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HRT and Cancer Risk: How the WHI Study Misled a
Generation
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For over two decades, prescribers have been refusing or withdrawing hormone replacement therapy from
symptomatic menopausal women on the basis of a cancer risk that, on closer reading of the original Women's
Health Initiative data, applies to a narrower population than guidelines once implied.1 The clinical dilemmais
straightforward: undertreated menopausal symptoms carry their own morbidity burden, and the blanket caution
applied after 2002 has caused measurable harm through undertreatment.2 The immediate takeaway is that for
healthy women aged under 60 initiating HRT within ten years of menopause, the absoluterisk increasefor breast
cancer with combined oestrogen-progestogen therapy is small, and the risk profile for oestrogen-only therapy
in women post-hysterectomy may be neutral or modestly favourable.1

The Pivot: Reanalysis of the WHI cohort, stratified by age at initiation and time since menopause, overturns
the population-level risk framing that drove two decades of HRT avoidance.l1

The Data: In the WHI oestrogen-plus-progestogen arm, the absolute excess risk of breast cancer was
approximately 8 additional cases per 10,000 woman-years, a figure that must be weighed against a
background incidence and against the absolute benefits in fracture, vasomotor symptom control, and
quality of life.1

The Action: Prescribers should apply the "timing hypothesis" in practice: initiate a shared decision-making
conversation with symptomatic women under 60 or within ten years of menopause, using absolute rather

than relative risk figures, and consider oestrogen-only therapy in post-hysterectomy women where the
breast cancer signal is absent or inverse.2

TheWomen'sHealth Initiative, published in 2002, enrolled 16,608 postmenopausal women aged 50 to 79 and randomi sed
them to conjugated equine oestrogen plus medroxyprogesterone acetate versus placebo.1 The trial was stopped early at
amean of 5.6 years due to anominally elevated breast cancer hazard ratio of HR 1.26 (95% ClI, 1.00 to 1.59) in the
combined hormone arm.1 What followed was not a careful communication of absolute risk to prescribers and patients. It
was acollapsein prescribing. HRT use in the United States dropped by more than 50% within two years of publication,
and similar declines were recorded across the UK and Australia.2 The problem was not that the data were fabricated.
The problem was how they were framed, disseminated, and absorbed into clinical habit.

The WHI population skewed older than the women most likely to be candidates for HRT. The mean age at enrolment
was 63 years, meaning alarge proportion of participants were initiating hormones more than a decade after menopause,
awindow in which cardiovascular and oncological risk profiles differ materially from those of recently menopausal
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women.1 The "timing hypothesis,”" subsequently articulated through secondary analyses of WHI data and supported

by the Nurses' Health Study, holds that oestrogen's vascular and cellular effects differ depending on the stage of
atherosclerosis and tissue oestrogen-receptor status at the time of exposure.2 Initiating therapy close to menopause, in
awindow sometimes defined as thefirst ten years or before age 60, is associated with a more favourabl e cardiovascular
risk profile than late initiation.2

What the data actually show
When WHI data are stratified by age, women aged 50 to 59 in the combined hormone arm showed a non-significant

trend toward lower all-cause mortality during the intervention period, in contrast to the elevated hazard seen in older
age groups.1 In the oestrogen-only arm, which enrolled 10,739 post-hysterectomy women, breast cancer incidence was
actually lower in the hormone group at trial completion: HR 0.77 (95% ClI, 0.59 to 1.01), afinding that received a
fraction of the media and clinical attention given to the combined-arm result.1 Extended follow-up at 13 yearsin the
oestrogen-only arm produced a statistically significant reduction in breast cancer incidence: HR 0.79 (95% Cl, 0.65 to
0.97), dlongside a significant reduction in breast cancer mortality.1 These numbers did not reshape prescribing culture
the way the 2002 press release did.

The progestogen component matters. M edroxyprogesterone acetate, the synthetic progestogen used in WHI, has a
different receptor binding profile and metabolic footprint from micronised progesterone, which is now available and
widely used in transdermal and oral formulationsin Europe.3 Observational data, including the large French E3N cohort
study of 80,377 women, indicate that oestrogen combined with micronised progesterone carriesalower breast cancer risk
than oestrogen combined with synthetic progestogens, though the absence of randomised data on this specific question
limits the strength of that inference.3 The route of oestrogen delivery also affects venous thromboembolism risk: oral
oestrogen is associated with atwo- to three-fold increase in VTE risk, while transdermal oestrogen at standard doses
does not appear to carry the same hepatic first-pass effect on clotting factors.3 The MHRA and NICE updated their
guidance to reflect this distinction, but uptake of transdermal formulations in primary care has been inconsistent.4
Limitations of this evidence base are real and should not be discarded. The WHI remains the only large randomised
trial of HRT with hard clinical endpoints. Observational studies are subject to healthy user bias, and the E3N data
cannot substitute for a randomised comparison of formulation types. Absolute risk figures vary by individual baseline
risk, and women with BRCA1 or BRCA2 mutations, a personal history of hormone receptor-positive breast cancer, or
unexplained vaginal bleeding require separate risk assessment frameworks. The gap in the evidence is not the question
of whether HRT causes harm at the population level of the WHI. It is the absence of alarge modern randomised trial
using transdermal oestrogen and micronised progesteronein women aged 50 to 59, with breast cancer and cardiovascul ar
events as co-primary endpoints. That trial has not been done.

CLINICAL IMPLICATIONS

The most striking consequence of the 2002 WHI publication is not what it found. It is how a single hazard ratio,
stripped of its confidence interval and its population context, restructured prescribing behaviour across an
entire specialty for twenty years. Prescribers reduced HRT use in symptomatic women in their early fifties, the
very group in whom the trial showed the least signal of harm and the most potential for benefit. The resulting
undertreatment carries a cost: vasomotor symptoms affect sleep, cognition, cardiovascular risk, and bone
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density. Untreated menopause is not a neutral state, and framing HRT refusal as the cautious option has
never been as evidence-based as it felt.

The industry dimension is not incidental. The post-2002 collapse in HRT prescribing created commercial
conditions that slowed the development of safer formulations and delayed market entry for transdermal

and micronised progesterone products in primary care settings. Now that the pendulum is moving back,
Besins Healthcare's Utrogestan and the various transdermal oestradiol patches are being prescribed with

a confidence that the randomised evidence does not fully justify. The E3N data are observational. The timing
hypothesis is a post-hoc stratification of a trial not designed to test it. Prescribers should make these decisions
with women, using real numbers, not with a new wave of overcorrection replacing the old one.

NICE guideline NG23 and the British Menopause Society position statements now broadly support

HRT initiation in symptomatic women under 60 without contraindications, emphasising individualised risk
assessment over blanket caution. The problem is that guideline uptake in general practice remains uneven,
and many women are still being told their symptoms are "not bad enough" or being offered antidepressants as
a first-line intervention for vasomotor symptoms, a use-case with thinner evidence than the HRT it is replacing.
If the medical community is serious about correcting the harm done by the misreading of WHI, the work is
less about publication and more about what happens in a ten-minute GP appointment.

EDITORIAL & Al STANDARDS
Al tools are used solely to structure and summarise evidence from peer-reviewed primary sources. No Al-generated conclusions appear in The
Life Science Feed without editor verification against the primary source.
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