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Kaplan--Meier survival estimates representing the cardiovascular event-free rate according to the achievement of
the low-density lipoprotein cholesterol (LDL-C) target of < 70 mg/dl (1.8 mmol/liter) among very high-risk patients
(n=809).

Expert Opin. Pharmacother. (2011) 12(10):1481-1489
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Kaplan—Meier analysis of cumulative event-free rate: (a) the cumulative major adverse cardiac and
cerebrovascular events (MACCE)-free rate, (b) the cumulative target-vessel revascularization (TVR)-free
rate. LDL-C, low-density lipoprotein cholesterol.

Coronary Artery Disease 2010, 21:182—188
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REVERSAL and ASTEROID Trials
Comparing Changes in Lipid and Atheroma Volume Parameters

REVERSAL Atorva 80mg ASTEROID? Rosuva 40mg
N=253 CAD Pts. N=349 CAD Pts.

18 month follow up 24 month follow up

Baselines Difference Baselines Difference
I —

LDL-C mmol/L 3.9 @3-3% 34 53.2%
V

HDL-C mmol/L 1.1 +2 9% 1.1 +14.7%

TC mmol/L 6.0 -34.1% 5.3 -33.8%

TG mmol/L 2.2 -20.0% 1.7 -14.5%

% change in Percent
Atheroma Volume (PAYV)

Change from baseline A % B A § A §

Total Atheroma Volume Bﬂ ] E ] ] E
(TAV)

Change in TAV for most

1. REVERSAL (Using atorvastatin 80 mg) Steve E Nissen et al JAMA, March 3,2004;Vol. 291, No.© 1071-1080
2. ASTEROID (Using rosuvastatin 40 mg) Steve E Nissen et al JAMA March 13, 2006; Vol 295
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Knopp RH.N Engl J Med. 1999;341(7):498-511.
Stein E. Am J Cardiol. 2002;89(5A):50C-57C.
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—I_I" ' Statins, High-Density Lipoprotein Cholesterol, and
. $ Py Regression of Coronary Atherosclerosis
°® Stephen J. Nicholls: E. Murat Tuzcu: Ik pahi: et al.

Statins, High-Density Lipoprotein Cholesterol,

ﬁ% %1&6LDL_CE and Regression of.Cor.on.ary fﬂ\the.-rosclzleros.is

hen J. Nich

5] B F+ B HDL-Cik _
5% 4 BE R IE3 :
BBl KRR AL BT

Stephen J. Nicholls; JAMA. 2007;297(5):499-508



B S RIRRIT3SAmE X

¢ LDL-C A2ME— R AR HAr CndE)
MAEZELSE)

o ZhAKMEFFIEAL HINLEIE R R

o AR EAME
> AN E 7 AL A& 2
SMETFARBREER
> PR 7 Lo IR

A

o HIGRITHE B AREHEZILDL-CH H #5

K

o FHFIERIMBITA] AN INA B R PR~
A R R NLA] BET 52144

\

CLiRE:

il

=



ZA

I,

* MTFRAHEL
2ZLDL-C) E
FR BN, D1,

Py

+HEERELBASZE S H) ;
o ok = i MURE 58 3 W BR-E N P RH S A0

AR AT 3RS B NN

beaTT A=l

* XPEELDL-CEE&INER (kT R+HKIT

=

feRE (KHDL, F

TG, /N

FRAWI TR B AL
ZE, Ml T 4RIBITER .

8, BRI REWBASHH

s AIRD R




IBie FAYRIRSRIT AR

MRAEAS R R A 2 9T - #r
#Hig B, LT JUMEBR ST Bz st AR R 77 -

AEEEZIR ST U5



£t TiafT I AR {EEZ5YIRYT 34

Drug LDL-C Non-HDL-C Trigs HDL-C Apo B
Double statin dose -6% -2to-12% -2 to +2% -6%
Ezetimibe 10 mg -15to-20%  -12to-20% -9-12% N5 -10 to -15%

Niacin 2 gr -8to-1% -15to -31%* -24% +18 to 21% -14%

Bile acid binding agent 2% -5 to -8% 0 to +23% +1to+7%  -13%to -2%

Fenofibrate 145 mg 6% to+4% 3% to-23% -15to-27% +10to+13% -5% to 0%
Fenofibric acid 135 mg

Gemfibrozil 600 mg +7% 2% -18% 0% 0%
BID

Marine omega-3 fatty  -6% to +10% % 259 % -2% to 0%
acids3.4¢g

non-HDL-C=TC-HDL-C
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WAMFILDL-CI&(K: — B R =57

+6%

+6% +6%

=ZEF=EE

B ARIF— 5B

HIT 10 mg 20 40 80
mg | mg| mg
+25%
3T 10 mg + R EM
10 mg
0 10 20 30 40 50
LDL—C F&{K %

Adapted from Stein E Eur Heart J Suppl 2001;3(suppl E):E11-E16
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AT AT FAIT BT FEAR AR YT On top of statin

MRS i
Davidson, JACC 2002;40:2125; allantyne, Circulation 2003;107: 2409-15 )
Melani, EHJ 2003;24:717-728; Kerzner, AJC 2003;91:418-424 -~ 4[13,?/]‘
Gagne, AJC 2002;90:1084-1091
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Apo B JE-HDL-C CRP
(n=340) (n=328)  (n=353) (n=345)  (n=209) (n=204)

0
—9%
-20
= -34%  -33%"
-40

—42%**
—49%**

W KITEAM/FEEMIT 10/10-10/80 mg CEFIE
43T 10-80 mgC BFIE

ML 27 BIF- 25+ % 2L

**p<0.001 Lk=E{%fthiT 10-80 mg
1% E Goldberg AC et al Mayo Clin Proc 2004;79:620-629.
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SHARP : EERBKHHERIC S

SEARARTT BAZ5 VR T 14ELDL-CE F 2R [%{% 30 mg/dL,
AR HT A0 132 Al 7T LDL-CH 2 28 {43 mg/dL

X EE 0.83 (0.74 — 0.94) SEARARIT
Logrank 2P=0.0022 AR A
FARARIT
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= W Z M IFELARTT Z2RF) Xt & 95% ClI
(n=4650) (n=4620) |

F By ik A 213 (4.6%) 230 (5.0%) —

3 H oo i 2 A 131 (2.8%) 174 (3.8%) -~

GRENIBERC YN 284 (6.1%) 352 (7.6%) =

EEFKBHELIE 526 (11.3%) 619 (13.4%) <@ | [4/§16.5% SE 5.4

; (p=0.0022)

HoAt Lo YR FE TS 162 (3.5%) 182 (3.9%) = B

HH It 4 i 2 45 (1.0%) 37 (0.8%) : =

HAth = mEEH 207 (4.5%) 218 (4.7%) ‘-» '%f;f 5S7|)E 3

F B M 701 (15.1%) 814 (17.6%) <> [#1%15.3% SE 4.7

(p=0.0012)
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Stop Atherosclerosis in Native Diabetics Study

R

- JLDL-CHIMEMEZEHFL BIrEERAKEISEES
BKoRHERE 1L BY i R

XTARZH m b 1
LDL-C (mg/dl) 100 70
JEHDL-C (mg/dl) 130 100

SBP (mm/Hg) 130/80 115/75

JAMA 2008;299: 1678-89
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240%, n=499
SBP>130 mmHG, LDL-C >100 mg/dL
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FRERYSTT BER ERWAETT BER
LDL-C €100 mg/dL; SBP <130 mmHg| |[LDL-C <70 mg/dL; SBP <115 mmHg
JEHDL-C < 130 mg/dL JEHDL-C < 100 mg/dL
N=247 N=252

s

KRSk s,
EELZL. THavsE184AF36/AMECVD
FTEERLE—CIMTHIXKZE

* CIMT: s kNIRh R EE
Howard, BV etal: JAMA 08:299: 1678--89
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* HEFFLDL-C<73HIHH (N=129) ; JB4AFZER, p<.001
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apP<0.001, HtrdkinTr HAHEL.
Fleg JL et al. J Am Coll Cardiol. 2008;52: 1-8.
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FEARTT +HRITIE AR
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ajor vascular events

CTT meta-analysis

Baseline LDL-C 117-191 mg/dI
JLDL-C 39 mg/dl (1 mmol/L) =
I MCVE 20%

SEAS

Baseline LDL-C 140 mg/d|

l LDL-C 75 mg/dl =

l MCVE 22% (95% CI 3-37%)
Expected 4 MCVE 39%

NEJM 2008; Lancet 2005
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B ¥ SO0 = ML [ B LU AE 76 E (n=720)
BENLEE 2 AR AT 80mg + Z2 B vs. FARANIT80mg + #K 3T A7 10mg
FELRS. FHEKABEFEER (CIMT) K284, FEVRE24E

B3 ik IMT-F- 22532 (mm)

0.80

0.75 _

0.70 —|

0.65 —

0.60

0.00

LDL-CEKIEREE 58% vs. 41%, P<0.01

FARARIT /RYrRAR

- 1—%’—‘.
R fhyT

0.0111 mm vs. 0.0058 mm, P=0.29

John J.P. Kastelein et al. N Engl J Med 2008;358:1431-43
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Keating GM, Ormrod D. Drugs. 2002;62:1909-1944.



ACCORD [MEtH5E :
E(X(t; T+IEE SRl B ETGIKEE

o FE2RUGEIRIN B W FEAARTTIE T 7 SR ndRis VU 5 5 A 3 D Ath T A2
b, AT B PR ALTGIKF (p<0.001)
o MAKLDL-CET F{&AMMITH 2| FFE BRI HIER] CFI{E: 80 mg/dL)

Hh =g
-l
T
N
=)
£
= 144 mg/dL
& Jig [
E:l 120 1 v it 1\{, %\{
i JEEh TR+ AT §220ma /8
2 1002 e 49p<0.001
(1) T T T T T T 1
0 | 2 3 4 5 6 7
TRHIH R

JEE 4R+ R4y 2747 22593 2505 2417 2361 1478 796 248
FRARTT 2735 2591 2484 2375 2364 1480 801 243

ACCORD Study Group. N Engl J Med. 2010;
362(17):1563-74.



ACCORD [MBEH::
£t T+HRE 4T B R EHDL-CIK

o JEVE IR HAFHHDL-C 41.2 mg/dL , TG3EARAHIT
HLZGYRIT 4 40.5 mg/dL (p=0.01)

HDL-C

JEvE DR+ R AR ARTT

41
41.2 mg/dL
W4E p=0.01

HDL-CF¥¥i{fE(mg/dL)
H
il

38 F AT
371
e/ I I I I I I 1
0 1 p) 3 4 5 6 7
VR EH
JEvE TR+ SEARAMTT 2747 2593 2505 2417 2361 1477 796 248
FARAIT 2735 2591 2484 2375 2364 1480 801 243

ACCORD Study Group. N Engl J Med. 2010;362(17):1563-74.
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A E 2RI HE PRI B AU TGFIHDL-C

o JETH VIGF-ERETRAMTT R BV IT S i &b yT 2 AR L,
] B B MZETGHHDL-C/K Y.

HDL-C

+6.4% +11.7%
J— 4|

A &P % 4kiT 10/20/40 mg* (n=51)

M 1E 2 [ EREFRARIT 10 mg BES ¥E Ik
(n=53)

MEELL 25 24 & 111 %0 i 35

2004;64(2):137-51.
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B |FIFEAAEIT 20 mg (n=40) *p<0.05 vs. FFfEL 2T
k9% DU 200 mg (n=40) **p<0.05 vs. FlFEAfthiT
flFEfftyT 20 mg + J1°Fz 200 mg (n=40) 22 %%
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Athyros VG, et al. Diabetes Care 2002;25:1198-202.
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o AT EREHMARE BET, kIS F b
/T Fok PR A B O A0 7T B A oo BT A I AR e A

\
30 - TG VLDL-C JEHDL-C LDL-C HDL-C
20 - 18.6%
y B
=) 0 - —_— —_— — —
o
£ -10-
Ad
:‘é -20 -
K -30
B 4 A LS,
-50 p<0.001
=69 4477 20 mg/day (n=207)
f&AtyT 20 mg/day + /1% 160 mg/day (n=411) y

Grundy SM et al. Am J Cardiol 2005;95:462-8.
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Fenofibraie

JE v DU+ Dt T X HE A+ AR T
N=2765 N=2753
BOHY FHER (W) BAE BER (W)

HR (95%CI) P{i

EEMNBOLRIE 2091 2.24 310 2.41 0.92 0.32

BBE O A A ' } (0.79-1.08)

Ginsberg H, et . N Engl Med 2010: online ahead of print March 14, 2010 {10.1056/NE Moa 001282
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Curr. Med. Res. Opin. (2006) 22(11):2243-2250



mEEIEERMKECATHR
(HATS)

o JHERINARYTVETT ZIKG PREBAAE X260 %,
o PRSI Rk I AETHIE0.4%
o ZRIFNAH G aRB kIR AEFEE3.9%




AMI-HIGHF5R
E(L () TR RENIM R

Niacin plus statin

P=0.79 by log-rank test
Placebo plus statin
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MNo. at Risk
Placebo plus statin 1696
Niacin plus statin 1718

Kaplan-Meier Curve for the Primary End Point

The AIM-HIGH Investigators. NEJM 2011; 365: 2255-67
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