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Consensus Statement

Executive Summary of the Stages of Reproductive
Aging Workshop + 10: Addressing the Unfinished
Agenda of Staging Reproductive Aging

Sioban D. Harlow, Margery Gass, Janet E. Hall, Roger Lobo, Pauline Maki,

Tobe ) de Viters. Tor e STRAW - 10 Collaboratve Group J Clin Endocrinol Metab, April 2012, 97(4):1159-1168
Menarche FMP (0)
Stage -5 | -4 | -3b | -3a -2 | -1 +1a|+1b | +1c | +2
Terminology REPRODUCTIVE MENOPAUSAL POSTMENOPAUSE
TRANSITION
Early |Peak | Late Early | Late Early Late
Perimenopause [
Duration variable variable 1-3 years 2 years | 3-6 years | Remaining
(1+1) lifespan
PRINCIPAL CRITERIA
Menstrual Variable | Regular | Regular | Subtle Variable Interval of
Cycle to regular changes in | Length amenorrhea
Flow/ Persistent of >=60
Length 27- day days
difference in
length of
consecutive
cycles
SUPPORTIVE CRITERIA
Endocnne
FSH Low Variable* ?Variable' T>25 lun** TVariable Stabilizes
AMH Low Low Low Low Low Very Low
Inhibin B Low Low Low Low Very Low
Antral Follicle Low Low Low Low Very Low Very Low
Count
DESCRIPTIVE CHARACTERISTICS
Symptoms Vasomotor | Vasomotor Increasing
symptoms | symptoms symptoms of
Likely Most Likely urogenital atrophy

* Blood draw on cycle days 2-5 | = elevated
**Approximate expected level based on assays using current international pituitary standard®”*°



Problematiche presenti in
perimenopausa

» Sintomatologia climaterica
* [rregolarita mestruali

* [perplasia endometriale

* Perdita di osso

* Atrofia vaginale

* Alterazioni metaboliche

* Rischio di gravidanza



Donne affette da sintomi vasomotori a seconda
dello stadio di menopausa

MENQOLdomain Non-parametric one-way With any symptoms
score Median (IQR) ANOVA for MENQOL* (95% Cl)

Vasomotor MENQOL domain
Premenopause

Early perimenopause

Late perimenopause
Postmenopause, aged <55 years
Postmenopause, aged 55-59 years
Postmenopause, aged 60-69 years

Bilateral oophorectomy

1.3 (2-0)
2:3(37)
37 (4-0)
3:0(4-3)
2:3(3-3)
1.0 (1.7)
2.0 (3.0)

X’=418-7; p<0-001t 43-1% (40-4-45-9)
61-9% (56-8-67-1)
75-6% (70-5-80-8)
63:7% (59-2-68-2)
54-9% (51-6-58-3)
35-0% (32-9-37-1)
50-5% (45-0-55-9)

R.M. Islam et a., Lancet Diabetes Endocrinol 2025; 13: 765—-76




FIGO classification system (PALM-COEIN) for causes of abnormal uterine bleeding in
nongravid women of reproductive age

Malcolm G. Munro *** Hilary O.D. Critchley €, Michael S. Broder ¢,
Ian S. Fraser ©; for the FIGO Working Group on Menstrual Disorders

Polyp Coagulopathy
Adenomyosis Ovulatory dysfunction
Submucosal End :
i ndometria
Leiomyoma S :
Malignancy & hyperplasia latrogenic
Not yet classified

International Journal of Gynecology and Obstetrics 113 (2011) 3-13



DUB (Dysfunctional uterine bleeding)

Sanguinamento mestruale eccessivo e
Irregolare senza una causa organica
evidenziabile

!

MENOMETRORRAGIA DISFUNZIONALE



Sanguinamento uterino disfunzionale

SANGUINAMENTO DA “ROTTURA ESTROGENICA”

Stimolazione estrogenica prqunTata in assenza di attivita progestinica

Endometrio ispessito, intensamente vascolarizzato, con ghiandole
“back to back”, privo di una matrice stromale di supporto

Sanguinamento spontaneo



Fase proliferativa prolungata
Iperplasia semplice

Iperplasia complessa
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Variazione annuale della BMD in varie fasi
della transizione menopausale
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# Premenopause
W Early perimenopause

Late perimenopause

B Postmenopause

Lumbar spine Total hip

Finkelstein et al., 2008
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Andamento della perdita ossea in pre e
perimenopausa in base ai valori iniziali e finali di FSH

70 - isobars of
- g/lcm? loss:
-E‘ 60 - -0.01
S i ——-0.03
§, faster 0.05
- = 40 -
i b
g fast ©
3
> 20 -
O
e ' slow
12 10

0 Y T r .
10 25 35 45

Baseline FSH (miU/mL)
(adjusted for weight, age, ethnicity, smoking, and geographic location)



Cell 125, 247-260, April 21, 2006 ©2006 Elsevier Inc.

FSH Directly Regulates Bone Mass

Li Sun,” Yuanzhen Peng,’ Allison C. Sharrow,>® Jameel Igbal,’ Zhiyuan Zhang,’ Dionysios J. F’apachristg)u,z'3

Samir Zaidi,1 Ling-Ling Zhu,1 Beatrice B. Yaroslavskiy,z"3 Hang Zhou,1 Alberta Zallone,” M. Ram Sairam,
T. Rajendra Kumar,® Wei Bo,” Jonathan Braun,” Luis Cardoso-Landa,' Mitchell B. Schaffler,’ Baljit S. Moonga,’

Harry C. Blair,>** and Mone Zaidi'*

D Human OC Caco

(D) Immunclabeling of human osteoclasts or Caco-2 cells (Caco) with anti-FSHR antibody (60 ng/ml, upper panels). Bottom panels show phalloidin

labeling.
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Journal of Bone and Mineral Metabolism (2025) 43:392-401
https://doi.org/10.1007/s00774-025-01595-x

ORIGINAL ARTICLE Table 2 Univariate and
multivariate binary logistic

Associations between hormones, metabolic markers, and bone mass regression analysis to identify
in perimenopausal and postmenopausal women

risk factors for bone mass loss

Bingru Lu" - Qunxiao Han? - Shiyu Zhao' - Shan Ding' - Guolin Bao' - Yiging Liu’

Variables Univariate analysis Multivariate analysis
OR 95% CI p OR 95% CI D

Age 1.271 1.183-1.364 <0.001 1.232 1.106-1.372 <0.001
Menopause 1.444 1.288-1.620 <0.001

Diabetes 2.171 1.097-4.295 0.026 0.345 0.056-2.139 0.253
BMI 0.882 0.811-0.959 0.003 0.911 0.795-1.045 0.183
PTH 1.018 0.990-1.046 0.207

BGP 0.997 0.941-1.056 0.913

BCTX 4.295 1.160-15.902 0.029 3.452 0.323-36.916 0.305
PINP 1.023 1.003-1.042 0.022 0.989 0.953-1.027 0.577
25-(OH)-D 0.924 0.869-0.983 0.013 0.916 0.825-1.017 0.101
TG 1.249 0.801-1.946 0.327

TC 1.341 1.011-1.779 0.041 0.914 0.369-2.259 0.845
HDL 1.434 0.572-3.591 0.442

LDL 1.621 1.095-2.400 0.016 1.585 0.486-5.172 0.445
GLU 1.381 1.156-1.650 <0.001 1.848 1.116-3.059 0.017
UA 1.005 1.001-1.009 0.029 1.008 1.000-1.015 0.058
HbAlc 1.161 0.990-1.362 0.067

Calcium 0.312 0.020-4.850 0.405

Phosphate 0.131 0.023-0.743 0.022 0.102 0.004-2.795 0.176
Magnesium 46.598 0.804-2700.49 0.064

INS 0.965 0.927-1.005 0.085

C-peptide 0.874 0.718-1.064 0.180

FSH 1.065 1.040-1.091 <0.001 1.089 1.003-1.182 0.042
LH 1.071 1.036-1.106 <0.001 0.935 0.848-1.031 0.179
E2 0.950 0.931-0.969 <0.001 0.988 0.960-1.017 0414

T 0.833 0.698-0.994 0.043 1.239 0.899-1.707 0.191




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

90
85
80
75
70

65

% patients with GSM

60
1 2 3 4 5 6 7-9 10-12 13-19 =220

Years since menopause

Fig. 2. Prevalence of genitourinary menopausal syndrome (GSM) stratified by years since menopause.

Maturitas 83 (2016) 40-44



Incidence of Cardiovascular Disease:
Relation to Menopause Status
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PERIMENOPAUSA

N
» Aumento colesterolo totale, LDL e trigliceridi
Alterazioni e %" ;
orofilo Diminuzione HDL
lipidico J
N

Riduzione produzione NO

~ie . Riduzione azione estrogeni a livello endoteliale

pressione
arteriosa J

~N

Obesita centrale
Ridistribuzio

ne tessuto Insulino-resistenza
adiposo y




PERIMENOPAUSA

* Ridistribuzione grasso corporeo tipo androide

* Minore consumo energetico

 Ridotta tolleranza al glucosio

* Progressivo aumento insulino resistenza, e
iperinsulinemia

* Minore SHBG

» Rischio sindrome metabolica e diabete tipo Il

* Aumento fattori inflammatori e proaterogenici



Sindrome metabolica nella

donna

Parametro IDF AHA ATP Il
Obesita vita > 80 cm vita >90 cm vita >88cm
Trigliceridi  >150 mg/dl >150 mg/dl >150 mg/dl
Col. HDL < 0.09 mmol/l <1.3 mmol/l <1.3 mmol/l
Ipertensione

Sistolica 2130 mmHg 2130 mmHg >130 mmHg

Diastolica 285 mmHg 285 mmHg >85 mmHg
Intolleranza al glucosio

Glicemia =100 mg/dl =100 mg/dl =100 mg/dl



BMI and WHR changes during menopausal
transition (46 and 52 years)

Difference between pre p
and post menopause

BMI (Kg/m2) + 0.65 (£1.8) <0.001

WHR (cm/cm) + 0.06 (£0.04) <0.001

Bjorkelund et al., 1996



Cambiamento stili di vita

TOS
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“Ma che ci vado a fare.

Non voglio mica smettere di bere e di
fumare.”

Sergio Caputo “Un sabato italiano” 1983



Intervenire sullo stile di vita

Menapause: The Jowrnal of The North American Menopause Society
Vol. 22, No. 4, pp. 453-455

DOIL: 10,1097/ gme. 0000000000000455

2 2015 by The North American Menopause Societly

NAMS PrAcTICE PEARL

Counseling patients for lifestyle change: making a 15-minute
office visit work

Kathy Berra, MSN, NP-BC, FAANP, FAAN,' and Suzanne Hughes, RN, MSN, FAHA, FPCNA’



Intervenire sullo stile di vita

 Esprimere empatia ( “capisco che smettere di fumare
dopo tanti anni & molto difficile! )

e Cercare di comprendere quali conseguenze puo avere
la modifica dello stile di vita (“svegliarsi presto per
fare jogging significhera smettere di far tardi la sera”)

e Evitare un atteggiamento litigioso ( “ma si é guardata
allo specchio!”’)

e Cercare di comprendere cosa la paziente “sente” di
poter modificare (“forse potrebbe iniziare smettendo
di fumare sino a ora di pranzo?”)



Intervenire sullo stile di vita

Proporre l'uso di strumenti “divertenti” (apps per
smartphone, contapassi, contacalorie etc.)
Incoraggiare la ricerca di ulteriori informazioni
Concludere la visita trascrivendo su una ricetta la
modifica dello stile di vita concordato con la paziente
Al momento del successivo controllo verificare |la
compliance, congratularsi per i successi, proporre
modifiche per correggere gli insucces



Quale TOS in perimenopausa?

* Solo progestinico

* TOS classica con estrogeno e
progestinico

» Contraccettivo estro-progestinico



Progestinico da solo

Scarso o nullo effetto su SVM
Assenza di rischio TE

Regolarizzazione del ciclo mestruale e
profilassi delle neoplasie endometriall

Effetto modesto sulla perdita di osso
Assenza di effetti sullAVV

Assenza di effetto contraccettivo



TABLE 3. Summary of characteristics and findings from four randomized controlled trials that met inclusion criteria using oral progestin

therapy

Study Number Mean Intervention Duration Outcome Discontinuation

(Reference) of patients  age (vs Placebo) of treatment measures Results P value rate

Schiff et al'? 32 52.2 20 mg oral 12 wks Daily symptom Significant (P<0.05) 15.6%
medroxyproges- checklist improvement in
terone acetate vs number of VMS
placebo tablet (73.9% reduction

in number of
vasomotor flushes
in treatment arm
vs 26.0% reduc-
tion with placebo)

Prior et al'® 14 54  10mg oral 12 wks Daily No significant Composite score 21.4%
medroxyproges- menopause difference in (P =0.38)
terone acetate vs diary vasomotor, Depression
placebo tablet depression, or (P =0.77)

anxiety symptoms Anxiety
between treatment (P = 0.58)
and placebo

groups (No

specific numbers

reported)

Schiissler et al'” 10 60.3 300mg oral 21d Sleep EEG, St. Improvement in total TST (P < 0.05) 0%
micronized Mary’s sleep time (TST); VMS P value not
progesterone vs Hospital Sleep 407.05+8.77 min  reported (stated
placebo tablet Questionnaire, in treatment arm no difference

Daily hot vs. 371.1£15.53 using Wilcoxon
flashes min in placebo. Matched-Pairs
questionnaire No significant test or by the
difference in parametric ¢
VMS (No specific test).
numbers
reported).

Hitchcock et al'® 133 55.5 300mg oral 12 wks  Daily Significant (P = 0.001) 12%
micronized menopause improvement in
progesterone diary VMS: mean

(Prometrium) vs
placebo capsules

reduction of VMS
score was 10.0
(95% CI, —12.0
to —8.1) vs 44
(95% CI, —6.6 to
—2.2) in the
progesterone and
placebo arms.

Dolitsky et al., Menopause 2020



TOS classica

Prevenzioni SVM

Modesto rischio TE (assente con
preparati transdermici)

Regolarizzazione del ciclo mestruale e
profilassi delle neoplasie endometrial

Prevenzione della perdita di osso
Prevenzione AVV
Assenza di effetto contraccettivo



FARMACI PER LA TERAPIA ORMONALE IN POSTMENOPAUSA

Nome Principio attivo Regime Note

Estrogeno Progestinico

Terapie cicliche, sequenziali o combinate, orali (con mestruazione)

E2 emidrato 1,5 mg | NOMAC3.75mg | (10+14) +4
E2 emidrato 1 mg DDG 10 mg (14+14)
E2 emidrato 2 mg DDG 10 mg (14+14)
E2 valerato 2 mg CYP 1 mg (11+10) + 7
E2 valerato 2 mg MAP 10 mg (11+10) + 7
Terapie combinate continue, orali e transdermiche (senza mestruazione)
- E2 emidrato 1 mg DRSP 2 mg continuo
E2 emidrato 1 mg NETA 0.5 mg continuo
E2 emidrato 1mg | DDG 5 mg continuo
E2 valerato 1 mg DNG 2 mg continuo
E2 emidrato 1 mg P 100 mg continuo
Tibolone continuo
17B E2 50 mcg LNG 7 mcg continuo cerotto




Estrogeni orali

E2 valerato 2mg

ECE 0,45 + Bazedoxifene 20 mg

Estrogeni transdermici

| 17B estradiolo 25 0 50 mcg/die 2 /settimana | cerotto

| 17B estradiolo 50 0 100 mcg/die 2 /settimana | cerotto

| 17B estradiolo 3 erog. /die | gel

| 17B estradiolo 1 bust./die | gel

17B estradiolo 1 spray/die | spray

Progestinici

| NOMAC 5 mg

| Progesterone 100 0 200 mg

| DDG 10 mg

MAP 5010020 mg




Contraccettivi
estroprogestinici

Prevenzione SVM
Modesto rischio TE

Regolarizzazione del ciclo mestruale e
profilassi delle neoplasie endometrial

Prevenzione della perdita di osso
AVV?
Effetto contraccettivo



S [ ] I. C ®
Societa Italiana della Contrace ne

Consensus conference results on contraception
in women beyond 40 years of age

« Cardiovascular safety is recognised as the primary factor in the
selection of contraceptives. The use of progestogen-only methods is
considered safe for cardiovascular risk. Combined hormonal
contraceptives utilising natural oestrogens or 20 mcg ethynylestradiol in
conjunction with non-androgenic progestins are considered more
advantageous for the cardiovascular risk profile.

« The levonorgestrel intrauterine device, oestradiol valerate/dienogest,
and the combined contraceptive vaginal ring are identified as the most
effective options for menstrual management.

« The type of hormone and its route of administration can influence
sexual function, with implants and vaginal rings showing positive
effects.

 Combined hormonal contraceptives demonstrate protective effects on
bone density, whereas progestogen-only methods exhibit a neutral
impact

Cagnacci et al., Eur J Contracept Reprod Health Care, 2025



In perimenopausa, le caratteristiche del
contraccettivo estroprogestinico ideale sono
ancora piu importanti

* Bassa estrogenicita totale senza perdere il controllo
del ciclo

* Progestinico a scarsa o nulla valenza androgenica
senza aumentare il rischio troboembolico

. 4

Utilizzo di estrogeni naturali




Lo schema di dosaggio dinamico di E2V/DNG

» 26 compresse con principio attivo: step-down estrogenico; step-up progestinico

QOUOOUOLOLLDLLLLLLLLLLLLLLLLLLe e L L
[ | J | J\ J\ J\ ]
! 1 T T T

2 giorni 5 giorni E,V 2 mg 17 giorni E,V 2 mg/ 2 giorni 2 giorni placebo
solo E,V e DNG 2 mg DNG 3 mg solo E,V (hormone-free)



Original research article

Impact of estrogen type on cardiovascular safety of combined oral
contraceptives

Jirgen Dinger®*, Thai Do Minh®, Klaas Heinemann

VTE events: number, incidence and 95% Cls per exposure group.

PAGRAG A ¢

b

Data set DNG/EV oCOC LNG OHC No use Total

n  Incidence® n  Incidence® n  Incidence® n Incidence® n Incidence® n
(95% CI) (95% CI) (95% CI) (95% CI) (95% CI)

USA and Europe (confirmed VTE) 9 7.2(3.3-13.7) 58 9.1(69-11.8) 10 9.9(48-183) 1 23(0.1-13.0) 9 35(1.6-6.7) 77

USA (confirmed VTE) 0  0.0(0.0-81.9) 25 104 (6.8-154) 4 143(3.9-367) 0 0.0 (0.0-16.6) 5 7.7(2.5-18.0) 30

Europe

- Confirmed VTE (primary analysis) 9 7.4 (3.4-14.1) 33 83 (5.7-117) 6 82(3.0-17.9) 1 4.0(0.1-22.5) 4 2.1(0.6-54) 47

- Confirmed and potential VTE 11 9.1(45-162) 41 10.4(7.4-140) 7 9.6(3.9-198) 1 4.0(0.1-22.5) 6 32(1.2-69) 59

- “Idiopathic” VTE 6 49(1.8-107) 24 6.1(3.9-90) 6 82(3.0-179) 1 4.0(0.1-22.5) 2 1.1(0.1-3.8) 33

* Incidence rates are given in events/10,000 WY.

2016



Contraccettivo con
17Bestradiolo/nomegestrolo acetato

E,/NOMAC: regime monofasico

e 28 compresse

e Regime monofasico
- 24 giorni: E; 1.5 mg + NOMAC 2.5 mg
- 4 giorni placebo

1° 24° 28°

17R-estradiolo 1.5 mg/die
B Nomegestrolo Acetato 2.5 mg/die

Placebo



THE EUROPEAN JOURNAL OF CONTRACEPTION & REPRODUCTIVE HEALTH CARE e Taylor & Francis
httpsz//doi.org/10.1080/13625187.2021.1987410 Taylor &Francis Group

RESEARCH ARTICLE 8 OPEN ACCESS | Gheck for updates

Prospective controlled cohort study on the safety of a monophasic oral
contraceptive containing nomegestrol acetate (2.5mg) and 17f-oestradiol
(1.5mg) (PRO-E2 study): risk of venous and arterial thromboembolism

Suzanne Reed?, Carol Koro®, Julia DiBello®, Kerstin Becker?, Anja Bauerfeind?, Christian Franke® and
Klaas Heinemann?®

Table 5. Cox regression analyses of the risk of DVT of the lower extremities and PE in women without pre-defined risk factors® at
study entry, by comparison group: Primary model and alternative analyses.

Crude Adjusted
hazard ratio hazard ratio

Comparison groups and models Point estimate 95% Cl Point estimate 95% ClI
NOMAC-E2 vs COC, g

A priori expert model (primary model) 0.65 0.28-1.48 0.59° 0.25-1.35

A priori expert model (multiple imputation)© 0.65 0.28-1.48 0.59° 0.25-1.35

Saturated model 0.65 0.28-1.48 0.61 0.26-1.40

Backward elimination model® 0.65 0.28-1.48 0.59 0.26-1.35
NOMAC-E2 vs COCLNGMonoZOmcg

A priori expert model (primary model) 0.41 0.17-0.99 031° 0.13-0.75

A priori expert model (multiple imputation)© 0.41 0.17-0.99 031° 0.13-0.75

Saturated model 0.41 0.17-0.99 033 0.13-0.85

Backward elimination model® 0.41 0.17-0.99 031 0.13-0.75




VITA REALE vs. TEORIA

 Per entrambi i COC contenenti E2
abbiamo oggi a disposizione studi nella
“vita reale”, post-marketing.

e Questi studi confermano,
sostanzialmente | vantaggi della
contraccezione con estrogeno naturale



Estetrolo (E4)

Sintetizzato nel fegato fetale
Attraversa la placenta

Presente nel plasma fetale e
materno

Presente nelle urine materne
dalla 92 settimana di
gestazione

ESTETROLO

"e Y oy - L - -
L O -;-' ;X‘) " ANy 3
oW -u-;:,v e oA av

sla »13 4Y
s 1t .ﬁ\-\.'-
4,500-14,000 pg/mL

400-1,200 pg/mL

Tulchinsky D, et al. J Clin Endocrinol Metab 1975,40:560-67;
Coelingh Bennink HJ, et al. Climacteric 2008;11 Suppl 1:47-58;
Coelingh BF, et al. Climacteric 2008;11 Suppl 1:69-72
Coelingh Bennink HJ, et al. Menopause 2017;24:677-85;



E4/DRSP

e )28 compresse
e Regime monofasico
- 24 giorni: E4 14,2 mg+ DRSP 3mg

- 4 giorni placebo

24°
Estetrolo 14,2 mg/die

B Drospirenone 3 mg/die

Placebo

28°



