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Agenda

* Son adecuadas las guias actuales de
tratamiento?

* Cémo identificar al paciente en riesgo?
— Prevencidn primaria y secundaria

— Poblaciones especiales

¢ Otros hipolipemiantes
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* ATP Ill desde el 2003

* Mucha evidencia cientifica posterior
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Coémo ha sido disefiado los estudios
hasta ahora?

Criterios de inclusion y exclusion

Disefio del estudio

Ramas de intervencién

Titulacién de dosis?
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TNT Trial

10,003 patients with stable coronary heart disease
Age 35-75 years, LDL between 130 and 250 mg/dL, triglyceride < 600 mg/dL
19% female, mean age 60.3 years
All received atorvastatin 10 mg during 8 week open-label run-in period

/\

Atorvastatin 80 mg Atorvastatin 10 mg
n=4,995 n=5,006

Primary Endpoint: Major cardiovascular event defined as coronary
heart death (CHD) , nonfatal M, resuscitated cardiac arrest, and fatal or
nonfatal stroke at a mean follow-up of 4.9 years.

Secondary Endpoint: Major coronary events, cerebrovascular
events, hospitalization for congestive heart failure (CHF), all-cause
mortality, peripheral artery disease, any cardiovascular event, any

coronary event
FndabiChen.co Presented at ACC 2005

PREVENCION SECUNDARIA
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PROVE IT

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

Median LDL-C (Q1, Q3)

95 (79, 113)

62 (50, 79)

Atorvastatin 80mg

P<0.001

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

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

PROVE IT

: All-Cause Death or Major CV Events
Y E in All Randomized Subjects

30

Pravastatin 40mg
25 (26.3%)

20

Atorvastatin 80mg
(22.4%)

9 12 15 18 21 24 27
Months of Follow-up

PROVE IT

" Primary Endpoint Over Time

Events Rates
RR  Atorva80 Prava
4

30 Days
17% 1.9%

90 Days
18% 6.3%

180 Days
14% 12.2%

14.1%
:nd of Follow-up —B—

16%  22.4%*
0.5 0.75 1.0 1.25 26.3%*
Atorvastdiin 80mg Better Pravastatin 40mg Better *2-year event rates




PROVE TIT

. Reductions in Major Cardiac
Endpoints

2 Year Event

TRR  Atorva80 Prava
II-Cause Mortality 4
CHD Death 28%
Mi

Death or MI

30%
13%
18%
10.0%

Revasc >30d
UA Req Hosp ——

eath/MI/Urg.Revasc —— 14% 16.3% 18.8%

29% 3.8% 5.1%
0.5 0.75 1.0 1.25 1.5
o
Atorvastatin 80 mg Better Pravastatin 40 m@Bétter

12.9%

PROVE TIT

: All-Cause Death, Non-Fatal MI, or
- Urgent Revascularization

Pravastatin 40mg

Atorvastatin 80mg
12.9%

25% RR
P =0.0004

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

TNT Trial: Primary endpoint

Primary Composite of CHD death,
nonfatal MI, resuscitated cardiac
arrest, and fatal or nonfatal stroke « The primary composite
Hazard Ratio [HR]=0.78 endpoint of CHD death,
p<0.001 nonfatal MI, resuscitated
10,9% cardiac arrest, and fatal or
nonfatal stroke was lower in
the high-dose atorvastatin
80 mg group at a mean
follow-up of 4.9 years.

1 High-dose Low-dose

cal trial results
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TNT Trial: Primary Endpoint

The individual components of the primary endpoint were also lower or
tended to be lower in the high-dose group compared to the low-dose
group with the exception of resuscitation after cardiac arrest, which was
the equal in both groups.

CHD death Nonfatal MI Resuscitation Stroke
after cardiac.
arrest

1 High-dose Low-Dose

m Clinical trial results.qrg Presented at ACC 2005

TNT Trial: Secondary Endpoint

The components of the secondary endpoint that were lower in the high-
dose group included: major coronary events, cerebrovascular events,
and hospitalization for CHF. All-cause mortality and peripheral artery
disease were equivalent in both high and low dose groups.

Major Coronary
Event
e All-cause  Peripheral Artery
p=0.002,, Cerebrovascular Mortality Disease
Events 076
K =0.92 p=0.
G p=0.007 2

5% 56% s5%  56%

1 High-dose Low-Dose

m Clinical trial results.qrg Presented at ACC 2005

SINDROME CORONARIO AGUDO
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MIRACL: Primary Efficacy Measure

N
o

Relative risk = Placeb
0.84 o}
p = 0.048

Time to first occurrence of:
Death (any cause)
Nonfatal MI
Resuscitated cardiac arrest
Worsening angina with new objective
evidence requiring urgent
rehospitalization L

0 4 8 1 1

Time Since Randomization %Neeks) 6
Schwartz GG et al. JAMA
2001;285:1711-1718.
©2001, American Medical Association.

Cumulative Incidence (%)

MIRACL: Worsening Angina with New
Objective Evidence of Ischemia
Requiring Urgent Rehospitalization

Placeb

Atorvastati
n

Relative risk =
0.74
p = 0.02
L L
8 1
Time Since Randomization dweeks)

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

Cumulative Incidence

PREVENCION PRIMARIA
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Estudios principales

Férmaco Poblacién Aiios de Reducciéndel  Reduccion de
seguimiento punto final mortalidad total
primario
AFCAPS/ Lovastatina Hombres45-74 5.2 afios 37%en IAM fatal No diferencia en
TEXCAPS 20-40mg afios onofatal, Ao mortalidad total
Mujeres 55-73 muerte stbica
LDL 130-190 mg/ cardiaca
di
WOSCOPS Pravastatina 40 Hombres 4564 4.9 afios 31%enlAMno  22% p=0.051
mg afios fatal y muerte
LDL >155 mg/dl por EAC
ASCOT Atorvastatina 10 Hombresy 33afios 36% IAM no fatal  13% NS p=0.14
mujeres 40-79 y EAC fatal
afios, HTA, CT
<250 mg/dl, mas
3 factores
adicionales
1. Downs JR. JAMA. 1998;279(20):1615-1622. 2.5hepherd J. N Engl J Med. 1995;333(20):1301-7

3. Sever PS. Lancet. 2003;361:1149-1158 T

JUPITER
Why Consider Statins for Low LDL, high hsCRP Patients? JUPITER

AFCAPS/TexCAPS Low LDL Subgroups

Low LDL, Low hsCRP

Low LDL, High hsCRP ——l———

05 L 20

Statin Effective Statin Not Effective

However, while intriguing and of potential public health importance, the
observation in AFCAPS/TexCAPS that statin therapy might be effective among
those with elevated hsCRP but low cholesterol was made ona

post hoc basis. Thus, a large-scale randomized trial of statin therapy was needed
to directly test this hypotheses.

Ridker et al, New Engl J Med 2001;344:1959-65

JUPITER

Inclusion and Exclusion Criteria, Study Flow JUPITER

89,890 Screened "
Reason for Exclusion

LDL > 130 mgidL.

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

hsCRP <2.0 mgiL
Withdrew Consent
Diabetes.
Hypothyroid

Liver Disease

TG > 500 mgidL
Age out of range

Current Use of HRT
Cancer <
17,802 Randomized Poor Compliance/Other 3

8,901 Assigned to 8,901 Assigned to
Rosuvastatin 20 mg Placebo

8,857 Completed Study | 8,864 Completed Study
44 Lost to follow-up 37 Lost to follow-up

8,901 Included in Efficacy | 8,901 Included in Efficacy
and Safety Analyses \d Safety Analys
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JUPITER
Baseline Blood Levels (median, interquartile range) JUPITER

Rosuvastatin Placebo
(N =8901) (n = 8901)

hsCRP, mg/L. 42 (28-7.1) 43 (28-7.2)

LDL, mgfdL 108 (94 - 119) 108 (94 -119)

HDL, mg/dL 49  (40-60) 49 (40 -60)

Triglycerides, mg/L 118 (85 - 169) 118 (86 - 169)

Total Cholesterol, mg/dL 186 (168 - 200) (169 - 199)

Glucose, mg/dL 94 (87-102) (88 - 102)

HbA1c, % 57 (5.4-5.9) .7 (5.5-5.9)

EndoDIC o
All values are median (interquartile range). [ Mean LDL = 104 mg/dL ]

JUPITER
Effects of rosuvastatin 20 mg on LDL, HDL, TG, and hsCRP

IS

N

LDL (mg/dL)
HDL (mg/dL)
@

HDL increase 4 percent at 12 months

2
8

N 5288308
853888

hsCRP (mg/L,
TG (mg/dL)

24 PaIChen e
Months Months

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

Placebo 251 / 8901

g
8
o

2

Number at Risk Eellcwplvears)
Rosuvastatin 8,901 8631 198 1353 9w 544
Placebo 8901 8621 193 1333 95 534




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

Placebo 251 / 8901

Rosuvastatin 142 / 8901

2
Number at Risk Eellcwplvears)
Rosuvastatin 8901 8631 8412 650 3893 B 544
Placebo 8901 8621 8353 6508 3872 193 534

JUPITER
Primary Trial

HR 0.56, 95% CI 0.46-0.69
P < 0.00001

Number Needed to Treat (NNT,

H
s
£
°

Rosuvastatin 142 / 8901

2
Number at Risk Eellcwplvears)
Rosuvastatin 8901 8631 8412 G50 3893 1958 544
Placebo 8901 8621 8353 6508 3872 193 534

JUPITER
Dual Target Analysis: LDLC<70 mg/dL, hsCRP<1 mg/L i
Ll

LDL > 70 mg/dL
and/or
hsCRP > 1 mg/L.
HR 0.59 (0.46-0.75)

Cumulative Incidence

LDL <70 mg/dL

and
hsCRP <1 mg/L
HR 0.21 (0.08-0.51)

2
Number at Risk. Follow-up (years) P < 0.0001

Rosuvastatin 7699 7,678 6040 3608 18 154 95
Placebo 2 7806 7777 6m4 3656 1863 1263 905

03/06/13




JUPITER Glynn et al NEJM 2009
Total Venous Thromboembolism 2 R

HR 0.57, 95%CI 0.37-0.86
P=0.007

Placebo 60 /8901

o
o}
£
o}

3
S
=
o

3
=]

8
S
E

=

o

Rosuvastatin 34 / 8901

o 1 2 El 4

8901 8648 8447 6575 3 1376 1003 548 161
890 862 B4y 6574 2 1381 993 556

03/06/13

TERAPIA FARMACOLOGICA EN
PACIENTES DE BAJO RIESGO

EndoDrChen.com

Metanalisis CTT: eventos coronarios

Major coronary event '
<5% 50(011)  88(019) —— 057(036-089)
25%to <10% 76(050) 435(079) —e—1I 061(050-074)
210% to <20% 1644(129) 1973 (157) - 077(069-085) y=566
220%to <30% 1789(1:93)  2282(249) E = 077(071-083)  (p=002)
230% 1471(373) 1887 (4-86) -i- 078(072-084)
Overall 5230(145) 6665 (1-87) % 076 (073-079)

i P<0-0001

EndoDrChen.corCTT, Lancet. 2012;May 17. Online.
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Any stroke
<5%

25%to <10%
210% to <20%
220% to <30%
230%

Overall

71(016)
190 (034)
797 (062)
781(084)
571(1-45)

2410(0-67) 2798 (078)

Ictus

90 (0-20) 074
240 (0-43) 077 (0:60-0-98)
907 (071) o 086(075-098) =103
900 (0-97) —- 086(075-097) (p=03)
661(1-68) om 086 (075-0-99)
0-85(0-80-0-89)
P<0-0001

EndobrChen.conCTT. Lancet. 2012;May 17. Online.

03/06/13

Revascularizacion coronaria

Coronary revascularisation

<5%
25%to <10%
210% to <20%
220%to <30%
230%

Overall

73(016)
224 (0-40)
1706 (1:36)
2206 (2-46)
1260 328)
5469 (1-55)

135(030) e—d
342(062) —=—t
2061 (1-67) —-—
2717 (3-08) E N
1655 (4-40) -

6910 (1:98) &>

052 (035-075)
063 (0:51-0.79)
075(0-67-0-83) x=4-93
079(073-0-86) (p=003)
076 (069-0-83)
076 (0.73-079)

P<0-0001

EndobrChen.corCTT. Lancet. 2012;May 17. Online.

Eventos vasculares mayores

Majorvascular event
<5%

25% to<10%
210% to <20%
220% to <30%

230%

Overall

167 (038)
604 (110)
3614 (2-96)
4108 (474)
2787 (7-64)
11280 (3-27)

—M- 9% limits <[> 95% limits

254(056) ——e—t
847 (1:57) +
4195 (3:50) E 3
4919 (5-80) -
3458 (9-82) .
13673 (4-04) 0
050 075

Statin/more better

0.62 (0-47-0-81)
0-69 (0-60-079)
079 (074-085)  Xi=429
081(077-0-86) (p=0-04)
079 (074-0-84)
079 (077-0-81)

P<0-0001

1 125 150
Control/less better

EndoDiChen corCTT, Lancet. 2012;May 17. Online.
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Muerte vascular

Any vascular death

Participants without vascular disease

2-146
(p=02)

<5% 31(007) 40(0-09) 8 )
:5%to<10% 117 (024) 153(032) 075 (0.55-1-04)
210%to<20% 307 (087) 342(0-96) 084 (067-105) ©
220%to<30% 164 (232) 168 (2:34) 097 (072-1-32)
230% 93(521) 98 (5:84) 088 (059-1:33)
Subtotal 712(053)  801(0-59) <= 085 (0:77-0-95)
p=0-004

EndoDiChen corCTT, Lancet. 2012;May 17. Online.

03/06/13

Vasadardeaths avaded per 1000

LDL cholesterol reduction (mmol/L)
with st ent

vascular
event

EndoDiChen corCTT, Lancet. 2012;May 17. Online.

SITUACIONES ESPECIALES:
DIABETES

EndoDrChen.cos
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: Riesgo acumulado para punto final

Riesgo relativo -37% (95% Cl: -52, -17)
P=0.001

Riesgo acumulado (%)

Placebo 1410
Atorva 1428

SIMVASTATIN: MAJOR VASCULAR EVENTS by YEAR
in DIABETIC PATIENTS

Logrank p<0.00001

SIMVASTATIN

People suffering events (%

Afios de seguimiento

Beneficio/1000(SE) -1(6) 13(8) 34(9) 47(10) 51(15)

HPS Collaborative Group. Lancet.

primario

Placebo
127 eventos

Atorvastatina
83 eventos

58(48)

2003;361:2005

03/06/13

ESTATINAS EN PREOPERATORIO

EndoDrChen.com
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Antecedentes

En 1000 pacientes sometidos a cirugia
vascular, sélo 8% tenia coronarias normales
en angiografia

Cambios que se producen en perioperatorio
— Liberacién de catecolaminas

— Cambios hemodinamicos

— Inflamacién
— Vasoespasmo
— Activacion plaquetaria

Fndobrthsehguten O. N Engl ) Med. 2009;361:980

DECREASE III risk index

AGE —_ ___ POINTS
< 40 years 0

41 -50 5

51 -60 10

61-70 15

71 -80 20

> 80 25

GENDER —___ POINTS
Female 0

Male 1

TYPE OF SURGERY 3 0 POINTS
Vascular 30

PROCEDURE —____ POINTS
Endovascular 0

Open 5

CLINCAL RISK FACTORS —___ POINTS
CAD 2

Renal Failure 2

DM 5

Hypertension 5

Heart failure 1

ToTAL EndoDrChen.col —_ __ POINTS

DECREASE Il
Fluvastatin Placebo
Characteristic (N=250) (N=247)
Demographic Characteristics
Age —yr 66.0+10.5 65.8+11.5
Male sex — no. (%) 194 (77.6) 178 (72.1)
Risk factors
Myocardial infarction — no. (%) 73 (29.2) 66 (26.7)
Angina pectoris — no. (%) 52 (20.8) 59 (23.9)
Congestive heart failure — no. (%) 13 (5.2) 19 (7.7)
Diabetes mellitus — no. (%) 55 (22.0) 42 (17.0)
Stroke or TIA— no. (%) 75 (30.0) 66 (26.7)
Renal insufficiency — no. (%) 23 (9.2) 31 (12.6)
Hypertension — no. (%) 142 (56.8) 143 (57.9)
COPD — no. (%) 74 (29.6) 71 (28.7)
Fndobrthsehguten O. N Engl ) Med. 2009;361:980

14



DECREASE Il

Surgery

Carotid artery — no. (%)
Abdominal aortic — no. (%)
Open — no. (%)
Endovascular— no. (%)

Lower-limb arterial — no. (%)

37 (14.8) 32 (13.0)
121 (48.4) 115 (46.6)
58 (23.2) 54 (21.9)
63 (25.2) 61 (24.7)
92 (36.8) 100 (40.5)

03/06/13

Fndobrthsehguten O. N Engl ) Med. 2009;361:980

Perioperative Myocardial Ischemia
1

Isquemia miocardica

Myocardial Ischeia (%)
g

204 P-0.01

7 1 2 E)
Days after Surgery

Endobrthsehguten O. N Engl ) Med. 2009;361:980

DECREASE Il

Perioperative Death from Cardiovascular Causes or Nonfatal Myocardial Infarction

1004

Cardiovascular Death or Myocardial Infarction (%)

. U53%
o NNT 19

Placsbo

Fluvastatin

7 T 2 E)
Days after Surgery

Fndobrthsehguten O. N Engl ) Med. 2009;361:980

15



DECREASE Il

* 40% basal tenian LDL menor a 116 mg/dI

* Resultados se lograron con una reduccion de
21% LDL

* Sin cambios en HDL o triglicéridos
* Reduccion 21% hsPCR

EndoDrChen.cor

03/06/13

EFECTO SUMATORIO A EJERCICIO

EndoDrChen.cor

Interaccidn entre estatina y condicidn fisica

12 [ <50 MET
3 5170 MET
171-90MET
CI1-90MET

Entire cohort i Patients not

EndoDrChen.cor

Fokkinos PF. Lancet. 2012. Online nov 28.
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Interaccidn entre condicién fisica y estatina

Deaths  UnadjustedHR  Age-adjustedHR Fullyadjusted  pvaluet
HR*

n; %)
Least fit, statins 380(37%) 1 1 1
(n=1060)
Least fit, nostatins 531(52%) 122(107-139) 122(1:07-138) 135(117-154) <00001
(n=1024)
Moderately fit, statins 320 (21%) 057 (0-49-0-66) 064 (056-075) 065(0-56-075) <0-0001
(n=1573)
Moderately fit, no 397 (34%) 081(070-093) 0-89(077-102) 102(0-88-112) 081

statins (n=1154)
Fit, statins (n=1705) 173(10%) 028(023-033) 040(033-048) 041(034-0.49) <0.0001
Fit, nostatins (n=1335)  270(20%) 050 (0-43-058) 0.69(0.59-081) 081(069-0.96) 001

Highly fit, statins 39(6%) 016(012-022) 027(019-038) 030(021-0-41) <0-0001
(n=694)

Highly fit, no statins 190(13%) 027(022-032) 0-42(035-051) 053(0-44-065) <0-0001
(n=1498)

Fokkinos PF. Lancet. 2012. Online nov 28.

DURACION DE TRATAMIENTO

SIMVASTATIN: MAJOR VASCULAR EVENT by YEAR

PLACEBO

SIMVASTATIN

@2
=
o
>
®
o
e
=
ESS
5
@
2
=
o
)
a

2 3
Years of follow-up

Benefit/1000 (SE):  5(3) 20(4) 35(5) 46(5) 54(7) 60(18)

17
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JUPITER
Secondary Endpoint — All Cause Mortality

HR 0.80, 95%Cl 0.67-0.97
P=0.02

Placebo 247 / 8901

Rosuvastatin 198 / 8901

4

1192 68 21
119 664 26

Adherencia a estatinas i
eventos cardiovasculares

1,24
122
1,06 1,09 q
i ! 23 I 097
0,83 0,82 <20%
08 074 w2039%
06 40-59%
= 60-79%
04 >80%
02
0
ler afo Después ler afio

Perreault S. Am J Med. 2009;122:647-65!

DIFERENCIAS FARMACOCINETICAS
Y EVENTOS ADVERSOS

18



Diferencias farmacocinéticas

03/06/13

Atorvasta- Simvastatina Rosuvas-
tina tatina
12% <5% 20%
<2% 13% 10%
98% 60% 90%

>90% 95% 88%

CYP3A4 CYP3A4 CYP2C9

Lipofilico Lipofilico Hidrofilico

EndoDrChen.cor

Evento de ALT >3XULN (%)

Seguridad de Rosuvastatina;
Efectos en el Higado - Beneficio: Riesgo
ALT >3 x ULN: Frecuencia por la reduccién del c-LDL

Rosuvastatina (5, 10, 20, 40 mg)

~*= Atorvastatina (10, 20, 40, 80 mg)
Simvastatina (40, 80 mg)
Lovastatina (20, 40, 80 mg)
Fluvastatina (20, 40, 80 mg)

—

30 a0 50 60

Reduccién del c-LDL (%)

La elevacion persistente es la elevacion a >3 x ULN en 2 ocasiones sucesivas
1. Brewer H AmJ Cardiol 2003;92(5uppl):23K-29K
2. Davidson M Exp Opin Drug Saf 20043 (6)547-557

Evento de CK >10 x ULN (%)

Seguridad de Rosuvastatina;

Efectos en los Musculos - Beneficio: Riesgo
CK >10 x ULN: Frecuencia por la reduccién c-LDL
Rosuvastatina (5, 10, 20, 40 mg)
—4— Atorvastatina (10, 20, 40, 80 mg)
Simvastatina (40, 80 mg)
—k— Pravastatina (20, 40 mg)
~®— Cerivastatina (0.2, 0.3, 0.4, 0.8 mg)

30 a0 50 60 70

Reduccién del c-LDL (%)

LBrewer H Am J Cardiol 2003:92(Suppl):23K-23K
2.Davidson M Exp Opin Drug Saf 2004;3 (6):547-557

19



Estatinas y riesgo de DM

n sutn Placeboor control OR(9S%C)  Welght(%)
Bents Wt fents Rawe
ASCOT-LA? 772 154 ug B4 105 7a7%
Hest w3 B 92 B0 = Bow
JupITER: 782 7o 160 216 18 4w 1saosisy um
WOSCOPS® sw4 75 52 @ 65 079(058110)  424%
upip® 6997 126 60 13 66 0810071171)  653%
CoRONAY 334 00 09 88 85 114084155 465%
PROSPER" sz 165 205 17 158 = 1p@o16n) 6%
MEGA™ 6036 m2 108 164 101 107(086-135)  Ba3%
AFCAPSITEXCAPS™ 6 72 45 74 46 7 376%
45 20 198 w3 1 168 888%
ALLHATS 6037 238 164 M 144 115095141 1023%
GIsSIHPE ws »s w8 w5 ma 110(089-135)  950%
GlsSi PREVS us0 96 7S 105 06 7. 494%
Overall (=11:2% [95% C10.0-502%]) 109(102-117)  100%
o5 10 20
EndoDrChen.cos

Sattar N. Lancet. 2010;375:735

03/06/13

Dosis de estatina

Cases/Total, No. %)

Itensive Moderate
Incident Disbates Dose Dose OR (95% CI)
PROVE IT-TIM 22,7 2004 1011707 69 168869 101076134 —
AtoZ,7 2004 65/1768(3.7) 471736 2.7) 137 094-201)
TN © 2005 4183798 (11.0) 358/2797 (0.4) 119(1.02-138)
IDEAL,'6 2005 24002737 (6.4) 2003724 (66 115 0.95-1.40)
SEARGHS 2010 62515398 (11.6) 5687/5699 (10.9) 1.07(095-121) -
112 (1.04-122) —
Hetemgenalty: =0%; P=.60 o B 2o
Odds Ratio (95% CI)
EndoDrChen.cos

Preiss D. JAMA. 2011;305:2556

JUPITER

* Factores de riesgo:
— Sindrome metabdlico
—IMC > 30 kg/m2
— Alteracién de glicemia en ayunas
— Hbalc>6%
* Uso de rosuvastatina

— Aceleré el desarrollo de DM por 5.4 semanas

EndoDrChen.cos

Ridker P. Lancet. 2012;380:565

20



En pacientes que desarrollaron
DM, el beneficio en reduccion de
eventos CV fue similar

03/06/13

No major diabetesiskfactors (1-6095) One ormore mijor diabetes i fators (n-11508)
Roswasatn_Plasbo A HR(95%Q) e Roswastain  Pacbo A HR(5%Q) pvalve
‘Primary endpoint 44(069)  91(145) 47 048(033068) 00001  96(080)  15/(13) 61  061(047-079) 00001
Primary endpoint, any death 18185  V4Q7) 56 067(053085) 00007  175(146)  262Q18) &7  067(055-081) 00001
Pimayendpoint VIE anydeath  122(192)  187299) 65 064(0SLO8I) 00001 106(164) 28941 93  068(05-081) 00001
M stroke,any death 99055 Q3 48 060085 002  I1HAL)  2026) 63 069056086 00006
Any death 89(132) 113(169) -24  078(059-103) 008 109(085) 132002 23 083(064107) 015
Dishetes OB RO 0 09004220 09 BBEIL) 0416 54 1280745 001
eventos CV o muerte con 0
casos nuevos de DM
Ridker P. Lancet. 2012;380:565
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Perfil de lipidos de estos 30 Placebo
pacientes: INCE
000
Colesterol total 269 266
201
HDL47 - 51
LDL 189 - 173
Triglicéridos 175 > 115
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VAHIT

g Placebo
T
2
£
Perfil de lipidos de estos Gemfibrozil
pacientes: 10
Colesterol total 177 170
5
HDL32 - 34
LDL 113 - 113
- 1 2 3 . 5 6
Triglicéridos 166 - 113
Year
No a7k
Plcsbo 1267 120 M 100 s e 4
Gemfircdl 1264 1201 128 1087 w005 76 a8

Figure 2. Kaplan-Meior Estimates of the Incidanca of Death from Coronary Haart Dissass and Nonfatal
Myocardial Infarction in the Gemfibrozil and Placebo Groups,
The relative risk reduction was 22 percent (P=0.008), as derived from a Cox model.
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FIELD: Primary Endpoint

CHD death or nonfatal Ml at 5 year follow-up
(% of treatment arm)

P=0.01
P02 4,2% CHD death was not
4% e significantly different
3,2% between treatment
groups
2,2%
9 Nonfatal Ml was
2% - 1,9% L f
significantly lower in
the fenofibrate group
compared with the
0% 1 placebo group.
CHD Death Non-fatal MI
u Fenofibrate ® Placebo
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AHA 2005

ACCORD-lipidos

A Primary Outcome

100
s
£ s
H Fenofibrate
@ g0
.'§ o
: 0123456738
2
o
2
2
I
Years
No. at Risk
Fenofibrate 2765 2644 2565 2485 1981 1160 412 249 137
Placebo 2753 2634 2528 2442 1979 1161 395 245 131
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OTROS HIPOLIPEMIANTES
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ACIDO NICOTINICO
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AIM-HIGH

PR
5
gg 40
58
o £
¥35 30
gz
§ E 2] Niacin plus statin
- P=0.79 by log-rank test
1; % 10 Placebo plus statin
5
v
T T T r T T T
1 2 3 4
Years
No. at Risk
Placebo plus statin 1696 1581 1381 910 436
Niacin plus statin 1718 1606 1366 903 428
EndoDrChen.co

The AIM-HIGH Investigators. N EnglJ Med. 2011.
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Merck Announces HPS2-THRIVE Study of TREDAPTIVE™ (Extended Release
Niacin/L. i Did Not Achi Primary i

WHITEHOUSE STATION, N.J., December 20, 2012 — Merck (NYSE:MRK), known outside the
United States and Canada as MSD, today announced that the HPS2-THRIVE (Heart Protection
Study 2-Treatment of HDL to Reduce the Incidence of Vascular Events) study of

TREDAPTIVE™ release niaci iprant) did not meet its primary endpoint. Merck
and the investigators are informing regulatory agencies of these results. The company is also
preparing communications to health care providers in countries where the medicine is currently
available, and will continue to work with regulators to provide updated information to health care
providers. Based on the current understanding of these new data and until further analyses can be
completed, Merck is recommending that providers not start new patients on TREDAPTIVE. Merck
does not plan to seek regulatory approval for the medicine in the United States.

HPS2-THRIVE was independently conducted by the Clinical Trial Service Unit at Oxford
University and funded by Merck. The study enrolled 25,673 patients considered to be at high
risk for cardiovascular events. Of those enrolled, 14,741 were from Europe (the United Kingdom
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Skin and gastrointestinal reasons for stopping
study treatment after 3.4 years
ERN/LRPT Placebo
12838 12835
Any skin 659 (5.1%) 151 (1.2%)
Flushing 98 13
Pruritus 413 85
Rash 124 44
Other skin 24 9
Any gastrointestinal 465 (3.6%) 200 (1.6%)
Upper gastrointestinal 216 94
Lower gastrointestinal 190 66

9
Seer e THRIV

Myopathy by study treatment and
by region after 3.4 years
ERN/LRPT  Placebo
12838 12835 Risk ratio
China 62 10
(1.13%) (0.18%)
Europe 7 2
(0.09%) (0.03%)
All cases 69 12 5.8(3.1-10.7)
(0.54%) (0.09%)
Rhabdomyolysis 7 3
(0.05%) (0.02%)

Two-thirds of myopathy cases %9,
presented within the first year 11‘4'2
OXFORD

THRIV]
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Effect of ERN/LRPT on liver safety after 3.4 years

ERN/LRPT Placebo
(12838) (12835)
Number with ALT:
Consecutive >3x ULN 81 (0.6%) 31 (0.2%)
Any >3x ULN 286 (2.2%) 119 (0.9%)
>10x ULN 42 (0.3%) 22 (0.2%)
>3x ULN + bilirubin 22x ULN 15 (0.1%) 18 (0.1%)

Presumed drug-related hepatitis 4 (0.031%) 2 (0.016%)

W
EndobrChen.con
OXFORD THRIVE

Algunas consideraciones

* HPS-2 y AIM-HIGH son terapia combinada de
niacina con estatinas

— Por lo tanto no aplica al contexto de pacientes
que son intolerantes a estatinas

* Niacina en monoterapia: Coronary Drug
Project

EndoDrChen.con

Coronary Drug Project

m 1966-1975, men with  Event Rate (%)
prior MI
m 5 lipid-influencing drugs M Placebo
- Estrogen (2 arms), B Niacin
dextrothyroxine,
clofibrate, niacin
1 g TID (n=1119)

- Niacin: TC | 10%,
TG | 27%
m 6 years: reduction in MI
- Only in niacin group
m 15 years: 4% absolute
reduction in mortality No'&fla/ta' onfatal | Stroke/ 5u$gvery
- NNT = 25 CHD Death

Coronary Drug Project. JAMA 1975; 231:360-381. | Canner PL et al. J Am
Coll Cardiol 1986;8:1245-1255.
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EZETIMIBE
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SEAS (simvastatin/ezetimibe en
estenosis adrtica)

Simvastatin plus
Placebo timil Hazard Ratio
Outcome (N=929) (N=944) (95% Chi PValue

number (percent)
Primary outcome

Patients with any eventj: 355 (38.2) 333 (353) 096 (0.83-1.12) 0.59
Death from cardiovascular causes 56 (6.0) 47 (5.0) 0.83 (0.56-1.22) 034
Aortic-valve replacement surgery 278 (29.9) 267 (283) 1.00 (0.84-1.13) 0.97
Congestive heart failure as a result of progression of aortic 23 25) 25 (26) 100 (0.62-1.92) 077
stenosis
Nonfatal myocardial infarction 26 (2.8) 17(18) 064 (035-1.17) 015
Coronary-artery bypass grafting 100 (10.3) 69(7.3) 068 (0.50-0.93) 0.02
Percutaneous coronary intevention 17(18) 8(03) 046 (0.20-1.06) NA
Hospitalization for unstable angina 8(09) 5(05) 0,61 (0.20-1.36) NA
Nonhemorthagic stroke 29 (3.1) 33 (3.5) 112 (0.68-135) 0.65
EndoDrChen.co

Rossebo et al. N Engl J Med. 2008;359.

SHARP: Major Atherosclerotic Events

25 1
£ 20 Risk ratio 0.83 (0.74 - 0.94)
= Logrank 2P=0.0022
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Ezetimibe

* Estudios que han reportado endpoints
cardiovasculares no han sido evaluados en
monoterapia

se debe esperar a los resultados del IMPROVE-
IT
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Conclusiones

Grupo mas ampliamente estudiado son las
estatinas

Terapia combinada no ha mostrado reduccion
de eventos

Otros grupos que han reducido eventos en
monoterapia han sido gemfibrozil, dcido
nicotinico, colestiramina
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Preguntas...

chenku2409@gmail.com
EndoDrChen.com
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