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Developed in 1964
Organon Research and  Development 
Laboratories, Netherlands

brain
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Postgrad Med J 2006 Oct;82(972):658 
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In breast
17 beta-HSD inhibited by tibolone

總反應：減少Estradiol濃度

Inactivate enzymes 17-hydroxysteroid 
dehydrogenase & sulfatase

Postgrad Med J 2006 Oct;82(972):658 
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VASOMOTOR SYMPTOMS
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Effective in relieving climacteric 
symptoms

使用四個月後，各項更年期症狀明顯改善

Int J Gynaecol Obstet. 1999 Mar;64(3):281-6.
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Change of hot flush

Lancet Oncology 2009;(10) 2:135-46 
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Cochrane Database Syst Rev. 2016 Oct 12;10:CD008536.

Tibolone attenuate vasomotor symptoms better than 
placebo
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Cochrane Database Syst Rev. 2016 Oct 12;10:CD008536.

HT still more effective in vasomotor symptoms
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TOLERABILITY
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Percentage of women reporting at least 1 day 
with bleeding or spotting 

Tibolone比起傳統E+P有較少的陰道出血副作用
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Tibolone適合使用HT之後，對於副作用難以忍受的女性

Livial International Study in sexual Arousal disorders
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GENITAL TRACT ATROPHY
&

SEXUAL DYSFUNCTION
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Similar effect in genital tract atrophy113年
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Menopause 2002;9:162-70

SHBG

Androgen Receptor
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Tibolone可顯著改善性生活滿意度
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BONE DENSITY AND FRACTURE
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L-spine

Hip Femoral neck

Tibolone在1.25mg以上的劑量可以減緩骨質的流失

J Clin Endocrinol Metab, 2001,86(10):4717–4726
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LIFT: Long-Term Intervention on Fractures with Tibolone

4.8%
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簡報者
簡報註解
31個國家4500多名60~85歲女性參加



3.1%
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在有過fracture的女性效果更顯著：61% vs. 31% & 47% vs. 14%
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BREAST
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Lundström et al., Am J Obstet Gynecol 2002

Minimal impact on breast density
166 postmenopausal women randomized to take Tibolone, E2/NETA, or placebo

Wolfe classifiction
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ClinCancerRes2007;13(14)July15,2007

Ki-67: a proliferation marker
Tibolone didn’t increase the expression

ER+ breast cancer
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Lancet 2019; 394: 1159–68
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The Livial Intervention following Breast Cancer; Efficacy Recurrence, and Tolerability Endopoints
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ENDOMETRIAL SAFETY
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Tibolone Histology of the Endometrium and Breast Endpoints Study
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Million Women Study: 
Risk of endometrial 
cancer

Beral v, et at. Lancet 2005;365:1543-51
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Int. J. Cancer: 142, 2435–2440 (2018)
cohort study of >900,000
women followed for 8.9 years in average
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Int. J. Cancer: 142, 2435–2440 (2018)

not able to adjust for body mass index, physical
activity, smoking or oral contraceptive use
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Cancer Risk

• Not recommend treatment with tibolone in 
patients who have a personal or first-grade 
relative history of a hormone-sensitive 
neoplasm
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CARDIOVASCULAR HEALTH
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TG/HDL ratio ↓

apolipoprotein A [Lp(a)] ↓
Maturitas 99, 27–36

Hepatic 
lipase

The Osteoporosis Prevention and Arterial effects of tibolone (OPAL) study
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Am. J. Obstet. Gynecol. 184, 544–551

eNOS = Endothelial NO synthase↑

J Clin Endocrinol Metab,2004,89(9):4594–4600

CBF = cerebral blood flow
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Gynecological Endocrinology, March 2011; 27(3): 163–169

✓

✓

✓

✕

⎯

NO release
Decreased plasma endothelin
Certain antagonistic activity on mineralocorticoid receptors (MRs)
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Venous thromboembolism & 
Coronary heart disease: no difference 
with placebo

☆Therapeutic window
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CV & Coagulation Factors

• Recently menopaused women—
no increased CV or augmented stroke risk

• Should not be used
– Outside therapeutic window
– High risk of cerebrovascular disease 

(hypertension, diabetes, atrial fibrillation, smoking 
habit)
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CENTRAL NERVOUS SYSTEM
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Central Nervous System

Biomed Res Int. 2017
Drug Metab. Dispos. 35, 1105–1111

1. More lipophilic, nonsulfated metabolites across blood-brain barrier 
2. Organic anion transporter proteins in brain tissue
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Effect on mood

CEE + MDG, conjugated equine estrogens (0.625 mg/day) + medrogestone (10 mg/day for 12 days/month): *p < 0.01 vs 
baseline
Tibolone (2.5 mg/day): **p < 0.001 vs. baseline

Egarter et al., Maturitas 1996

Tibolone baseline (n = 
77)
Tibolone 6 months
CEE + MDG baseline (n = 
52)
CEE + MDG 6 months

Adapted from Egarter et al.
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Mood

• Tibolone 2.5mg/day has positive impact on 
mood compared with placebo

• Jayashri Kulkarni: 
RCT (12 weeks): perimenopausal depressive 
women with tibolone 2.5mg/day vs. placebo 
 tibolone improved depression severity

Reproduccion 6, 81–91
Maturitas 9, 303–308

J Affect Disord 2018;15:236:88-92.
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Tau hyperphosphorylation↓

Biomolecules 2023, 13, 1115
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OTHERS
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Maturitas 1999;32:189–193

Maybe safer in women with residual endometriosis113年
度

TAOG年
會

專
用

簡報者
簡報註解
Patients were randomized into one of the two treatment groups and followed for 1 year. Four patients in the oestradiol group experienced moderate pelvic pain during treatment 494 Gemmell et al. compared to only one patient in the tibolone group. Furthermore, one patient in the HRT group discontinued treatment at 8 months due to the development of dyspareunia and post-coital bleeding from a vaginal mucosal endometriotic deposit. The authors concluded that tibolone may be a safer alternative for postmenopausal women with residual endometriosis, although note that their trial was very small.



Tibolone不會促進肌瘤生長，影響也較E+P小

Medicina (Kaunas). 2019 Aug 30;55(9):549.
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簡報者
簡報註解
In a randomized controlled trial, De Aloysio et al. [28] compared the effects of 2.5 mg/day of Tibolone to a regimen of Conjugated Equine Estrogen (CEE) 0.625 mg/day plus medroxyprogesterone acetate (MPA) 5 mg/day for 12 cycles on myomas size and patients’ bleeding patterns. According to their findings, there were no statistical differences in terms of fibroids size at the end of treatment. Moreover, women in both groups had a reduced incidence of spotting and irregular bleeding after 12 cycles compared to baseline, but this decline was more evident in the tibolone group than the CEE + MPA one (22.6% and 2.4% of the cycles vs. 29.7% and 4.7% respectively). Fedele and colleagues [29] conducted a randomized controlled trial involving 38 menopausal women with one or more uterine myomas, all symptomatic before menopause. Women were randomly allocated to two different groups: 20 women received a transdermal estradiol-releasing system (50 mcg/day) plus oral MPA 10 mg/day, 18 women were administered tibolone 2.5 mg/day. Patients were evaluated every 3 months throughout a period of 12 months. Their data demonstrated a significant increase in myoma size and number, compared to baseline, in women treated with transdermal estradiol and MPA in the first 6 months of treatment, with a stabilization over the next 6 months. Conversely, these findings were not observed in the tibolone group. 



Early Stage Cervical 
Adenocarcinoma

Progression-free survival Overall survival

Obstet Gynecol Sci 2018;61(5):584-589

tibolone can be administered safely to cervical AC patients
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Systemic Lupus Erythematosus

Maturitas 62 (2009) 311–316

In patients with inactive or stable SLE, the short-term use of 
tibolone did not significantly affect the frequency of flares
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TAKE HOME MESSAGE
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Thanks for Your Listening
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