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Ogni capsula molle contiene

1 mg estradiolo (E2)

+ 
100 mg progesterone (P4) 

Identici agli ormoni endogeni

17ß-estradiol

micronized
progesterone

Associare il 17ß-estradiolo 
e il progesterone in una
sola capsula è
tecnicamente molto 
difficile per le differenti
proprietà delle due 
molecole

Questo è il primo prodotto
in  cui questa
associazione è riuscita



Cos’è un progestinico?



Progestins

C-19 nortestosterone

Estranes Gonanes
Related to progesterone
Diidrogesterone
Medrogestone

Pregnanes (17OHP)
Ø MPA
Ø Cyproterone ac.
Ø Chlormadinone ac.
Ø Megestrol ac.

Nor-pregnanes (19NP)
Ø Nestorone
Ø Nomegestrol ac. 
Ø Trimegestone

Ø Norethynodrel
Ø Norethisterone
Ø Etynodiol
Ø Lynestrenol

Ø Dienogest

Ø Norgestrel
Ø Levonorgestrel
Ø Gestodene 
Ø Desogestrel
Ø Etonogestrel
Ø Norgestimate
Ø Norelgestromine

Spirolactone

Drospirenone



Biological activities of natural progesterone and synthetic progestins

(+) effective; (+ ) weakly effective; (-) not effective from Schindler AE et al, Maturitas 2003



CEE vs. Placebo 
[Hazard Ratio]

CEE+MPA vs. Placebo
[Hazard Ratio]

K ovaio 2.04 (95% CI 1.14-3.65) 1.14 (95% CI, 0.82-1.59)

K endometrio 0.72 (95% CI, 0.56-0.92) 

Chlebowsky et al., J Clin Oncol 42, 2024 (suppl 16; abstr 10506)

Incidenza di cancro ovarico ed endometriale 
dopo 20 anni di follow-up nello studio WHI



Al termine dei 9 anni complessivi 
(trattamento + osservazione), le pazienti 
trattate con E + P presentano un rischio di 
K mammario significativamente superiore 
ai controlli, mentre quelle trattate con E 
presentano un rischio significativamente 
inferiore ai controlli.
Il progestinico (MAP) sembra essere 
quindi il principale responsabile del rischio 
oncologico mammario. 
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Half maximal effective dose (ED50)  for P and MPA in the uterus 
and in the mammary gland in mice 



2009



Effects of ERT/HRT on Lipids
PEPI Trial



Effects of ERT/HRT on SBP and fibrinogen
PEPI Trial



Effects of ERT/HRT onglucose metabolism
PEPI Trial



Rischio di eventi avversi cardiovascolari importanti (MACE) e di 
tromboembolismo venoso (TEV) nella «vita reale»

2. Panay N, Nappi R, Stute P, el al. Maturitas. 2023;

1. Stevenson et al. Oral abstract. ID #12999_ISGE Congress 2024_Florence.

MACE1 & TEV2

Due diversi studi hanno valutato in un contesto reale il rischio di 
TEV e di eventi cardiovascolari importanti (MACE) nelle donne in 

menopausa trattate con 

E2/progesterone micronizzato vs. CEE/MPA
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1. Panay N, Nappi R, Stute P, el al. Maturitas. 2023; DOI: https://doi.org/10.1016/j.maturitas.2023.04.004

Il rischio di TEV è risultato significativamente più basso per E2/P4 rispetto a CEE/MPA
(HR 0.70 [0.53 -0.92])
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La differenza significativa tra i 2 bracci è stata rilevata 4 mesi dopo l'inizio del trattamento (HR 0.34, [0.14 – 0.84]). 

Eventi avversi cardiovascolari importanti
Il rischio è risultato significativamente più basso per E2/P4 rispetto a CEE/MPA

(HR 0.28 [0.17 -0.46])



Posologia
Terapia combinata continua. Come tale va assunta tutti i giorni: una capsula 
alla sera a stomaco pieno.

La somministrazione serale è importante: alcuni metaboliti del  
progesterone (specie l’allopregnenolone) hanno un effetto favorevole sui 
disturbi del sonno modulando la trasmissione GABA-ergica (in modo simile 
alle benzodiazepine)



L’estradiolo e il progesterone associati hanno una farmacocinetica sovrapponibile a 
quella di estradiolo e progesterone presi insieme ma separatamente 



A phase III, prospective, randomized, double-blind, placebo-
controlled, parallel-group, 12-month, multicenter trial 
evaluating the safety and efficacy of 17ß-
estradiol/micronized progesterone oral capsules in 
postmenopausal women with an intact uterus

REPLENISH

L’efficacia su multipli outcomes e la sicurezza a lungo 
termine sono state valutate in un ampio RCT 
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Mean reduction in FREQUENCY of weekly moderate-to-
severe vasomotor symptoms from week 1 through week 12

Mean reduction in SEVERITY of weekly moderate-to-severe 
vasomotor symptoms from week 1 through week 12

• REPLENISH co-primary endpoints: 
• Statistically significant reductions in frequency and severity of vasomotor symptoms1,2

1. Theramex, Data on file.
2. Lobo RA et al. Obstet Gynecol 2018; 132(1): 161-70.
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*p<0.001

Placebo (n=135)
1 mg E2/100 mg P4 (n=141)

Placebo (n=135)
1 mg E2/100 mg P4 (n=141)

Weeks Weeks *p<0.001 †p=0.031

* *

*
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REPLENISH MOS-Sleep outcomes: 
Statistically significantly and sustainably improved sleep parameters vs placebo1
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1. Kagan R et al. Menopause 2019; 26(6): 622-8.
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Mean improvement in MOS-Sleep total score over 12 months Mean improvement in MOS-Sleep disturbance score over 12 months

Placebo (n=151)

1 mg E2/100 mg P4 (n=415)

*p≤0.001

Placebo (n=151)

1 mg E2/100 mg P4 (n=415)

The self-reported MOS-Sleep scale addresses time to fall asleep, hours of sleep, sleep maintenance, 
respiratory problems, perceived sleep adequacy, and somnolence over the past 4 weeks





1. Mirkin S et al. Menopause 2020; 27(4): 410-17.

2. FDA Guidance for Industry. Available at: https://www.fda.gov/media/75802/download Accessed on: 20.01.21.

1 mg E2/100 mg P4 
n=281

Placebo 
n=92

1 (0.36%) 0 (0.00%)

REPLENISH primary safety endpoint:
Endometrial hyperplasia incidence <1% at 12 months1

Endometrial biopsy assessments revealed one case of endometrial hyperplasia and 
no cases of endometrial cancer in women who received 1 mg E2/100 mg P41

US Food and Drug Administration guidance recommend that the incidence of 
endometrial hyperplasia in HRT trials should be less than 1% at 12 months, and similar 
to an untreated population2

• therefore endometrial protection as defined by the FDA was accomplished with the 
P4 component of treatment1

Endometrial Hyperplasia incidence rate (%)





Abnormal mammogram rates consistent with background incidence1

1. Archer DF Endocrine Reviews, Volume 39, Issue 2 Supplement, April 2018. 2. Monticciolo DL et al. Breast J. 2004;10:106-110. .
2. Liu JH Menopause  2020 Volume 27 pp. 1381-1395
3. Chlebowski RT, et al. JAMA. 2003;289:3243-3253

§ In the 1-year 1 mg estradiol/100 mg progesterone trial, incidence of 
abnormal mammograms was consistent with that of women taking 
placebo (3.1% vs. 3.7%)1

– The incidence of abnormal screening mammograms in the US is 5%-6%2

– At the end of the first year of the WHI study, the incidence of abnormal 
mammograms was 9.4% in women taking Prempro® vs. 5.4% for placebo (but 
mean age was higher)3



1. Archer DF et al. Expert Rev Clin Pharmacol 2019; 12(8): 729-39.

• Clinically meaningful benefits demonstrated with the CGI, MENQOL and
MOS-Sleep analyses

• Low levels of bleeding and spotting with high rates of amenorrhea that improved 
with continued use

• No unexpected safety signals, with safety and tolerability comparable to 
transdermal HRT formulations

• No clinically meaningful impact on lipids, glucose, coagulation parameters, 
liver function tests, systolic or diastolic BP, or weight

A body identical combination of estradiol and micronized progesterone1

Stable E2 serum levels to provide effective vasomotor symptom relief

+
Adequate P4 level to provide protection against endometrial stimulation

+


