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Rosuvastatina reduce el C-LDL
hasta un 55%

Variacion del C-LDL
respecto al valor basal (4

70 * 63

*p< 0,001 frente al placebo

Adaptado de Olsson A. Cardiovasc Drug Rev 2002;20:303—-328
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*p<0,002 vs pravastatina 10 mg
tp<0,002 vs atorvastatina 20, 40 y 80 mg, simvastatina 40 mg, pravastatina 20 y 40 mg
$p<0,002 vs atorvastatina 40 y 80 mg, simvastatina 40 mg, pravastatina 40 mg

Jones PH et al. Am J Cardiol 2003; 92: 152—-160



Frecuencia de hipertransaminasemia con
estatinas. Estudio STEL

vastatina (20, AO, 80 mg)
~*~ Fluvastatina (20, 40, 80 mg)

Elevacion de ALT >
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Reduccion en el C-LDL (%)

Elevacién persistente significa >3 x ULN en 2 ocasiones sucesivas
1. Brewer H Am J Cardiol 2003;92(Suppl):23K—29K
2. Davidson M Exp Opin Drug Saf 2004;3 (6):547-557



50-80 afos
Criterios de exclusion:

6 meses sin estatinas

Trasplante renal al menos hace 1
ano

Creatina kinasa >3xULN

ALT >3xULN. TSH >1.56xULN

Fellstrom B et al. Curr Control Trials Cardiovasc Med 2005: 6: 9
Fellstrom BC et al. N Engl J Med 2009: 360; 1395-1407



o Resultados - Endpoint primario

Tiempo estimado hasta evento
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Estatinas en pacientes con enfermedad renal

Mortalidad total Evaritos cardlovascllzras

Study or subcategory Statin Placebo Relative risk g Relat| Study or subcategory Statin Placebo Relative risk Weight Relative risk
n/N n/N (random} (95% C1} (%) (random) (95% C1) n/N n/N (random) (95% CI} (%) (random) (95% CI}
Pre-dialysis patients Pre-dialysis patients
Rayner 1995 0/42 2/45 -—-—-j—— 0.14 0.21 (0.01t0 4.33) 1995 Fried 2001 0/17 1/19 o 0.05 0.37 (0.02 to 8.53) 200
PPP 2004 698/8376 873/8448 34.73  0.81(0.73t00.89) 2004 i
PREVEND IT 2004 6/433 41431 _ 0.80 1.49 (04210 5.25) 2004 HPS 2003 182/646 268/683 - 18.12 0.72 (0.62 to 0.84}  200:
Lemos 2005 3/150 3/160 e e 0.51 1.07 (0.22t05.20) 2005 PPP 2004 1174/8376 1474/8448 | 54.92 0.80 (0.75t0 0.86} 200!
Verma 2005 1/48 1/43 e 0.17 0.90 (0.06 to 13.89) 2005 PREVEND IT 2004 15/433 19/431 ——p— 1.15 0.79 (0.40to 1.53} 200/
Subtotal (95% CI} 9049 9127 ‘ 36.34  0.81 (0.74 to 0.89) Lemos 2005 20/150 44/160 —_— 2.18  0.48(0.30t00.78} 200¢
Total events: 708 (statin), 883 (placebo) Subtotal (95% Cl) 9622 9741 . 76.43 0.75 (0.66 to 0.85)
Test for heterogeneity: 3’=1.79, df=4, P=0.77, I’=0% Total events: 1391 (statin), 1806 (placebo)
Test for overall effect: 2=4.40, P<0.001 Test for heterogeneity: 3°=5.78, df=4, P=0.22, 1’=30.7%
Test for overall effect: z=4.58, P«0.001
Dialysis patients
PERFECT study 1997 0/54 2/53 - - 0.14 0.20 (0.01 to 4.00) 199
Lins 2004 0/23 1/19 _ - 0.13  0.28 (0.011t0 6.45) 200 Dialysis patients
4D trial 2005 297/619 320/636 » 31.57  0.95 (0.85t01.07) 2005 4D trial 2005 205/619 246/636 - 19.33 0.86 (0.74 10 0.99}  200°
Subtotal (95% CI) 696 708 [ 31.84  0.95 (0.85 to 1.06) Subtotal (95% CI} 619 636 L 19.33  0.86(0.74 t0 0.99)
Total events: 297 (statin), 323 (placebo} Total events: 205 (statin), 246 (placebo)
Test for heterogeneity: ’=1.65, df=2, P=0.44, I’=0% Test for heterogeneity: not applicable
Test for overall effect: 2=0.89, P=0.37 Test for overall effect: z=2.05, P=0.04
ransplant patients .
Katznelson 1996 0/24 2/24 —_— 0.14  0.20 (0.01t03.96) 1996 ransplant patients
Holdaas 2001 5/182 2/182 S [ 048  2.50(0.491012.72) 2001 Holdaas 2003 46/1050 66/1052 —- 3.69 0.70 (0.48t0 1.01}  200:
Kasiske 2001 4453 0/52 — = > 015 883(0.49t0160.07) 2001 Subtotal (95% Cl) 1050 1052 1 3.69  0.70 (0.48t0 1.01}
Holdaas 2003 143/1050 138/1052 - 17.03  1.04 (0.84t01.29) 2003 Total events: 46 (statin), 66 (placebo}
Subtotal (95% CI} 1309 1310 B 17.80  1.30 (0.54to0 3.12) Test for heterogeneity: not applicable
Total events: 152 (statin), 142 (placebo} Test for overall effect: z=1.92, P=0.05
Test for heterogeneity: x’=4.37, df=3, P=0.22, ’=31.4%
[IESETOROVErRIISIECE2=0i5% =056 Mixed population (pre-dialysis and dialysis patients)
P ——. Stegmayr 2005 6/70 10/73 _— 0.56  0.63(0.24101.63) 200"
Stegmayr 2005 43/70 47/73 - 14.02  0.95 (0.74t01.23) 2005 Subtotal (95% CI) 70 73 e 0.56 0.63 (0.24 to 1.63}
Subtotal (95% Cl) 70 73 < 14.02  0.95 (0.74 to 1.23) Total events: 6 (statin), 10 (placebo)
Total events: 43 (statin), 47 (placebo) Test for heterogeneity: not applicable
Test for heterogeneity: not applicable Test for overall effect: z=0.96, P=0.34
Test for overall effect: z=0.37, P=0.71
Total (95% ClI) 11 361 11 502 4 100.00 0.78 (0.73 to 0.84)
Total (95% CI) ) 11124 11218 4 100.00 0.92 (0.82 to 1.03) Total events: 1648 (statin), 2128 (placebo}
i::lf::iﬂezri:;zI(:;a‘::i']?g; [jfl:zk,ﬂio.w, (o350 Test for heterogeneity: x?=7.68, df=7, P=0.36, 1’=8.9%
Test for overall effect: z=1.51, P=0.13 0.01 0.1 1 10 100 Test for overall effect: 2=6.72, P<0.001 0.01 0.1 1 10 100
Favours Favours Favours Favours

statin placebo

336:645-651
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JUPITER: Variable principal

\geplgerrizista e incidencia de rmuerte
CV, ictus no rortal, IV no rmortal,
angina inestanle o revascularizacion

arterial . 25gos = 0,56
clrieriel (IC del 95%, 0,46-0,69)

p <0,00001

Rosuvastatina 20 mg

Incidencia
0,04

0,02
\

\ | |
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0,00
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Seguimiento (anos)

Ridker P et al. N Eng J Med 2008;359: 2195-2207



JUPITER

Reduccion LDL y/o PCR

Placebo 7832 1.11 =X
LDL>70mg/dL,hsCRP>1 mg/L 1874 0.95 =
LDL<70mg/dL,hsCRP>1 mg/L 4662 0.56 = P < 0.001
LDL>70mg/dL,hsCRP<1 mg/L 236 0.64 bt :
LDL<70mg/dL,hsCRP<1 mg/L 944 0.24 X ==
0.25 0.5 1.0 2.0 4.0
Rosuvastatina Rosuvastatina
mejor peor

Ridker PM et al. Lancet 2009: 373; 1175-82



Estatinas en la prevencion y tratamiento

de infecciones

Source

Effect size
{95% Cl)

Outcome

% Weight measure

Frevention cohorts

Hackman et al, ** 2006
Gupta et al *3 2007

Almog et al. 45 2007

Van de Garde et al,50 2006
Coleman et al %6 2007
Schlienger et al, 1 2007
Fernandez et al 47 2006
Pooled (/2=82.0%; P<.001)

Treatment cohorts
Majumdar et al,*0 2006
Liappis &t a1, 2001
Almog et al 3 2004
Kruger et al,* 2006
Frost et al, 37 2007
Thomsen et al *3 2006
Mortensen et al, 31 2005
Mortensen et al, %2 2007
Yang et al ¥ 2007
Pooled (/2=76.5%, P<.001)
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0.81 (0.72, 0.91)
0.24 (0.11, 0.51)
0.37 (0.27, 0.51)
0.49 (0.35, 0.69)
0.67 (0.46, 0.98)
0.71 (0.56, 0.90)
0.80 (0.37, 1.74)
0.57 (0.43, 0.75)

1.10 (0.76, 1.60)
0.13 (0.04, 0.40)
0.07 (0.01, 0.50)
0.06 (0.00, 1.34)
0.61 (0.41, 0.91)
0.93 (0.66, 1.31)
0.36 (0.14, 0.92)
0.48 (0.36, 0.64)
0.98 (0.44, 2.17)
0.55 (0.36, 0.83)

0.1 0.25

Btatin Beneficial

0.5 1

Arch Intern Med 2009;169(18):1658-1667
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Esclerosis miultiple Traumatismo craneal

Hemorragia cerebral

JTiciencia cardiaca

Diabetes
Progresién de

Enfermedad enfisema

de Crohn
Densidad 6sea
Enfermedad y fracturas
de Raynaud

Trombosis venosa
profunda

Conectivopatias



0,83 — 10,57

L
72 -0,79 :
0,86 0,78 -0,94 -
. L= I
Otras patologias 0,87 0,86 — 0,89 ® ,
Ingreso por asma/EPOC g7  0,79-0,95 -
R - 1
Infecciones bacterianas 0,91 0,83 — 0,99
"y —
Sangrado digestivo 0,90 0,86 — 0,94 o
T
Cefaleas 0,82  0,78-0,87 *T .
= |
Enf. Transmision sexual 0,93 0,80 — 1,09 Z |
i I =
Test screening 1,17 1,15-1,20 : ®
Examenes oculares 1,08 1,05 -1,12 : ’
Sangre oculta heces 1,21 1,18 — 1,24 : ’
PSA 1,07 1,04-1,10 A
Densitoetria osea 1,10 1,06 — 1,14 : b 2

Mamografia 1,05 1,00 — 1,10 ) ©




ARMYDA-ACS Trial: Study Design

171 pasi‘-'n::.u:. CONISEATSITE! EVACI 61IId ElISIFTEMITIU 05 a COronarogralia enimenosid e s noras:
EStL _Iu JJJ]:.‘-SI-‘ goj r.ln.l.zrm_.l.l.a "'JI‘JJJIJJJ cejg) ,Jl.ls-_UJ COTI 5€! _}Jlrrlmm Medioide30/dias:

—

-de m—-dn aM105,21% mUJar‘—.'s

ALOIVESLAUIE
(ComaaZhipresEEl Az omag

(omaaZhipresEElZoma

Inmediatamenteant [LES PrE= =@l) Mediatarmentean ...:),de-' ~C))
=86 5

1 Qujaiivo 4% Evanigs caredizicos izyoras @ los o diig Muares, AV o r2VEi5culEiiZzicion) o
programasd

2 OLJEUVOSREAINCIEMENTONG ENTIBNCAU BTESIU EXA anONTIICCArG ORI aS el PTOGEUITMIENTON(CKEIV B
HOPONINa= AMIGGIGRINE) AV ariaGIGTESIE EN AN ERUSIAS €] PTOCEUIMIENTOICON FESPECLO A

Valorasals




ARMYDA-ACS Ttrial: Objetivo primario

Eventos CV mayores a los 30 dias

20% -
17%
15% - -
— p=0.01
L
S‘): 10% -
=
%
5% - 5_|
n =86 n =85
0% -
Atorvastatin Placebo

Patti, G. et al. J Am Coll Cardiol 2007:27: 1272-8.

Laltasa de muerte,

IAN o

programada fue
menor en el grupo de
atorvastatina (5%) vs.
placebo (17%)
(p=0,01).

¢ Fundamentalmente se
debidé a una menor

tasa de IAM
periprocedimiento en

Wﬁ

atorvastatina (5% vs.
15%, p=0,04).



ARMYDA-RECAPTURE

Disefno: Eficacia de la recarga de atorvastatina previa a la realizacion de una angioplastia por angina
estable o por SCA sin elevacion del ST, en pacientes ya tratados cronicamente con estatinas.

*Una dosis de 80 mg de atorvastatina
seguida de una dosis
periprocedimiento de 40 mg, reduce
la incidencia de complicaciones
coronarias post-procedimiento en
pacientes ya tratados con estatinas.

% Pacientes

*Los datos recomiendan una
estrategia de recarga rutinaria de
atorvastatina previa la angioplastia en
pacientes ya tratados con estatinas.

Atorvastatina Placebo
(n=177) - (n =175)

DiSciascio G et al. JACC 2009; 54: 558-65.




Cambios en los lipidos en sujetos tratados con
Niacina LP (1g o 2 g) o placebg

arametros lipidicos, 0<0,0071 todas las cormparaciories

[
c I
0
2 Ve
S 10 -
©
.g 15 -
e 20 - M Placebo
X 25 - Niacina-ER 1 g
-30 - Niacina-ER 2g

Niacina-ER: Niacina de liberacién extendida; CT: Colesterol total; c-LDL: Colesterol de proteinas de baja densidad; c-HDL: Colesterol de proteinas
de alta densidad; TG: Triglicéridos; Lp (a): Lipoproteina (a); Apo B: Apoproteina B
Morgan JM, et al. J Cardiovasc Pharmacol Ther 1996;1:195-202



Coronary Drug Project

Aumento Duracion

Pacientes n/Total o
C-HDL % afios Resultados principales

(%)

Estudio Farmacos

15% Reduction*

26°/o Reduction*
24°/o Reduction*

47 % Reduction*

l.l..t

CHD Death/ Nonfatal Ml Stroke/TIA CV Surgery’
Nonfatal Mli

Bl Fiacebo (n=2789) B Niacin (n=1119)

*Total follow-up experience (mean 6-2 yrs)
T5-year incidence
TIA, transient ischemic attack

CDP Research Group. JAMA. 1975;231:360-81.
Singh IM et al. JAMA. 2007;298:786—798

Event rate (%)




Efectos del acido nicotinico sobre la progresion
de la arteriosclerosis carotidea.g RV

[(] 6 months
B 12 months

pBaseline

Nicotinic
Acid

change In carotldwall area (mm 5q.

placebo nicotinic acid

Placebo

Lee JMS et al. J Am Coll Cardiol 2009:54: 1787-94.



ARBITER 6: Niacina vs ezetimibe en la progresion

de la arteriosclerosis carotidesg
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Taylor AJ et al. N Engl J Med 2009; 361: 2113-22.




AIM-HIGH * Aiv-HIGH
Study Overvi

NFMI

] ] Stroke
TGL>149: S_lmvastatln + ACS
LDL<160) Eecpan
B 2 year enrollment e
V S~ ' Tk
35500 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



H PSZ-TH RIVE (Heart Protection Study 2 — Treating HDL to Reduce
Vascular Events)

Does ER niacin/laropiprant 2 g/40mg dai
patients who are receiving | ‘

All patients receive either ER niacin/laropiprant 2 g/40mg
simvastatin 40mg or

ezetimibe/simvastatin 10/40

mg
Patient Population Subjects Primary End Point
Age 50-80 + 20,000 + Major vascular events
! + UK (n=7500), during the scheduled
History of MI or cerebrovascular i :
i Scandinavia treatment period (non-fatal
atherosclerotic disease or PAD or N
. ) ) (n=5000) and MI or coronary death, non-
Diabetes mellitus with any of the above or :
) : : China fatal or fatal stroke, or
with other evidence of symptomatic CHD » .
(n=7500) revascularisation)

 Study start: January 2007
ClinicalTrials.gov Identifier: NCT00461630 » Expected completion: January 2013



Tasas de suspension entre clases de
farmacos para el tra

ses 24 meses
ETEE 68,3 (67,5;69,1) 79,5 (78,7; 80,3) 86,0 (85,2; 86,8)
Niacina LP 55,4 (54,4; 56,3) 68,1 (67,0; 69,1) 74,6 (73,5; 75,6)
Fibratos 39,9 (39,3; 40,5) 53,1 (52,4, 53,9) 61,0 (60,2; 61,8)
Ezetimiba 33,0 (31,3; 34,6) — 2 — 2
Estatinas 28,9 (28,7; 29,2) 39,6 (39,3; 40,0) 46,5 (46,1; 46,9)

Am J Cardiol, Vol. 99, Kamal-Bahl SJ y cols, Discontinuation of lipid modifying drugs among commercially insured United States patients in
recent clinical practice, 530-534, 23



Via de rubefaccion de la niacina:
2 mecanismos in

La niacina se une

Epidermis — «._ ' ) Se produce y libera
8w | 4 PGD,

B "“‘“ 2. Vasos sanguineos
Skin Section - ‘ : : de Ia dermis &’
PGD, se une a DP1

Se produce
vasodilatacion

Las ilustraciones son interpretaciones artisticas.

PGD,=prostaglandina D,; PLA,=fosfolipasa A,; DP1= receptor 1 de prostaglandina D,.
1. Benyd Z vy cols. Mol Pharmacol. 2006;70:1844-1849.

2. Morrow JD y cols. J Invest Dermatol. 1992;98:812—-815.

3. Cheng Ky cols. Proc Natl Acad Sci U S A. 2006;103:6682—6687.



TREDAP

Rubefaccio

Extremo (Puntuacion: 10)

! Severo (Puntuacion: 7-9)
O I Moderado (Puntuacion: 4-6)
_E) B Leve (Puntuacion: 1-3)
o |
®© B Ninguno
o 6N g
S
q-) N
I 40
=
[}
=
o 20 -
a
0)
Placebo NIAC/LAR NIAC
(n = 262) (n=781) (n =529)

Paolini J, et al. Am J Cardiol 2008;101:625- 630



Modificacion farmacologica de las HDL y

BM RESEARCH

Association between change in high density lipoprotein
cholesterol and cardiovascular disease morbidity and
mortality: systematic review and meta-regression analysis

Matthias Briel, senior researcher ,'* lgnacio Ferreira-Gonzalez, senior researcher,® John | You, assistant
professor, Paul | Karanicolas, senior researcher,” Elie A Akl assistant professor,® Ping Wu, research
associate,” Boris Blechacz, instructor in medicine,® Dirk Bassler, senior researcher,” Xinge Wei, physician,’
Asheer Sharman, physician,® Irene Whitt, physician,® Suzana Alves da Silva, senior researcher, ¥

Zahira Khalid, physician,® Alain ) Nordmann, senior researcher,? Qi Zhou, statistician,’ Stephen D Walter,
professor,! Noah Vale, junior researcher,’ Neera Bhatnagar, librarian,! Christopher O'Regan, research
associate," Edward | Mills, assistant professor,? Heiner C Bucher, professor,? Victor M Montari, associate
professor,” Gordon H Guyatt, professor’®

Briel M et al. BMJ 2009: 338; b92.




Modificacion farmacologica de las HDL y
riesgo de eventos en
Framinghe

ORIGINAL INVESTIGATION

Evaluating the Incremental Benefits of Raising
High-Density Lipoprotein Cholesterol Levels
During Lipid Therapy After Adjustment

for the Reductions in Other Blood Lipid Levels

Steven A. Grover, MD, MPA; Mohammed Kaouache, MSc; Lawrence Joseph, PhD,
Philip Barter, MD, PhD; Jean Davignon, MD, M5c

Grover SA et al. Arch Intern Med 2009;169: 1775-80.



Inhibidores de la CETP

Dalcetrapib Torcetrapib Anacetrapib

L|p0f|I|C|dad cLogP ~7 cLogP ~9 cLogP ~9



Los cambios en el K* y HCO3- (Actlvacmn del SRAA)
predijeron los efectos adversos en e |

Muertes por cambios en el potasig

Descenso en el potasio sérico

S Viedia
(<0 1 mmol/L) N/Ca

>0,1 mmol/L)
Poblacién 3709 3629 195
Muertes (%) 54 (1,5) 35 (1,0) 4(2,1)

Aumento del bicarbonato sérico
Aumento >Media Aumento sMedia

(>0,7 mmol/L) (<0,7 mmol/L) N/C
Poblacién 3669 3695 169
Muertes (%) 54 (1,5) 35 (0,9) 4 (2,4)

aN/C=No clasificados por ausencia de valores analiticos
Barter et al. N Engl J Med. 2007;357:2109-2122.



Ensayo ILLUMINATE::

Menor tasa de eventos en los pacientes que alcanzargr
HDL en el grupo de torcetrapib?

mayores de

IAM no fatal o m

0,00

<60 60-70 71-80 81-93 >93
Quintiles de C-HDL (mg/dL) en el mes 3

2Ajustado para edad, sexo y c-HDI basal.
Barter et al. American Heart Association Scientific Sessions. Nov 4-7, 2007; Orlando, Florida.



Inhibidores de la CETP

Dalcetrapib Torcetrapib Anacetrapib

L|p0f|I|C|dad cLogP ~7 cLogP ~9 cLogP ~9



--Placebo -®-Anacetrapibiomg =-#=Anacetrapib4omg

=¢Anacetrapib150 mg=¥=Anacetrapib3o0o0mg

155

135
]
% 115 //
U 95
W
> 55 / /.—&
L))
Y // x x— —
£ 35

15

-5

0 p] 4 6 8

Semanasde tratamiento

Bloomfield D et al. Am Heart J. 2009;157:352-360



Dalcetrapib

Actividad CETP

40 - Semana Semana Semana Semana Lavado
0 1 2 4
placebo dalcetrapib dalcetrapib — — — dalcetrapib
N=50 300 mg 600 mg 900 mg
N=48 N=48 N=52

Dalcetrapib 600 mg es la dosis utilizada en estudios en

fase Il
Grooth et al. Circulation. 2002;105:2159-2165.



dal-HEART Program
dalcetrapitk aluation, Athe

dal-OUTCOMES dal-VESSEL dal-PLAQUE
A double-blind, A double-blind, A double-blind,
randomized, placebo- randomized, placebo- randomized, placebo-
controlled study in controlled study in 450 controlled study in 100
15,600 patients recently patients with CHD or patients with CHD
hospitalized for ACS CHD risk equivalent

To evaluate the effect of

To evaluate the effect of To evaluate the effect of B dalcetrapib on plaque

dalcetrapib on CV dalcetrapib on size and burden,

outcomes endothelial function, measured by PET/CT
measured by FMD and MRI




