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Information Sheet 

Tibolone as menopausal hormone therapy 

 
Key Points 

 

• Tibolone is a synthetic steroid hormone.  Its metabolites have oestrogenic, 

progestogenic and androgenic properties 

• Tibolone is indicated for the management of oestrogen deficiency symptoms and 

for the prevention of bone loss at the time of menopause 

• Some studies have reported an improvement in sexual function or libido with the 

use of tibolone  

• Tibolone is not recommended for use in women with a history of breast cancer 

and should be used with caution in women over age 60. 

 
 

What is tibolone?  

Tibolone is a synthetic steroid which has oestrogenic, progestogenic and androgenic 

action. The drug is metabolised into three active metabolites, two of which bind solely 

to the oestrogen receptor, and a third which has affinity for the progesterone 

(preventing endometrial hyperplasia) and androgen receptors. The oestrogenic 

effects are exerted mainly in bone and vagina and are responsible for control of 

vasomotor symptoms and prevention of bone loss. In limiting the conversion of 

oestrone to oestradiol, tibolone may reduce the oestrogenic effects in breast tissue. 

Tibolone has androgenic effects in the brain and liver; both by reducing SHBG and by 

weak stimulation of the androgen receptor. (1, 2) 

How effective is tibolone? 

Vasomotor symptoms: Evidence from randomised trials suggests that tibolone 2.5mg is 

more effective than placebo but less effective than combined MHT in controlling 

vasomotor symptoms. Tibolone is associated with a higher rate of unscheduled 

bleeding than placebo but a lower rate than combined MHT (3). 

Bone health: The effect of tibolone on preventing bone loss is similar to MHT (4). In the 

LIFT study, 4538 women age 60-85 years with osteoporosis on the basis of BMD or 

minimal trauma vertebral fracture, were randomised to 1.25mg tibolone or placebo.  

After a median of 34 months, there was a significant reduction in the absolute risk of 
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both vertebral and non-vertebral fractures.  The reduction in fracture risk was also 

seen in women with a pre-existing vertebral fracture. 

Sexual health: Tibolone improves sexual function in women with low libido, compared 

to placebo in clinical trials, which may be due to tibolone's combined oestrogenic 

and androgenic properties. (5, 6) .  Whether there is any advantage of tibolone 

compared to conventional MHT is unclear with studies yielding both positive and 

negative outcomes (7-9) .    

Who can use it? 

Tibolone can be used by post-menopausal women who have an intact uterus and 

have not experienced a natural period for at least one year. If taken sooner, in the 

perimenopause, irregular bleeding may be experienced. Women can also transition 

from cyclical or combined continuous MHT onto tibolone. Tibolone has the same 

contraindications as any oral combined MHT. 

Side effects 

Side effects of tibolone may include headache, dizziness, nausea, abdominal pain, 

swollen feet and itching. Breast tenderness is uncommon. Slight bleeding or spotting 

may commonly occur initially but tends to subside after a few months. Amenorrhoea 

is achieved by about 80% of women after the first month of treatment with tibolone 

and over 90% after the third month of therapy (10). 

Long term safety of Tibolone 

Evidence to assess the long-term safety of tibolone compared to placebo or MHT is 

limited as most studies provide follow‐up for only two to three years. Compared to 

placebo, tibolone appears to increase the risk of recurrence in women with a history 

of breast cancer and may increase the risk of stroke in women over 60 years of age. 

Breast: Preclinical studies looked at the effect of tibolone on oestrogen metabolism in 

the breast and in breast cancer cells. As it slowed proliferation and increased 

apoptosis in the breast cancers it was thought to be safer for women at risk of or who 

had a history of breast cancer.  In a small clinical trial it was associated with less 

mammographic breast density, compared to combined MHT and no different to 

placebo after six months (11). While there are very few randomized trials of tibolone in 

women without a history of breast cancer with breast cancer as a secondary 

endpoint, a systematic review of four studies showed no significant increase in breast 

cancer (3). In contrast, epidemiological studies including the Million Women Study, 

reported an increase in breast cancer among current users of MHT including tibolone 

(12-15), and the LIBERATE study reported increased recurrence of breast cancer in 

patients taking tibolone (16). It is therefore currently recommended that women with 

a history of breast cancer should not be prescribed tibolone (17).  
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Cerebrovascular events: The LIFT study demonstrated an increase in stroke in the 

tibolone group compared with the placebo (18).   Like other hormone treatments the 

risk was greatest in the first year of use and the risk increased with age.   For women 

aged 60 – 69 the absolute risk was 2.8 times greater than the placebo group.  

Conversely, the Cochrane systematic review which included 4 RCT’s, showed no 

increase in stroke rate with tibolone use (3).   

Cardiovascular disease and Lipids  

Of the few RCT's that compare tibolone vs placebo or MHT, no significant difference 

has been demonstrated in cardiovascular events.  Similarly, the Cochrane systematic 

review demonstrated no difference in the incidence of venous thromboembolic 

events between the tibolone and placebo group.   A systematic review and meta-

analysis (19) concluded tibolone decreased total cholesterol, HDL and triglycerides.  

Endometrial Malignancy 

A Danish registry study found an increased risk of endometrial malignancy in Tibolone 

users compared to non-users (20).  Importantly though, the Cochrane systematic 

review which included 8 randomised controlled trials comparing Tibolone with 

placebo, did not show any difference between the two groups (3).  There were 

however, low case number reported in both groups and follow up only to 3 years.  It is 

recommended that women taking Tibolone who experience unexpected post-

menopausal bleeding undergo investigation as for women who take conventional 

MHT.  

Summary 

Tibolone is indicated for the management of vasomotor symptoms associated with 

the menopause and for the prevention of bone loss.   It can be considered an 

alternative to conventional MHT where improvement in libido is desired.   Its effect on 

lipid metabolism and haemostasis are less certain, while the long-term effects of 

tibolone on breast cancer and cardiovascular disease remain unknown.  It is not 

recommended for use in women with a history of breast cancer and should be used 

with caution in women over age 60 because of the increased stroke risk.   
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