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Sexual Problems and Distress in United

States Women
Prevalence and Correlates

Jan L. Shifren, up, Brigitta U. Monz, mp, Patricia A. Russo, Pip, Anthony Segreti, pib,
and Catherine B. Johannes, prp
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Fig. 1. Prevalence of sexual problems associated with
sexually related personal distress by 10-year age bands.
Filled circle, desire; open triangle, arousal; filled square,
orgasm; open diamond, any.
(Obstet Gynecol 2008;112:970-8)



Women’s perception of sexuality around the menopause:
Outcomes of a European telephone survey

Q: Are you currently experiencing or have you experienced any of the following in the past year?

Total UK France Germany Italy  Netherlands Switzerland
No periods 1+ years 65% = 59% 53% 69% 69% 69%
Hot flushes 52% 61% 51% 44% 51% 56% 48%
Sleeplessness 44% 59% 49% 43% 37% 45% 31%
Irritability 37% 48% 39% 35% 33% 43% 24%
Mood swings 7% | 39% 33% 36% 32% 36%
Reduced sex drive 35% 48% 35% 33% 32% 43% 21%
Headaches or migraines 29% 37% 36% 28% 23% 27% 21%
Depression 25% 34% 25% 24% 26% 21% 19%
Involuntary loss of urine 21% 32% 24% 15% 13% 32% 1%
Vaginal pain or dryness 21% 26% 18% 21% 16% 30% 14%
Very Occasional Periods 14% 19% 10% 13% 16% 10%

Total Sample (n=1803)
B Highest Lowest

R.E. Nappi, E.A. Nijland/ European Journal of Obstetrics & Gynecology and Reproductive Biology 137 (2008) 10-16



Modificazioni della vagina dopo
la menopausa

Loss of oestrogen production

Loss of vaginal elasticity Thinning of vaginal epithelium

Reduction of vaginal blood flow

Change of exfoliation cells

Loss of lubrication

Vaginal constriction

Loss of mature, superficial cells.
Most cells are immature parabasal
Vaginal dryness, vaginal pain cells, poor in glycogen content
associated with sexual activity

(dyspareunia), vaginal and/or
_Increased vulvar irritation or itching, Fewer cells
risk of damage dysuria, vaginal bleeding

associated with sexual activity

Loss of glycogen

Inflammation

Loss of lactobacilli
and lactic acid

Increased risk
of infection

Increase in vaginal pH

Change in bacterial flora




Dispareunia e attivita sessuale
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Attitudes and perceptions towards vulvar and vaginal atrophy in

Italian post-menopausal women: Evidence from the European REVIVE
survey

Rossella E. Nappi®*, Martire Particco®, Nicoletta Biglia¢, Angelo Cagnacci ¢,
Costantino Di Carlo¢, Stefano Luisi’, Anna Maria Paoletti®

Maturitas 91 (2016) 74-80

Vaginal atrophy of women in postmenopause. Results from a
multicentric observational study: The AGATA study

F. Palma?®*, A. Volpe?, P. Villa®, A. Cagnacci®*, as the writing group of the AGATA study

°Se C ’ M Maturitas 83 (2016) 40-44
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L'80% delle donne in postmenopausa presenta AVV.
(I due terzi non aveva ricevuto una diagnosi)

Precedente diagnosi di atrofia
non confermata alla visita
Precedente diagnosi di o
atrofia 0[_9 /o

——

.—"’-’_—’

/29,1%

\\\

N
20,0% \stenza di diagnosi di

trofia

Nuova diagnosi di atrofia

Attuale assenza di VVA/GSM 20.9%
Attuale presenza di VVA/GSM 79,1%

Maturitas 83 (2016) 40-44



Vaginal atrophy of women in postmenopause. Results from a
multicentric observational study: The AGATA study

F. Palma®*, A. Volpe?, P. Villa®, A. Cagnacci®*, as the writing group of the AGATA study’

2 Obstetrics and Gynecology, University of Modena and Reggio Emilia, Italy
b Obstetrics and Gynecology, Policlinico Gemelli of Rome, Italy
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Fig. 2. Prevalence of genitourinary menopausal syndrome (GSM) stratified by years since menopause.

Maturitas 83 (2016) 40-44



Activities

Interferenza dell AVV con la vita
sessuale e con altre attivita

Sexual satisfaction
Sexual spontaneity
Intimacy

Relationship with partner
Enjoyment of life
Temperament

Sleep

Seek new relationship
Athletic activity
Travel

Everyday activity
Social activity

Ability to work
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Percentage of women reporting interference

R.E. Nappi et al. / Maturitas 91 (2016) 74-80
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POSITION STATEMENT

Management of symptomatic vulvovaginal atrophy: 2013 position
statement of The North American Menopause Society

Prescription therapies

The benefits and risks of systemic HT have been reviewed
previously and have shown that for symptomatic women who
are younger than 60 years or who are within the first 10 years
of menopause, benefits may outweigh the risks.®” When
systemic HT 1s needed to treat other menopausal symptoms,
the woman will generally derive satisfactory resolution of her
vaginal symptoms as well. However, 10% to 15% of women
on systemic HT may not derive adequate relief of vaginal
symptoms,’” and additional low-dose vaginal ET may be added
if needed.



CONCLUSIONS AND RECOMMENDATIONS

First-line therapies for women with symptomatic VVA
include nonhormonal lubricants with intercourse and, if
indicated, regular use of long-acting vaginal moisturizers.
[Level A]

For symptomatic women with moderate to severe VVA
and for those with milder VVA who do not respond to
lubricants and moisturizers, estrogen therapy either vag-
inally at low dose or systemically remains the therapeutic
standard. Low-dose vaginal estrogen is preferred when
VVA is the only menopausal symptom. [Level A]
Ospemifene is another option for dyspareunia. [Level A]
For women with a history of breast or endometrial cancer,
management depends on a woman’s preference, need, un-
derstanding of potential risks, and consultation with her
oncologist. [Level C]



CLIMACTERIC, 2016
VOL. 19, NO. 2, 109-150
http://dx.doi.org/10.3109/13697137.2015.1129166

Taylor & Francis
Taylor & Francis Group

RECOMMENDATIONS

2016 IMS Recommendations on women’s midlife health and menopause

hormone therapy

R. J. Baber, N. Panay, A. Fenton and the IMS Writing Group

Urogenital atrophy

Whilst the evidence supporting the use of estrogens
in lower urinary tract dysfunction remains controversial,
there are considerable data to support their use
in urogenital atrophy'® and the vaginal route of admin-
istration correlates with better symptom relief by
improving vaginal dryness, pruritis and dyspareunia,
and greater improvement in cytological findings'’.
The most recent meta-analysis of intravaginal estrogen
treatment in the management of urogenital atrophy
was reported by the Cochrane group in 2003'®
Sixteen trials with 2129 women were included and
intravaginal estrogen was found to be superior to
placebo in terms of efficacy, although there were no
differences between types of formulation. Fourteen
trials compared safety between the different vaginal
preparations and found a higher risk of endometrial
stimulation with conjugated equine estrogens as com-
pared to estradiol. <1+ >
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RECOMMENDATIONS

2016 IMS Recommendations on women’s midlife health and menopause
hormone therapy

R. J. Baber, N. Panay, A. Fenton and the IMS Writing Group

Postmenopausal vulvovaginal atrophy

All local estrogen preparations (creams, pessaries,
tablets, vaginal ring) are effective in decreasing signs
and symptoms of vaginal atrophy but they differ slightly
in their adverse-event profiles®> 2. <1++> Ospemifene, a
SERM derived from toremifene, has also been shown to
be effective in treating vulval and vaginal atrophy®'>.
<1++> Vaginal moisturizers and lubricants as well as
regular sexual activity may be helpful to such women.
Vaginal moisturizers may have an equivalent efficacy to
topical vaginal estrogen and should be offered to women
wishing to avoid the use of hormonal therapy'*. <1+ >
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VULVO-VAGINAL ATROPHY

Diagnosis and management of symptoms associated with vulvovaginal
atrophy: expert opinion on behalf of the Italian VVA study group*

Rossella E. Nappi', Nicoletta Biglia?, Angelo Cagnacci®, Costantino Di Carlo® Stefano Luisi®, and
Anna Maria Paoletti®

7. The use of vaginal moisturizers and lubricants and the
maintenance of sexual activity may be helpful in improving
vaginal dryness-related symptoms. However, a few clinical trials
have been performed to assess the efficacy of such products.

8. Treatments with vaginal estrogens proved to be efficacious,
but are associated with poor compliance (inconvenience, vaginal
discharge, difficult application, smell, and loss of spontaneity
during intercourse).

9. There are not enough data on the safety of topical estrogens
in patients with a history of breast cancer or of any other
estrogen-sensitive tumor. Therefore, such treatments should be
avoided or prescribed only following a deep discussion on
benefits and risks.



MENOPAUSA E TERAPIA ORMONALE SOSTITUTIVA

Raccomandazioni della Societa Italiana della Menopausa

A cura del Direttivo della Societa

Sindrome Genitourinaria della Menopausa

La TOS migliora i sintomi da atrofia urogenitale. La terapia
estrogenica vaginale a basso dosaggio € la terapia di
scelta per le donne che lamentano unicamente la sindrome
genitourinaria. Tutti i preparati estrogenici locali mostrano
un’efficacia paragonabile. | preparati estrogenici vaginali per
la terapia dell’atrofia urogenitale non richiedono I'associazione
progestinica in quanto i dosaggi utilizzati e/o il tipo di estrogeno

somministrato (come il promestriene e 'estriolo) non sono in
grado di determinare una proliferazione dell’endometrio.

Per il trattamento dei sintomi dell’atrofia vulvovaginale €
disponibile ospemifene, un SERM indicato per il trattamento

dell'atrofia vaginale, con una efficacia simile a quella delle
terapie estrogeniche vaginali.



Menopausal Symptoms and Treatment-Related
Effects of Estrogen and Progestin in the Women’s
Health Initiative

Vanessa M. Barnabei, MD, PhD, Barbara B. Cochrane, php, RN, Aaron K. Aragaki, ms,
Ingrid Nygaard, mp, R. Stan Williams, Mp, Peter G. McGovern, mp, Ronald L. Young, M,
Ellen C. Wells, Mp, Mary Jo O’Sullivan, Mp, Bertha Chen, Mp, Robert Schenken, Mp, and
Susan R. Johnson, Mp, Ms, for the Women’s Health Initiative Investigators™

Table 2. Relief/Improvement of Symptoms at Year 1 Among Women Symptomatic at Baseline in the WHI Estrogen Plus
Progestin Trial by Treatment Assignment to Estrogen Plus Progestin or Placebo

No. of Symptomatic Women* at
Baseline (% Relieved at Year 17)

Symptom E+P Placebo Odds Ratio 95% ClI e
Hot flushes 735 (85.7) 645 (57.7) 4.40 3.40-5.71 <.001
Night sweats 711 (77.6) 643 (57.4) 2.58 2.04-3.26 <.001
Breast tenderness 118 (58.5) 115 (72.2) 0.54 0.31-0.94 .03
Vagmnal or genital irritation or itching 262 (61.8) 224 (64.7) 0.88 0.61-1.28 51
Vagmal or genital dryness 711 (74.1) 606 (54.6) 2.40 1.90-3.02 <.001
Vagnal or genital discharge 72 (81.9) 67 (79.1) 1.20 0.52-2.78 .67
Headaches or migraines 727 (52.0) 654 (55.4) 0.87 0.71-1.08 21
Joint pain or stffness 1741 (47.1) 1639 (38.4) 1.43 1.24-1.64 < .001
General aches or pains 1623 (49.3) 1470 (43.8) 1.25 1.08-1.44 .002
Lower back pain 1359 (44.4) 1322 (42.3) 1.09 0.94-1.27 .26
Neck pain 916 (52.0) 847 (49.5) 1.11 0.92-1.33 30
Bloating or gas 1046 (53.4) 1048 (52.5) 1.04 0.87-1.23 .69
Swelling of hands or feet 427 (60.9) 444 (63.5) 0.89 0.68-1.18 42
Mood swings 447 (63.1) 412 (63.4) 0.99 0.75-1.31 94
Dafficulty concentrating 313 (59.7) 297 (58.6) 1.05 0.76-1.45 77

E+P, estrogen plus progestin; CI, confidence interval.
* Reporting symptom severity as moderate or severe.
T Reporting symptom severity as mild or did not occur. 2005



Terapie ormonali per 'AVV In
commercio In ltalia

Promestriene Cpr vaginali 10 mg

Crema 10 mg
_ Estradiolo Cpr vaginali 0,025 mg
_ Estradiolo Anello vaginale 0,0075 mg
- Estriolo Ovuli 1 mg

Crema 0,5 mg
_ Estriolo Ovuli a rilascio pr. 1 mg
_ Estriolo Crema 0,5 mg
_ Estriolo Gel 0,05 mg
_ Estriolo Ovuli 0,03 mg
B OHEA Ovuli 6,5 mg
_ Ospemifene Cpr orali 60 mg



Absence of systemic hormonal effects in an
oestradiol diether topically active on the vaginal
mucosa

TABLE

J.-P. Wolff ', R. Cachelou ' and N. Guéritée **

MEAN PLASMA LEVELS OF E,, E,, LH AND FSH IMMEDIATELY BEFORE AND AFTER
TREATMENT AND SEVERAL DAYS AFTER TREATMENT.

Before treatment End of 2-5 Days
treatment after
Ist assay 2nd assay treatment
Placebo 539+58" 48.34 5.1 NS 51.147.7 NS 683+ 154
NS NS
El (pg/ml) Colpotrophin 5514 7.1 NS 55 1+98 NS 58.1+96 NS 6444 7.
Placebo 18.2 4+ 3.3 NS 17.243.5 NS 17.54 3.7 NS 245+ 5.2
NS NS
E2 (pg/ml) Colpotrophin 25.54 5.7 NS 25,1+ 5.6 NS 2574 5.6 NS 2404 4.1
Placebo 30.342.8 NS 30.1 + 2.4 NS 2824 2.3 NS 2744+ 19
NS NS
LH (mIU/ml) Colpotrophin ~ 27.342.1 NS 258432 NS 27.14 3.1 NS 262+ 34
Placebo 2604+ 1.5 NS 2724 1.5 NS 25.74 1.6 NS 257+ 1.6
NS NS
FSH (mIU/ml) Colpotrophin 248+ 1.7 NS 238+ 1.7 NS 22.74 1.6 NS 2274 1.6

*0.05>P>001]

NS = P > 0.05.

Maturitas, 4 (1982) 239-246



Effect of one-month treatment with vaginal promestriene on serum estrone
sulfate levels in cancer patients: A pilot study

L. Del Pup?*, D. Postruznik®, G. Corona“ Maturitas 72 (2012) 93-94

Patients age, disease and plasma concentrations of EIS before and after

promestriene treatment.

Patient Age Disease Pre-E1S (pg/mlL) Post-E1S (pg/mL)
1 63 Cervix 625 616
2 60 Endometrium 217 345
3 63 Vulva 389 447
4 56 Vulva 110 512
5 66 Ovary 853 835
6 59 Endometrium 175 285
7 60 Cervix 130 144
8 45 Ovary 198 232
9 33 Endometrium 502 464

10 48 Cervix 2920 108

11 47 Cervix 572 815

12 43 Cervix 508 454

13 28 Ovary 227 100

14 46 Cervix 1220 856

15 62 Endometrium 69.2 140




Terapie ormonali per 'AVV In
commercio In ltalia

Promestriene Cpr vaginali 10 mg
Crema 10 mg

Estradiolo Cpr vaginali 0,025 mg
stradiolg Anello vaginale 0,0075 mg

- Estriolo Ovuli 1 mg
Crema 0,5 mg
_ Estriolo Ovuli a rilascio pr. 1 mg
_ Estriolo Crema 0,5 mg
_ Estriolo Gel 0,05 mg
_ Estriolo Ovuli 0,03 mg
B OHEA Ovuli 6,5 mg
_ Ospemifene Cpr orali 60 mg



Local oestrogen for vaginal atrophy in postmenopausal
women (Review)

Suckling JA, Kennedy R, Lethaby A, Roberts H

o)

THE COCHRANE
COLLABORATION®

Main results
Nineteen trials with 4162 women were included in this review. The overall quality of the studies was good, although not all trials

measured the same outcomes. All trials measured efficacy ,with various outcome measures. When comparing the efficacy of different
oestrogenic preparations (in the form of creams, pessaries, tablets and the oestradiol-releasing vaginal ring) in relieving the symptoms
of vaginal atrophy, results indicated significant findings favouring the cream, ring, and tablets when compared to placebo and non-
hormonal gel.

Fourteen trials compared safety. Four looked at hyperplasia, four looked at endometrial overstimulation and seven looked at adverse
effects. One trial showed significant adverse effects of the cream (conjugated equine oestrogen) when compared to tablets (oestradiol)
which included uterine bleeding, breast pain and perineal pain (1 RCT; OR 0.18, 95% CI 0.07 to 0.50). Two trials showed significant

endometrial overstimulation as evaluated by a progestagen challenge test with the cream (conjugated equine oestrogen) group when
compared to the ring (OR 0.29, 95% CI 0.11 to 0.78). Although not statistically significant there was a 2% incidence of simple

hyperplasia in the ring group when compared to the cream (conjugated equine oestrogen) and 4% incidence of hyperplasia (one simple,
one complex) in the cream group (conjugated equine oestrogen) when compared to the tablet (oestradiol).

Eleven studies compared acceptability to the participants by comparing: comfort of product use, case of use, overall product rating,
delivery system and satisfaction. Results showed a significant preference for the oestradiol-releasing vaginal ring.



Terapie ormonali per 'AVV In
commercio In ltalia

Promestriene Cpr vaginali 10 mg

Crema 10 mg
Cpr vaginali 0,025 mg
Anello vaginale 0,0075 mg
Ovuli 1 mg
Crema 0,5 mg

Estriolo Ovuli a rilascio pr. 1 mg

Estriolo Crema 0,5 mg

Estriolo Gel 0,05 mg
Ovuli 0,03 mg
Ovuli 6,5 mg

Cpr orali 60 mg
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The therapeutic effect of a new ultra low concentration estriol gel
formulation (0.005% estriol vaginal gel) on symptoms and signs of
postmenopausal vaginal atrophy: results from a pivotal phase III study

Antonio Cano, MD, PhD," José Estévez, MD,? Ramén Usandizaga, MD, PhD,? José L. Gallo, MD,*

Misericord Guinot, MD, PhD,” Juan L. Delgado, MD,® Elena Castellanos, MD, PhD,” Eloy Moral, MD,*
Concepcion Nieto, MD, PhD,’ Jaime Moscoso del Prado, PhD,"’ and Javier Ferrer, MD, PhD'’

R.C.T. di confronto fra 114 pazienti in
postmenopausa con atrofia vaginale trattate
con gel contenente estriolo (0,05 mg) e 53
trattate con placebo

TABLE 5. Possibly related AEs

0.005% Estriol gel Placebo gel
Breast pain 0 (0.0) 1(1.9)
Vaginal discharge 0 (0.0) 1(1.9)
Vulvovaginal discomfort 0(0.0) 1(1.9)
Application site irritation 1(0.9) 0 (0.0)
Genital rash 1(0.9) 0 (0.0)
Vulvovaginal pruritus 5(4.4) 0 (0.0)
Pruritus 3(2.6) 23.7
Candidiasis 1 (0.9) 0 (0.0)
Hyperhydrosis 0 (0.0) 1(1.9)
Swelling 0 (0.0) 1(1.9)
Hot flush 0 (0.0) 3(5.7
Abdominal pain 1(0.9) 1(1.9)
Sensation of leg heaviness 0 (0.0) 1(1.9)

Data are presented as n (%) of women with the AE.
AE, adverse event.
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* p NS, Wilcoxon Rank sum test
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Fig. 2. Improvement in vaginal maturation index. P-values (Wilcoxon-Mann-Whitney U test) are given for the comparison of verum and placebo.

H. Griesser et al. / Maturitas 71 (2012) 360-368
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Fig. 4. Improvement in severity of most bothersome symptom. P-values (Wilcoxon-Mann-Whitney U test) are given for the comparison of verum and placebo.
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Terapie ormonali per 'AVV In

commercio In ltalia

Promestriene

Estradiolo

Estradiolo

Estriolo

Estriolo
Estriolo

Estriolo

Estriolo

DHEA
spemitene

Cpr vaginali
Crema

Cpr vaginali
Anello vaginale

Owvuli
Crema

Ovuli a rilascio pr.

Crema
Gel
Ovuli
Ovuli

Cpr orali

10 mg
10 mg

0,025 mg
0,0075 mg

1 mg
0,5 mg

1 mg
0,5 mg
0,05 mg
0,03 mg
6,5 mg
60 mg



La storia dell’intracrinologia

Inizia con la scoperta che le cellule
della prostata normale e dei tumori
prostatici sono in grado di
sintetizzare androgeni al loro interno

Labrie et al., Clin. Invest. Med. 5, 267-275, 1982;
Labrie et al., Important Adv Oncol, 193-217, 1985.
Labrie Mol. Cell. Endocrinol 1, C113-C118, 1991.
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Fernand Labrie
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Main page Fernand Labrie, OC 0Q MSRC (June 28, 1937 — January 16, 2019) was a Canadian medical researcher who specializes in endocrinological research and prostate cancer R
Fernand Labrie
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Since ovarian estrogen secretion stops in all women at
menopause, and not all women suffer from the menopausal
symptoms and signs mentioned above, there must be another
factor or another variable source of sex steroids which could
explain why some women are clinically free from menopausal
symptoms while others (about 75%) suffer from menopausal
symptoms and signs at various degrees [10-12].

E Labrie/Journal of Steroid Biochemistry & Molecular Biology 145 (2015) 133-138
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Intracrinologia

DHEA
Sintesi intracellulare di adia
estradiolo e testosterone a
partire dal DHEA seguita dalla
loro azione e dalla loro ——
inattivazione a livello locale, Z
con successiva escrezione di :
metaboliti inattivi. Dutindarlisd 2
Si evita cosi qualsiasi azione a inside the cells ;
livello di altre cellule in altri
tessuti. Vaginal cell

Only inactive metabolites are
released in the circulation

| Estrogen

receptor

Androgen
receptor




ERC-231: donne in post menopausa con AVV e con
dispareunia come sintomo piu fastidioso

Gravita della dispareunia

Severity score

30

0.5

Prasterone dose (%)

=== Placebo (n=77)

= 3.25 mg prasterone (n=79)
=@= 6.5 mg prasterone (n=81)

\\. p=0.342

* L

9p=0013
1

p value vs placebo: * p<0.05

6 12
Weeks

Vaginal pH (pH units)

9.0

8.0

70

6.0

5.0

40

3.0

20

pH vaginale

Prasterone dose (%)

=)= Placebo (n=77)

=== 3.25mg prasterone (n=79)
=@= 6.5 mg prasterone (n=81)

LT TP ..l o
===

= sk ko
Py

p values vs placebo: *** p<0.001, **** p<0.0001

6 12
Weeks

Percentage of superficial cells (%)

% cellule superficiali

100
Prasterone dose (%)
) =)= Placebo (n=77)
3.25 mg prasterone (n=79)
=@== 6.5 mg prasterone (n=81)
80
70
60
50
40
30
20 p values vs placebo: ¥+ p<0.0001

Percentage of parabasal cells (%)

% cellule parabasali

100

Prasterone dose (%)
90 =)= Placebo (n=77)

««0= = 3.25 mg prasterone (n=79)
% ==@== 6.5 mg prasterone (n=81)

N T sk
T ek T
': ok Seseeag
J.NJ.
20
)
prd
10
p values vs placebo: *** p<0.0001
0
0 6 12

Weeks

Archer DF et al, 2015.



ERC-238: donne in post menopausa con AVV e con dispareunia come

sintomo piu fastidioso. Effetti sulla funzione sessuale (FSFI)

Score

Score

6.0
55
50

45

Desiderio

Prasterone dose (%)

= +@== Placeho (n=157)
=@~ 6.5 mg prasterone (n=325)

p=0.0105

p values vs placebo: *p<0.05

Weeks

Orgasmo

Prasterone dose (%)

Placebo (n=157)
==@= 6.5 mg prasterone (n=325)

p values vs placebo: *p<0.05

Weeks

Score

6.0
55

5.0

25

20

Score

6.0

5.5

5.0

45

40

20

Eccitazione

Prasterone dose (%)

««@=« Placebo (n=157)
=@~ 6.5 mg prasterone (n=325)

p=0.0022

p values vs placebo: *p<0.01

Weeks

Soddisfazione

Prasterone dose (%)

= «@= = Placebo (n=149")
==@= 6.5 mg prasterone (n=300")

p values vs placebo: *p<0.05, *p<0.01

Weeks

Score

Score

6.0

55

50

6.0

55

50

45

Lubrificazione

Prasterone dose (%)

«+@= = Placebo (n=157)
=@= 6.5 mg prasterone (n=325)

p values vs placebo: **p<0.001

Weeks

Dolore

Prasterone dose (%)

Placebo (n=157)
=@= 6.5 mg prasterone (n=325)

p values vs placebo: *p<0.01, **p<0.001

Weeks

Labrie F et al, 2016



ERC-230: Studio di sicurezza. 389 donne in post
menopausa con AVV lieve, moderata o severa
trattate con 6.5 mg di prasterone per 52 settimane

Istologia endometriale
= 385 (99%) endometrio atrofico
" 4 (1%) endometrio inattivo

Valutazione ecografica dell’endometrio
= Nessuna modifica dello spessore endometriale

Portman DJ et al. Menopause 2015;22(12): 1289-95.



ERC-230: Studio di sicurezza. 389 donne in post
menopausa con AVV lieve, moderata o severa
trattate con 6.5 mg di prasterone per 52 settimane

ERC-230
MS PAIN AT SEXUAL ACTIVITY AT BASELINE
(Safety population for efficacy analysis meeting VVA criteria at baseline)

30

MS+MBS dyspareunia (n=183)
= = = MS dyspareunia (MBS or not) (n=240)
= = » = = MS dyspareunia but not MBS (n=57)

SEVERITY SCORE

p<0.0001 for all post-baseline values
| |

0.5

0 12 26 39 52
WEEKS

Labrie F et al, 2015



ERC-230: Studio di sicurezza.389 donne in post
menopausa con AVV lieve, moderata o severa
trattate con 6.5 mg di prasterone per 52 settimane

ERC-230
Vaginal pH
Safety Population for Efficacy Analysis
{Excluding subjects having a serum estrogen signature)

F0or=
Daily 0.5% (6.5 mg) Prasterone
&———8 All subjects (meeting or not VVA criteria) (n=457)
O= == =0 Subjects meeting VVA criteria with MBS dyspareunia,
6.5 [~ 6.40 dryness or irritation/itching (n=293)

pH Units

4.5

4.0

p values vs baseline: ****, p<0.0001
1 l

12 26 39 52
WEEKS

Labrie F et al, 201!



ERC-230: Studio di sicurezza .389 donne in post
menopausa con AVV lieve, moderata o severa
trattate con 6.5 mg di prasterone per 52 settimane

Serum concentrations of testosterone in
Safety-S and cSafety-S populations

Serum concentrations of oestradiol in
Safety-S and cSafety-S populations

pg/mL

ERC-230 - Safety and cSafety-S populations j ERC-230 - Safety and cSafety-S populations
——————— 82
10 Baseline . Post baseline . Reference data . Baseline . Post baseline . Reference data
i oo — — — — — — — — — — — — — |
8 I :
0844 ] ! 250 [ ' !
| ' |
6 .[ I i - 200 0.0004 0.0003 00007 50001  «oooor  <0.0001 : |
0.117 0.160 [ % |
4 <0.0001 <0.0001 <0.0001 2 150 I
100
2
50
0 0
12 26 52 12 26 52 55-65| 30-35 12 26 52 12 26 52 55-65| 30-35
Weeks Weeks year | year Weeks Weeks year | year
old | old old | old
Prasterone 6.5 mg Prasterone 6.5 mg Prasterone 6.5 mg Prasterone 6.5 mg
Safety-S population Safety-S population Safety-S population Safety-S population
(excluding E2 signature subjects) (excluding E2 signature subjects)

Ke Y et al. Horm Mol Biol Clin Invest 2015;24(3):117-129.



Non ci sono dati su donne con:

Iperplasia endometriale

Endometriosi

Cancro mammario attivo o pregresso

Cancro ovarico attivo o pregresso

PAP test anomalo

TVP attiva o pregressa

Ipertensione non controllata

Trombosi arteriosa attiva o pregressa

In TOS estrogenica, estroprogestinica o androgenica



In postmenopausa gli androgeni totali
diminuiscono del 60%

ng/ml

40 -

30

10 T

30-35 year-old
premenopausal
women

55-65 year-old
postmenopausal
women

Labrie et al., J. Ster. Biochem. Mol. Biol., 99,182-188, 2006.



INTACT OVX OVX + DHEA OVX + DHEA +
ESTRUS ACOLBIFENE

Estrogens +
Androgens Androgens

Berger et al, J. Ster. Biochem. Mol. Biol. 96, 201-215, 2005.



Both androgens and estrogens are
responsible for vaginal health

“Consequently, treatment with estrogens is
only a partial treatment.

DHEA makes estrogens and androgens in the
three layers of the vagina with an exclusive
androgenic action in the nerve endings
possibly responsible for the benefits of
intravaginal DHEA on sexual dysfunction.”

Labrie et al., Menopause, 24, 452-461, 2017.



Terapie ormonali per 'AVV In

commercio In ltalia

Promestriene

Estradiolo

Estradiolo

Estriolo

Estriolo
Estriolo
Estriolo
Estriolo
DHEA

OspemifeD

Cpr vaginali
Crema

Cpr vaginali
Anello vaginale

Owvuli
Crema

Ovuli a rilascio pr.

Crema
Gel
Ovuli
Ovuli

Cpr orali

10 mg
10 mg

0,025 mg
0,0075 mg

1 mg
0,5 mg

1 mg
0,5 mg
0,05 mg
0,03 mg
6,5 mg
60 mg



Maturitas 91 (2016) 74-80
Contents lists available at ScienceDirect

Maturitas

ELSEVIER journal homepage: www.elsevier.com/locate/maturitas

Attitudes and perceptions towards vulvar and vaginal atrophy in
Italian post-menopausal women: Evidence from the European REVIVE
survey

@ CrossMark

Rossella E. Nappi®*, Martire Particco®, Nicoletta Biglia©, Angelo Cagnacci?,
Costantino Di Carlo®, Stefano Luisi, Anna Maria Paoletti®

Table 2
Views of VVA therapies in Italian participants currently using treatment.

OTC personal vaginal moisturizer (n=333)

OTC vaginal lubricant (n=77)

Prescription vaginal product (n=32)

Issues related to route of administration, n (%)
Messy 36(10.8)

Not discrete 12 (3.6)
Not an oral pill 24 (7.2)
Do not like touching body 10(3.0)

Issues related to convenience, n (%)
Interrupts my daily activities/life 5(1:5)

Inconvenient to administer 26 (7.8)
Cannot be sexually spontaneous 45 (13.5)
Difficult dosing schedule 10(3.0)
Procedure of administering treatment 13(3.9)
Issues related to side effects/safety, n (%)

Concern about breast cancer 15 (4.5)
Concern about hormone exposure 18 (5.4)
Concern about long-term use safety 35(10.5)
Vaginal discharge 21 (6.3)
Concern about other side effects 30(9.0)
Experienced side effects 7:(2:1)
Partner absorbing estrogen 9(2.7)
Issues related to efficacy, n (%)

Vagina not restored to natural state 86 (25.8)
Not enough relief of symptoms 36(10.8)
Takes a long time to start working 25(7.5)
Other, n (%)

Expensive 38(11.4)
Negative impact on intimacy 12 (3.6)

8(10.4)
0(0.0)
3(3.9)
1(1.3)

1(13)
5(6.5)
5(6.5)
2(2.6)
0(0.0)

1(13)
2(2.6)
8(10.4)
9(11.7)
4(52)
2(2.6)
1(13)

19(24.7)
4(5.2)
7(9.1)

8(10.4)
1(13)

4(125)
1(3.1)
2(6.3)
0(0.0)

0(0.0)
6(18.8)
1(3.1)
0(0.0)
2(6.3)

9(28.1)
12 (37.5)
12 (37.5)
4(12.5)
11 (344)
1(3.1)
3(9.4)

10(31.3)
1(3.1)
3(6.3)

1(3.1)
1(3.1)




SERMs nella pratica clinica

CLOMIFENE

TAMOXIFENE

RALOXIFENE
BAZEDOXIFENE

OSPEMIFENE

e Terapia dell'anovulazione

e Terapia endocrina del carcinoma
mammario

e Terapia e prevenzione dell’osteoporosi




Ospemifene ha effetti sia agonisti che
antagonisti

Mammella

*Effetto antagonista/
Cervello antiestrogenico in studi pre-clinici
*Effetto agonista/ estrogenico in
studi pre-clinici

Epitelio vaginale
*Effetto agonista/estrogenico

Osso
*Effetto agonista/estrogenico in

studi pre-clinici Cuore
*Effetto complessivamente neutro

Endometrio uterino
*Azione complessivamente
neutra’



Concentrazioni sieriche ormonali prima e dopo
12 settimane di trattamento con osmepifene

nmol/L SHBG nmol/L  Free Testosterone nmol/L Total Testosterone
120 0.6 30 ~
100 - 0.5 25 -
80 - 0.4 - 20 -
60 - 0.3 15
40 0.2 10
20 - 0.1 1 5
0 2l 1 0 = T 1 0 - T
BL W12 BL W12 BL W12 BL W12 BL W12 BL W12
Ospemifene Placebo Ospemifene Placebo Ospemifene Placebo
pmol/L Estradiol (E,) IU/L LH U/L FSH
25 - 60 - 138 .
i 120 -
20 28 1 ‘ 100 - ]
15 - 80 -
20 40
5 10 20 -
0 | | 0 1 ) 0
BL W12 BL W12 BL W12 BL W12 BL W12 BL W12
Ospemifene Placebo Ospemifene Placebo Ospemifene Placebo

L'effetto di osmepifene non e attribuibile a modificazioni dei
livelli ormonali

Constantine G, et al. Climacteric 2014; 18: 226-232



Ospemifene:
Dati di efficacia

- Citologia e pH
- Valutazione clinica
- Sintomatologia



Menopause: The Journal of The North American Menopause Society
Vol. 17, No. 3, pp. 000-000

DOL: 10.1097/gme.0b013¢3181¢c1ac01

© 2009 by The North American Menopause Society

Ospemifene effectively treats vulvovaginal atrophy in postmenopausal
women: results from a pivotal phase 3 study

Gloria A. Bachmann, MD," Janne O. Komi, MD, PhD,? and The Ospemifene Study Group 2010

Ospemifene conduce ad aumento significativo della percentuale di
cellule superficiali dopo 4 e 12 settimane

Variazione % media rispetto al basale delle cellule superficiali

B Ospemifene 60 mg

Q 14 M Placebo
I
a3r 12 .
T = *
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gg 1
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gg 8
53 6
E
Ex 4
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3 0 2 4 6 8 10 12

Settimane
*p<0.001 vs placebo



Menopause: The Journal of The North American Menopause Society
Vol. 17, No. 3, pp. 000-000

DOL: 10.1097/gme.0b013¢3181¢1ac01

© 2009 by The North American Menopause Society

Ospemifene effectively treats vulvovaginal atrophy in postmenopausal
women: results from a pivotal phase 3 study

Gloria A. Bachmann, MD," Janne O. Komi, MD, PhD,? and The Ospemifene Study Group 2010

Ospemifene ha dimostrato una riduzione significativa della percentuale di cellule
parabasali rispetto al placebo alle settimane 4 e 12

Variazione % media rispetto al basale delle cellule parabasali

© 20
g; 10
< —a
= o 3
£ 2
g5 -10
25
= & -20 ‘
g2 .
2 30 —a
Eg
o Vv
Eg: -40 *p<0.001 vs placebo
N O
&% .50
8 0 2 4 6 8 10 12

Settimane

B Ospemifene 60 mg
M Placebo



Menopause: The Journal of The North American Menopause Society
Vol. 17, No. 3, pp. 000-000

DOL: 10.1097/gme.0b013¢3181¢1ac01

© 2009 by The North American Menopause Society

Ospemifene effectively treats vulvovaginal atrophy in postmenopausal
women: results from a pivotal phase 3 study

Gloria A. Bachmann, MD," Janne O. Komi, MD, PhD,? and The Ospemifene Study Group 2010

Ospemifene conduce a riduzione significativa del pH
dopo 4 e 12 settimane

Variazione media rispetto al basale del pH vaginale

Variazione media rispetto al basale
del pH vaginale

*p<0.001 vs placebo

0 2 4 6 8 10 12
Settimane

m Ospemifene 60 mg
® Placebo



Ospemifene:
Dati di efficacia

- Citologia e pH
- Valutazione clinica
- Sintomatologia



CLIMACTERIC 2014;17:173—182

Ospemifene 12-month safety and efficacy
in postmenopausal women with vulvar
and vaginal atrophy

S. R. Goldstein*, G. A. Bachmannt, P. R. Koninckx*, V. H. Lin**, D. ]. Portman't, O. Ylikorkalat*
and the Ospemifene Study Group

M Ospemifene 60 mg
L OPlacebo
o 81.8* % 81.5*
i 80+ £ 73.7*
S&
2 N 60
Y X
R 39.3
n = 40- :
o) 232
A 204
0- -
Petechiae Pallor Friability =~ Vaginal Vaginal
dryness redness
Exam Scoring: 0=None 2=Moderate
1=Mild 3=Severe

Figure 3 Visual evaluation of the vagina; percentage of subjects with no abnormalities at week 52 (observed cases; intent-to-treat population).
* £ <0.0001
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Ospemifene:
Dati di efficacia

- Citologia e pH
- Valutazione clinica
- Sintomatologia



Maturitas 78 (2014) 91-98

Contents lists available at ScienceDirect * MATURITAS

: Maturitas gt
el

EILSEVIER journal homepage: www.elsevier.com/locate/maturitas - ——

Ospemifene, a non-oestrogen selective oestrogen receptor modulator (!)msmrk
for the treatment of vaginal dryness associated with postmenopausal

vulvar and vaginal atrophy: A randomised, placebo-controlled, phase

I trial

D. Portman?*, S. Palacios®, R.E. Nappi*, A.O. Mueck4

S0=
B Ospemifene 60 mg n=160 Placebo n=154
40-
31.8 31.2
304 30,0

20+

Proportion of patients (%)

None Mild Moderate Severe
Severity of self-reported vaginal dryness at Week 12/LOCF



Ospemifene migliora significativamente tutti
| domini della FSFI dopo 12 settimane

* p<0.05
# p < 0.001

1,8
1,6

1,4

B Ospemifene
1,2

i #
*
#
B Placebo
#
*
0,8 *
*
0,6 #
*

0,4

0

fl sett 12 sett . l4 sett 12 settI l4 sett 12 set‘g l4 sett 12 set’lc ‘4 sett 12 set:c |4 sett 12 settl

DESIDERIO ECCITAZ LUBRIFICAZ ORGASMO SODDISFAZ RIDUZIONE
DOLORE

Miglioramento significativo della FSFI dopo 12 settimane di
trattamento.

Constantine G, et al. Climacteric 2014; 17: 1-18



CLIMACTERIC 2014;17:173—182

Ospemifene 12-month safety and efficacy
in postmenopausal women with vulvar
and vaginal atrophy

S. R. Goldstein*, G. A. Bachmann?, P. R. Koninckx¥, V. H. Lin**, D. ]. Portman't, O. Ylikorkalat
and the Ospemtfene Study Group

Table 3 Endometrium histological biopsy characteristics: baseline
vs. week 52 (last observation carried forward)*. Data are given as
n (%)

Ospemifene 60 mg/day

(n=364) Placebo (n=62)
Histological

characteristics’ Baseline  Week 52t Baseline Week 52

Tissue insufficient 59 (16.2) 27 (8.7) 8 (12.9) 11 (19.6)

for diagnosis

Atrophic 300 (82.4) 267 (86.1) 52 (83.9) 45 (80.4)
Inactive 1(0.3) 1(0.3) 1(1.6) 0 (0)
Weakly proliferative 1(0.3) 71{2:3) 0 (0) 0 (0)
Active proliferative 0 (0) 3 (1.0) 0 (0) 0 (0)
Hyperplasia 0 (0) 1(0.3) 0 (0) 0 (0)




CLIMACTERIC 2014;17:173—182

Ospemifene 12-month safety and efficacy
in postmenopausal women with vulvar
and vaginal atrophy

S. R. Goldstein*, G. A. Bachmann?, P. R. Koninckx¥, V. H. Lin**, D. ]. Portman't, O. Ylikorkalat
and the Ospemtfene Study Group

Table 2 Summary of treatment-emergent adverse events (TEAEs)
occurring in > 5% of subjects in the ospemifene 60 mg/day group.
Data are given as # (%). Note: Counts include adverse events that
were ongoing from the 12-week pivotal safety study

Ospemifene

60 mglday Placebo

(n=364)" (n=62)"
TEAE 308 (84.6) 47 (75.8)
Withdrawals due to adverse events 49 (13.5) 6 (9.7)
Serious TEAEs 18 (4.9) 4 (6.5)
Most frequent TEAEs
Urinary tract infection 61 (16.8) 15 (24.2)
Batillsh 46 (12.6) 4 (6.5)
Nasopharyngitis 36 (9.9) 4 (6.5)
Other TEAEs
Vaginal candidiasis and/or 35 (9.6) 2 (3.2)

vulvovaginal mycotic infection

Headache 3 (9.1) 6 (9.7)
Muscle spasms 1(8.5) 4 (6.5)
Back pain 4 (6.6) 2 (3.2)
Hyperhidrosis 2 (6.0) 5(8.1)
Vaginal discharge 0 (5.5) 0 (0)
Insomnia 9 (5.2) 0 (0)
Cystitis 9(5.2) 0 (0)




Review

Reproductive Sciences
" % 20(10) 1130-1136
Profile of Ospemifene in the Breast SumAteRAY,
eprints and permission:
sagepub.com/journalsPermissions.nav
DOI: 10.1177/1933719113497290
rs.sagepub.com

Sarah L. Berga, MD'? ®©SAGE
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Figure 3. Suppression of dimethylbenzanthracene (DMBA)-induced
tumors in mice. Effect of ospemifene (x), tamoxifen (A) and vehicle
control (Jll) on mammary tumor incidence in the follow-up study.



J Bone Miner Metab (2006) 24:314-318
DOI 10.1007/s00774-006-0689-9

© Springer-Verlag Tokyo 2006

ORIGINAL ARTICLE

Janne Komi - Kari S. Lankinen - Michael DeGregorio
Jorma Heikkinen - Seppo Saarikoski - Marjo Tuppurainen
Kaija Halonen - Risto Lammintausta - Kalervo Viininen
Olavi Ylikorkala - Risto Erkkola

Effects of ospemifene and raloxifene on biochemical markers of bone

turnover in postmenopausal women

Table 2. Effect of ospemifene and raloxifene on biochemical markers of bone resorption (mean + SD)

Variable Sample Study group
Ospemifene Ospemifene Ospemifene Raloxifene
30mg 60 mg 90mg 60 mg
NTX Before 65.7 £37.8 75.0 £43.6 69.2 +59.3 563+294
(normal range, 5-65 nmol/mmol creatinine) Absolute change —4.5 £29.8* -202+434 -149+514 -10.2 £ 28.0
Percent change 7.6 £40.5 -102+£ 694 12.5 + 89.3 =79+ 35.1
Post study 59.2 +21.6 503+ 212 66.5 £ 31.3 49.5 £ 20.7
CIX Before 355331774 417.3 £2094 360.5 + 185.1 304.0 £ 168.5
(normal range, 40-680ug/mmol creatinine) Absolute change K S o 11 50T -56.6 £ 118.6 -35.0+80.4 —-4.6+1374
Percent change 63 +£31.8 —-9.8 +£31.5 -6.9+ 248 171+ 934
Post study 378.0+161.8 424.0 £ 230.6 351.0 £ 1903 318.8 £ 134.0

NTX, N-terminal cross-linking telopeptide of type I collagen; CTX, C-terminal cross-linking telopeptide of type I collagen
* P < 0.05 for an absolute change at 3 months in comparison to raloxifene (see Materials and methods)



Hypoactive sexual desire disorder

Hypoactive sexual desire disorder
(HSDD) is the persistent or recurrent
deficiency (or absence) of sexual
fantasies/thoughts, and/or desire for or

receptivity to sexual activity, which
causes personal distress.

DSM-1V and ICD-10



Female sex interest/arousal

disorder

Three or more of the following

symptoms for at least 6 months:
 Lack of interest in sexual activity
* Reduced or absent erotic thoughts
* Lack of initiation and receptivity to sexual
activity
* Reduced pleasure during sex
* Reduced or absent desire emerging during
a sexual encounter
* Reduction in genital and nongenital sexual
sensation

DSM-V



Androgens are female hormones!

Hormone
Estradiol (pg/ml)

Testosterone* (pg/ml)

DHEA* (pg/ml)

Premenopausal
women

>40 + 3

400 + 30

4200 + 210

Natural menopause Surgical menopause
(oophorectomized)

<30 Below the detection
threshold for the study’

200 + 20 100 + 20

(¥50%) (375%)

1970 £ 430 1260 + 360

(¥53%) (¥70%)



Serum androgen levels decline steeply in the early reproductive years and do
not vary because a consequence of natural menopause.

The postmenopausal ovary appears to be an ongoing site of testosterone
production
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Postmenopausal oophorectomized women
show significantly lower levels of
testosterone

Mean (SD), Mean (SD), Mean 95% CI for mean ol
oophorectomized women reference women difference difference
55—-64 yr, oophorectomized, n = 11; reference, n = 74
Total T (nmol/liter) 0.38 (0.26) 0.66 (0.40) -0.27 -0.52, —0.03 0.029
Free T (pmol/liter) 5.54 (4.40) 10.81 (8.01) -5.27 -10.20, —0.34 0.037
DHEAS (pmol/liter) 1.89 (1.50) 2.37 (1.57) -0.48 -1.48, 0.53 0.347
Androstenedione (nmol/liter) 2.15(1.28) 3.14 (1.76) -10 -2.10, 0.10 0.075
65-75 yr, oophorectomized, n = 16; reference women, n = 109
Total T (nmol/liter) 0.39 (0.22) 0.71(0.48) -0.32 —-0.56, —0.07 0.011
Free T (pmol/liter) 6.06 (3.33) 9.76 (6.92) -3.70 -7.19, -0.21 0.038
DHEAS (pmol/liter) 1.13(0.64) 1.76 (1.40) —-0.63 -1.33, 0.08 0.081
Androstenedione (nmol/liter) 2.93 (2.00) 3.07 (1.86) -0.14 -1.14, 0.86 0.782

Davison et al., 2005



Prevalence of sarcopenia increases after the
menopause

B Normal
[ Class | sarcopenia

L__J1Class Il sarcopenia

Percentage of population

18-29 30-39 40-49 50-59 6069 70-79 80+
Age (years)



Changes 1n body composition after 16 weeks’
treatment with CEE & methyltestosterone
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TABLE 2. Effoct of nontransdermal tostostorona tharapy on sexual function

Austhar Mastral  No.of Asdrog Fatrogne: % | (e —
Yoar : Duration fnction in
(Raf) status subjocts group grocp androgen grogr
Dow of al. (47) 1983 Postmonopausal 40 Testostarana sc Estradiol s 4moths  Both groups showed
M surgionl 20E+A  implant 100 mg + implant 50 mg 1 Intorost
6 natural 2E estradiol sc implant onom 1 responsivancss
50 mg com
Burgoref ol (4%) 1984 Postmonopeausal 17 Testostarone sc Estradiol s¢ 6momths 1 Lilido
12 suzgionl implant 100 mg cnm implant 40 mg 1 amjoyment
G natural oo
Shawmet ol (45) 1986 Petmonopausal 53 Climacteron Delestrogen 3mmths 1 Dasiro
all surgical 12E+A  twimim twice im 1 arousal
nE Delatostryl t fantasios
10A twice im =5 froquency
20 *; argasam
Shawmet ol (50) 1987 Petmonopausal 42 Climacteron Delastrogen ad 1 Dasiro
all surgical 20E+A mxim oo im 1 arousal
nE 1 fantasics
nuc
Myers et al. (45) 1990 Pestmonopausal 40 Mathyitostostarona Estarifiod estrogen 10 wk t Masturbatory
40 natural 10E & mg + astaribod 0625 mg daly pleasare
10E+MP  estrogon 0626 my daily estarified astrogan 0.626 mg 5 arousal
10E+A + MP 5 mg daly
0P
Davis of al. (51) 1995  Pestmonopeusal 32 Estradiol 60 mg Estradiol 2yr 1 Adtivity
15 suzgicnl 1TE+A + G0y tastosterone 50-mg implants 1 ploasure
17 natural 15E implants q 3 months q 3 mmnths 1 satisfaction
| orgasm
1 ralevancy
Sarrol o al (52) 1998  Pestmoncpausal 20 Mothyltestostorone 25 mg~ Estarifiod estrogen swk t Dasiro
8 surgionl 10E+A + estarifiod astrogen 1.26 my daily 1 sansation
12 natural 10E 1.26 mg daily =5 froquency
Dobs ef al. (63) 202 Potmonopausal 36 25mg  Estorifiod estrogon 16 wk 1 Adtivity
all natural 15E+A + estarifiod astrogen 1.26 mg daily 1 ploasure
13E 1.25 mg daily
Floter of al. (54) 002 50 Testosterone undecancato P + estradiol valerato 24wk t Enjoyment
50 surgical crossovar 40 mg + 2 mg daily 1 intorest
estradicl valorato 2 mg duily t stisfaction
Labo o al. (56) 2003 Potmonopausal 218 Mothyltostostorono 126 mg Estarifiod estrogen 16 wk 1t Dasiro
68 surgical 107 E+A  + estarifiod astrogen 0625 mg daly 1 responsivencss
150 natural 1 E 0.626 my daily







Testosterone Patch for Low Sexual Desire in ) B
Surgically Menopausal Women: A Randomized Trial [he INTIMATE SM 2 study

John E. Buster, Mp, Sheryl A. Kingsberg, pip, Oscar Aguirre, mp, Candace Brown, p,
Jefirey G. Breaux, mn, Akshay Buch, pap, Cynthia A. Rodenberg, i,
Kathryn Wekselman, rN, mp, and Peter Casson, Mp

Transdermal testosterone (300 mcg for 6 months) significantly increases the endpoints
of the Sexual Activity Log and the domains of the Profile of Female Sexual Function in
surgically postmenopausal women with HSDD taking ERT
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Human Medicines Development and Evaluation

Public statement

Intrinsa (testosterone)

Withdrawal of the marketing authorisation in the European Union

On 28 July 2006 the European Commission issued a marketing authorisation valid throughout the
European Union for the medicinal product Intrinsa (testosterone). Intrinsa is approved for the
treatment of hypoactive sexual desire disorder (HSDD) in bilaterally oophorectomised and
hysterectomised (surgically induced menopause) women receiving concomitant estrogen therapy.

The Marketing Authorisation Holder (MAH) responsible for Intrinsa was Warner Chilcott UK Ltd. The
European Commission was notified by letter dated 13 March 2012 of the MAH's decision to voluntarily
withdraw the marketing authorisation for Intrinsa for commercial reasons.

On 25 May 2012 the European Commission issued a decision to withdraw the marketing authorisation
for Intrinsa. Pursuant to this decision the European Public Assessment Report for Intrinsa will be
updated to reflect that the marketing authorisation is no longer valid.



POSITION STATEMENT

The role of testosterone therapy in postmenopausal women:
position statement of The North American Menopause Society

ABSTRACT

Objective: To create an evidence-based position statement regarding the role of exogenous
testosterone in postmenopausal women.

Design: The North American Menopause Society (NAMS) enlisted a panel of clinicians and
researchers acknowledged to be experts in the field of testosterone therapy to review the evidence
obtained from the medical literature, compile supporting statements and.eonclusions, and reach
consensus on recommendations. The document was reviewed and approved by the NAMS Board of
Trustees.

Results: Endogenous testosterone levels have not been cleafly linked to sexual function in
postmenopausal women. Published evidence from randomized controlled trals, although limited,
indicates that exogenous testosterone, both oral and nonoral formulations, has a positive effect on
sexual function, primarily desire, arousal, and orgasmic fesponse, in women afier spontaneous or
surgically induced menopause. Data are inadequate to support recommending testosterone use for
any other indication, including preserving or increasing bonie mineéral density, reducing hot flashes,
increasing lean body mass, or improving well-being, Hirsutism and acne have been associated with
testosterone therapy, but the actual risks are not well defined. It is not known whether testosterone
therapy increases the risk of breast canger, eardiovascular disease, or thromboembolic events.
There are few data regarding the safety and efficacy of testosterone therapy in women not using
concomitant estrogen therapy or fof the use of testosterone therapy for longer than 6 months,
Clinically available laboratory assays do not accurately detect testosterone concentrations at the
values typically found in women, and no testosterone level has been clearly linked to a clinical
syndrome of hypoandrogenism or testosterone insufficiency.

Conclusions: Postmenopausal women with decreased sexual desire associated with personal
distress and with no other identifiable cause may be candidates for testosterone therapy.
Testosterone treatment without goncomitant estrogen therapy cannot be recommended because of
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