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22 1 J4REA A9 2 A%

1 exp Lipids/ or lipid.mp. 878,861
5 exp Cholesterol, HDL/ or Cholesterol/ or exp Cholesterol, 177 243
LDL/ or exp Cholesterol, VLDL/ or cholesterol.mp. ’

3 exp Triglycerides/ or exp Lipoproteins/ or exp Cholesterol/ 193,923

or colesterol.mp.
4 exp Llp}d Metabolism Disorders/ or lipid«.mp. or exp Lipid 374,237
Metabol ism/
5 triglyceride.mp. or exp Triglycerides/ 68,475
6 exp Hyperlipidemias/ or triglyceridx.mp. 116,819
7 hyper lipidemia.mp. or exp Hyperlipidemias/ 53,753
8 dyslipidemia.mp. or exp Dyslipidemias/ 57,219
9 dyslipidemia.mp. or exp Dyslipidemias/ 57,219
exp Lovastatin/ or exp Hydroxymethylglutaryl-CoA Reductase
10 Inhibitors/ or exp Pravastatin/ or statin.mp. or exp 37,521
Anticholesteremic Agents/
exp Cholesterol/ or exp Hyperlipidemias/ or exp Lipids/ or
11 | exp Antilipemic Agents/ or exp Anticholesteremic Agents/ or 847,561
exp Triglycerides/ or antilipidemic.mp.
12 | guidelinex.mp. or exp Guideline/ or exp Practice Guideline/ 179,789
13 |6 or 11 or 3or 70or 9 or 2or 8or 1 or 4o0r 10 or 5 1,002,087
14 |13 and 12 7,199
15 | limit 14 (2004-current) AND review articles 1,210
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B2 3 g7 A=A B 29

O 7024} : Scottish Intercollegiate Guidelines Network (SIGN)

O 7/hEd= @ 2007
O AnsFE ¥ 2AGE ¥ F

LEVELS OF EVIDENCE

il High quality meta-analyses, systematic reviews of randomised controlled trials
{RCTs), or RCTs with a very low risk of bias

1% Well conducted meta-analyses, systematic reviews of RCTs, or RCTs with a low
risk of bias

1- Meta-analyses, systematic reviews of RCTs, or RCTs with a high risk of bias

g High guality systematic reviews of case control or cohort studies

High quality case control or cohort studies with a very low risk of confounding or
bias and a high probability that the relationship is causal

2+ Well conducted case control or cohort studies with a low risk of confounding or
bias and a moderate probability that the relationship is causal

2- Case control or cohort studies with a high risk of confounding or hias
and a significant risk that the relationship is not causal

3 Non-analytic studies, eg case reports, case series

4 Expert opinion

GRADES OF RECOMMENDATION

Note: The grade of recommendation relates to the strength of the evidence on which the
recommendation is based. It does not reflect the clinical importance of the recommendation.

At least one meta-analysis, systematic review of RCTs, or RCT rated as 1+
and directly applicable to the target population; or

A body of evidence consisting principally of studies rated as 1+, directly applicahle
to the target population, and demonstrating overall consistency of results

A body of evidence including studies rated as 2++, directly applicable to the target
population, and demonstrating overall consistency of results; or

Extrapolated evidence from studies rated as 1-= or 1+

A body of evidence including studies rated as 2+, directly applicable to the target
population and demonstrating overall consistency of results; or

Extrapolated evidence from studies rated as 2°~

Evidence level 3 or 4; or

Extrapolated evidence from studies rated as 2~

GOOD PRACTICE POINTS

ol Recommended hest practice based on the clinical experience of the guideline
development group
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3.2. 9 AR F

O 7§22} : The National Collaborating Centre for Primary Care (NCCPC)
O 7BEd= @ 2008

O AnFFE L BAFE BF

Table 2.2 Grading the evidence statements!

Level of

evidence Type of evidence

1++ High-quality meta-analyses, systematic reviews of RCTs, or RCTs with a very low risk of
bias.

1+ Well-conducted meta-analyses, systematic reviews of RCTs, or RCTs with a low risk of bias.

1- Meta-analyses, systematic reviews of RCTs, or RCTs with a high risk of bias.”

24+ High-quality systematic reviews of case-control or cohort studies.
High-quality case-control or cohort studies with a very low risk of confounding, bias or
chance and a high probability that the relationship is causal.

2+ Well-conducted case-control or cohort studies with a low risk of confounding, bias or
chance and a moderate probability that the relationship is causal.

2- Case-control or cohort studies with a high risk of confounding, bias or chance and a
significant risk that the relationship is not causal.*

3 Non-analytic studies (for example case reports, case series).

4 Expert opinion, formal consensus.

*Studies with a level of evidence ‘-’ are not used as a basis for making a recommendation.
RCT, randomised controlled trial
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# ACS: higher intensity statin
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1.7.1  Primary prevention care pathway

A. Population: People aged 40 years or more

'B. Exclude people with: l

Atherosclerosis: acute coronary syndrome, angina, stroke, transient ischaemic attack, peripheral arterial
disease

Type 1 and 2 diabetes

Familial lipid disorders

Clotting disorders or other conditions and treatments known to be associated with increased CVD risk (e.g.
HIC patients on treatment)

People in whom preventive treatment for CVD may be jnappropriate

C. Prioritise those at greater than 20% CVD risk for formal risk assessment

Estimate prior CVD risk in people 40 years or more using Framingham and the persons pre-existing record
of risk factors or estimates if they are not recorded.

In practice populations rank CVD risk from highest to lowest and prioritise those at 20% tisk or more for a
formal risk assessment starting with people at highest risk

v

D. Discuss the consequences and benefits of cardiovascular risk assessment
with the patient Discuss the process of formal risk assessment, the management options including
treatment and likely benefits or adverse effects. In those wishing to process formally assess CVD risk

)

F. Perform full formal CVD risk G. Risk modifiers
assessment South Asian Men
Smoking status Positive family history
E. ) Blood pressure ( average 2 readings) SOf '_‘ela‘;t d'?eat?e
Self presenting = \Measure total and HDL cholesterol (non- —— “OciE deprivation

) Obesity
fasting sample adequate) Patient already on

treatment for BP,
Calculate 10 yr CVD risk using recently stopped

Framingham Modify risk where appropriate smoking

v

H. Advise all patients where appropriate
Smoking cessation

Anti-hypertensive treatment control BP <140/90mmHg
Diet and weight control, Physical activity

Alcohol reduction

1. CVD risk 20% or more
Present individualised risk and benefit scenarios for statin
treatment using both graphical and written formats

K. CVD risk < 20% Before starting drug treatment : fasting total cholesterol, HDL

cholesterol and triglycerides (if not already available)

Fasting blood glucose, Liver function tests, Renal function

Secondary causes of dyslipidaemia should be considered and excluded
before starting lipid therapy. This should include measurement

Reinforce lifestyle advice

of TSH.
A 4

J. Simvastatin 40mg

A lower dose or alternative preparation such as pravastatin may be
indicated as a result of clinical contraindications.

Repeat LFT within 3 months and at 1 year but not again unless clinically
indicated
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1.7.2 Secondary prevention care pathway

inhibitors

Patients with established cardiovascular disease

Advise all patients where appropriate
Smoking cessation, Diet and weight control, Physical activity, Alcohol reduction

Discuss cardiovascular risks and management options including....
Statin treatment, Blood pressure control, Anti-platelet agents, Post MI: Beta-blockers; ACE

A. People with the following:

Angina, stroke, transient ischaemic episode, peripheral arterial disease or
other symptomatic atherosclerotic disease

.,

D: Patients with Acute
Coronary Syndrome
should be treated with
high intensity statin

A\J

B. Assessment should include

Smoking

Alcohol

Blood pressure

BMI

Fasting total cholesterol, HDL cholesterol and triglycerides
(if not already available)

Fasting blood glucose.

Liver function tests

Renal Function

Secondary causes of dyslipidaemia should be considered
and treated. This should include measurement of TSH.

h 4

C. Initiate treatment with simvastatin 40mg

A lower dose or alternative preparation may be
indicated as a result of clinical contraindications

If a level of total cholesterol of < 4mmol/l OR LDL
cholesterol of < 2mmol/l is not achieved on the initial
dose, increase to simvastatin 80mg or statin of similar
potency and acquisition cost.

h

E.Review Repeat LFT within 3 months and at 1 year but not again unless clinically indicated
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3.3. AUt F&AF
O W=} @ Ayt A8 s+3]  (Canadian Cardiovascular Society)

s
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Criteria used for evaluation of evidence
Recommendation grade

Class |

Evidence and/or general agreement that a given diagnostic procedure/treatment
Is beneficial, useful and effective

Class Il

Conflicting evidence and/or a divergence of opinion about the usefulness/efficacy
of the treatment

Class lla  Weight of evidence in favour
Class lIb  Usefulness/efficacy less well established
Class Il
Evidence that the treatment is not useful and in some cases may be harmful
Level of evidence
Level A
Data derived from multiple randomized clinical trials or meta-analysis
Level B
Data derived from a single randomized clinical trial or large nonrandomized studies
Level C

Consensus of opinion by experts and/or small studies, retrospective studies and
registries

D 94 2749 A v+ H7}
— TS <A
g 7S (vascular bruits), ABI<0.9
WA HIAAs dxFAAg

|
3
2
off
d
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@ 104 AR 4GB A% B}
— %+ ! Framingham risk score
(total CVD7} Z3pH 4= NCEP2] FRS¢} th&)

: Reynolds risk score (option; 7}&= 3} hs—CRPE 118 3H)

# AIFE (-), SASE (-)

2) A &7 GEA= &)

X o]
o
SE = 1) 104 MRS T <10%
ERS it k= e 1) 104 Az S AEE: 10~19%
el 1) 104 MEHEE "€E =20%
2) SUASN Azt
3) tHEE2 Y
Do siYsts Y BAL (£2M: Huct S FZX|F)

2.The following individuals with diabetes should be
considered at high risk for CV events:
* Men aged >45 years, women aged >50 years
[Grade B, Level 2 (2)].
* Men <45 years and women <50 years with
=1 of the following [Grade D, Consensus]:

* Macrovascular disease (e.g. silent myocardial infarc-
tion or ischemia, evidence of peripheral arterial
disease, carotid arterial disease or cerebrovascular
disease)

* Microvascular disease (especially nephropathy and
retinopathy)

* Multiple additional risk factors, especially with a
family history of premature coronary or cere-
brovascular disease in a first-degree relative

* Extreme level of a single risk factor (e.g. LDL-C
>5.0 mmol/L, systolic BP >180 mm Hg)

*» Duration of diabetes >15 years with age >30 years.

# BIFE (-), BAFE ()

¥ (target) & S-3%A (goal)

w
N
bl
Jm

¥ LDL-C, apoB (alternate target)
&-3: TC/HDL—-C, non—HDL-C, apoB/apoAl, TG, hs—CRP
0 mmol/L (~885 mg/dl) — €=} &3x: TG
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LDL-C X2 S EX| apoB X|EFERX
Mels LDL-C =50% Zt=&
=S LDL-C<2.0 mmol/L (~77 mg/dl) apoB<0.80 g/L
or =50% Zt&
T LDL-C<2.0 mmol/L (~77 mg/dl) apoB<0.80 g/L
or =50% &t
# 1T duaFE (D, 2AFE (A)
# SSEYEE, AYIT: AaFE (Ila), TAFE (A)

~ ola BE AR BHX
: TC/HDL-C<4.0, non—HDL-C<3.5 mmol/L. (~135 mg/dl)
: apoB/apoA1<0.80, TG<1.7 mmol/L( ~ 150 mg/dl), hs—CRP<2.0 mg/L

# ARFE (), SAFE ()

o2 X BAIE 7|

N LDL-C=5.0 mmol/L (~193 mg/dl)
TC/HDL-C>6.0

ZEC QA LDL-C=3.5 mmol/L (~135 mg/d!)
TC/HDL-C>5.0
hs-CRP>2.0 mg/L & (‘=XI>50M or O Xf>40AM|)

s BE &KX}




# AdT

TABLE 3
Target lipid levels

Primary targets

Risk level Initiate treatment if: LDL-C Alternate
High Consider treatment <2 mmol/L or apoB <0.80 g/L
CAD, PVD, in all patients z50% | LDL-C Class |, level A
atherosclerosis” Class |, level A
Most patients
with diabetes
FRS =20%
RRS 220%
Moderate LOL-C =3 5 mmol/llL <2 mmol/L or apoB <0 80 g/L
FRS 10%-19% TC/HDL-C =50 =50% | LDL-C Class lla, level A

hs-CRP =2 mg/L Class lla, level A
Men =50 years
Women =60 years

Family history and

hs-CRP modulates
risk (RRS)
Low LOL-C 25.0 mmol/lL  =50% | LDL-C
FRS <10% Class lla, level A

— 3} lipoprotein profile

= AL A7] A5 A, 67 miet FHAL, oFA] B A
2) 728 A
}=: AST/ALT, creatinine, CK
ArL A7 A= A, 6/1drter AR, OFA] HA A
* X5 d HAb &9, TSH, apoB, apoAl X3t

# AIFE(-), TAFE (-)

off
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212813 (European Society of Cardiology)

: 2007
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C X2 A LDL-C X|==EX|
Mg TC<5.0 mmol/L (~190 mg/dl) LDL-C<3.0 mmol/L (~115 mg/dl)
"2 TC<4.5 mmol/L (~175 mg/dl) LDL-C<2.5 mmol/L (~100 mg/dl)
option option
: TC<4.0 mmol/L (~155 mg/dl) :LDL-C<2.0 mmol/L (~80 mg/dl)

- oA 5% A& H3A (TG, HDL-C) : g% &%=

*+ HDL—C<1.0 mmol/L (40mg/d;'dAP), <1.2 mmol/L (45 mg/d;SAp),
TG>1.7 mmol/L (150mg/dl)olA AdAAF 4 Z7}

D) A& A2 7E- HER AAEH UAA S
2) AR A 7IE

7£ %2 X ZBAIZ 7|E
X 2|52 ot2x 2 maisix| s

nelga fIeE Alttol 3 WE W Folx
b

= SCORE riskZF 09 35| 5% O|Atd A=

S lataziol 2oiE nelEPN 22 JE HE
QA 740 Mat o HX Al F X2 SEX| 12540
=7 k=X 7 AR vs ZE EXJo|A AEEl F0d(not clear)
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In ALL cases, look for and manage all risk factors. Those with established CVD, diabetes
type 2 or type 1 with microalbuminuria, or with severe hyperlipidaemia are already at high
risk. For all other people, the SCORE charts can be used to estimate total risk

Established Diabetes Markedly raised SCORE risk = 5% SCORE risk < 5%

cvD as ahoue lipid levels

Dietary and exercise advice together with Lifestyle advice for 3 Lifestyle
attention to all risk factors comes first months, then reassess advice to
Aim to reduce total cholesterol to <4.5 SCORE and fasting lipids reduce total

mmoL/L (-175 mg/dL) or <4 m cholesterol <5

(-155 mg/dL) if feaswble and LDL- mmol/L
cholesterol to <2.5 mmoL/L (-100 mg/dL) Total (<190 ma/dL)
or <2 mmoL/L (-80 mg/dL) if feasible cholesterol arr:cl| LDL e
This will require statin treatment in SCORE risk skl ﬁ);gﬁﬁr& 1
many. Some recommend statins for all still > 5% e T ma/dr)

CVD and most diabetic patients <3 mmol./L and 9/
regardless of baseline levels .pu)l_-h:“now Reqular

<5% follow-up

Treatment goals are not defined for HDL cheolesterol and triglycerides, but HDLcholesterol
<1.0 mmolL/L (40 mg/dL) for men and <1.2 mmoL/L (45 mg/dL) for women and fasting
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O WA - A7t
O 7igd= @ 2
O dass % &

Levels of evidence

3.5. A7tx= AEXA

e

Level Type of Evidence

Ia
trials.

Ib
IIa

I1b

1

v

Evidence obtained from meta-analysis of randomised controlled

Evidence obtained from at least one randomised controlled trial.

Evidence obtained from at least one well-designed controlled
study without randomisation

Evidence obtained from at least one other type of well-designed
quasi-experimental study.

Evidence obtained from well-designed non-experimental
descriptive studies, such as comparative studies, correlation
studies and case studies.

Evidence obtained from expert committee reports or opinions
and/or clinical experiences of respected authorities.

Grades of recommendation

A
(evidence levels la,

Tb)

B
(evidence levels Ila,
Ib, 111)

C
(evidence level IV)

GPP
(good practice
points)

Requires at least one randomised controlled trial as part
of the body of literature of overall good quality and
consistency addressing the specific recommendation.

Requires availability of well conducted clinical
studies but no randomised clinical trials on the topic
of recommendation.

Requires evidence obtained from expert committee
reports or opinions and/or clinical experiences of
respected authorities. Indicates absence of directly
applicable clinical studies of good quality.

Recommended best practice based on the clinical
experience of the guideline development group.
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1. A7)

M

Table 3 Classification of total, LDL and HDL
cholesterol and triglyceride levels

Total Cholesterol (mmol/L [mg/dL])

<5.2(200) Desirable
5.2- 6.1 (200-239) Borderline high
2062 (240) High
<2.6 (100) Optimal
2.6-3.3 (100-129) Desirable
3.4-4.0 (130-159) Borderline high
4.1- 4.8 (160-189) High
=49 (190) Very high

HDL Cholesterol (mmol/L [mg/dL])
<1.0 (40) Low
1.0-1.5 (40-59) Desirable
>1.6 (60) High
<1.7(150) Optimal
1.7-2.2 (150-199) Desirable
2.3-4.4 (200-399) High
=4.5 (400) Very high

# ANFE(-), 2AFE (-)

— IAEA SR e} 7o Ao 93 o] 9= A}H(CHD risk equivalents)
T, sUAsId WA d3 dxdAdE B

Table 4 Major risk factors for coronary heart disease*

« Total cholesterol = 6.2 mmol/L (240 mg/dL) or
LDL cholesterol = 4.1 mmol/L (160 mg/dL)

« Cigarette smoking

¢ Hypertension (BP 2 140/90 mmHg or on anti-hypertensive
medication)

*  Low HDL cholesterol (< 1.0 mmol/L [ 40 mg/dL ])

«  Family history of premature CHD (CHD in male first degree
relative < 55 years; CHD in female first-degree relative < 65 years)

*  Age (men =45 years; women = 55 years)

« Indian ethnicity
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|

7}

H

o
=
o,

. Framingham risk score modified by Singapore epidemiological data

2) A &7 BEA= &)

TE o
XNeled 1) 104 ZArso ST <10%

2) T2 ARl 0~174
=SEE T 1) 104 A ST 10~20%
R =T 1) 104 A 2 & =>20%

2) CHD & CHD risk equivalents

p—

# AIFE (o), TAFE (-

Figure 1 - The 3 Steps for Risk Stratification

Step 1

Identify individuals with:
(1) Established CHD
(2) CHD Risk Equivalents, defined as:

(a) Diabetes mellitus
(b) Atherosclerotic cerebrovascular disease, peripheral

artery disease or abdominal aortic aneurysm

No

Yes h
.'I Step 2
| Count the Number of Risk Factors the
{ individual has using Table 4 (page 20)
;I =2 Risk Factors ‘ ‘ 0-1 Risk Factor ‘
]
' r
| Step 3
| Estimate the individual’s 10-Year
| CHD Risk Score using Tables 5 and 6
| (pages 23-26)
]
| b
/ \
| . \
10-year CHD 10-year CHD 10-year CHD
Risk > 20% Risk 10-20% Risk < 10%
’ \
J 4 v
High Intermediate Low
Risk Risk

Risk
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3. X5 H3X (target) & &H3EA (goal)

) A8 5%

— 94} &3 LDL-C

— o]z} &-%: HDL-C, TG

# AiFE (-), 2AFE (-)

* TG>4.5 mmol/L (400 mg/dl) — ¥zt =% TG
2) A& H3x* (goal)

T= LDL-C HDL-C TG
Nelgd <160 mg/dl >40 mg/dl <200 mg/dl
ZSEE <130 mg/dlI
s+ <100 mg/dlI

# AL ¥, LDL-C<160 mg/dl: B1FF (C), 2AFE (IV)
# F5E=YIT, LDL-C<130 mg/dl: AasE (C), ZAF=E (IV)
# 1938+, LDL-C<100 mg/dl: H31FF (A), <AFTE (Ib)

# HDL—-C=>40 mg/dl: A2FE (C), 2AFE (IV)

#

TG<200 mg/dl: A15+F (GPP), TAFE (-)

% 239 e+ (very high risk group)

— o BugoR AEAL, e e At B s
P 3

-1 =

— optional goal: LDL—C<2.1 mmol/L (80 mg/dl)
# AigE (O), TAFT (IV)

D AR AF 7F - AR BEA 5
2) FEAZ AZ J)FE - WER AN UA X
3) SbEAT AA A 4B Ay AW 717 - BER AN I 2e
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A4

: lipids

— AA A

H2 6~1271Lnct

#=(GPP),

2) ¥2g 74}

A
=

@O AST/ALT

Ha 1dnko A4

A3} X8 8~125F F, o]F

27

- A A7

@ CK

- A

lv_Al
W

—

2~E}R 3} fibratel} nicotinic acid EH 3 Al

# A1FFE(C), TAFE (IV)
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3.6. 0] AEXF

O 70} : National Heart, Lung, and Blood Institute
O 7Ihd s @ 2004 (2001)
O AnsE @ TAFE BF
Type of Evidence
Category of Type Description of Type of Evidence
of Evidence
A Major randomized controlled clinical
trials (RCTs)
B Smaller RCTs and meta-analyses of
other clinical trials
C

Strength of Evidence

Category of Strength
of Evidence

1
2
3

Observational and metabolic studies

Clinical experience

Description of Strength
of Evidence

Very strong evidence
Moderately strong evidence

Strong trend
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1. A7)+

Table 11.2-4. ATP llI Classification of Total Cholesterol and
LDL Cholesterol

Total Cholesterol (mg/dL) LDL Cholesterol (mg/dL)

<100 Optimal
<200 Desirable 100-129 | Near optimal/
above optimal
200-239 Borderline High 130-159  Borderline High
2240 High 160-189 | High
=190 Very High

Table 11.3-2. ATP lll Classification of HDL Cholesterol
Serum HDL Cholesterol (mg/dL)

Table II.3-1. Classification of Serum Triglycerides

Triglyceride Category  ATP Il Levels ATP 1ll Levels

Normal triglycerides <200 mg/dL <150 mg/dL

Borderline-high
triglycerides

200-399 mg/dL 150-199 mg/dL

High triglycerides 400-1000 mg/dL 200-499 mg/dL

Very high triglycerides -1000 mg/dL =500 mg/dL

<40 mg/dL Low HDL chaolesterol
=60 mg/dL High HDL cholesterol
# LDL-C: #asE (), 2A4+F (Al Bl C1)
# TG AaFE (-), 2AsE (CD
# HDL-C: A (), 2AFTE (C1)
2. 919 = HUb
1) A7} ¥
O Y 1ol A 19T &<l (CHD & CHD risk equivalents)
- e ds
— s Ak o, dxIAAAS SeuE, S de H
- T
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@ F8 AFAA A B
Table 11.4-2.

Primary Prevention: Risk Status Based on Presence of CHD
Risk Factors Other Than LDL Cholesterol

Positive Risk Factors
Age
Male: 245 years
Female: =55 years

Family history of premature CHD (definite myocardial infarction
or sudden death before 55 years of age in father or other male
first-degree relative, or before 65 years of age in mother or
other female first-degree relative)

Current cigarette smoking

Hypertension (2140/90 mmHg,* or on antihypertensive
medication)

Low HDL cholesterol (<40 mg/dL*)

Negative (protective) Risk Factort

High HDL cholesterol (=60 mg/dL)

<

© 10 Weids Ade Hrt
— %+ Framingham risk score

# Age: A1FE (-), 2AFE (C1)

# Gender: FiFE (-),

=
# Family History: @i

# HTN: d3u14F (-), 2A5F (A2, B1, C1)
# HDL—C: 3153 (

TE vsel
SE k= & I XE 0~174
Sekeldd AR =27 & 104 2{E E<10%
st 19"+ eelxt =271 & 104 ST 10~20%
ol CHD or CHD risk equivalents
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* CHD equivalents
2 LECIEERCES BERE

v 5} ) LR
- 3y
— 9FAA=27] & 10d YAE>20%

# AaFE (), 2AFE (&)

]_
— o]z} &3: Non—HDL-C
# LDL-C: A31+F (), A= (Al, B1, C1)
# non—HDL-C: A31FF (-), TAFE (C1)

2) A= J3EA (goal)
—C

— LDL A B EFE A

T= LDL-C X|& =EX
S k= <160 mg/dlI
Skl <130 mg/dlI
Sk 19"+ <130 mg/dl (option: <100 mg/dl)
T <100 mg/dl (option: <70 mg/dl)

1) g9 F2 ¢ QC’JX}(Oﬂ, dmry) et
2) Aol 2AEA S AR o PR (o, ASEE= 51 St

H]-HDL—C>130 mg/dl & HDL—C<40 mg/dl) s+t
A
— favor LDL—C optional goal <70 mg/dl
— Non—HDL-C X]E%Ei] LDL-C A &E3%X]+30 mg/dl
# daFE (-), ZAFE (
- 131 -
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% TG=500 mg/dl — €3} 3% TG
# Ai3GE (-), AFTE (C1)
4. A5 A 7)E
D) A% AR 7E- AR SEAG 5
2) oFRA R AF 7)F
T& LDL-C k= X|EA|ZF 7|&=
XA >190 mg/dl (option: 160~189 mg/dl)
== E# >160 mg/d|
Sk I9gd >130 mg/dl (option: 100~129 mg/dl)
e >100 mg/dl (option: <100 mg/dl)
3) AR AR A AR e AW 713
- 2R, A DA DF BA A%
- AAGL~FEE DAGT: 397 4B A9

TABLE 2. ATP Il LDL-C Goals and Cutpoints for TLC and Drug Therapy in Different Risk Categories and Proposed Modifications

Based on Recent Clinical Trial Evidence

Risk Category LDL-C Goal Initiate TLC Consider Drug Therapy™
High risk: CHD* or CHD risk equivalentst <100 mg/dL =100 mg/dL# =100 mg/dLtt
(10-year risk = 20%}) (optional goal: <70 mg/dL)| (<100 mg/dL: consider drug options)™
Moderately high risk: 2+ risk factorst <130 mg/dL1 =130 mg/dL# =130 mg/dL
(10-year risk 10% to 20%)§§ (100~129 mg/dL; consider drug options)tt
Moderate risk: 2+ risk factorst (10-year <130 mg/dL =130 mg/dL =160 mg/dL
risk <10%)§§
Lower risk: 01 risk factor§ <160 mg/dL =160 mg/dL =190 mg/dL
(160-189 mg/dL: LDL-lowering drug optional)
o = -
5. F=X8 F4 HA}
1) A5 a3 +4
— 3}E: lipoprotein profile
- A A7)
A = o) [e) ==
A =EehA] ks - 65 3H4
RV S © o
Ao madh o] f— 4~6714 HA
PP PP
# dasE(-), 2AFE ()



2) HA8 A

— AST/ALT: #HA} A7) = A= A3 A5 125 F 9]
— CK: #AF A7l — A8 A3 &5 A4 24 A9
# AFE(-), SAFE (-)
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3.7.

O

- 134 -

AA : BTA A7 5o 3]
NI E 2009
AusE 2 25T 27 0 AR E
1. A7+
T 7|1& (mg/dl)
EZAHE
== > 230
A X 200 ~ 229
PSRN, < 200
LDL S AHE
== > 150
A X 130 ~ 149
Ak 100 ~ 129
M < 100
HDL S2AHE
) < 40
=0 > 60
SR g
== > 200
A X 150 ~ 199
PSS < 150
2. 9% B
1) B} 3
O Y3 2 TAS 19s H7HCHD & CHD risk equivalents)
- wgE A
- AEWNAS, BEIBAI, BREF
— ey



@ F8 AFAA A B

H 3-2. DL SPAHES A2t 22 2AHUR}

Ty

40 mmHe o4 E& o]¢7]E% 90 mmHg o4
1EA B

=0

?
2 2 HE (40 mg/dL)

oAb 454 o],&l—

ol 2} 554 o) 4k

BFuEE 27 wyel g
25, FAA F 93 554 o9, o]t 654 vlgel A AR Y G| W
As
* 2 HDL S8 2HE (60 mg/dL o4 BEEQAR 7HF6le] & AR 20 A
shbg 2 M Ak,

TE Y2l
Melgdd 1) fleelxt 0~174
SELET 1) EelRt=27] & 108 2/E = <20%

B o
ﬁ
oo
M

1) BASHYE

2) ZEUWE, VEPBRH, BHEUR
3) S

4) AAR=274 & 104 2IE >20%

A& E3E (target) & =3EA (goal)

P
4
=5

LDL-C
Non—HDL-C

[
e
B
I
e

1
El
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2) A8 E31xXH

Non-HDL-C X|& =EX

<190 mg/d!|
<160 mg/d!|
<130 mg/d|

I+
or

&

LDL-C X
<160 mg/dI
<130 mg/dl
<100 mg/dI

jifd|

ol

o+

—_

rH
ol
oF

3

ujo
Ko

ol
F
=

- (very high risk group)

J

.fOH

)

ool

ol

el

R

g
_EH

)|
ar

—_—

o
il

3) A Fe oY 9

M
Nlo

=
Ho
e

0

s

— LDL—-C goal<70 mg/dl 119

¥ TG=500 mg/dl — YA} &1 TG

ojp
o

A3

HA A = o] 1A

5]

3}
o}

;mo

Np

4. A7 A2 7

A4

D A=s &3

671 rket A}

K3
T

— AST/ALT: AAF A17]1— A& 659 125 &, o

- 136 -



3.8. & A&EXF
O Mgz @ dEFMAH3}83] (Japan Atherosclerosis Society, JAS)
O 7dhd %= @ 2007
O g 9 SASFE &7

Appendix  The customary ACC/AHA dlassifications I, Oa, Ob, and I and the corresponding
levels of evidence are used throughout the document.

Conditions for which there is evidence or general agreement that a given

Class T ) )
procedure or treatment s uschal and effective.
Class IT Conditions for which there is conflicting evidence or a divergence of opinion
lass ~
about the usefulness/efficacy of a procedure or treatment.
Class Ta Weight of evidence/opinion is in favar of uscfulness/cHicacy:
Class ITh Uscfulnessfefficacy is less well established by evidence/opinion.
Class I Conditions for which there is evidence andfor general agreement thar the
Fass

procedureftreatment is not useful/effective and in some cases may be harmful.

Level of Evidence A

Data derived from multiple randomized clinical erials.

Level of Evidence B

Data derived from a single randomized trial or nonrandomized smdies.

Level aff Evidence C

Consensus opinion of experts.

1. A7

N

Table 1. Diagnostic criteria for dyslipidemia (Serum sampled
after overnight fasting)

LDL-cholesterol
HDL-cholesterol
Triglycerides

2140 mg/dL
<40 mg/dL
2150 me/dL

# AuFE(-

2. A% Bt

),

=AsE (O)

1) 7k
D Wg 27N 2AG nADT B}
a2 FEREERCER PR
— Gy, M, BERFNAT (AAAY g 3



@ LDL-CS A9)38F F& 98z M5 A2k
— 18 (GR=454), AA=554]), 28 G (

— 5o, AAsHAs 71=5E, A -HDL-C (<40mg/dl)
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2) ¥ &7 UEAZ +7)
o Hol
boil F CH AFK}
x 9|82 1) LDL-CS <5t 9|8 oIX} 7H4=: 0}
EECYHT 1) LDL-CS <5t SIS QIX} 74 1~27)
InkIE= 1) LDL-CS M <8t SIS oIx} 74 37) o] A
2) Shiptd |ZAl X ZohA st
O| Rpof| &t CH AFR} 1) BA=ol & skR}
# d315F (D), 2AFE (B)
3. A8 H3% (target) & H-3% A (goal)
1) A5 53
- 43k =3 LDL-C
— o]z} &-3%: HDL-C, TG
# d3153F (D), ZAFE (A)
2) A7 H3XA (goal)
T& LDL-C HDL-C TG
ol xtoil gt CHAFK}
A" <160 mg/d| =40 mg/dl <150 mg/dl|
SS9 <140 mg/d|
e <120 mg/dl|
O| xtofl & CHAFR} <100 mg/d|
# A3ag3E (D, 2ATE (B)



D) AR A% 7)E- AR BxAY} 5
2) SFBAR A 7]E- AER ANH YA L
3) FEAR A A AT 2y AY 7|3
— YAfel Y P ol wel 3~6714
— olAbel: AR A FEAR AF
# daszE (), 2AsE (B)
Serum lipid measurements*, history taking, physical examination, laboratory findings
; | !
{Without history of coronary A With history of coronary
artery disease ‘ artery dizease
(primary prevention) L (secondary prevention)
¥

Evaluation of major risk factors other than LDL-C

s Aging (male = 45 years, female = 55 years)
« Hypertension

 Diabetes (including impaired glucose tolerance)
* Smoking

* Family history of coronary artery disease
« Low HOL cholesterol (<40 mo/dL)

T
Number of major g 1 i 2 3 0r+rnore
risk factors | | |
I I il
Category [ (Low-risk group) ] [(Intermedlaterlsk group)] [ (High-risk group) ]
* L J
| Determine lipid management goals® |
¥ ) ¥ v
Lifestyle modification Lifestyle
modification
Evaluate whether the goal is achieved Consideration of
w drug therapy

Fig. 1. Therapeutic strategics based on the categorics and management goals

5. F=X8 F4 HAF
1) A5 a3 4
— g&: TC, TG, HDL—C, LDL—-C (AAh)
— AAF A7 A 39 WY, o] 3 9 1
2) 728 A
- 7%

— A&7 5 HAA AW HAL, BUN/creatinine

CK, CBC

~ AA A7 R 39z g, olF 3 @ 14
# ANFFE(-), SAFE (-)
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FE 4 98 AFR8AAY A5l

4.1. #ZA+

i

4.1.1. NIPPON DATA 80

— 1980 A& the National Survey on Circulatory Disorders®]
B R kel d 4T el A= A E 300 A el A3
+ % 10,5467 (FAF 46407, o=} 59067)°] 304 o] A<
3) T8 Wy 54

>

AL, A %7

’

d

— AELETo] st 27br] 94 AE A}
— JAAA}: B FEA] A ) H

[e)
— Apgel =4 27 A =4 (the National Vital Statistics) ©]-&

4

CAD death
P

~159 180~ 180~ 200~ 220~ 240~ 260~
179 199 219 239 259 (mg/dL)

(Okamura T et al : Atherosclerosis, 190 : 216-223, 2007)
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e}

v}

220 mg/dl ©o]&4Yd i, 160—179 mg/dlY uwjol v]sl] At

gk AFE #1%lo] 1.5¥) o] F7Fgttk= NIPPON DATA
Aztol] ZA FZFe 2= 220 mg/dlel sidsts= LDL-C 140
al g3 Moz st

)
N
riot
[o
U g
ro,

|
2
e,
ki
N
o

z

i
=
[»
o
ruf

— Okamura T, et al. The relationship between serum total cholesterol
and all—cause or cause—specific mortality in a 17.3—year study of a
Japanese cohort. Atherosclerosis 2007;190:216—23.

— Teramoto T, et al. Diagnostic criteria for dyslipidemia. Executive
summary of Japan Atherosclerosis Society (JAS) guideline for
diagnosis and prevention of atherosclerotic cardiovascular diseases

for Japanese. J Atheroscler Thromb 2007;14:155—8.
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4.1.2. J-LIT

1) A AA
- HFgA ATE AT
2) ﬂﬂx}

_ H Z

-

O

Aol 437 A3 37 AZFHE 1992~1993d¢] 5=
3 7=

S
N

ke

0 35~70A4 AR 704 MRSl H A3 o =}
FZY2HE F% 220 mg/dl o
— A 7=

19 ol ATAAE, 15T

v}

Dot FTY, U dFE Bele vE 43

=
— 522 52421 W (A 47,294 9, o]} oW 5127 H)
Al

— 6 2 T4 (AP ot 5.4, o] &fe): P4t 5.31d)
5) Primary endpoint
— W EAZ A FAAANTAA, SN FA
6) Secondary endpoint
- tE AF AR @S o3 (Y, e SAlE)
7) AT A
— Banyu Pharmaceutical Co Ltd
8) +& A
— A8% simvastatin® LDL-C &5 °F 27% Al
— ozt FTEENA datd}t ZEZERT e HAS DA Ee] o
A =S (4.45 vs. 0.91 per 1,000 patient years).
- Ao ZTE
. TC 240 mg/dl ©]/, LDL-C 160 mg/dl ©]%, TG 300 mg/dl °]%,
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HDL—C 40 mg/dl P2l A 235w 48 wae] AR Z713.

— olajey mEE

: TC 240 mg/dl ©]/, LDL-C 120 mg/dl ©]%, HDL—C 40 mg/dl | ®*
oA wdEHAL Ao AASHA F7H3.

9) FiwT

— Mabuchi H, et al. Large scale cohort study of the relationship
between serum cholesterol concentration and coronary events with
low—dose simvastatin therapy in Japanese patients with
hypercholesterolemia and coronary heart disease — secondary
prevention cohort study of the Japan Lipid Intervention Trial
(J-LIT)—. Cir J 2002;66:1096—100

— Matsuzaki M, et al. Large scale cohort study of the relationship
between serum cholesterol concentration and coronary events with
low—dose simvastatin therapy in Japanese patients with
hypercholesterolemia — primary prevention cohort study of the
Japan Lipid Intervention Trial (J—LIT)—. Cir J 2002;66:1087—95.

— Matsuzawa Y, et al. Design and baseline characteristics of a cohort
study in Japanese patients with hypercholesterolemia: The Japan
Lipid Intervention Trial (J=LIT). Curr Ther Res Clin Exp
2000;61:219—43.

— Koba S, Sasaki J. Treatment of hyperlipidemia from Japanese

evidence. J Atheroscler Thromb 2006;13:267—80.
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4.1.3. Hiroshima—Nagasaki Study

— AAEE JAAFAA 13 FAPI G FA T Aol A 1958 HH 2
T2 AZARNE ANPste dAadzAbel st 7
D Z 19,9619 (8] EAIwp EAL 5,2507, o472t 8,
2,706, °JAF 3,537%)
— o] 1958~1960Wel 7|AAAE e =}

16,7387 (FAF 6,444, oA} 10,2948)

— olF ZIARAL Aol FAlFelu ATAMZ] Y ARES A9

ol

6489; U7HAL7): GRb

y
D HE AR — 16,6247, 16,4447

3) §AF/ATAA B}

of,
o
=
o
)
b
My

- e, AR 2 AR, AAE, AYE

— Kodama K, et al. Trend of coronary heart disease and its
relationship to risk factors in a Japanese population: a 26—year
follow—up, Hiroshima/Nagasaki Study. Jpn Circ J 1990;54:414—21.

Koba S, Sasaki J. Treatment of hyperlipidemia from Japanese

evidence. J Atheroscler Thromb 2006;13:267—80.
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4.1.4. Okinawa Cohort Study

— A9 AEAA EEAR (1983d)s FAAEAY 5EAR

(1988~1991)= mergeste] 4.

— ZFY " E0] 167 mg/dl ©]3}el + (the lowest quartile)ol H|3] &
FY " E0] 218 mg/dl o]l + (the highest quartile)?] FAIA

=

A wkAo] ok 1.5u] =7} o] NIPPON DATA 80 o3 Axte}

- FA9, &5, /459, 39, k8 B4, lipid profile 50] AL
0} O
s .

—w» 500
= o
<< 2
Yo <O
oc 400
8a
%%. EZl men
o3 300 O women
[T
R3]
o3
=98 200
e O
S5
=3 8 |
Es 100
N BN

D

o

range =167  168-191 192-217
mean 149.3 179.8 203.7
Serum cholesterol, mg/dL

5) i3
— Wakugami K, et al. Relationship between serum cholesterol and the
risk of acute myocardial infarction in a screened cohort in Okinawa,

Japan. Jpn Circ J 1998;62:7—14.
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4.1.5. 3M Study

D 4170 Aol 222 133,099 ¥ (FAF 109,550 ), o2} 23,549 )
— A&A A5+ (1997~2000)
L7670 Aol 222 257,440  (FA}F 207,310 E, o2} 50,130 )
— 654 o] FE UL U FrobA s Ak B B A E E
Ao A A <] 3
3) AEd A3 A Ao

T

Table 1 Diagnostic Classification and Definitions of Coronary Events

Fatal
Fl:  Definite mvocardial infarction
F2:  Possible coronary death
F4: Not myocardial infarction or coronary death
F9:  Unclassifiable
Nonfatal
NF1: Definite myocardial infarction
NF2: Possible myocardial infarction
NF4: Not myocardial infarction

Definition 1: F1+ F2+F9+NFI
Definition 2: F1+ F2+NFI
Definition 3: FI+F2+F9+NFI +NF2

4) A7 A
— AdE A ost oA}l ¥#3] (the Japan Association of Occupational
Physicians)
— Banyu Pharmaceutical Co Ltd
5 F+8 A%
-4 EEAd A AR e 4508 Adon 25T

~ 6541 uk oy EA] AT WAE
: 2

- QR By 2EAe) Jeas)
3 9e
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6) el
— Hirobe K, et al. Morbidity of myocardial infarction multicenter
study in Japan (3M Study) — study design and event rates for
myocardial infarction and coronary death by age category in
Japanese workers —. Circ J 2005;69:767—73.
— Teramoto T, et al. Women. J Atheroscler Thromb 2007;15:283—5.
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4.1.6. JACSS
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myocardial infarction in Japanese patients. Circ J 2006;70:513—7.
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Coronary heart disease

4—
— Diet
=—Diet plus pravastatin
2 I r
5 |
2 e
[=% e
'\-5 22— ot
= o A
2 I
£ /
2 1
&
l_ i
el HR=0.67 (0-48-0.91)
s p=0-01
0
I I

Mumber atrisk

Diet 3966 3758 3648 3529 3430 2476 830
Diet plus pravastatin 3866 3642 3490 3385 3307 2434 859

Proportional reduction in event rate
':DG:' MEGA StUd‘_y"
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104 Reduction on LDL-C (mmol/L)
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9) Faid

— Mangaement of Elevated Cholesterol in the Primary Prevention
Group of Adult Japanese (MEGA) Study Group. Design and
baseline characteristics of a study of primary prevention of
coronary events with pravastatin among Japanese with mildly
elevated cholesterol levels. Circ J 2004;68:860—7.

— Nakamura H, et al. Primary prevention of cardiovascular disease
with pravastatin in Japan (MEGA Study): a prospective randomised
controlled trial. Lancet 2006;368:1155—63.

— Koba S, Sasaki J. Treatment of hyperlipidemia from Japanese
evidence. J Atheroscler Thromb 2006;13:267—80.

— Teramoto T, et al. Treatment—drug therapy. J Atheroscler Thromb
2008;15:167—"78.
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4.2.2. JELIS

1) A+ A7
— Prospective, randomised, open—label, blinded—endpoint evaluation
(PROBE)
2) 7kt

— 1996~1999 0] d&E HAo| A A HALE] JALE &

%
S
™

Table 1. Inclusion and exclusion criteria

Inclusion criteria
Hyperlipidemic patients with serum total cholesterol of 250 mg/dL or more
(Measurement of serum total cholesterol)

Serum total cholesterol should be measured twice at interval of 2-4 weeks. A single measurement is acceptable if the cholesterol is measured

by blood collection at fasting under strict compliance with dietary advice after withdrawal of the antihyperlipemic drug.
(Wash Out)

The wash out period of 4 weeks (8 weeks for probucol) is necessary in patients under treatment with antihyperlipemic drug. However, if
trectment with the antihyperlipemic drug was started within & months of the initiation of the study, the patient can participate in the study
without the washout period.

Men aged 40-75 years or women after menopause to 75 years
Patients who have already received appropriate dietary advice
Exclusion criteria
Acute myocardial infarction occurring within last 6 months
Unstable angina pectoris
A history or complication of serious heart disease (severe arrhythmia, heart failure, cardiac myopathy, valvular disease, congenital disease, efc.)
Receiving cardiovascular reconstruction within last 6 months
Cerebrovascular disorders occurring within last 6 months
Complication of serious hepatic disease or renal disease
Malignant tumor
Uncentrollable diabetes
Hyperlipidemia arising from the following diseases:
Nephrotic syndrome, hypothyroidism, Cushing’s syndrome, secondary hyperlipidemia due to other disease
Hyperlipidemia due to some drugs such as steroid hormone
Hemorrage (hemophilia, capillary fragility, gastrointestinal ulcer, urinary tract hemorrhage, hemoptysis, vitreous hemorrhage, etc.)
Hemorrhagic diathesis
Hypersensitivity to the sludy drug fornulation
Patients infending to undergo surgery
Patients judged to be inappropriate by the physician in charge

Lok Z1/miAl 715
% oAk 18,6459 (= 9,319, At 9,3269)
AAFe Yl g AE (14,981%) + o2kl vidAt (3,6647)

- AT

,326™): Statin + EPA 1,800 mg/d
,319%): Statin (pravastatin 10mg/d or simvastatin 5 mg/d)

5) Primary endpoint
- 9 WgsnAst AL

TP, A Ay, By WS, B AN



6) Secondary endpoint

- T E
— WENA R AE/O|SE
_Z:_Z
- l'q = O
- Yz s)
— o T
7) AT A
Mochida Pharmaceutical Co Ltd, Tokyo, Japan
8) T8 Az
- AFHAHEE SO A dEQJAA stating T@Eo2 ALEE wH
t} statin®} EPA 1800 mgZE &7 Folst¥ S wf, AAsHAsle] vt
Aol 19% #4319 e, 28y LDL-Co A Axs= F o bl Ao
A o), BAEWAR 74 ERE LDL-CoE SHAQ) g
el olg Aow A,
A B C
5 = Control 20 12.0+
— EPA P ~ o
5 3 15 /’—/ -
% 2 10 rz,_'/"fr'
= /:/ Hazard ratio: 0-81 (0-69-0-05) Jj/‘J Hazard ratio: 0.82 (0-63-1.06) ‘_j Hazard ratio: 0-81 (0-657-0-998)
) . ‘|):'.l011‘ ‘ I Or""‘. ‘ ‘p—cuzl I I ufrf I pl=0048 I I |
o] 1 2 3 4 5 0 i 2 3 4 5 1 2 3 4 5
Years Years Years
Numbers at risk
Control group 9319 8931 8671 8433 8192 7058 7478 7204 7103 6841 6678 6508 1841 1727 1658 1502 1514 1450
Treatmentgroup 0326 89209 8658 8389  B153 7924 7503 7210 7020 6823 6649 6482 1823 1719 1638 1566 1504 1442
9) Fuwd
— Yokoyama M, et al. Effects of eicosapentaenoic acid on major
coronary events in hypercholesterolemic patients (JELIS): a
randomised open—label, blinded endpoint analysis. Lancet
2007;369:1090—38.
— Yokoyama M, et al. Effects of eicosapentaenoic acid on
cardiovascular events in Japanese patients with
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hypercholesterolemia: rationale, design, and baseline characteristics
of the Japan EPA Lipid Intervention Study (JELIS). Am Heart J
2003;146:613—20.
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4.2.3. KLIS

1) A+ A7

— Prospective observational study

(RCT= AAEAY, 249 wjAo] Az o] FoA#] g
2) 7kt

— 1990~1993°ll Kyushu #| 2] 9027 2] ofAtel] )& Faf =LA

N—

HEE J19Ee] gl FEesvEe

— WA 7=

: HDL—C=>80 mg/dl
2 A Ygste 23
— HZF Ak 5,640 (2T 2,5799, AT 3,0619)
- HF B4 AR 3,853 (xR 1,634, Ad: 2,2199)

3" pravastatin 10—20mg/d
Z

2
=
— x deby X5 (AAF 24, %, fibrate, nicotinic acid)

5) Primary endpoint
- s A3t AL

CABAMAGE AR, e ANEE, AAA A, FH47

| = ) v 1= O o, O 1 o
A},
6) Secondary endpoint
— H A3

7) AT A
— Sankyo Co Ltd, Tokyo, Japan
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8) T8 A}

— pravastatin Fov 9 AN E = (vs tx=T)

D BAE AL (RR=0.86, 1—side P=0.23)

0 ¥4 (RR=0.78, P=0.13),

P SE W AR+ (RR=0.81, P=0.08)

— YEAAN IsHNAE D HAF A gt pravastatin® x|} &
o tjsl] AFom AN AR, AT Ald HAFA F29 5}

o5 Q& Ao s Fo7F 2.3t

— The Kyushu Lipid Intervention Study Group. Pravastatin use and
risk of coronary events and cerebral infarction in Japanese men
with moderate hypercholesterolemia: The Kyushu Lipid Intervention
Study. J Atheroscler Thromb 2000;7:110—21.

— The Kyushu Lipid Intervention Study Group. A coronary primary
intervention study of Japanese men: study design, implementation
and baseline data. The Kyushu Lipid Intervention Study Group. J
Atheroscler Thromb 1996;3:95—104.

— Koba S, Sasaki J. Treatment of hyperlipidemia from Japanese

evidence. J Atheroscler Thromb 2006;13:267—80.
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4.2.4. PATE

1) A+ A7

— Prospective randomised, open—labelled, blinded—endpoint study
2) 7kt

— 1990~1991d0ll 527) 7]l A R

- 29 U=

- A )E
VY nFA B AS, oAy nTU2HUBEF, oMY FF
A

— H& UdAk 665 (A8 3319, A&7 3349)

— ¥ =83 pravastatin 10—20 mg/d

— A& pravastatin 5 mg/d

5) Primary endpoint

— Adads A

cyEE A P AEE dxeWEs, S GA)
6) Secondary endpoint

- ASAAN+JA S, TAEE
7) A7 A d

— Sankyo K.K, Tokyo, Japan

— R8T A8AAEE A BAo] Ao HlE] feolsA W
kS (P=0.0046, generalized Wilcoxon test; P=0.096, log—rank test).
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9) FuTd

— ITto H, et al. A comparison of low versus standard dose pravastatin
therapy for the prevention of cardiovascular events in the elderly:
the pravastatin anti—atherosclerosis trial in the elderly (PATE). J
Atheroscler Thromb 2001;8:33—44.

— Quchi Y, et al. Influences of age, sex, and LDL—C change on
cardiovascular risk reduction with pravastatin treatment in elderly
Japanese patients: a post hoc analysis of data from the pravastatin
anti—atherosclerosis trial in the elderly (PATE). Curr Ther Res Clin
Exp 2006;67:241—56.
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6) Secondary endpoint

- W ANEE A
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20 -
p=0.0433 (Log-Rank) 87 p=0.0154 (Log-Rank)
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Figure 4. Kaplan-Meier estimates of the primary end point events of (A) combined primary end points, (B) congestive heart failure, and (C) unstable
angina.

9) il
— Sakamoto T, et al. Effects of early statin treatment on symptomatic

heart failure and ischemic events after acute myocardial infarction

in Japanese. Am J Cardiol 2006;97:1165—71.
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4.2.6. ESTABLISH

1) A+ A

— Prospective open—label randomized, single center study
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o w CE St
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P<0. 0001

- 50 | 1
O Atorvastatin

-60 | D Control |

| W—

P<0.0001

Mean % change during 6 months
o
=]

=70 '
Cholesterol and IVUS profile

Figure 1. Mean percent change in cholesterol and IVUS pro-
file during 6-month follow-up. Significant reduction in plague
volume by atorvastatin administration is observed, with con-
current significant decrease in LDL-C level and increase in
lumen volume. In contrast, increase in plaque volume is
observed in control subjects, with no concurrent significant
change in LDL-C level and decrease in lumen volume.

8) HuEd

Okazaki S, et al. Early statin treatment in patients with acute
coronary syndrome: Demonstration of the beneficial effect on
atherosclerotic lesions by serial volumetric intravascular ultrasound
analysis during half a year after coronary event: The ESTABLISH
study. Circulation 2004;110:1061—8.
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4.2.7. J-STARS

1) - 27
— Prospective randomized, open—label, trial
2) F74A};
- X9 7%
: 45~80A
A 1R ~3d ool A HEST (AUAE AT A9

shA] aL Al g & ol AL Ay
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r

— &g HEFo| 3 pravastatin®] o]z} of|¥ @y}l U
- A 1Y F (2014 A F7 AA)

A9,

— Nomura E, et al. Clinical characteristics of first—ever
atherothrombotic infarction or lacunar infarction with hyperlipidemia
(J-STARS—C): an analysis of data from the stroke data bank of
Japan. Intern Med 2005;44:1252—7.

— http://clinicaltrials.gov/show/NCT00221104
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