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1)@%:?'} 17:F A< (peri-menopause)
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2)[HAEH (R4, [11#4), around 50-60 y/o

3) g (=H), >=60 ylo
(Early — Mid, post-menopause)

(Late, post-menopause)

" W \ \ >= 60
e e N ,
1) 0.625 mg E + 2.5-5 mg P P ZEP s (%R HRT
2) Oestrogel + P 1)0.3mgE+25mgP
3) Livial 2) Livial
4) Raloxifen

3) Raloxifen
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3p-OH-tibolone

* enzymes regulate estrogen

30-OH tibolone
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Tibolone and
active metabolites
Receptor Pre-receptor

A% -isomer

No tissue stimulation

Tibolone: clinical recommendations and
practical guidelines

P. Kenemans , L. Speroff

Climacteric symptoms

= Tibolone is as effective as currently used
EPT/ET regimens in the management of
climacteric symptoms.

\ Control of vasomotor symptoms

Effect on relief of hot flushes

= Tibolone treats vaginal atrophy and relieves
urogenital symptoms

= Tibolone is as effective as EPT/ET in
preventing bone loss.

LIFT




p <0.001

Tibolone causes less breast tenderness and
mastalgia than EPT.

Tibolone dose not increase mammographic
density .

Relative Risk Factor

1.1-2.0 Menarche before age 12 years
Recent and long-term use of postmenopausal HT
High socioeconomic status
Nulliparity
Never having nursed an infant
First full-term pregnancy after age 30 years
Alcohol consumption

2.1-4.0 One first-degree relative with breast cancer
Biopsy-confirmed atypical hyperplasia
High bone density (postmenopausal)

>4.0 BRCAL1 and/or BRCA2 mutations
Increase mammographic breast density

Randomised controlled trial investigating
breast cancer incidence and tibolone are
awaited before any firm conclusion can be
drawn regarding tibolone and breast cancer.

LIBERATE

Tibolone increases the risk of
recurrence in breast cancer
patients, while relieving
vasomotor symptoms and
preventing bone loss

IMS: Date of release: 09 March, 2009




Hormone therapy after breast cancer is
controvetsial

= mean age was 52.7 + 7.3 years
= either tibolone 2.5 mg daily or placebo
= After a median follow-up of 3.1 years (range
0.01-4.99 years)
o 237 of 1556 (15.2%) women on tibolone had a
recurrence
o 165 of 1542 (10.7%) on placebo
o hazard ratio (HR) 1.40; (95% confidence interval
(Cl) 1.14-1.70; p = 0.001).

= Data from the LIBERATE study show that tibolone
should remain contraindicated for women with a
history of breast cancer.

= However, in healthy postmenopausal women, the
breast safety profile of this compound seems
reassuring.

o Inthe recent LIFT trial , there was a decrease in risk of
invasive breast cancer (HR 0.32; 95% CI 0.13-0.80). Also,
in the large GPRD database, there was no increase in risk
of breast cancer from tibolone .

= Tibolone dose not stimulate the endometrium and the
addition of a progestogen is not required. It is
associated with a high amenorrhoea rate and a lower
incidence of irregular vaginal bleeding than continuous
EPT. Standard endometrial surveillance is not
required.

THEBES

= Cardiovascular clinical outcomes from
randomised controlled trial are not available
yet. Surrogate endpoint studies for arterial
disease and venous thromboembolic disease
are inconclusive with regard to benefit or risk.

OPAL

= Tibolone is well tolerated. It has no major
clinical impact on body weight.
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