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DR. SARAH GRAY

FEARS AND FACTS: WHAT DO WE KNOW ABOUT HRT?

There is perceived fear among 
women regarding the use of 

hormone replacement therapy 
(HRT) and risk of breast cancer. 
However, it’s important to help 

women understand that the 
breast cancer risk is comparable 
to their lifestyle choices and the 
additional effect of hormones is 

overlaid on it.
Furthermore, the risk of breast 
cancer also depends on other 

factors such as age, type of HRT 
and duration of use. The risk of 

adverse effects such as 
cardiovascular disease (CVD) and 
cancer has been documented in 
older postmenopausal women 

and those on long-term HRT 
therapy. The decision of using 

HRT must therefore be 
individualized based on the 

risks versus benefits.

HRT (also known as menopausal 
hormonal therapy) is prescribed to 
relieve the symptoms of menopause.1

HRT can bring several improvements in 
quality of life including prevention of 
osteoporosis.1

However, concerns about the adverse 
effects, particularly the increased risk of 
breast cancer associated with HRT has 
resulted in a substantial decrease in HRT 
use over the years.1

AGE
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Factors affecting the effects of HRT

An overview on HRT
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HRT and breast cancer risk: Type and timing of HRT matters

A recent meta-analysis found an increased risk of breast cancer in women taking combined 
oestrogen-progestogen for HRT that became apparent after about 1–4 years of use.3

Meta-analysis of prospective 
studies (58 studies) 

108 647 postmenopausal women 
developed breast cancer at mean 

age 65 years; 55 575 (51%) had 
used HRT

Breast cancer risk was greater 
for oestrogen-progestogen than 

progestogen-only HRT

Definite excess risks associated 
with 1–4 years of use

Risk progressively greater with 
longer duration of use

Risk lower for combinations 
containing dydrogesterone

KEY FINDINGS

Body mass index (BMI) Alcohol

Women with BMI >30 kg/m2 are 
at a higher risk of breast cancer.1 

Heavy alcohol consumption 
increases the breast cancer 

risk by 40-50%.4

Consideration of other risk factors that have a greater 
impact on breast cancer risk than HRT

Breast cancer risk with HRT is comparable to the breast cancer risk in women with high 
BMI, who never used HRT.3
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HRT and venous thromboembolism (VTE): Deciphering the risk
It is not only HRT, but other factors like BMI and mode of administration that play an important 
role on the risk of VTE.5

HRT and impact on osteoporosis: Don’t ignore the benefits6,7

In
postmenopausal

women

HRT prevents bone loss and osteoporosis6

HRT prevent fractures6

HRT increases bone density and reduces 
bone turnover7

HRT effects are dose-dependant6 

Risk of 
VTE

Oestrogen-only preparation with 
conjugated equine estrogens (CEE) 

has higher VTE risk than the 
preparation with estradiol

Associated risk of VTE is higher 
when orally administered

Women with BMI of >30 kg/m2 are 
at greater risk of VTE

Treatment with HRT in 
postmenopausal women 
increases the risk of VTE
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Two Women's Health Initiative (WHI) hormone 
therapy trials recruited 27 347 postmenopausal 

women aged 50 to 79 years

CEE (Conjugated Equine Estrogens)  plus medroxy 
progesterone acetate (MPA) (n = 8506) vs.  placebo 

(n = 8102) for 5.6 years (median) or CEE alone 
(n = 5310) vs. placebo (n = 5429) for 7.2 years (median)

KEY FINDINGS: 

HRT with CEE plus MPA and CEE alone was not associated 
with risk of all-cause, cardiovascular, or total cancer 
mortality during a cumulative follow-up of 18 years

HRT was not shown to be associated with all-cause, cardiovascular, or cancer mortality 
during a cumulative follow-up of 18 years.8

HRT and impact on all-cause/ cause-specific mortality: 
Insights from recent evidence
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PROF. TOMI S. MIKKOLA

The main fear regarding HRT 
among women is breast cancer. 
On the contrary, among doctors, 

the main fear about HRT is 
CVD. It is important to note that 

not all progestins are alike. The risk 
of breast cancer and all-cause 

mortality is found to be lower with 
natural progestins like 

dydrogesterone compared to 
others. 

Pertaining cardiovascular risk, 
evidence from a meta-analysis has 
shown lower risk of coronary heart 

disease and all-cause 
mortality, if the hormone therapy 
is initiated in recently menopausal 

women i.e., <10 years from 
menopause, or <60 years of age.

HORMONE THERAPY IN RECENTLY MENOPAUSAL
SYMPTOMATIC WOMEN

Menopausal 
symptom relief

Vascular benefits
Bone protection

Reduced all-cause 
mortality

Alzheimer’s 
Disease

Venous thrombosis
Breast cancer and 

ovarian cancer
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HRT benefits outweigh the risks2,5,9

A significantly larger risk reduction was detected 
in the 50 to 59 years age group (standardized 

mortality ratio 0.33; CI 0.29-0.37)

HRT and lower breast cancer mortality:
Unleashing the evidence

Breast cancer mortality risk was reduced in 
all HRT users with exposure of 5-10 years

489,105 women using HRT compared to 
the background population

Reduced risk of breast cancer mortality has been reported in women using HRT.10
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The choice of progestogen makes a difference!

Higher risk for Norethisterone 
adjusted odds ratio 1.88 (95% 
confidence interval 1.79 to 1.99) 

Lower risk for Dydrogesterone
(1.24, 1.03 to 1.48)

Long-term systemic use of HRT is associated 
with increased risks of breast cancer, mostly 
attributable to the progestogens such as 
medroxyprogesterone, norethisterone, and 
levonorgestrel.1

The risk of breast cancer is found to be highest 
for norethisterone and lowest for natural 
progesterone like dydrogesterone.1

HRT and impact on all-cause mortality and risk of CVD

Possible cardiovascular benefits of HRT9

As per a 2022 study, HRT was found to significantly reduce all-cause 
mortality and risk of CVD2

When initiated in women <60 years and/or near menopause

The magnitude and type of HRT-associated risks, 
including breast cancer, stroke, and venous 

thromboembolism, are rare (<10 events/10,000 women)

Coronary heart disease 
(CHD) is the no.1 killer of 

women worldwide

Healthy, recently menopausal 
women aged 50– 59 years 

can benefit from HRT in 
terms of reduced CHD

Endogenous oestrogen 
protects premenopausal 

women from CVD

1

2
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Lower risk for Dydrogesterone                   
(1.24, 1.03 to 1.48)

DR. KATRIN SCHAUDIG

Despite the suffering of climacteric complaints, there is still a great 
reluctance among women to take hormones. The main obstacle for HRT use 
is the fear of breast cancer. While discussing the facts with the patient, it is 
important to discuss the individual risk factors that have greater impact on 

breast cancer than HRT. Choose an HRT with a favourable risk/ benefit ratio.
Due to the widespread misconception about the risks and benefits of HRT, 
there is a need for appropriate education of the health care professionals 

and women on this topic. While communicating HRT benefits women’s 
emotions should also be considered.

HOW TO MANAGE PATIENTS‘ RELUCTANCE VS. 
BENEFITS 

Poor social opinion on hormones

Misleading information about safety

Poor training of health care professionals

Traditional thinking of coping without medication

Reasons for patients‘ reluctance to take HRT
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How to deal with the reluctance or fear about HRT use

Points to consider for making women feel better about 
HRT11

Choose an HRT with favourable risk-benefit ratio

Communicate the risks in an understandable way

Speak in absolute numbers

Discuss the individual risk factors

Before starting HRT After starting HRT

Ensure there is no breast 
cancer already

Regular examinations 
of the breast

The progestin makes the difference for breast cancer risk1

For combined progestogens, the increased risk is highest for norethisterone 
and lowest for dydrogesterone1
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KEY TAKEAWAYS :

Breast cancer is not the leading cause of mortality in women12

Appropriate education of women regarding HRT is crucial 
and needs to be intensified

Not all HRT are equal in breast cancer risk

Dydrogesterone has comparatively lower risk profile 
in terms of breast cancer mortality

HRT is most beneficial when initiated to healthy and 
recently menopausal women aging  around 50-59 years

1

2
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4
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