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TERAPIA ORMONALE SOSTITUTIVA

* La possiamo prescrivere?
* Dovremmo prescriveria?

* Come possiamo prescriveria?



Risks and Benefits of Estrogen Plus Progestin

in Healthy Postmenopausal Women
Principal Results From the Women's Health Initiative
Randomized Controlled Trial

(Reprinted) JAMA, July 17, 2002—Vol 288, No. 3 321

Effects of Conjugated Equine Estrogen in

Postmenopausal Women With Hysterectomy
The Women's Health Initiative Randomized Controlled Trial

(Reprinted) JAMA, April 14, 2004—Vol 201, No. 14 1701



WHI : risultati con HRT

Evento clinico Hazard ratio (95% IC)
Patologia cardiaca coronarica 1.29 (1.02-1.63)
Stroke 141 (1.07-1.85)
Embolia polmonare 213 (1.39-3.25)
Cancro mammella 1.26 (1.00-1.59)
Cancro colon-retto 0.63 (0.43-0.92)
Fratture 0.66 (0.45-0.98)
Morte 0.98 (0.82-1.18)

The WHI Steering Committee; JAMA, 288: 321-333, 2002



WHI : risultati con ERT

Evento clinico Hazard ratio (95% IC)
Malattia cardiaca coronarica 0.91 (0.75-1.12)
Stroke 1.39 (1.10-1.77)
Embolia polmonare 1.33 (0.87-2.06)
Cancro mammella 0.77 (0.59-1.01)
Cancro colon-retto 1.08 (0.75-1.55)
Fratture 0.61 (0.41-0.91)
Morte 1.04 (0.88-1.22)

The WHI Steering Committee, JAMA 291: 1701-1712, 2004



2004

« La TOS ha effetti negativi a livello cardiovascolare

 La TOS aumenta il rischio di cancro mammario

« La TOS non previene la demenza senile

« La TOS riduce il rischio di frattura, ma gli effetti negativi superano
questo aspetto favorevole

« La TOS non conferisce alcun rilevante beneficio

N

La terapia sostitutiva va usata per il piu breve tempo possibile
esclusivamente per il trattamento della sintomatologia
climaterica e solo nei casi piu severi



Dal 2004 una serie di riflessioni sui dati del WHI e la pubblicazione
di nuovi studi ha condotto ad una completa rivalutazione dei rischi
e dei benefici della TOS, supportando un uso a lungo termine

« |aumento del rischio cardiovascolare e limitato alle donne piu anziane mentre nelle
piu giovani esiste verosimilmente un effetto protettivo

« L'aumento del rischio di neoplasie della mammella € limitato alle donne che
praticano terapia con progestinico mentre € assente e addirittura ridotto in quelle che
utilizzano solo estrogeni; Il rischio di tumore della mammella potrebbe essere diverso
con diversi progestinici

* Anche per la demenza senile vi & probabilmente un effetto protettivo nelle donne piu
giovani

« Fraifarmaci per la prevenzione e la terapia dell'osteoporosi la TOS spicca per
sicurezza ed efficacia

« Le problematiche di atrofia vulvovaginale e qualita della vita sessuale non possono
essere trascurate



Gli effetti degli estrogeni sull’aterosclerosi variano a seconda
del momento in cui vengono somministrati (studi sui primati)

Ovariectomy Plaque Area
I (Relative to Placebo)
Healthy diet I CEE + atherogenic diet — 0%
I Decrease?
I
Atherogenic . 50%
I + —
diet | CEE + atherogenic diet Decrease?
: Atherogenic diet |Healthy Diet 0%
el el :+ No CEE 2 years(*)] + CEE No change?
Premenopause Postmenopause
'Clarkson TB, et al. J Clin Endocrinol Metab. 1998;83:721-6. (*):equivalent to 6 years
2Adams MR, et al. Arterioscler Thromb Vasc Biol. 1997:17:217-21. . .
3Clarkson TB, et al. J Clin Endocrinol Metab. 2001;86:41-7. in human life

4Williams JK, et al. Arterioscler Thromb Vasc Biol. 1995;15:827-36.
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Beneficial effects of HRT Altered bioclogy of HRT
4 Vasodilation $ Inflammatory activation + ER expression, function
1 Nitric oxide 1 Nitric oxide Rt o e
+ Endothelin + CAMs
T Cox-o 1 MCP-1. TNF-o 4 Inflammatory activation
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T Nitric oxide 4 Platelet activation T mmpP
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¥ LDL oxidation/binding

Mendelsohn M.E. and Karas R.H. (Science, 308, 1583, 2005)




BRIEF REPORT: Coronary Heart Disease Events Associated with Hormone Therapy in

Younger and Older Women

A Meta-Analysis
Shelley R. Salpeter, MD,"?? Judith M. E. Walsh, MD, MPH,? Elizabeth Greyber, MD,’

Edwin E. Salpeter, PhD?

Study, Year Odds Ratio (fixed) Study, Year Odds Ratio (fixed)
(Reference) 95% CI (Reference) 95% CI

T T 1 ' ' !
Cherry 2002 (22) - 1.00 [0.68, 1.46] Hall 1994 (24) 3.03 [0.12, 75.28]
Gallagher 2001 (23) 1.02 [0.06, 16.44] Hall 1998 (21) - 0.16 [0.01, 4.12]
Herrington 2000 (17) —a— 0.92[0.41,2.07] Komulainen 1999 (8) 3.03 [0.12, 75.06]
HERS 2002 (18) L 0.98 [0.78, 1.22] Mosekilde 2000 (9) 1.00 [0.06, 16.10]
Hodis 2001 (25) —_— 0.50 [0.04, 5.54] Nachtigall 1979 (10) S —

Maheaux 1994 (19)
Os 2000 (20)

Raz 1993 (15)
Recker 1999 (16)
Viscoli 2001 (28)

0.32 [0.01, 8.24]
0.97 [0.06, 15.82]
2.64[0.10, 66.41]
0.33[0.01, 8.21]
0.97 [0.54, 1.72]

PEPI 1995 (26)
Ravn 1999 (11)
Samaras 1999 (12)
Utian 2001 (28)

Westendorp 2000 (13)

0.33 [0.01, 3.19]
1.25 [0.06, 26.10]
0.33 [0.01, 8.12]
0.31 [0.01, 8.29]
0.05 [0.00, 1.16]
0.12 [0.00, 2.93]

Waters 2002 (29) . — 1.79 [0.42, 7.67] WHI 2002 (2) - 0.87 [0.53, 1.41]
WHI 2002 (2) 1.26 [0.96, 1.64] WHI 2004 (3) —— 0.56 [0.30, 1.03]
WHI 2004 (3) 0.97 [0.78, 1.21]
Total (95% CI 0.68 [0.48, 0.96
Total (95% CI) 1.03 [0.91, 1.16] (5% CD * [ 1
L 1 1 ] L 1 1 L ]
0.01 0.1 1 10 100 0.001  0.01 0.1 1 10 100

Favors HT Favors control Favors HT Favors control

FIGURE 2. Odds ratios for coronary heart disease events associat-

FIGURE 1. Odds ratios for coronary heart disease events associated
ed with hormone replacement: trials with older women.

with hormone replacement: trials with younger women.

J GEN INTERN MED 2006; 21:363-366.



Postmenopausal Hormone Therapy
and Risk of Cardiovascular Disease
by Age and Years Since Menopause

Table 5. Cardiovascular and Global Index Events by Years Since Menopause at Baseline

Years Since Menopause

|
<10

10-19

=20

No. of Cases

No. of Cases

No. of Cases

I I 1 | 1 P
Hormone Hormone Hormone Value
Therapy Placebo HR Therapy Placebo HR Therapy Placebo HR for
(n=3608) (n=3529) (95% Cl)* (n=4483) (n=4494) (95%Cl)* (n=4081) M=4122) (95% CI)* Trendt
Combined Trials
CHD#t 39 51 0.76 113 103 1.10 194 158 1.28 .02
(0.50-1.16) (0.84-1.45) (1.03-1.58)
Stroke 41 23 1.77 100 79 1.23 142 113 1.26 .36
(1.05-2.98) (0.92-1.66) (0.98-1.62)
Total mortality 53 67 0.76 142 149 0.98 267 240 1.14 .51
(0.53-1.09) (0.78-1.24) (0.96-1.36)
Global index§ 222 203 1.05 482 440 112 675 632 1.09 .82
(0.86-1.27) (0.98-1.27) (0.98-1.22)

JAMA, April 4, 2007—Vol 297, No. 13
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Effect of hormone replacement therapy on
cardiovascular events in recently postmenopausal
women: randomised trial

EX88 oPEN ACCESS

Louise Lind Schierbeck registrar’, Lars Rejnmark associate professor, consultant’, Charlotte Landbo
Tofteng staff specialist 1°, Lis Stilgren consultant®, Pia Eiken consultant, senior endocrinologist*,
Leif Mosekilde professor, senior consultant®, Lars Keber professor, consultant®, Jens-Erik Beck
Jensen associate professor, consultant’

"Dx of Hospital, alle 30, 2650 , D D of ine and D

Endocrinology and Internal Medicine, Arhus University Hospital, Aarhus, Denmark; *Department of Hospital,
D “De of C: and Hillered Hospital, Hillered, D “D: of G i
Copenhagen, Denmark

Studio randomizzato controllato su 1006 donne in postmenopausa da meno di 24
mesi 0 in premenopausa ma con sintomi climaterici. Il gruppo HRT riceveva
estradiolo + noretisterone o solo estradiolo in caso di isterectomia. Dopo circa 11
anni lo studio viene interrotto e le pazienti sono seguite per ulteriori 5 anni.



Rischio di morte o di ricovero per insufficienza cardiaca o infarto

miocardico nei due gruppi durante lo studio.
Il rischio € espresso come proporzione di pazienti non colpite(curva

di sopravvivenza)

.S 1.00
=
(=]
Q.
o
a 0.95
—— HRT group
- == Control group "-_
0.90 e
o
0.85
0
0 2 4 6 8 10 12 14 16 18
No at risk Year
HRT
502 502 498 496 483 487 484 477 155
Control

504 502 497 492 484 475 466 455 90

Schierbeck L.L. et al., 2012



La terapia sostitutiva si associa a ridotto rischio (Hazard ratio) per
mortalita, insufficienza cardiaca e infarto del miocardio sia dopo 10
anni di trattamento sia dopo ulteriori 6 anni di follow-up.

A 10 anni

Hazard ratio

(95% ClI)

Mortality, heart failure,
or myocardial infarction

Age =50 =

=P

Age <50 -

Had a hysterectomy -

Has an intact uterus =

Mortality -

Age =50 =

Age <50 =

Had a hysterectomy - =

Has an intact uterus -

0.1 0.2 0.4

1

Hazard ratio
(95% CI)

0.48 (0.26 to 0.87)

0.63 (0.29 to 1.36)
0.35 (0.13 to 0.89)
0.32 (0.10 to 1.00)
0.57 (0.28 to 1.16)
0.57 (0.30 to 1.08)
0.73 (0.31 to 1.68)
0.43 (0.16 to 1.14)
0.29 (0.08 to 1.06)
0.75 (0.36 to 1.59)

A 16 anni

Hazard ratio
(95% CI)

Hazard ratio
(95% CI)

© 0.61 (0.39 to 0.94)

P —
—_— -

—_——
RS ——
—
-

|

0.68 (0.38 to 1.21)
0.55 (0.29 to 1.05)
0.52 (0.21 to 1.30)
0.64 (0.39 to 1.05)
0.66 (0.41 to 1.08)
0.86 (0.45 to 1.66)
0.49 (0.23 to 1.03)
0.44 (0.15 to 1.27)
0.75 (0.43 to 1.31)

Schierbeck L.L. et al., 2012



Effetti della TOS su vari endpoint sia dopo 10 anni di trattamento

Deep vein thrombsis
Stroke
Breast cancer
Age =50
Age <50
Had a hysterectomy
Has an intact uterus
Mortality or breast cancer
Age =50
Age <50
Had a hysterectomy
Has an intact uterus
Other cancer
Age >50
Age <50

0.1

sia dopo ulteriori 6 anni di follow-up.

Hazard ratio
(95% CI)

Hazard ratio
(95% CI)

=— 2.01 (0.18 to 22.16)
0.77 (0.35t0 1.70)
0.58 (0.27 t0 1.27)
0.98 (0.33 t0 2.92)
0.34 (0.11t0 1.08)

0.55 (0.16 to 1.88)
0.60 (0.21 t0 1.65)
0.54 (0.3210 0.91)
0.77 (0.38t0 1.57)
0.36 (0.17 10 0.79)
0.38 (0.15 0 0.99)
0.64 (0.34t0 1.91)
1.04 (0.60 to 1.80)

1.34 (0.64 t0 2.82)

0.5

1

0.79 (0.35t0 1.79)
234

Deep vein thrombsis

Hazard ratio
(95% Cl)

Pulmonary embolism <

Stroke
Breast cancer
Age 250
Age <50
Had a hysterectomy
Has an intact uterus
Mortality or breast cancer
Age =50
Age <50
Had a hysterectomy
Has an intact uterus
Other cancer
Age =50
Age <50
0.1

ES——
—_—
—_—

—_—
R

[

—

05 1

Hazard ratio
(95% Cl)
0.80 (0.2210 2.99)
0.33 (0.04 t0 3.21)
0.89 (0.4810 1.65)
0.90 (0.52t0 1.57)
1.58 (0.73 to 3.44)
0.50 (0.22t0 1.14)
0.63 (0.23t0 1.78)
1.05 (0.54 t0 2.04)
0.73 (0.50 to 1.06)
1.04 (0.621t0 1.74)
0.49 (0.28't0 0.87)
0.42 (0.18 10 0.97)
0.86 (0.55t0 1.32)
1.21 (0.81 10 1.82)
1.18 (0.68 10 2.05)
1.28 (0.70t0 2.32)

234

Schierbeck L.L. et al., 2012



Annals of Internal Medicine ORIGINAL RESEARCH

Arterial Imaging Outcomes and Cardiovascular Risk Factors in
Recently Menopausal Women

A Randomized Trial

S. Mitchell Harman, MD, PhD; Dennis M. Black, PhD; Frederick Naftolin, MD, DPhil; Eliot A. Brinton, MD; Matthew J. Budoff, MD;
Marcelle I. Cedars, MD; Paul N. Hopkins, MD, MSPH; Rogerio A. Lobo, MD; JoAnn E. Manson, MD, DrPH; George R. Merriam, MD+;
Virginia M. Miller, PhD; Genevieve Neal-Perry, MD, PhD; Nanette Santoro, MD; Hugh S. Taylor, MD, PhD; Eric Vittinghoff, PhD;
Mingzhu Yan, MD, PhD; and Howard N. Hodis, MD

Table 2. Changes in CIMT, by Treatment*

KEEPS (Kronos Early Estrogen
Prevention Study)

Treatment Baseline Year 4 Annual Slope

Participants, Mean CIMT (95% CI), Participants, Mean CIMT (95% CI), Estimated Change in Mean Difference From P

n mm n mm CIMTT (95% CI), mm/y Placebo (95% CI), mm/y Value
Placebo 275 0.7213 (0.7106 to 0.7319) 217 0.7503 (0.7388 to 0.7619) 0.0072 (0.0058 to 0.0086) - -
o-CEE 230 0.7268 (0.7152 t0 0.7384) 185 0.7591 (0.7465 to 0.7717) 0.0080 (0.0065 to 0.0095) 0.0008 (—0.0012 to 0.0029) 0.43
t-E, 222 0.7176 (0.7058 to 0.7294) 178 0.7488 (0.7359 to 0.7616) 0.0077 (0.0061 to 0.0092) 0.0005 (—0.0016 to 0.0026) 0.64

CIMT = carotid artery intima—media thickness; o-CEE = oral conjugated equine estrogens; t-E, = transdermal 17 B-estradiol.
* Means and 95% ClIs for baseline, year 4, and annual slope are derived from linear mixed-effects models for repeated measures (see Methods). Annual slopes are estimated

from models and calculated using all values available at baseline and follow-up years 1, 2, 3, and 4.
T Change between baseline and year 4 as annual slope.

Ann Intern Med. 2014;161:249-260.



The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE

Vascular Effects of Early versus Late
Postmenopausal Treatment with Estradiol

Howard N. Hodis, M.D., Wendy J. Mack, Ph.D., Victor W. Henderson, M.D.,

Donna Shoupe, M.D., Matthew J. Budoff, M.D., Juliana Hwang-Levine, Pharm.D.,
Yanjie Li, M.D., Mei Feng, M.D., Laurie Dustin, M.S., Naoko Kono, M.P.H.,
Frank Z. Stanczyk, Ph.D., Robert H. Selzer, M.S., and Stanley P. Azen, Ph.D.,

for the ELITE Research Group*

Estradiol (ELITE)

Table 2. Carotid-Artery Intima—Media Thickness (CIMT) Progression and Baseline CIMT.*

Early versus Late Intervention Trial with

Measure and Postmenopause Stratum

Mean rate of change in CIMT (95% Cl) —
mm/yri

Early postmenopause
Late postmenopause

Mean baseline CIMT (952 Cl) — mm
Early postmenopause

Late postmenopause

Placebo
(N=299)

0.0078 (0.0060-0.0096)
0.0088 (0.0073—-0.0103)

0.75 (0.73-0.76)
0.79 (0.77-0.81)

Estradiol
(N=297)

0.0044 (0.0026—-0.0061)
0.0100 (0.0085—-0.0115)

0.75 (0.73-0.76)
0.78 (0.77—0.80)

P Value for
Postmenopause
P Valuey  Stratum Interaction
0.007
0.008
0.29

N Engl ) Med 2016;374:1221-31.



The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Early versus Late Intervention Trial with
Vascular Effects of Early versus Late :
Postmenopausal Treatment with Estradiol Estradiol (ELITE)

Howard N. Hodis, M.D., Wendy J. Mack, Ph.D., Victor W. Henderson, M.D.,
Donna Shoupe, M.D., Matthew J. Budoff, M.D., Juliana Hwang-Levine, Pharm.D.,
Yanjie Li, M.D., Mei Feng, M.D., Laurie Dustin, M.S., Naoko Kono, M.P.H.,
Frank Z. Stanczyk, Ph.D., Robert H. Selzer, M.S., and Stanley P. Azen, Ph.D.,
for the ELITE Research Group*

1.00+
Late Postmenopause, Placebo
0.95 ~- =- Late Postmenopause, Estradiol
T e Early Postmenopause, Placebo
— — - Early Postmenopause, Estradiol
0.90
—  0.85
£
E
= —
= 0.80 '
o
0.75—.
0.70
0.65—/
V/
0-00/!/ T T T T T |
o 1 2 3 4 5 6

Years N Engl ) Med 2016;374:1221-31.



ORIGINAL ARTICLE

Timing of Hormone Therapy and
Dementia: The Critical Window Theory
Revisited

Rachel A. Whitmer, PhD,’ Charles P. Quesenberry, Jr, PhD," Jufen Zhou, MS,’
and Kristine Yaffe, MD?

TABLE 3: Cox Proportional Hazard Models of Hormone Use and Risk of Dementia

Timing of Hormone Use Not on HT
Unadjusted® 1.0 (reference group)
Adjusted for education, race, 1.0 (reference group)
BMI, number of children

Addidonally adjusted for 1.0 (reference group)

diabetes, hypertension,
hyperlipidemia, stroke

Midlife Late Life

0.86 (0.72—-1.03) 1.30 (1.04—1.63)
0.75 (0.59-0.95) 1.54 (1.15-2.06)

0.74 (0.58-0.94) 1.48 (1.10-1.98)

Both

1.00 (0.82—-1.22)
1.13 (0.86-1.47)

1.02 (0.78—1.34)

*Adjusted for age as the time scale. Reference group consists of those not on hormone replacement therapy. HT = hormone ther-

apy; BMI = body mass index.

Whitmer R. A. et al., Ann Neurol , 2011
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Changing Concepts: Menopausal Hormone Therapy and

Breast Cancer
Rowan T. Chiebowski, Garnet L. Anderson
Manuscript received September 16, 2011; revised Decaember 20, 2011; accepted January 2, 2012

Correspondence to: Howaon T. Chisbows=ki, MD, PhD, Loz Angeles Biomedical Resesarch Insttute at Harbor, UCLA Medical Center, 1124 W. Carzon St,
Torrance, CA 90502 l=-mail: rowanchlebow=kiSgmad.coml.

J Natl Cancer Inst 2012;104517-527



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
tratttate con E presentano un rischio significativamente inferiore ai controlli.
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Table 3. Hazard Ratios of Invasive Breast Cancer for EP-MHT Recent Use, According to Gap Time, Type of Progestagen, and Total Duration of Use, Compared
With MHT Never Use: E3N Study 1992 to 2005

Total Duration of EP-MHT Use (years)

=2 2-5 5-10 > 10
No. of No. of No. of No. of
Participants Participants Participants Participants P for Trend
Recent Use of EP-MHT  With Breast Hazard With Breast Hazard With Breast Hazard With Breast Hazard With Duration
and Gap Time (years) Cancer Ratio” 95% CI Cancer Ratio” 95% CI Cancer Ratio” 95% CI Cancer Ratio” 95% CI of Use
Any type of EP-MHT
178 1.54 1.28to 1.86 229 149 1.26t01.76 260 1.60 1.37to1.88 119 189 153t02.34 .09
27 1.00 068to1.47 52 1.52 1.14t0 2.03 60 159 1.21t0209 12 1.14 064t02.04 .68
04 .89 .96 .10
23 087 057t01.32 39 1.01 0.72 to 1.41 67 147 1.11t0 195 39 134t02.74 .002
8 090 045t01.81 18 155 096toc248 12 089 050to1.59 4 0.36to2.62 54
83 14 11
31 144 099to2.09 34 1.21 0.85t0 1.72 40 138 0.98to 1.93 16 0.81t02.26 92
6 1.14 0.51 to 2.55 6 095 042t02.13 13 177 1.02t03.09 4 ¢ 0.681t04.93 61
Berhomogeneity 60 59 a4
Estrogen + other
progestagen
=3 124 189 1531t02.34 156 188 1.56t02.27 153 187 154t0227 64 232 1.76t03.06 .18
>3 13 1.02 059t01.78 28 1.79 1.22t02.63 35 221 1.56to0 3.14 4 1.07 040t02.87 27
P for homogeneity 04 81 .38 A3

Fournier et al., 2009



Type and timing of menopausal hormone therapy and breast @ “ ®
cancer risk: individual participant meta-analysis of the )
worldwide epidemiological evidence

Collaborative Group on Hormonal Factors in Breast Cancer* m

www.thelancet.com Published online August 29, 2019



I T 1 1
05 10 15 20 25

Relative risk (95% Cl)

Number Relative risk (95% CI)
of cases during years 5-14 of
MHT use
All oestrogen-only preparations 4869 [ | 1-33(1-28-1-38)
By constituent
Equine oestrogen 1910 : 132 (1-25-139)
Oestradiol 1563 1.38 (1-30-1-46)
By mode of administration
oral 3633 : 133 (1:27-1:38)
Transdermal 919 1.35 (1-.25-1-46)
All oestrogen-progestagen preparations 8318 = 2.08 (2-02-2-15)
By progestagenic constituent
(Levo)norgestrel 1735 : 2-12 (1-99-2-25)
Norethisterone acetate 2642 2-20 (2-09-2-32)
Medroxyprogesterone acetate 2012 207 (1.96-219)
By frequency of addition of progestagen
Daily 3048 . - 230 (2-21-2-40)
Intermittent 3467 L ¥ 1.93 (1-84-2-01)
Vaginal oestrogen 437 ™ 1.09 (0-97-1-23)
Progestagen only 112 —_— 1.39 (1-11-1.75)
Tibolone 680 - 1.57 (1-43-1.72)

Figure 4: Main types of MHT: relative risks during years 5-14 of current use




WHI : rischio di frattura

Hazard ratio (95% IC)

ECE + MAP

Fratture vertebrali 0.65 (0.46-0.92)
Fratture di femore 0.67 (0.47-0.96)
Fratture arto superiore 0.71 (0.59-0.85)
ECE

Fratture vertebrali 0.62 (0.42-0.93)

Fratture di femore 0.61 (0.41-0.91)




Effetti del raloxifene sul rischio di fratture:
risultati dello studio MORE

Fratture vertebrali

R.R. 1.C.
Raloxifene 60mg/die 0,7 (0,5-0,8)*
Raloxifene 120mg/die 0,5 (0,4-0,7)*

Fratture non vertebrali

R.R
Raloxifene 0,9 (0,8-1,1)
(60 e 120mg insieme)



EFFECT OF RISEDRONATE ON THE RISK OF HIP FRACTURE
IN ELDERLY WOMEN

MicHAEL R. McCLUNG, M.D., PIET GEUSENS, M.D., PauL D. MiLLEr, M.D., HARTMUT ZIPPEL, M.D.,
WiLuiam G. BENSEN, M.D., CHRISTIAN Roux, M.D., PH.D., SiLvano Apami, M.D., IGNAC FoGeLmAaN, M.D.,
TerRReNCE DiamonD, M.D., RICHARD EASTELL, M.D., PIERRE J. MEUNIER, M.D., AND JEAN-YVES REGINSTER, M.D., PH.D.,
FOR THE HIP INTERVENTION PROGRAM STUDY GROUP*
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*Women 70 to 79 years old were enrolled if they had a low bone mineral density at the femoral neck (T score, lower
than —4 or lower than —3 with at least one nonskeletal risk factor for hip fracture). Women 80 years of age or older
were enrolled if they had at least one nonskeletal risk factor or a low bone mineral density at the femoral neck (T score,
lower than —4 or lower than —3 with a hip-axis length =11.1 cm). The incidence is the proportion of the total group
at risk at a given time with a hip fracture, according to the Kaplan—Meier survival estimates for the three-year period of

the study.
N Engl ] Med, Vol. 344, No. 5 + February 1, 2001



Conclusions Risedronate significantly reduces the
risk of hip fracture among elderly women with con-
firmed osteoporosis but not among elderly women
selected primarily on the basis of risk factors other
than low bone mineral density. (N Engl J Med 2001;
344:333-40.)



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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R.E. Nappi et al. / Maturitas 91 (2016) 74-80
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Procedimento operativo per la prescrizione della TOS

donna sintomatica <60 aa
o entro i 10 anni dalla
menopausa

se >60aa o> 10 aa dalla
menopausa considera
trattamenti non ormonali

escludi
controindicazioni

se presenti considera trattamenti

non ormonali

.

) ( N\ 4 4 f . o . N\
se presente: se presente: se utero presente: se isterectomizzata: se il principale disturbo
diabete, o o ] ) e I'atrofia vaginale:
inercolesterolemi fibromatosi uterina, combinazioni terapia estrogenica .
D endometriosi estro-progestiniche orale o transdermica terapia
ipertrigliceridemia EC+bazedoxifene estrogenica vaginale
fumo, ipertensione, TOS a basso dosaggio Tibolone ospemifene
obesrta B B \_ W, W
combinata continua
. . J
TOS transdermica
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Tante TOS

Gia pronte _ 7
CICLICA COMBINATA O CICLICA SEQUENZIALE (con mestruazione)

E2 valerato (2mg) + MAP (10 mg) regime 21+7 sosta

E2 valerato (2mg) + CYP (1 mg) regime 21 +7 sosta

E2 emidrato (1 mg) + DDG (10 mg) regime 28 no sosta (14+14)

E2 emidrato (2 mg) + DDG (10 mg) regime 28 no sosta (14+14)

E2 emidrato (1.5 mg) + NOMAC (3.75 mg) regime 24 + 4 sosta . 16-20€

COMBINATA CONTINUA (senza mestruazione)

E2 emidrato (1 mg) + DRSP (2 mg) regime 28 gg

E2 emidrato (1 mg) + NETA 0.5 mg regime 28 gg

E2 emidrato (1 mg) + DDG (5 mg) regime 28 gg

E2 valerato (1 mg) + DNG (2mg) regime 28 gg

ECE + Bazedoxifene -

Tibolone
H o H V4

Da costruire “su misura

E2 valerato cpr (2mg) o 3€

E2 transdermico (cerotto, gel, spray) + 6—-18 €

progestinico a scelta (P [anche vaginale], DDG, NOMAC, MPA, IUS+LNG) x 12 gg (ciclica) 5-15€

o tutti i giorni (combinata continua)
Estrogeno da solo nella paziente senza utero



Terapie ormonali per FAVV 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 Owuli a rilascio pr. 1 mg
_ Estriolo Crema 0,5 mg
_ Estriolo Gel 0,05 mg
B Gstrioo Owuli 0,03 mg
I oHEA Owuli 6,5 mg
_ Ospemifene Cpr orali 60 mg



Tutte le slides sono disponibili su

www.costantinodicarlo.it



