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Science

#  Science

High cholesterol 'does not Evidencessupportingithecausalityf of

cause heart disease' new L DI-C iin-atherosclerosis
research finds, so treating

with statins a 'waste of time' Animal experimental studies

@000 Epidemiology

Human genetics
Pathophysiological mechanisms
Treatment

Human experimental studies



Objectivecoft CPG

Not to treat Dyslipidemia or number alone

To Prevent Atheroscleroti€ardioVasculadiseases

To Reduce Cardiovascular Risks
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Definition

Clinical Atheroscleroti€CardioVasculabDisease

(Clinical ASCVD)a 6 4 x + E Y UGacute~ ¢ 4 @06
coronary syndrome (AC3J/, stable coronary artery
disease, stable/unstable angina, coronary or other
arterial revascularization, ischemic stroke, transient
Ischemic attack (TIA), peripheral artery disease (PAD)
atherosclerotic aortic diseases

SubclinicalASCVD 4 6 4 x + E WASVB @6 & @
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Asstatn® 6 alaneéeso guBbBliad R A

High-Intensity Statin

Moderate- Intensity Statin

Low-Intensity Statin
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Atorvastatin 40-80 WU.

Rosuvastatin 20 4.

Simvastatin 20-40 4.
Atorvastatin 10-20 U,
Rosuvastatin 5-10 4.
Pravastatin 40 4.
Fluvastatin 80 WM.

Pitavastatin 2-4 4.

Simvastatin 10 UN.
Pravastatin 10-20 4.
Fluvastatin 20-40 Un.

Pitavastatm 1 4.
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Primary /ASCVDrPrevention
High ILDIC
High ILDLC ?FFRH
DM
CKD
Thai /ASCVDiRiskcSeore
Suibclinicalkatheroselerosis
Secondany ASCVD&Rrexvention

Non-Statin



SecondanyrRreveniion
in CAD2& Actute Coronaryy Synadreme

PROVE 1T

- Coronary Heart Disease (CHD) Event Rates
pe). - In Secondary Prevention and ACS Trials

¢ = 01620 - 4 6776
R*=0.9029
p < 0.0001
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Secondary Prevention : ACS

VAN 4 o

sl bEUAG=high intensity statin

mPROVE IT-TIMI 22

- Randomized, double-
blind

-N=4162; ACS <10 d

- Atorvastatin 80 mg/d,
pravastatin 40 mg/d

- Design: equivalence

m Primary endpoint:
composite CV events oy
mlDL-C No 0 3 6 9 12 15 18 21 24 27 30

_Baseline: 106 mg/dL  at Risk Months of Follow-up
Prav 2063 1688 1536 1423 810 138

- Study: 95 mg/dLvS  aAtorv 2099 1736 1591 1485 842 133

62 mg/dL B ALT >3x T: atorvastatin 3.3%,

m 3.9% adjusted risk pravastatin 1.1% (P < 0.001)
reduction of outcomes
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B Myalgias similar, ~3%

Cannon CP et al. N Engl/ J Med 2004;350:1495-1504. Copyright 2004
Massachusetts Medical Society. All rights reserved.




Secondary Prevention : ACS

VAN 4 o

sl bEUAG=high intensity statin

LDL-C, CRP, and Early Clinical Benefit in
A to Z, MIRACL, and PROVE IT-TIMI 22

Results at 4 PROVE IT-
Months AtoZ MIRACL TIMI 22

LDL-C difference,

61 63 33
mg/dl
CRP difference, % 0*/17 38

Early clinical benefit No

*At 1 month, no difference in CRP

de Lemos JA et al. JAMA 2004;292:1307-1316. | Kinley S et al.
Circulation 2003;108:1560-1566. | Cannon CP et al. N Engl J
Med 2004;350:1495-1504.




Secondary Prevention : ACS
IMPROVHT élbBlWiLow LDEC53.7vs69.5mg/dl

Hazard ratio, 0.936 (95% Cl, 0.89-0.99)
100- An— P=0.016

Simvastatin monotherapy
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Years since Randomization
No. at Risk
Simvastatin— 067 7371 6801 6375 5839 4284 3301 1906
ezetimibe

Simvastatin 9077 7455 6799 6327 5729 4206 3284 1857



CHD Events (%)
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LDIC wsCCHD/Events

y = 0.1629 x -4.6776
R2 = 0.9029 45-p @
p < 0.0001
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Secondary Prevention : ACS
8UOBUILDI-C <70 mg/dl



