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FOCUS-CCTRN T

Efecto de la implantacion transendo-
cardica de células de m.o en IC+Cl

JAMA. 2012;307(16):doi:10.1001/jama.2012.418

* Ensayo clinico Fase 2
* Doble ciego

* Implantacion de 100 millones de células
autologas de m.o

» Pacientes con FE deprimida e IC o
angina
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Criterios de inclusion

FOCUS-CCTRN

 Enfermedad coronaria significativa

* FE <45% vy angina limitante y/o NYHA II-Il|
* Reciben el maximo tratamiento tolerado
* No se prevee revascularizacion
 Defecto de perfusion en SPECT

e Consentimiento informado
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Criterios de Exclusion

ACC-i2 wish BES

FOCUS-CCTRN

* Fibrilacion auricular, flutter o arritmia no controlada
 Choque DAl menos de 30 dias

 Angina inestable en el momento

* SCA de alto riesgo, IAM o revascc un mes antes

* Trombo VI, anatomia coronaria que precisara revasc,
valvulopatia significativa

* Plaquetas <100.000, Leucocitos < 2000
 ACV 60 dias antes, Hemorragia, INR>2, IR, Ihep,VIH
* Grosor< 8 mm
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Objetivo primario a 6 meses @Cl)

ACC-:E with BE

FOCUS-CCTRN

* Primario
— CAMBIO EN CONSUMO DE OXIGENO
— CAMBIO EN LVESV POR ECO
— REVERSIBILIDAD POR SPECT

GOFOR ACC.12 soC SPANOLA D
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FOCUS-CCTRN M ét 0 d 0S </¢\ CC.ID

61 Pacientes BMC J— -2 wich DEE
N 2:1 Randomization PSS e .

31 Placebo
2 BMC:1 Cell-Free
Meets Baseline 6 Month Yearly
Inclusion/ Echo Echo Safety
Informed Exclusion MVO, MVO, Follow-up up
Consent Critdha SPECT SPECT  to0 4 Years

Screening period w/in 60 days (N=92)

BM Aspiration/ Cell Processing*

Coronary angiography, LV Mapping and
Transendocardial Injections
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Inyecciones trasendocardicas

FOCUS-CCTRN
* Total of 15 injections

* Volume of 0.2 cc
» Targeted to ischemic myocardium
* Injection Criteria:

» Unipolar voltage >6.9mV
» Loop Stability <4
» PVC upon needle insertion

LLS

SOCIEDAD ESPANOLA DE

GOFOR ACC.12 p ,
vi.ardiologia

CHIGAGO




—
RESULTADOS ,@C

OBIJETIVO PRIMARIO A 6 MESES

FOCUS-CCTRN

Outcome Change with bone-marrow cells 95% Cl p
LVESV (mL/m?) -0.9 ~6.1-4.3 0.73
Maximal oxygen consumption 1.0 -0.42-2.34 0.17
Reversible defect on SPECT -1.2 -12.50-10.12 0.84
GOFOR ACC.12 SOCIEDAD ESPAROLA DE
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Seguimiento clinico

FOCUS-CCTRN

BMC Placebo
(n=61) (n=31)
Death 1 0
New M| 1 0
Rehospitalization for PCI 0 0
Rehospitalization for ACS 1 0
Rehospitalization for CHF 3 5
New AICD implantation 0 0
Heart Transplant 0 1
LVAD 1 1
Total Outcomes 7 7
Patients 4 (7%) 4 (13%)
Crude Incidence Rate 0.066 0.129
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Subanalisis pre-especificado

FOCUS-CCTRN

LVEF (Echo Core)
Baseline
Followup

Change

LVEF (Echo Core)
Baseline
Followup

Change

GOFOR ACC.12
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LVEF- Treatment: Age < 62

BMC
N Mean
27 35.1
27 38.2
27 3.1

SD
9.0
11.8
5.2

N

15
15
15

Placebo
Mean
32.0
30.4
-1.6

SD
8.0
7.8
6.6

N
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LVEF-

Treatment: Age = 62

BMC
N Mean
27 34.2
27 33.9
27 -0.3

SD
8.8
8.9
4.7

13
13
13

Placebo

Mean
32,5
31.6
-0.9

SD
9.6
10.5
3.0

Test | 95% Confidence Interval
Change| SD |Statistic|P-value| LB UB
4.7 5.7 2.55 | 0.015 | 0.97 8.37
Test 95% Confidence Interval
Change| SD |Statistic|P-value| LB UB
0.6 4.2 0.43 | 0.668 | -2.28 3.52
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Conclusiones Qe

ACC-i2 wish BES

FOCUS-CCTRN

* En pacientes con ECy disfuncion VI con IC o Angina, no hay
diferencias en cuanto a mejoria de reversivilidad, de
dilatacion de Vi o de consumo de oxigeno entre pacientes
tratados con 100 millones de médula 6sea autdloga frente a
placebo a los 6 meses.

* Solo en pacientes mas jovenes, y aquellos con mas CD34-133
en las células de transplante mejoraron algun parametro
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CPORT-E TRIAL

ORIGINAL ARTICLE ‘

Outcomes of PCI at Hospitals
with or without On-Site Cardiac Surgery

Thomas Aversano, M.D., Cynthia C. Lemmon, R.N., B.S.N., M.S.,
and Li Liu, M.D., for the Atlantic CPORT Investigators

10.1056/NEJM0al1114540) March 25, 2012, at NEJM.org.
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Objetivos primarios ot

ACC i2v

 Mortalidad a 6 semanas

 Incidencia a 9 meses de la incidencia de
episodios adversos mayores combinados
(muerte IAM o revasc )

 Estudio de no inferioridad.

10.1056/NEJMo0a1114540) March 25, 2012, at NEJM.org.
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Criterios de inclusidon /exclusion @

< ACC-I2 wish
Patient Devices Institution

Inclusion Inclusion Inclusion

« Age > 18 years  Balloon, stent * >200 PCl/year

» Informed  Distal protection * 24/7 Primary PCI
consent

« Covered stent « Complete formal

: ' 11 . development
- All target lesions Cutting balloon

in-stent program
approachable at : : .
no-SOS hospital restenosis Interventionalist

meets AHA/ACC

* > 50% stenosis

Exclusion Exclusion competency

» Unprotected LM « Atherectomy

- EF <2688  Cutting balloon-
« MD-judged high de novo lesion

risk

GOFOR ACC.12 ™ SOCIEDAD ESPAROLA DE
CHICAGO 10.1056/NE/M0a1114540) March 25, 2012, at NEJM.org. ard|o|og|a
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Flujo de pacientes

18867 PCI
Randomized

PCI Not Performed No-SOS SOS s PCI Not Performed
138 14149 4718 Lo

No-SOS SOS
14010 4538

¢—k—¢

NN No-SOS SOS No-SOS
Crossover 13967 4508 Crossover

43 (0.3%) (96.0%) (96.1%) 30 (0.6%)

Withdrew 52 (0.4%) Withdrew 42 (0.9 %)
LTF 271 (1.9%) LTF 87 (1.8%)

10.1056/NEJM0a1114540) March 25, 2012, at NEJM.org.
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Clinical Characteristics Procedure Status

No- 50§ No-SOS  SOS
. (%) (%)
(%)
STEMI 2.8 3.0
NSTEMI 25 26
Unstable Angina 37 35
Stable Angina 14 14 *P <o0.05
Atypical Chest Pain 5 5
Other 17 17

Elective 75.9 76.2
Urgent 22.7 19.4"

*

Emergency 0.36 0.57

10.1056/NEJM0a1114540) March 25, 2012, at NEJM.org.
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Resultados

Objetivos del estudio Sin cirugia (%) Con cirugia (%) P

n=14149 n=4718
Mortalidad 6 semanas 0.9 1 0,004 para no inferioridad
Eventos adversos 9 meses 12,1 11,2 0,05 para no inferioridad
Mortalidad 9 meses 3.2 3,2 NS
IAM 9 meses 3,1 3,1 NS
Revascularizacion 9 6,5 5,4 0,01
meses
Cirugia emergente en PCI 0,1 0,2 NS

10.1056/NEJM0al1114540) March 25, 2012, at NEJM.org.
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ACC-iE wi:rh E
« Comparando con pacientes de Hospitales con cirugia, los
pacientes de los hospitales sin Cir. Cardiaca:

— El indice de ACTP fallida es mas alto (3.4% vs 2.5% por paciente; 6.6% vs
5.9% per lesion)

— El uso de stent FA es mas alto (24.2% vs 22.9%)
— Los procedimientos diferidos para minimizar riesgos son menos frecuentes
(26% vs 68%)

— Menos visitas al cathlab son necesarias para completar la revascularizacion por
ACTP (1.3 vs 1.7) y la cirugia cardiaca también es menos frecuente (1.5% vs
2.3%)

— Alas 6 semanas y 9 meses tras ACTP, el indice de muerte, IAM, sangrado,
ACV, insuficiencia renal y reparacion vascular es similar en los hospitales
con y sin cirugia cardiaca.

— Laincidencia de necesidad de revascularizaciones tras randomizacion
del vaso objetivo es mayor en hospitales sin cirugia cardiaca

10.1056/NEJMo0a1114540) March 25, 2012, at NEJM.org.
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HOST-ASSURE: Cilostazol frente a doble
dosis de clopidogrel tras la angioplastia

(Acc2)

DACC-I2 with

Stucly Design

Aspirin 300 mg + Clopidogrel 300-600 mg Loading

PtCr-EES arm
(N=2,500)

CoCr-ZES arm
(N=1,250)

TAT arm
(N=1,875)

DDAT arm
(N=1,875)

Percutaneous Coronary Intervention

200 mg Cilostazol Loading No' Cilostazol/Leading

Aspirin 100 mg QD
Clopidogrel 75 mg QD
Cilostazol 100mg BID

Aspirin 100 mg QD
Clopidogrel 150 mg QD

Net Clinical Outcome at 1 Month Post-PCI (Intention-To-Treat Analysis)

GOFOR ACC.12 SOCIEDAD ESPARIOLA DE
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HOST-ASSURE: Cilostazol frente a doble //\
dosis de clopidogrel tras la angioplastia '@9

Background: PCl is a common procedure to treat
those with coronary heart disease; however, it
carries risks of cardiac death, MI, stroke or
major bleeding. Optimal strategies to balance
treatment and risk are needed.

Purpose: To determine efficacy and safety of triple
anti-platelet therapy (TAT) including Cilostazol
compared with a double dose of anti-platelet

therapy (DAT) in patients undergoing PCI
utilizing drug-eluting stents DES.

Composite Primary Endpoint
1.45

1.4%

1.4 4
1.35
1.3

1.25 A

Cumulative Incidence (%)

TAT DAT

GORMRICSE2  N=1879 N=1876
CHICAGO

~ ACC-i2 with
Design: Interventional , randomized, parallel, open
label safety and efficacy treatment study

Methods: The study utilized 4 treatment arms over 1
month as follows:
— Promus Element stent + 100mg Aspirin QD + 150mg
Clopidogrel QD
— Endeavor Resolute stent + 100mg Aspirin QD +
150mg Clopidogrel QD
— Promus Element stent + 100mg Aspirin QD + 75mg
Clopidogrel QD + 100mg Cilostazol BID
— Endeavor Resolute stent + 100mg Aspirin QD + 75mg
Clopidogre| QD + 100mg Cilostazol BID
Primary Endpoints: Net clinical outcome at one month
using a composite of cardiac death, nonfatal Mi,
stroke and major bleeding

Results: Non-inferiority was shown as 23 patients
(1.2%) in the TAT group and 27 (1.4%) experienced
a primary event (p<0.001)

Conclusion: Triple anti-platelet therapy with Cilostazol
was found to be noninferior to double dosing
Clopidogrel in patients who had undergone PCI.

“% SOCIEDAD ESPANOLA DE

wi.ardiologia




Lipidos-ATP IV

Co-Chairs:

Case Presenters:

Panelists:
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Update on the ATP IV Guidelines
Sunday, March 25, 2012, 10:45 a.m. - 12:15 p.m.

McCormick Place South, S501a
CME/CNE Hours: 1.5

Christie M. Ballantyne, Houston, TX
Neil Stone, Winnetka, IL

James H. Stein, Madison, WI, Salim S. Virani,
Bellaire, TX

C. Noel Bairey Merz, Los Angeles, CA, Patrick E.
McBride, Madison, WI, Jennifer Robinson, lowa City,
|A, Neil Stone, Winnetka, IL
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Co-Chairs:

4:30

4:45
5:00
5:15
5:30

5:45

Hypertension Guidelines 2012

Saturday, March 24, 2012, 4:30 p.m. - 6:00 p.m.
McCormick Place South, 5100c

CME/CNE/CPE Hours: 1.5

ACPE No. 0012-9999-12-136-L04-P

Thomas D. Giles, Metairie, LA
Suzanne Oparil, Birmingham, AL

Updates and New Guidelines for Hypertension
Management in 2012 — Suzanne Oparil,
Birmingham, AL

Initial Drug Choices in Low-risk and High-risk
Populations — Kenneth A. Jamerson, Ann Arbor, Ml

Should Target Blood Pressure Change in the New
Guidelines? — William C. Cushman, Memphis, TN

Treatment of Hypertension in Diabetes and Chronic
Kidney Disease — George L. Bakris, Chicago, IL

Lifestyle Modification — John D. Bisognano,
Rochester, NY

Hypertension in Ethnic Minorities —
Ronald G. Victor, Los Angeles, CA

ACC-i2 with
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B Hypertension Guidelines 2012 :
BT saturday, March 24, 2012, 4:30 p.m. Bt —omrih
McCormick Place South, S100c o

* Ninguna novedad importante

e Parece ser que las guias JNC 8 van a ser menos
estrictas en el control de los pacientes que la JNC 7,
tanto en DM como en ERC.

e Se explican los métodos de desarrollo de una guia
clinica (los nueve pasos a seguir)

SOCIEDAD ESPANOLA DE
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Renal Sympathetic Denervation: A Novel Therapy (ACCID
for Hypertension? V
Sunday, March 25, 2012, 10:45 a.m. — 12:15 p.m. LAceE-i2 wih BB
McCormick Place North, N228
CME/CNE Hours: 1.5

Co-Chairs:  George L. Bakris, Chicago, IL
Suzanne Oparil, Birmingham, AL

 Arise from T10-L2

» Follow the renal artery to the kidney

« Primarily lie within the adventitia

» The only location that renal efferent &
afferent nerves travel together

GOFOR ACC.12 % SOCIEDAD ESPARIOLA DE

CHICA ardiologia

MARCH 24 - 27, 2012 + EXHIBITS: MARCH 24 - 26




after Renal Denervation — Willemien Verloop, Wilko
Spiering, Pierfrancesco Agostoni, Pieter Stella, Kevin
Onsea, P. Doevendans, Michiel voskuil, UMC Utrecht,
Utrecht, The Netherlands

926—-5 6-months Follow-up in a Real Life Situation D
o))

ACC-i2 with BED

— 78 pac (seguim. 6 meses en 23).

— Bajada de Pas de 198 a 170 mmHg.

— Pas de >160 mmHg pasan de 19 a 11.

— 22% de No respondedores.

— En 8 pacientes se reduce la medicacion y en 3 se aumenta.

— No se encontraron predictores de no respondedores.

GOFOR ACC.12 SOCIEDAD ESPAROLA DE
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926-6 Effects of Renal Sympathetic Denervation on AA‘  CC.IZ)
24-hour Blood Pressure Variability — Axel Bauer, . e

Christine Zuern, Konstantinos Rizas, Christian Eick, Acc-i2 wien BED
Meinrad Gawaz, Eberhard-Karls-Universitat
Tubinaen. Tuebinaen. Germanv

e Variabilidad de la PA, 11 pacientes, con criterios
inclusion simplicity-1, PAs 189 mmHg de media,

e 5,6 farmacos de mediay 5,4 a los 6 meses

e Es significativo los cambios en variabilidad de la PA
sin embargo no varia la PAs (solo tendencia).

GOFOR ACC.12
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926—7 Percutaneous Renal Denervation for
Resistant Hypertension: Real World Outcomes —
Darren Mylotte, Hakim Benamer, Thierry Unterseeh,
Yves Louvard, Marie Claude Morice, Philippe GArot,
Thierry Lefevre, Institut Cardiovasculaire Paris Sud,
Paris., France

— 35 pac, 181 mmHg, 4,6 medicamentos.

e

ACC-i2 with BED

— Procedimiento: Heparina, Sedacion 40 min 97% pac ablacionado

8 ablaciones por paciente.
— Seguim 6 meses:

e Caida 28 PAsy 13 PAd. MAPA de 21y 9 respectivamente
— No responden 8,8% (no relacionado con la presencia de 2 AR)

— 26% llegaron a objetivo PA , se redujo el Ttoen 4y en 3 se

aumento
— No efectos secundarios

GOFOR ACC.12
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SYMPLICITY HTN-3 Trial: Evaluating Renal Denervation '@Cﬂz)
for Resistant Hypertension AGCi . D

1. Los no respondedores inicialmente, responden a lo largo de la
evolucion (respondedores lentos).
— Los 45 pacientes que no respondieron inicialmente en el Symplicity-1,
el 58% respondio (definido como una reduccion de la PA sistélica de

10 mmHg o mas) a los 3 meses, el 64% en un afno, el 82% en dos
anos, y 100% en tres anos.

2. Menor efecto en la MAPA
— Menos intenso, aungue el % es similar que en la PA clinica
— Simplicity HTN-3 dara la solucion
3. Mayor numero de pacientes que no responden en el mundo real.

4. Continua el reto de saber cuales son las causas de los no
respondedores

Physician Panel:
Henry Krum — SYMPLICITY HTN-1 Lead Author
GOFOR ACC.12 Murray Esler — SYMPLICITY HTN-2 Lead Author SOCIEDAD ESPANOLA DE

CHICAGO Suzanne Oparil — SYMPLICITY HTN-3 Steering Committee o ardiolog |'a
R David Kandzari — SYMPLICITY HTN-3 Steering Committee
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Joint Symposium of the Heart Failure Society of
SYMPOSIUM America and the American College of Cardiology:
Contemporary Issues in the Diagnosis and
Treatment of Chronic Ambulatory Heart Failure
Sunday, March 25, 2012, 12:30 p.m. — 1:45 p.m.
McCormick Place South, S406b

CME/CNE Hours: 1.25

Co-Chairs:  David DeNofrio, Boston, MA
G. Michael Felker, Durham, NC

SOCIEDAD ESPANOLA DE

GOFOR ACC.12 ] ,
vi.ardiologia

CHIGAGO




The Evolving Role of Biomarkers in the Management AL\CC 1)
of Heart Failure Patients — James L. Januzzi, Jr.,
Boston, MA AL

* Terapia guiada por BNP:
— Identifica el que esta inadecuadamente tratado
— |dentifica quien tiene alto riesgo

— Los EC hasta ahora son en pacientes jovenes, IC
por DS, bajo BNP objetivo, los cambios son
guiados por BNP, bajadas significativas de BNP

— PROTECT study (151 pac), terapia guiada por
pProBNP

GOFOR ACC.12 SOCIEDAD ESPAROLA DE
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PROTECT

1.0
Log rank P =.03

§ 0.8

S

| -

-

D 06

Q

Q

-

G

= 04

)

L|>J NT-proBNP (N=75)

0.2
Standard-of-care (N=76)
an
0 73 146 219 292 365

GOFOR ACC.12 SOCIEDAD ESPANOLA DE_
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Objetivo primario

100 events

*Logistic OddSyrpropnp= 0.44

(95% Cl= .22-.84: P =.019)

GOFOR ACC.12
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58 events
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B SOC
B NT-proBNP

SOCIEDAD ESPANOLA DE
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Edad y seguimiento

ACC-i2 wish

M SOC
Fl NT-proBNP
2
c
4
v
S
o
|-
]
o
£
S
c
c
o
S I P =.008 I
Age < 75 years Age > 75 years
*No interaction between age and NT-proBNP guided care was found (P =.11)
GOFOR ACC.12 SOCIEDAD ESPANOLA DE
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ORIGINAL ARTICLE ‘
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Bariatric Surgery versus Intensive Medical
Therapy in Obese Patients with Diabetes

STAMPEDE

 TMO vs TMO+cirugia bariatrica para conseguir
solucion BQ de DM2 (Hb16Ac<6%), mejorias en :
glucosa, lipidos, IMC, PCR, medicacion, seguridad
y episodios adversos.

* IMT: peso, GLP1, sensibilizadores, insulina,
controles con multidisciplinar, control monitorizado
de glucosa

GOFOR ACC.12 SOCIEDAD ESPAROLA DE
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Tipo de cirugia

STAMPEDE

Y de Roux

== SOCIEDAD ESPANOLA DE
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Caracteristicas

basales

e
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ACC-i2 with BED

STAMPEDE Medical Therapy  Gastric Bypass Sleeve Gastrectomy
Characteristic (N=50) (N=50) (N=50) P Value
Duration of diabetes — yr 8.9+5.8 8.2+5.5 8.5+4.8 0.72
Use of insulin — no. (%) 22 (44) 22 (44) 22 (44) 1.00
Age —yr 49.7+7.4 48.3+8.4 47.9+8.0 0.46
Female sex — no. (%) 31 (62) 29 (58) 39 (78) 0.08
Body-mass indext

Value 36.8+3.0 37.0+3.3 36.2+3.9 0.42

<35 — no. (%) 19 (38) 14 (28) 18 (36) 0.54
Body weight — kg 106.5+14.7 106.7+14.8 100.8+16.4 0.10
Waist circumference — cm 114.5+9.4 116.4+9.2 114.0+10.4 0.43
Waist-to-hip ratio 0.95+0.09 0.96+0.07 0.96+0.09 0.88
White race — no. (%) 37 (74) 37 (74) 36 (72) 0.97
Smoker — no./total no. (%) 15/42 (36) 20/50 (40) 11/50 (22) 0.14
Metabolic syndrome — no. (%) 46 (92) 5 (90) 47 (94) 1.00
History of dyslipidemia — no./total no. (%) 36/43 (84) 44/50 (88) 40/50 (80) 0.55
History of hypertension — no./total no. (%) 26/43 (60) 35/50 (70) 30/50 (60) 0.51

GOFOR ACC.12
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Cambios en Hb1Ac

STAMPEDE

Change in Glycated Hemoglobin
(percentage points)

GOFOR ACC.12

CHIGAGO

0.0
—0.54
-1.04
-1.54
-2.04
-2.5
-3.0

P<0.001
P<0.001

-3.5

|
Baseline

N
1@9

ACC-i2 wish BES
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Cambios en IMC faoc2
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STAMPEDE

-10-

-12

|
Baseline 3 g 9 b

SOCIEDAD ESPANOLA DE

GOFOR ACC.12 £ p ,
vi.ardiologia

CHIGAGO




Cambios en numero de tratamientos ,@

STAMPEDE

Average No. of Diabetes
Medications

GOFOR ACC.12

CHIGAGO

cardiovasculares

-
3.0+
2.5
2.0+
155
1.0+
0.5

0.0

P<0.001

P<0.001

N
12

ACC-i2 wish BES

—

|
Baseline 3 6

12
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CONCLUSIONES ‘@D

STAMPEDE

* En pacientes obesos con DM tipo 2 no
controlada, tras 12 meses de TMO+ cirugia
bariatrica se consigue un control adecuado de
la glucosa en mas pacientes que con TMO
solamente.

* Son necesarios mas estudios para ver si estos
resultados se mantienen en el tiempo

GOFOR ACC.12 SOCIEDAD ESPAROLA DE
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ORIGINAL ARTICLE ’ @

Oral Rivaroxaban for the Treatment | A
of Symptomatic Pulmonary Embolism L AL L

ACb-iE with
EINSTEIN-PE Flujo de pacientes

4833 Patients underwent randomization

| |

2420 Were assigned to receive 2413 Were assigned to receive
rivaroxaban standard therapy

1 Was excluded because of

invalid informed consent
\j
2419 Were included in the intention-to- 2413 Were included in the intention-to-
treat analysis treat analysis
. L 8 Did not receive standard
7 Did not receive rivaroxaban |<—— —
therapy
\j \j
2412 Were included in safety analysis 2405 Were included in safety analysis
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Caracteristicas basales
EINSTEIN-PE ...ccic el TR s

Prerandomization treatment with low-molecular-weight heparin, 2237 (92.5) 2223 (92.1) 0.62
heparin, or fondaparinux — no. (%)

ACC-i2 wish BES

Duration of prerandomization treatment — no. (%) 0.56
1 day 1389 (57.4) 1400 (58.0)
2 days 801 (33.1) 777 (32.2)
>2 days 47 (1.9) 46 (1.9)
At least one dose of a study drug received — no. (%) 2412 (99.7) 2405 (99.7) 0.79
Intended duration of treatment — no. (%) 0.95
3mo 127 (5.3) 122 (5.1)
6 mo 1387 (57.3) 1387 (57.5)
12 mo 905 (37.4) 904 (37.5)
Mean study duration — days 263 268
Actual duration of treatment — days
3-mo group 0.69
Median 93.0 92.0
Interquartile range 91.0-97.0 90.0-96.0
6-mo group 0.28
Median 182.0 181.0
Interquartile range 179.0-184.0 178.0-183.0
12-mo group 0.48
Median 355.0 354.0
Interquartile range 278.0-358.0 274.0-357.0
Mean study treatment duration — days 216 214

Reasons for premature discontinuation of treatment — no. (%)

Any reason 258 (10.7) 297 (12.3) 0.07
Adverse event 111 (4.6) 92 (3.8)
Consent withdrawn 66 (2.7) 118 (4.9)
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Resultados: Objetivo primario @Cl)

ACC E with B-.

EINSTEIN-PE

30— NUEVO EPISODIO DE TE VENOSO

2.5 Rivaroxaban (N=2419) ‘_r'

2.0 e —

Standard therapy (N=2413)

1.5

1.0 HR 1,12 (0,75-1,68),

0.5 p<0,0026 para no inferioridad

0.0

| | | ! |
O 30 60 90 120 150 180 210 240 270 300 330 360
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Hemorragia mayor

EINSTEIN-PE

3.0
I

2 5_ Standard therapy (N=-gt_l(_)5':)_-!____|
20— ===4"""" HR0,49(0,31:0,79),

' o~ p<0,0032
1.5+ {_____,__.-"'

|
1.0- 4 '
r’/ Rivaroxaban (N=2412)

0.5

0.0

| | | |
0O 30 60 90 120 150 180 210 240 270 300 330 360
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Conclusiones N

ACC-i2 wish BES

EINSTEIN-PE

* En el embolismo pulmonar agudo
sintomatico el tratamiento con
rivaroxaban es una estrategia eficaz,

segura y comoda.
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Moderate Pulmonary Embolism Treated with Thrombolysis
(MOPETT Study)

Background: currently massive pulmonary embolism (PE) is treated with thrombolytics.
New data indicates that there could be arole for these drugs at lower doses in moderate
PE.

Purpose: Determine if reduced doses of the thrombolytic drug tissue plasminogen
activator (t-PA) could be used to treat moderate PE.

Methods: 121 patients with moderate PE; 61 were given ¥z dose of thrombolytic +
modified anticoagulant therapy ; 60 were given anticoagulant alone.

RESULTS Primary Endpoints: Pulmonary

PA pressures reduced quickly SRS loiT dlone or with
recurrent PE.

Pulmonary HTN and PE recurrence reduced Conclusion: Use of a smaller t-
PA dose than that used in severe

Hospital discharge - earlier PE, is effective and safe in

A lower thrombolytic dose is safe and effective moderate PE.
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Off-Pump or On-Pump Coronary-Artery Bypass T
daccn2

Grafting at 30 Days. N’
ACC-i2 wish BES

CORONARY trial investigators

Los beneficios y riesgos de la cirugia de bypass aortocoronario sin bomba de
circulacidon extracorpdrea, en comparacion con la cirugia con bypass cardiopulmonar,
no estan claramente establecidos.

En 79 centros en 19 paises, 4752 pacientes con cirugia de bypass prevista
Randomizados a cirugia sin bomba o con bomba.
Cirujanos expertos (>2 afos, >100 procedimientos)
Obijetivo primario compuesto:
-muerte
-ictus no mortal
-infarto no mortal

-insuficiencia renal (nueva) que precisara dialisis en <30 dias
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Off-Pump or On-Pump Coronary-Artery Bypass
Grafting at 30 Days.

1.04 0.12- On-pump CABG
) R Off-pump CABG
o 084 0.08 J
T
[+ 4 il
5 0.6 0.04
] .6 04—
e
p- -
=
T 04 0.00 . . 1
E 0 10 20 30
=1
Y 0.24 Hazard ratio, 0.95 (95% Cl, 0.79-1.14)
P=0.59
0.0 et I T 1
0 10 20 30
Days of Follow-up
No. at Risk
Off-pump 2375 2176 2151 2142
CABG
On-pump 2377 2178 2146 2133
CABG
Figure 2. Kaplan—Meier Curves for the Primary Composite Outcome
at 30 Days.
The primary composite outcome was death, myocardial infarction, stroke,
or new renal failure requiring dialysis.
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Off-Pump or On-Pump Coronary-Artery Bypass ( (A CC.ID

Grafting at 30 Days. ACC-i2 vion DED
Table 2. Outcomes at 30 Days.
Off-Pump CABG On-Pump CABG  Hazard Ratio
Outcome (N=2375) (N=2377) (95% Cl) P Value
Primary outcome — no. (%)* 233 (9.8) 245 (10.3) 0.95 (0.79-1.14) 0.59
Death 60 (2.5) 59 (2.5) 1.02 (0.71-1.46)
Myocardial infarction 158 (6.7) 170 (7.2) 0.93 (0.75-1.15)
Stroke 24 (1.0) 27 (L.1) 0.89 (0.51-1.54)
New renal failure requiring dialysis 28 (1.2) 27 (1.1) 1.04 (0.61-1.76)
Other prespecified outcome — no. (%)
Death from cardiovascular causesT 60 (2.5) 59 (2.5) 1.02 (0.71-1.46) 0.93
Angina 3 (0.1) 2 (0.1) 1.50 (0.25-8.99)  0.66
Primary outcome at discharge: 228 (9.6) 246 (10.3) 0.94 (0.78-1.13) 0.50
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Off-Pump or On-Pump Coronary-Artery Bypass

(acc2)

ACC-i2 with

Grafting at 30 Days.

Table 2. Outcomes at 30 Days.
Off-Pump CABG On-Pump CABG  Hazard Ratio
Outcome (N=2375) (N=2377) (95% Cl) P Value
Other outcome — no./total no. (%)
Repeat revascularization 16/2330 (0.7) 4/2328 (0.2) 4.01 (1.34-12.0) 0.01
Percutaneous coronary intervention 11/2330 (0.5) 3/2328 (0.1) 3.67 (1.02-13.2) 0.05
Repeat CABG 6/2330 (0.3) 1/2328 (<0.1) 6.00 (0.72-49.8) 0.10
Other surgeries 38/2330 (1.6)  34/2328 (1.5) 1.12 (0.71-1.77)§  0.63
Any reoperation
Including CABGY| 77/2330 (3.3)  91/2328 (3.9)  0.85 (0.63-1.14)f  0.27
Including repeat revascularization 87/2330 (3.7) 93/2328 (4.0) 0.94 (0.70-1.25)§ 0.65
Respiratory failure or infection 138/2330 (5.9) 175/2338 (7.5)  0.79 (0.63-0.98)§ 0.03
Rehospitalization (from discharge to 30 days) ~ 123/2375 (5.2)  120/2377 (5.0) 1.03 (0.80-1.31)§ 0.84
AKIN stage 1 or more| 631/2251 (28.0) 728/2270 (32.1) 0.87 (0.80-0.96)§  0.01
RIFLE risk| 382/2251 (17.0) 443/2270 (19.5) 0.87 (0.76-0.98)§ 0.02
RIFLE injury, AKIN stage 2 138/2251 (6.1)  168/2270 (7.4)  0.83 (0.66-1.03)§  0.09
RIFLE failure, AKIN stage 3 45/2251 (2.0)  59/2270 (2.6) 0.77 (0.52-1.13)§  0.18
Atrial fibrillation 435/2375 (18.3) 426/2377 (17.9) 1.02 (0.90-1.15)§  0.72
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Off-Pump or On-Pump Coronary-Artery Bypass A\CCB
Grafting at 30 Days. ACC-i2 win BEE

Conclusiones

No hubo diferencias significativas entre la cirugia con bomba o
sin bomba con respecto a la mortalidad a 30 dias, IAM, ictus o
insuficiencia renal que precisara dialisis.

El uso de cirugia sin bomba redujo las tasas de transfusion,
reoperacion por sangrado perioperatorio, complicaciones
respiratorias y fracaso renal agudo, pero se asocio aun riesgo
aumentado de revascularizacion precoz.
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Multivessel Coronary Disease: Results from the ACCF-STS Database v i

ACC-i2 wish BES

Survival after PCI or CABG in Older Patients with Stable
Collaboration

La cuestion de la efectividad de la cirugia de bypass aortocoronario frente a la
intervencidn coronaria percutanea no esta resuelta. El ACCF y la STS colaboraron
para comparar las tasas de supervivencia a largo plazo tras PCl y CABG.

Se asociaron el ACCF National Cardiovascular Data Registry y el STS Adult Cardiac
Surgery Database a las bases de datos de Medicare y Medicaid durante los afios 2004
a 2008. Los resultados fueron comparados tras ajustar por propensity scores y
inverse-probability-weighting para reducir el sesgo de seleccion de tratamiento.

189793 pacientes >65 ainos: CABG (86244) o PCI (103549)
Seguimiento 2.67 aios

Objetivo principal: mortalidad total
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Survival after PCI or CABG in Older Patients with Stable

Multivessel Coronary Disease: Results from the ACCF-STS Database

Collaboration

GOFOR ACC.12

CHIGAGO

Age (yr)
Male sex (%)

History of heart failure (%)

History of myocardial infarction (%)

Diabetes (%)

Any

Requiring insulin
Hypertension (%)
Renal failure (%)

Chronic lung disease (%)

Cerebrovascular disease (%)

CABG
(N =86,244)

73.1+5.6
68.6
11.5
253

38.6
10.2
34.8

6.1
20.7
17.6

PCI
(N=103,549)

74.7£6.5
57.8
10.2
24.6

34.4
9.3
83.4
6.2
18.9
15.8

BT
acc;

ACC-i2 wish

P Value

<0.001
<0.001
<0.001
<0.001

<0.001
0.007
<0.001
0.57
<0.001
<0.001
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Survival after PCI or CABG in Older Patients with Stable

Multivessel Coronary Disease: Results from the ACCF-STS Database

Collaboration
Chronic lung disease (%)

Cerebrovascular disease (%)
Peripheral arterial disease (%)
Body-mass indext
Smoking status (%)

Former smoker

Current smoker
Angina (%)

None

Stable

Unstable
Ejection fraction (%)
Three-vessel disease (%)
Urgent status (%)

GOFOR ACC.12

CHIGAGO

20.7

17.6

17.9
28.7+5.8

44.0
12.9

21.8
49.6
28.6
52.9+12.2
30.3
68.6

18.9

15.8

15.3
28.7+5.9

42.5
11.6

30.8
22.6
46.6
55.5+11.4
32.1
57.8

{Acc2

ACC-i2 wish

<0.001

<0.001

<0.001
0.78

<0.001
<0.001

<0.001
<0.001
<0.001
<0.001
<0.001
<0.001

Y SOCIEDAD ESPANOLA DE

w.ardiologia




Survival after PCI or CABG in Older Patients with Stable

Multivessel Coronary Disease: Results from the ACCF-STS Database
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Survival after PCI or CABG in Older Patients with Stable

Multivessel Coronary Disease: Results from the ACCF-STS Database
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Two-Year Outcomes after Transcatheter or Surgical '@CC.IZ)

Aortic-Valve Replacement. ACC-i2 win HES

PARTNER trial investigators

En pacientes con estenosis adrtica de alto riesgo el estudio PARTNER mostré tasas de
supervivencia a un ano similares con el implante de una valvula adrtica percutanea
(TAVI) y con el reemplazo valvular adrtico. Sin embargo, es preciso un seguimiento a
mas largo plazo para determinar si la TAVI tiene beneficios prolongados.

25 centros
699 pacientes de alto riesgo.
Randomizados a TAVI o a cirugia de reemplazo valvular adrtico.

Seguimiento a dos ainos, con valoracion de objetivos clinicos y ecocardiograficos.

GOFOR ACC.12

MARCH 24 - 27, 2012 + EXHIBITS: MARCH 24 - 26

SOCIEDAD ESPANOLA DE

vi.ardiologia




Two-Year Outcomes after Transcatheter or Surgical "ACC.ID

Aortic-Valve Replacement. Lace.ig w060
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Two-Year Outcomes after Transcatheter or Surgical (/QA CC.ID

Aortic-Valve Replacement.

A Death from Any Cause, Intention-to-Treat Population

0
Hazard ratio, 0.90 (95% CI, &.71-1.15)

o] Pl
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1
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104
u]
Month
Mo, at Risk
TAVR 148 298 a0 i34 172 ] 11
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D Death from Any Cause or Stroke, Intention-de-Treat Population

m_
Hazard ratio, 0.93 (95% CI, (L73-1.18)
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Two-Year Outcomes after Transcatheter or Surgical (/QA CC.ID

Aortic-Valve Replacement.

ACC-i2 with

Table 1. Clinical Outcomes at 1 Year and 2 Years with TAVR or Surgery (Intention-to-Treat Population).*

Outcome

Myocardial infarction

Major vascular complication|
Major bleeding|

Endocarditis

Renal failure**

New pacemaker

SVD requiring surgical replacement

1 Year
Surgery TAVR
(N=351) (N=348)
no. of patients (%)
2 (0.6) 0
3(3.8) 39 (11.3)
88 (26.7) 52 (15.7)
3 [1.9) 2 (0.6)
20 (6.5) 18 (5.4)
16 (5.0) 21 (6.4)
0 0

Valuet

0.16
<0.001
<0.001

0.63

0.57

0.44

2 Years
Surgery TAVR
(N=351) (N=348) P Valuef
no. of patients (%)
4 (1.5) 0 0.05
3 (3.8) 40 (11.6) <0.001
95 (29.5) 60 (19.0) 0.002
3 (1.0) 4 (1.5) 0.61
21 (6.9) 20 (6.2) 0.75
19 (6.4) 23 (7.2) 0.69
0 0
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Two-Year Outcomes after Aortic-Valve

Replacement. Transcatheter of Surgical

A Severity of Paravabvular Leak: Mone or Trace versus Mild to Severe

B Severity of Paravalvular Leak: Mone or Trace, Mild, or Moderate
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Two-Year Outcomes after Transcatheter or Surgical '@CC.IZ)

Aortic-Valve Replacement. ACC-i2 win HES

Conclusiones

El sequimiento a 2 anos de los pacientes del ensayo PARTNER
apoya el empleo de la TAVI como una alternativa a la cirugia en
pacientes de alto riesgo. Los dos tratamientos fueron similares
en cuanto a mortalidad, reduccion de sintomas, y mejoria de la
hemodindmica valvular, aunque la reqgurgitacion paravalvular
fue mas frecuente en la TAVI y estuvo asociada con un
incremento de mortalidad tardia.
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the Treatment of Significant Mitral Regurgitation (MR) in Europe:

930-3 ACCESS EUROPE: A Post Market Study of the MitraClip System for | /CEB
e 2)

Analysis of Outcomes at 6-Months

GOFOR ACC.12

CHIGAGO
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Inclusion completada en Abril de 2011 en 14
Centros Europeos

Objetivo del estudio: Seguridad a los 6 meses
de seguimiento en el “mundo real”.

Incluidos 566 pacientes, de los que se
completa el seguimiento de 480.

74=+*10 anos, CAD 63%, | Renal 43%

97% IM 3-4, 77% funcional, 85% CF IlI-1V, 52%
FE<40%, Euroscore logistico 23 =+ 19%
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930-3 ACCESS EUROPE: A Post Market Study of the MitraClip System for
the Treatment of Significant Mitral Regurgitation (MR) in Europe: ’/ CC.I12
Analysis of Outcomes at 6-Months —

ACC-i2 wich BED
Implante en el 99,6% de los casos, 60% 1 Mitraclip, 37% 2 Mitraclips
Mortalidad procedimiento: 2%; Mortalidad a los 30 dias: 3,4%

A los 6 meses Supervivencia 89%, IM >2 20%, Cirugia mitral 3%, CF I-ll 70%, 6MWT
aumento de 66 metros, -12 puntos en cuestionarios de QoL

El estudio ACCESS-EU muestra importantes beneficios clinicos en una poblacion del
“mundo real” con comorbilidades significativas y alto riesgo quirargico.
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2507- Imaging in TAVI
Novedades 2011-2012

EXPERT CONSENSUS STATEMENT

EAE/ASE Recommendations for the Use
of Echocardiography in New Transcatheter
Interventions for Valvular Heart Disease

Jose L. Zamorano'*T, Luigi P. Badano?, Charles Bruce?®, Kwan-Leung Chan*, Alexandra G()ngal\'css,
Rebecca T. Hahn®, Martin G. Keane”, Giovanni La Canna®, Mark J. 1\/[()11;1g11;1119, Petros Nih()yann()poul()sl0,
Frank E. Sil\'cstry7, Jean-Louis Vanoverschelde!!, and Linda D. Gillam'?*, Rochester, Minnesota; Otttawa, Ontario,
Canada; Porto, Portugal; New York, New York; Philadelphia, Pennsylvania; London, United Kingdom; Brussels,
Belguim; Morristown, New Jersey

Predictores de regurgitacion adrtica post-TAVI: tamafiio del anillo, calcificacion valvular,
discordancia anillo-prétesis.

Varios estudios sobre el papel de las técnicas de imagen en la valoracion del tamafo
del anillo y eleccidon del tamaio protésico apuntan al valor de nuevas técnicas, como el
ETE3D y la medicién del perimetro del anillo adrtico por TAC en la eleccidon del tamafio

adecuado de la protesis.
GOFOR ACC.12 SOCIEDAD ESPANOLA DE

CHICAGO \i.ardiologia




(ACC.12
2507- Imaging in TAVI 28— s ilon

ACC-i2 wish

2507-9 Integrated 3D Echo-X-Ray Image Guidance for Structural Heart Interventions.
Stacey D Clegg. Colorado. USA.
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ACC-i2 wich BEB

1093-99 Novel Three Dimensional Echocardiography guided optimization improves
clinical outcome in cardiac resynchronization therapy.

1093-100 Pacing at Accelerated Resting Heart Rate improves the Yield for AV-
Optimization in patients with CRT.

1093-103 Estimation of Scar by Speckle Tracking Radial Strain to guide lead placement
in Patients Receiving CRT.

1095-188 Prognostic Value of Strain Echocardiography in patients undergoing
chemotherapy.

907-5 Deformation Imaging Is an Independent Predictor of Outcomes in Asymptomatic
Aortic Stenosis with Normal Ejection Fraction
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904 Management of the Patient with Atrial Fibrillation: Anticoagulation ,A\CC 12)
and Prevention of Stroke-- Joint Oral Arrhythmias Session of the Heart k —
Rhythm Society and the American College of Cardiology ACC-i2 wich BED

1) 904-4: Stroke Risk in Post-Menopausal Women with Atrial Fibrillation in the Women’ s Health
Initiative: A Validation and Comparison of the CHADS2 and CHA2DS2-VASc Risk Scores

2) 904-5 The CHA2DS2-VASc Score ldentifies AF Patients with A CHADS2 Score Of 0 or 1 Treated
with Antiplatelet Therapy Who Are Unlikely to Benefit from Oral Anticoagulant Therapy

3) 904-6 Dabigatran and Myocardial Infarction, Drug or Class Effect. Meta-Analysis of Randomized
Trials with Oral Direct Thrombin Inhibitors

4) 904-9 Efficacy and Safety of Apixaban Compared with Warfarin According to CHADS, and
HASBLED Risk Scores for Stroke Prevention in Atrial Fibrillation

5) 904-7 Bleeding with Aspirin and Apixaban in Patients Unsuitable for Vitamin K Antagonist
Therapy: The AVERROES Study

6) 904-8 Evaluation of Recombinant Activated Factor Vii, Prothrombin Complex Concentrate and
Fibrinogen Concentrate to Reverse Apixaban in a Rabbit Model
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Thrombin Receptor Antagonist in

Secondary Prevention of Atherothrombosis
NCT00526474; Trial funded by Merck

David A. Morrow, MD, MPH
On behalf of the TRA 2°P-TIMI 50
Steering Committee and Investigators
ACC 2012, Chicago, March 24, 2012
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Diseiio del estudio S

ACC-i2 wish BES

_Prior M|, CVA, or PAD Key Inclusion:

1) Type 1 MI: 2 wks - 12 mo

2) Ischemic CVA: 2wk -12 mo
Standard care 3) PAD: claudication + abnl

including oral antiplt rx ABI or prior revasc

RANDOMIZE 1:1 DOUBLE BLIND
Stratified by:

Vorapaxar 1) Qualifying athero Placebo
2.5 mg/d 2) Use of thienopyridine

Follow up Visits
Day 30, Mo 4, Mo 8, Mo 12 Minimum of

Q6 months 1 year of follow-up

Final Visit Event Driven Design

Morrow et al. ACC 2012, Chicago, March 24, 2012
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Objetivos

Efficacy: hierarchical testing

. Cardiovascular (CV) death, MI, or stroke

. CV death, MI|, stroke, or urgent coronary
revascularization

. CV death or Mi

Bleeding endpoints of primary interest:
« GUSTO moderate or severe bleeding

« TIMI Clinically Significant Bleeding:
TIMI major, TIMI minor, or bleeding requiring medical

attention (medical/surgical rx, lab eval)

Morrow et al. ACC 2012, Chicago, March 24, 2012
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Intervencion del comité de seguridad del estudio

ACC i2v

January, 2011, the DSMB announced that
based on its ongoing review of safety:

—1 ICH with vorapaxar in pts w/ a prior stroke
= D/C all pts with a prior stroke

—Trial should continue in pts without a hx of

stroke

Analyses

* 1Stline analysis in all patients, including stroke
« 2" |ine analysis (new): pts w/out prior stroke

« Special interest in patients who qualified w/ Mi

TIMi

Morrow et al. ACC 2012, Chicago, March 24, 2012
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Tratamiento de base

ACC-i2 wish BED
Placebo Vorapaxar
(N = 13224) (N = 13225)

Antiplatelet Therapy, %
Qualifying Ml  Aspirin 98 98
Thienopyridine 78 78
PAD Aspirin 88 88
Thienopyridine (28% DAPT) 37
Stroke Aspirin 81 81
Thienopyridine (8% DAPT)
Dipyridamole 19 20

Other Medications at Enrollment
Lipid-lowering agent (%) 92 91
ACEIl or ARB (%) 75 74
Beta-blocker (qualifying Ml) 84 84

Morrow et al. ACC 2012, Chicago, March 24, 2012
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Valoracion principal de eficacia A

ACC-i2 wish BES

CV Death, MI, or Stroke
12% -
N=26449 Placebo

10% | Medianflu  Vorapaxar
2.5 years

8% -

6%

>
s
[
e
4]
o
—
o
>
w

4%

. Hazard Ratio 0.87;

2% 1 95% CI 0.80 to 0.94

p <0.001

0 6Y0 1&0 1{30 2«;0 360 36,50 450 4£30 5;0 660 660 750 7(30 8:10 960 9(;0 10'20 1(;80
Days since randomization

0%

Morrow et al. ACC 2012, Chicago, March 24, 2012
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Key Secondary Endpoint @‘I‘RA-CER

CV Death, MI, Stroke

20% -
Placebo Vorapaxar Placebo
2-year KM rate 16.4% 14.7%
15% ﬁ
% Vorapaxar
< 10%
e V70
()
P
Ll
5% - HR (95% CI): 0.89 (0.81, 0.98)
P-value= 0.018
O% [ [ [ [ [ [ [ [ [ [ [ [ [ |
0 1 4 8 12 18 24
Months from Randomization
No. at risk
Placebo 6471 5895 5575 5263 3922 2383 830
Vorapaxar 6473 5949 5684 5356 4023 2427 868

w Duke Clinical Research Institute



PRIMARY EFFICACY ENDPOINT:

CV Death / Ml / Stroke* (Ischemic + Hemg.)

2 Yr KM Estimate

Placebo 10.7%

S

o 10 -

& 8.9%

v 8 -

=

© HR 0.84

g 6 — _ (0.74-0.96)
S Rivaroxaban ARR 1.7%
_L; 4 — (both doses)

% mITT p = 0.008
£ 5 ITT p = 0.002
17

L NNT = 59

0 | | | | | |
0 4 8 12 16 20 24

No. at Risk Months After Randomization
Placebo 5113 4307 3470 2664 1831 1079 421
Rivaroxaban 10229 8502 6753 5137 3554 2084 831

*: First occurrence of cardiovascular death, MI, stroke (ischemic, hemorrhagic, and uncertain) as adjudicated by the CEC across thienopyridine use strata
Two year Kaplan-Meier estimates, HR and 95% confidence interval estimates from Cox model stratified by thienopyridine use are provided per mITT
approach; Stratified log-rank p-values are provided for both mITT and ITT approaches; ARR=Absolute Relative Reduction; NNT=Number needed to treat;
Rivaroxaban=Pooled Rivaroxaban 2.5 mg BID and 5 mg BID.
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CV death, MI, Stroke, or Urgent
Coronary Revascularization

: 3

EventRate (%)
¥

Episodios de eficacia mayor

Placebo
12.4%

Vorapaxar
1.2%

Hazard Ratio 0.88;
95% Cl1 0.82 to 0.95
p=0.001

360 540 720 900 1080
Days since randomization

Morrow et al. ACC 2012, Chicago, March 24, 2012

GOFOR ACC.12

MARCH 24 - 27, 2012 + EXHIBITS: MARCH 24 - 26

£
2
@
€
g
w

#

#

9% -
8% -
7%<
6%
5% -
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CV death or Ml

Placebo
8.2%

Vorapaxar
1.3%

Hazard Ratio 0.86;
95% CI10.78 to 0.94
p=0.002

180 360 540 720 900 1080
Days since randomization
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dacc.2
Episodios de eficacia en la totalidad del estudio "S_~ /)

ACC-i2 wish BES

Placebo Vorapaxar
B4 U NCICEVAN (N =13224) (N = 13225) HR p-value

CV death, MI, stroke 10.5 9.3 0.87 <0.001
CV death 3.0 2.7 0.89 0.15
Mi 6.1 5.2 0.83 0.001
Any Stroke 2.8 2.8 0.97 0.73

Ischemic stroke 2.6 2.2 0.85 0.059

Urgent coronary 2.6 2.5 0.88 0.11
revascularization

CVD, M|, Stroke, 14.7 13.1 0.87 <0.001
UCR, vascular hosp.

All-cause mortality 5.3 5.0 0.95 0.41
Morrow et al. ACC 2012

UCR = recurrent ischemia leading to urgent coronary revascularization Chicago, March 24, 2012 )
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pisodios de eficacia en pacientes sin antecedentes de AVC S 2
ACC-i2 wish BED
Placebo Vorapaxar
BV U NEICEVAM (N =10344) (N =10335) HR p-value

CV death, MI, stroke 9.6 8.3 0.84 <0.001
CV death 2.8 2.5 0.87 0.13
Mi 6.4 2.0 0.84 0.004

Any Stroke =7 1.5 0.82 0.11

Ischemic stroke 1.5 1.1 0.72 0.013

CVD, M|, Stroke, urg 1.8 10.6 0.86 <0.001
coronary revasc.

CV death or Mi 8.4 7.4 0.85 0.002

CVD, Mi, Stroke, 14.0 12.3 0.86 <0.001
UCR, vascular hosp.

Morrow et al. ACC 2012
UCR = recurrent ischemia leading to urgent coronary revascularization Chicago, March 24, 2012
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Viuerte CV, IAM o AVC por subgrupos principales '@CJ/Z)

ACC-i2 wich BED
CV Death, M|, or Interaction
Subgroup total no. Stroke Hazard Ratio (95% Cl)  p-value
Overall 26449 0.87 (0.80, 0.94)

Age 0.54
<75 23429 0.86 (0.78, 0.94)
>=75 3020 0.91(0.75, 1.10)

Body weight
>=60kg 24546 0.85(0.78, 0.92)
<60kg 1852 1.22 (0.88, 1.69)

Qualifying Athero
Mi 17779 0.80 (0.72, 0.89)
PAD 3787 0.94 (0.78, 1.14)
Stroke 4883 1.03 (0.85, 1.25)

History of Stroke

No 20699 - 0.84(0.76, 0.93)
Yes 5746 — 0.95(0.80, 1.11)
-

Thienopyridine at Rando
Yes 16442 0.88 (0.79, 0.98)
No 10007 - 0.85(0.74, 0.98)

T 1

0.5 1 2 5
No interaction by sex, or region. mar Bottar
Morrow et al. ACC 2012, Chicago, March 24, 3613P
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Hemorragias mayores

3-yr KM rate (%)

= Placebo Prior Stroke

n = 5746
B Vorapaxar

TIMI Non-
CABG Major
ARD 0.7%

HR 1.35
P=0.005

TIMI Non-
CABG Major

ARD 2.0%

ICH Fatal ICH

ARD 1.5%
HR 1.87 HR 2.55 HR 1.48
P<0.001 P<0.001 P=0.46

Morrow et al. ACC 2012, Chicago, March 24, 2012
GOFOR ACC.12

CHIGAGO

ARD 0.2% ARD 0.2%
HR 1.55

P=0.049

ACC-i2 wish

No Hx of Stroke

n = 20699

Fatal

ARD 0.1%
HR 1.44
P=0.30

riMi
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Beneficio clinico neto '@CTI/Z)

ACC-i2 wish BES

HR VORA PLAC RRR (%)

CV death, MI|, stroke, UCR,
All pts GUSTO mod/sev bleed

Includin =
( Stroke)g Death, MI, stroke, * 119 128 8
GUSTO severe bleed P =0.020

134 140 4

CV death, MI, stroke, UCR, + 128 134 6
No Hx GUSTO mod/sev bleed P =0.16

Stroke  peath, MI, stroke, + 108 11.8 11
n=20,699 GUSTO severe bleed P =0.010

NoHx ~ CV death, M, stroke, UCR, + 120 134 12

Stroke/TIA GUSTO mod/sev bleed P =0.004

Wagt 260kg Death, MI, stroke, + 10.0 1.7 16
18,966 GUSTO severe bleed P <0.001
n=18,

b ! 1
0.7 0.8 0.9 1.25
Morrow et al. ACC 2012,
Chicago, March 24, 2012 Vorapaxar Better Vorapaxar Worse
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INFUSE-AMI

A 2x2 Factorial, Multicenter, Prospective,
Randomized Evaluation of Intracoronary Abciximab
and Aspiration Thrombectomy in Patients
Undergoing Primary PCI for Anterior STEMI

Gregg W. Stone, MD

Columbia University Medical Center
NewYork-Presbyterian Hospital
Cardiovascular Research Foundation

ClinicalTrials.gov number: iyl
NCT00976521 7 e

5 New'ark-Presbyteran
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ACC-i2 with

452 pts with anterior STEMI
Anticipated Sx to PCI <5 hrs, TIMI 0-2 flow in prox or mid LAD
Primary PCI with bivalirudin anticoagulation

Pre-loaded with aspirin and | Stratified by symptoms to angio <3 vs =3 hrs,
clopidogrel 600 mg or prasugrel 60 mg R and prox vs mid LAD occlusion

1 1

Manual aspiration No aspiration

17 1:1 l 1:1 l
IC Abcx No Abcx IC Abcx No Abcx

! ! ! !

Primary endpoint: Infarct size at 30 days (cMRI)
2° endpoints: TIMI flow, blush, ST-resolution, MACE (30d, 1 yr)
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INFUSE-AMI: Objetivo principal '@¥

ACC-i2 wich BED
* Primary endpoint (powered):

= Infarct size (% total LV mass by cMRI) at 30 days
in pts assigned to IC abciximab vs. no abciximab
(pooled across the aspiration randomization)

» Major secondary endpoint:

= |nfarct size (% total LV mass by cMRI) at 30 days
in pts assigned to aspiration vs. no aspiration
(pooled across the abciximab randomization)

* Addition endpoints:
= Post PCI TIMI flow, cTFC and myocardial blush
= ST-segment resolution at 60 mins
= MACE at 30 days and 1 year
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INFUSE-IAM: Tamano del infarto a 30 dias

ACC.i2 ..n BED
- 4 group analysis -

14.7% Vs 17.6%  p-0.03

[7.1%, 20.6%] . [8.1%, 25.1%]

\
18.6

-
on

&)

S
—
S
N
D 10
el
]
|- .
17]
i

Aspiration + No aspiration +  Aspiration +  No aspiration +
|IC abciximab IC abciximab no abciximab no abciximab
(n=101) (n=94) (n=91) (n=96)
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Ammrican | Amaercan
Heart | Stroke
Aaandition | Asicsialian.

AIDA STEMI: Intracoronary Compared with IV Bolus Abciximab
Application During Primary PCI

Background: The trial was designed to compare
intracoronary administration of a platelet inhibitor
(abciximab) bolus directly into a blocked artery
with subsequent 12 hour intravenous infusion in
addition to primary PCl to IV administration.
Funding received from Lilly, Germany and
University of Leipzig, Germany.

Purpose: Examine whether the intracoronary bolus is
beneficial for patients with STEMI in comparison
to standard IV bolus application.

Primary Endpoint

OR0.91
95% CI 0.91-1.28

% of Patients

IC v

Presented by: H. Thiele, MD, AHA Scientific Sessions 2011, Orlando

Methods: Phase lll, Interventional, Randomized,
Efficacy Study, Parallel Assignment, Open
Label, Treatment trial (n=2065)

Primary Endpoints: 90-day all-cause mortality,
reinfarction and new congestive heart failure

Secondary Endpoints: Time to combined
endpoint, TIMI-flow post PCl, ST-segment
resolution, infarct size by AUC of CK-release

Results: Intracoronary administration of
intracoronary abciximab bolus administration
in patients with STEMI is safe.

Conclusion: Abciximab was no more effective in
patients with STEMI when delivered
intracoronary than when it was given
intravenously. The intracoronary route might
help prevent new development of heart
failure,

@ 2011, American Heart Association. All rights reserved.
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ONLINE FIRST

Effect of a Multifaceted Intervention
on Use of Evidence-Based Therapies in Patients

With Acute Coronary Syndromes in Brazil
The BRIDGE-ACS Randomized Trial

Otavio Berwanger, MD, PhD

Heého P Guimaraes, MDY, PhD

Ligia N. Laranjeira, M5

Alexandre B. Cavalcanti, MD}

Alessandra A. Kodama, MS

Ana Denise Zazula, MD

Eliana V. Santucei, MS

Elivane Victor, MS

Marcos Tenuta, MD

Vitor Carvalho., PhD

Vera Luecia Mira, MS, PhD

Karen 5. Pieper, M3

Bernardete Weber, MS

Luiz Henrique Mota, MD

Eric D. Peterson, MD, MPH

Renato D). Lopes, MD, PhD

for the BRIDGE-ACS Investigators
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Context Studies have found that patients with acute coronary syndromes (ACS) of-
ten do not receive evidence-based therapies in community practice. This is particu-
larly true in low- and middle-income countries.

Objective To evaluate whether a multifaceted quality improvement (Ql) interven-
tion can improve the use of evidence-based therapies and reduce the incidence of ma-
jor cardiovascular events among patients with ACS in a middle-income country.

Design, Setting, and Participants The BRIDGE-ACS (Brazilian Intervention to In-
crease Evidence Usage in Acute Coronary Syndromes) trial, a cluster-randomized (con-
cealed allocation) trial conducted among 34 clusters (public hospitals) in Brazil and en-
rolling a total of 1150 patients with ACS from March 15, 2011, through November 2,
2011, with follow-up through January 27, 2012.

Intervention Multifaceted QI intervention including educational materials for clini-
cians, reminders, algorithms, and case manager training, vs routine practice (contral).

Main Outcome Measures Primary end point was the percentage of eligible pa-
tients who received all evidence-based therapies (aspirin, clopidogrel, anticoagulants,
and statins) during the first 24 hours in patients without contraindications.

Results Mean age of the patients enrolled was 62 (5D, 13) years; 68.6% were men,
and 40% presented with ST-segment elevation myocardial infarction, 35.6% with nor-
ST-segment elevation myocardial infarction, and 23.6% with unstable angina. The ran-
domized clusters included 79.5% teaching hospitals, all from major urban areas and 41.2%
with 24-hour percutaneous coronary intervention capabilities. Amang eligible patients
(923/1150 [80.3%]1), 67.9% in the intervention vs 49.5% in the control group received
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American  Amerioan
Heart | Stroke
Apanciston  AEIDCLSON.

A Multifaceted Intervention to Narrow the Evidence-Based Gap in ACS
Treatment: Main Results of the BRIDGE-ACS Cluster Randomized Trial

Background: Many barriers exist for the
incorporation of evidence based guidelines into
clinical practice for patients with acute coronary
syndrome (ACS), especially in low and middle
income countries.

Purpose: To determine if a multifaceted strategy in
Brazilian public hospitals will increase use of
evidence based therapy in ACS clinical practice.

Results

&0
70
&0
50
40

30

20

Percent of Patients

In-hospital CV
event

30-day
Mortality

Discharge
Medications

Acute Therapy

M Intervention M Control

Presented by: Berwanger, 0., ACC, 2012, Chicago

Design: Interventional , randomized, parallel, single blind
intervention

Methods: 34 public hospitals were randomized to receive
or not a multifaceted intervention for the clinic
which included distribution of education materials, a
case manager, patient reminders, and practical
training. Those hospitals randomized to the control
arm administered hospital standard treatment.

Primary Endpoint: Increased prescription of evidence-
based clinical treatment during the first 24 hours

Results: Significantly more patients in the intervention
received all appropriate therapies (OR,,, 2.64, 95% CI
1.28-5.45) as well as were more likely to receive all
eligible acute and discharge medications (OR,,, 2.49,
95% Cl 1.08-5.74). Overall adherence was higher in
the intervention group. There was no significant
difference between the groups in in-hospital CV
events (ORg,, 0.72, 95% Cl 0.36-1.43) or 30-day
mortality (ORg,, 0.79, 95% Cl 0.46-1.34).

Conclusion: Among public hospitals in  Brazil, the
multifaceted intervention significantly improved
incorporation of evidence-based therapy in clinical
practice for ACS patients.

© 2012, American Heart Association. All rights reserved.
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Safety and Efficacy of a Monoclonal Antibody to
Proprotein Convertase Subtilisin/Kexin Type 9 Serine
Protease, SAR236553/REGN727, in Patients With
Primary Hypercholesterolemia Receiving Ongoing
Stable Atorvastatin Therapy

lege of Cardiology
ollege of Cardiology Foundation 158

_\.umjx M. I\'lcl’\'cnnc)', PII.\R,\I[),* Michael | KUI‘[‘I], J\ID, CP],T Dean \ Kcrci:lkcs, Ml),i
Corinne Hanotin, MD,|| Anne-Catherine Ferrand, MSc,| Evan A. Stein, MD, PHD§

Richmond, Virginia; Jacksonville, Flovida; Cincinnati, Ohbio; and Paris, France

James M. McKenney, PharmD,? Michael J. Koren, MD, FACC,2
Dean J. Kereiakes, MD, FACC,? Corinne Hanotin, MD 4
Anne-Catherine Ferrand,4 Evan A. Stein, MD, PhD>

1National Clinical Research-Richmond, Inc_, Richmond, VA, USA; 2Jacksonville Center for Clinical
Research, Jacksonville, FL, USA; 3The Carl and Edyth Lindner Center for Research and
Education at the Christ Hospital, Cincinnati, OH, USA; *Sanofi, Paris, France;
SMetabolic and Atherosclerotic Research Center, Cincinnati, OH, USA.

Clinicaltrials.gov no. NCT01288443
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For illustration purposes only
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Impacto de un anticuerpo anti-PCSK9 en |a (/\
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expresion de receptor de LDL __\_-4_)

LACE-i2 with

- For illustration purposes only
¥

» LDL Receptor

‘."..V"T'Jlt :!I" WP LY e
.".':".,f',--“ : ,r,v.';m‘,,)

7 /{ NCEW
: g A0 A Pk St 14
4 el e L R . 1,
W A g L

' |
-~
A ©

oty

A A 3 At
4 ”' I R 2w et N ,J
ox : ' T 2 v
2‘:\\ fr '. ¥ -.‘.-'j.. :

Endoplasmic
~rFeticulum

Nucleus
rSREBP

> . 122 - . d ‘. - ’ g v .
GOFOR ACC.12 SOCIEDAD ESPANOLA DE

CHIGAGO ardiologia

24 - 27,2012 + EXHIBITS: MARCH 24 - 26




Diseino del estudio

ACC-i2 with

Treatment Period (12 weeks) ..;__}
(7 weeks) (8 weeks)

N=31 Placebo Q2W

SAR236553 50mg Q2W
Primary Endpoint
% A calculated LDL-C
from baseline

SAR236553 100mg Q2W to week 12

SAR236553 150mg Q2W

Secondary Endpoints
% A in other

lipoproteins and

N=30 SAR236553 200mg Q4W w/alt placebo apolipoproteins and
% patients reaching

pre-specified LDL-C

levels
N=30 SAR236553 300mg Q4W wialt placebo
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Cambios en LDL a intervalos de 2 semanas
(basal —semana 12) S
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WEEK 2 WEEK 4 WEEK 6 WEEK 10 WEEK 12
A -51%
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SAR236553 50 mg G2W SAR236553 100 mg Q2W  =m=SARZPIESS3 150 mg Q2W

Mean percentage change in calculated LDL-C from baseline to weeks 2, 4, 6, 8, 10, and 12 in the modified intent-to-treat (mITT) population,
by treatment group. Week 12 estimation using LOCF method.
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Porcentaje de pacientes en objetivo de LDL A\CC 1)
(semana 12)

ACC-i2 win BED

® % LDL-C <100mg/dL K % LDL-C <70mg/dL
100100

I I |

Placebo 50mg Q2W  100mg Q2W  150mg Q2W  200mg Q4W  300mg Q4W
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® Placebo

B SAR236553 150mg Q2W

LS mean (SE)
Zmedian (Q1-Q3)
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SAR236553 50mg Q2W

B SAR236553 200mg Q4W

ACC-i2 wish

SAR236553 100mg Q2W

SAR236553 300mg Q4W
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

CT Angiography for Safe Discharge of Patients
with Possible Acute Coronary Syndromes

Harold I. Litt, M.D., Ph.D., Constantine Gatsonis, Ph.D., Brad Snyder, M.S.,
Harjit Singh, M.D., Chadwick D. Miller, M.D., Daniel W. Entrikin, M.D.,
James M. Leaming, M.D., Laurence J. Gavin, M.D., Charissa B. Pacella, M.D.,
and Judd E. Hollander, M.D.
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ACRIN PA 4005: Multicenter Randomized Controlled Study
of a Rapid “Rule Out” Strategy Using CT Coronary Angiogram (CCTA)
Versus Traditional Care for Low-Risk ED Patients

GOFOR ACC.12

CHICA

MARCH 24 - 27, 2012 » EXHIBITS: MARCH 24 - 26

Background: Patients presenting to the ED
with chest pain often undergo clinical
evaluation and potential hospital
admission to rule-out ischemia.
Importantly, a vast majority of these
patients do not have cardiac involvement.

ED Discharge by Study Group

&

% of Patients
[l [7%)
= [=]

=
(=]

Trad care

CCTA

Presented by :H Litt, 2012 ACC, Chicago

Purpose: To evaluate the use of CCTA in
optimizing the diagnostic work-up of
potential ACS patients to allow for safe
discharge to home.

Methods/Study Design: Phase 4, clinical trial in
which 1,392 patients across 5 study sites
were randomized to traditional “rule-out”
care (n=462) or CCTA (n=908) using a 1:2
ratio.

Primary Endpoints: MACE events within 30 days

Results: 30-day MACE event rate was <1% in
patients with negative CCTA (n=640). (0%
event rate, 95% C| 0—0.57%). Also, those
having had CCTA were more likely to be
discharged from ED to home (see table).

Conclusion: ED clinicians can feel more
comfortable in discharging CCTA negative
patients within the parameters of standards

of care.
@ 2012, American Heart Association. All rights reserved.
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CMEICAE Hors: 15 A
e :.‘::;fmm;w Background: El DT sugestivo de SCA es la causa mas ( AACC 12
" b frecuente de presentacion en Urgencias. Las estrategias K >
0 i ki i actuales para evaluarlo son ineficaces, sobrecargando las A 1 e

ey iirireyrein Urgencias con ingresos innecesarios. Ademds hasta un 2%

oy ety de pacientes con SCA se dan de alta desde Urgencias

i Cho,Famel Woodad, ok Hagumey, emes

ey Basandose en el resultado del ROMICAT | en el que la mayoria de pacientes no
Ky, Dougls Hayean, Staphen Mt Jeome ’ ’ q q .

stk tenian enfermedad o tenian lesiones coronarias no obstructivas, un alto valor
BN, MaSsacUsett el -

wkiTmin s predictivo negativo y baja prevalencia de SCA (8%)

L4} Panel Discassion u
También el AngioTAC puede servir para hacer cribaje en Urgencias
Objetivo: Realizar un estudio controlado y randomizado para evaluar la
estrategia puede mejorar la efectividad de la decision clinica comparada con
la practica clinica habitual en pacientes con DT sugestivo de SCA
| 1272 Patients Protocol Eligible |
272 not consented
p| =228 refused
~44 administrative
L
1000 Patients Randomized®
¥ h 4
Cardiac CTA Standard ED Evaluation
W=501 [94.4% CCTA) N=4%9
GOFOR ACC.12 L J ‘L é SOCIEDAD ESPANOLA DE
N=496 (99.0%) N=489 (98.0%)
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Juint American College of Cardiologyl lournal of
the Amarican Medical Association Late-Breaking
Glnical

C M \ean LOS + SD Standard ED

" MichaelH. Cranord, San Francsco, CA
=i (hrs) Eval rACCID

e N | 23.2+37.0 30.8 £ 28.0

Tl T s e A
mmmmmﬁﬂ:m ACC-i2 wish

1 il i Hofmam, Do Tuong, gL, -

o P P Final Dx not ACS | 17.2 £24.6 27.2118.5
HFope,TomasHaus, Chrs Wi, St
N, Aloands oee Per Ly Fh
Fiy Dooge pte, Sphen Wi, eume

i D Final Dx ACS 86.3 £72.2 83.8 £61.3

(o, Massahus el Hopel—
L MRPET 7 g oo, A 54

Fine liesion

Primary Outcome - Length of Hospital Stay OMIC
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Juint American College of Cardiology/Journal of
the American Medical Association Late-Breaking
Clinical Trials

Tuesday, March 27, 12, £:00 a.m. - &30 am.
l‘.IEJ. ‘T.Ellun:i.i. - o

Elliott M. Antman, Bazion, MA

Michag! H. Crawford, San Franciscn, CA

Matthew ). Budaff, Tomance, CA, Bemard J. Gersh,
Rochester, MM, Alice K. Jacubs, Bostan, MA, Frans J.
J Vian de Werf, Leuven, Belgium

Maticantr Randomized Comparative Efectveness
Trialof Gariae T versus Aemnaive Triage
Strategies n cata ChestPain Pafients i the
Emergency Department: Resatsfom the AOMIGAT
I Tial — o Hofmann, Cayh Truong, Hang Lee,
EricChou, Pamela Woodard, cfn Nagumey, ames
H. Fape, Thomas aueer, Chares White, St
einer, lpande Goehlr Poarl Zaoysky, Futh
Ky, Dougls Hayean, Staphen Mt Jeome
P, Scot Gazele, i Schoenfeld, fames
e, Mazsachusets Genal Hosptal —
Cariac MR PET CT Program, Basion, A, US4

Parel Discassion

N
{acc12

CONCLUSIONES:

ACC-i2 wish BES

En Urgencias, implantar una estrategia de evaluacion los pacientes con DT sugestivo

de SCA que incorpore AngioTAC tempranamente puede:

1) Reducir significativamente la estancia y el tiempo de diagndstico

2) Aumentar las altas directas desde Urgencias sin que haya un incremento en

los SCA perdidos

3) No incremento de costes de cuidados a pesar de un mayor numero de test
diagndsticos en el brazo de AngioTAC cuando se compara con el manejo habitual

del DT
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Juint American College of Cardiology! foumal of
the American Medical Associstion Late-freaking
Climical Trials

Tuesday, March 77, 012, &00am.- 230 am.

OECMEfows 5

e Ellott M. Antman, Basion, MA

Michae! H. Craword, San Francisca, CA

- Matthaw J. Buoff Tomance, CA, Bemard J. Garsh,

Rochester, MM, Alice K. Jacabs, Boston, MA, Frans J.
J Van da Werf, Leuven, Belgium

Results of the IMMEDIATE (Immediate Myocardial
Wetabolic Enhancement During Iniial Assessment
and Treatment in Emengency Care) Triak A
Double-blind Randomized Contralled Trial of
Intravenous Gucase, Insulin, and Potassium (5I)
for ACS in Emergency Medical Services — Hamy P
Selber, Joni R. Beshanshy, Patricia R. Sheshian, Rohin
Rutiiazer, John L. Grffith, James E. Udelson, Joseph
M. Mazsaro, Ralph B. 0'Agosting, IMMEDIATE Trial
Invesfigators, Tufts Medical Canter, Boston, MA, USA

Fanel Discussion

ONLINE FIRST

Out-of-Hospital Administration of Intravenous
Glucose-Insulin-Potassium in Patients

With Suspected Acute Coronary Syndromes

The IMMEDIATE Randomized Controlled Trial
JAMA 2012; 307(18): doi:10.1001/jama.2012.426

N
s

ACC-i2 with

Background: El uso temprano intravenoso de Glucosa,
Insulina y Potasio (GIK) ha demostrado que reduce las
arritmias inducidas por isquemia, la progresion del 1AM, el
tamano del IAM, la mortalidad y prolonga el tiempo de
reperfusion.

Objetivo: Para evaluar la efectividad del GIK i.v. En su capacidad de proteger el miocardio
de la isquemia y su capacidad para evitar arritmias y STEMI.

Métodos: RCT realizado en 36 servicios de Urgencias en 13 ciudades. Se evalud este
tratamiento en las siguientes categorias: Uso muy temprano de GIK por los paramédicos
e infusidon continua durante 12 horas; GIK usado para los SCA que no sean IAM/STEMI;
Uso como prediccion de la lesidn para identificacion inmediata de SCA y de STEMI.

Se reclutaron un total de 911 pacientes que fueron randomizados a GIK/Placebo
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E Juint American College of Cardiology! Journal af
the American Medical Associstion Late-Breaking
Tuesday, March 77, 012, &00am.- 230 am. 100 ’
McComick Piace North, Hal B, ACC.12 Mai Tent
— (ACC.12
e, Eliot M. Aman, Bosion, NA 90 .

Michae! H. Crawdord, San Francisca, CA

- Matthew J. Budaff Tomance, CA, Bemard J. Garsh,

Rocest,MN,Aca K. acts Boson, MA Fra |. a0
L Ve W Laven, Bgiam

Resuhsof the IMMEDIATE (Innediate Myocardal
Metaboi: Enhancement Dy it Assessment
and Treament in Emergency Care Trat A
Doobe-biind Randomized Conrlled Tria o

~ACC-Ii2 with

Intravenous Gucase, Insulin, and Potassium (5I)
for ACS in Emargency Medical Services — Hamy P
Selber, Joni R. Beshanshy, Patricia R Sheshian, Rokin
Ruthezer, Jobn L. Giifith, James E. Udelsan, Joseph
M. Mazsaro, Ralph B. 0'gosting, IMMEDIATE Trial
Investigators, Tufts Medical Center, Boston, MA, UISA

Fanel Discussion

m GIK
M Placebo

Fercentage or >ample

3p-Day  Cardiac arrest  Mortality- mMaortality-
Mortality Cardiac Arrest  Hospital

Conclusion: En los pacientes con sospecha de SCA, la administracion iv de CLK comparado con
Placebo no reduce la progresion a IAM. Comparado con placebo, GIK no se asocia con un
aumento de la supervivencia, pero si se asocia con menor porcentaje del objetivo compuesto de
parada cardiaca o mortalidad intrahospitalaria

GOFOR ACC.12 SOCIEDAD ESPARIOLA DE

CHICAGO & rdioiogia




Late-Breaking Clnical Trials IV
Hund.a:r llarﬂ126.21]12.11k3[lm Hnnn

CME/CME Hours: 15 . A
Co- Chairs: Peier A Brady, Rochester, MM
1 oy . '@3.12
Karolina K. Mirowska, Abhishek Mewada, Luis o T, LN TS
Sate Unversity Sehart of Modiins, Detrot. M~ ACC-i2 wich BED
T Background: RCTs han demostrado que reducir el colesterol con
una estatina A partir de la edad media de la vida reduce el riesgo
de eventos coronarios mayores, pero persiste el riesgo residual

Long-term Reduction im Low-density Lipoprotein
Cholesters] Beginning Early in Life — Brian Anthorre
Farence, Kitin Mahajan, k=za Alesh, Wonsuk Yoo,

Objetivo: Se pretende realizar unas inferencia casual acerca de la asociacidén entre un marcador Y una
enfermedad; para determinar si bajar el colesterol-LDL precozmente (n=326.443) en la vida, vs tarde
(n=169.138) antes del desarrollo de arteriosclerosis, previene o retarda la progresion de la
enfermedad coronaria, mejorando el beneficio clinico de las Terapias que bajan el LDL.

Métodos: Se disefia un estudio con randomizacion mendeliana controlado con placebo para estudiar
el efecto del polimorfismo del nucleotido simple 9 (SNPs), o cambios simples en la secuencia DNA,
gue ambos estan asociados con niveles bajos de LDL. La localizacion del SNPs esta determinada al

nacer. Asumimos que es igual a una asignacidon randomizada como si se tratara el LDL para reducirlo
desde el nacimiento.

RCT: Coste y complejidad logistica de seguimiento de muchisimos pacientes jovenes y
asintomaticos por muchas décadas resultaria prohibitivo.

Evidencia preliminar: Personas que tienen algun polimorfismo (p.ej. PCSK9 46L) tienen niveles de
LDL muy bajos y un riesgo mucho mas bajo del riesgo del esperado

%ﬁ?&ﬁc&}% Como alternativa al RCT, decidieron en base al principio de la randomizacién %

wwweas  Vlendeliana para conducir una serie de trials randomizados “naturales”
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Co-Chairs:  Peier A Brady, Rochester, MM

Karol E. Watson, Los Angele=, CA '
152 A Mendelian Randomized Gontrolled Trial of

Long-term Reduction mum—de-naijL

H:07

Late-Breaking Clnical Trials IV
Hund.a:r llarﬂ126.2ﬂ12.11]:3[lm Hnnn

BIE."I]EIIH.I&.'IS

L
Cholesters] Baginning Early in Life — Brian Anthoery . /
Farence, Kitin Mahajan, k=za Alesh, Wonsuk Yoo,
Karolina . Mirowska, Abhishek Mewada, Lz e WL SRS TS
Ajonso, Jo=d Kahn, Kim Williams, John Fack, Wayne T - 1
State University School of Madicine, Detroit, Ml ACC-i2 with ‘B

Panal Discussion

Método de comparacion por pares: Usa a los pacientes que tienen una mutaciéon genética
y un LDL bajo como si fuese el brazo tratado comenzando al nacimiento, para estimar el
beneficio clinico de bajar el colesterol comenzando muy pronto en la vida.

Exposicion: Asociacion por parejas con personas con LDL muy bajo (brazo de tratamiento)
u otro allelo (tratamiento habitual).

Objetivo primario: Enfermedad coronaria: Muerte CV, IAM, revascularizacion

Analisis Primario: Asociacion entre exposicion y enfermedad CV, ajustada por unidad
de descenso de LDL

Obijetivo: Riesgo cuantificado preciso de Enfermedad CV por unidad de descenso de
LDL

GOFOR ACC.12 SOCIEDAD ESPAROLA DE
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Late-Breaking Clinical Trials IV

w.mmz:ﬁﬁlizjmm—_lm_n _ Resultados,
CME/CNE Howrs: 15 ’

Co-Chairs:  Peier A Brady, Rochester, MN
Karol E. Watson, Loa Angeles, CA

152 A Mendelian Randomized Gontrolled Trial of . ., (“CC 12
kst i . 10005 105 9 SNPs se asociaron con una reduccion de K i

Farence, Kitin Mahajan, ks=a Alesh, Wonsuk Yoo,
Karclina K. Mirowska, Abfishek Mewada, Lk

torme s o s o 50-60% en el riesgo de enfermedad CHD por cada 1
. — mmol/L (38 mg/dl) de menor exposicion al colesterol
LDL durante la vida.

ACC-i2 wish BES

Conclusion:

1) Un 80% de reduccion de riesgo de CHD puede ocurrir por reducir LDL por
2 mmol/L (77,34 mg/dl)

2) El beneficio clinico de reducir el LDL depende tanto del tiempo como de la
magnitud de la reduccion del LDL

3) Una exposicion prolongada a unos niveles de LDL muy bajos desde un
momento muy temprano en la vida(antes de desarrollarse la arteriosclerosis)
es sustancialmente mas eficaz en reducir el riesgo de CHD que a practica
habitual de reducir el LDL empezando tarde (una vez que se desarrolla |a
enfermedad)

4) Este incremento en el beneficio clinico parece ser independiente del
mecanismo de reduccién del LDL

GOFOR ACC.12 SOCIEDAD ESPAROLA DE
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Late-Breaking Clinical Trials IV
E Hmtdarﬂarﬁ!ﬁ.iﬂi?.‘lﬂ{ﬂﬂm Hnun

11:36

CME/CNE Hours: 1.5 ( AACC 12)
oo e Eﬂiﬁﬁﬁiﬂﬂfﬁﬂm Background: En el estudio ISSUE 2 para los K ./
Pacemaker Therapy in Patiemts with Neurally- pacientes con Sincope Neuromediado (SNM) ACC-2 win BED

1:51

deIIBﬂ Empa- and Documented Asystols

on the bahaf of the ISSLE-3 producidos por una asistolia, la estimulacién con marcapasos se
Imﬁmgnmrs O=spadali ded Tigullic, Lavagna, Haly

T — encontro eficaz en reducir el rango de recurrencia de sincope al aio

Objetivo: estudiar el resultado del tratamiento con MP en prevenir el SNM producido por
asistolia en pacientes mayores con SNM severo

Métodos: Estudio en Fase 4 multicentrico, randomizado doble ciego controlado con
placebo. Se incluyen 511 pacientes > 40 anos. A todos se les implanta un ILR para
documentar el ritmo cardiaco durante los sincopes. A aquellos a los que se les documenta
un sincope espontaneo inducido por una asistolia se les implanta un marcapasos.

El estudio se disena para ser detenido cuando se alcancen un total de 27 eventos de end-
point primario independientemente del brazo de estudio que se consiga (80% de potencia
estadistica para detectar un 1 a. de RRA del 25% en el brazo de MP “on” con una p=0,05)
Analisis primario: Intencién de tratar

Doble ciego: Pacientes y médico que lo sigue

Randomizacion: 1:1 centralmente bloqueada por centros

Programacion de MP: DDD-RDR vs ODO

Primary endopoint: Tiempo al primer episodio sincopal

GOFOR ACC.12 SOCIEDAD ESPAROLA DE
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Screening phase

511 met inclusion criteria
and received an ILR

facc)

ACC-i2 wish

y

Study phase 89 had ECG documentation of:

(#72)
or

- syncopal recurrence with asystole of 12+10s

- non-syncopal a e of 106 s (#17)
/

12 refused randomization

@randomi@

39 assigned and received
Pm OFF

38 assigned and received
Pm ON

3 lostto

follow-up

8 had Pm reprogrammed
DDD/VVI in absence of
primary end-point

9 followed-

6 implanted Pm
3 no therapy

39 analysed

GOFO 12analysed
cméﬁ’ée

up (registry):




First syncope recurrence

(intention-to-treat) ,
e

14 1 ACC-i2 wih BED
()]
=il ] 25% 25%
) 0 0
Sk - L] ,
L .75 Pm ON
©
5 O 1 g
55 —
c 44 Pm OFF
S
“é 80 57%
8 5 log rank: p=0.039
& RRR at 2 yrs: 57%
LL 1 ]
0 |
| | | | | | | | |
0 3 6 9 12 15 18 21 24
Months
Number at risk
Pm OFF 39 31 25 21 21 18 15 12 8
PmON 38 32 27 22 16 14 13 13 11
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Late-Breaking Clinical Trials IV
hlmda]' Harﬁ!ﬁ?l]ﬂ!.ﬂkﬂﬂm Huurn

CME/CNE |'|:H.IE i.'i
Co-Chairs:  Peter A Brady, Rochester, MM ( @o

Karol E. Watson, Los Angsles, CA /
11:36 Pacamaker Therapy in Patients with Newrally-
rrmdliad Eyrmpamd Documented Asystols s
on tha baha of the ISSUE-3 ACC-i2 win BE@
Imnasug:m:-rs O=zpedali ded Tigullio, Lavagna, Haly
H: Pamel Discussion

Conclusion:

1)La estimulacion con MP DDD es efectiva en reducir la recurrencia de
sincope en los pacientes con sincope severo > 40 afos

2)La reduccién ebservada del 32% absoluta y del 57% relativa sugiere la
utilizacion de este tratamiento invasivo para esta relativamente benigno SNM

3)La estrategia de usar el ILR para determinar la indicacidon de estimular con
MP permite contrinuir a un hallazgo positivo y explica la discrepancia con los
resultados negativos de algiunos estudios previos

GOFOR ACC.12 SOCIEDAD ESPARIOLA DE
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H Thﬂ “ill ﬂf “1 I m i A Common KIF6 Polymorphism Increases Vulnerability to

|'|I|_:||1—|!lEI1I!-I'I'y IJW'I]'IIH Cholestere] Added to Low-Density Lipoprotein Cholesterol: Two Meta-Analyses A

TI.HM 'lﬂ‘l a Sm" —EIH]..'!IIHE'.IE'_EH.EHJ]EE.- and a Meta- Regresswn Analy5|s ( AACC 12
L]

Nitin Mafajan, Wonsuk Yoo, Luis Afonso, John Flack, Plosone. 2011 Dec, 6(12) 28834 & __
ACC-i2 wih BED

Waryne State University School of Medicine, Detroit, MI

Analisis de Meta-regresion de 26 trials que incluyen 169.136 pacientes:

- Supuesto LDL constante: RR de MCE por cada mmol/L de aumento en HDL

- Supuesto HDL constante: RR de MCE por cada mmol/L de reduccion en LDL
Meta-analisis de los estudios que aumentaban el HDL que incluyen 26.799 pacientes
(ACCORD, ILLUMINATE, DEFINE, AIM-HIGH, ILLUSTRATE) | ?

CONCLUSIONES:

1)EI beneficio clinico de la terapia con estatinas se debe casi
exclusivamente al hecho de bajar el LDL sin beneficio adicional
observado de la elevacién de HDL observado oo

)
=3
o

Baseline LDL Cholesterol Level (mmollL)

2) La evidencia de los ensayos no muestra un beneficio clinico de anadir terapias que
aumenten el HDL a una estatina

3) Toda la evidencia sugiere que afadir una droga que aumente el HDL a la estatina es

poco probable que produzca beneficios clinicos adicionales significativos (HPS2-TRHIVE
y REVEAL)

GOFOR ACC.12 SOCIEDAD ESPAROLA DE
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8407 Long-term Mortality following Coronary
Artery Bypass Graft Surgery and Stenting with
Drug-eluting Stents — Chuntag Wy, Songyang Zhao, /‘\
Fabian T. Camacha, Edward Hannam, Penn Stats ’ A\CC 12
Hershey Collage of Medicine, Harshery, PA, University & .

at Albamy School of Public Health, State Univarssty of __
New Yook, Rensselar, NY

ACC-i2 with

Registro de New York States Cardiac surgery reporting system
13.296 pacientes con enfermedad multivaso (estenosis =70)

Registro de Percutaneus coronary Intervetions reporting system
20.181 pacientes multivaso sometidos a ICP con DES

Inicio de registro: 10/2003 Fin de registro 12/2005
No se incluyen pacientes intervenidos de Tronco Comun lzquierdo

Mediante propensity score se consiguio 8.070 pares de pacientes ajustados 1:1 por: edad,
n° vasos, presencia de enfermedad proximal o no proximal de ADA

CONCLUSIONES:

Supervivencia a los 5 afios 80,2% para CABG y 72,9% para DES (p<0,001), siempre que
esté afectada la ADA y para una mortalidad quirurgica del 2%.

GOFOR ACC.12 SOCIEDAD ESPAROLA DE
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B4 08 Impact of Intervemtional wersus Gonssrvatis
Approach on S-year Mortality of Patients with

Stable Angina and Documentsd Coronary Artery 7

Diseass i Clinical Practice: Results of the > )
STAR-Registry — Anselm K. Gitt, Uwe Zeymer, f

Andrea Papp, Ralf Zahn, Jochen Senges, STAR- &Cy

Shudy-Group, Herzzamtrum Lsdwigshafen,
Ludwigshafen, Germany, Instit £ e
Heranfarktforschung Ldwigshafen an der ACC-i2 wish
Universitast Hesdelbarg, Ludwigshafien, Germany

50 centros incluyen 2002 pacientes entre 2002 y 2003 en grado funcional CCS I-lll con al
menos una lesion= 50% tratados mediante:
926 (46%): Procedimiento invasivo: PCI (96,5%) o CABG (3,5%)

1076 (54%): Tratamiento farmacologico

Conclusiones:

A los 5 anos de seguimiento no se observaron diferencias
MACE (Muerte, IAM, Ictus) entre ambos grupos una vez
ajustadas las caracteristicas basales.
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The Spectrum of Degenerative Mitral Valve: From
Imaging to Treatment
Saturday, March 24, 22, 12:45 pm. - 1:45 pm.
WcCarmick Flace Morth, 426

CME/CHE Hours: 15

irs:  Elyse Foster, San Franciaco, CA
Brian P, Grffin, Cleveland, OH

New Irsigts it the Pathaphysinlgy af VP —
Absrt Aain Hagege, Par, Franee

Asymptomatic Deganeratve MB: Wha Shoud
Undergo Vahe Regar? — Maurice Enviquez:Sarane,
Rocheer, M

Releof 30 TEE i the Operatng Room o Miral
Repar — Sabvatre Costa, Labann, N

Repair of Degenerative MP: A Perfect Solition? —
Racesh Sur, Rachester, MN

E-Clip of MV Is Usaful in My Practica —
Franceso Matsano, Milan, faly

1) Genética: Tipo 1) Idiopatica,
2) Mixomatosa

3) Ligado a cromosoma X ( ~ACCID

En el caso de Sindrome de Marfan con PVM, los 'ACC-i2 wich BE0
Anticuerpos AntiTGFf inhiben el desarrollo de PVM

y Aneurisma de Aorta. Losartan previene in vivo e

in vitro las malformaciones del Marfan

2) ETE 3D muestra una discreta aunque mayor exactitud diagnoéstica
al identificar el segmento afecto a expensas sobre todo de una mayor
especificidad, y tiene su mayor impacto en los casos complejos

ASymptomatic MR
Why operate ?

3) Actualmente se recomienda no operar los

pacientes con RM severa asintomaticos, Pero oLA > 60 mL/m2
sabemos que si esperamos a los sintomas, soélo -~

se opera el 50% de los pacientes. * LVS 36-39 mm

» SPAP 45—49

¢, Hay algun dato que haga recomendable indicar
la reparacion mitral precozmente?

GOFOR ACC.12
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The Spactrum of Degenerative Mitral Valve: From
Imaging to Treatment

Saturday, March 24, 212, 12:45 pan. - 1:45 pam.
McCarmick Flacs Norft, A28

CME/CHE Hours: 1.5

Efyse Foster, San Franico, CA
Brian P. Gifin, Chaveland, OH

New Insighs ity the Pathophysiclagy of MVP —
Absrt A Hagege, P, France

Asymptomatic Degeneraiv MR Whe Shauld
Undergo Vaive Repair? — Maurice Envinuer Sarane,
Rochester, MY

Rleof 0 TEE in he OperatingRoom forMital
Repair — Sabvloe s, Lebanon,HH

Repar ofDegeneratve NR: A Porfect Solgon? —
FakechSur, ochester, MY
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MARCH 24 - 27, 2012 + EXHIBITS: MARCH 24 - 26

4) Cirugia de la Mitral:

Robotic Mitral Valve Repair for All Categories of Leaflet Prolapse:
Improving Patient Appeal and Advancing Standard of Care

Raxesn M. Surt, MD, DPuiL; HaroLp M. BurkaarT, MD; KEnT H. REHFELDT, MD;
Maurice ENriQuEZ-SaraNO, MD: RicHarp C. Davy, MD; Eric E. WiLLiamson, MD; Zruo Li, MS:
AND HARTZELL V. SCcHAFF, MD

200 pacientes operados
Randomizados a Cirugia abierta vs Da Vinci

* 100% Repair rate

= 0% Mortality

» No conversions to sternotomy

- Open slightly shorter (P<0.001
- Cross clamp
- Bypass

« Robotic shorter (P<0.001)

« Ventilation

- |ICU
«» Hospital Stay

connection
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Otoflo da 2011

Informacion y noticias para paclentas y amigos
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Sunday, March 25, 2012, 8:00 am. — 2:30 am.
McoComick Flace South, 5100c

CME/CNE Hours: 15 1) La salud Cardiovascular global _,
irs.  James A Da Lemaos, Dallas, TX

Jomes R Do Lo, D estimada segn las recomendaciones ;@Clz

911-3 The Year in Review — Prevantion — 1l T . =,
-3 The Yot n Feview — Frovnto de las Ulimas Guias es: R /
ACC-i2 with

Ideal en el 0,1% de la poblacion
Media en el 17,4% de la poblaion
Mala en el 82,5% de la poblacion

2) Las estatinas no se relacionan con la apariciéon de Cancer, aunque si lo hacen con la
Diabetes, pero esto apenas tiene relevancia clinica

3) Los farmacos que elevan el HDL y los estudios que los avalan son:

Torcetrapib: RCT suspendido y farmaco abandonado
Dalcetrapib: Estudio Dal-PLAQUE, Lancet, 2011; 378: 1547-59
Anacetrapib: Estudio REVEAL: (30.000 pacientes con Atorvastatina +
Anacetrapib/placebo)
Evacetrapib: Estudios en Fase 2
{14 Safety Profile of Statin-Treated Patients with
LOL-C < 30megfdl — Erendan Everstt, Samia Mo,
Josaph Grosshard, Jean MacFadyen, Paul Ridier,

Beriigham and Women's Heepital, Boston, MA, Harsard
Medical School, Boston, MA

4) Bajar el colesterol LDL a < 30 mg/dl 0 270% no se asocia a efectos adversos
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