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Menopausal hormonal treatment

{?/Mh{ Post hysterectomy

/> First-line management
A. Combined transdermal (E+P) pa\{? A. Transdermal E patch or gel

B. Transdermal (E) patch or gel plus o B. OralE

or LNG-IUD C._Tibolone
C. Oral E plus oral P or LNG-IUD 6,

D. Libolone. <

E. E plus SERM

</

Second-line manageme\n[/

for persistent symptoms />
N

E implant* and P (LNG-IUD or oral P) \Qplan
*Specialist referral *Specialist referral

Climacteric. 2014 Oct:17(5):564—-"79



Identify and treat the main issues

Madn?;it:;;juz:rera S&xua! Concerns,
sympto > P dysfunction no symptoms
Exclude Consider
dermatological or paychosocial
infective causes causes
+ +
- Vaginal
. €= Ctherapy
Vaginal ) Harmonal Man-hRrmanal
non-E therapy Consiaer MHT treatment atment
fo prevent
bone 1058
E+P * SSRIYSNRI Acvice
17 p-estradiol (i uterus intact) e Clonidine information on
Moisturizers or estriol E (if no uterus) » Gabapentin ifestyle changes,
Lubricants pessary, E-+bazedoxifene . H i ST
ring, cream or . YPNOSIS physical activity
tablet » CBT therapy for weight
W ﬁ = Waight loss control

Climacteric. 2014 Oct:17(5):564—-179




Developed in 1964 3
Organon Res?h and Development
t

Laboratories; ?Iands
‘? Tibolone
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brain
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l l liver
T renm O
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( Selective Tissue Estrogenic Activity Regulator (STEAR)
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. Adapted from Kenemans




TABLE l%ﬂf tibolone and its metabolites for

sieroid receptors

Steroid receptor

V' },
Estrogen zé', Progesterone
2\

Steroid Androgen
Tibolone Weak <) Weak Weak
Isomer A* None oderate Moderate
30-OH-derived Weak @ c None
3B-OH-derived Weak None A, None

Vo



STE@A AR

3p-OH-tibolone— &4 isomer

rs
Decreases bo (+)

Improves bone de

Y

Progesterone
receptor

Vagina | Endometrium (-]

Reduces dyspareunia (+)
Androgen receptors

7 “
!nhil::-il*ir:un of enzymatic activity rmres libido
in breast Liv

2
SHB&[H)

Fibrinolytic factors (+)

Postgrad Med J 2006 Oct:82(972):658



In breast
17 Ic/ HSD inhibited by tibolone

VEstradiol#fif
Qestradio
T
\ O * Sulphotransferase
Tl
SMEE

] Qestradiol sulphuT&T

A

QOestrone 5u|phnieT

ol
<\)5u|phntmnsfe rase
-

—%  Qestrone
(B) L Aromatase

Androgens Inactivate enzymes 1@oxysteroid
dehydrogenase & sulfatase

Postgrad Med J 2006 Oct:82(972):658






Effective in relieving climacteric

%o

OBaseline =
B After 4 months of tibolone treatment

EERAESE

Edema

Hirsutism .—I
Mausea F—‘

Insomnia .

Headache -
Vertigo .

Mervousness .
Bleeding

Skin problems .

Weight increase
Breast tendemess

Int J Gynaecol Obstet. 1999 Mar;64(3):281-6.
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Parcentage change from baseline (mean)
co
-
|

Change of hot flush

change throughout the trial

O —&— Tibolone 2.5 mg
—&— Placebo

Follow-up visit Lancet Oncology 2009;(10) 2:135-46



Experimental Control Std. Mean Difference Std. Mean Difference Risk of Bias

Study or Subgroup ean ence SE Total  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
1.1.1 Tibolone 0.625 mg/d

Landgren 2002 1 129 28 B.8% -0.05 [-0.46, 0.36] 778277280
Subtotal (95% CI) 129 29  6.8% -0.05 [-0.46, 0.36]

Heterogenelty: Mot applicable
Testfor overall effect Z= 024 (P =0.81)

1.1.2 Tibolone 1.25 mg/day

Hudita 2003 234 042 17 1.7% -3.40[-4.22,-2.58] —_— 77271 @7?7
Landgren 2002 071 0.2 29 B8% -0.71 [1.12,-0.30] - 72782872780
Swanson 2006 057 015 3 66 134%  -057 |0.86,-0.28) - 77287 %7280
Subtotal (95% CI) 302 2 219%  -0.83[-1.06,-0.60] ¢

Heterogeneity: Chi®= 4077, df=2 (P = 0.00001); F=95%
Testfor overall effect Z=712 (P < 0.00001}

Ziaei 2010 068 0.22 43 46 5.2% .11,An.25| - 270071@®
Subtotal (95% Cl) 563 357 64.4% N1, b

Heterogeneity: Chi* = 235 77, df= & (P < 0.00001); F= 7%
Test for overall effect Z= 17.02 (P < 0.00001)

1.1.4 Tibolone 5 mog/day
Landgren 2002 -0.84 021 136 29 6.8% -0.84 [-1.25,-0.43] — 2728@17? 2 .
Subtotal (95% CI) 136 29 6.8% -0.84 [-1.25, -0.43]
Heterogeneity: Not applicable

Testfor overall effect Z=4.00 (P = 0.0001)

Total (95% CI) 1130 527 100.0% -0.99 [-1.10, -0.89]
Heterogeneity: Chi®= 305.28, df=11 (P = 0.00001); F= 96%
Testfor overall effect Z=18.10 (F = 0.00001})

Test for subgraup differences: Chi*= 29.74, df= 3 (P < 0.00001), F= 89.6% F 'Hlurn Urﬂ 1:' D D | ﬂ nE

Cochrane Database Syst Rev. 2016 Oct 12:10:CD008536.
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Experlmerlal Control Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup  Std. MM SE Total  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl ABCDEFG
3.1.1 Tibolone, 2.5 mg/day
Elfituri 2005 0.0 50 50 7.9%  -0.04 }0.43,0.35) —— 7920074
Hammar 1598 4100, 10 N7 A% 0.41[0.21, 0.61] -+ T T TR |
Hammar 2007 ) 27 M1 39.0% 0.00 }0.18,0.18) + Se00000
Kikgii 2000 1,62 19 19 11% 1,62 [0.56, 2.68] — 2222022
Mendoza 2002 0.37 A 26 05%  037(112,186 @27007
Nappi 20062 -0.37 20 31%  -0.37[1.00,026) —_— 222020
Palisseni 2013 0.47 44 B.5% 0.47 [0.04,0.90] —— 292078
Wu 2001 -0.19 24 38%  -0.19[0.76,038) — 0000
Ziaei 2010 0.13 114 96.5% 0.13 10.30, 0.56) —— #2008
Subtotal (95% CI) 659 100 0.17 [0.06, 0.28] ¢
Heterogeneiy Chi*= 23.99, df= 8 (P = 0.002);

Heterogenelty. Chi*= 23.99, df= 8 (P=0.002), F= 67% t .‘ t } i

-2 - 0 1 2

Testfor overall eflect. 2= 2.96 (P = 0.003) Favours tiholone  Favours combined HT

Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
D) Blinding of outtome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Conflict of interest

Cochrane Database Syst Rev. 2016 Oct 12:10:CD008536.






ercentage of women reporting at least 1 day
40 )’rth bleeding or spotting

months 1-3 months 4-6 month months 10-12
Tibolone 2.5 mg (n = 242) = N; E2/NETA (n = 263) =

"P< 0.05;: " P<0.001
BJOG. 2007 Dec;114(12):1522-9.



LISA: adverse events
Livial Internati n{iﬁ in sexual Arousal disorders

: AN
Tibolone E,/NETA patch
> FT

Vaginal haemorrhage 11%

Breast signs and
symptoms

*P=0.015vs. E,/NETA  ** P <0.001 vs. ng

Nijland E et al. Climacteric 2009;12:114-121.






Similar, effect in genital tract atrophy

Ka J"Paﬁc index Maturation index

20 - O 60 -
16 - O 56 4

" 2 =
. 49%

u | | | 4“ A | | | |
Baseline Week 48 Ea Week 48

Tibolone 2.5 mg = ¢ ; E2INETA = 4

BJOG. 2007 Dec;114(12):1522-8.



Baseline week 12 week 24 @k 48
*P<0.05 between treatment groups **P=0.003 between treatment groups

Menopause 2002:9:162—-70



LISA: effects on sexual dysfunction

]67 (FSFI)

; Q FSFI= Female Sexual Function Index
M =

m
A
==y
™
L2 2 -
—&— tibolone
I =
—#— E2/NETA
O 1

baseline week 1 2 WEEI{ 24

*P < 0.025 vs. E,/NETA for full scale score
FSFI sub-scores such as arousal, desire, satisfaction alsicantly more

increased in tibolone group

F

Nijland E et al. J Sex Med 2008;5:646—656







BMD Totel Hip Megn % Change (+- SE)

BMD Lumbar Spine Mean % Change (+- SE)
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oral neck

J Clin Endocrinol Metab, 2001,86(10):4717-4726



LIFT: BMD lumbar spine

,ﬁ - Long-Term Intervention on Fractures with Tibolone
ge change from baseline in BMD (g/cm?)
in lumbar vertebrae (L1-L4)

X

10 - _
g - ?pe —Placebo
38 4 *
c 7 7 . .
=
< 6 6’ L —
H
> 4 — 4.8%
3 yd O
2 - //’ -
(P
0 ' A\ % !

*P <0.001 compared to placebo, BMD: Bonée mineral density

Commines SR st al M Encal | AMed 2002-250-607—708


簡報者
簡報註解
31個國家4500多名60~85歲女性參加


]] LIFT: BMD total hip
$

centage change from baseline in BMD (g/cm?)
O in total hip

10 -
i | O—Tibnlone —Placebo
7 - }
6 -
3 %
g4 N
53 : =
X 2
1 (> — 3.1%
0 S—
-1 -

Year 1 yea:% Year 4
* P <0.001 compared to place

Cummings SR, et al. N Engl ] Med 2008;359:697-708.



M Tibolone 1.25mg (N=2,249)

- @Iac bo (N=2,257)
RRDSE
(95% Cl = 0.4, 0' a

RR 0.74
(95% Cl = 0.6, 0.9)

—
o

% with
ew fracture

Vertebral Fracture Non-Verteb@cture

Cummings SR, et al. N Engl J Med 2008;359:697—708.






Minimal impact on breast density

166 postmenopausal en randomized to take Tibolone, E2/NETA, or placebo

Baseline 6 months later Baseline : Baseline 6 months later

Wolfe classifiction /\

\/ Percentage classification
Wolfe iﬂﬂﬂﬂ.ﬁA increase

Eo/NETA 29 /48 (45%}\/ 4/48 (50%)
Tibolone 1/51 (2%) 1
/55

L

(6% )
Placebo 0/55 (0%) (0%

4

Lundstrom et al., Am J Obstet Gynecol 2002



Tibolone, 2.5 mg ER+ breast cancer Placebo
KIST% KIST%

Baseline 7 Surgery 7 Ch@ge from baseline 7 P*
Tibolone Placebo Tibolone Placebo Tiyﬁﬂ:ne R Placebo
Ki-67 (%) v 0.170
n 46 49 46 49 46 49
Median 13.0 17.8 12.0 19.0 -2, 0.2
Mean (SE) 18.2 (2.2) 21.6(2.8) 16.3 (2.3) 22.0 (2.4) -1.9 (2.1 0.4(1.2)

ClinCancerRes2007:13(14)July15,2007



THE LAMCET

THE LANCET

19362, 1ssue 9382, 9 August 2003, Pages 410427

Ti e Million Women Study (U K)

r and hormone-replacement therapy in the Million

udy CDW -

Design < P?ospective cohort, observational study
Population  1,084)110 UK women, aged 50-64 years

Million Women

Time — March 2001
HRT use at baseline Cases/populati Relative risk (95% FCI)*
All never users 2894/392 757
All past users 1044 /150 179
Current users of:
Oestrogen only 991/115 383 1-30 (1:22-1-38) .
Oestrogen-progestagen 1934/142 870 2:00 (1:91-2:09) =
Tibolone 184/18 186 1-45 (1-25-1-67) S
Other/unknown types 93/9548 1:40:(117-1:76) (/;_.—
| | I I
0-5 Y s 2:0 2.5



Number

Relative risk (95% CI)

All oestrogen-progestagen preparations
By progestagenic constituent
(Levo)norgestrel
Norethisterone acetate

Medroxyprogesterone acetate

By frequency of addition of progestagen
Daily
Intermittent

Vaginal oestrogen
Progestagen only
Tibolone

of cases during years 5-14 of
MHT use
ions 4869 [ - | [[33@28-139))

Equine oestrogen & 1510 . 1.32 (1-25-1-39)
Destradiol 1563 } 1.38 (1-30-1-46)
By mode of administration

Oral T 1.33(1-27-138)
Transdermal 1-35 (1-25-1-46)

1735
2642
2012

3948
3467

437
112
680

— I 2.08 IZ-DI—I-IEI

0‘) - 212 (1-99-2:25)

- 2.20(2.09-2:32)
< - 2.07 (1.96-2-19)
O

230 (2-21-2-40)
1,93 (1-84-2.01)

!

| T T |
o5 10 15 2.0 25
Relative risk (953 Cl)

Figure 4: Main types of MHT: relative risks during years 5-14 of current use Lancet 2019; 394: 1159-68



LIBERATE: breast cancer recurrence

The Livi( tign following Breast Cancer; Efficacy Recurrence, and Tolerability Endopoints

0201 Trea — Tibolone 2.5 mg
237 tibolone
0.15
E 165 placebo
B
-8
¢ 0.101
3
0.D5 4
HR=1.40
95% CI: 1.14-1.70
0.00+ T T T T
0 385 730 1098
Time since randomization (days)
Number at risk
Tibolone 2.5 mg 1558 1420 1281 813 25
Placebo 1542 1381 1284 81> =4

Kenemans P et al. Lancet Oncol. 2009:10;135-146.






THEBES:
}endometrlal hyperplasia and

Parameter Tibolone Tibolone CE/MPA

leolone%of the Endometrium and Breast Endpoints Study
mg 2.9mg (N=1,320)t
637)t (N=671)t

Women-years of 1.1 1,223 2,415
exposure %)
Endometrial 0 (0.0%)

i . 0.0%) 2 (0.2%)
hyperplasia
Endometrial 0 (0.0%) 0@) 1 (0.08%)*

cancer

T Evaluable subjects (90 days treatment and biopsy ta@
* Endometrial stromal sarcoma,

Archer DF et al. J Clin Endocnnol Metab 2007;92:911-918.




Cazesf

population Relative risk
{1000s) (95% C1)
all tibolone Hif280 179 (1-43-2-25) ——
Pattem of use of tibolone at t : 3 3 .
| Million Women Study:

Recency of use !

Cument 2407 (1-58-2-55) B . .

Pt i 123076199 e Risk of endometrial
Exclusiveness of use .

Likely 183 (1-34-2-49) —.— -

- 2R 3 cancer

Duration of use of tibolone i

<3 years 30/13-1 g) ——

=3 years 52/137 -72) — -
Characteristics of women at recruitment v !
Age at recruitment (years) :

=60 48173 171 (1-27-2

=6 38107 181(1-29
SOUGECONaITK stalus

High 38195 2:22 (157-314)

Lo 43130 1-71 (1-25-2-35)
Number of children

=32 29/7-1 215 (1.45-3-17)

=2 57/20.9 1466 (1:26-2.19)
Past use of oral contraceptives

Mo 4710-F7 1-80 (1-34-2-43)

Yes 3En71 1-72(1-22-2-44)
Body-rreass indo (kg/im®) E

=74 36/124 209 (2-08-4-30) !

25-19 29/101 1-77 (1-20-2462) —

=30 1874-2 1-09 (0-67-1-75) ——
SLrenuous exencise i

Monefonce a week 48162 162 (1.20-2-19) -

More than once a week 24110 2401 (1-40-2-590) —ril—
Alcohol consumption i

=10 g/week 69/213  177(1-39-218) -

=104q fweek 17/6-8 1-81 (1-08-3-05) .

i

Current smoker i

No JAG 177(1-39-2-26) -

Yas J150 1-59 (0-73-3-49) T

=

1
10 20 30 40

Beral v, et at. Lancet 2005:365:1543—-51
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International Journal of Cancer

L] - L]
Tibolone and necological hormone sensitive cancer
Ellen Christine Leth Lokkegaard ©©
* Department of Obstetrics and Gynecology, North Zez Copenhagen University Hospital, Hillered, Denmark
*The Juliane Marie Centre, Gynecological Clinic, Copen iversity Hospital, Copenhagen, Denmark
3 Unit of Virus, Lifestyle and Genes, Danish Cancer Society Copenhagen DK-2100, Denmark

Person All endometrial Type | endometrial
years cancers Cases cancer
Tibolone use R (95% CI) IRR (95% CI)
Never any HT 6,174,059 3,411 .0 2,685 1.00
Previous systemic HT 1,029,019 881 698 1.55 (1.42-1.69)
Current other HT 1,071,488 1,064 . 1. : 905 2.23 (2.07-2.40)
Current tibolone 49,850 107 91 3.80 (3.08-4.69)
Duration of tibolone
Current users
<2 years 8,383 12 3.00 (1.70-5.31) 4 8 2.45 (1.22-4.92)
2-4 years 13,609 24 3.31 (2.21-4.95) 20 3.42 (2.20-5.32)
5-9 years 19,131 46 3.77 (2.81-5.05) 4.03 (2.93-5.54)
10+ years 8,725 25 3.80 (2.56-5.64) 4 4.70 (3.13-7.04)
v

Int. J. Cancer: 142, 2435-2440 (2018)
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International Journal of Cancer

Tibolone and necological hormone sensitive cancer

Ellen Christine Leth Lokkegaard ©©

* Department of Obstetrics and Gynecology, North Zeals
*The Juliane Marie Centre, Gynecological Clinic, Copenhg iversity Hospital, Copenhagen, Denmark
3 Unit of Virus, Lifestyle and Genes, Danish Cancer SocietyN\Résearch C ., Copenhagen DK-z2100, Denmark

Person All epithelial Serous ovarian
years ovarian tumors Cases tumors
Tibolone use IRR (95% CI) IRR (95% ClI)
Never any HT 6,598,898 2,860 1,324 1.00
Previous systemic HT 250,883 559 07-1.28) 72 1.24 (1.09-1.41)
Current other HT 1,241,824 532 368 1.64 (1.46-1.84)
Current tibolone 46,590 31 24 2.21 (1.48-3.32)
Duration of tibolone
Current users
<2 years 8,485 5 1.40 (0.58-3.37) 2 1.49 (0.37-5.97)
2-4 years 12,973 9 1.55 (0.80-2.98) 8 3.08 (1.53-6.18)
5-9 years 18,021 9 1.08 (0.56-2.08) 2.04 (1.01-4.09)
10+ years 7,111 8 2.28 (1.13-4.57) 6 3.15 (1.40-7.03)
A4

Int. J. Cancer: 142, 2435-2440 (2018)




Cancer Risk

* Not recommend treatment with tibolone in
patients whothave a personal or first-grade
relative history offa.hormone-sensitive
neoplasm






OPAL: change in CVD risk factors - lipids

The Osteopor @ntion and Arterial effects of tibolone (OPAL) study

40 1

20

-10

% change from baseline

=20 -

-30 -

30 -

10

u -

: TG/HDL ratio |

Y

¥ Tibolone
W CEE/MPA
“Placebo

<&

Hepatic O
lipase

Total LDL HDL Trigly
Cholesterol apolipoprotéin A [Lp(a)] |

Maturitas 99, 27-36

Bots ML, et al. Eur Heart J 2006;27:746—755.



eNOS activity

(converted citrulline - pMol/mg)

Percent Change CBF

j | Z . J*_ H (30 min)

] L

, ) B
i A il N
g . ’ NN

7 N
1 A7 N
I RN | V2722 N
CON  TIB | 3a.OHTIE 3poHTIE A‘TeQd GRPRNTB 3a-17p.S TIB

25 1
.0l CBF = cerebral blood flow T

15 1 *kk
101 *

5- i

0

Tib 1.25mg

Tib 2.5mg

eNOS = Endothelial NO synthase?

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

Tib 5.0mg

Estradiol-178

Am. J. Obstet. Gynecol. 184, 544-551



Postmenopausal women

Before tibolone treatment

Afrer tibolone treatment

Relative change %

Premenopausal women

Systolic arterial pressure (m
Diasrtolic arterial pressure (;
Mean arterial pressure (mmH

) 125 + 12

75+ 9
/\'}lill}

118 + 10*
0+ 7*
86+ 7F

—6
-7
-5

108 + 12*
70 + 13*
83 4+ 13*

NO release

N

Postmenop

Before ubolone treatment

Glucose (mg/dl)

Tot CH (mg/dl)

HDL (mg/dl)

TG (mg/dl)

LDL (mg/dl)

CRP (mg/dl)

IL-6 (pg/ml)

TNFax (pg/ml)

ROMs (AU)

OXY (umol. HCI1O/ml)

03+ 10
201 + 41
63+ 13
75+ 40
121 + 31
0.09 + 0.08
0.24+ 0.2
41+0.2
269+ 79
206 + 62

ineralocorticoid receptors (MRs)

reamment

Average change %

Premenopausal women

52N
69 +
118 + 30
0.1+ 0.09
0.4+ 0.5
25+ 1.7* J
299 + 86
311 +59

—6
-7
—17
—8
-2
11
60

86 + 13
191 + 26

56 +9

64 + 27
121 + 23
0.1 +£0.18
0.12 + 0.15*
0.6 + 1.0%*
283 +45
378 + 69**

*p < 0.05; **p < 0.01 versus postmenopausal women baseline

I -6, Interleukin-6; TNFz, tumor necrosis factor; ROMs, Hydroperoxides; OXY, total antioxidant

mean + SD

CRP, C-reactive protein,
ity, values are expressed as

Gynecological Endocrinology, March 2011; 27(3): 163—169



LIFT:

, Cumulative Percentages of Patients with Stroke

rapeutic window

Percentage

Group —— Tibolone 1.25mg --==-  Placebo

Venous thromboe &
Cummings SR, et al. N Engl J Med 2008;359:697—708. Coronary heart diseag€: no difference

with placebo



CV & Coagulation Factors

* Recently mehopaused women—
no increased<CV.or augmented stroke risk

 Should not be uséd

— Outside therapeuticwindow

— High risk of cerebrovasctlar disease

(hypertension, diabetes, atriatfibrillation, smoking
habit)






Clinical
(human)

l climacteric
symptoms

cognitive

~"'.\-“ i g ]
xk( T libido
AN NS
ko
deficit

h“’“bu\*c"/

Gentral Nervous System

Experimental
(animals)

Neuroplasticity

phosphorylation
L of Tau protein

T GFAP protein |

Regulates

neurotransmitters

Neuroprotection

e

\7 /\ '__, i semtonm\{ ]

]| T acetylcholine |

| GABAg, receptors|

| oxidative stress ]

| | cognitive deficits |

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



7z Effect on mood
4

<&

Mean symptom scores

Severe 3 _
2 g
B Tibolone baseline (n =
77)
M Tibolone 6 months
CEE + MDG baseline (n =
1 52)
7] CEE + MDG 6 months
*k *
None o - . |
Mood depression
Climacteric symptom
CEE + MDG, conjugated equine estrogens (0.625 mg/day) + medrogestone (10 mg/day for 12 days/mon %0.01vs
baseline

Tibolone (2.5 mg/day): **p < 0.001 vs. baseline

Egarter et al., Maturitas 1996



Mood

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

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

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

J Affegt Disord 2018,;15:236:88-92.
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e pelvic pain in the two groups before and at


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.


% HRT & MYOMAS

TIBOLONE ES]% S/PROGESTINS SERMs

5 studies — 237 women

914 women 2 studies — 102 women

v Conflicting results v Conflicting resul v Impact on uterine fibroids is
vNo significant effect on| | v Significant influenc&on fib still largely unknown

myomas growth compared to enlargement and > | v Significant reduction in

placebo or estrogen-progestin detected myomas _myomas size [31, 32]

therapy [28, 30] menopause [14, 35, 39, 40] /
v'Significant difference in terms | | v No significant increase ing

of fibroids growth was found in tibroids size, although a trend

one study [29] towards enlargement was

noted [18, 33, 34, 37, 38]

Medicina (Kaunas). 2019 Aug 30;55(9):5489.


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. 
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e in Asian women

K-E. Huang and R. Baber*, oWbebalf e Asia Pacific Tibolone Consensus Group

Center for Menopause and Reproduct: icine Rescarch and Department of Obstetrics and Gynecology, Chang
Gung Memorial Hospiral-Kaohsiung Med¥cal Cer Kaohsiung, Taiwan; *Sydney Medical School, The University

of Sydney, Roval North Shore Hospital and N e Private Hospital, St. Leonards, Australia

-Tab]e 1 Consensus statements on the use of r.i.hnlnne an rn’ng m-rdencﬂ

Updated statements andior new evidence published since 2005 /\ Level of evidence®

Tibolone is as effective as currently used EPT/ET regimens in the agemen b
of climacteric symptoms™* V

Tibolone treats vaginal atrophy and alleviates local vaginal symptoms™ 1h

Tibolone has a positive effect on sexual well-being and is more effective than b
oral EPT/ET in some respects, namely arousal, desire, and satisfaction™"?

Tibolone positively affects mood and quality of life®** 1b

Tibolone prevents bone loss and is as effective as standard doses of EPT/ET and b
more effective than raloxifene™

Tibolone reduces the risk of vertebral and non-vertebral fracture in older osteoporotic 1b
women. The absolute reduction was greater among women who had already had a
vertebral fracture than among those who had not™




Table 1 Consensus sta@ents on the use of tibolone and levels of supporting evidence

1 _evidence published since 2005 Level of evidence®

3 d

Updated statement

Tibolone does not stumila etrium or induce endometrial hyperplasia or 1b

carcinoma in postmenop in randomized controlled clinical trials and

has a low incidence of blee

In observational studies, an incredseg/relarive sisk of endometrial cancer has been shown*®*" 3b
Tibolone causes less breast tenderness andMss mdgralgia than EPT* 1b
Tibolone does not increase rnarnrm:ngrapﬂc densi 2b
*'Tibulunt, taken by women with a personaMNysfory of Becast cancer, is associated with 1b
an increased risk of recurrence'®
The evidence of tibolone use and increased risk oNpTe cer from observational studies 3b
remains inconclusive®’
Tibolone 1.25 mg does not increase breast cancer risk in rotic women with no 1b
history of breast cancer'®
There are still no hard endpoint data on the effect of tubolone 1b
Tibolone has different effects on lipids compared with EPT/ET* 1b
Tibolone increases CIMT in a manner similar to EPT*® 1b
In one randomized, controlled trial, vse of dbolone 1.25 mg in older women 1b
an increased risk of stroke'®. Hence, tibolone should be used with caurioN
(i.e. over 60 years) and should g i .
Tibolone did not increase the risk of stroke, VTE or myocardial infarction in observati s 2b

CIMT: carotid intima-media thickness \/

Clim ric. 2010 Aug;13(4):317-27.
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