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Liver

NAFLD HDL
CE O Reduced HDL-C

TG accumulation 1
@G

Acyl-CoA

— SREBP-1
P r—
Freefatty acid 1

Increased secretion of VLDL
(increased TG)

4

Portal vein

Free fatty acid Decreased catabolism of VLDL
K Glycerol (increased TG)
Peripheral Insulin
resistance 1 Inactivity of LPL
LDL (Small dense)
Activation of HSL
Resoluti f Tt
Over Energy — Resolution of TG

Lack of exercise
Insulin resistance Low physical activity
Smoking

Secreted cytokines (IL-67, CRPt, TNF-at etc)
— Proinflammatory state

=TG (VLDL)

INYEFEHDL, HDL2DE T

I Anti-atherogenic property |
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LDL-C 140m/dl = ~ =
HDL-C 40mg/d| |:> =TG(VLDL). {EHDL. IE~EESLDL
TG 150 mg/dl

- - LDL-C 120m/dl
=TG(VLDL) . {EHDL, &LDL HDL-C 40mg/dl
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Primary prevention

CARDS Alorvastatin 10 mg Aufe coronary events kT
Cva 48

Primary and secondary

prevention
Simvastatin 40 mg Major CHD event 27

HPS Any major CV Event 22

ALLHAT Pravastatn 10 mg Major CHD ovent "

ASCOT-LLA Alorvastatin 10 mg Major CHD event 16
Total CV events and
procedures 2

Secondary prevention

45 Simvastatin 10-40 mg Total mortality a3
Major CHD event 55

CARE Pravastatin 40 mg Major CHD evenl 13
Expanded endpoint 5

LPID Pravastatn 40 mg Major CHI event 18
Any CV avent bl

E##ALDL-C (mg/dl)

Pfor trend 0.001

Pfor trend 0.001
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1 LDL=C RAFUBREHICRLIEERE
(Non-HDL-C) Residual Dyslipidemia
2 {EHDL-C
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30802 men and 60 417 women, 40 1o 79 vears LDL Choesterol Categories

Range, mg/dL <80 80-99 100-119 120-139 140
Range, mmol/L <206 206-257 | 258-3.09 3.10-3.61 3.62
Median, mmol/L 181 235 284 3.34 4.03
No. of persons 8788 16776 22840 20357 22458
Men, % 533 41.2 355 296 225
Age y 573 576 58.2 59.2 59.8
Systolic blood pressure, mm Hg 1336 1325 1328 1334 1346
Diastolic blood pressure, mmHg 782 779 783 79.2 80.1
Hypertensive medication use, % 20.0 19.0 19.0 19.7 204
Diabetes, % 5.8 4.7 46 52 59
Body massindex, kglm2 22.7 229" 234" 237" 2417
Kidney dysfunction, % 91 9.1 9.6 10.3 1.4
Current smoker, % 255 215 199 19.2 197
Heavy drinkers, % 6.0 29 21 19 19
Lipid medication use, % 15 14 20 23 44
Total cholesterol, mmol/L 4.05 4.50 4.98 547 6.32
HDL cholesterol, mmol/L 147 1.46 144 142 139
Non-HDL cholesterol, mmol/L 258 3.04 353 4.05 4.92
Triglycerides, mmol/L Iﬂ 150" 150" 154" 162"

The Iharaki Prefectural Health Study  Circulation. 2009 Apr 28;119(16):2136-45.
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Effects of Combination Lipid Therapy
in Type 2 Diabetes Mellitus

The ACCORD Study Group

N Engl J Med 2010;362:1563-74.
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Table 1. Baseline Characteristics of the Patients.

Sim+Feno Sim
All Paticnts Fenofibrate Placebo
Characteristic [N=5518) [N=2765) (N =2753) P Value
Age — yr 623268 622267 623269 0.69
Previous cardiovascular event — no, (%) 2016 (36.5) 1008 {36.5) 1008 (16.6) 050
Body-mass index| 3213254 12154 324254 032

Glycated hemaoglobin — %

Mean

Median

Interquartile range
Plasma cholesterol — mg/dl
175.2:373 1747:36.8

Total 175.7:37.9

Low-density lipoprotein

Plasma triglycevide — myjdl

Median

PEEERN
1

Intezquartile range

A Towl Chalesiersd

Mhean Total Chodestersl (mg/d)

Freubesie

R L S

N

Atriglyceride <750 mg/dl if they were not receiving lipid therapy g
= o s No. of Patesty
or < 400 mg/dl if they were receiving lipid therapy Fealibrate 0T W1 1300 o
hacrbe me E ny
T P ¥akon for
§ Epaded Wacrovaicalis Ovicomn Subgroup Fancfibrate Hazard Ratio [35% CI) Interaction
>y ; w00 & % of events . in grosg)
7 | ~ T enal I ! }
| = £ [ O 1052 {2765) 1026 (2753}
i I ,.,.%_w_ i o Sex ool
& g 1 & female %05 6 {143
H | e " § o . Mide 11,18 {1914) 13,30 (1920}
L o e ¥ Race 009
§ h Nomatie .70 (156 172 [135)
2 | Wiise 10.90 (1905
| - LD ehelestorsl oz
Lo L —— r
o 6 1 2 1 4 % & 1 8 384 g/t 934 [958
e 85110 mygidl 285 [334)
" =113 mgyh 1243 (a1 1047 12
e HOL eslesterel (]
Pacera 1224 [364) 1534 (306)
! 10,13 (350 947 (866
] 9.08 (925) 199 (98]
o6
a5 1LEH (129
986 (313)
1284 (138)
pceride~HDL cholenterel 006
combinat o
Trighyveride =204 mp/d and 1137 (ua8) 112 (456
HOL <34 mg/d
Al othen 10110 [2264) 1000 (2284
Gilyraned hemagioben o
=R R [L324) 10.56 (1035)
»A1% n 1094 (141%)
o 1 2
Fenofibrate Betier Placebo Betier
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Glynn RJ, Koenig W, Nordestgaard BG, Shepherd J, Ridker PM
Rosuvastatin for primary prevention in older persons with elevated
C-reactive protein and low to average low-density lipoprotein cholesterol levels

: exploratory analysis of a randomized trial. et
Ann Intern Med. 2010 Apr 20;152(8):488-496 e g

1.6 Primary Prevention of Cardiovascular Disease

In individuals without clinically evident coronary heart
disease but with an ncreased nsk of cardiovascular disease
based on age = 30 vears old in_men and = 60 years old in
women, hsCRP > 2 mg/L, and the presence of at least one
additional cardiovascular  disease sk factor_ such_as
hypertension, low HDL-C, smoking, or a fanuly history of
premature co v_heart disease. CRESTOR 15 indicated
1o

« reduce the risk of stroke

»  reduce the nsk of myocardial infarction

« reduce the nsk of anenal revasculariz

1on procedures






