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Edad media: 51 afios
1 afio
Climaterio mas tarde
Transicién menopdusica

Perimenopausia

Postmenopausia

Ongoing discussion concerns the“timing hypothesis” or
“therapeutic window of opportunity.”
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Estrogen deficiency is a key
modulator of atherosclerosis
progression

CHD risk rises sharply after
premature ovarian failure , or surgical
or natural menopause
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The proposal under debate, which

comes from early primate studies,
IS that oestrogen may be
cardioprotective if treatment is
started before vasculature has been
compromised.

Roberts H, BMJ 2007;335:219-20
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Conclusions

Among women 50 to 59 years old at enrollment, the caidiplague
burden in the coronary arteries after trial completion \e&ser in women
assigned to estrogen than in those assigned to placebo.

Hormone therapy does not prevent atherosclerosis progressmgh-risk
women.

Estrogen has complex biologic effects and may influenceisikeof
cardiovascular events and other outcomes through mufiadlevays.

Manson JE, N Engl J Med 2007;356:2591-602
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m Context: The timing of initiation of hormone
therapy may influence its effect on
cardiovascular disease.

HEE ORIGINAL CONTRIBUTION

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

.Inl'(lll("h E. Rossouw, MDD

Context The timing of initiation of hormone therapy may influence its effect on car-
Ross L. Prentice, PhI} diovascular disease.

JoAnn E. Manson., MD, DrPH Objective To explore whether the effects of harmone therapy on risk of cardiovas-
LieLing Wu. MSc cular disease vary by age or years since menopause began.

David Barad, MD Deslgn, Setting, and Participants Secondary analysis of the \“Women's Health Ini-
— b tiative OWHI) randomized controlled trials of hormone therapy in which 10739 post-
Vanessa M. Barnabei, MD. PhD menopausal women whe had undergone a hysterectomy were randomized to con-
Marcia Ko, MD jugated equine estrogens (CEE) or placebo and 16 608 postmenopausal women who
G — 5 had not had a hysterectomy were randomized to CEE plus medroxyprogesterone ac-
Andrea 7. LaCroix, PhIy etate (CEE +MPA) or placebo. Women aged 50 to 79 years were recruited to the study
Karen L. Ma i from 40 US clinical centers between September 1993 and October 1998.
Main Outcome Measures Statistical test for trend of the effect of hormene therapy

rt disease (CHD) and stroke across categories of age and years since
the combined trials.
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WHI Summary
Effects per 10000 Women/y of ET use (ages 50-59)

» 10 fewer deaths
* 10 fewer CHD events

e 2 fewer stroke

Effects per 10000 Women/y of EPT use (< 10 years paistm

¢ 6 fewer deaths

» 4 fewer CHD events
Subgroup analyses with small numbers a

* 5 more strokes _
Inadequate power.

Rossouw J. JAMA. 2007;297:1465-77
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¢, If early hormone use Is cardioprotective, will this
benefit continue?
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= Age-related"pV8YRUSIEHBRRARIBIRIVEL TG KRy totirmie

even Iin the face of hormone therapy.
® ;/la mejoria en estos biomarcadores se traduce en

una disminucion de la mortalidad cardiovascular?

m Even if ongoing imaging trials confirm a slowing of early
atherosclerosis, it would be unwise to extrapolate such
findings to clinical benefit with continued use into oldea

Rossouw J. JAMA. 2007;297:1465-77
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la evidencia

None of these had the
Revisiones Siglématicas de power to look at
outcomes amongst
younger women, who
are the main users of
hormones for symptom

relief.
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m Estradiol,un estrogeno derivado de la orina equina (cabalés.
dosis usadas fueron 1 (GPAT 2001; Haines 2003; WEST
2001) y 2 mg (Haines2003).

m Estrogeno equino conjugadBEE, por sus siglas en inglés), u
mezcla de estradiol con otros nueve estrogenos @sjuiasdosis
usadas fueron de 0,625 mg.diaiBRA 2000; Mulnard 2000;
PEPI 1995; WAVE 2002; WHI 199Brazo de TH con estrogen
solo)y 1,25 mg diarios (Mulnard 2000).
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Study WHI 2002

/7(‘,
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Comizipn2d HT crmi: 1Z22njugated equine oestrogen 0.625 mg and
medroxyprogesterone acetate 2.5 mg.

STUy-HERS 1298

MeziTeTigeY= (20) y€aalS
Intervention

Combined HT arm: Conjugated equine oestrogen 0.625 mg and
medroxyprogesterone acetate 2.5 mg.

Farquhar CM, Marjoribanks J, Lethaby A, Lamberts Q, Su ckling JA and the Cochrane HT Study
Group. Tratamiento hormonal a largo plazo para mujges perimenopausicas y postmenopausicas
(Revision Cochrane traducida). En:La Biblioteca Cochrane Plus2006 Numero 1.
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Low dose

=]l mg micronizedoral 1 2B | Both wereeffectivein
estradiol. reducing menopausal
=0.45mg CEE symptomsand effective

proteccionagaints
postmenopausal
decreasef BMD

Ultra low dose

0.5 mg micronizedoral
17-B estradiol.

m0.3mg CEE.

GambaccianM, Maturitas 2007Dec1; 18063490
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Acetato de medroxiprogesterofMPA): un progestageno
sintético estructuralmente relacionado con la @tegena.

Noretisterongnoretindrona): un progestageno sintético
estructuralmente relacionado con la testosterona.

Progesterona micronizadan progestageno natural sintetizado

a partir de plantas y finamente molido para mejsvar
absorcion.

Drospirenona (DRPSunaprogestinasintética analogo a la
espironolactonaEfecto antimineralocorticoide.
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m European activeurveillancestudyof women
takingHRT (EURASHRT).

+ Multi-nationalprospectivecontrolledcohortstudy:
+ Resultsdo notindicatea higherCV risk potencialfor

DRPS/Estradiol.
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Mejor son efectivos y continlan siendo apropia

Evidencia BHARAEAC MRS Yintomas
actual vasfcaﬁmr%urdemﬁag@aﬁmen la call

de gfectan a cada mujer.

. Consideracione
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Consideraciones de %. I qgr(%g;%d I;jlil:tilovascular
politicas erentes dosis y vias de
administracion.

(Experiencia)
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HT Risks vs Other Drug Risks

Cases/10,000
Therapy Event persons/year of use

Statins (7 studies)!" Breast cancer —10to +77
EPTII Breast cancer +9
ETIz Breast cancer -t

Aspirin (in men)i3! Sudden death +5

Valores de pacientes Fenofibrate!’l Total mortality +13
HT (aged 50-59)12 Total mortality =10

Raloxifenel! Fatal stroke +20
EPTI PE events +10
ETII PE events +4
ET = CE EPT = CE + MPA

1. Hodis. Menopause T 14:044

2. Rossouw. JAMA, 2007,207:1465
3. Physicians’ Heatth Study Winling Group. N Engi J Med. 1984.321:128
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Changecontinues—Keepan openmind!!




