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Coronary Drug Project

Eventos clinicos en el seguimiento
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Coronary Drug Project Research Group. The Coronary Drug Project: clofibrate and niacin in coronary heart disease. JAMA.1975;231:360-381.




CM-4
Riesgo de Eventos Coronarios segun la cantidad
de Factores de Riesgo presentes: Framingham

Colesterol, mg/dL 185¢>335 185¢>335 185¢>335 185¢>335
Intol.Glucosa

0] + + +
Sistolica, mm Hg 105 195 195 195
Cigarrillo 0 0 + +
HVI en ECG 0 0 0 o+

Kannel. J Am Coll Cardiol. 1990;15:206-211.




Exposicion a FR-CV: tiempo y consecuencias

Time at measurement

—

I "1 .
100%, arterial stiffness
abnormal




Estimado de Riesgo a 10 anos para Hombres
(Framingham )

‘ SystolicBP  If If ‘ Age  Age  Age Age A
Age, y Points 20-39 _ 40-49 _ 50-59 _ 60-69 _70-

mm Hg Untreated Treated

Nonsmoker 0 0 0 0 0
20-34 -9 <120 0 0 Smoker 8 5 3 1 1
35-39 -4 120-129 0] 1
jgjg g 128128 i g Point Total 10-Year Risk%
50-54 6 >160 2 3 <0 <1
55-59 8 0 1
60-64 10 ‘ 1 1
65-69 11 HDL, mg/dI Points 2 1
70-74 12 > 60 1 2 i
75-79 13 50-59 0 : )
40-49 1 6 5
<40 2 7 3
8 4
Total Age Age Age Age  Age 9 5
Cholesterol 20-39 40-49 50-59 60-69 70-79 10 6
< 160 0 0 0 0 0 11 8
160-199 4 3 2 1 0 g 1‘2’
200-239 7 5 3 1 0 14 16
240-279 9 6 4 2 1 15 50
> 280 11 8 5 3 1




Reduccion de la mortalidad CV segun RCV

High risk study groups
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SPECIAL ARTICLE

2009 Canadian Cardiovascular Society/Canadian
guidelines for the diagnosis and treatment of

dyslipidemia and prevention of cardiovascular disease
in the adult - 2009 recommendations

lacques Genest MDT, Ruth McPherson MD PhD?, Jiri Frohlich MD?, Todd Anderson MD*, Norm Camphell MD*
André Carpentier MD?, Patrick Couture MD®, Robert Dufour MDY, George Fodor MD#, Gordon A Francis MD?,
Steven Grover MD?, Milan Gupta MD®, Robert A Hegele MDY, David C Lau MDY, Lawrence Leiter MD'T,
Gary F Lewis MD'#, Eva Lonn MD™, GB John Mancini MD', Dominic Ng MD PhD'T, Glen | Pearson PharmD!?,
Allan Sniderman MD®, James A Stone MD PhD, Ehud Ur mD™




TARGELS OF THERAPY

Risk lewvel Primary target; LDL-C Class, level

High =2 mmaolL Class |, level A

CAD, PVD, atherosclerosis ar

Most patients with diabetes =50% | LDL-C
FRS =20% apolB <0.80 gL
RRS =20%

WModerate <2 mmol/L* Claszs lla, level A

FRS 10% to 19% ar
LDL-C =3.5 mmol/L =50% | LDL-C
TC/HDL-C =5.0 apolB <0.80 g/L
hs-CRP =2 mg/L in men

=50 years and women

=80 years of age

Family history and hs-CRP
modulate risk

Lo 250% | LDL-C Class lla, level A
FRS <10%




Redefiniendo la evaluacion del riesgo
cardiaco en pacientes asintomaticos

——

Low risk 35%0 High risk 25%0

No major risk factors and Established CHD or
low Framingham risk score CHD risk equivalent

l l l

5-year Intensive risk
follow up intervention

Non invassive assessment

Greenland P, et al. Circ. 2001
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Placa aterosclerotica en imagenes
por IVUS, comp. angio convencional

N

Ateroma

IVUS=intravascular ultrasound

Nissen S, Yock P. Circulation 2001; 103: 604—616




Complicated
lesion/rupture

From first decade From third decade From fourth decade



Regresion de ateroma/ humanos
Apo A-1 Milano / Fosfolipidos

Atheroma Area
8.1 mm?2

Side
Branch

] Follow-up

Atheroma Area

5.35 mm?

ETC-216 : Apo A-l

| Phospholipids

Milano

Nissen et al. JAMA. 2003; 290:2292-2300.




TARGELS OF THERAPY

Risk lewvel Primary target; LDL-C Class, level

High =2 mmaolL Class |, level A

CAD, PVD, atherosclerosis ar

Most patients with diabetes =50% | LDL-C
FRS =20% apolB <0.80 gL
RRS =20%

WModerate <2 mmol/L* Claszs lla, level A

FRS 10% to 19% ar
LDL-C =3.5 mmol/L =50% | LDL-C
TC/HDL-C =5.0 apolB <0.80 g/L
hs-CRP =2 mg/L in men

=50 years and women

=80 years of age

Family history and hs-CRP
modulate risk

Lo 250% | LDL-C Class lla, level A
FRS <10%




El Rotterdam study: grosor intima-media
combinado y riesgo de Infarto de Miocardio

Case control study mean age
4- 71yrs; n=194 MI's

Odds ratio

Adjusted for age, gender, BMI, BP, Total Chol, HDL, smoking & DM

Iglasias del Sol. Eur Heart J 2002;23:934-40



El CLAS study: la progresion del grosor
mio intimal predice eventos futuros

Colestipol/Niacina vs. Placebo

146 hombres
(40 a 59 a) 28 ® <0.011 mmly

3- e ®0.011-0.017 mmly
con CRM previa 2, 0.018-0.033 mmly
= 0034 mmly

s 2 1,6

o LA p<0.001
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Hodis H. Ann Intern Med. 1998:128:262-269.
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Cumplimiento de objetivos de LDL ATP II:
Pocos pacientes los alcanzan: Por que ??

80 - - 73 M L-TAP (n = 4888) [ Jacobson (n = 6796)
= 70 - M Sloan (n =13,891) @ Sueta (n = 21,378)
S 60 -
© 50 - 39
s> 40 -
=
c 30
2
w® 20 -
o
10 -
0 _
Bajo riesgo Riesgo medio EC
<160 mg/dL <130 mg/dL <100 mg/dL

Pearson TA, et al. Arch Intern Med. 2000;160:459-467;
Jacobson TA, et al. Arch Intern Med. 2000;160:1361-1369;
Sloan KL, et al. Am J Cardiol. 2001;88:1143-1146;

Sueta CA, et al. Am J Cardiol. 1999;83:1303-1307.




Heart Protection Study: LDL y riesgo CV

Simvastatina

0
CHD Bimvastatina 26% de

_ 40 Mg red_uccion de
Risk riesgo CV

22%0 reduccion de riesgo CV

60 100 LDL (mg/dL)

Heart Protection Study Collaborative Group. Lancet
2002;360:7—-22.




CM-21

Riesgo Beneficio al Titular Estatinas

Atorvastatina Lovastatina Simvastatina

10 mg 20 mg 40 mg 20 mg 40 mg 80 mg 40 mg

% Cambio ein LDL
S

2.0
1.5 /
1.0

0.5
/ .
oo
10 mg

20 mg 40 mg 80 mg

Transaminasas elevadas
(% of Patients)
g
\ :
i - F
3
(o]

40 mg 80 mg

Data from prescribing information for atorvastatin, lovastatin, simvastatin.
This does not represent data from a comparative study.




LTAP 2: Cumplimiento de las Metas y paises

32 Circulation July 7, 2009

b

LOL-C Success Rate (%)
coo 88588 d88 8

83.5

a7 741 73.0

47 .4

s Canada France Nether- Spain Erazil Mexico Korea  Tamvan
lanas

(N=3049) (N=1021) (M=861) (N=85/) (N=8S91) ([(MN=331) (N=611) (N=8S83) (N=8GG)
Country




LTAP 2: Cumplimiento de las Metas y riesgo
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MIRACL- uso temprano de una estatina

Primary efficacy measure*
17.4%

Placebo

157 14.8%

Atorvastatin

Risk reduction = 16%
p=0.048

107

*Time to first occurrence of
composite endpoint of:
Death (any cause)
Non-fatal Mi
Resuscitated cardiac arrest
Worsening angina with new objective
evidence and urgent rehospitalisation

0 4 8 12 16




Figure 2. Intensive LDL-C Lowering Reduces Risk
of Coronary Death or any CV Event*

More Intensive LDL-C Lowering With High-Dose Therapy'
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PROVE IT - TIMI 22: puntos finales y tiempo

Events Rates

RR Atorva80 Prava
40

30 Days | ]

17% 1.9% 2.2%
90 Days I

18% 6.3% 1.7%

180 Days —il—
14% 12.2% 14.1%
=nd of Follow-up —
16% 22.4%* 26.3%*
jrrrrrjprrrrrjprrrrrjprrriril

0.5 0.75 1.0 1.25
Atorvastdiin 80mg Better Pravastatin 40mg Better *2-year event rates




TNT Study Design: Treating to New Targets

Double-Blind

Patient Population
Open Run-in atorvastatin '\
%orvastatin 8,600 ,

e Major coronary event Patients
in

atorvastatin

prior 5 years 0 mg

LDL< 130 mg
e LDL 130-250 mg/dlI F -

e TG <600 mg/dl 8 weeks 750593\,/:anrtss or

e 250 centers in 14
—cotuntries




SPARCL Study Design: stroke Prevention by

Aggressive Reduction of Cholesterol Levels

Patient Population

e Stroke/TIA 1-6
months

prior
e LDL 100-190 mg/dIi
e Exclusions:
e Age <18 years
e Hx of CAD

e Endarterectomy
in

prior month
e Subarachnoid
hemorrhage
e Many Neurologists

as

4,200
Patients

d/b PBO

atorvastatin 80 mg

5 years

Primary Endpoint

Time to first fatal or non-fatal

stroke




HDL y Tasas de Enfermedad Coronaria
en el Framingham Heart Study

200 -«

150 -

100 -

Rate/1000

S0 - Women

Men

<0.65 0.65 0.90 1.14 1.41 1.66 >1.90
0.89 1.13 1.40 1.65 1.90

HDL-C (mmol/L)

Gordon, Castelli et al. Am J Med 1977:62:707—714.




Prevalencia de HDL bajo en el mundo
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Interheart: Factores de Riesgo |IAM

Odds Ratio: 2.87 2.37 1.91 1.62 0.7 0.86 0.91 3.25
510
M controls M cases
o 40
S
S 30
@©
]
cC
g 20
a
10 A
O ]
X N\ .
o é-o o@ GQ ®§ \o \(
5 9 o° S < v \v
% S Q
& O O
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35.7% 9.9%% 17.9% 20.1% 13.7% 12.2% 6.7%0 49.2%0

Population attributable risk Yusuf S, et al. Lancet 2004;364:937—-952



Regresion de lesiones de Aterosclerosis

Regresion
Monocito o®

Macrofago y
0e® LDL Cel. Espumosa / f

—

«\\ i/\ ) - d o
@ i\‘ 7\ (7/\\/‘ o (o}
v e (o)
(=]
- - o‘:
Fagocitosis S

de LDL o VLDL

- 0000 -~

Media

Kinlay et al. J Cardiovasc Pharmacol. 1998;32(suppl 3)S62-S66. Newby et al. J Cardiovasc Res. 1999:345-360.




El Balance Aterogenico: Apo B /7 Apo A

Balance con Apo A

predominio
Aterogenico

Balance con
predominio de
Regresion

O




Transporte de Colesterol de la celul
espumosa al HDL mediado x ABC A1




HDL y Transporte Reverso de Colesterol

Bilis
Al
_.
| HDL HDL Celula
Higado Naciente Espumosa

maduro




Regresion de ateroma/ humanos
Apo A-1 Milano / Fosfolipidos

Atheroma Area
8.1 mm?2

Side
Branch

] Follow-up

Atheroma Area

5.35 mm?

ETC-216 : Apo A-l

| Phospholipids

Milano

Nissen et al. JAMA. 2003; 290:2292-2300.
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CM-39

Riesgo de EC segun Trigliceridos
( Framingham Heart Study)

N=5127

W Hombres M Mujeres

50 100 150 200 250 300 350 400
Triglyceridos (mg/dL)
Castelli WP. Am J Cardiol. 1992:70: 3H-9H.




Apo B y las LDL pequenas y densas

patron a patron b

LDL 116 mg/dL LDL 116 mg/dL
apo B 80 mg/dL apo B 160 g/L




VA-HIT: HDL Intervention Trial

*P<0.05

P=0.07 Lipidos y Eventos

20-

10+ 6

0

SE

Change (%)

-20-

-22 * -22 1
_31 * '29 *
40—

LDL-C HDL-C TG Nonfatal Mi CHD Stroke?
or CHD Death Death

=30-

Rubins HB et al. N Engl J Med. 1999;341:410




OMS: Prime : sobrevida con diferentes drogas
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Table 7| Numbers needed to harm (NNH) or numbers needed to treat (NNT) and numbers of extra or prevented cases for each outcome over five years in
patients aged 35 74 free of cardiovascular disease at baseline with QRISK2 score of 2 20% or 215%

High risk patients (QRISK2 soore 220%) Mo dhium risk patients (QRISK2 £ e 215%)
5 wear risk of Estimated No af 5 wear sk af
ouloome in axira for aulcome in Estimated Mo of axira
Adjusied hazard patients prevented) cases patienis {or prevented) cases
ratiot for statin unexpased o HHH of HHT per 10000 patients unexpased (o HHH or HHT per 10 000 patients
Variables wse [95% O siatins 95% aj trested (95% Q) latins £95% O treabed (95% C1)
Warmen
Potential benefits:
Candiovas.oular 076 (067 to 0LBE) L1184 =37 (=64 o =27) =371 37400 -157) ooeas =44 (=76 ta=12) =118 (=31500 =133
disaysa®
Oesaphageal 068 (052 to 0B8] 00025 =164 (360 to -850) =8 {F12t0-3) 000 =1483 (=4053 to-9%) =7 (=10 to-3
CANLEr
Pgtential hamms:
Agute renal il 156 (13100 1.88) 0041 4734 (204 w0 783) 23 (13 1o 35) 00030 593 (388 w 1070) 17 (910 28)
Cataract 1.3(1.261%0 1.35) 10ags 33 (28 1o 38) 307 (26010 I55) 0u0aas 40 (34 w0 47 252(213 10293
Lieardysfunagion 153 (L4110 1.66) 0040 136 (10% % 175 74 (57 tagl) 00123 1540125 10199 &5 (50 fa 81
My patiy 287 (23610 3.74) Q0030 259 (186 1 375) 3% (27 1o h4) 00016 I13I[225 ta453) 32 (22 to 44
Man
Potential benefits:
Candiowasoular 0,76 [0.67 10 0.86) 1336 =33 (=57 o =24) =101 417 10 =174) 01156 =38(=65 to=27) =265 [=36610 =157
ey ia®
Oesaphageal 078 (6610 0.91) L0042 =10832 2807 W -711) =5 1400 -4) 00037 =1236 (3207 to-812) =8{-12 to-3
CANLET
Patantial hanms:
Agube renal il 161 (139100 1.87) L0047 k(245 1 539) 29 (19 10 41) 00037 L47 (316 1o 696) 22 (140 33
Cataract 13201 210137 00630 52 (44 to£3) 191 (15810 225) 00455 66 (56 fo B0 151125 0178
Liverdysfungion  1.53 (L4210 1.66) 0.0133 142 (115 % 180) 71 (56 1087 00122 155126 10197 64051079
My patin £15 (51910 7.3) 00021 91 (F4 10113 110 (50 1o 134) 00018 104 @7 10 130) 95 (7710 116)

Hegative numbers indicate numbes needed 1o trea or cases prevented. Positive numbers indicate numbes needed %o haim or extm cases.
*Odds rafios hased an mela-analysis by Brugls et al?

thdjusted hazand rafias for all #atins combined adjusted for same warisbles a5 in tables & and 5 (See web exral
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No. of Event Rate for the Primary

Baseline Characteristics Patients ~ Hazard Ratio (95% C1) Dutcome P Value
m PCI Medical Therapy
E I QSt u d I O Overall 287 105 (037-1.27) 1N 019 019
Sex 0.03
C 0 u ra e Male 1547 L15 (0.93-142) - 0.19 013
g Female 138 0.65 (0.40-1.08) —— 0.13 0.26
Myocardial infarction 0.15
Yes 176 051 (0.65-1.21) —— 0.3 0.25
No 1371 122 (0.93-1.60) —i— 0.17 014
Extent of CAD 0,65
Multivessel disease 1581 1.04 (0.34-130) - 021 01
Singlevessel disease 700 117 (0.76-1.30) —_— 0.15 012
Smoking 07
Current £53 100 (0.71-141) —— 0.20 02
Mot current 1631 108 (0.36-1.36) -+ 0.19 018
Diabetes 0.3
The N EW E N G LA N D e % 09071y 4 s oy
No 1468 120 (0.92-1.56) Hi— 017 015
. CCS angina class 07
J O U R N AL Oj M E D I C I N E Dorl 964 101 (0.75-1.38) 017 0.20
IFor Il 1371 1.05 (0.35-140) 0.20 013
Ejection fraction 072
=50% 406 L14 (0.77-170) —— 0.23 0.26
ESTABLISHED IN 1812 APRIL 12, 2007 VOL. 356 NO.15 5% i 106 (084-132) 017 016
Age 0.2

Mo 039 104 (0.84-1.29) 017 017

for Stable Coronary Disease s W oRpRLE w0

Race
White 1983 108 (0.87-1.34)

043

.
81 o4 110 (083-146) 024 0n
, , , , B3 yr 1331 100 (0.77-132) 016 016
Optimal Medical Therapy with or without PCL DT o
i+

0.1% 013

William E. Boden, M.D., Robert A. O'Rourke, M.D., Koon K. Teo, M.B., B.Ch, Ph.D, Pamela M. Hartigan, Ph.D, Nonwhite b 047 (034-142) B 018 0

David ). Maron, M.D., William ). Kost H\' M.D., Merril Knudtson, M.D., ||c|| nDada, M.D, Paul Casperson, PhD, | Hesthcamsystem o
Crystal . arris Pharm.D, Bernard R. Chaitman, M., Leske Shaw, PhD, Gibert Gosselin MD e e e i .

. .\jr.\rd dlfl5, HH” l‘|\|f||r M tman, gsiee andi | eI 1(‘\ SElln, US, non-V, 37 071(0.44-114) | 0.15 021

Shah Nawaz, M.D., Lawrence M. Title, M., Gerald Gau, M.D., Alvin § E\,lll tein, M.D., David C. Boath, H US. VA 968 106 (040-138) - 00 0n
Eric R Bates, M., John A, Spertus, M.D., M.P.H, Daniel S, Berman, M.D., G.B. ¢ \mllﬂnt i, M.D 025 030 100 150 175 200

and William S. Weintraub, M.D, for ||r‘.. URAGE Trial Research Group? i’CIBe .
tter - Medical Therapy
Better




Evidencias Post ATP Ill: Como seguimos ?

ATP lll: Riesgo x Nuevos scores de riesgo
Framingham

Tratamiento dirigido a Casos especiales, HDL
todos los FR-CV ?

Aterosclerosis Subclinica Regresion en carotidas
y marcadores ?

Costos, genericos ? Nuevos FRCV




Cambios en la Placa aterosclerotica
en las imagenes por US-IV

Inicial y Ios de 2 anos de Intervencio

_ EEM
Atheroma = -: “"‘” 31 mmz




AFCAPS/

WOSCOPS  TexCAPS  PROSPER*  ALLWATLLT  ASCOT-LLA CARDS ASPEN* JUPITER

Characteristic 1995w 19982 2002w 2002w 20030 HPS* 20035 2004w 006w MEGA2006s2 2008w
Target Menwith  Peoplewth  Elderlypeople  Peoplewith — Peoplewith — Peaplewth — Peoplewith — Peoplewth  Peoplewth  Peoplewithaut
papulatian hperchales:  awrage or with hypertension, Mypeension,  diabetes  diabetesand  dibetesand  hypercholes  vascular
terolaemia (o belowawerage cardiovascular — moderte  average of lowdensity  lowdensity terolaemiaand  disease, low

historyof  cholesterol sk factors  hypercholess lower lipopratein ~ lipoprotein o history of density

myacardial  levels (without terolaemia,  cholesterol tholesterol(no  cholesterdl  coronaryheart ~ [ipoprotein

Infarction) ~ atherosclerotic and atleast  levels, and at historyof ~ lewelshelow  disease or tholesterol
cardiovascular onecoronary  least three cardivascular — guideline  stroke (130 mg/dl and

disease) heat disease —— otherrisk disease) argets high sensitivity

fisk factor factars Creactive

protein

20mg/l

Design Randomised ~ Randomised  Randomised  Randomised  Randomised  Randomised  Randomised  Randomised  Randomised  Randomised
doubleblind ~ doubleblind  doubleblind controledtial  doubleblind  doubleblind  doubleblind  doubleblind  doubleblind  double blind

placebo placeb placebo  (control=usual  placeba placebo placebo placebo placebo placebo

contolled trial  controlled tral  contralled trial

care)

controlled tal controledtdal controlled tial contralled tral

controlled tial — controlled trial
(contral=diet)

No of 6953302/ 6605 (3304) I39(1585) 10355170/ 10305(5168/ 2912 (1455 2B3B(1428) 1905 (%55  JR3I2(3866/ 17802 (8501
participants 1293 3301) 1654) 5185) §137) 1457) 1410) Gi6) 3966) BS01)
[statin/ contral)

Mean fallow-up 0.9 5.4 3. 08 5.5 0.8 3.5t 00t 5.3 1.5

i)




All cause mortality

No of patients/No of events

Study Statin Contral

group group
WOSCOPS™  3302/106  3293/1%
AFCAPS TexCaps™ 3304/80  330)77
PROGPER™®  1585/163°  1654/174*
ALHATLLT™  s170/631  5185/641
ASCOTLLA™Y  5168/387  5137/449
CARDS™ 1028/61  1410/8)
ASPEN" G0/ 946/41
MEGA™ /6655 3966/79
UPITER™ B901/198  B901/247
Totd 16831725 33793/102

Qstatistic P=0.20, '=27.6%*

Odds ratio Odds ratio
(95% CI (95%C)
—— 0.78(0.6010 1.01)
——  104{0.7610 1.43)
— 0.98(0.79t01.21)
= 0.99(0.88101.13)
- 0.85(0.73100.97)
—— 0.72(0.5110 1.02)
——  L06(0.6910 1.64)
. 0.71(0.5010 1.00)
— 0.80 (0.66 10 0.96)
- 0,88 (0.8110 0.9)
05 1 2
Favours  Favours

control

slatin

Major coronary evenls

No of patients,No of events

Study Statin Control (dds ratio
group group (95% Cl)
WOSCoPs™ 3302174 3293)248 -+
AFCAPS TexCaps™ 330457 3301/95* ——
PROSPER"™ 1585126  1656/145 i
ALLHATLLT™  5170/380  5185/421 =
ASCOTLLA™  5168/163  5137/249
HpS™ WSSINA 157N ——
(ARDS™ W28/43  10/65  ——
MEGA™ e/ 23 196643t —e—
Tatal 23823/966 23 9461266 +
(0 statistic P=0.02, 1'=60.0%" 005 05 1 2
Favours  Favours
statin ~ control




MIRACL- uso temprano de una estatina

Primary efficacy measure*
17.4%

Placebo

157 14.8%

Atorvastatin

Risk reduction = 16%
p=0.048

107

*Time to first occurrence of
composite endpoint of:
Death (any cause)
Non-fatal Mi
Resuscitated cardiac arrest
Worsening angina with new objective
evidence and urgent rehospitalisation

0 4 8 12 16




PROVE IT - TIMI 22: puntos finales y tiempo

Events Rates

RR Atorva80 Prava
40

30 Days | ]

17% 1.9% 2.2%
90 Days I

18% 6.3% 1.7%

180 Days —il—
14% 12.2% 14.1%
=nd of Follow-up —
16% 22.4%* 26.3%*
jrrrrrjprrrrrjprrrrrjprrriril

0.5 0.75 1.0 1.25
Atorvastdiin 80mg Better Pravastatin 40mg Better *2-year event rates




Changes from (Post-ACS) Baseline
in Median LDL-C

120~ Median LDL-C (Q1, Q3)
—
100. ........................................................................ + ............. ' ............. 4_.. 95 (79, 113)
i Pravastatin 40mg
................................ p A B
LDL-c30 ;
(mgdL . 62 (50, 79)
S Atorvastatin 80mg
49%
40_ ...............................................................................................................................
P<0.001
200 | | | | | |

<24h Rand. 30 Days 4 Mos. 8 Mos. 16 Mos. Final

Note: Changes in LDL-C may differ from prior trials:
o 25% of patients on statins prior to ACS event
« ACS response lowers LDL-C from true baseline




—
1 #"\.
9

—
- B = & =

Male
Female

Diabetes
No Diabetes

Age > 65
Age <65

Prior Statin
No Prior Statin

HDL-C > 40
HDL-C < 40

LDL-C > 125
LDL-C < 125

All pinteraction = NS
except as noted

Subgroups: Reduction in All-Cause

Mortality or Major CV Events

% of Pts

18

78 22

82
30
70

25
75

44
56

27
73

Rates
- - , 40
—-
._.-__.
L]
._._.
B
_.__.
—
_._.
M T—
= 0.02
B P 56l
05 075 1.0 125 15

2 Year Event

Atorva 80 Prava

23.0% 26.2%
20.3% 27.0%
28.8% 34.6%
21.0% 24.6%
28.1% 29.5%
20.1% 25.0%
27.5% 28.9%
20.6% 25.5%
21.7% 26.7%
23.1%
20.1% 28.2%

Atorvastatin 80 mg Better Pravastatin 40 mg Bette23_5%

25.6%



TNT Study Design: Treating to New Targets

Double-Blind

Patient Population
Open Run-in atorvastatin '\
%orvastatin 8,600 ,

e Major coronary event Patients
in

atorvastatin

prior 5 years 0 mg

LDL< 130 mg
e LDL 130-250 mg/dlI F -

e TG <600 mg/dl 8 weeks 750593\,/:anrtss or

e 250 centers in 14
—cotuntries




Figure 2. Intensive LDL-C Lowering Reduces Risk
of Coronary Death or any CV Event*

More Intensive LDL-C Lowering With High-Dose Therapy'

PROVE IT

Ado-Z

TNT

IDEAL

Tatal

B
i
—-

-

Evant Rates ™

ideds

Raguction High Dose

494 /2099
{23.8)
BYS /2265
139.3)
1405/4995
(28.1)
1176/443%
[26.3)

Q72713798
{28.8)

-16%
& 7
-22%

.=
OR, 0.84
@5% Cl, 0.80.0.89
P 0001

-16%

r
71

High-Diose
Better/Intensive

LOLC Lowering

1y 1 2 mm | standard-dose heromy :

1.4

HighLosa
Worse

ardial infarclian. shroke. hos

Mo, fTotal (%)

Sid Dase

554/2063
(26.9)
B44/2232
(37.8)
1677 /5006
(33.5)
1370/4449
(30.8)
4445713750
(32.3)

| § ki
el {is 1} [] y!

DEAL Incremenial Decrease in Events Through Aggressive Lipid

T

" =l | . ; E | c
i Alarvaslalin Evaluation and Infechion Therapy




SPARCL Study Design: stroke Prevention by

Aggressive Reduction of Cholesterol Levels

Patient Population

e Stroke/TIA 1-6
months

prior
e LDL 100-190 mg/dIi
e Exclusions:
e Age <18 years
e Hx of CAD

e Endarterectomy
in

prior month
e Subarachnoid
hemorrhage
e Many Neurologists

as

4,200
Patients

d/b PBO

atorvastatin 80 mg

5 years

Primary Endpoint

Time to first fatal or non-fatal

stroke




Cholesterol Trialists’ Collaboration:
Beneficio en puntos finales vasculares

a 5 anos por mmol/l LDL reducido

Participants with previous Ml or CHD

30
[ Treatment
25 - Bl Control
—~ 20 4
=
8
o 15 4
=
ar
D 10
) B
D " L v 1
Major coronary events  Coronary revascularisation Stroke Major vascular event
Outcomes avoided 30 (24-37) 27 (20-34) 8 (4-12) 48 (39-57)

per 1000 (95% CI)



Evidencias Post ATP lll: Como seguimos ?

Diabetes ? Fibratos ?




Efecto de clases de drogas en los eventos

O T
30 40 50 60 70

- -10 & Placebo
Qe\i 20 & Fibrates
c
= = Niacin
= % -30 - Statins
2 =5 @ llleal bypass
£ 5 40 ¢ & Stafi e
39 Statin + resin
5 % -50 - Niacin combination*
S =
35 -60
S 5
® " 70 4

-80

Percentage change in HDL-C - percentage change in LDL-C in Rx [placebo adjusted] (%)

1. Brown BG et al. Curr Opin Lipidol 2006;17:631-636.




VA-HIT: HDL Intervention Trial

*P<0.05

P=0.07 Lipidos y Eventos

20
10- 6
0 y 4
;\? 0
>
S =101
©
=
O -20-
-22* -221
=-30- *
_31* '29
() -y
LDL-C HDL-C TG Nonfatal Mi CHD Stroket?

or CHD Death Death

Rubins HB et al. N Engl J Med. 1999;341:410




ARBITER 2: Combinacion de Nicotinico con estatina
fue superior a estatina sola en efecto sobre IMT

N=167
0,10 -
0.044 mm
g 0,08 + (P<0.001)
i 0,06 -
0.014 mm
0,04 - (P=0.23)
0,02 -
0,00 :
Statin + Placebo Statin + BR Niacin

ARBITER 2=Arterial Biology for the Investigation of the Treatment Effects of Reducing Cholesterol; ER=extended
release; CIMT=carotid intima-media thickness; SEM=standard error of mean
Reprinted with permission from Taylor AJ et al. Circulation. 2004;110:3512—-3517.




(CLAS): Cholesterol Lowering Atherosclerosis
Study: Estab/ Regresion de la Aterosclerosis

% pacientes

O Nicatinic acd/cdestipad ® Contrd

SYA

Stabilisation of progression of
lesions

18%

Regression of lesions

Data adapted from Blankenhorn et al (1993)!



70% de hombres con EC tienen HDL bajo
<44 mg/dL (Framingham Male Offspring 35-54)

Percentage 50 S
Men CHD
40 - General population
30 —
20 \
0

t | r | | |
<25 2534 3544 45-54 55-64 65—74 =75

HDL mg/dl




2/3 de los eventos CV continuan ocurriendo
con estatinas

100 * Median; ** mean; *** average
5 90
) 76 76
5 £ 80 73 69
S¢ 70 66 63
s o
I
S g 50
g § 40
£ x 30
S'w® 20
SE 10
o' 5
4S1 LIPID? CARE? HPS* WOSCOPS> AFCAPS/
(n=4444) (n=9014) (n=4159) (n=20,536) (n=6595) TexCAPSS®
(n=6605)
Follow-up: 5.4 years* 6.1 years** S years*** S years*** 4.9 years*** 5.2 years***
Reduction LDL-C:  -35% -25% -28% -29% -26% -25%

Scandinavian Simvastatin Survival Study Group. Lancet 1994;344:1383-1389.
LIPID Study Group. N Engl J Med 1998;339:1349-1357.

Sacks FM et al. N Engl J Med 1996;335:1001-1009.

MRC/BHF Heart Protection Study Collaborative Group. Lancet 2002;360:7-22.
Shepherd J et al. N Engl J Med 1995;333:1301-1307.

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

1.
2.
3.
4,
5.
6.




HDL Atherosclerosis Treatment Study
o HATS: Eventos Coronarios Mayores

Porcentaje (%)

Placebo ] Placebo + vitaminas

* p<0.01

Niacina/simvastatin ]  Niacina/simvastatina + vitaminas




ARBITER, la combinacion estatina + niacina:
Regresion de aterosclerosis versus estatina

12 meses estatina + Niacina (n=125)

24 meses estatina + Niacina (n=57)

) Estatina (n=61)
0.08

0.06 0.056

0.04

0.02°

0

Change in CIMT (mm)

-0.02°

-0.027*
-0.04°

-0.041*
-0.06

1. Taylor AJ et al. Curr Med Res Opin 2006;22:2243-2250. "p<0.001 versus statin monotherapy




1] Charseristics of inchuded trials

("
ASCOT-LILA ASPEM®
HPS® 3003 = 200 = BUEGA, D=1
FrpCapdbe: vy it ig | Fecple win
diaba1es | pand o p and  Pyplchaodes

AFLAFS)
TemCAFS
L g=a 20 =i

FROSPER® AL HAT-LLT
2 b= B0 Y

Characnertsisg
Feople watt
hypaTIEnsion,

[l a1

i [l P phe waTH
Al 3
£ vl Lo
rrik Fachord

el willl

levms, o al
Lular sl fhoee
o e e he gl dessre ol rik
sk FachoT ey

R

S E 1 - Wl - =T ] PELOF Bdind
vt L. K1 plaLetn

contrelledidal  controlle G | controled (4.

Ranadnmiseg R I
saiible blind ikl bling
4] plarcels

contretied ina

R oo peg
S FLD P RN

plceta |
coniesded inal  conheded inal

ik 1454
enntmi

Frawastabin

1 S EFIES

wm il Lmoker

e i

wEine i

¢ hyree

Tokal
£ el e el




Estrategias Actuales en Prevencion Primaria

RESEARCH

The benefits of statins in people without established
cardiovascular disease but with cardiovascular risk factors:
meta-analysis of randomised controlled trials

J) Brugts, doctor,' T Yetgin, doctor,’S E Hoeks, epidemiologist,' A M Gotto, professor, doctor,? ) Shepherd,
professor, doctor,® R G | Westendorp, professor, doctor, A ] M de Craen, epidemiologist,” R H Knopp,

professor, doctor,” H Nakamura, professor, doctor,® P Ridker, professor, doctor,” R van Dombure,
epidemiologist,’) W Deckers, doctor’




All cause mortality

Mo of patients/No of events

Study Statin Control Odds ratie

group ZF oup (95% CI)
WosCops™ 3302/106 3293/135 —a
AFCAPS TexCaps™ 3304/80 3301/77 —
PROSPER™ 1585/163%  1654/174* ——
ALLHAT-LLT™ 5170631 5185/641 —-—
ASCOT-LLAYM 516B/387  5137/445 —
CARDS™ 1428/61 1410/82 —=—7t
ASPEN™ 950 ik G464 1 —
MEGA™ IBEG/55 I966/79 —m—
|UPITER"! B901/198 B901/247 —a—
Total I3RS 725 33793/1925 -

0 statistic P=0.20, [“=27.0%* 0.5 1 2
Favours Favours
statin cantrol

Major cerebrovascular events
Mo of patients/No of events

Study Statin Control Odds ratie

group Er oup (95% Cl)
WosCops™? 330246 3293/51 —a—
AFCAPS TexCaps™ 3304/14 330117 ——
PROSPER™ 1585/61 1654/ 62 o
ALLHAT-LLT™ 5170/209 5185/231 —=
ASCOT-LLA™Y 5168/166  5137/212 —-—
CARDS™ 1428/21 1410/ 39 —
ASPEN™’ 959 /27 946/29 —
MEGA™ IB6E50 3966/ 62 —
|LUPITER™! B901/33 B901/ 64 —
Total 3B 62T IIT9IITET -

0 statistic P=0,23, |"=24,0%* 025 05 1 2
Favours Fawvours

control

statin

Odds ratio
(953 CI)

0.78 (0.60 to 1.01)
1.04 I:D.IGIE 1.413)

0.98 (0.79 to 1.21)

0.99 (088 to 1.11)
0.85 (0.7 3 to 0.9 7)
0,72 (0,51 to 1.02)
1.06 (0.69 to 1.64)
0.71 (0,50 to 1.00)
0,80 (0,66 to 0.96)
0,88 (0,81 to 0.96)

Odds ratio
(95% CI)

0.50 (0.60 to 1.3.4)

0,82 (0,40 to 1.67)

1.03 (0.7 2 to 1.47)
0.90 (0.75 to 1.09)
0.77 (0,63 to 0.95)
0.52 (0,31 to 0.50)
0.92 (0.54 to 1.56)
0.83 (0,57 to 1.20)
0.51 (0,34 to 0.7 8)
0.81 (0,71 to 0.93)

Major coronary events

Mo of patients/No of events

Study Statin Control Odds ratio
group group (95% CI)
WosCops™ 3302/174 3293/ 248 —-—
AFCAPS (TexCaps™ 3304/57 3301 /95* —a
PROSPER™ 1585/126 1654145 —
ALLHAT-LLT* 5170380 5185/421 -
ASCOT-LLAY 5168/163 5137249 —
HPS™ 1455/NA 1457 [NA ——
CARDS™ 1428 /43 1410/65 —
MEGA™* IB66/23T 3966431 —_—
Total 23823/966 239461266 -

0 statistic P=0.02, P=£0.0%* 0.25 05 1 2
Favours Favours
statin control

Cancer
Mo of patients/No of events

Study Statin Control Odds ratio

group group (95% CI)
WOsCoPs™ 3302 /44 3293/49 ——
AFCAPS (TexCaps™ 3304252 3301259 -
ALLHAT-LLT*" 5170/378 51B5/369 -+
CARDS™ 1428 /20 1410/30 ——1
MEGA™ IBEA119 I966/126 —a—
|UPITER*? Be01/333 BR01/372 -
Total 2597171146 26 056/1205 -

0 statistic P=0,61, F=0%* 0.26 05 1 2
Favours  Favours
statin cantrol

Odds ratie
(95% CI)
0.68 (0.56t0 0.83)
0.61 (04510 0.63)
0.50 (0.7 0t 1.15)
0,90 (0.7 Bto 1.04)
0.64 (0.5 2t 0.7 8)
0.57 (0.41 to 0. 75)
0.65 (0L44t0 0.97)
0.55 (0.33to 0.51)
0,70 (06110 0.81)

Odds ratie
(95% CI)
1.09 (0.84to 1.43)
0.97 (0.B1to 1.16)
1.03 (08910 1.19)
0.65 (0.37to 1.16)
0.97 (0.75t0 1.25)
089 (0.7 7 to 1.04)
0.97 (0.89to 1.05)




All cause mortality

Mo of patients

Major coronary events

Mo of patients

Subgroup Statin Control Odds ratio Odd s ratio Subgroup Statin Control Odds ratio Odds ratio
group  group (95% CI) (9 5% ClI) group  group (955 CI) (959% CI)
Sex Sex
Men 13413 13508 - 0.95 (0.86 to 1.06) Men 13413 13508 —— 0.72 (061 to 0.86)
Women 10372 10445 —= 0.91 (0,76 to 1.08) Women 10372 10445 = 0.79 (0.56t0 1.13)
P for heterogeneity = 0.62 P for heterogeneity = 0.65
Age Age
B5 1288y 131.2% —= 089 (0.74 to 1.04) 5 10 300 10 529 — 0.62 (042 to 0.87)
H 10 8% 10824 —m— 095 (0.80t01.12) T 100181 10123 —a 0.86 (0.67 to 1.09)
P for heterogeneity = 0.57 P for heterogeneity = 0,11
Diabetes mellitus Diabetes mellitus
Mo 16672 16890 096 (0.76t01.21) Mo 16672 16890 —0— 0.76 (0.57 to 1.01)
Yes JE0y 3762 0.95 (0.84 to 1.07) Yes =05 3762 —0- 0.88 (06910 1.13)
P for heterogeneity = 0.94 P for heterogeneity = 0,45
0.5 1 . 025 0.5 1 .
Favours Favours Favours Favours
statin control statin contrel
Major cerebrovascular events Cancer
Mo of patients Mo of patients
Subgroup Statin Control Odds ratio Odd s ratio Subgroup Statin Control Odds ratio Odds ratio
group  group (95% CI) (95% Cl) group group [(95% CI) (95% CI)
Sex Sex
Men Shal BOB0 —— 0.77 (0.44 t01.386) Men 10 754 10863 i 0.95 (084 to 1.08)
Women 7362 7407 —— 0.7 4 (0.54 to 1.00) Women f861 7905 1.09 (0.91 to 1. 30}
P for heterogeneity = 0,90 P for heterogeneity = 0,22
Age Age
B5 SoEY HlWd —e 062 (0.42 to0.B89) 5 1058 10 /%2 -t 0.92 (0,78 to 1.07)
H r322 L2755 — 0.79(0.53t01.18) T LILE 7976 == 1.05 (0.B7 to 1. 28)
P for heterogeneity = 0.37 P for heterogeneity = 0,30
Diabetes mellitus Diabetes mellitus
Mo 13357 13 488 —a— 0.71(0.48 to1.04) Mo 13 357 13 4HB —— 0.99 (0.E1to 1.22)
Yes 1954 1979 —— 088 (0.60t01.28) Yes 1954 19759 ——0— 1.34 (0B85 to 2.13)
P for heterogenaity = 0.43 P for heterogeneity = 0,24
025 0.5 1 . 0.5 1 K. 4
Favours Favours Favours Favours
etatin rontenl etatin romtenl



Table 2. Clinical Features of the Patients According to Risk Category

All Patients Low Risk Moderate Risk  High Risk/CHD

Patients, n 0955 2066 1959 5930
Aga, ¥ b2+12 57+14 61 =11 6411
Women, n (%) 4513 (46) 1254 (82) 805 (48) 2354 (40)
BMI, ko/m? 286+6.9 27.3+10.2 28.0+54 28.9+58
Waist circumference, cm 06.8+16.8 01.8+16.4 97.0+157 98.5+16.9
Risk factors, n (%)

Age =45y for men, =55 y for women 8830 (29) 1434 (89) 1833 (94) 5563 (94)

Diabetes mellitus 3088 (31) 0 0 3088 52)

Hypertension 6349 (64) 584 (28) 1541 (79) 4224 (71)

Current smaokers 1358 (14) 134 (7) 411 (21) 813 (14)

Low HOL-C 790 () 18 (1) 201 (10) 571 (10)
MNo. of risk factors 21+1.2 0.6+0.6 24+0.6 2.5+1.1
Metabolic syndrome, n (%) 4274 (43) 492 (24) 817 47) 2865 (48)
Lipid lowering therapy, n (%)

Statin 7450 (75) 1225 (60) 1368 (70) 4857 (82)
Other 835 (8) 193 (10) 1801(9) 462 (8)
Dietary counseling, n (%) 6569 (68) 1535 (78) 1341 (70) 3693 (Bd)

Lipid measuraments, mg/dL
LOL-C 10037 11037 100+37 01+33
HOL-C 53+15 B2+16 49+12 50+14
Mon-HDL-C 13041 14641 14241 12138
Triglycerides 1562+86 13679 16705 162+84
Triglycendes/HDL-C 3.3+28 25+2.0 38+33 3427
hs-CRP, mg/L 1500.7-33  1.3(06-2.8) 1.6i0.8-3.6) 1.6(0.8-3.4)
Fasting blood glucose, ma/fdL 11530 gg+22 10319 12545




Aterosclerosis: Evolucion de las Lesione
HDL

adhesion

Macrofago y

Kinlay et al. J Cardiovasc Pharmacol. 1998;32(suppl 3)S62-S66. Newby et al. J Cardiovasc Res.
1999:345-360.




Target lipid levels

Risk lewel

Initiate treatment if:

Primary targets
LDL-C Alternate

Hghs
CaD, PVD,
atherosclennsis™

Most patienis
withh diabstes

FRS =20%
RRS 2z20%

Consider treatmenit
im all patents

=Z mmolfl or apobBE <0.80 gfl
=50% | LDL-C Class I, level A

Class |, lewvel &

Moderate
FRS 10%:—19%%

LD -C =35 mmolL

TC/MHDL-C =50

hs=-CRP =2 mg'L
WMen =30 yvears
Women S0 years

Farmiby history and
hs-CRP modulates
risk (RRS)

=2 mrmolfl or apobB <0 .80 gfl
=50% | LOL-C Class lla, level A
Clas=s lla, lewvel &

LOL-CZ =250 mmol/l

=50% | LDL-C

Class lla, lewvel &




Table 1. Clinical Features of the Patients in Each of the 9 Countries
Al Patients  United States Canada France Netherdands Spain Brazil Mexico Korea Taiwan

Patients, n 0955 3044 10 51 Q57 Q91 391 B11 Q83 T
Age, ¥ B2+12 G2+12 B3+11 B3+12 B2+11 E1+12 E1+12 58+12 E1=10 B2+12
Women, n (%) 4513 [46) 1407 (46) 3351033 403 (42 8T (40 487 (45) 237 B2 204 (40 497(51) 454 (48)
BMI, ka/m? 2686269 465 208138  IT2=x47 2587=51 28747 28047  286x44 25334 26338
Waist circumference, cm Q68+1658 1006173 1001x158 053185 10M1x202  O61x154 0966116 965132  88.0=x08 BETH145
Known CHO, n (%) 2003 (30 Q28 (30 258 (38 192 (20 241125 140014 12422 186 (30) 5311054 28320
Rizk factors, n %%)

Age =45 y for men, =55 y for women 8830 59) 2677 i58) Q3502 S48 58y S74191) 853 (28 340 (2 403 (81) 91309 B7S 01

Diabetes mellitus 3088 (31) a72 32 200124 212022 31802y 27428 11529 198 (32) 20020 405 (51)

Hypertension B340 (54) 2026 56) B26 (B1) 33 (56) 511153 550 (58) 226 1Y) 404 (BE) B75 (B BO4 (T2

Current smakers 1358 (14) 362 (12 160 {18 137 (14 210422 155 (18) 18 i3 B0 122112 132 (14

Low HOL-C 790 (5 32T 120112 2403 G217 3614 12 i3 4307 B4iG 7918)
Ho. of risk factors 2112 2.3+12 23+12 1612 23+12 17+12 2.1=1.0 1.0+11 2.0=04 2512
Metabolic syndrome, ) 4274 (43) 1405 {46) 51450 31432 51553 416 (4) 145 (27 2680 (44 308021 20 40
Lipid-lowering therapy, (%)

Stating T450(75) 2207 (75) B30 (82 3251034 Tr3ia Ta3(7E) 223 (55 455 (T QGG 9y B3 (83
Other B35 (8 40 &1(8) 170018y G T0iT) a2 ke T 1612 &500)
Dietary counseling, (%) G563 (58) 2178 (74) 0T S14 (55 5451058 Q50 (G 344 @) 534 (50 g(1) 451 (50

Rizk category, (%)
Lo 2066 (21) 595 20 157 (15 34038 133114 374028 82 i21) 163 (27) 111{11) 102 {11)
Muoderate 1958 (20 GE1 22 207 (20 16217 17718y 215421) 100 28 11018 205021) 102 (11)
High/CHD 5930 (50) 1773 (58) BST (B5) 453147 B55 (B2 46 (4) 200 (53 A58 (55) BET (B2 TE2(78)
Lipid measurements, mg/dL
LOL-G 10037 08 =36 0434 113x37 a7 x33 11038 1134 G540 B4x27 a5+31
HOL-C 53x15 5115 4013 G016 52x15 5715 54+14 51£13 50x12 52+14
Mor-HOL-G 130+41 120+42 124+20 140+41 126+25 14640 142+44 13647 111+24 127+35
Trighycerides 152+56 155 =101 15408 13571 14080 13667 14567 180106 130=61 145=T1
Trighycenides'HOL-C 3325 3633 36x34 26x14 32220 2714 3.0=1.9 42+30 31x25 32x21
hs-CRP, mg/L 1.5107-32 1.900042) 1608-34 170855 1610832 17108356 160834 HA 0704014 1.200.7-2.8)
Fasting Blood alucose. minddl 115430 115+4i 115 +22 107+ 31 129 +42 116+ 38 110+ 41 114+5(] 10+ 27 124+4F



Niaspan®/statin therapy is less effective in
patients with metabolic syndrome

0=0.026 Statin + Niaspan® -0 50

0.05 | I Statin
0.044 0.044

0.04

0.03 0.026

0.02

Change in CIMT (mm)

0.01

-0.004

SO Normal glycaemic status Diabetes/Metabolic syndrome

1. Taylor AJ et al. Circulation 2004;110:3512-3517.
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HDL y Transporte Reverso de Colesterol
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TARGELS OF THERAPY

Risk lewvel Primary target; LDL-C Class, level

High =2 mmaolL Class |, level A

CAD, PVD, atherosclerosis ar

Most patients with diabetes =50% | LDL-C
FRS =20% apolB <0.80 gL
RRS =20%

WModerate <2 mmol/L* Claszs lla, level A

FRS 10% to 19% ar
LDL-C =3.5 mmol/L =50% | LDL-C
TC/HDL-C =5.0 apolB <0.80 g/L
hs-CRP =2 mg/L in men

=50 years and women

=80 years of age

Family history and hs-CRP
modulate risk

Lo 250% | LDL-C Class lla, level A
FRS <10%




Prevencion primaria: que es hoy, que sera manana?

Antes de un Evento

Riesgo x Framingham

Tratamiento dirigido a
los FR-CV

Aterosclerosis
Subclinica y marcadores
no evaluados

Nuevos scores de riesgo
Casos especiales, HDL
Regresion en carotidas

Nuevos FRCV

Estudios en mod. riesgo




AIM-HIGH: diseno del estudio _j_AIM-HIGH

T . Simvastatina
Dislipidemia 3-5 yr CV Death
Enf.Vascular mgrfffon:)cra / — gF il
— i i troke
Edad >45 a 50: TGL>149: . S_lm\_/astatlna + ACS
LDL<160) niacina
“_ 2 year enroliment B,
v - e _/
3300 patients from 60 LDL-C target <80
sites (U.S. and Canada mg/dl both groups
(may add ezetimibe
if needed)

Study Start Date: September 2005
Study Completion Date: approximately December 2010

ClinicalTrials.gov Identifier: NCT00120289



HPS 2-THRIVE (Heart Protection Study 2

Treating HDL to Reduce Vascular Events)

— . .
All patients receive Niacina /40mg

either simvastatin 40mg Planned at least 4 years of treatment

or ezetimibe/simvastatin

Patient Population Subjects Primary End Point
mAge 50-80 = 20,000 m Major vascular events
History of MI or cerebrovascular - UPE frzgtnn?;:te Sei?::u(l:gn_
atherosclerotic disease or PAD or ("'750_0)’ _ fatal Ml or?:orona
Diabetes mellitus with any of the Scandinavi death total r;; al
above or with other evidence of a (n=5000) eatn, non-iatal or fata
symptomatic CHD and China S, Cr
(n=7500) revascularisation)

 Study start: January 2007

ClinicalTrials.gov Identifier: NCT00461630 » Expected completion: January 2013




FATS: Familial Atherosclerosis Treatment Study
Resultados eventos a 10-a de seguimiento

25
19,8 18,8 | Usud care
20+ W Triple therapy:
niacin, colestipol,
lovastatin
ﬁ 15-
8
5
0-

Deaths CV Bvents

*P<0.05 Usual Care N =110 Vs Combination N =75
Brown BG et al. Circulation. 1998;98(suppl 1):1-635. Abstr 3341




Coronary Drug Project: Beneficio de
Mortalidad a largo plazo de Niacina

100
90 -
80
70 —
10
50
40 —
Cl0
20 — P =0.0012
10

Niacina

Placebo

Survival (%)

1 1 T T T T 1
O 2 4 6 8 10 12 14 16

Years of follow-up

Canner PL et al. J Am Coll Cardiol 1986;8:1245-1255 source = www.lipidsonline.org




With CHD 45—
event (%)

4S-PBO

== Secondary prevention
= Primary prevention
LIPID-PB

4S-Rx
CARE-PBO

WOS-PBO
LIPID-Rx WOS-Rx

® AFCAPS-PBO

| | | | | |
70 90 110 130 150 170 190 210

LDL-C (mg/dL)




Riesgo Cardiovascular Residual y Estatinas

Eventos Cardiovasculares versus placebo

40 -
M Placebo
30 4 28.0 W Statin

%Pacientes Experimentando
Eventoscoronarios mayores

4S1 LIPID? CARE3 HPS* WOSCOPS> AFCAPS/
TexCAPS®
N 4444 9014 4159 20 536 6595 6605
A LDL-C  -35% -25% -28% -29% -26% -25%
Secundaria Alto riesgo Primaria
1 4S Group. Lancet. 1994;344:1383-1389. 4 HPS Collaborative Group. Lancet. 2002;360:7-22.

2 LIPID Study Group. N Engl J Med. 1998;339:1349-1357. > Shepherd J, et al. N Engl J Med. 1995;333:1301-1307

3 Sacks FM, et al. N Engl J Med. 1996;335:1001-1009. % Downs JR, et al. JAMA. 1998;279:1615-1622.




Riesgo y eventos en los estudios de prevencion 1°
y enfermedad coronaria estable e inestable

16

12+
X
% Unstable angina/non-Q-wave Mi
s g_| (FRISC 1I)
'c
2 Primary prevention (WOSCOPS)
£
84—
o

0) L |

B | | | | | |
0) 2 4 6 8 10 12

Months of follow-up
Wallentin L et al. Lancet 2000;356:9-16.
Juul-Moller S et al. Lancet 1992;340:1421-1425.
Shepherd J et al. N Engl J Med 1995;333:1301-1307.




Cambios en la Placa aterosclerotica
en las imagenes por US-IV

Inicial y Ios de 2 anos de Intervencio

_ EEM
Atheroma = -: “"‘” 31 mmz




Evidencias Post ATP Ill: Como seguimos ?

ATP lll: Riesgo x Nuevos scores de riesgo
Framingham

Tratamiento dirigido a Casos especiales, HDL
todos los FR-CV ?

Aterosclerosis Subclinica Regresion en carotidas
y marcadores ?

Costos, genericos ? Nuevos FRCV




Exposicion a FR-CV: tiempo y consecuencias

Time at measurement

—

I "1 .
100%, arterial stiffness
abnormal




