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INSUFICIENCIA CARDIACA - MIOCARDIOPATIAS . ESC 2013

* INSUFICIENCIA CARDIACA AGUDA:
« ATOMIC
* RELAX-AHF (subgrupos)
* IABP-SHOCK 1l

- INSUFICIENCIA CARDIACA CRONICA:
* SHIFT
* RAFT
« ASTRONAUT
« DIAGNOSTICO NO INVASIVO CONGESTION PULMONAR

- DISPOSITIVOS:
* IN-TIME

- REGISTROS DE IC:
* HEART FAILURE LT ESC REGISTRY

- INVESTIGACION BASICA:
* MELUSIN GENE THERAPY IN CARDIOMYOPATHIES

- GRUPOS ESPANOLES :
* REGISTRO GECAME DE CARDIOTOXICIDAD

« SESIONES:
* BIOMARCADORES
« IC CON FUNCION SISTOLICA PRESERVADA (HFPEF)
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.. Omecamtiv Mecarbil (OM) is a Novel
Selective Cardiac Myosin Activator

ATOMIC-AHF
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ATOM!CAHF StUdy DeSign

Randomised, double-blind, placebo-controlled,
sequential cohort study

Omecamtiv mecarbil IV e

Placebo IV =
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Primary Efficacy Endpoint:

ATOMIC-AHF

Dyspnoea Response (Likert Scale)
Pooled Placebo
55 - Overall p-value = 0.33 51%
L2 50 47%
% = o 41% 42%
w
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g 15 -
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Pooled oM oM OM
Placebo Cohort 1 Cohort 2 Cohort 3
Response Rate
TR 1.03 1.15 1.23
95% ClI (0.79, 1.35) (0.90, 1.47) (0.97, 1.55)

*Ratio of response rate to Pooled Placebo
p-value of a CMH test among all 3 Placebo arms =0.32
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RELAX — AHF : SERELAXINA EN INSUFICIENCIA CARDIACA AGUDA

» Serelaxin, compared with placebo:

— improved the primary efficacy endpoint of dyspnoea relief through
Day 5 assessed by the Visual Analogue Scale AUC (p=0.007)

— provided a numerical increase of the proportion of patients reporting
moderately or markedly improved dyspnoea (Likert scale) at 6, 12

and 24 hours (p=0.70)

— had no effect on secondary efficacy endpoints (CV death or
rehospitalization for HF or renal failure through Day 60, or days
alive and out of hospital to Day 60)

— reduced CV (efficacy endpoint) and all-cause 180 Day mortality
(safety endpoint) by 37% (HRs [95%Cls], 0.63 [0.41, 0.96], p=0.028
and 0.63 [0.43, 0.93], p=0.02, respectively)

AHF=acuta nean alura; AUC=srea under tha curve; Cl=canfigancs imarval; CV=carmiovasouar, HE=haar allra;
HR=hazard ralio; SBP=syswlic blooc pressure
Teadink et al. Lance? 2013,331:29-31
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RELAX — AHF : ANALISIS DE SUBGRUPOS PREDEFINIDOS

» The effects of serelaxin versus placebo were homogenous
across multiple subgroups with respect to the endpoints of the
study, including 180-day CV mortality

» Potentially larger mortality benefits were seen in the patients
with:
— older age
— no previous HF hospitalization
— not treated with beta-blockers at the time of randomization
— signs of inflammation (lymphopenia)
— more severe renal impairment

* The present study is underpowered for the subgroup analyses,
particularly for mortality data. These results must be considered
as hypothesis-generating.
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Intraaortic balloon support for myocardial infarction with
cardiogenic shock.

Mortality 12-Month Follow-up

P=0.94; log-rank test

Relative risk 1.02; 95% CI 0.88-1.19
30-day 12-month
mortality mortality

51.8%ABP

51.4%

Control

30 60 90 120 150 180 210 240 270 300 330 360 390 420
Days after randomization
181 171 165 161 159 154 152 149 147 146 144 136 45 21

174 166 165 159 154 154 152 147 147 146 144 140 55 29
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Intraaortic balloon support for myocardial infarction with
cardiogenic shock.

Results
Multivariable Predictors of 12-Month Mortality

Univartable StepMsa multivariable

Variable Hazard Ratio {(85% ClI) P-Value Hazard Ralio (95% Cl) P-Valua

Single vessel coronary artery disease
Mechanical ventilation

Cold, clammy sidn and extremiies
Curment smoking

History of arterial hypertension
Hemoglobin, mmold

Hematocrit, %

Sinus rhythm

ST-elavation myocardial infarction
Age, per 10 years

History of stroke

Baseline sarnum lactate, per 10 mmoli
Baseline creatinine, per 100 pmolA
Alterad mental status

Ofigurta (<30 mi/h)

pH <7.36 at admission

ESC CONGRESS 2013

0.68 (0.51-0.92)
1.23 (0.98-1.55)
155 (1.11-2.17)
0.63 (0.49-0.81)
1.33 (1.03-1.72)
0.87 (0.81-0.94)
0.15 (0.04-0.63)
0.78 (0.60-1.01)
0.76 (0.60-0.95)
1.33 (1.20-1.47)
218 (1.53-3.11)
1.43 (1.280-1.57)
1.38 (1.24-1.54)
1.73 (1.30-2.30)
1.73 (1.38-2.18)
1.58 (1.24-2.01)
1.84 (1.37-2.47)

0.01

0.07

0.01
<0.001

THIELE H. ESC 2013

1.25(1.12-1.39)
200 (1.37-2.93)
1.24 (1.10-1.39)
1.23 (1.08-1.40)
1.57 (1.15-2.16)
1.40 (1.08-1.82)
1.35 (1.02-1.79)

1.41 (1.01-1.88)
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Clinical profiles and outcomes of patients with chronic heart failure and
chronic obstructive pulmonary disease: eficacy and safety of Ivabradine:
a SHIFT study analysis

Effect of ivabradine on composite of
CV death or HF hospitalization

COPD (placebo)
COPD (ivabradine)

.............. Non-COPD (placebo)
--------------------- Non-COPD (ivabradine

N at risk Time (months)

COPD (pl) 250 209
COPD (iva) 266

NCOPD (pl) 2239

NCOPD (iva) 2334

e CONCEeTS LUIGGI TAVAZZI . ESC 2013 #POSTESC13




SHIFT: The effect of heart rate reduction with ivabradine on renal function in
patients with chronic heart failure: an analysis from SHIFT

-"';. Effect of ivabradine on composite of CV
death or HF hospitalization

Patients (%)
50 -

Placebo, renal dysfunction
Ivabradine, renal dysfunction
.+ Placebo, no renal dysfunction

ivabradine, no renal dysfunction

Time (months)

RD (p) 488

RD (iva)
NRD (pi)
NRD (iva)

Voors A, et al. Eur Heart J. 2013;34 (Abst. Suppl).
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& The Importance of Beta-Blockers in Patients with
| 7  Heart Failure : A Resynchronization-Defibrillation for
Ambulatory Heart Failure Trial (RAFT) Analysis

Death / CHF Hospitalization by RAFT Randomisation
'
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- OBJETIVO SECUNDARIO EN PACIENTES

JOAsTRONAUTR NO DIABETICOS

MORTALIDAD CARDIOVASCULAR O REHOSPITALIZACION A 12 MESES

- Aliskiren (148/489 patients with events; 30.3%)
~= Placebo (165/464 patients with events; 35.6%)

58
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2 3

HR: 0.80 (95% CI: 0.64-0.99)
p=0.04

1 1
30 190 365
Time in study (days)
Number of subjects

Aliskiren 489 466 383 134
Placebo 464 440 343 113
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PULMONARY CONGESTION EVALUATED BY LUNG ULTRASOUND
PREDICTS ADMISION IN PATIENTS WITH HEART FAILURE

*97 pacientes seguidos durante un periodo de 106 £12 dias

21 hospitalizaciones por EAP

*El analisis multivariado mostro que la congestion pulmonar evaluada por
eco pulmonar era el predictor mas potente de ingresos hospitalario
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Figure 11; ROC curye using admission due acute pulmonary cedema as reference Figure 12: Kaplan-Mefer survival analysis for admissson due acute pulmonary cedema

CONCLUSION

In a HF outpatient setting, B-lines assessment by LUS may help to identify patients most likely to develop
acute pulmonary oedema. This simple evaluation could help in identifying decompensated patients, whose

MIGLIORANZA MH. ESC 2013 #POSTESC13



In-Time Study: The Influence of Implant-Based Home
Monitoring on the Clinical Status of Heart Failure Patients
with Impaired Left Ventricular Function

HM CA
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worsened

improved or
unchanged

*y2 test

HM arm Control arm
(n = 333) (n = 331)
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INTIME  All-cause mortality

HR: 0.356 (95% CI: 0.172-0.735)

100 "
%‘lﬁf p = 0.004
] (Logrank test)
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Reason for non use of recommended treatments in
outpatients patients with reduced EF

1.9% ACE-I/ARB

ACE-| / 7.8% Betablockers MRAs
ARB NO
92 pts 372 pts

92.7% 67.0%
YES YES .
4439 pts 3200 pts 33.0%

NO

 68.8% 1583 pts

ACE-|
3295 pts

2 Rate of patients at tafget dosage of recommendéd pharmacological

treatments
ACE-I 1380
(4710 pts) (29.3) B-blockers 1130 MRAs 1290
ARBs (6468 pts) (17.5) (4226 pts) (30.5)
362 (24.1)
(1500 pts)

MAGGIONI A P. ESC 2013 #POSTESC13



Melusin gene therapy: a novel approach
to fight familial cardiomyopathy

< Melusin transduces mechanical - Melusin is downregulated in a

strain signals and mediates genetic model of cardiac
compensatory hypertrophy failure (Lamin A mutant mice)
> : Heart
Mechanical strain WT LMNA Ki

l Melusin [

ﬂ Integrin (ITGB1)

'@ ‘
| Melusin (ITGB1
binding protein) "
l Wild-type Lamin A mutation

Melusin level

. < Aim of the current study
Gene expression,

compensatory hypertrophy Test therapeutic applicability of
\; J restoration of melusin levels in
Cardiomvocyte heart failure model

oL

(laalsiec g s

ESC CONGRESS 2013 TARONE G. ESC 2013 #POSTESC13




AAV9-Melusin gene therapy prevented
cardiomyopathy in LaminA-mutant mice

Ventricular function Survival
0 AAV Melusin | . | AAV Melusin |
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“.M Hospital Universitario l d‘PAZ
La Paz l :

Early detection of cardiotoxicity in patients on cancer therapy
The role of myocardial deformation imaging and biomarkers
(GECAME REGISTRY. Study Group for Cardiotoxicity due to
Chemotherapy)

S. Valbuenal, D. Iglesias?, T. Lépez?, O. Rodriguezi,

D. Gemmal, F. De Torres?, O. Salvador?!, A. Bufio?,

M. Moreno?l, J. Lopez-Senddnt

(1) Hospital Universitario La Paz, Madrid

) | (2) Hospital Infanta Sofia, Madri




Early Detection of Anticancer Therapy Cardiotoxicity #M’&?%'?S“'””‘““‘"‘“" IdiPAZ

N=119, fw 1 ano: 99

e |[E33
— 2D and 3D LVEF

— Global
longitudinal Strain
(GLS)

» Postprocessing
for 3D and Strain
analysis with
QLAB software
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Early Detection of Anticancer Therapy Cardiotoxicity

-
M
SaluaMad

Hospital Universitario I d. PAZ
La Paz l :

RESULTS

We observed a significant decrease in LVEF, GLS,
ESV and MAPSE early after start of chemotherapy.
This decrease was maintained along the study period.

Cardiotoxicity (%)

Baseline £ 12
months months months

LVEF -- 8.7 7.1 11.4
3D LVEF -- 12.0 15.6 20.4
GLS -- 40.7 40.5 44.6
hs-TnT
(> p99=14 9.5 50.0 38.1 -~
Pg/mil)

GLS and 3D LVEF are more sensitive than LVEF to detect CT.

oL
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Hemoconcentration In AHF:
lower 180 day mortality

1,969 AHF patients and mild to moderate impaired renal function

1.00
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S —-—-— hemocaoncentration
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I I
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Time (days) Vd Meer et al. JACC 2013
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Effects of Exercise Training on Outcome in
HFpEF: The Ex-DHF Trial

multi-center, prospective, randomised, controlled, parallel group study to assess

the effects of exercise training in n=320 patients with HFpEF (composite outcome score)

exercise training 23 times/week (n= 160)

Flow Chart: : .

randomisation
f

—r— 1:1

(n=320)
screening | J
usual care (n= 160)
baseline primary endpoint
month -imo 0 1mo 3mo 6mo S9mo 12mo
Ly P [ 1 1 ] J
u Yl
il e | | I | | I
visit 1 2 3 4 5 6 7

(http://www.controlled-trials.com/ ISRCTN86879094)
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The “Diastolic Stress Test” vy

v,&vLudmg Boltzmann lnstltute
ranslational Heart Fallure Research

Jae K. Oh et al. (Mayo Clinic, i.

2005)

Supine bike
25 Watts increments
Access systolic function
Mitral inflow (E, A and DT)
Mitral annulus velocity é‘
E/e’

TR velocity
Recovery

Burkert Pieske . ESC 2013. #POSTESC13



HFpEF : NEW DIAGNOSTIC RECOMENDATIONS ?

Clinical evidence of HF

[ fF_Z'E%’C-r

| LVEDVI<97 ml/m? or LVEDD <29mm |

N

/ Invasive ) / Structural \ ( Functional \

Hemodynamics abnormalities abnormalitie
or ——
Tau > 48 msec W
or Minor criteria: éavefage <9cm/s
b>0.27 LAVI > 29 ml/m? DT<160 ms
or LVMI Ar-A>30ms
>116g/m? (m) Atrial fibrillation
mPCWP> 12 mmHg > 96g/m?(f) BNP>200 pg/ml or

\ 3 \RWT>0.4S / \NTpBNP>225 pg/ml /
LN

QSTEdc
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A diagnostic score, followed by stress test

If 24 points: Definite diagnosis of HFpEF
2 major

or

1 major+2minor

or
4 minor

If 1-3 points: HFpEF possible
Diastolic stress test!

If O points: HFpEF exluded
Alternative cause for symptoms?

Burkert Pieske . ESC 2013. #POSTESC13



LO MEJOR SOBRE INSUFICIENCIA CARDIACA Y MIOCARDIOPATIAS - ESC 2013
MENSAJES FINALES

* Siguen las novedades en la ICA : omecamtiv mecarbil / serelaxina.

* Hay que seguir avanzando en la implementacion de las terapias
para la IC segun las GPC.

* Tratamiento personalizado segun las comorbilidades.
* Deteccion precoz no invasiva de las descompensaciones de la IC.
* Latelemedicina tendra impacto sobre el prondstico de la IC.

e Avances en la deteccidn precoz y en el tramiento genético de las
miocardiopatias.

* Nuevos biomarcadores: hemoglobina / hemoconcentracidn

* El ejercicio como elemento clave tanto en el diagndstico como en
el tratamiento de la IC con funcidn sistdlica preservada.




