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Letters to the Editor

Evidence-based management of
menopause

Magraith and Jang’s menopause review' contains
unsupported claims. Menopausal hormone therapy
(MHT) is characterised as ‘highly effective’ and

‘the most effective treatment’ for menopausal
symptoms. A list of symptoms includes sleep
disturbance, mood changes, cognitive concerns and
musculoskeletal symptoms, which are not actually
menopausal. Neither the purported benefits nor
harms of MHT are quantified, except for a doubling
or tripling of venous thromboembolism (VTE) risk.
However, absolute risk of VTE is described only as
remaining low. Risks of heart attack, stroke and
breast cancer, similarly, remain unquantified.

The claim that menopause - rather than ageing

per se - is associated with increased risk of
cardiovascular disease is supported not by research
evidence, but by an International Menopause Society
guideline.? Among the guideline’s 21 authors, 14
report pharmaceutical industry funding. A claim that
good evidence supports MHT’s role in preventing
cardiovascular disease cites a Cochrane review;
however, this review concludes there is ‘strong
evidence that treatment with hormone therapy in
post-menopausal women overall, for either primary
or secondary prevention of cardiovascular disease
events has little if any benefit...?

A claim that there is no maximal duration of MHT
use is similarly cavalier; based on the UK Million
Women study, 5 years use of estrogen plus
progestogen leads to 6 extra breast cancers per
1000 users; 10 years use leads to 19 extra breast
cancers per 1000 users.*

Readers of Australian Prescriber deserve evidence-
based recommendations.

Barbara Mintzes

Professor, School of Pharmacy and Charles
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Drug Bulletins
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McGraith and Jang's article on menopause makes
statements and draws conclusions that are not
supported by evidence." Pharmaceutical companies
have attempted to attribute all symptoms associated
with ageing to menopause,? but the only symptoms
proven to be associated with menopause are hot
flushes and vaginal dryness.® The authors describe
quality of life as an established benefit of MHT, but
there is no evidence that MHT improves quality of life

unless a woman is having severe hot flushes.*

The authors also imply that MHT prevents
cardiovascular disease when neither estrogen
alone nor estrogen plus progestogen combinations
demonstrated this benefit in the Women’s Health
Initiative (WHI) trial or in any other randomised
controlled trial.>®

The consequences of serious adverse effects

are underestimated in this article. Estrogen plus
progestogen combinations increase the risk of
stroke, double the risk of VTE and dementia, and
increase the risk of incontinence.” Estrogen alone
increases the risk of stroke.b When the WHI study
identified that the harms of MHT outweighed its
benefits,>® the corresponding drop in prescribing
MHT was associated with a decrease in breast cancer
rates around the globe, including in Australia.®
Adriane Fugh-Berman

Professor and Physician, Georgetown University
Medical Center, Washington DC
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Karen Magraith and Christina Jang, the authors of
the article, comment:

We thank Fugh-Berman and Mintzes for their
Letters to the Editor regarding our article and
we appreciate the opportunity to respond.

The symptoms associated with menopause are well
recognised. While hot flushes and genitourinary
symptoms are the most frequently encountered, a
multitude of studies describe women reporting a range
of other symptoms associated with menopause.

We disagree that we have understated the risks
associated with MHT. The baseline risk for VTE is 1to
2 events in 1000 person-years;> for women taking
MHT, the risk is 2 to 3 events in 1000 person-years,
which is considered low.® Fugh-Berman states

that estrogen plus progestogen combinations
increased the risk of VTE, but fails to discuss that
this is associated with the route of administration

of estrogen and the type of progestogen used. Our
article states that there is a thromboembolic risk
associated with oral estrogen and that transdermal
estrogen is preferred for women at risk. We note
the author has referenced her own work from
2006,” which largely discusses the findings from the
Heart and Estrogen/progestin Replacement Study
(HERS)® and the WHI trial;*'° in both studies oral
estrogen was the main therapy used. Since then,
several observational studies have been published
that found no association between transdermal
estrogen and increased VTE risk."2

Fugh-Berman focuses on the risk of breast
cancer associated with estrogen plus
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progestogen, referencing the WHI trial.>'° The
combination of conjugated equine estrogens and
medroxyprogesterone was the most commonly
used regimen in this study, and the risk was only
seen in women taking combination treatment,
implicating the role of progestogens.®'® Our article
has referenced a study that described a lower
risk associated with micronised progesterone and
dydrogesterone.” Until breast cancer rates have
been studied for women using more modern
forms of MHT, we would argue against attributing
an increased risk of breast cancer to all forms of
MHT equally.

Mintzes questions our referencing of the Boardman
Cochrane review" and the evidence for MHT

in cardiovascular disease prevention. We were
referring to the subgroup analysis in the Cochrane
review that focused on women starting MHT within
10 years after menopause and showed lower
mortality and coronary heart disease in this group.”
We have stated that MHT is not indicated for
primary prevention of cardiovascular disease.

Our comment that there is no arbitrary limit for
the use of MHT is consistent with major societal
guidelines, including from the North American
Menopause Society,”” and a joint statement from
the International Menopause Society, British
Menopause Society, European Menopause

and Andropause Society, Royal College of
Obstetricians and Gynaecologists, and Australasian
Menopause Society.

The menopause experience is different for every
woman. We have not recommended that all
postmenopausal women use MHT; MHT can

be offered to symptomatic women with no
contraindications after a discussion about risk

of harms versus benefits. We have presented
evidence-based information and referenced studies
published in peer reviewed journals. It is essential
that women be given a balanced view of MHT,
including up-to-date research, so that they can
make an informed decision about their health.
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