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Y1901 TC 200 mg/dL —
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Framingham Risk Score: Men

" _ 45 yo male
ge Systolic Blood Pressure BP 135/85 CHD Risk
Years Pts

50-34 TC 220 Pts 10-Yr
35 39 Untreated HDL-C 40 CHD Risk
10-44 <120 0 LDL-C 130 <1%
e 120-129 0 Non-smoker 1%

130-139 1 No DM 1%
20-54 140-159 1 Family Hx 1%
S > 160 ) 1%
60-64 =

1%
65-69 29%
70-74 2%
75-79 Total Cholesterol 3%
(mg/dL) 20-39 40-49 50-59 60-69 70-79 4%
<160 0 0 %
160-199 4
200-239 7
240-279 9
280 11

Ooo~NOOULI b WNE OO

8%
10%
12%
16%

. . pAZ
Cigarette Smoking 259%

Nonsmoker O > 30%
Smoker 8 -

JAMA 2001; 285: 2486-2497




ATP Ill LDL-C Cutoffs for Therapy in Different Risk
Categories

Initiate
therapeutic
lifestyle
changes

>100 mg/dL

LDL-C goal Consider drug

therapy

Risk category

High risk: CHD or CHD <100 mg/dL =100 mg/dL

risk equivalents (10-
year risk >20%0)

Moderately high risk:

two or more risk
factors (10-year risk
10%6-20%06)

Moderate risk: two or
more risk factors (10-

year risk <10%o0)

Low risk: <1 risk factor

(with an
optional goal of
<70 mg/dL)

<130 mg/dL
(with an
optional goal of
<100 mg/dL)

<130 mg/dL

<160 mg/dL

>130 mg/dL

>130 mg/dL

(consider drug
options if LDL-C
<100 mg/dL)

>130 mg/dL

(consider drug
options if LDL-C
100-129 mg/dL)

>160 mg/dL

>160 mg/dL

>190 mg/dL

(consider drug
options if LDL-C
160-189 mg/dL)

Grundy SM et al. Circulation; available at http://circ.ahajournals.org




N'NONN 7907 W' XN AN
-LDL 7Y oy 1121 [1>'oa 791una

%1722 1hvo'mn




NI'"MNMYOKXN

12'0 DIIA NNON' DX 71 N'MONN 79071 2AIPY7 ©

0ol

MONN ?7219'0 "'NNN7 ©

[12'0 NDVN NN 19W7 @




NI'"MNMYOKXN

12'0 DIIA NNON' DX 71 N'MONN 79071 2AIPY7 ©

QoI
MONN 7219'0 7'NNN7 O

[12'0 NDIYN NN 15Y7 @

?T7901N 0NAI'NI9 'OV |15'0N NIIWN DXN




LDL-C levels in patients hospitalized with CAD:
48,093 patients without history of CAD

14% on lipid lowering therapy

42% had LDL-C <100 mg/dI

Am Heart J 2009;157:111-7




HDL-C levels in patients hospitalized with CAD:
48,093 patients without history of CAD

48% had HDL-C >40 mg/dI

Am Heart J 2009;157:111-7




Prevalence of Conventional Risk Factors in Men with

Coronary Heart Disease

(14 trials, N = 87,869, mean age 60)

4 Risk Factors
Smoking (< 1%)
HTN 3 Risk Factors
Cholesterol

DM No Risk Factors

\

2 Risk Factors

1 Risk Factor ]

JAMA 2003;290:898




How Good Is NCEP ATP Il At Predicting Ml in

Young People?

222 patients with 15t acute M, no prior CAD
men <55 y/o (75%), women <65 (25%), no DM

10-Year CHD Risk Profile
75% of men and

12% 82% of women

18%"’ 50%
/

70% low risk! I for Stat|n

@ 0-1 risk factors B 10-year risk <10% t h erd py

010-year risk 10-20% 010-year risk >20%

JACC 2003;41:1475
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Rate of Myalgia With High-Dose Statins
PRIMO Study
7924 Outpatients receiving high-dosage statins

18.2

Pravastatin Atorvastatin Simvastatin Fluvastatin ~LOveraII y

Cardiovasc Drugs Ther. 2005;19(6):403-414
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Lp-PLA, at the “Scene of the Crime”: As Lesions Progress so
Does Staining Intensity

35 -
30 +
25 =
20 +
15
10 =

PIT FA TCFA Rupture
Early plaque

with lipid pool

Thick cap with
small necrotic
lipid core

“stable plaque”
A Thin cap

“rupture prone”
plague

Ruptured plaque
with thrombus

Kolodgie F, et al. Arterioscler Thromb Vasc Biol 2006




Lp-PLA2 Multivariate-Adjusted Hazard Ratios for
CHD

Rotterdam Study

P for trend = 0.01

2
)
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©
-
©
N
(1°)
XL
T
<

Q4

Oei et al. Circulation 2005




Lp-PLA, has High Negative Predictive Value

KAROLA:
1,051 Patients S/P ACS or Revascularization, Baseline LDL-C 100 mg/dL

Lp-PLA, < 223 ng/mL

Lp-PLA, 223 - 297 ng/mL

Lp-PLA, > 297 ng/mL
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Years of Follow-Up

Koenig W, et al. Lipoprotein-Associated Phospholipase A, Predicts Future Cardiovascular Events in Patients with
Coronary Heart Disease Independently of Traditional Risk Factors, Markers of Inflammation, Renal Function and
Hemodynamic Stress. Arterioscler Thromb Vasc Biol 2006;26:1586-1593. Figure A.




Association Between Lp-PLA, and CVD:

Reference Odds ratio (95% CI)

Odds ratio
AtheroGene?? 1.80 (1.01-3.20
1.12-3.28

( )
Khuseyinova et al?8 1.91( )
IHCS®® 2.44 (1.58-3.79)

{ )
{ )

Ludwigshafen Risk and
Cardiovascular Health Study?’ 1.85 (1.23-2.78
2.01 (1.58-2.55

Relative risk
WOSCOPS20 .18 (1.05-1.33)
WHS'® .17 (0.45-3.05)

.18 (1.05-1.33)

Hazard ratio
MONICAZ2 .21 (1.01-1.45)

ARIC2] 15 (0.81-1.63)
Brilakis et al?? 1.30 (1.06-1.59)
Malmé Diet and Cancer Stud},lzg 1.55 (1.03-2.33)
Rotterdam Study?® 1.97 (1.28-3.02)
Gerber et al3! 7.61 (2.88-20.01)
KAROLA study® 2.09 (1.10-3.96)
THROMBQ?32 1.90 (1.31-2.75)
1.60 (1.27-2.00)

| Total (95% CI) 1.60 | )

1.36-1.89

0.2 0.5
Favors o CYD

|
Mayo Clin Proc. 2007;82(2):159-165




Lp-PLA, Adds to AUC Over Traditional and Other
Risk Factors

KAROLA

0.75 1

2
)
©
o

©
o
N
©

I

Area Under the Curve

Tertile 1 Tertile 2 Tertile 3 Traditional Risk TRF+ All Factors +

<223 223 - 297 > 297 Factors (TRF) Cystatin C + Lp-PLA, Mass
NTproBNP

*p=0.04 Fully adjusted for traditional risk factors, TRF = Age, gender, smoking status, history of Ml,
LDL and HDL, statin Rx, CRP, age, BMI, etc. diabetes, rehabilitation, lipid lowering drugs, ACE
inhibitor intake

Koenig W, et al. Arterioscler Thromb Vasc Biol 2006.




Treating High Lp-PLA2 Activity Associated with CV

Event Reduction
VA-HIT:

CV event reductions only significant when baseline Lp-PLA, above median

™ Placebo ™ Gemfibrozil

35%
30%
25%
20%
15% - -3.4%
"l

5% —
0%

(7]
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=
©
o
]
c
(J]
>
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>
(®)
L
o
>
LN
(J]
)
=
(@)
(7]
o)
<

Quartile 1 Quartile 2 Quartile 3 Quartile 4
NNT 29 NNT 28 NNT 16 NNT 11
RRR -18% RRR -16% RRR -23% RRR -30%

Robins S, et al. Arterio Thromb Vasc Biol 2008 p for trend = 0.03




Expert Consensus Panel Recommendation for Use of Lp-
PLA, Testin

. Moderate High CV Risk
O_Lf‘:i’sﬁ‘]f;ﬂ‘rs CV Risk CHD, or CHD Risk
2+ risk factors Equivalent

Assess

Very High
CV Risk

\

Lp-PLA, TESTING

Test

>200 ng/mL >200 ng/mL

<200 ng/mL <200 ng/mL

\4

LDL-C Goal
<160 mg/dL

LDL-C Goal
<130 mg/dL

LDL-C Goal
<100 mg/dL

® The PLAC Test identifies which moderate and high risk individuals, as initially assessed
by traditional risk factors, may actually be at increased risk of heart attack or stroke.

® These individuals should be treated to a lower LDL-C goal, which has been proven
to further reduce cardiovascular events in higher risk persons.

Davidson MH, et al. Am J Card Supp/ 2008.

LDL-C Goal
<70 mg/dL




NI'"MNMYOKN

[12'0 DI NNON' DX 7Y N'NOINN 79071 AIpPY7 @

Qo
MONN 7219'0 7'NNN7 O

[12'0 NDIYN NX 15Y7 @

nown NX W7 ntwy PLAC TEST np'ma
D'7910N2 719'0V] YMIXN 227 NL7NNA V071 [I1D'ON
1122 [1D'02




IYNN - NN IR

:PLAC TEST yxian @
722N [12'0 7V T'yn «— 268 ng/ml—
a"n 20 |'vvoan'oa 791UN @

2"717 2"'n 110 -2 nT1' LDL-C nnh—




IYNN - NN IR

N2'Y' 'M72 NPIVN DY TOYINN DN INX7 DY /7 @
N 2700 a7 PCIL v anaixn @

2"n 80 |'vvoaNIVNA 719'0 DY NNIYN @




YN - NN NIR'N

:2'n 80 |'OLOANILX DY DTN 'NIY @

TC 160 mg/dL —

TIX W' DXD
219'01

'NOINN
?qOIJ TG 150 mg/dL —
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HDL-C 40 mg/dL —




Relation Between CHD Events and LDL
Cholesterol in Secondary Prevention Trials

= Placebo PI
= TreatmentRx

4s-PI
O

TNT-Entry

LIPID-PI
CARE-Rx

]
c
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i =

=
3
(7]

)
c
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(a8
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o
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LDL Cholesterol (mg/dL)

AFCAPS: Lovastatin; 4S: Simvastatin .
WOS, LIPID, CARE: Pravastatin Atherosclerosis 1999;143:5S17-S21




Guidelines: LDL-C Goals in High-Risk Patients

Guideline

LDL-C goal

LDL-C level to
initiate TLC

LDL-C level to
consider therapy

NCEP ATP Il
2004

<100 mg/dL

Optional <70
mg/dL especially
in very high-risk

patients

>100 mg/dL

>130 mg/dL

(100 to 129 mg/dL:
drug optional)

AHA/ACC
2006

<100 mg/dL

Reasonable <70
mg/dL

>100 mg/dL

>50% reduction in
LDL-C

<100 mg/dL

<80 mg/dl if
feasible

>100 mg/dL
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Cholesterol Absorption Reduction and CHD

Cholesterol CHD CHD Mortality
Reduction Incidence

-24

43

Surgery 1 Sequestrants = Diet

NCEP ATP 11l 2001




Relation Between LDL-C
Reduction And Risk Of CV Events

20 __

\.\I\iscops p .
ravastatin

40 >

N CARE

~

~ £
vw O
Z .
< (@)
s =
s 2
t 8
ER
beT) c
e 3
o~ “—

(@)

S @ 4S (Simvastatin)

| I I | |
10 13 26 35 60

70

%0 LDL-C Reduction

When both nonstatin (LRC-CPPT and POSCH) and statin
(WOSCOPS, CARE, 4S) trials are considered together, greatest
benefit was observed with greatest LDL-C reduction

Am J Cardiol. 2005;96(suppl):24F.




Ezetimibe With a Statin reduced LDL-C by an
Additional 25.8% vs. Previous Statin Therapy

CHD or No CHD No CHD

All CHD Risk and >2 and <2
Patients Equivalents Risk Factors  Risk Factors
(n=968) (n=1940) (n=763) (n=1496) (n=164) (n=354) (n=41) (GEL)]

-1.1
-2.7
M Placebo
+ statin
¥ Ezetimibe
+ statin

£
(@)
S
L.
Q
- Q
o c
- =
.s§
()
mm
[ -
(¢°]
i -
(&)
xS

*P<0.001 for all between-treatment differences

Mayo Clin Proc. 2005;80:587-595.
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TC 135mg/dL —
LDL-C 65 mg/dL —
HDL-C 40 mg/dL —

TG 150 mg/dL —




DID'O

D'7INNN 270N Y'NNN7 N712' 0NA1'NS M9y |12'0N NDWN
'Y 07NN NN97 Niaa [12'02 0'RYNIN

DN D'pPN N'719'0 nL7NNa y'o7 ntwy PLAC TEST np'1a
.D"7122 7N0VO715N DI 11 N2 N7NNY [1D'oN

JIUXIN 719'0N 70 DIN D'VVO

7¥ D1UNN Y7 V'ANT7 N7ITA NIQ'YN W DIAA |1>'0a 071N
LDL-C < 70 mg/dL

W7 VN7 nn 7y 2A71wn 719'02 )Ix ' 0'7iInnn N2
.NN0NN




