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The syndrome may include but is not 
limited to:
Genital symptoms: dryness, burning, 
irritation 

Sexual symptoms: lack of 
lubrication, discomfort or pain, and 
impaired sexual function. 

Urinary symptoms: urgency, dysuria, 
and recurrent urinary tract infections.

Genito Urinary Syndrome of the Menopause 
(GSM) Consensus conference 2013

Portman DJ et al. Menopause 2014



1. Sintomi e Segni  di AVV
Sintomi Segni Indici oggettivi
ATROFIA VAGINALE
Secchezza Secchezza Maturazione 

Epiteliale
Dispareunia Pallore pH
Bruciore Appiattimento delle rughe

Prurito Perdita di elasticità
Disuria Fragilità

Petecchie
ATROFIA VULVARE
Secchezza Assott. grandi e piccole labbra
Dispareunia Riduzione clitoride
Bruciore Alterazioni meato uretrale
Prurito Restringimento Introito

Pallore Mucosa
Petecchie, Escoriazioni, Ulcerazioni

3



Bachmann G, Maturitas 1995

Score <15
Sintomo soggettivo

AV (studio EVES)

Indice di benessere vaginale

Elasticità vaginale.               Secrezione Vaginale.                       pH. Mucosa. Epiteliale.                       Umidità
e sua consistenza

Assente.                           Assente.                                           6.1.                      Petecchie.                           Assente, Mucosa
senza trauma infiammata

Minima                             Scarsa, sottile gialla 5.6-6.0.                  Sanguina con lieve.             Assente, mucosa
con lieve contatto non infiammata

Soddisfacente.                 Superficiale, sottile biance.              5.1-5.5.                 Sanguina con lo                  Minima
scraping

Buona Moderata, sottile Bianca                  4.7-5.0.                Non friabile Moderata
mucosa sottile

Eccellente Normale (Bianca flocculenta).            < 4.6.                   Non friable                          Normale
mucosa normale

Score più basso corrisponde ad una atrofia maggiore

Diagnosi dell AVV



The AGATA study
Epidemiology of VVA in postmenopause

VVA diagnosis was performed by the co-presence of 

v pH >5
v Sensation of Vaginal Dryness
v An Objective Sign of VVA

The Study was performed on 913 women evaluated in 22 
outpatient centers across the nation
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2. Epidemiologia dell’Atrofia 
Vulvo-Vaginale

64% delle donne con AV hanno anche Atrofia Vulvare (Studio EVES) 

AV=79-81%

Studio ANGEL Studio AGATA



Visione della donna
Studio AGATA 

N=923

AV=722

58.8%         21.5%          11.0%          4.4%           4.0%

Palma et al., Maturitas 2017



Determinant of FSFI:

Coefficent b

Age -0.67 per year

Menopause -2.46 yes vs. no

V.  Dryness. -5.64 yes vs. no
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Vaginal Symptoms Vulvar Symptoms



Massarotti et al, 2019



Nonhormonal approaches

Vaginal Estrogens
After discussion of risks and benefits may be used also during Tamoxifen

Shared decision with oncologist if under Aromatase Inhibitors 

DHEA and Testosterone
May help if vaginal estrogens are not an option

Ospemifene
No indication of higher recurrence. Long-term safety data are limited



Nonhormonal approaches

Vaginal Estrogens
After discussion of risks and benefits may be used also during Tamoxifen

Should not be used under Aromatase Inhibitors 

DHEA and Testosterone
May help but insufficient data

Ospemifene
Long-term safety data are limited. Not indicated. Approved by EMA at the 
end of adjuvant treatment. Not approved by FDA



Nonhormonal approaches

Vaginal Estrogens
No clear indication
Use less potent estrogens: CEE>estradiol>estrone>estriol
Use less absorbable forms: Cream>Ring>Tablets   Cream>Biohadesive Gel
Use lower third of vagina
Absorption decreases with time  Atrophic> Estrogenized

DHEA and Testosterone
Not more sicure than vaginal estrogens

Ospemifene
Long-term safety data are limited. Not indicated. Approved by EMA at the 
end of adjuvant treatment. Not approved by FDA





• Estradiol Ring 7.5 mc/day:   5-10pg/ml

• Estradiol Tablet 10 mcg:      5-11 pg/ml

• Estradiol Cream 200 mcg:   80 pg/ml

• CE 0.3 mg: no increase

Circulating levels of E2 following vaginal estrogens





Median follow-up period of 9.2 years for recurrence
Median follow-up period of 15.2 years for mortality



Vaginal Estrogens during Aromatase Inhibitors
Risk of Recurrence 1.39 (1.04-1.85) 

Vaginal Estrogens during Aromatase Inhibitors
HR of Mortality 0.94 (0.70-1.26) 



Estriol 10% the Potency of Estradiol









Ospemifene



Ospemifene vs. Estrogens on
epithelial maturation and pH

pH

MV

Brunicks et al, Climacteric 2017



Ospemifene vs. Estrogens on
Most Bothersome Symptom

Brunicks et al, Climacteric 2017



Adherence

Ospemifene 1
CEE 0.07 (0.06-0.08)
E2 vaginal insert 0.46 (0.41-0.52)
E2 vaginal cream 0.11 (0.10-0.12)
E2 vaginal ring 1.71 (1.51-1.93)
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Tasso di incidenza complessivo di TEV (qualsiasi tipo) 

Person-years: 2,405 5,806 205,810

La coorte di Ospemifene ha avuto un'incidenza inferiore rispetto a entrambe le coorti di confronto, 
indipendentemente dalla durata del follow-up.

Ospemifene Other 
SERMs

Untreated 
VVA

TEV 3 volte meno frequente nella coorte di ospemifene rispetto 
ad altri SERM e VVA non trattata 

Nordstrom et al. Menopause 2020 



Sia Ospemifene che tamoxifene riducono il  numero di carcinomi mammari 
DMBA-indotti in modelli di topo femmine in confronto a topi non trattati

G.T. Wurz et al.  Journal of Steroid Biochemistry & Molecular Biology 97 (2005) 230–240

TAM

OSP

Control vehicle

Ospemifene e cancro alla mammella
dati preclinici



No difference in mammography after 12 
months of treatment

Simon et al. J of Women Health 2017 



1728 treated
3456 untreated

Median of treatment 313 days
Median of follow-up 970 days





Conclusions
• VE are not associated with an increased risk of BC
• VE induce minimal increase in circulating estrogens
• No evidence of higher recurrence with VE (except in women with AI)
• Preferable to use weak estrogen (estriol) with bioadhesive formulation (polycarbophil gel)

Vaginal Estrogens can be used after BC
(after appropriate counselling)

• Ospemifene is a SERM that reduces breast tumor growth in vitro
• Ospemifene does not influence mammographic results after 1 year of tretament
• No evidence of increased risk of BC during Ospemifene
• No evidence of recurrence of BC during Ospemifene
• Approved by EMA but not FDA for women with BC at the end of adjuvant therapy

Ospemifene can be used at the end of BC treatment 
(after appropriate counselling)



Grazie per l’Attenzione!!


