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T1 yvwpilapEe KAl NouU
nHaocTav npiv 10 xpovia



s NCEP ATP III (2001) : OspaneuTikoi oToyol LDL-X
Kdl eningda evapéneg ATZ kal papHAKEUTIKNG
Bspaneiac o O1APOPEC KATNYOPIEC KIVOUVOU.

, 214 LDL-X | Emi LDL-X i -
Katnyopia TOXO0G mTitTedo Etriredo LDL X’Vld
50 yia ATZ PAPHOKEUTIKA
S (mg/dL) (mg/dL) aywyfi (mgldL)
0—1 TTAPAYOVTECS SRY
KIvOUvou <160 2160 (160-189: )
TTPOAIPETIKR)
) 10-eTAG Kivdouvog
e PO 10-20%: >130
Kivouvou
(IS RIvIT: <130 =130 10-£TRG Kivouvo
<20%) ns S
<10%: >160
N 1 10080vapa >130
(10-€TAG <100 >100 (100-129 mg/dL :
Kivouvog >20%) TTPOAIPETIKN)

NCEP : ATP III JAMA 2001;285:2486-97.



ATP II1 icoouvapa 2N

O oT16)X0¢ auTocg TrTapapével oto ATP Il kol eTTrekTEIVETOI O€
AAAEG KaTnyopieg aoBevwy pe Icoduvaua N TTou
afpoloTikd augavouv 1o 10-e1 Kivouvo ZN > 20% :

A. Zakyxapwdncg d1aBNATNG
B. AAAEC AYYEIOKEG VOO OI
O. TTEPIPEPIKI) APTNPIOKA VOO OGS

B. aveupuoua TNG KOIAIOKAG AOPTAG
Y. CUNTTTWHOTIKA] VOOO TWV KAPWTIOWV

NCEP : ATP III JAMA 2001;285:2486-97.



4S: Landmark Trial That Proved Secondary
Prevention With Statins Could Lower
Mortality and Reduce Events

Primary End Point: Secondary End Point:
Total Mortality Major Coronary Events
1.00 7 > 1.009
©
Simvastatin c i .
rmv I S 090 Simvastatin
o 0.95- 9 '
= o)
I -30% '§ 0.80 - -349%
S 0.901 - e -
IS Placebo Total mortality = C Major coronary
£ P=.0003 32 070 Plrigel events
§. 0.85 g P=.00001
S S 0.60
) .0U
.g
S0 S  050-
3 o 4
T |
I | | I I I I I I I | I | I
o 1 2 3 4 5 6 o 1 2 3 4 5 6
Years since Years since
randomization randomization

4S=Scandinavian Simvastatin Survival Study Group.
Primary end point of trial was total mortality. Secondary end point was first major coronary event defined as coronary death,
nonfatal definite or probable myocardial infarction (Ml), silent MI, or resuscitated cardiac arrest.

Scandinavian Simvastatin Survival Study Group. Lancet. 1994;344:1383-1389.



Early secondary prevention trials only
focused on long-term event reductions Iin
stable patients

CARE LIPID
() 20
- Placebo
® = 15
E J 0 | Placebo :&_:'
1253 5
a< S ~
(IJ = Pravastatin a =10 _ _
—_ I E Pravastatin
& 5 (¥)
© et
u 7 i
Risk reduction, 249 S O] Risk reduction, 249
p=0.003 p<0.001
0] 0]
I | | | | | | | | | | |
0] 1 2 3 4 5 6 0] 1 2 3 4 5 6 7

Sacks FM et al. N Engl J Med 1996;335:1001-1009.
LIPID study group. N Engl J Med 1998;339:1349-1357.
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HPS:

2uppBapara pe Baon Ta apxika etritreda tng LDL

Risk ratio and 95% CI

Baseline LDL Statin Placebo Statin Statin
(mg/dl) (10,269) (10,267) better worse
<100 282 358 —
100-129 668 871 I
>130 1083 1356 B
0
All 2033 2585 ‘ 24%
- .80 20
patients (19.8%) | (25.2%)
0.40.60.8 1 1.21.4

www.hpsinfo.org 2002



http://www.hpsinfo.org/

GREACE: NoonpoTtnta & OvnroTnrda:

NooooTiaia HeTAaBoAn
AopnHéEvn evavTi ZuviBoug dpovTidag

LTEQAVIQior
OAikn Bvntomta  GvnromTa KA emreioodio AEE

% eAdtTwon ZK

60! S

p=0.0021 p=0.0017 p<0.0001 p=0.034
Athyros et al Current Medical Research & Opinion 2002;18(4):220-228.



ALLIANCE: XpOVOC £WGC TO HN
Bavatn@popo EM aropBaoTtarivn
£vavTti cuvnBouc ppovTidoag

100 -
— ATtopfa
E 08 - -47% vs.
S ouvnéng
& PPOVTida
o - —
o 96 p=0.0002
©
Q 94- ATtopBaocTarivn
'
o
& 92 -
o
% 90 2uvning ppovTida
o - 2

L e S A m—

0 1 2 3 4 5 6
Years Since Randomization

Hunninghake D at al. JACC 2004 ;44 (9) 2 November 2004 :1772-1779



ALLHAT-LLA: Primary

Endpoint

20 —

1 Usual Care 11% RRR

3- 35% on statins (P = NS)

0 104
With
Event . _ Pravastatin_
75%0 on Statin
0 - :
0o 1 2 3 4 5 6 7

ALLHAT Study Group.



NCEP ATP III: 2004 Updated LDL-C

Goals, Treatment Cutpoints

Consider
Risk Category LDL-C Goal Initiate TLC Drug Therapy

Lower risk: <160 mg/dL >160 mg/dL >190 mg/dL
O—1 risk factor

Moderate risk:

>2 risk factors <130 mg/dL >130 mg/dL >160 mg/dL
(10-year risk<10%)

Moderately
high risk: <130 mg/dL >130 mg/dL >130 mg/dL
>2 risk facjcors optional: (100-129 mg/dL:
(10-year risk <100 mg/dL consider drug
10%—20%) options)
High risk: <100 mg/dL >100 mg/dL
: >100 mg/dL " g
CHD or CHD risk optional: (<100 mg/dL:

equivalents™ consider drug
(10-year risk >20%) <70 mg/dL options)




[MpOANWN Kol AVTIMETWTTION TOU
Kapdiayyeiakou Kivduvou ue
Y1roAImidaigikn Aywyn o€
aoc0eveic PE
ApPTNPIOKN UTTEPTOON



2uvouaouevn emidpaon Tng ZAll ka1 OX
otnv K/A vnrtétnta

411 X)
a MRFIT

i |2 .rr n=316.099

1454 x)
n/

Odvarol / 10.000
AvOpwTro-£Tn

>25)
221-24%

203-22(

182-20
OAIKAR XoAnoTepdAn <182

mg/dL <118

’ (0 141142+

125131 YAN
’ 118-124 (mm Hg)

Neaton JD, Multiple Risk Factor Intervention Trial Research Group. Arch Intern Med. 1992;152:56-64.



ASCOT LLA:

AoOeveic TTou Zuppueteixav otnv MeAETN

10.305 aoBeveig

19,342 aobeveig .
TUXQIOTTOIRBNKAV O€ L, TUXGIOWOInen[(av C’TTO
OVTIUTTEPTACIKN BepaTtreia UTTOAITTIOQIMIKO OKEAOG
5.168

atopfaocTaTivn

— | —

4928 ev (wn e 185 BdvaTol pe
TTAQPEIS TTANPOPOPIES TIAAPEIG TTANPOPOPIES

T
B

\ 4 A

ATteNn oToixeia yia 55
aoBgveig (katrolol xadnkav
oTnV TTapakoAoudnon, aAAol
armmooupBinkav KTA.)

Anglo-Scandinavia

ascot

Cardiac Outcomes Trial

Sever PS, et al, for the ASCOT Investigators. Lancet. 2003;361:1149-58



Anglo-Scandinavian Cardiac Outcomes Trial—
Lipid Lowering Arm (ASCOT-LLA): Study Design

ﬂ:’atlent populatlon\

* Men and women aged
40-79 years

* Untreated HTN

* Treated HTN

(SBP >160 mm Hg, 19,342
DBP >100 mm Hg, or bOth) I— patients
with HTN
(SBP >140 mm Hg,
DBP >90 mm Hg, or both)
* TC <251.4 mg/dL
* At least 3 additional
CVD risk factors /
[ Primary efficacy end point ]

10,305
patients with
TC <£251.4 mg/dL

* Nonfatal MI, including silent MI, and fatal CHD

HTN=hypertension; SBP=systolic blood pressure; DBP=diastolic blood pressure; TC=total cholesterol;

CVD=cardiovascular disease.

Sever PS et al. Lancet. 2003;361:1149-1158.

Atorvastatin 10 mg

(n=5168)

Placebo
(n=5137)

5 years

*Trial stopped at 3.3 years,
2 years earlier than expected



ASCOT LLA: Emimreda LDL-X

‘Evapdn peAerng
Méon Tipi LDL-X= 130 mg/dl

/

TEAOC MEAETNC
Méon tiury LDL=-X= 90 mg/dl

Anglo-Scandina

ascot

Cardiac Qutc
Sever PS, et al, for the ASCOT Investigators. Lancet. 2003;361:1149-58



ASCOT: NpwTeuov TeEAIKO ZNHEIO:

Mn Gavarn@opa ‘Epppaypa Muokapdiou -
Oavarngopa ITePpaviaia Zuppapara

— ATOpBaocTarivi 10 mg Ap1Ouog emreicodiwy 100

4 - Placebo ApiBuég emeicodiwv 154
LDL=130 mg/dl
3 - 26%
Meiwon
2 - /

LDL=90 mg/dl

HR = 0.64 (0.50-0.83) p=0.0005

ABpoloTIK ouyxvoeTnTA

o -
i\l

05 10 15 20 25 3,0 3,5

ET n Anglo-Scandinavian

ascorl

Cardiac Outcomes Trial

e
o

Sever PS, et al, for the ASCOT Investigators. Lancet. 2003;361:1149-58



ASCOT: AsuTepevuov TeAIKO ZNHEIO:

0 Oavarn@opo kai un Oavarnopo AEE

— AtopRacTtativn10 mg ApiBudc emweicodivwv 89

3 -
— Placebo ApiBpocg eraicodiwv 121
27%
2 - ; Meioon

HR=0.73 (0.56-0.96) p=0.0236

AOpoioTik ouxvoTnTa (%)

o

o0 05 10 15 20 25 3,0 3,5

ETn Anglo-Scandinavian

ascot

Cardiac Outcomes Trial

Sever PS, et al, for the ASCOT Investigators. Lancet. 2003;361:1149-58



MeAeTec Opoonpa :

ZuuBc'luaTa o€ oxEon HE Ta enineda LDL-X

WOSCOPS-S WOsSCcoPs-P

NMNooooTo ocupBapaTwv ZN
(3]
|

4
3 - ACCOT-E O MpaBaorariv
.I_&:)\)\.) J_I_'_I') .
2 O NoBaoTaTiv)
1$ASCQT~S @ AvropBaoTrarivn
0
90 110 130 150 170 190 210

LDL-C mg/dL

Anglo-Scandinavian

S = xopnyynon otarivng, P = xoprjynon placebo aSCOt

Cardiac Outcomes Trial

Kastelein JJP. Atherosclerosis 1999;143(suppl 1):S17-S21



ATIUTTEPTAOIKO Kal YTTOAITTIOQIMIKO 2KEAOG :
BéATioTn TTpOANnYn K/ A ZupuBaudtrwy

K/A Ovnrornta - Mn Bavarngopo EM

AtopBaoTarivn AtopfaocTarivi ATtopfacTarTivn
+ ApAoditTivn + ATEVOAGAN

Peter S Sever, et al for the ASCOT Investigators. AHA Dallas 15 Nov 2005.



The Anglo-Scandinavian Cardiac Outcomes Trial
lipid lowering arm: extended observations
2 years after trial closure

K/A Ovnrotnta = Mn Gavarneopo EM

(A) Nonfatal Ml and fatal CHD

— Flacebo
- Atorvastatin

End of LLA axtension

5.0 249

E"‘g } 36% reduction

2 4.0 HR = 0.64

§ | End of LL'A\\'LEE* (P < 0.0001)
0/0 'E 3.0+ 163+

-

_g E.U' 1 nq-ﬁ

= 4

2 1.0- 35% reduction "Number of events

a | HR = 0.65

{P < 0.001)
n'n' ' Y ¥ L ™
0.0 1.0 2.0 3.0 4.0 5.0
Years

Peter S Sever, et al for the ASCOT Investigators. Eur Heart J, Jan 5, 2008



NCEP ATP III: 2004 Updated LDL-C

Goals, Treatment Cutpoints

Consider
Risk Category LDL-C Goal Initiate TLC Drug Therapy

Lower risk: <160 mg/dL >160 mg/dL >190 mg/dL
O—1 risk factor

Moderate risk:

>2 risk factors <130 mg/dL >130 mg/dL >160 mg/dL
(10-year risk<10%)

Moderately
high risk: <130 mg/dL >130 mg/dL >130 mg/dL
>2 risk facjcors optional: (100-129 mg/dL:
(10-year risk <100 mg/dL consider drug
10%—20%0) options
High risk: <100 mg/dL >100 mg/dL
: >100 mg/dL " g
CHD or CHD risk optional: (<100 mg/dL:

equivalents™ consider drug
(10-year risk >20%) <70 mg/dL options)




[MTpOANWN Kol AVTIMETWTTION TOU
Kapdlayyeiakou Kivdouvou ue
YTroAImidaigIKg Aywyn o€
aoc0eveic PE
2aKYopwon AiafnTn



MRFIT: Diabetes Amplifies Risk
from Other Risk Factors

S B No Diabetes Diabetes 125
n
) 1201 wrc > 200 91
§ % 100{ mo/dL SBP >
S T _— 120 mm Hg 5
d < Current smoker
3 8') 47
60 -
NS 31
S 2 40 22
C © 12
o O 6
o >  20- B .
g oL - B | |
0 1 2 3

No. of Additional RFs*

Stamler J et al. Diabetes Care 1993;16:434-444.



Inciaence off MI auring a 7-Year

Follow=up In a Finnish Population

45.0

P<0.001 P<0.001

18.8 20.2
3.5 -

)
o
~ 50O-
s
- 40
©
©
Y= 30"
5
=z 20
o
- 101
©
)
S0

Prior MI No prior MI Prior MI No prior MI
Nondiabetic subjects Diabetic subjects
(n=1373) (n=1059)

Haffner SM et al. N Engl J Med 1998;339:229-234.



0,251 Diabetes/CVD (n = 1148)
= = » Diabetes/No CVD (n = 569) RR=2.88 (2.37-3.49)
0.20- mm== NoO Diabetes/CVD (n = 3503)
o ’ = = = No Diabetes/No CVD (n = 2796)
e RR=1.99 (1.52—2.60)
g 0,151
c
o 0,10-
>
LL
0,05+
0,00

Months

Malmberg K et al. Circulation 2000;102:1014-1019.




TEAIKQ onMEId G d1ABNTIKOUG ACGOEVEIG :
3-£1nG EZK voeonpornTac kdail BvnroTnTac

Nonfatal +
Total Mortality Coronary Mortality  revascularization Stroke All events

=10 -

=20 -

=30 -

40 -

=50 -

-60 -
-59

% Relative Risk Reduction

-62 -62
' -68

P=0.049 P=0.046 P=0.002 P=0.046 P=0.0001

Athyros VG, et al. Angiology 2003;54:679-90.



AoOeveic pe ZA :

KapunUuAsc cupBapaT®yV

'OAa Ta oupBapara

- Structured care — Usual care
35

[ Y

301 Relative 7r7i7‘$fli7|:édfti&i76hf 59%, 76570:06671" . \ 777777777777777777 (O
| | ‘ 30.3%| 59%

O
=
O
Q
=1
D
o)
= 24 S O S I e T + -
= 1 1 | . EAGTTWOON
> | | KIviUvou
; (A 2090 ””””””””””””””””””” ””””””””””” P=0.0001
w | | | |
D
o 13 |
o :
o 10 12.5%
o)
O 5
o)
®)
C 0
0 6 12 18 24 30 36 42 48

Athyros VG, et al. Angiology 2003;54:679-90.



Collaborative Atorvastatin Diabetes Study
(CARDS): Study Design

ﬂ’atient population\

* Men and women

aged 40-75 years Atorvastatin 10 mg
* Type 2 diabetes T (n=1428)
(defined by 1985 2838 patients

WHO criteria) :

* At least 1 additional
risk factor for CVD (n= )

I I
* No history of I — 1

kprIOF CVD / *Trial stopped at 3.9 years,

2 years earlier than expected

[ Primary efficacy end point ]

* Time to first occurrence of acute CHD events, coronary
revascularization, or stroke

Colhoun HM et al. Lancet. 2004;364:685-696.



CARDS CARDS:
EtritTteda LDL-X

‘Evapén pEAETNG
Méon iy LDL-X= 120 mg/dI

|

TEAOG MEAETNG
Méon iy LDL-X= 80 mg/dl

Colhoun HM et al. Lancet 2004;364:685-96.



CARDS

CARDS: 37% Reduction in primary
Outcome in DM without CVD

LDL=120 mg/dI

15 [ —
270/
jon 370 Placebo
127 events
10
Cumulative torvastatin
hazard 83 events
o
(%) LDL=80 mg/dI
0 ~
0 1 2 3 4 4.75
Years
Placebo 1410 1351 1306 1022 651 305
Atorvastatin 1428 1392 1361 1074 694 328

Colhoun HM et al. Lancet 2004;364:685-96.



CARDS

VieAetn C

(Collaborative AtoRvas

EM + Bvnromta AEE

% EAATTWON OXETIKOU KIVOUVOU

Colhoun HM et al. Lancet 2004;364:685-96.



CABDS CARDS Trial :
2NUAvTIKOTNTA eAATTWONG NMpwyevoug TeAikoU
2NMEIoU PJE TO XPOVO

[ 30 Huépec p=0.058 ]

[ 90 Hpépeg —— p=0.008 ]

—— p=0.001 ]

[ TéNoG HEAETNG

0.75 .0 125

A'roppao'rq'rivn Placebo
KaAuTepn KaAuTepo

Colhoun HM et al. Lancet 2004;364:685-96



NCEP ATP III: 2004 Updated LDL-C
Goals, Treatment Cutpoints

Consider
Risk Category LDL-C Goal Initiate TLC Drug Therapy
Lower risk: <160 mg/dL >160 mg/dL >190 mg/dL
O—1 risk factor
Moderate risk:
>2 risk factors <130 mg/dL >130 mg/dL >160 mg/dL
(10-year risk<10%)
Moderately
high risk: <130 mg/dL >130 mg/dL >130 mg/dL
>2 risk factors optional: (100-129 mg/dL:
(10-year risk <100 mg/dL consider drug

10%—20%)

High risk:
CHD or CHD risk

equivalents®
(10-year risk >20%)

<100 mg/dL
optional:
<70 mg/dL

>100 mg/dL

options)

>100 mg/dL
(<100 mg/dL:
consider drug
options)




O&ca ZTepaviaia Zuvopoua



Effect of Statin Use Within the First 24 Hours of
Admission for Acute Myocardial Infarction on Early

Morbidity and Mortality

187
167

147

% @dvaTtog

1271

107

"""" N=300.823 &1

2TaTiVN Ox1 oTarivn

Fonarow GC at al. Am J Cardiol 2005;96 (Sep 2005):611-616



PROVE IT Trial :
Primary Endpoint* Reduced vs. Pravastatin

16% Reduction

l

(P=0.005)

30 -
Pravastatin 40mg 26.3%

25 -
20 -
= Atorvastatin 80mg 22.4%
-

% Patients With Event

0 3 6 9 12 15 18 21 24 27 30
Months of Follow-up

* All-cause mortality or major CV event

Cannon CP et al. N Engl J Med 8 April 2004.



PROVE IT: Patients With the Lowest Levels of LDL-C
and CRP Experienced Fewer Recurrent Events

0.10 -} LDL-C >70 mg/dL, CRP >2 mg/L
S 0.08
% - _LDL-C >70 mg/dL, CRP <2 mg/L
8 LDL-C <70 mg/dL, CRP >2 mg/L
= £ 0.06-
TS
g > FTTTRPTY ¥R LDL-C <70 mg/dL, CRP <2 mg/L
O ®
25 0.04- . = LDL-C <70 mg/dL, CRP <1 mg/L
| 99
£ 8
ES 402 50 % Reduction
X
60 % Reduction
0.00-

| | | | | |
0.0 0.5 1.0 1.5 yX\) 2.5
Follow-up (years)

Adapted from Ridker PM et al. N Engl J Med. 2005;352:20-28; Ridker PM et al. Presented at AHA Scientific Sessions; 2004.



MIRACL: H AtopBaoTartiviy MEiWoE Znpavrika TNV
Enavep@avion Ioxaipikwv Eneicodiwv o€ AcBeveic pe ACS

20 _ 2 WPEUTIKNA ETTITITWON TNG OUVOETNG éKBaonc™
Eikoviké 16% RRR
—_ pAapHaKo 0TO CUVOETO
X 15 _ (n=1,548) TEAIKO
g onueio*
o , P=0,048
f’ﬁ- AtopBaocTtarivn 80 mg
= 10 _ (n=1,538)
=
=
=
w
3
W 5 _
0
[ [ [ I
0 4 8 12 16

Xpoviké didocTnua atrd Tnv Tuxaiotroinon (EBOONGdES)

*@davartog, pun Bavatneoépo o&u EM, kapdlakr) avakoTrr) JE avavnyn r UTToTPOTTIAlOUCa CUUTITWHOTIKA 1Io0XAIWia JE
QVTIKEIUEVIKEG EVOEICEIC, N OTTOIO ATTAITEI ETTEIyOUCA VOO nAEia.

Schwartz GG et al. JAMA. 2001;285:1711-1718.




A to Z: Treatment effect on primary outcome

Aggrastat to Zocor

N = 4497 with ACS

20—
15 — _-d'-. >
Cumulative o 444, rrr!
rate (%)
I 27% RRR
5 | P =0.02
I
I
0 | | | | | |
0 4 8 12 16 20 24
Time from randomization (months)
—— Placebo/simvastatin 20 mg/d = Simvastatin 40/80 mg/d

CV death, MI, recurrent ACS hospitalization, stroke de Lemos JA et al. JAMA. 2004;292:1307-16.



KAiviko ‘'OgpeAog oTic MeAeTrec MIRACL kai A to Z

2 WPEUTIKNA ETTITITWON KUPIOU TEAIKOU onueiouv*

20 MIRACL — EIKovikO @pdapuako (n=1548) Ato Z

16% RRR — ArtopBaatarivn 80 mg (n=1538) 11% RRR

9 P=0.048 — - Eikoviké ¢dppako + oipBacTtativn 20 mg (n=2232)  p=g 14 .

‘E ’ — 2iyBaoTtativn 40-80 mg (n=2265) e

3 P J—I_F_’

-

E

=

W

{=

X

=

)

w

Q

C

W

ol ——

0 2 4 6 8 10 12 14 16 18 20 22 24
Xpoviké didoTnua atrd Tnv Tuxaiotroinon (MAVEQ)

O1 TAnBucpoi acBevwyv diEpepav PETAEU TWV PMEAETWV.

KUpio ouvduaoTikd TeAIKO onueio Tng MIRACL=08d&vaTtog, un Bavatn@dépo ogu EM, kapdiakr) avakoTr) ye avavnyn A UTtoTpoTTidlouca CUUTITWHATIKE
MUOKapOIAK) IOXAIUIO JE AVTIKEIMEVIKEG EVOEILEIG TTOU XPr(El ETTEIYOUCOG ETTAVOANTITIKAG voonAeiag. Kuplo TeAIKO onueio TnG A to Z=0UvBeTo TEAIKO
onueio CV BavdaTou, pun Bavatneopou EM, emaveioaywyng yia ACS kail ayyeiakoU eyKeQaAIkoU €1TEI00di0u.

Mpooapuoyn amd Schwartz GG et al. JAMA. 2001;285:1711-1718. Npoacapuoyr) ammd de Lemos JA et al. JAMA. 2004;292:1307-1316.




A to Z: Changes in LDL

cholesterol
Group Baseline 4 months 24
LDL-C months

(mg/dL) (mg/dL) (mg/dL)

Placebo/ 111 124 81
simvastatin 20 mg

Simvastatin 40 112 62 66
mg/

simvastatin 80 mg

De Lemos J et al. JAMA, September 15, 2004;292(11):1307-1316



NCEP ATP III: 2004 Updated LDL-C

Goals, Treatment Cutpoints

Consider
Risk Category LDL-C Goal Initiate TLC Drug Therapy

Lower risk: <160 mg/dL >160 mg/dL >190 mg/dL
O—1 risk factor

Moderate risk:

>2 risk factors <130 mg/dL >130 mg/dL >160 mg/dL
(10-year risk<10%)

Moderately

high risk: <130 mg/dL >130 mg/dL >130 mg/dL

>2 risk facjcors optional: (100-129 mg/dL:
(10-year risk <100 mg/dL consider drug
10%—20%) options)

High risk: <100 mg/dL >100 mg/dL >100 mg/dL

r CHD risk _ _ o e e
; i * optional: (< g -
ACS ¢r equivalents g

“year risk >20%) | <70 mg/dL COH_SIder drug
. . options)




A to Z: CRP differential in A to Z,
MIRACL, and PROVE-IT

CRP A toZ MIRACL PROVE-IT
C-reactive
protein 17 34 38

differential (%)

Nissen SE. JAMA, (Editorial) September 15, 2004;292(11):1335-1337



Of the 5 Major ACS Trials, Only MIRACL and PROVE [T
Showed a Significant Benefit in Patients With ACS

Treatment RR (%)
Study | Intervention |"masted |y |"0un | e it |value
FLORIDA| FUVastaimB0md | gdays | 540 | 1year | 17 | Ns
PACT Pra"a‘f:f‘gl"a 32;:0 MY | 54 hours | 3408 |30days| 6.4 ('I:g)
AtoZ vssi.n;‘llaa::gzg;‘ ;?(lggt:tign 2 ;aoy:t:; 4497 | 2 years 11 (.I:g)

Atorvastatin 80 mg vs. 24-96
MIRACL e hours 3086 16 weeks

PROVE IT Atorvastatin 80 mg vs. 4 months

10 days 4162

pravastatin 40 mg 2 years

FLORIDA=Fluvastatin on Risk Diminishing After Acute Myocardial Infarction; PACT=Pravastatin in Acute Coronary Treatment; RR=relative risk;
1°=primary.

Definition of ACS according to trials: FLORIDA=acute MI (AMI) defined as chest pain >30 minutes, or development of new Q waves and an increase in
creatine kinase (CK) or CK-myoglobin band twice the upper limit of normal; PACT=AMI or unstable angina (UA) pectoris; A to Z=non-ST-elevation ACS or
ST-elevation MI; MIRACL=UA or non-Q-wave AMI; PROVE IT=non-ST-elevation or ST-elevation AMI or high-risk UA.

Bybee KA et al. Cardiol Rev. 2002;10:301-305; van Boven AJ et al. American Heart Association Scientific Session. 2000; Thompson PL et al. Am Heart J.
2004;148:e2; de Lemos JA et al. JAMA. 2004;292:1307-1316; Schwartz GG et al. JAMA. 2001;285:1711-1718; Cannon CP et al. N Engl J Med.
2004;350:1495-1504; Ray KK et al, Am J Cardiol. 2005. In press.



NCEP ATP III: 2006 (?) Updated
LDL-C Goals, Treatment Cutpoints

Consider
Risk Category LDL-C Goal Initiate TLC Drug Therapy
Lower risk: <160 mg/dL >160 mg/dL >190 mg/dL

0—1 risk factor

Moderate risk:

>2 risk factors <130 mg/dL  >130 mg/dL >160 mg/dL
(10-year risk<10%)

Moderately
high risk: <130 mg/dL ~ >130 mg/dL >130 mg/dL
>2 risk facj[ors optional: (100-129 mg/dL:
(10-year risk <100 mg/dL consider drug
10%—-20%) options)
High risk: <100 mg/dL >100 mg/dL

. >100 mg/dL = 9
CH[? or CH[Z risk optional: J (<100 mg/dL:
eqUIvaIent_S <70 mg/dL consider drug
(10-year risk options)
~2006) R

\ J
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Secondary prevention trials In
stable patients

91.00 - 4S B 20 LIPID
%0_95 — Simvastatin ‘g 15 _
80.90 . Placebo g ’\;
B N
Icn->.0.85 — % E Pravastatin
9080 - Risk reduction, 30% 2 5 Risk reduction, 24%
o p Log-rank p=0.0003 & p<0.001
| (]
U008 i i i i i w04 i i i i i i
0] 1 2 3 4 5 6 0 1 2 3 4 5 6 7

— HPS

E s CARE .

Y

S5 ° Placeb

£ 10 Placebo S o acebo

oY’ )

T E Pravastatin “ .

O 5 c - -

© Risk reduction, 24% “>’ 10 Simvastatin

L _

© R=008 - ol Risk reduction, 24%

04 | | | | | - p<0.001
0 1 2 3 4 5 6 0

Years Years

4S Study Group. Lancet 1994;344:1383-1389.

Sacks FM et al. N Engl J Med 1996;335:1001-1009.
LIPID study group. N Engl J Med 1998;339:1349-1357.
HPS Collaborative Group. Lancet 2002;360:7-22.
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La Rosa JC, et al. N Engl J Med. 2005:352



TNT: Zkonoc TNG HEAETNC |

H TNT €ival n npmwTn TUXAIONOINHEVN
KAIVIKN HEAETN HE OTOXO VA EKTIMNOEI
NPOONTIKA N ANOTEAECHATIKOTNTA KAl
N acPAaA&ia TnG OEPANEUTIKNG HEIWONG

TNG LDL-C o€ eningda noAu
xapnAortepa ano 100mg/dl oe
aocBeveic ue oTaOepn oTEPAVIAIA VOGO

Waters DD et al. Am J Cardiol. 2004;93:154-8



'OPeAOC ano TNV eNIOETIKN
eAarTwon Tng LDL-X

307 @ statin ‘g
25 @® Placebo
4S
20 = .
E\:;nt 15 - LIPID ° ® LPD
(%) CARE @
1 - @® CARE
10 HPs o @ HPS
5 - /
O 1 /;/ | 7 Y ,'

| | | |
0 70 90 110 130 150 170 190 210
LDL cholesterol (mg/dL)

LaRosa JC et al. N Engl J Med. 2005;352.



TNT: =xe0100HOG

Patient population

e 250 centers
in 14 countries
(N=10,001)
e LDL 130-250 mg/dL | - ] l |
e TG <600 mg/dL 8 efdopadeg

Waters DD et al. Am J Cardiol. 2004;93:154-8.



TNT (Treating to New Targets):
AoyIKN ThG MEAETNG

30 —
2
25 -
TNT
20 - .

® Apxik6g EAeyxog

AtopBaocTtarivn 10mg

»
o
.
.
*

5 — |
AtopBaocTtarivn 80mg
0 1 | | | | | | |
60 80 100 120 140 160 180 200
LDL-C mg/dl

Kastelein JJP. Atherosclerosis 1999;143(suppl 1):S17-S21



TNT: Enidpaon tTn¢ Oepaneiac otnv LDL-X

160
140
120
100
80
60
40 -
20

AtopBaoTtaTtivn 10 mg

LDL-X
(mg/dL)

AtopBaocTartivin 80 mg

0 | | | | | | | | |

Apxikd 0 3 12 24 36 48 60 TeAiko
Mnveg

LaRosa JC et al. N Engl J Med. 2005;352



TNT: Eniopaon TnG 6epansiag oTo
NPWTOYEVEG TEAIKO GNHEIO

KA @avartog, pn-6avarngopo EM, avaraxOeioca avakonn, AEE.

0.15 T
AtopBaoTaTivn 10 mg
229% sAaTTOON >
0.10 - KIVOUVOU :I
Meidov KA
ZUuBaua
%
(%) 505 -
AtopBaocTtaTtivn 80 mg
0.00
0 1 2 3 4 5 6
‘ETn

HR = 0.78 (0.69-0.89)
P < 0.001 LaRosa JC et al. N Engl J Med. 2005;352.



Meiwon TnG eninTwong TG 2N oTIG
MeAeTeG AsuTEpoyevouc lNMpoAnwng

MeAETn ZTATivn Placebo/lMapdyovrag cUykpiong*
Emitreda LDL-CJ) Emitrtrwon ZN |Etritreda LDL-C,| ETriTrtwon ZN
mg/dL (% aoBevwv) mg/dL (% aoBevwv)
4S1 122 19.4 190 28.0
LIPID? 112 12.3 150 15.9
CARE3 98 10.2 135 13.2
HPS* 89 8.7 128 11.8
TNT*> 77 6.7 101 8.3

*O mrapdayovtag oUuykpiong otn HEAETN TNT ATav n aropBacTarivn og 56on 10mg

1. 4S Group. Lancet. 1994;344:1383-9 4. HPS. Lancet. 2002;360:7-22
2. LIPID. N Engl J Med. 1998;339:1349-57 5. LaRosa JC, et al. N Engl J Med. 2005;352
3. Sacks FM, et al. N Engl J Med. 1996;335:1001-9




TNT: Enidopaon 1nG Ospansiac oo AEE

0.04 -
0.03 - AtoppBaocTtaTivn 10 mg
25% sAattwon
AEE (%) 0.02 - KIVOUVOU
0.01 -
AtopBaoTartivn 80 mg
0.00 - ! , : | | |
4 : 2 3 4 5 6
‘ETn

HR = 0.75 (0.59-0.96)
P =0.02 LaRosa JC et al. N Engl J Med. 2005;352.



TNT diabetes analysis:
MeiCova K/A cupBapara

0.20 - N=1.500
AtopBaoTtaTtivn 10 mg
0.15 - (n= 753)
259% eAaTTWON
(%) 0.10 — KIVOUVOU

0.05 AtopBacTarivn 80 mg
(n: 748)

0.00 - . | ' ! ' '

0 1 2 3 4 4 °

‘ETn
HR = 0.75, P = 0.026

Shepherd J. American Diabetes Association 2005 Scientific Sessions;
June 10-14, 2005; San Diego, CA.



TNT diabetes analysis: Enidpaon TnG
Bepaneiac oto AEE

0.15 ~ N=1.500

AtopBaoTtaTtivn 10 mg
(n= 753)

0.10 -

31% eAarTwonN

(%) KIVOUVOU
0.05 —
AtopBaocTartivin 80 mg
(n= 748)
0.00 - | | | | | l
0 1 2 3 4 3} 6

‘ETn
HR = 0.69, P = 0.037

Shepherd J. American Diabetes Association 2005 Scientific Sessions;
June 10-14, 2005; San Diego, CA.



TNT: Aggressive statin therapy
reduces major CV events

n = 5,584 with CHD and MetS

16 -

14 A 29% RRR
| HR 0.71 (0.61-0.84) o
L P < 0.0001 NPt
. 10 - e’
Major CV LI
]

events 8 7
(%) 6 7

30% RRR

4 - HR 0.70 (0.57-0.84)
P =0.0002
2 -
0 .
0 1 2 3 4 5 6
Years

All MetS MetS, no diabetes
Atorvastatin 10 mg (n = 2820) ==== Atorvastatin 10 mg (n = 2191)
Atorvastatin 80 mg (n = 2764) === Atorvastatin 80 mg (n = 2162)

Deedwania et al. Lancet 2006;368:919-928.



GREACE-MetS: Time course of vascular
events in the two MetS groups

Time course of vascular events in the two MetS groups [on statins (n=365)
and no statins (n=347)]

30 -

==f==NoO statins =ll==0On statins

Athyros VG, et al. Nephrol Dial Transplant 2007; 22: 118-127.



& Group A (LDL<100 Group B (LDL<130

mg/dl) n = 566 mg/dl) n = 557
Paramete Men Wome p Men Wome p
E’Z}g\olds Risk Score 7.2+£1.8*F (-71%) I'§.910.9*1'(-80%) <0.001 9.3+2.4*(-63%) r59+1 3*(-70%) <0.001

CAM Risk Score 6.3+£1.5*F (-72%) S5x1.1* (-74%) <0.001 8.1+2.1*(-64%) 8+1.1*(-70%) <0.001
Efdmingham Risk 5.2+1.4F (-74%) 24410 (-72%)  <0.001  6.7+1.9%-66%)  2.1+1.0%-73%) <0.001
Score (%) .

Cardiovascular and other events
Expected CVD 29-38 expected CVD 35-50 expected CVD
events from 6th events/10 years events/10 years
mnannth
Total actual
cardiovascular 1(0.17%), p=0.0012 vs 13 (2.33%)
ninnte viarve ocrniin D
Myocardial infarction 1(0.41%) ° 0 (0%) i 7 (2.5%) 5 (1.7%)

/unstable angina / TIA/
revascularization

Cardiovascular death 0 (0%) 0 (0%) - 0 (0%) 1
Tumors 1 0] - 0 (0-325%)
Serious infections 1 0] - 1 0]

Athyros V, et al. Curr Vasc Pharmacol 11 April 2011 (in press)



p— ATTEMPT
Event free survival
—&— Group A —4&— Group B

100 -
99 -
98 -
A% g7 .

96 -

p=0.0012

0 6 12 18 24 30 36 42

Months
Athyros V, et al. Curr Vasc Pharmacol 11 April 2011 (in press)



Time to First Major Cardiovascular
Event By Treatment

0.20 CKD
Atorvastatin 10 mg (n=3324) Relative risk reduction = 32%
o Atorvastatin 80 mg (n=3225) (Absolute risk reduction = 4.1%)
e —— Atorvastatin 10 mg (n=1505) HR = 0.68 (95% CI1 0.55, 0.84)
« 0.15 ) P =0.0003
ST —— Atorvastatin 80 mg (n=1602)
3 S
w o
55
i
S 9 0.10 (Absolute risk reduction = 1.4%)
“ g HR = 0.85 (95% CI 0.72, 1.00)
c S P = 0.049
O =
- ©
5 0 0.05
Q.
<
o
0

Time (years)

Shepherd J, Kastelein JJ, Bittner V, et al; Treating to New Targets Investigators. Clin J Am Soc Nephrol 2:1131-1139, 2007.



GREACE: Time course of change in
e-GFR in the two treatment groups

Time course of change in e-GFR in the two groups [on statins and
no statins ]

—&— No statins =8 On statins

04

Athyros VG, et al; GREACE Study Collaborative Group. The effect of statins versus untreated
dyslipidaemia on



GREACE-Renal Function: Backward stepwise

logistic regression (Multivariate Cox Predictive Model) for all
vascular related events in subjects with CHD on statin or not
on statin treatment

Variables Multivariate Cox Predictive Model for all
CHD-related events

HR (95% CI) P value
Age (years) 1.07 (1.02-1.11) 0.02
Statin treatment 0.51 (0.39-0.66) <0.0001
On treatment LDL-C <2.6 mmol/L 0.67 (0.49-0.84) <0.0001
On treatment LDL-C >3.6 mmol/L 1.32 (1.13-1.56) <0.0001
On treatment HDL-C >1.0 mmol/L 0.87 (0.79-0.94) 0.002
On treatment HDL-C <1.0 mmol/L 1.12 (1.04-1.28) 0.005
Use of beta-blockers during study 0.72 (0.58-0.89) <0.0001
Use of ACE inhibitors during study 0.84 (0.69-0.96) 0.01
eGFR (with every 5% increase) 0.84 (0.73-0.95) 0.003
eGFR (with every 5% reduction) 1.10 (1.03-1.21) 0.01

"Eighteen univariate predictors of all vascular events all with p < 0.10 (the above plus: gender male, gender female, current smoking, family history of premature coronary
artery disease, history of hypertension, history of diabetes mellitus, prior revascularisation, acute coronary syndrome, and prior myocardial infarction) were initially entered.
Athyros VG, et al; GREACE Study Collaborative Group. The effect of statins versus untreated dyslipidaemia on

renal function in patients with coronary heart disease. J Clin Pathol 2004; 57(7)::728-734.



ATTEMPT Renal post hoc Analysis

e-GFR and SUA levels GROUP A1l
19, —=GFR —\—SUA A

Months

Athyros V, et al. Curr Med Res Opinion 2011 (in press)



ATTEMPT - Renal analysis

Event free survival
—— Group A —&—Group B

p=0.014

A%

0 6 12 18 24 30 36 42

Months
Athyros V, et al. Curr Med Researc Opinion 14 April 2011 (in press)



NCEP ATP III: 2006 (?) Updated
LDL-C Goals, Treatment Cutpoints

Consider
Risk Category LDL-C Goal Initiate TLC Drug Therapy
Lower risk: <160 mg/dL >160 mg/dL >190 mg/dL

0—1 risk factor

Moderate risk:

>2 risk factors <130 mg/dL >130 mg/dL >160 mg/dL
(10-year risk<10%)

Moderately
high risk: <130 mg/dL  >130 mg/dL >130 mg/dL
>2 risk facjcors optional: (100—129 mg/dL:
(10-year risk <100 mg/dL consider drug
10%—20%) options)
High risk: <100 mg/dL >100 mg/dL
: >100 mg/dL > g
CHD or CHD risk optional: (<100 mg/dL:

equivalents™ consider drug
(10-year risk >20%0) <70 mg/dL options)




ITHE LANCET

Safety and efficacy of long-term statin treatment for
cardiovascular events in patients with coronary heart disease
and abnormal liver tests in the Greek Atorvastatinand Coronary
Heart Disease Evaluation (GREACE) Study: a post-hoc analysis

Vasilios G Athyros, Konstantinos Tziomalos, Thomas D Gossios,
Theodora Griva, Panagiotis Anagnostis, Konstantinos Kargiotis,
Efstathios D Pagourelias, Eleni Theocharidou, Asterios
Karagiannis, Dimitri P Mikhailidis,
for the GREACE Study Collaborative Group*

Athyros V, et al. Lancet 2010 Dec 4;376(9756):1916-22.



Effect of statin treatment (mainly atorvastatin)
on liver function tests in patients with NAFLD

Time course of ALT - AST chanee in the statin treated patients with NAFLD

60 -

50

40 -
IU/L

30

20

—&— ALT = AST

o
54 53 *

10

0 6 12 18 24 30 36
Months

Athyros V, et al. Lancet 2010 Dec 4;376(9756):1916-22.



Cardiovascular Relative Risk Reduction
within and between the Treatment Groups

p<0.0001 p<0.0001
statin vs no statin statin vs no statin

%

Normal liver Function

Athyros V, et al. Lancet 2010 Dec 4;376(9756):1916-22.



AITEMPT

Safety and impact on cardiovascular events of long-term
multifactorial treatment in patients with metabolic syndrome and
abnormal liver function tests
A post hoc analysis of the ATTEMPT Study

Vassilios G. Athyros, Christos Pitsavos, Olga Giouleme,
Emmanouel S. Ganotakis, Apostolos Achimastos, Moses Elisaf,
Konstantinos Tziomalos, Dimitrios Petridis, Asterios Karagiannis,
Dimitri P. Mikhailidis; for the Assessing The Treatment Effect in
Metabolic Syndrome Without Perceptible diabeTes (ATTEMPT)
Collaborative Group*

Athyros V, et al. Cur Med Res Opinion 2011 (in press)



ATTEMPT Liver post hoc Analysis
Effect of atorvastatin treatment on liver

function tests in patients with MetS & NAFLD

Time course of AP, GTT, ALT, AST change in the statin treated patients with NAFLD

Group A2
180 -

——ALT —@— AST —&— GGT —— AP

160 -
140 -
120 -

1
IU/L
80 -

60 - --

40 -

20

Months

Athyros V, et al. Alimentary Pharmacology and Therapeutics 2011 (in Press).



ATTEMPT Liver post hoc Analysis
Effect of atorvastatin treatment on Event free

survival of A2 and B2
Time course of AP, GTT, ALT, AST change in the statin treated patients with NAFLD

—&— Group A2 —&— Group B2

100 -
Q4 N
log-rank
9¢d4d kA p=0.024
%
97 -
96 -
0 6 12 18 24 30 36 42
Months

Athyros V, et al. Alimentary Pharmacology and Therapeutics 2011 (in Press).
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CVD Is a Leading Cause of Death
Worldwide

Injuries Cancer

Respiratory
BIEEERES

Diabetes 30.0%
Other Rt
Chronic (16.7 M)
BIEEERER

Rheumatic Heart Disease — 2.4% J

Inflammatory Heart Disease — 2.4%

All Other

Hypertensive Heart Disease — 5.4%

Adapted from WHO. Preventing Chronic Diseases — A Vital Investment 2005.
Adapted from WHO. The Atlas of Heart Disease and Stroke 2004.

Stroke

Other
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Meta-Analysis of Stroke Outcomes
in Statin Trials

Trials Odds Ratios (95% CI)
ASCOT-LLA —

ALLHAT-LLT i m
PROSPER : B
HPS ———
GREACE 5 =
MIRACL & :
GISSI 5 N
LIPID e
AFCAPS/TexCAPS A7)
Post-CABG f E
CARE - —
WOSCOPS —n
4S —
SMALL TRIALS @

OVERALL (95%Cl) 0.79 (0.73-0.85) B

0.2 0.4 0.6 0.8 1.0 1.2 1.4

SPARCL
Amarenco F et al. Sfroke. 200435 2902-2909, 2z




HPS: No Reduction in Risk of
Recurrent Stroke in Patients With
Prior Cerebrovascular Disease

29.8

30%
l Simvastatin

2504 - I Placebo
20% -
19%-

10%-

Patients with event (%)

5% -

n=406 n=488 n=169 n=170

Major Vascular Events Stroke

w
29% RR, P—.UU1 | SPARCL
Heart Protection Study Collaborative Group. Lancef. 2004363757767 i '



Original Article

High-Dose Atorvastatin after Stroke or
Transient Ischemic Attack

The Stroke Prevention by Aggressive
Reduction in Cholesterol Levels
(SPARCL) Investigators

N Engl J Med Volume 355(6):549-559
August 10, 2006




LDL-C During Follow-Up

Baseline LDL-C: ~133 mg/dL
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0
§ 40 - Mean on-treatment LDL-C:
= - ——- Placebo=129 mg/dL
-m- Atorvastatin=73 mgldL
0

Baseline Month 1 Month3 Month 6 Year1 Year2 Year3d Yeard4 Year5 Year6 Last

Timepoint

LOL-Z low-density lipoprotein cholesteraol.
R SPARCL __
The SFARCL Investigators. /¥ Engl S Med. 2006:355:549-559. RS



Primary Endpoint:
Time to Fatal or Non-Fatal Stroke

16% -
16%
- Placebo

— — Atorvastatin RR
=
o 12% -
X
2
®
=
I 8%+
c
o
=
G
© 4%
L Adjusted HR*=0.84 {95% CI 0.71, 0.99), P=.03

0%

0 1 2 3 4 S 6

Years since randomization
* Treatment effect from Cox proportional hazards models with pre-specified adjustment for geographical

region, entry event, time since entry event, gender, and baseline age.
FER, risk reduction; HRE, hazard ratio; Cl, confidence interval. SPARCL
The SFARCL Investigators. ¥ Engf f Med. 2006;355:949-5¢. 7= Ry



Prespecified and Post-Hoc Analyses

Atorvastatin Placebo

(n=2365) (n=2366) HE

n (0/0) n (ﬂ/ﬂ) (950/0 CI)*

Prespecified Analysis

Primary Endpoint 265(112)  311(13.) ?1'8:99) 03
Fatal Stroke 24 (1.0) aMpun e o 03
0.87
Non-fatal Stroke 247 (10.4) 280 (11.8) (0.73, 1.03) 11
Post-Hoc Analysis
: 0.78
lschemic 218 (9.2) 274 (11.6) (0.66, 0.94) .01
: 1.66
Hemorrhagic 55 (2.3) 33 (1.4) (1.08, 2.55) .02

" Treatment effect from Cox proportional hazards models with pre-specified adjustment for geographical
region, entry event, time since entry event, gender, and baseline age.
HFE, hazard ratio; Cl, confidence interval.

The SFARCL Investigators. /¥ Engl S Med. 2006:355:549-559.
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Secondary Endpoint:
Time to Stroke or TIA

25%
- Placebo
- Atorvastatin 23%
20% — RR
..;;“
< 15% -
=
o
£ 10% -
&
n
5% —
Adjusted HR*=0.77 (95% CI 0.67, 0.88), P<.001

0%

1 | 1 I | |

0 1 p = 4 5 6

Years since randomization
* Treatment effect from Cox proportional hazards models with pre-specified adjustment for geographical

region, entry event, time since entry event, gender, and baseline age.
TIA, transient ischemic attack; BE, risk reduction; HE, hazard ratio; Cl, confidence interval. SPARCL
The SFARCL Investigators. ¥ Engf f Med. 2006;355:949-5¢. 7= Ry



Secondary Endpoint:
Time to Any CHD Event

16% -
- Placebo
- Atorvastatin
12%
9
- 42%
o RR
® 8% -
(] v
L
&)
=
c
<L 49 -
Adjusted HR*=0.58 (95% CI 0.46, 0.73), P<.001
0%, I | | | | |
0 1 2 3 4 5 6

Years since randomization
* Treatment effect from Cox proportional hazards models with pre-specified adjustment for geographical

region, entry event, time since entry event, gender, and baseline age.
CHD, coronary heart disease; ER, risk reduction; HRE, hazard ratio; Cl, confidence interval. SPARCL
The SFARCL Investigators. ¥ Engf f Med. 2006;355:949-5%¢. 7= Ry



SPARCL 2YMITEPAZMA

2& aoBeveic ye rpooaro AEE n
TTapodIko AEE akoun Kal Xwpig
utrapén ZN n xopnynon
80 mg aropfaocTarivng

EAQTTWVEI CNUAVTIKA TNV EJ@AVION
véou AEE n KA.



NCEP ATP III: 2008 (?) Updated
LDL-C Goals, Treatment Cutpoints

Consider

Risk Category LDL-C Goal Initiate TLC Drug Therapy
Lower risk: <160 mg/dL >160 mg/dL >190 mg/dL
O—1 risk factor
Moderate risk:
>2 risk factors <130 mg/dL  >130 mg/dL >160 mg/dL
(10-year risk<10%)
Moderately
high risk: <130 mg/dL ~ >130 mg/dL >130 mg/dL
>2 risk facj[ors optional: (100-129 mg/dL:
(10-year risk <100 mg/dL consider drug
10%—20%0) options)
High risk: <100 mg/dL >100 mg/dL

. >100 mg/dL = 9
CHD or CH[Z risk <80 mg/dI J (<100 mg/dL:
eqUIvaIent_S optional: consider drug
(10-year risk <70 mg/dL options)

>20%)




MéExpL Twpa n €mAoyn Tou otoxou ywotav Aapfavovtag urton tnv apxtkn LDL-
C
ZuoxEtion petagL LDL-C ko Ertintwonc Kapdiayystakwv Zupopdatwv
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Rosenson RS. Exp Opin Emerg Drugs 2004;9(2):269-279, LaRosa JC et al. N Engl J Med 2005;352:1425-1435.



WOSCOPS
Nonfatal Ml and CHD Death

Baseline LDL-C=192 mg/dL
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Adapted from Shepherd J, et al. N Engl J Med. 1995;333:1301-1307



Fatal/Nonfatal MI, Sudden Cardiac Death,
Unstable Angina: AFCAPS/TexCAPS

0.07 placebo
§ 0.06 lovastatin
L))
S 0.05
9
=
g 0.04 379%
% 0.03 re'r?:'ll’e
:E’ 0.02 reduction
5 " p<0.001

0.01

0.00

0.0 1 2 3 4 5 >5

Years of follow-up

Downs JR et al. JAMA 1998;279:1615-1622.




Primary End Point: Nonfatal Ml and Fatal CHD

Atorvastatin 10 mg Number of events 100

=
[

Placebo Number of events 154

36%

W
]

Baseline LDL-C=133 mg/dL :
reduction

HR = 0.64 (0.50-0.83) p=0.0005

0 ! ! ! ! ! ! !
0,0 0,5 1,0 1,59 20 25 3,0 3,5

Years

Cumulative Incidence (%)
N

ascot

Sever PS, Dahl6f B, Poulter N, Wedel H, et al, for the ASCOT Investigators. Lancet. 2003;361:1149-58



‘Opwc o KPA xivéuvoc prtopel av eivort ulbnAoc
OVEEQPTNTO OO TLC TUUEC TWV Atrtiblwv

['uvaika
['uvaika 60 270 140 Oxi
Avdpag 60 230 160 Nai

Avodpag 60 195 180 Oxi



H mAswoPndia twv acBevwv Npwtoyevouc NpoAndnc mou
voonAegvovtal yia ZN €xouv enineda LDL-C katw ano
130mg/dli

> 70%
% AgBevwv
asve | \H
2904, 30,60%
30%
25%
20% 18:20% W <70mg /dl
B 70-99mg,/dl
m100-12%9 dl
13% me/
12,50% M 130-159mg/dl
9,709 =1 a0mg Sdl
10% Yo g/
5%
0%
<70mg /dl 70-99mg,/dl  100-129mg/dl  130-159mg/dl  >160mg /dl

Sachdeva A. et al. Am Heart J 2009;157:111-7.e2.



H mrAgiopn@ia Twv aclsvwyv Asutepoyevoug MNMpoAnwng éxouv etritreda LDL-C
KATW a1rod 130mg/dl

136,905 Patients Hospitalized With CAD: 2000 - 2006
LDLC (mg/dL) <130 130-160 > 160

A

14 -
13 -
12 -
11 A
10 -

Patients, %
~J

20 30 40 50 60 70 80 90 100110120 130140 150160 170 180 190200210220
LDL Cholesterol Level (mg/dL)

Sachdeva et al, Am Heart J 2009;157:111-7.e2.



H avaykaioTnTd TnC S1apPOPETIKNC NPOCEYYIONG

#t To 50% Twv aocBevwy TToU ep@avidel EM dev £xel
upnAn XoAnoTepoAn

2t To 40% TwV aocBevwyv pe o¢u EM 1redaivel
mPIV POdaocel oto NoooKopuEio

# To 6-8% TrEOaivel TNV TTPWTN ELOOUNGOO

#t AnAadn ol piooi acBeveig TreBaivouv aueca
H mrpwTtoyevig TTpOANYn apopda HEYAAO ApIOuO ATOHWYV
TTOoU KIvOuveUel atrd KA BdavaTto aAAG oTnv OEUTEPOYEVI

TPOANYN o Kivduvog véou etrelicodiou ) BavaTtou givai
MEYOAUTEPOG.




Guidelines for the Diagnosis
and Treatment of Dyslipidemia
and Prevention of
Cardiovascular Disease 2009

'l Canadian Cardiovascular Société canadienne
Society de cardiologie
Leadership. Kno 5, Connaissances. Leadershi
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2.TOXOI LDL-C kata TIC KavadikeS KaTeubuvTtripleC odnyieg

Risk Level Initiate treatment if: Primary Primary
LDL-C Alternate
High Consider treatment in all patients | <2 mmol/L
! . Class I Level A Class I Level A
Atherosclerosis
Most Pts with Diabetes A A
FRS 2 20%
RRS 2 20%
Moderate (strive towards =) ;2 n513:’7l{.lL)L c AooB<0.80
) ) r| () - poB<O0.
FRS 10-19% LDL-C>3.5 mmol/L Class IIA Level A Class IIA Level A
TC/HDL >5.0
hsCRP >2
®» men 50+, women 60+ A A
Family history and hsCRP modulate risk
Low 150% LDL-C
FRS<10%  LDL-C>5.0mmol/L A l

Genest J et al. Can J Cardiol 2009 Oct;25(10):567-79



ANTIMETQIIZH AYZAINMIAAIMIAZ ZE ATOMA ME KAPAIOMETABOAIKO
KINAYNO: ADA KAI ACCF

non
LDL CHOL HDL CHOL

Atopa upnAou KIvOUVOU UE YVWOTA

ayyelakiq vooo N diaATn (+>1 <70 <100 <80

TTaPAYyovTa KIVOUVOU)

ATtopa ugnAou Kivduvou:
a. Xwpig d1aBnTn A ayyElakA vooo aAAd <130 <90

ME > 2 EMITTPOOBETOUG TTAPAYOVTEG
Kivbuvou*
B. pE S1aBATN XWPi§ AAAOUG TTAPAYOVTEG
KivoUvou

* KATTVIOMO /UTTEPTAOT)/ OETIKO OIKOYEVEIOKO IOTOPIKO



H LDL-C napapEvel Baolkog OEPATTEVTIKOC GTOXOC

2T10X0I1 LDL-C CUH@WVA HE TIG KATEUBUVTPIEG 00NYiEg TOU 2011

SCORE 2 10% <70 mg/dL n/kat

(N eykareotnuévn KA vooo, Mafntn tonou I, AwPnn tinow | pe BAGRn o dpyavo otoyo, >50% ueilwon tTnhe LDL-C
uétpla npog coPapn xpovia vedponabeia, nodd vinhol kivduvou) H S
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ETTITTEOO) KIVOUVOUI KA évup
UTTOAITTIOAIIKGG BEPATTEIAG [UE GTATIV:

AYe)'{[o QUETO OTO O& OAO 0 o(o]+
DAVIAIQ VOOO
A OKO DO 0 000I0
DIPEP OPTNPIO 000
0 OOKYOPWO o103 0 40
NDOVIO DO 000 R <6(
gna ore 0

METpiog
2 TOUAAXIOTOV TTAPAYOVTEG KIVOUVOU XWPIG
EYKATEATNMUEVN AYYEIAKH VOOO

Framingham score 10%-20%

NPWTOYEVIIG GTOXOG THG

Ay WYNG:
HIMEIWGN ThHG LDL XOARGTEPOANG

XapnAog
0-1 TTapAYOVTEG KIVOUVOU XWpPIG aTEQAVIAia VOGO

Framingham score <10%




2UUTTEPOLOLOL:
O KPA kivouvog 6ev kaBopilleTal

novo amo tnv LDL-C aAAd kaBopilel
OUOGTNPOUC GToXouC yia thv LDL-C




JUPITER

2XEAIAZMO2




JUPITER

Inclusion and Exclusion Criteria, Study Flow

Ridker et al NEJM 2008

JUPITER

Men = 50 years
Women > 60 years
No CVD, No DM
LDL < 130 mg/dL
hsCRP > 2 mg/L

Reason for,Exclusion| (%)

LDL > 130 mg/dL 52
hsCRP <2.0 mg/L 36
Withdrew Consent
Diabetes

Hypothyroid

Liver.Disease

1G> 500 mg/dL

Age out of range

Current Use of HRT,

Cancer
Poor.Compliance/Other. 3




JUPITER: Study Design

Ridker PM et al. Am J Cardiol. 2007;100:1659-64.

Randomized trial of rosuvastatin 20 mg daily in the primary prevention of CV events
among individuals with low levels of LDL-C and elevated levels of CRP

*Rosuvastatin 20 mg

— 8 QQ Mi
No History of CAD (n 1 ) > Stroke
Men > 50, Women > 60 Unstable Angina

LDL-C < 130 mg/dL lacebo (n = 8,901)  cvb Deatn

CRP > 2 mg/L 4 week - CABG/PTCA
Run-in
Screening Randomization Safety Bi-Annual Follow-Up End of Study
Visit Visit Visit Visits Visit
LDL Lipids Lipids Lipids
CRP hsCRP hsCRP hsCRP
FHS LFTs LFTs HbA:c
HbAic

*H pooouBaoTartivn/CRESTOR &gvdcikvuTtal yia Tn Ogpaneia Tng ducAinidaigiag
Kail dev €Xel EVOEIEN YIa HEIWON KAPSIAYYEIOK®OV CUHBAHATOV




JUPITER Ridker et al NEJM 2008 V=
Baseline Clinical Characteristics JUPITER

Rosuvastatin Placebo
(N =8901) (N =8901)
Female, N (%) 3,426 (38.5) 3,375 (37.9)
Ethnicity, N (%)
Caucasian 6,358 (71.4) 6,325 (71.1)
Black 1,100 (12.4) 1,124 (12.6)
Hispanic 1,121 (12.6) 1,140 (12.8)
Blood pressure, mm (IQR)
Systolic 134 (124-145) 134 (124-145)
Diastolic 80 (75-87) 80 (75-87)

Metabolic Syndrome, N (%) 3,652 (41.0) 3,723 (41.8)
Aspirin Use, N (%) 1,481 (16.6) 1,477 (16.6)

All values are median (interquartile range) or N (%)



JUPITER Halted after a
median follow-up of 1.9 years:
Rosuvastatin Significantly

Reduces Cardiovascular
Morbidity and Mortality

March 29, 2008 (Chicago, IL)



JUPITER Ridker et al NEJM 2008 "

Primary Trial Endpoint : MI, Stroke, UA/Revascularization, CV Death JUPITER

HR 0.56, 95% Cl 0.46-0.69 Placebo 251 / 8901
§f P'< 0.00001

-44 %

Cumulative Incidence
0.04
|

Rosuvastatin 142 / 8901

0 1 2 3 4
Number at Risk Follow-up (years)
Rosuvastatin 8,901 8,631 8,412 6,540 3,893 1,958 1,353 983 544 157
Placebo 8,901 8,621 8,353 6,508 3,872 1,963 1,333 955 534 174



JUPITER Ridker et al NEJM 2008

Grouped Components of the Primary Endpoint JUrIi=s

Arteriall Revascularization or
Hospitalization for Unstable Angina

Viyocardial Infarction; Stroke; or
Cardiovascular Death

HR0.58; €l 0:40-0169
P'< 0.00001

HR0.58; Cl 0.40-0L70
P'< 0.0000A

Placebo Placebo

0.03 0.04 0.05
!

Cumulative Incidence
0.02

Cumulative Incidence
0.03
|

0.01

Rosuvastatin

0.00

Follow-up (years) Follow-up (years)



JUPITER Ridker et al NEJM 2008 '

Secondary Endpoint — All Cause Mortality JUPITER
HR 0.80, 95%(CI| 0.67-0.97
P=0.02
S - Placebo 247 / 8901
s Rosuvastatin 198 / 8901
£
S g
° 0 1 2 3 4
Number at Risk Follow-up (years)
Rosuvastatin 8,901 8,847 8,787 6,999 4,312 2,268 1,602 1,192 683 227

Placebo 8,901 8,852 8,775 6,987 4,319 2,295 1,614 1,196 684 246



P —

JUPITER

Primary Endpoint — Understudied or “Low Risk” Subgroups el

Understudied Subgroups } N HR (95%Cl)
Women i 6,801 0.54 (0.37-0.80)
Age > 70 l 5,695 0.61 (0.46-0.82)
Black, Hispanic, Other — 5117  0.63 (0.41-0.98)

“Low Risk” Subgroups
Framingham Risk <10 % - 8,882 0.56 (0.38-0.83)
LDLC <100 mg/dL & 6,269 0.66 (0.47-0.92)
BMI < 25 mg/m? l 4,073  0.59 (0.40-0.87)
No Hypertension i 7,586 0.62 (0.44-0.87)
No metabolic Syndrome l 10,296 0.49 (0.37-0.65)
Elevated hsCRP Only - 6,375 0.63 (0.44-0.92)
All Participants —-— 17,802 0.56 (0.46-0.69)
\ \ : \ \
0.25 0.5 1.0 2.0 4.0

Rosuvastatin Superior Rosuvastatin Inferior



Cumulative Incidence

O xupdlayyeloKoc Kivouvocg TrpETrel TTAEOV Va
c&loAoyeiTal GUVOAIKA.

ATHEROSCLEROSIS

Atherosclerosis 194 (2007 45

www_elsevier.com/locate/atherosclerosis
Review
European guidelines on cardiovascular disease prevention in
clinical practice: Executive summary™ I

Authors/Task Force Members: Ian Graham (Chairperson)* !,
Dan Atar!, Oslo (Norway), Knut Borch-Johnsen®, Gentofte (Denmark), Gudrun Boysen®,
Copenhagen (Denmark), Gunilla Burell®, Uppsala (Sweden), Renata Cifkov: ® Praha (Czech
Republic), Jean Dﬂllongeville], Lille (France), Guy De Backer], Gent (Belgium), Shah -
Ebrahiml, London (UK), Bjern Gjelsvikj", Oslo (Norway), Christoph Herrmann—Lingenﬁ,
Marburg (Germany), Arno Hoes’. Utrecht (The Netherlands), Steve Humphries.l . London (UK),
Mike Knapmnﬁ, London (UK), Joep Perk! . Oskarshamn (Sweden), Silvia G. Prim‘il, Pavia _
(Italy), Kalevi Pym‘alal ., Kuopio (Finland), Zeljko Reiner‘}, Zagreb (Croatia), Luis Ruilmpe] )
Madrid (Spain), Susana Sans-Menendez!, Barcelona (Spain), Wilma Scholte Op Reimer!,
Rotterdam (The Netherlands), Peter Weissbergg, London (UK), David Wood!, London (UK),
John Yarnell!, Belfast (UK), José Luis Zamorano!, Madrid (Spain)



H avaykaiotnta tnc dtadopeTkNg MPOoEYyLONG

% To 50% TwV 00BeV(V TTOU ep@avilel EM dev €xel
upnAnR XoAnoTepoAn

+ To 40% TwvVv acBsvwyv pe o0 EM trelaivel
eIV Odocel oto NoookouEio

+ To 6-8% Tre0aivel Tnv rpwTtn £ROonGda

+ AnAadn ol yiooi acBeveig redaivouv aueca

Na 1o Adyo auTto eV TTPETTEI VA MIAGUE YidA
TTPWTOVYEVI 1] OEUTEPOVYEVI TTPOANWN aAAA VIO
ATOMO UWPNAOU KIVOUVOU (ETTIOETIKA aywyn yia

VA TTIACOUHE TOUG OTOXOUG) KAl ATOMA METPIOU 1
XAMNAOU KivOUuvou (AIyOoTEPO ETTIOETIKE aywyn)
aAAd ol oTOXO0I TNE XOANOTEPOANC Kal OTIC OUO
TMEPITITWOEIC TTPETTEI VA KaBopilovTal atTrd ToV

oUVOAIKO KapdilayyElakd Kivouvo
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