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Breast tenderness and breast cancer 
the WHI trial

Crandall CJ, Aragaki AK, Cauley JA, McTiernan A, Manson JE, Anderson G, Chlebowski RT, Breast cancer research and treatment 2012 
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Breast cancer risk and breast tenderness  (CEE+MPA)

BT=breast tenderness

HR 1.33, 95% CI 1.02-1.72, P = 0.03

HR 1.17; 95% CI 0.97-1.41

RR 3.07, 95% CI 2.85-3.30





Variations in Associated Breast Cancer Risk Between CE alone and CE/MPA 

Cumulative hazards, adjusted for age and race/ethnicity, for invasive breast cancer 
by randomization assignment in the WHI CE-alone and CE/MPA trials

0.05

Time since randomization (years)
Anderson GL, et al. Lancet Oncol. 2012;13(5):476–486.
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CE/MPA
Placebo (in CE/MPA arm)
HR 1.25 (95% CI 1.07–1.46)
CE alone
Placebo (in CE-alone arm)
HR 0.77 (95% CI 0.62–0.95)

CE/MPA

CE alone

Placebo 
(in CE-alone arm)

Placebo 
(in CE/MPA arm)







Tissue Selective Estrogen Complex
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BDZ

• Estrogen Antagonist on

• Endometrium

• Breast

• Estrogen agonist on Bone 

• Fx Reduction

TSEC

+
CE

• VMS

• GSM

• QoL

• Fx Reduction

• No increase in BC risk

• estrone sulfate(49.3%)

• equilin sulfate (22.4%)

• 17α-dihydroequilin sulfate (13.8%)

• 17α-estradiol sulfate (4.5%)

• 8,9-dehydroestrone sulfate (3.5%)

• equilenin sulfate (2.2%)

• 17β-dihydroequilin sulfate (1.7%)

• 17α-dihydroequilenin sulfate (1.2%)

• 17β-estradiol sulfate (0.9%)

• 17β-dihydroequilenin sulfate (0.5%)

• 8,9-dehydroestradiol sulfate (small amounts)
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Subjects, n (%)

BZA + CE 

(n = 3,758)

PBO

(n = 1,885)

Breast carcinoma 22 (0.6) 11 (0.6)

Breast cyst 22 (0.6) 16 (0.8)

Fibrocystic breast disease 19 (0.5) 16 (0.8)

Breast neoplasma 38 (1.0) 22 (1.2)

Breast pain 112 (3.0) 52 (2.8)

BZA/Incidence of Select Breast-Related Aes

7-Year data

BZA, bazedoxifene; PBO, placebo.
aIncludes breast mass, breast lump, solid formation, lipoma, fibroadenoma, tumor, nodule, 
microcalcification, intracanalar papilloma, and cyst

Palacios S, et al. Maturitas. 2013 Sep;76(1): 81-87.
. 







Chemical classification of progestogens



HRT and New Onset Hypertension

J. Dinger, K. Bardenheuer & K. Heinemann Drospirenone plus estradiol and the risk of serious cardiovascular events in postmenopausal

women, Climacteric, 19:4, 349-356, 2016





Tromboembolismo Venoso

• Il rischio di tromboembolismo venoso durante la TOS  

dipende dall’età (è minimo sino ai 60 anni) e dal BMI. 

• Il rischio è maggiore nei primi 6-12 mesi di TOS . 

• Studi osservazionali hanno dimostrato che la terapia 

estrogenica transdermica, sembra eliminare il rischio 

trombo embolico associato con la terapia orale. 

TOS: RACCOMANDAZIONI DELLA SOCIETÀ ITALIANA DELLA MENOPAUSA

EFFETTI DELLA TOS A LUNGO TERMINE

2017



HRT ROUTE & VTE

Scarabin et al. Lancet 2003; 362: 428-32
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HRT, Obesity and risk of venous thromboembolism 
the Estrogen and Thromboembolism Risk (ESTHER) Study

overweight obesity

no HRT 2.7 (1.7-4.5) 4.0 (2.1-7.89)

TD HRT 2.9 (1.5-5.8) 5.4 (2.1-14.1)

oral HRT 10.2 (3.5-30.2) 20.6 (4.8-88.1)

Canonico M, et a., J Thromb Haemost. 2006 Jun;4(6):1259-65

Compared with non-users with normal weight

NS NS







GENITOURINARY SYNDROME OF MENOPAUSE
the magnitude of the problem

 75% of postmenopausal women suffer from GSM their lifetime

 20% or less seek treatment 

NAMS. 2007 Position Statement of the North American Menopause Society. Menopause 2007;14: 357–69 

Pandit L, Ouslander JG. Postmenopausal vaginal atrophy and atrophic vaginitis. Am J Med Sci 1997;314:228–31

• Under-reported

• Under-recognized

• Under-treated 



Potential systemic effects of vaginal ERT

CCE creamCCE cream

E2 tablets/ ringE2 tablets/ ring

E3  suppositories/cream/gelE3  suppositories/cream/gel

promestrienepromestriene



Intimate care is a treatment

• No soap 

• only oil for intimate care
• very effective for superficial dyspareunia
• good compliance



GENITOURINARY SYNDROME OF MENOPAUSE
SYMPTOMATIC VULVOVAGINAL ATROPHY 

nonhormonal vaginal lubricants and moisturizers

 Effective for dyspareunia

 Altering sex

 Poor long-term compliance

 Costs



OSPEMIFENE was originally developed as a treatment for 

postmenopausal OP

Wurz, Maturitas 2012

The only oral SERM EMA and FDA approved for GSM treatment.



No evidence of negative endometrial effect
NO contra-indication after treatment for breast cancer

Ospemifene - Special warnings and precautions

 

Breast cancer 

Senshio has not been formally studied in women with a prior history of breast cancer. No data are 

available on its concomitant use with medicinal products used in the treatment of early or advanced 

breast cancer. Therefore Senshio should be used for the treatment of VVA only after the treatment of 

breast cancer, including adjuvant therapy, has been completed. 

 

http://www.ema.europa.eu.





HRT- Molteplici scelte per la QoL

Personalizzazione Dinamica della terapia

• Dosaggio

• Progestinico

• Via di somministrazione

in base alle caratteristiche, obiettivi e preferenze della 

donna per garantire: 

– Eccellente efficacia

– Massima sicurezza

 HRT Seq/ c.c.

 TSEC

 Tibolone

 SERMS

 ERT locale vaginale



Arrivederci a Roma 

SIM 2017



SIM 2017



EURAS HRT: eventi cardiovascolari

nelle donne trattate 

con E2/DRSP si è 

registrato un 30% in 

meno di eventi 

cardiovascolari



WHI : RCT di bassa qualità

1. Età media 63 aa,  alta prevalenza di obesità & 
ipertensione

2. Molte terapie concomitanti  (fattori di 
confondimento) 

3. Dosaggio elevato per la popolazione 
selezionata
– Randomizzazione e assegnazione (allocation

concealment)

– Alta percentuale di drop-outs

– Cecità?

• 0.625 mg CE+2.5  mg MPA

Non applicabile alla pratica clinica

WHI (%)
Menopause Clinic, 

Pisa (%)

Age (yrs) 63 yrs 53 yrs

<60 33.4 86

60-69
45.3

10

70-79 21.3 4

BMI 28.5 24.5

<25 30.4 64

25-29 35.3 27

>30 34.2 7

Hypertensive 35.7 14

Symptoms no yes

Gambacciani SIGO 2003



L’analisi di Umberto Veronesi

• Così come è stato divulgato, questo studio è un attacco irrazionale al mondo femminile che noi 
ricercatori italiani ed europei non possiamo accettare.

• Bisogna quindi rileggere le conclusioni della ricerca con una mentalità da esperti della salute delle 
donne e non da esperti statistici.

20 Luglio 2002



Breast Cancer in PMW taking HRT or statin therapy
Absolute number (difference from placebo) x10 000 persons per year

Langer et al., Climacteric, 20:5, 402-413, 2017


