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Highlights AHA 2012. Lipidos

i Recomendaciones:
— cLDL es el objetivo
— Las estatinas son el tratamiento de eleccion

— Ezetimiba es el segundo farmaco a utilizar en ausencia de
consecucion de objetivos

 Efectos secundarios estatinas
* Ensayos clinicos/farmacos

— Inhibidores de PCSK9

— Dal-Outcomes

— Subanalisis de AIM-High

— Anacetrapib: mecanismo accion
e Metabolismo

— HDL: Funcion vs concentracion de cHDL
— Lp(a): renacimiento de una lipoproteina aterogénica
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Discontinuacion de estatinas

Estudio USAGE (Dr. Cohen)

37% pacientes discontinuan a corto plazo
* >60% por efectos secundarios
e 20%: coste medicacion

63% mantienen tramiento
* 84% muy satisfechos del tratamiento

Recomendaciones

Pacientes: deben conocer objetivos, costes y beneficios

Médicos: debemos explicar mejor efectos secundarios, estar alertas y
no minimizarlos

Sistema: debe educar en prevencion

Nuevas tecnologias: deben ayudar mas cumplimiento: smart
phones,...
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172 : :
Efectos secundarios estatinas

* Mialgias, miositis

* Diabetes

e Cataratas: dudoso

e Cancer: NO

* Problemas neuroldgicos: anecdotico

* Enzimas hepaticos: NO

— No se recomienda la monitorizacion de transaminasas en
el seguimiento

* Pueden ser una limitacion para su utilizacion en
sujetos de bajo riesgo
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Mialgias y estatinas

Frecuencia: 10-20%
Estudio STOMPS

— 9,4% atorvastatina

— 4,6% placebo (también al reintentar placebo)

— Elevacion de CK media 21 u/L con estatina
Caracteristicas:

— Simétricas, grandes musculos, inicio pronto al instaurar trt2, mejoria
rapida tras suspension, recurrencia con otra estatina, empeoran tras
ejercicio fisico

Patogenia: 7777

— Disminucion colesterol sarcolema, disminucién de CoQ10, descenso
de vit D, aumento de fitosteroles, miopatia inflamatoria,..
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Mialgias y estatinas

— Recomendaciones

e Descartar: hipotiroidismo, deficiencia de VitD,
polimialgia reumatica,

* Reducir dosis o cambiar estatinas

* Asociar Ezetimiba a dosis bajas de estatinas

* Tdénica (quinina) : calambres

* Arroz rojo chino

e Evitar tomas de farmaco con ejercicio intenso
excepcional

* CoQ10 (?)
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Diabetes y estatinas

Aumento del 9% diagnosticos de DM

1 caso por cada 255 sujetos tratados vs 9 eventos
mayores cardiovasculares

Factores de riesgo: aumento de glucosa, HbA1lc, Tgs,
IMC, edad.

Patogenia: ???27?7?7777
— Disminucion sensibilidad insulina

e Disminucidon de GLUT4 (?)
e Disminucidon mitocondrias y su funcion (?)

Los beneficios superan con creces al riesgo en
sujetos de riesgo intermedio o alto
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‘12  PCSK9 regula la expresidn en la superficie celular
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Estudio RUTHERFORD

Reduction of LDL-C with PCSKS Inhibition In
Heterozygous Familial Hypercholesterolemia
Disorder (RUTHERFORD): Results from a
Phase 2, Randomized, Double-Blind, Placebo-
Controlled Trial

Frederick Raal', Rob Scott?, Ransi Somaratne=?, lan Bridges®, Thomas Liu?,
Scott M. Wasserman?, Evan A. Stein?

"Carbohydrate & Lipid Metabolism Research Unit, University of Witwatersrand, Johannesburg, South
Africa; 22mgen Inc., Thousand Oaks, CA, USA; 34mgen Ltd., Uxbridge, UK, *Metabolic and
Atherosclerosis Research Center, Cincinnati, OH, LSA

Movember5, 2012, Session: LBCT.04
Amencan Heart Association Scientific Sessions, Los Angeles, CA
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RUTHERFORD: Study Design

Placebo 5C QAW

Primary endpoint:

AMG 145 350 m g % change in LDL-C,

Screening and placebo run-in
Randomization 1:1:1
h
End of Study

SC QAW measured by
ultracentrifugation,
AMG 145 420 mg from baseline
SC Q4w at 12 weeks
* bl ax. 6 weeks l l * * * ‘

visitss Day 1 ek 2 Week 4 Week 3 Wireek 12

Investigational Product Administration (AMG 145 or placebo)

Qa4 + t

O, every dweee bs; 50, subcutaneous

Population
+ 18-75 years, with a diagnosis of HeFH by Simon Broome criteria
+ LDL-C > 100 mg/dL and triglycerides < 400 mg/dL

+ At least 4 weeks of stable lipid-lowering therapy (eg, statin, ezetimibe, bile-
acid sequestants, niacin)

5
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‘121 RUTHERFORD: % Change in LDL-C, by UC,
from Baseline to Week 12

Placebo 350 mg Q4W 420 mg Q4W
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*P < 0001 vs. placebo

A every 4 weeks SE, standard errar, LS, uftracerntrifugation

LOL-Cwalues at baseling and week 12 were measured using preparatiee LIC,

Least Square Means are presented from the ANCOWA maodel including treatrment and stratification factors as covariates.

Missing UC LDL-C values at week 12 were imputed using lag observation carried forward and calculated LDL-C. A Hochherg adjustment was used to
cantral the family wise errar rate at = 0.045. 7
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RUTHERFORD: % of Patients Achieving
LDL-C, by UC, Targets at Week 12
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UC, ultracentrifugation 11
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Goal Achievement after Utilizing an Anti-PCSK9 Antibody in Statin
Intolerant Subjects {GAUSS): Interim Results from a Randomized,
Double-blind, Placebo-controlled Study

+ Background: hany patients experience muscle-related side

effects to statins and cannot meet goal lipid levels with ]
alternative methods. Plasma proprateln convertase Percent of Patients Treated to LDL-C Goal at Week 12

subtilisingkexin type 9 (PCSK9 Y hinds LOL receptors, therefore
increasing levels of LOL-Cin the blood. Phase 1 studies of a LDL-C< 100 LDL-C< 70
human monaoclonal antibody to PCSKS, AMG 145, have shawn mg/dL mg/dL

tolerance and effectiveness in lowering LOL-C. 280 mg AMIGLAS A7% o
+ Purpose: To assess the effectiveness and safety of AMMG145 in
patients with muscle-related statin intolerance, 350 mg AlIGLAS 53% 1/%

+ Methods: During the 12-week, phase 2, randomized, double-
blind, placebo- and ezetimibe-controlled study, 160 patients 4
were randomized to one of 5 treatments: 280 mg, 350 mg, or
420 mg of AR G145, 420 mg AMG145 plus 10 mg ezetimibe,
or placebo plus 10 mg ezetimibe administered
subcutaneously every dweeks, Primary endpoint was percent
change in LDOL-C levels from baseline to 12 weeks,

420 mg AMGLAS + Q%% 2%
ezetimibe

Results: Af week 12, mean percert decreasein LDL-C ranged

fram -67% inthe 280 mg group to -110 inthe 420 mg plus

ezetimibe group compared with only -14% decrease in the

placebo group. Four serious adverse events were reported * Conclusions: Treatrnert with AMG143 displayed short-term
among the Ah1G1 45 patientgl |"._."|':I.-a|g|a was the most common tDlErab|l|t':." and Sigrliﬂl:arlt reduction in LOL-C levels,

side effect reparted.

Presented by: Sullivan D, AHA Scientific Sessions, Los Angeles € 201 2, American Heart Association. All ights reserved.,
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Efficacy, safety, and tolerability of a monoclonal antibody
to proprotein convertase subtilisin/kexin type 9 in
combination with a statin in patients with
hypercholesterolaemia (LAPLACE-TIMI57): a randomised,
placebo-controlled, dose-ranging, phase 2 study
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LAPLACE-TIMI 57. Consecucion de objetivos lipidicos
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aq15). Eftect of a Monoclonal Antibody to PCSK9
on LDL Cholesterol SAR 236

B subcutanecus Administration
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Figure 1. Mean Percent Change from Baseline in LDL Cholesterol Values among Healthy Volunteers in Single-Dose Studies.
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Effects of 12 Weeks of Treatment with RN316 (PF-04950615), a Humanized
lgG2Aa Monoclonal Antibody Binding Proprotein Convertase Subtilisin Kexin
Type 9, in Hypercholesterolemic Subjects on High and Maximal Dose Statins

* Background: Proprotein conivertase subtilisin kexin
type 9 (PCEKE) binds to LOL-C receptors preventing
LOL-C clearance, therefore increasing LDL-Clevelsin
the blood RMNZ16, a humanized monocdonal antibody,
binds to PCSK9 preventing down-regulation of the LDL-
Creceptors, which has been shown to improve LDL-C
clearance, therefore reducing LOL-C levels.

Purpose: To evaluate effects of RNZ16 on LDL-Clevels
in patients on high-to-maximal doses of atorvastatin,
rosuvastatin or simvastating

+ Methods: | this Fhase 2, double-blind, randomized,
placebo-controlled study, 135 patients already
undergoing statin treatment were randomized to L of 5
treatment arms: placebo, 0.25 mg/ks, LOomgAkg 3.0
mz/kg, or 6.0 mgsdke of RNZ16 administered every 4

weeks for 12 weeks with an 8 week follow-up period,

Presented by: Gumbiner B, AHA S cientificSessions, Los Angeles

* Results: LDL-C levelswere significantly decreasedwith
2.0and 6.0 mzfke doses of RNZ16 in addition to high
or maximal dosage statin reatment. Total cholesteral
was also reduced and levels of HDL-C increased. Mo
sigrificant changeswere observedin triglycerides
across any of the 5 reatment arms. Wery few drug-
related adverse events were cbserved. Those that did
occur were mild and resolved with no intervention,
The effects on LDL-C persisted for 4weeks post
reatment.

+ Conclusions: RMNZ16 sigrificantly lowered LDL-Cin
addition to high or maximal statin dosage and was
generally safe and well tolerated,

@ 2012, American Heart Association. All rights reserved.
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%12  Efecto de estatinas en monoterapia o en combinacion con
Ezetimiba en la concentracion de PCSK9
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Effects of the Cholesteryl Ester Transfer
Protein Inhibitor Dalcetrapib in Patients with
Recent Acute Coronary Syndrome

Gregory G. Schwartz, MD PhD

VA Medical Center and University of Colorado School of Medicine,
Denver, Colorado

On behalf of the dal-OUTCOMES* investigators

* Funded by F. Hoffmann-La Roche, Ltd.
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12 Dal-Outcomes. Diseno del estudio

Double-blind

15871 patients Until 1600
primary

endpoint
events

: Dalcetrapib 600 mg (N=7938) -

Single-blind ¢

: placebo run-in
i 4-12weeks - Two pre-
Placebo (N=7933) | specified
" interim
analyses

'de!‘“f" ) Randomization
patient with 11

ACS

935 sites Iin 27 countries
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Efecto del tratamiento sobre cHDL y cLDL
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Dal-Outcomes.
Objetivo primario por grupos de intervencion

Placebo
Dalcetrapib

Hazard ratio 1.04
(95% C10.93-1.16)

P =0.52 by log rank test
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£x
S <
s 2
Q

MNo. at Risk
Placebo 7933

Dalcetrapib 7938 7372R0120364 fig 2|

¥ Coronary heart disease death, non-fatal Ml, ischemic stroke, hospitalization for
unstable angina, resuscitated cardiac arrest
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Why did dalcetrapib fail to reduce risk?

No association between baseline HDL-C (by quintiles)
and risk of primary endpoint

—&— Placebo
—&— Dalcetrapib

Annualized Event Rate (%)

30 36 41 47 58
HDL Cholesterol at Baseline by Quintile (mg/dl)
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American Heart g5
Associanons '

Niacin Use in Patients
with Low HDL-Cholesterol
Receiving Intensive Statin Therapy

William E. Boden, MD, FACC, FAHA
Jeffrey Probstfield, MD, FACC, FAHA

Co-Principal Investigators
on behalf of the AIM-HIGH Investigators
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12 AlM-High. Subanalisis (br. Guyton)

e Lipidos al inicio
— cLDL: No
— Tgs: No
— cHDL: No

— TG2> 200 mg/dLy cHDL < 33 mg/dL: reduccion del 37%
(p=0,01). 13% de los sujetos (se habian excluiso sujetos
con Tg > 400 mg/dL)

e Lipidos durante el ensayo
— cHDL: No
— C-No-HDL: Heterogeneidad significativa
* HR 1,23 (p=0,02) en grupo placebo
 HR 1,02 (NS) con niaspan

— Sugiere que los beneficios del niaspan en ese subgrupo
pueden no ser lipido-dependientes
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ESTUDIO DEFINE. EFECTO DE ANACETRAPIB EN

LIPIDOS PLASMATICOS

110+ —s— Anacetrapib  —o— Placebo 110+
100 100 . ==~
90+ 90 >
== $0- '
30+ % = s
= 70 =
e >
= Y 54
504 ) P — - _ |
5 40 Tt = T N 2 4] e T = -
30- 30
204 20-
104 104
0 T T T I T T T T 0 I I l l l l l l
6 12 18 24 30 4 62 76 6 Iz & a4 5D 4 b2 76
Bazeling Waak Baseline Wesk
No. at Risk Mo. af Rizk
Anacetrapib 304 7Pl 786 T1E BT 646 604 563 540 | Anacetraplb 807 e T 7l 687 647 607 31l 343
Placebo 803 759 750 7M1 M3 735 711 601 gep | FPlasbo 804 7ep 7Bl TAL T4 TIE 7l 651 b6
Variable Baseline Week 24
No. of No. of Change from Baseline
Patients Patients Change beyond That with
with Data  Level with Data  Level from Baseline Placebo (95% CI)
percent
Lipoprotein{a) — nmol/liter
Placebo 763 25.9 765 29.6 0.5+£32.9
Anacetrapib 162 20.8 FiT 14.8 —23.8+50.5 —36.4 (-40.7 to -32.3
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Cambios lipidicos asociados con Anacetrapib

VLDL | LDL HDL | Lp(a)
Pool N% N) ™ N2
FCR ) i N <
SR & < < N2
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295 Lipoprotein(a) Concentration and the Risk
of Coronary Heart Disease, Stroke,
and Nonvascular Mortality s 20093020:472-422

Figure 2. Risk Ratios for Caoronary Heart Disease, Ischemic Stroke, or Nonvascular Death by Quantile of Usual Lpta) Level

Adjustrment for age and sex only

1.81 Monfatal Ml and coronary death 1 |schemic stroke 1 Morvascu ar death
(4318 cases) (1840 cases) (B0G4 cases)
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Further adjustment®

1.8q Monfatal Ml and coronary death 7 |schemic stroke 7 MNorvaseular death
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Lpla) indicates lipoprotein(a); Ml myocardial infarction. Sizes of data markers are proportional to the inverse of the variance of the risk ratios. Confidence intervals (Cls) were
calculated using a floating absolute risk technigue. Studies involving fewer than 10 cases of any outcome were excluded from the analysis of that outcorne.
AFurther adjustrment for usual levels of systolic blood pressure, smoking status, history of diabetes, body massindex, and total cholesterol. The x- and y-axes are shown on
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72 Farmacos que descienden Lp(a)

* Niacina:
— -20%
— AIM-High, todavia no ha medido Lp(a)
— Mecanismo ?

* Inhibidores de PCSK9
— -25-35%
— Responden mejor los sujetos con concentraciones bajas

— Mecanismo ? Independiente de la reduccion de cLDL,
concentracion basal de PCSK9

* Anacetrapib
— -36%
— Mecanismo:

* Reduccion de produccion
* Reduccion conversion de IDL - LDL
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