Information Sheet

Tibolone as menopausal hormone therapy
Key Points
• Tibolone acts as a combined oral hormone therapy for treating menopausal symptoms
• It has not been researched as extensively as some other forms of HT
• Evidence for improved sexual function with tibolone is not strong
• An increased risk of stroke was found in women over 60 years of age
• It is contraindicated in women who have had breast cancer
• Risks vs benefits for an individual need to take into account their co-morbidities.

What is tibolone?
Tibolone is a synthetic steroid molecule which is, in essence, a progestogen. Post absorption, its
metabolites have oestrogenic, progestogenic and androgenic properties (1, 2). The oestrogenic
effects are exerted mainly in brain, bone and vaginal tissues and are responsible for control of
vasomotor symptoms and prevention of bone loss. The effect of the progestogenic metabolites on
the endometrium prevents hyperplasia. Limited conversion of oestrone to oestradiol may reduce
the oestrogenic effects of tibolone in the breast. Androgenic effects are thought to enhance
testosterone availability by reducing sex hormone binding globulin (SHBG).
How effective is tibolone?
In randomized trials tibolone 2.5mg has been found to be more effective than placebo and less
effective than standard dose combined MHT in controlling vasomotor symptoms. Moderate-quality
evidence also suggests that tibolone is associated with a higher rate of unscheduled bleeding
than placebo, but a lower rate of bleeding than with combined MHT (2).
Tibolone has been found to be effective in the prevention of bone loss. The effect of tibolone on
bone seems similar to MHT (3). In the LIFT study the absolute reduction in vertebral fractures in the
tibolone group, was 8.6 (95% CI, 4.4 to 12.9) per 1000 person-years with a relative reduction hazard
of 45% (95% CI, 26 to 59) (4). There was also a reduction in the absolute risk of nonvertebral
fracture. Adverse events seen in the LIFT study limit its usefulness for the older population with low
bone density.
Tibolone decreases SHBG and increases bioavailable testosterone. In addition, the Δ4-isomer of
tibolone stimulates androgen receptors. Both of these actions are thought to have a positive effect
on sexual function. However, there is low quality evidence for this. A Cochrane meta-analysis of
studies of tibolone v placebo in postmenopausal women found no effect to a small benefit, with
wide confidence intervals (5).
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Randomized controlled trials have studied tibolone v MHT for sexual function. Two large trials have
studied tibolone v transdermal MHT. The LISA study randomised 403 women to tibolone or
transdermal oestradiol/norethisterone for 24 weeks (6). Both treatments found improvement in the
satisfying sexual event rate for both groups, with no difference between groups. In the per protocol
analysis, but not in the intent-to-treat analysis, the increase in Female Sexual Function Index (FSFI)
scores was significantly greater in the tibolone group when compared with the MHT group (p =
0.025). A 48-week study of 437 women randomized to tibolone or transdermal
oestradiol/norethisterone found improvement in both groups on McCoy’s Sex Scale Questionnaire
(7).
Other studies compared tibolone with oral MHT. A study comparing tibolone, oral CEE/MPA and
placebo found a significant increase in sexual function, as measured by the FSFI, in the tibolone
group but no statistically significant difference between tibolone and CEE/MPA (8). Uygur et al
found improved sexual function in tibolone v CEE/MPA in face-to-face questioning rather than a
standardised questionnaire (9).
Who can use tibolone?
Tibolone can be used by women who have an intact uterus and have not experienced a natural
period for at least one year. If taken sooner, 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 of tibolone
Side-effects 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).
Safety of tibolone
• In the LIFT study of tibolone for the prevention of bone loss and osteoporotic fractures, there
was an increase in stroke in the tibolone group compared with the placebo group (4). This was
mainly seen in women over 60 years of age. The increase among women in their 50s was 4
extra cases per 1000 and among women in their 60s, an extra 13 cases per 1000 women.
•

Tibolone decreases total and LDL cholesterol and triglyceride levels. However, it also decreases
HDL cholesterol. The impact of these changes on cardiovascular events is not clear. Metaanalysis of only four studies examining this showed a non-significant odds ratio for
cardiovascular events with tibolone of 1.38 [ 0.84, 2.27 ] (2).

•

The data on breast safety have been contradictory. Preclinical data on tibolone concentrated
on its effect on oestrogen metabolism in the breast. Tibolone and its metabolites reduce
sulfatase and stimulate sulfotransferase activity thereby inhibiting the formation of active
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oestrogenic substances and promoting the formation of inactive oestrogens (11). It is
associated with less breast density than conventional continuous combined MHT (12). It was
therefore thought to be safer, in terms of breast cancer risk, for women at risk of breast cancer
or even those who had had breast cancer. However, in the LIBERATE study tibolone was found
to increase the risk of recurrence of breast cancer in patient with treated breast cancer with
an odds ratio of 1.50 (1.21, 1.85) (13).
There are very few randomized trials of tibolone in women without breast cancer history with
breast cancer as a secondary endpoint. A meta-analysis of four studies showed no significant
increase in breast cancer (2).
However, there are epidemiological studies which raise concern. The Million Women Study, an
uncontrolled study based on recall of MHT use, reported an increase in breast cancer with
tibolone use - 1·45 (1·25–1·68), p<0·0001. An Australian case-control study found an odds ratio
of 2.27 (1.01-5.10) for current tibolone use (14). A data linkage study from Norway identified a
relative risk of 1.91 (1.61-2.28) in tibolone users (15). A prospective data-linkage study in
Sweden also reported an increase in odds ratio with tibolone use of 1.68 (1.51-1.87) (16).
•

In addition, a data-linkage study from Denmark identified current users of tibolone had an
increased relative risk for ovarian cancer of 1.42(95% CI, 1.01–2.00) and serous ovarian tumors
of 2.21 (95%CI 1.48–3.32)). Compared to never users, the relative risk of endometrial cancer was
3.56 (95%CI 2.94–4.32) among current users of tibolone and 3.80 (95%CI 3.08–4.69) of type 1
endometrial cancer (17).

It is not clear why the preclinical data and the epidemiological studies are at such variance. It is
possible that there may be some ascertainment bias, in that women with an increased risk of
breast cancer were prescribed tibolone in preference to conventional MHT. It is also possible that
the reassuring oestrogen metabolism data for tibolone has overlooked the contribution of
progestogen to breast cancer risk, as was identified in the WHI study.

www.menopause.org.au
Note: Medical and scientific information provided and endorsed by the Australasian Menopause Society might not be relevant to a
particular person's circumstances and should always be discussed with that person's own healthcare provider. This Information Sheet
may contain copyright or otherwise protected material. Reproduction of this Information Sheet by Australasian Menopause Society
Members and other health professionals for clinical practice is permissible. Any other use of this information (hardcopy and electronic
versions) must be agreed to and approved by the Australasian Menopause Society. ID:2018-12-05

3

References
1. Kloosterboer HJ. Tibolone: a steroid with a tissue-specific mode of action. J Steroid Biochem Mol Biol.
2001;76(1):231-8.
2. Formoso G, Perrone E, Maltoni S, Balduzzi S, Wilkinson J, Basevi V, et al. Short-term and long-term effects of
tibolone in postmenopausal women. Cochrane Database Syst Rev. 2016(10:CD008536.).
3. Berning B1, Bennink HJ, BC. F. Tibolone and its effects on bone: a review. Climacteric. 2001;4(2):120-36.
4. Cummings SR, Ettinger B, Delmas PD, Kenemans P, Stathopoulos V, Verweij P, et al. The effects of tibolone
in older postmenopausal women. N Engl J Med. 2008;359:697-708.
5. Nastri CO, Lara LA, Ferriani RA, Rosa ESAC, Figueiredo JB, Martins WP. Hormone therapy for sexual function
in perimenopausal and postmenopausal women. Cochrane Database Syst Rev. 2013(6):CD009672.
6. Nijland EA, Weijmar Schultz WC, Nathorst-Boos J, Helmond FA, Van Lunsen RH, Palacios S, et al. Tibolone
and transdermal E2/NETA for the treatment of female sexual dysfunction in naturally menopausal women:
results of a randomized active-controlled trial. J Sex Med. 2008;5(3):646-56.
7. Nathorst-Boos J, Hammar M. Effect on sexual life--a comparison between tibolone and a continuous
estradiol-norethisterone acetate regimen. Maturitas. 1997;26(1):15-20.
8. Ziaei S, Moghasemi M, Faghihzadeh S. Comparative effects of conventional hormone replacement
therapy and tibolone on climacteric symptoms and sexual dysfunction in postmenopausal women.
Climacteric. 2010;13(2):147-56.
9. Uygur D, Yesildaglar N, Erkaya S. Effect on sexual life--a comparison between tibolone and continuous
combined conjugated equine estrogens and medroxyprogesterone acetate. Gynecol Endocrinol.
2005;20(4):209-12.
10. Hammar M, Christau S, Nathorst-Boos J, Rud T, Garre K. A double-blind, randomised trial comparing the
effects of tibolone and continuous combined hormone replacement therapy in postmenopausal women
with menopausal symptoms. Br J Obstet Gynaecol. 1998;105(8):904-11.
11. Kloosterboer HJ. Tissue-selective effects of tibolone on the breast. Maturitas. 2004;49(1):S5-S15.
12. Lundstrom E, Christow A, Kersemaekers W, Svane G, Azavedo E, Soderqvist G, et al. Effects of tibolone
and continuous combined hormone replacement therapy on mammographic breast density. American
Journal of Obstetrics & Gynecology. 2002;186(4):717-22.
13. Kenemans P, Bundred NJ, Foidart JM, Kubista E, von Schoultz B, Sismondi P, et al. Safety and efficacy of
tibolone in breast-cancer patients with vasomotor symptoms: a double-blind, randomised, non-inferiority trial.
Lancet Oncology. 2009;10(2):135-46.
14. Salagame U, Banks E, Sitas F, Canfell K. Menopausal hormone therapy use and breast cancer risk in
Australia: Findings from the New South Wales Cancer, Lifestyle and Evaluation of Risk study. Int J
Cancer.138(8):1905-14.
15. Roman M, Sakshaug S, Graff-Iversen S, Vangen S, Weiderpass E, Ursin G, et al. Postmenopausal hormone
therapy and the risk of breast cancer in Norway. Int J Cancer.138(3):584-93.
16. Brusselaers N, Tamimi RM, Konings P, Rosner B, Adami HO, Lagergren J. Different menopausal hormone
regimens and risk of breast cancer. Ann Oncol.29(8):1771-6.
17. Lokkegaard ECL, Morch LS. Tibolone and risk of gynecological hormone sensitive cancer. Int J
Cancer.142(12):2435-40.

www.menopause.org.au
Note: Medical and scientific information provided and endorsed by the Australasian Menopause Society might not be relevant to a
particular person's circumstances and should always be discussed with that person's own healthcare provider. This Information Sheet
may contain copyright or otherwise protected material. Reproduction of this Information Sheet by Australasian Menopause Society
Members and other health professionals for clinical practice is permissible. Any other use of this information (hardcopy and electronic
versions) must be agreed to and approved by the Australasian Menopause Society. ID:2018-12-05

4

