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Symptoms of

Menopause
Systemic Headache — ¢ l ﬁ Psychological
- Weight gain Dizziness
- Heavy night sweats ' - Interrupted sleeping
patterns
Palpitations - Anxiety
Breasts - Poor memory
- Enlargement - Inability to
- Pain concentrate
- Depressive mood
Skin - Irritability
- Hot flashes - Mood swings
- Dryness - Less interest in
- Itching sexual activity
- Thinning
- Tingling | Transitional
Tl _/ ’ menstruations
i - Shorter or longer
- Stiffness cycle;
. J - Bleeding between
Back pain "' ] periods
Urinary Vaginal
- Incontinence - Dryness
- Urgency - Painful intercourse
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Principl Generali nat: una corretta T0S

Selezione delle pazienti
¢ Trattare le donne sintomatiche

Timing

* Mantenere |'effetto degli estrogeni endogeni
¢ |nizio precoce

Personalizzazione

* Non esiste il dosaggio ideale
« Diverse combinazioni hanno caratteristiche peculiari
* Ridurre il dosaggio con I'eta

acfing Reproductive
€ Worldwide
- » 17

L UROPEAN EMAS
VIENOPAUSE
AND
ANDROPAUSE
SOCIETY
Indicazioni alla TOS
Sindrome vasomotoria J-!-'_- L;\-—-"-..
Sindrome Genitourinaria = ="
Dolori muscolo-articolari migranti NA MS
Modificazioni del ritmo sonno-veglia THE NORTH AMERICAN
Alterazioni del tono dell’umore MENOPALISE SCH

Disfunzioni sessuali
Prevenzione dell'osteoporosi e delle fratture correlate
Prevenzione dell’atrofia
« Epiteli, cute

* Tessuto connettivo

* Dischi intervertebrali




Tibolone




3a-OH-TIBOLONE

A‘-ISOMER

PROGESTOGENIC
ANDROGENIC

HJ Kloosterboer, 2004




STROGEN RECEP S
DNE PROGESTERONE RECEPTORS

bone turnover || -Endometrium

|mproves bone density prevents from stimulation
-Vagina

improves vaginal dryness ANDROGEN RE
reduces dyspareunia -Brain

improves libido

INHIBITION OF ENZYMATIC ACTIVITY -Liver
-Breast /
- stimulates apoptosis of BC cells
- inhibits proliferations of BC cells

-do notincreases Mx gland density | |\ .. |~ £ ocrinol Metab 2002

HDL
SHBG
' Fibrinolitic factors




The unique mechanismof action of tibolone

Tibolone ’ Active metabolites

Receptors and Enzymes

Bone
(CVS,Vagina) Breast Endometrium
ER activation yes minor minor
PR activation no no ves
Sulfatase inhibition no yes yes
Sulfo transferase Enzyme yes ves
Induction absent

v

Tissue stimulation Absence of tissue stlmulanon

Tratto da ref. Helmond

Smith Clet al, 2004
Helmond F. 4 world Congr. Controversies Obstet. Gynecol Infertil 2003; 222 -230



Tibolone

Tibolone as a STEAR
 In healthy menopausal women..

- is as effective as currently used EPT/ET regimens in the

* management of climaeteric symptoms (hot flushes, sweating,
insomnia, headache and fatigue):

- treats vaginal atrophy and relieves urogenital symptoms;

- has a positive effect on sexual well-being and is more
beneficial than oral EPT/ET;

- positively affects mood,;

- Is as effective as EPT/ET in preventing bone loss.

P Kenemans, Maturitas 2005
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Double-blind placebo (PL) controlled trials (LISA, LIFT, OPAL, THEBES, LIBERATE) recently conducted worldwide in PMW.

X

Table 1. Double-blind placebo (PL) controlled trials (LISA, LIFT, OPAL, THEBES, LIBERATE) recently conducted worldwide in PMW,

Study design Population Study endpoints Results
LISA study Nijland Double blind randomised 403 natumlly postmenopausal ISFI asscssment & bascline, Both therapies improved sexual function
etal., 2008 [7] Treatment: Women with sexual dysfunction week 12 and week 24 m%mmu,
larger in the nbolone gmup at week 24
1. Tiholone 2.5 mgiday Mean age 56 To compare the dficcy on The ncidence of adverse events was comparmable
2. Transdermal E2NETA A total of 29 study cenwres in US, sexual funcrion berween the two groups; bleeding profike resulted
(50 ug/140 ug) Australia, 6 in Europe to be better with tibolone

OPAL audy Bots
et al., 2006 [8]

LIFT smdy, Cummings
etal., 2008 [9)

THEBES study, Archer
etal., 2007 [10]

LIBERATE swudy,
Kenemans et al.,
2009 (11)

Duration 24 weeks
(June 2004-Nov2005)
Three-ann randomized placebo
controlled double Bind 10
determine
1, Tibolone 2.5 mgday

2, CHE/MPA 0.6252.5 mg/day

3, Placebo
Duration: 3 years
Randomised double blind
placebo-controlled

Treatment:
1. Tibolone 1.25 mg/day

2. Placebo

Recruitment: July 2001-June 2005

Duration: 3 years

Randomised double blind
comparative

Treatment:

1. Tibolone 1.25 myg/day
2, Tibolone 2.5mg/day

3. Combined CEE'MPA
(0.625/2.5 mgiday)
ina 1:1:2 rato
Duration: 2 years
Randomised, placcbo led
doublk blind parallel group

Treatment:
1. Tibolone 2.5 mgiday

2. Placebo

Recruitment: July 2002-Dec 2004

866 healthy post-menopausal
women from 6 US and
5 European centres

Age 45-79

4538 postmenopausal women
with a BMD T score of < 25
at the hip or spine

Mean age 68

3240 healthy postmenopausal women
Mean age 54.5 years; BMI > 18

A total of 146 centres: 73 US and
69 Europe and 4 Chile

3098 women surgically weared for
histologically confirmed breast
cancer with vasomotor symptoms

Mean age 52.7 years

Mean time since sumgery 2.1 years

245 centres in 31 countries

Arterial effect of tibolone:

1. Progression of carotid
mntima-media thickness (CIMT)
2 Change in manMsx CGOMT
1. Anmual spinc mdographs wore
wed 1o assess for vericbml fracture

2 Raes of cardiovascular everss

3. Rates of cancer events

1. End ial safery: incidence
of hyperplasia and‘or cardnoma
® | yor2yendpoints

2 Vaginal bleeding patiern

Addriomal observations:

Safery of tbolone inc

1. Breast cancer awrence

2. Vasomotor symptoms, BMD,
HRQL

In tibolone and CEEMPA groups significantly higher
then plhcebo

HDL cholesterol increased in CHIVMPA growp and
decreased in the tbolone group

no statistically significant differences between groups

Decreased risk of vertebral fmcrune

Decressed risk of non-vertebrl fracure

[crased nsk Of stroke (for winch the study was
stopped in Feb 2006)

No differences in the risk of ather coronal heart
5 or thromt bolk

Decremsed risk of nvasive breast cancer

Decreased risk of colon

No cases of hyperplasia or carcinoma in either
tibolone group.

2 cases of endometrial hyperplasia andl case bw grade
of stromal sarcoma in the CEEMPA group

Tibolone s sssociated with a better vaginal bleeding
profile then CEEMPA

Incidence of breast pain was significantly lower in the
tbolone group

No stroke was repornted in the tibolone group

15.2% women on tibolone had cancer recumence,

compared with10.7% on placcbo

Suxly was stopped 6 months before planned

NB risk of recurrence with tibolone was more
evident in women with ER positive tumor status

Owerall significant improvement with tibolone
compared with placebo

Tibokne was not different from Tibolone wan
not different from safety outcomes



SINTOMI VASOMOTORI
DISTURBI UROGENITALI
TONO DELLOUMORE

BENESSERE SESSUALE
RISCHIO CARDIOVASCOLARE

LB X o4 »
RISCHIO NEOPLASTICO (MAMMELLA )
OSTEOPOROSI




ﬁoolone comparedwith combined HT for treatment of |

“yasomotor symptoms in postmenopausalwomen

" Tibolonecomparedwith combinedHT forpostmenopausalwomen:
vasomotor symptoms
Population: postmenopausalwomen with vasomotor symptoms
Settings outpatient or community
Intervention: tibolone G) Cochrane
ComparisoncombinedHT

Short-term and long-term effects of tibolone in postmenopausal
women (Review)

Formoso G, Perrone E, Maltoni S, Balduzzi S, Wilkinson J, Basevi V, Marata AM, Magrini N,

VASOMOTOR SYMPTOMS

Tibolone was more effective than placebo (standard meandifference

j 3-%$Q ZRahfti¥noeinter¥abj #) q Z > 8savenROls Z P81
1657womenn | 1 A dualify évilehce), but removingtrials at high

risk of attrition biasattenuatedthiseffectj 3- $ ZP8WXh YXBb

Z P 8odids 1jtio (OR) 0.33, 85% CI 0.27 to 0.4h)issuggeststhat if

67% ofvomen taking placeboexperiencevasomotor symptoms,

~ between 35% and 45%wbmen taking tibolone will do so. |

A



[} ECEMAP (n = 45)

!

6 9
Cicli di trattamento

I.ttl]--—n -.
3

Baseline

*Differenza statisticamente significativa dal baseline, ECE, estrogeni coniugati equini,
MAP, medrossiprogesterone acetato
Baracat ef @, Climactenic 2002




TRATTAMENTO

Tibolone reducesmenopausalsymptomsto a
similar extent asconventional low -dose

continuous combined hormone therapy

-
g2
23
§3
2

Months
Tibolone 2.5 mg (n = 242)=  ; E2/INETA (n=263) = ¢
“P< 0.001 for both treatment groups when compared with baseline

wm‘ et al, BJOG 2007
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RESEARCH ARTICLE

Tibolone: An Emerging Option as Hormone Replacement

Introduction: To study efficacy and side effects of Tibolone
in alleviating postmenopausal symptoms and compare it with
vaginal estrogen.

Materials and methods: This prospective study was done on
100 postmenopausal women with amenorrhea of more than
1 wvear. All patients had one or more urogenital complaints. They
were randomly assigned to receive Tibolone tablet 2.5 mg once
daily (50 cases; group |) and vaginal estrogen (50 cases; group I1).
Both groups were compared at 1 and 6 months after starting
treatment for genitourinary complaints. Chi-sguare test was used
for comparison. A p-value of 0.05 was considered as significant.

Results: After 1 month of t/'t., Tibolone was slightly better in
relieving genital symptoms, while significantly improved dys-
pareunia and dryness in vagina after 6 months as compared with
estrogen. After 6 months both groups showed clinically marked
improvement in dysuria, frequency, and urgency.

Conclusion: ne was better than estrogen in relievin
dyspareunia and dryness in vagina. Both are equally effective
in relieving urogenital symptoms, decreasing the recurrence rate
of vaginal and urinary infections, and bringing out iMprovement
in general well-being. Tibolone causes less nausea, edema,
breakthrough bleeding as compared with estrogen.

INTOMI UROGENITAL
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Tibolone: An Emerging Option as Hormone Replacement Therapy and Its Comparison with Vaginal Estrogen
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Graph 3: Distribution of patients according to degree of relief in
urinary complaints after 1 month
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Graph 4: Distribution of patients according to degree of relief in
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Graph 1: Distribution of patients according to degree of relief in

genital symptoms after 1 month

urinary complaints after 6 months
80
61.11
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Pain  Dyspareunia Discharge Buming Drynmln

Genital complainls
Tibolone M Estrogen

Graph 2: Dnstnbunon of patients according to degree of relief in
genital complaints after 6 months
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E./NETA, | 7-estradiolo (2mg/di '
d
* 5<0,000 (2mgldie)/noretisterone acetato (1 mgldie)
Hammar e al., Br | Obstet Gynaecol 1994




T TIBOLONE E SINTOMI UROGENITALI :

B EROLONE: EFFETTO SULLATROFIA
VAGINALE

Tibolone Controlli Tibolone Controlli

"G';lggo O(T)i?o:so I;,ere(.l;:;ﬁ;gruppo it e Rymer et al., Maturitas 1994




F TIBOLONE E SINTOMI UROGENITALIS

TIBOLONE E TROFISMO GENITALE

Punteggio

4
INDICE CARIOPICNOTICO SECCHEZZA VAGINALE

Mediana B
20 sk

15
10
5 **

0 | Conuolll
Anni

* p <0.00! vs basale **p <0.001

Basal
® TIBOLONE (n = 46) R mn:

® CONTROLLI (n = 45) B 2 anni Rymer et al., 1994




Tibolone and Transdermal E./NETA for the Treatment of Female
Sexual Dysfunction in Naturally Menopausal Women: Results of
a Randomized Active-Controlled Trial

Esme A. Nijland, MD,* Willibrord C.M. Weijmar Schultz, MD, PhD,* Jérgen Nathorst-Bods, MD, PhD,’
Frans A. Helmond, MD, PhD,* Rik H.W. Van Lunsen, MD, PhD,® Santiago Palacios, MD,T

Robert J. Norman, MD, PhD,** Roel J. Mulder, MSc,'" and Susan R. Davis, MD, PhD* for the LISA
study investigators

FSFI and TIBOLONE IN NATURALLY

- AIM OF THE STUDY MENOPAUSAL WOMEN - LISA STUDY
To compare the treatment effect of tibolone (2.5 mg)
\
!

to continuous combined transdermal E2/NETA

T % change H TIBOLONE
50/140 al funct health
( Jug) on sexual functioning in healthy from baseline

40 M E,/NETA
®

postmenopausal women with sexual dysfunction.

- Main Qutcome Measure: Female Sexual Function Index

(FSFI) 30

J Sex Med, 2008 20

10

0

FSFI-CS FSFI-TS

Of the 403 women randomized 293 (73%) completed the 24-week treatment period

*p < 0.036 for Tib vs E2/NETA ) .
"'EIK 0.025 for Tib vs NETA FSFI-CS = Female Sexual Funtion Index Compositte Score:

arousal, desire, satisfaction Nijiland et al, 2008

Vicgia
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LISA Study

Cambiamento medio % vs baseline per i diversi domini del
FSFI per gruppo di trattamento alla settimana 24

50 -,
[] tibolone
40 - [l E,/NETA
=2 30 4
=
L
O 204
10 J
[:I ] ] ] ] ] I
arousal desire Iubrication orgasm pain satisfaction total score

Nijiland et al, 2008

-



Lisa Study

conclusions

Both treatments resulted to improved overall sexual
function, as determined by scores on the FSFI, with an

increase in the frequency of sexual events, and a reduction

in sexuality-related personal distress.

The statistically

significant higher FSFI scores in the tibolone group, when
compared to the E2/NETA group, may be because of

tibolone’s combined estrogenic and androgenic properties.
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Emotional Impacts of Premature Ovarian
Failure in Kuwait

F.E.Omu?’, A. A. M. El Biaa?, A. A. Ghafour?, I. T. Gadalla?, A. E. Omu?3

'College of Nursing, Public Authority for Applied Education & Training, Kuwait City, Kuwait
’Maternity Hospital, Kuwait City, Kuwait

3 .. . o N

Department of Obstt | 5 somministrazione dtibolone é stata iwait City, Kuwait

: associata ad un aumento significativo della eaith, 2016, 8, 262-278
Abstract frequenza del coito, riduzione della
PRI OO dlspar.et_mla e secchezza va.glna!e, aumento . ¢ 40 -
consequent cessatior della libido e generale soddisfazione e o evaluate the emo-
tional reaction and s« feli Cité. d to have Premature
Ovarian Failure seen study criteria, were
enrolled into the study. Another group of 42 healthy women formed the control group. The instru-

ment of data collectir= inrle=dad thean fomac of cnactinnnaices 6o ¢~ A~~th of emotional reac-

tion to the diagnosis Conclusione:L'insufficienzaovarica precoce ientation Scale (HOS)

d Stanford Chroni . c c . c ted the clinic with
ﬁe,ﬁ'ﬁty"tk oon), & associata a disfunzione sessual€ibolone @oas:s b

sufficiency was a tra: fornisce un mezzo efficace per il vious loss to others),
with high level of an lla disf . | ind impaired self-es-
teem. Fertility was ; trattamento della disfunzione sessuale [tility was a societal
landmark of woman caysata da insufficienza ovarica precoce.  were generally low
(below 7) in copingv. . n,lossof self-esteem

and other significant emotional reactions. The present study has demonstrated that Premature Ova-
rian Failure is associated with severe emotional distress and impaired ability to cope with them es-
pecially low self-esteem. A multidisciplinary management team is advocated for POF.




"TIBOLONE
TARGET TISSUES RELEVANT
TO MENTAL & SEXUAL WELL-BEING

NEUROENDOCRINE CIRCUITRIES
(Mental well-being, Libido, Orgasm)

affiniti
Ja-OH derivato ER debole

3B-OH derivato ER debole
Ad derivato P, AR debole -

VAGINAL & CLITORAL TISSUES
(Sensations, Congestion, Lubrication)

Tibolone t circulating levels of Free Testosterone & DHEA-S
} circulating levels of SHBG







