Estudio SHARP

Implicaciones en |la Prevencion 22 de la
Cardiopatia Isqguémica

1

José R. Gonzalez Juanatey

Area Cardiovascular. Hospital Clinico Universitario de Santiago de
Compostela




Ezetimibe 2011

Cuestiones pendientes




FRC
INTERHEART

razon de riesgo HR

Colesterol (ApoB/ApoA1) !
Tabaco 2

Diabetes | . | 3
e e | fE
Factor psicosocial 5
***************** Obesidad| | | |mmm | = |
Alcohol | | | 7
o e e e e ]
Fruta y vegetales | | | 9

0 951 2 3 4

Yusuf S, Hawken S, Ounpuu S, on behalf of the INTERHEART Study Investigators. Effect of potentially modifiable risk factors associated with
myocardial infarction in 52 countries: case-control study. Lancet. 2004;364:937-952.

® Rosengren A, Hawken S, Ounpuu S, et al, for the INTERHEART investigators. Association of psychosocial risk factors with risk of acute
myocardial infarction in |1 |19 cases and |3 648 controls from 52 countries: case-control study. Lancet. 2004;364:953-962.2.



EU, Total Cholesterol Goal

55
53 % patients in 2P Total

53 cholesterol >4.5 mMol/L (175
52
= mg/dL)
49
48
48
47
46

EUROASPIRE Il

42
50 75 100

41
4|




asociar IACy STA

% reduccion LDL

| estatina




estatina y ezetimibe

a cualqguier dosis
intolera estatinas
a determinada dosis

si tolera estatinas

—> DL > 250 mg/dL

—>» LDL> 190 mg/dL

—> LDL < 190 mg/dL

I—> STA controla LDL > STA

—> STA necesita dosis g

—> STA NO controla LDL

>  muy alto riesgo




N

Mean Carotid Intima—Media Thickness (mm)

0.80+

0.75+4

ENHANCE-TTial

Simvastatin plus
ezetimibe

1

Simvastatin

I I I 1

6 12 18 24
Months

Ezetimibe

Change from Baseline in Mean Carotid
Intima—-Media Thickness (mm)

00181 ARBITER-6 HALTS

0 8 14
Months

RG.
CH.

Kastelein J et al. N Engl J Med 2008;358:1431-1443

JUANATEY
U.Santiago

Taylor A et al. N Engl J Med 2009;361:2113-2122




Y www.hhs.aov

(~ U.5. Department of Health & Human Services

|'=DD\ U.S. Food and Drug Administration A-Z Index E t - - b
Home | Food | Drugs | Medical Devices | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmet) Z e I I I l I e

Drugs Share [AEmail
Home = Drugs = Drug Safety and Availability = Postmarket Drug Safety Information for F hwnr and Providers
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Durlng the trlal mvestlgators reported an mcreased number of cancers and cancer-
related deaths in patients using Vytorin compared to placebo. Cancer was
reported in 105 patients (11.1%) in the Vytorin group and in 70 patients (7.5%) in
the placebo group. The number of deaths from cancer was also higher in the
Vytorin group, with 39 deaths compared to 23 deaths in the placebo group.

A large body of long-term clinical data indicates that IS not
associated with an increased risk of cancer,
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Alternativas en practica clinica
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de qué estamos pendientes...

= EZE...
= IMPROVE-IT (2013)
= SHARP

= NIA...
= AIM-HIGH (2011)
= HPS2-THRIVE (2013)

O'Riordan M. ARBITER 6-HALTS: Final results from complete study
population published. The Heart 2010 abril 14, en: www.theheart.org
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CTT: Efectos sobre los eventos isquémicos
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Intensive Lipid Lowering with Simvastatin and Ezetimibe in Aortic Stenosis

Kaplan—-Meier Curves for Primary and Secondary Outcomes and Death

Ischemic Cardiovascular Events
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Meta-analisis Hipolipemiantes
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SHARP: Incidencia de Cancer

Risk ratio 0.99 (0.87 — 1.13)
Logrank 2P=0.89
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SHARP: Sequridad

Miopatia
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Durlng the trlal mvestlgators reported an mcreased number of cancers and cancer-
related deaths in patients using Vytorin compared to placebo. Cancer was
reported in 105 patients (11.1%) in the Vytorin group and in 70 patients (7.5%) in
the placebo group. The number of deaths from cancer was also higher in the
Vytorin group, with 39 deaths compared to 23 deaths in the placebo group.

A large body of long-term clinical data indicates that IS not
associated with an increased risk of cancer, but long-term clinical data on
ezetimibe is insufficient to definitely rule out a cancer risk at this time.”’?
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SHARP: Datos sobre parametros Renales

Eventos Eze/simv Placebo Risk ratio & 95% ClI
(n=3117) (n=3130)

Evento renal principal

Estadio final de Enfermedad 1057 (33.9%) 1084 (34.6%) 0.97 (0.89-1.05)

Renal (ESRD)
Eventos renales secundarios

ESRD o muerte 1477 (47.4%) 1513 (48.3%) I 0.97 (0.90-1.04)
ESRD o 2x Cr 1190 (38.2%) 1257 (40.2%) 0.94 (0.86-1.01)
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