall effect; 7=140 (P= 0.16)

Total (95% CI) 14099 14068 | 100.0% 1.06[0.90t01.24] '

Total events 575 540

Heterogeneity: Tau?= 0.01; Chi?= 915.df= 6 (P=0.17); = 34% I I

Test for overall effect: Z= 067 (P= 0.50) 0.01 01 1 10 100
Test for subgroup differences: Chi?= 2.44. df=1(P= 012); I’= 59.0% FAVOURS (MHT) - FAVOURS (CONTROL)

Similarly to total mortality, there were also no differences in the incidence of
cardiovascular events between the two subgroups in this study.

Consequently, although several scientific societies promote the widespread use
of MHT in healthy women within the first 10 years post-menopause, indicating
that this is a "window of opportunity” given the various benefits in addition to
an improvement in vasomotor symptoms, a rigorous analysis of the evidence
in this regard does not support this recommendation. Moreover, we know that
MHT has other positive and negative effects, such as a reduction of the risk of
bone fractures or a possible increase in breast cancer, thus complicating deci-
sion-making. As such, the concept of a "‘window of opportunity” should perhaps
not be generalised and MHT should be indicated on an individual basis conside-
ring the risk/benefit balance in each woman.
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Are all oestrogens similar?

MHT has changed over time in terms of the type of hormones and the routes of
administration used. Thus, the Women's Health Initiative trials used conjugated
equine oestrogens and medroxyprogesterone acetate, which were widely used
in the 1990s. 1/-Beta estradiol, which
is the natural human oestrogen used

nowadays, has a slightly different re- Thereisno solid

ceptor affinity than conjugated equine evidence for different
oestrogens. Similarly, micronised pro- effects depending on

gesterone, which is equivalent to the

natural human substance, has a diffe- th? Iype Of OESI'I'O.gen
rent receptor affinity than medroxypro- orits pharmaceullcal

gesterone®. formulation.

From a theoretical viewpoint, it is rea-

sonable to consider that the effects ob- We must allow each
served in the older trials may differ to womanto reach
some extent to those that may be ex- °

Y awell-informed

pected with the hormones used cu- . o

rrently. For example, those hormones dECISIOn.

with greater affinity for the receptor

may exhibit a greater size effect. The

meta-analysis of case-control studies

mentioned above highlights the differences between the effects of oestrogens
as monotherapy or when combined with progestogens. However, the results
obtained with different types of oestrogens or progestogens are very similar°.
As such, there is currently no solid evidence suggesting a different effect depen-
ding on the type or pharmaceutical formulation of the drug.

Use of MHT in Navarre

Figure 5 shows that the number of women aged less than 60 years receiving
MHT increased between 2016 and 2019 (from 867 to 1171). This value subse-
guently decreased and then increased again from 2022 to reach a value of
1235 women receiving MHT in 2025. The number of women aged more than
60 years receiving MHT remained essentially constant between 2015 and 2025
(100).

Between 01/01/2015 and 30/03/2026, 1441 women started MHT in the Navarre
Health Service. The mean duration of MHT was 3.2 years (Table 5).

o
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Of these, 813 had completed treatment and, of these, 400 (49%) received MHT
for less than 1 year, 147 (18%) for between 1 and 2 years, 87 (11%) for between 2
and 3 years and 179 (22%) for more than 3 years.

Figure 5. Evolution of number of women receiving MHT in the SNS-O.
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Table 5. Duration of MHT in the Navarre Health Service by age range.

Starting age (years) N Mean duration in years (95% Cl)
40-44 376 29(21t037)

45-49 403 3.3(2.7t04.0)

50-54 462 29(2.2t037)

55-59 163 34(27t04.1)

60-64 30 29(1.5t04.2)

65-69 3 -

70-74 3 0.5

75-79 1 52

Global 1441 3.2(281t03.5)
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Annexes

Figure S1. Mortality in women receiving MHT versus placebo (or no MHT) in clinical trials involving
healthy or unhealthy women. Meta-analysis by Salpeter et al. modified* (own calculations).

MHT Placebo Risk Ratio Risk Ratio
Study or Subgroup Events | Total | Events | Total | Weight | M-H.Random.95%Cl M-H. Random. 95% CI
1.1 Double-blind trials
Angerer 2000 1 215 0 106 0.7% 149[0.06 10 3618]
Arrenbrecht 2002 1 108 0 53 0.7% 149[0.06 10 35.88]
Giske 2002 1 123 0 43 0.7% 106 [0.04 t0 25.65]
Kyllonen 1998 1 52 0 26 0.7% 153[0.06t0 36.27] -
Lindsay 1976 1 63 1 57 10% 0.90[0.06t01413]
MacDonald 1994 1 22 1 22 10% 1.00[0.07t015.00]
Mijatovic 1998 0 13 1 13 0.8% 0.33[0.01t0750]
Nachtigall 1979 3 84 7 84 4.2% 043[0.1110160] '
PEPI1995 3 701 0 174 0.8% 1.75[0.09t0 33.63]
Wiatts 2000 1 303 0 103 0.7% 103[0.04t0 25.00]
Subtotal (95% CI) 1684 681 11.4% 0.76[0.34t01.70] ‘
Total events 13 10
Heterogeneity: Tau?= 0.00; Chi?=196. df= 9 (P= 0.99); I’= 0%
Test for overall effect: 7= 0.66 (P= 0.51)

1..2 Open trials

Guidozzi 1999 32 62 4 68 76.7% 0.86[0.63t0117] !

Hall 1994 3 37 3 16 3.3% 043[01010192] .

Hall 1998 0 40 1 20 0.7% 017[0.01t0 4.01] . |
Komulainen1999 1 115 2 15 13% 050[0.05t0544] v |

Mosekilde 2000 4 502 8 504 51% 050[015t01.66] . |
Pérez-Jaraiz1996 0 26 1 52 0.7% 0.65[0.03t015.53] ' |

Ravn1999 0 10 1 109 0.7% 0.33[0.01t08.02] ' |

Subtotal (95% Cl) 892 884 88.6% 0.78[0.59t01.05] "

Total events 40 57

Heterogeneity: Tau?= 0.00; Chi*=3.09. df= 6 (P=0.80); I’= 0%

Test for overall effect; Z=166 (P=010)

Total (95% Cl) 2576 1565 100.0% 0.78[0.60t01.02] ’I

Total events 53 67

Heterogeneity: Tau?= 0.00; Chi?=4.97 df=16 (P=1.00); I’= 0% t t
Test for overall effect: Z=178 (P= 0.07) 0.01 ol 1 10 100
Test for subgroup differences: Chi?= 0.00. df=1(P= 0.95); ’= 0% BETTERMHT  BETTER PLACEBO

(*) The meta-analysis by Salpeter et al. used the Odds Ratio (OR) to estimate the effect. We have used the relative risk
(RR), which is more commonly used in clinical trial meta-analyses. In addition, according to the original data from the
trial by Mosekilde et al*, a total of 8 subjects who did not receive MHT died. The original meta-analysis by Salpeter et
al?® used a total of 9 deaths (one more than the actual value) due to a transcription error. This error has been correc-
ted in Figure S1 herein.
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Figure S2. Mortality in the meta-analysis by Salpeter et al. in healthy women aged < 60 years (own
calculation).

MHT Placebo Risk Ratio Risk Ratio
Study or Subgroup Events | Total Events | Total | Weight | M-H.Random.95% Cl M-H. Random. 95% Cl
1.1 Double-blind trials
Arrenbrecht 2002 1 108 0 53 54% 149[0.06 10 35.88] .
Giske 2002 1 123 0 43 54% 1.06[0.04 t0 25.65]
Kyllonen1998 1 52 0 26 55% 153[0.06 t0 36.27] .
Lindsay 1976 1 63 1 57 73% 0.90[0.06t01413] v
Mijatovic 1998 0 13 1 13 57% 0.33[0.01t0750] .
PEPI1995 3 701 0 174 6.3% 1.75[0.09t0 33.63] .
Watts 2000 1 303 0 103 54% 103[0.04t0 25.00]
Subtotal (95% Cl) 1363 469 40.9% 1.04[0.33103.30] ‘
Eventos totales 8 2

Heterogeneity: Tau?= 0.00; Chi?= 0.75. df= 6 (P=0.99); I’= 0%
Test for overall effect: Z= 0.06 (P=0.95)

1..2 Open trials

Komulainen1999 1 15 2 115 9.6% 0.50[0.05t0 5.44] 1
Mosekilde 2000 4 502 8 504 385% 0.50[015t01.66] i
Pérez-Jaraiz1996 0 26 1 52 55% 0.65[0.03t015.53] .
Ravn1999 0 110 1 109 54% 0.33[0.01t08.02] '
Subtotal (95% C1) 753 780 | 591% 049[019t0130] <P
Eventos totales 5 12

Heterogeneity: Tau?= 0.00; Chi’= 0.09. df=3 (P=099); ’= 0%
Test for overall effect: Z=143 (P= 015)

Total (95% Cl) 216 1249 | 100.0% 0.67[0.32t01.41] ‘

Eventos totales 13 14

Heterogeneity: Tau?= 0.00; Chi?=1.76. df=10 (P=1.00); I’= 0% } }

Test for overall effect: Z=1,06 (P= 0.29) 0.01 0l 1 10 100
Test for subgroup differences: Chiz=0.93.df=1(P=0.34); = 0% FAVOURS (MHT)  FAVOURS (PLACEBO)
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CONCLUSIONS

= MHT is an effective treatment for controlling vasomotor
symptoms in peri- and postmenopausal women.

= The Women’'s Health Initiative trials, which were performed
with different oestrogens to those used currently, related
this use to a potential increase in cardiovascular risk and
breast cancer in MHT users, thus leading to restrictions on
the use of this treatment in postmenopausal women. The
clinical effects of the oestrogens used currently have recei-
ved little attention, although the limited evidence available
does not suggest any substantial clinical differences with
regard to those used in the Women’s Health Initiative trials.

=1 Apost-hocreanalysis of the effects of MHT in women aged
50-59 years with vasomotor symptoms showed no increa-
se in the incidence of atherosclerotic cardiovascular di-
sease, a composite outcome of myocardial infarction, an-
gina-related hospitalisation, coronary revascularisation,
ischaemic stroke, peripheral arterial disease, carotid disease
or cardiovascular-related death. In the case of women aged
over 60 years, it appears that MHT may increase cardio-
vascular risk, especially the incidence of stroke and throm-
boembolic events.

=1 The FDA has recently reassessed the evidence and has lif-
ted the restrictions concerning cardiovascular risk and
breast cancer due to the use of MHT in women aged 50 to
59 years. However, this decision does not appear to be ba-
sed onscientific evidence of a minimally acceptable quality.
Indeed, the European Medicines Agency maintains its war-
nings concerning these risks.
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= The adjusted results from the WHI clinical trial did not show
any significantdifferences in the incidence of breast or can-
cer colorectal with or without MHT. However, recent ob-
servational evidence suggests that the combination oestro-
gen plus progestogen may double the risk of invasive breast
cancer in women aged 50 to 59 years. The use of oestro-
gensas monotherapy in this age group increased the risk by
30%.

=1 Around half of MHT users in Navarre are aged between 50
and 59 years. In both this age group and in all women using
MHT, half receive treatment for at least 3 years.

= When, after a personalised assessment, MHT isindicated for
the the control of vasomotor symptoms in women in this
age range, itis recommended to use the minimum effec-
tive dose for the shortest time possible given that the risk
of breast cancer appears to increase with duration of treat-
ment.
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