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more relevant possibilities to develop CAD than ¢iz-

hypertension in the sample was 24.9%, 20.4% of these had isolated systolic
hypertension and 27.4% high normal blood pressure. In males, 43.9% had
hypertension, while in females only 10.5%. High hypertension prevalence
in overweight (50.8%) and obesc persons (50.0%) was detected, 27.2% of
the individuals under stress had isolated systolic hypertension. A tendency
towards hypertension was found in females under oral contraceptive therapy
and in young people with 1st degree relatives with hypertension.

Discussion and conclusion: Hypertension and high normal blood pressure
prevalence’s in the population studied of universily students were rise. A
statistical significance relation was showed between blood pressure values and
gender, BMI and between stress and isolated systolic hypertension
Keywords: Hypertension, university studemis, gender, body mass index.
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with preserved cjection fraction (HF-PEF -

that HE-PEF may be an earlier stage of HF with systolic d

ever, there are no consistent data about the natural history of - 1

drome.

= We have studied the progression of EF in a cohort of patient
followed by echocardiography.
als & methods: Setting: all outpatients referred to a specialized i~
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e unit offering integrated care to elderly patients with HF. Rigor Spain

©dardized diagnostic assessment was performed, including B
rraphy. In addition to clinical evaluation, for a diagnosis

ents had to have an

100 pg/ml. We cxcluded patients with severe valvulopathy or rele- -

. Patients with a follow up doppler-echocardiographic <
uded. Changes in EF were assessed by Wilcoxon test.

u-ulls 54 consecutive patients with at least two echocardiographic
uated. Their mean age was 79 (SD 6.2) years, 82% were wom=-

had hypertension, left ventricular hypertrophy 72%. -

dial disea:

han 95%
and 24% confirmed

NYHA I or Il functional class. The mean echocardiographic fol
24 months. Mean basal and follow-up EF were 67% (SD 7.5) and 6+
9). respectively (p=0.24). Only one patient exhibited decline in EF

below 50%.

ion & conclusion: HF-PEF in elderly patients apparently does n

Introduction: Patients hospitalized for heart failure are elderly and with ex-
comorbiditics. However, there are few studics ﬂdl‘t.“t.(l the
p ence of these comorbid conditions affecting the care of the: a
Objectives: To determine the prevalence of important comord 5
hospitalized patients with heart failure (HF) in Spain and the costs of
hospitalizations
Materials & methods: Heart failure specifically Diagnosis-Related Groups
(DRG) from the National Health System (NHS) Minimum Basic Data Set
were analyzed: DRG 127 (Heart failure and shock) and DRG 544 (Congestive
heart failure and cardiac arrythmia with major complications) in 2006. In
these DRG secondary diagnoses for selected important comorbidities were
analyzed. Costs of heart failures hospitalizations were calculated according
the the standars by Spanish Ministy of Health
Results: In 2006 there were 86148 discharges in patients 35 years older with a
main diagnosis of HF in the Spanish NHS. Of these, 56% were women, mean

EF =50% and either left atrial enlargemen

coronary heart disease. Most of them (74

s 1o systolic dysfunction. Our results support the view that HF-
ystolic HF are different pathophysiologic models. Further research ar
ion of the HF-PEF pathogenesis are urgently required in order
pecific trials for this syndrome.
he\ words: Heart failure, preserved ejection fraction, echocardiography.
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age was 78(SD:11) years, mean hospital stay was 9.2 days and inhospital
mortality was 10,4%. There was no differences in main hospital stay between
discharged alive and death patienis. However, death patiens were older (mean
age: 81,SDx10) and 80% of deaths were in patients 75 years older). Table
show the prevalence of various important noncardiac comorbidities in patients
with HE Costs of hospitalizatios for HF were calculated in 424,4 millions
(1,7% of global hospitalary budget).
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Do Elderly Systolic Heart Failure Patients Benefit from
Beta Blockers to the Same Extent as the Non-Elderly?

Meta-Analysis of >12,000 Patients in Large-Scale
Clinical Trials

Study _ Risk ratio (95% Cl) % Weight
COPERNICUS - 0.75 (0.58 - 0.98) 21.2
Carvedilol U.S. Trials . 0.45 (0.24 - 0.86) 49
CIBIS II —.— 0.70 (0.49 - 0.99) 12.3
MERIT-HF -.— 0.70 (0.52 - 0.95) 176
BEST . 0.91(0.78 - 1.05) 44 0
Overall (95% ClI) O 0.79(0.71-0.89)
1 1 10
Risk ratio

Dulin et al. Am J Cardiol 2005; 95: 896-8.



Betablocker prescriptions by age from 1995 to 2004 INoHE

65.9% 2001-2004 BRING-UP 1-2

www.elsevier.es/medicinaclinica

o Original

" Seguridad y tolerancia del tratamiento con bloqueadores beta en el paciente
anciano con insuficiencia cardiaca. Estudio BETANIC

Miguel Yebra-Yebra?, Jestis Recio®, José Carlos Arévalo-Lorido®, Luis Cornide-Santos ¢,

José Manuel Cerqueiro-Gonzalez €, Luis Manzano®* y en representacion del estudio BETANIC
del grupo de trabajo de insuficiencia cardiaca de la Sociedad Espanola de Medicina Interna®
* Unidad de Insuficiencia Cardiaca y Riesgo Vascular, Servicio de Medicina Interna, Hospital Universitario Ramén y Cajal, Universidad de Alcala, Madrid, Espaiia
b Servicio de Medicina Interna, Hospital Vall d Hebron, Barcelona, Espafia

©Servicio de Medicina Interna, Hospital de Zafra, Zafra, Espafia

4 Servicio de Medicina Interna, Hospital del Sureste, Arganda del Rey, Espafia
® Unidad de Insuficiencia Cardiaca, Servicio de Medicina Interna, Complejo Hospitalario Xeml-Calde, Lugo, Espaiia

<65 years 65-74 years 75-84 years 285 years Total
p<0.0001
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* ll) Estudios clinicos
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o109 eurheary/chn 0% dot10.1016/ efheart 2008.08.005

Q' ESC Guidelines for the diagnosis and treatment
of acute and chronic heart failure 2008

The Task Force for the Diagnosis and Treatment of Acute and
Chronic Heart Failure 2008 of the European Society of Cardiology.
Developed in collaboration with the Heart Failure Association of the
ESC (HFA) and endorsed by the European Society of Intensive Care
Medicine (ESICM)

AuthorsiTask Force Members: Kenneth Dickstein {Chairperson) (Norway)®,
Alain Cohen-Solal (France), Gerasimos Filippatos (Greece), John J.V. McMurray
(UK), Piotr Ponikowski (Poland), Philip Alexander Poole-Wilson (UK),

Anna Stromberg (Sweden), Dirk ). van Yeldhuisen (The Netherlands), Dan Atar
(Norway), Arno W. Hoes (The Netherlands), Andre Keren (lsrael),

Alexandre Mebazaa (France), Markku Miemi (Finland), Silvia Giuli Priori
(ltaly), Karl Swedberg (Sweden)

ESC Committee for Practice Guidelines (CPGE Alec Vahanian {Chairperson) (France), John Camm (UK),
Raflaele Do Caterina (Italy), Veronica Dean (France), Kenneth Dickstein {Norway), Gerasimos Filippatos
(Greece), Christian FuncleBrentana (France), lrene Hellemans {The Netherlands), Steen Dalby Kristensen
(Denmark), Keith McGregor (France), Uda Sechuem | ¥) Sigmmd Silber (i

Michal Tendera (Poland), Petr Widinsky (€zech Republic), Jose Luis Zamorano (Spain)

Docurment Reviewsrs: Michal Tendera (CPG Review Coordinator) (Poland). Angelo Auricchio (Switzerland),
Jeroen Bax (The Nethertands), Michael Bohm (Germany), Ugo Corra (Italy), Paclo della Bella (Italy),

Perry M. Ellion (UK), Ferenc Follath (Switzerland), Mihai Gheorghiade (USA), Yonathan Hasin (kracl),

Anders Hemborg (Sweden), Tiny Jaarsma (The Metherlands), Michel Komajda (France), Ran Komowshi (frasl),
Massimo Piepoli (Italy). Bernard Prendergast (UKL Luigh Tavazzi (ialy), Jean-Lue Vachiery (Belgium),

Freek W. A. Verheugt (The Metherlands), Jose Luis Zamorano (Spain), Faiez Zannad {France)

Management of patients with heart failure
and preserved left ventricular ejection
fraction (HFPEF)

e Mo treatment has yet been shown, comvincingly, to reduce mor-
bidity and mortality in patients with HFPEF. Diuretics are used
to control sodium and water retention and relieve breathless-
ness and oedema. Adequate treatment of hypertension and
myocardial ischaemia is also considered to be important, as is
control of the ventricular rate in patients with AF. Two very
small studies (=-30 patiermts each) have shown that the heart
rate-limiting calcium channel blocker verapamil may improve
exercise capacity and symptoms in these patients, 25727

The 3023 patient Candesartan in Heart Failure: Assessment of

Reduction in Moaortality and Morbidity (CHARM)-Preserved

trial did not show a significant reduction in the risk of the

primary composite end-point (adjudicated death from cardio-
vascular causes or admission with HF) but did show a significant
reduction in the risk of investigator-reported admissions for

HF."*? The B850 patient Perindopril for Elderly People with

Chronic Heart failure (PEP-CHF) study failed to show a

reduction in this composite primary end-point over the total

duration of the trial, but showed a significant reduction in cardi-

owascular death and HF hospitalization at 1 )‘E,Cll'.131
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Circulation i

Learn and Live..
JOURNAL OF THE AMERICAN HEART ASSOCIA’ N

2009 Focused Update Incorporated Into the ACC/AHA 2005 Guidelines for the
Diagnosis and Management of Heart Failure in Adults. A Report of the
American College of Cardiology Foundation/American Heart Association Task
Force on Practice Guidelines
Sharon Ann Hunt, William T. Abraham, Marshall H. Chin. Arthur M. Feldman, Gary
S. Francis, Theodore G. Ganiats. Mariell Jessup, Marvin A. Konstam., Donna M.
Maneini, Keith Michl. John A, Qates, Peter S. Rahko. Mare A, Silver, Lynne Warner
Stevenson and Clyde W. Yancy
Circulation published online Mar 26. 2009:

DOI: 10.1161/CIRCULATIONAHA.109.192065
Circulation 1s published by the American Heart Association. 7272 Greenville Avenue, Dallas. TX

Copyright © 2009 American Heart Association. All rights reserved. Print ISSN: 0009-7322. Online
ISSN: 1524-4539

Class IIb

1. Restoration and maintenance of sinus rhythm in pa-

tients with atrial fibrillation and HF and normal LVEF
might be useful to improve symptoms. (Level of Evi-
dence: C)

The use of beta-adrenergic blocking agents, ACEls,
ARBs, or calcium antagonists in patients with HF and
normal LVEF and controlled hypertension might be
effective to minimize symptoms of HF. (Level of Evi-
dence: C)

The usefulness of digitalis to minimize symptoms of HF
in patients with HF and normal LVEF is not well
established. (Level of Evidence: C)

Utiles para control sintomas (evid.
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Cardiol Chin 25 (2007) 497-506 CLINICS

SAUNDERS

Guidelines for the Management of Heart Faillure:
7 Differences 1in Guideline Perspectives
=7 Mariell Jessup. MDD, Susan C. Brozena. M ID

Hospiral of rhe University of Pernsyvivania, Philadelphia, P4, US54

Table 3

Comparison of recommendations Tom international guidelines for treatment of chronic hearn faillure with preserved leflt
ventricular gjection fraction

Scottish Acommerican Collegoe
Intercolleziate Canadian Hearmt Failure Furopean Societw of Cardiologw/
Topic Guidelines Cardiowvascular Society of of Cardiology Acomerican Heart
discussad MNetwork 207 Society 2006 Avamerica 2006 20 S MAvssociation 2005
A MNo gooed For most 201 patients MMaw improwve MMight be
inhibitors evidence patients with other risk relaxation effective to

factors such as contral HEF
atherosclerotic
disease or

Beta-blockers INo good For most For symptorma tic Jse to lower MMizht be
evidence Patients patients who heart rate effective Lo

hawve prior ML, and increase contraol HEF
hvpertension, diastolic filling

or atrial time
AR Bs MNo good Consider to 201 patients High dose may MMight be
evidence reduce HE with LW [ decrease effective to
hospitalization hospitalizations control HEF
IDMgoxin Mlay e Use is not well

considered established
to minimize
sy ptoms

IMNMuretics MNo mood Use to control MNecessary with MNecessary with MNecessary with
evidence pulmonarmy fAuid owverload, fAuid overload, Muid owverload .,
congastion but use cautiously but usc but use cauti ouslw
and edema to avold lowering cautiously to to avold lowering
preload avoild lowering preload
praeload
Calcium MNo gooed MMawv be For control of Werapamil-tvpe Might be effective
antagonists evidence consideraed rate in atrial drugs may be Lo rmdnnimd Fe

Lo mInirmize fibrillation, used SwWIMP Lo s
SYIMPLO IS AT i,

hyvpertension

Abbreviarions: HEF, heart failure; L% I lefl ventricular diastolic dysfunction; MM, myvocardial infarction.
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Classes of recommendations

Classes of
Recommendations

Class |

Class 1l

Class [la

Class b

Class Il

Table 2 Levels of evidence

Level of Evidence A

Level of Evidence B

Level of Evidence C

Definition

Evidence and/or general agreement that a
given treatment or procedure is beneficial,
useful, effective.

Conflicting evidence and/or a divergence of

opinion about the usefulness'/efficacy of the
given treatment or procedure.

VWeight of evidencefopinion is in favour of
usefulness/efficacy.

Usefulnessfefficacy is less well established by
evidence/opinion.

Evidence or general agreement that the given
treatment or procedure is not useful/effective,
and in some cases may be harmful.

Date derived from multiple randomized clinical trials or
meta-analyses.

Date derived from a single randomized clinical trial or
large non-randomized studies.

Consensus of opinion of the experts and/or small
studies, retrospective studies, registries.




suias ACC/AHA (2005 y 2009)

Recomendaciones Clase Niveles de
Control TAS y TAD |

Control Fc en FA |

Diuréticos para control l

orcrma

Revascularizacion para 1E]

[ | lﬁm;ﬁ
acirma

Restaurar ritmo sinusal IIb

Bbloqueantes, IECA, ARA II, 1]s)
Digital para minimizar IIb
-sintomas
Jessup M, Abraham WT, Casey DE, et al. 2009 Focused Update: ACCF/AHA Guidelines for the Diagnosis and Management of Heart Failure in

Adults. 2009 WRITING GROUP TO REVIEW NEW EVIDENCE AND UPDATE THE 2005 GUIDELINE FOR THE MANAGEMENT OF PATIENTS WITH
CHRONIC HEART FAILURE WRITING ON BEHALF OF THE 2005 HEART FAILURE WRITING CONMITTEE. Circulation 2009;119;1977-2016;
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Como diagnosticar IC con FEVI

Sintomas y signos

} }
Hemodinamica Doppler Tisular Biomarcadores
PECPm >12 E/E™>15 E;/}EITOBBNNPP: 558
mmHg PTDVI > 16 15>E/E>8 el
mmHg Biomarcadores \
. NT-proBNP> 220 pg/ml Doppler T
> >
T =49 237 00 BNP > 200 pg/ml E/E™>8

Ecocardiografia Doppler

/ >50 a E/A:<0.5 y TRIV >280ms

v Ard-Ad >30ms, IVAI >40 ml/m?2-
IMVI (0+) 122g/m? (0-)

ICFEP 149g/m?2, 6 Fibrilacion auricular

Paulus WJ et al. Eur Heart J 2007; 28: 2539-50. \




European Heart Journal (2007) 28, 2539 2550 c 2 7 = 5
doiz10.1093 feurhearti S ehmo37 Es oo Special article

How to diagnose diastolic heart failure: a consensus
statement on thhe diagnosis of heart failure with mnormal
left ventricular ejection fractiom by thhe Heart Failure
and Echocardiography Associations of thhe European

Society of Cardiology

Carsten Tschope?2, John E. Sanderson3, Cesare Rusconi?, Frank A. Flachskampf®,
Paolo Marino”, Otto A. Smiseth®, Gilles De Keulenaer®, Adelino F.

Istwvan Edes’!, Martin Louis Handoko', Stephane Heymans'2,
Kenneth Dickstein'™?, Alanmn G. Fraser's, and Dirk L. Brutsaert®

walter J. Paulust*
Frank E. Rademakers®e,
Leite-Moreiral?®, Attila Borbe&ly11,
Natalia Pezzali?t, Burkert Pieskel3

How to diagnose HFNEF How to exclude HFNEF

| Symploms or slgns of heart fallure | . ) }
Breathlessness, without signs of fluid overload |
' — !
Narmal or mildly reduced left ventricular systolic function 5
e NT-proBNF = 120 pg/mL
or BNP =100 pa/mL

ey

LY
S—— ‘ No
1
Evidence of pulmanary disease

Evidence of abnormal LV relaxation, filling, diastolic
distensibility.and diastolic stifiness ¥ ves

R

Consider pulmenary disease

Biomarkers |Evidsm¢euf valvular or pericardial disease |—>| Consider valvular or pericardial disease
Yes

mPCW > 12 mmHg BEXS | 15>EE>S NT-proBNP > 220 pgf o

o
o .
LVEF = 50% —_— Consider HFREF
LVEDP >°|ra mmHg BNP>200 ponL | ™ |
1>48ms ¥ ves
or r/ \A I LVEDVI < 76 mLimz I—p | Consider high output state

Invasive Haemodynamic measurements Tl

Ne

b=027 Blomarkers Echo = bioodfiow Doppler 1 }ves

NT-proBNF > 220pginL || EIA,, <05 and DT g, > 260 ms EE'»8
ar

BNP > 200 pgimL

o LAVI < 29 mLim 2
Ard-Ad > 30 ms and no Atrial Fibrillation

o
LAV > 40 mLim? ¥ ves

or
LVMI =122 gim?(9); >149 gim? () | LYMI <88 gim? (9); <116 g/m?(d)

or
see Figure1
Afrial fibrillation S 1 - ig
$>8.5emis
and EIE" <8

Consider HFNEF

‘ e Consider coronary artery disease with
NO HFNEF deficient angina warning




enfermedad?

La ICC es un solo proceso, pero con multiples y divergentes
trayectorias temporales, resultando en un amplio espectro de

rF Spectrum Cardiac

insult

LVEF preserved LVEF reduced
Slight Moderate Severe

B

predomin
eccentric
predominant

concentric
hypertrophy

Diastolic
heart failure

Female
Hypertension

Diabetes, Elderly

De Keulenaer GW, Brutsaeert D. The heart failure spectrum. Time to a phenotype-oriented approach. Circulation 209; 119: 3044-6.
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dob]eBnico

IC: presentacion/evolucién como
sindrome unico, ICFED precede a
ICFED

Distribucion unimodal de FE en
ensayos clinicos de IC

Continuo declinar del
acortamiento de la velocidad del
eje largo desde ICFEP hasta
ICFED

Progresion a remodelado VI en
hipertensos, especialemente
africanos y asiaticos.

Progresion a remodelado VI
excentrico en estado final de la
rauiliOGardiopalianiperteofica.

Doble

IC: presentacion/evolucion como 2
sindromes con remodelado concéntrico y
principal disfunciéon diastélica VI (ICD) y
otros con remodelado excéntrico vy
disfuncién sisto-diastolica combinada
(ICS)

 Remodelado concéntrico VIen ICD y
excentrico en ICS

» Diferente ultraestructura miocardia e
hipertrofia de cardiomiocitos en ICD y
ldensidad miofilamentosa en ICS.

« 1 tensidon de reposo de miocitos en ICS in
vitro

» |soformas distintas de proteina titina
« Distintas formas de metaloproteinasas

(MP)de matriz y de inhb. tisulares de
MP

* No down -regulation de recep. de BB en
ICD
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IC y FEP insuficiencia cardiaca diastélica o
diagndstico erroneo?

PEFR<70% N=97

FEV1<70% - N=54
Obese or
Angina

Mi
109 Patients / 159 Total

Caruana L et al. BMJ 2000; 321: 215-8.

CABG




“Inestabilidad”

TICFEP = "2 ICFED

Framingham Study HFPEF  HFREF OR[95% C]  Weight
“Covariate sdjusied niN niN fixed %
survival P=.26 Observational studies

Ghali 822 36156 0.32 [0.11, 0.89] 0.51

Madsen 1127 571159 0.07 [0.01, 0.52] 0.63

Narma| LVEF Kupari 1228 6111 0.63 [0.15, 2.54] 0.20

Pernenkil 48171 871228 0.63 [0.41,0.97] 214

McAlister 441124 168/441 0.83 [0.55,1.27] 191
Andersson 24184 36/65 0.32 [0.16,0.64]
Gottdienar 821170 57/09 0.69 [0.42,1.13]
MacCarthy 41163 151/359 0.46 [0.31, 0.70]
Ojeda 18/62 34/91 0.60 [0.34,1.37]
Smith 251200 451213 0.53 [0.31,0.91]
Kirk 24180 26/81 0.91 [0.46,1.77]
Macin 331136 75192 0.50 [0.31, 0.81]
Brucks 101102 16/104 0.80 [0.26, 1.39]
Guazzi 293 211316 0.31[0.07,1.34]

Swurvival
Survival

Helsinki Aging Study D Cardiovascular Health Study

== CHF & FS% 2025
- " P05 1.0~ Tost for hotorogonioty: 1= 16.23, éf = 13 (P = 0.24), /1=10.0%
= = CHF & F5 »0L.35 Test for overall eflect: 2= 7.13 (P < 0.00001)

s Moy EHF 084 T ; - -

0.01 0.1 10
Duﬁ ' Randomized clinical trials
ﬂ ‘_ CHARM 48113023 135014576
™ —— NILVF, 5 CHF Gustafsson | 2311088 2375/6800
— — Homal LVF « CHF Curtis | 138712218 220173022
0.2 4 ....... Bordaring LVF + CHF -
o impired LVF + CHF EventsiTotal | 2099/6229 6016/14 398
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P=0.07
EEL o Somaratne JB et al. Eur J Heart Fail 2009; 11: 855-62.
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FE: siguen las dudas

Heart

ONLINE

Ejection fraction: a measure of desperation?

Charlotte H Manisty and Darrel P Francis

Heart 20084400401
doi-10.1135rhrt.2007.118976

Left ventricular ejection fraction: are the revised
cut-off points for defining systolic dysfunction
sufficiently evidence based?

G Mahadevan, R C Davis, M P Frenneaux, F D R Hobbs, G Y H Lip, J E
Sanderson and M K Davies

Heart 2008,94,426-428
doi:10.1136/hrt.2007.123877

Rev Clin Esp. 2009;209 Supl 2:3-10

Revista Clinica

Revista Clinica Hs
Espanola

S e

ELSEVIER
DOYMA

vnnLelsevier.es/rce

Insuficiencia cardiaca con funcion sistolica conservada.
Definicion y epidemiologia

J. Montes-Santiago*

Servicio de Medicina Interna. Complejo Hospitalario Universitario de Vigo. Vigo. Pontevedra. Espafia.

Insuficiencia cardiaca con fraccion de como contrapuesta a la IC con fraccion de eyeccidn depri-
eyeccion preservada: problemas histdricos mida [ICFED], etc.). Aqui se seguira la nomenclatura de as
de una definicion Guias ESC-2008 sobre IC y se denominara preferentemente
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Tratamiento optimo de la ICFEP
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Ensayos clinicos

- - -
ClinicalTrials.gov
Aservice of the LS. Natianal Institutes of Healin I:I m
Basic Search Jif Advanced Search | studies by Topic Jif studies on map ]

Enter a word or phrase, such as the name of a medical condition or intervention.

Example: Heart Attack AND Los Angeles

Heart failure arc
Advanced searchn e
arc ips:
e arch for multiple term or example

 HEART FAILURE: 1510
Intervencionales

1923 estudios 410 observacionales

« DIASTOLIC HEART FAILURE: 141
Intervencionales

166 estudios 25 observacionales



ICFEP (Ensayos clinicos
randomizados)

—Garactersticas

CHARM-Pr PEP-CHF I-Presereve
(N=988) (N=3025) (N=850) (N=4128)
Mean age (yrs) 67 67 75 T2
Women (%) 41 56 60
Mean LVEF (%) 55 64 59
Hypertension 60 79 63
Mi 50 44 27 23
A Fibrillation Excluded 29 21 29
DM 29 28 21 27
Treatment (%)
ACE inhibitor 86 19 Excluded 25
Digoxin Excluded 28 1 14
cCcB - 31 33 40
Beta blocker - 56 55 59
Nitrates 39 33 51 -
Diuretics 76 75 100 83
Loop - - 46 -
Thiazide - 14 55 -
Sprironolactone 8 12 10 15
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randomizados)

Resultados
Ancillary-DIG

-

2-year
HR (95% CI) =
0.75 (0.57 — 0.99);
p = 0.044

o

Placebo

o
(Y

Overall
; HR (95% CI) =
Digoxin | 0.88 (0.70 — 1.11);
: p = 0.269

cardiovascular mortality
o
O
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=
=
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I

o
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—
24 36

Months

PEP-CHF

(perl ndlpiprﬂe!-)to first occurrence

of primary endpoint
at 3 years

50 Treatment Group
Perindopril
40 Placebo
Proportion 30
having
nnnnnn t (%)

HR 0.96; 95% CI 0.70 te 1.21;

p=0.545
o 1
o 1 2 3 Time (years)
Patients at risks
Perindopril 424 arva 184 70
Placebo 426 -1 186 69

CHARM-Preserved
CV death or CHF hospitalisation

%

304
o 333 (22.0%)
20 4 went
< Candesartan
10 <
5 -] HR 0.89 (95% C10.77-1.03), p=0.118
Adjusted HR 0.86, p=0.051

0 1 p 3 3.5 years

Yusuf S et al., Lancel 2003; 362:777-781

I-PRESERVE (irbesartan)

Primary Endpoint: Death or CV
hositalization Placebo

HR (95% CI) = 0.95 (0.86-1.05)
Log-rank p=0.35

w
=]

N
=]

Cumulative Incidence of
Primary Events (%)

T 6 12 18 28 30 385 42 48 51 60

(1] Months from Randomization
P8 - preseave Massie et al., N Engl J Med 2008; 35¢
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Bbloqueantes en IC con disfuncion
diastolica

* Pocos estudios pequenos
« SWEDIC

« SENIORS (Subestudio de
Eco)

* SENIORS



LOLUUIVYO L.LUUUVPYMITIT

ICFEP

SWEDIC Eco-doppler (N=97)(6 meses)

Placebo (N=50) Carvedilol(N=47)
P-Value
Baseline 6Months Baseline 6Months
E/A ratio 0.71 0.76 0.72 0.83 0.046
IVRT (ms) 106 99 101 100 0.53
DT (ms) 215 223 224 234 0.71
Pul V S/D ratio 1.55 1.62 1.56 1.52 0.87

Bergstrom A et al. Eur J Heart Fail 2004; 6: 435-61.

SENIORS Eco-doppler subestudio (N=61)(12 meses)

Nebivolol (N=27) Placebo (N=34) P-Value
Baseline 1 YR Baseline 1YR
LVEF (%) 54.5 55.5 49.0 50.2 0.988
E/A 0.9 0.9 0.9 1.0 0.956
EDT (ms) 200 207 192 202 0.500
TAPSE (mm) 2.2 2.3 2.0 21 0.098
LVEDV (mL) e k: 112 145 137 0.750

LVESV (mL) 56 54 rr 71 0.768

Ghio et al. Eur Heart J 2006; 27: 562-8.



-studio SENIORS

FASTIRACK Randomized trial to determine the effect
of nebivolol on mortality and cardiovascular hospital SENIORS

admission in elderly patients with heart failure

Muerte u hospitalizacion CV por

Nebivolol Placebo hll:ea;;z:zl :f::’l'::
LVEF
<35% 219 (32.1%) 249 (36.3%) =
>35% 110 (28.9%) 125 (33.6%) —
Sex
Male 231 (35.2%) 250 (36.4%) )
Female 101 (24.6%) 125 (33.3%) N
Age
<75y 148 (27.5%) 176 (33.5%) L]
>75y 184 (34.8%) 199 (37.1%)
Total 332 (31.1%) 375 (35.3%) =

0.50 0.60 0.70 0.80 0.90 1.00 1.10 1.20

Hazard ratio and 95% CI



FE ;Qué limite?
No diferencias SENIORS

Beta-Blockade With Nebivolol in
Elderly Heart Failure Patients With Impaired
and Preserved Left Ventricular Ejection Fraction

LVEF <0.30, OEINEAGIITRNE) — Objetivo primario

LVEF <0.40 HR 0,86
95%Cl 0,73-1.03

LVEF0.31-0.35,  HR0.92 (95%Cl 0.69-1.22)

LVEF 0.36-0.46, HR0.84 (95%Cl 0.59-1.20)

LVEF >0.40 HR 0,83
LVEF >0.46, HR 0.76 (95%Cl 0.52-1.11) 95%Cl 0,62-1,11

Van Veldhuisen DJ et al. JACC 2009; 53: 2150-8.




Clinical Trials Methods and Design

Rationale and Design of a Randomized Trial to
Assess the Effects of 3-blocker in Diastolic Heart Failure;
Japanese Diastolic Heart Failure Study (J-DHF)

Journal of Cardiac Failure Vol. 11 No. 7 2005

Heart failure with EF>40%

(Nn=800)
Carvedilol Randomization | 2 anos
il _—
B —blocker (+) B —blocker (=)
(Nn=400) (Nn=400)

B J-DHF (Japanese Diastolic Heart Failure Study) B
HLRRBLA 2 DR AR OICHOXRRERARIER BN —IILT 1 k



FEP: Lo conocido y lo
desconocido

REVIEWVW

Circ J 2009; 73: 404410

Heart Failure With Preserved Ejection Fraction

—— What is Known and Unknown

Karuhiro Yamamoto, (VID*.#%: Yasushi Sakata, MD#**; Tomohito Ohtani, Ny
roasotiaru Takeda, MD*-#%; Toshiaki Mano, WD *

There 1s an emerging interest in heart failure with preserved ejection fraction {HFPEF) because of its high preva-
lence in the community and several specific characteristics compared with “classic™ heart failure with reduced
ejection fraction. HFPEF patients are older and more often female, and lack left ventricular dilatation. A likely
principal cause of HFPEF is diastolic dysfunction, particularly ventricular stiffening: howewver, the clinical phe-
notype of HFPEF is also modulated by dysfunction of other organs such as kidney, vasculature. etc. Despite its
social burden, the diagnostic criteria and therapeutic strategies remain to be established. In particular, the lack of
established diagnostic criteria has resulted in conceptual confusions about HFPEF in clinical practice. In this
review, what is known and unknown about HFPEF is discussed. and several challenging proposals about its
diagnosis and therapy are raised. (Circ J 2000; 73: 404 —-410)

Key Words: Diastole: Heart failure: Ventricular function

served or only minimally depressed in 409% of
patients with heart failure (HF)! Diastolic dysfunc-
tion i1s one of the principal causes for this phenotype of HF2
and is termed “diastolic heart failure™ (DHF). In contrast to
HF with reduced EF. that is, systolic heart failure (SHF),
the prevalence of DHF has been increasing? DHF patients
are older and more often female compared with cases of
SHF, and its principal underlyving disease is hypertension?
Previous reports demonstrated that the survival rate of DHF
and SHF patients did not different from each other and that
the difference was small even if statistically significant?>
In the past 2 decades, the prognosis has improved for SHF,
but not DHF? In this review. we will discuss what is known
and unknown about DHF.
Drespite the social burden of DHF, conceptual confusion
still exists. LYV diastolic dysfunction is not specific to DHF
(Figure 1)¢ LV systolic dysfunction occurs in some DHF

Left ventricular (LV) ejection fraction (EF)} 1s pre-

Pathophysiology of HFPEF

Cardiac Dysfunction

The abnormality of L'V relaxation and stiffness is present
in HFPEF patients?.10 Kawaguchi et al showed that the
abnormality of the index for LWV stiffness is present in
HFPEF patients!! OQur experimental study in an HFPEF rat
model of hypertension showed that the LV relaxation
abnormality occurs at the compensatory hypertrophic stage,
but that myocardial stiffening leads to overt HF without
further progression of the relaxation abnormality!2 That
result indicated that LV relaxation abnormality is an early
sign of diastolic dysfunction, and that L'V stiffening plays a
crucial role in the transition from asymptomatic diastolic
dysfunction to HFPEF.

One of the causes of L'V stuffening is interstitial fibro-
sis!? Exaggerated accumulation of collage is associated
with enhanced cross-linking and an increased ratio of col-




Estudios observacionales en

PEP-CHFEme to first occurrence
of primary endpoint
at 3 years

50
40 T Placebo
Proportion 30
having
an event (%) o
10 HR 0.96; 98% CI1 0.70 to 1.21;
p=0.545
o T
o 1 2 3 Time (years)
Patients at risks
Perindopril aza ara 184 70
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Death or Eotoco\ specified CV hospitalization

Placebo

HR (95% Cl) = 0.95 (0.86-1.05)
Log-rank p=0.35
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Months from Randomization
Massie et al., N Engl J Med 2008; 35¢
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Falta de Datos

Br J Pharmacol 2007; 64: 406-14.

The contribution of observational studies to the
knowledge of drug effectiveness in heart failure

Daniela Dobre, Dirk J. van Veldhuisen,' Mike J. L. delongste,' Eric van Sonderen, Olaf H. Klungel,’ Robbert Sanderman,
Adelita V. Ranchor & Flora M. Haaijer-Ruskamp’

Northern Centre for Healthcare Research and 'Department of Cardiology, Thoraxcentre, University Medical Centre Groningen, University
of Groningen,Groningen, *Department of Pharmacoepidemiology and Pharmacotherapy, Utrecht Institute of Pharmaceutical Sciences
(UIPS), Utrecht University, Utrecht and *Department of Clinical Pharmacology, University Medical Centre Groningen, University of
Groningen, the Netherlands

Aunque varios estudios evaluaron la efectividad de BB
en ancianos con IC, ha de notarse que ningun estudio
hasta ahora ha explorado la efectividad de BB en ICFEP.




Ncyiollo

Clinical Presentation, Management,

and In-Hospital Outcomes of Patients
Admitted With Acute Decompensated

Heart Failure With Preserved Systolic Function

A Report From the Acute Decompensated
Heart Failure National Registry (ADHERE) Database

Tale 7. Multvriae Ocds Raiosand %% Confdence el for demied Moraly Risk Fator

AL Paint Epsodes wih Syt Feton
Qundatve [VEF e NoLVEF
Mortaliy Risk Fctors Asssiment Preseried ( Asessment

Yancy CW et al. JACC 2006; 47:76-84.

Estudio de Cadiz

Mortality and morbidity of newly diagnosed
heart failure with preserved systolic function

treated with beta-blockers: A propensity-
adjusted case-control populational study

1085 adultos con 1° dco. de ICFEP

5 anos. 378 en BB

Mortalidad total. RR: 0.37 [0.21-0.50]
Mortalidad CV: RR: 0.31[0.18-0.45]
Hospitalizacion: 13.6 vs. 19.2 (p<0,001)

CONCLUSIONES
El inicio de tto. con bisoprolol o carvedilol

se asocia con menor morbimortalidad en
pacientes con nuevo diagnostico de ICFEP

Gomez Soto FM et al. Int J Cardiol 2009; Jun 30 (Epub ahead of print)



Estudio en pacientes MEDICARE

Shah et al. Am J Cardiol 2008; 101: 207-22.

13300 pacientes >65 anos (Medicare) hospitalizados con IC + EF>45%

ACE y B-bloqueantes al alta

Effect of angiotensin-converting enzyme (ACE) inhibitors and 3 blocker
on |- and 3-years mortality*™

Medications | Year 3 Year

Risk Ratio 95% CI1 Risk Ratio 95% CI1

ACE inhibitors 0.88 0.82—-0.95 0.93 0.89—0.98

3 Blocker 0.93 0.87-1.10 0.92 0.87-0.97

;¢ Los toman?”

Registro EFFECT

(Canada)
9943 pacientes. 1026 p. con FE>50%: ningun beneficio en mortalidad

Ezekowitz JA et al. Am J Cardiol 2008; 102: 79-83.



EURO Heart Failure Survey Il

Manejo contemporaneo de octogenarios hospitalizados por IC
EuroHF Il >> EuroHF | <80 anos >> 80 anos

P=0.012

927
89.5 P=0.003
N =50 years, n=662

= Eﬁ:g 1I| =1 <80 years, n=2677

P=0.001
P=<0.001 538

40.4 P<0.054 1 ' 49.8
358 P=0.140  p=0.097
. 353 423 33. 6

Diuretics ACE-I/ARH Aldo Ant  Nitrates  Digitalis

Crude hazard ratio Adjusted hazard ratio
26 CIH*= o Cy™

Age (per 5 year (1.29—1.87) 1.51 (1.24—1.84)
iNncrease)

SBP (per 1O mmHg i (1.00—1.10) 1.04 (0.99—1.09)
decrease)

Diabetes mellitus . (0.98—1.89) 1.56 (1.12—2.18)
Self-care problems t (1. 21—2.75) 1.60 (1.03—2_49)
Creatinine (mg/dL) " (1.26—1.80) 148 (1.21—1.80)
ACE-inhibitors/ARB & (0O.35—-0.66) 056 (0.40—0.79)
Statins & (041 —-0.85)

Betablockecs - (0.53—-0.98)

Komajda M et al. Eur Heart J 2009; 30:478—86-.



Registro OPTIMIZE-HF

Clinical Effectiveness of Beta-Blockers in Heart Failure

Findings From the OPTIMIZE-HEF (Organized Program to Initiate
Lifesaving Treatment in Hospitalized Patients With Heart Failur e) Registry

7154 p. >65 anos elegibles para BB. Inicio en 3241 (49%)
Mortalidad 1 ano: 33%, Hospitalizacion por todas causas: 64%.

Survival Estimata

:
£
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|
'
2
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@

—— No beta-blocker

—— No beta-block
Cta blocker T === Beta-blocker

——- Beta-blocker

T T T T T T T T T 1
60 90 120 1560 180 210 240 270 300 330 360

Days From Discharge

T

T T T T | T T T T | I T '
0 30 60 90 120 150 180 210 240 270 300 330 360 0 a0

Days From Discharge

Eventos finales Disfuncion sistolica VI Funcion sistdlica preservada VI
n=3001 n=4153

Mortalidad 0.77 (0.68-0.87) 0.94 (0.84—1.07)
Readmision 0.89 (0.80-0.99) 0.98 (0.90—1.06)

Mortalitdad o readmision 0.87 (0.79-0.96) 0.98 (0.91-1.06)
Hernandez AF et al. JACC 2009: 53: 184-92.




La experiencia

Estudio ATICA
XXVII

Congreso Nacional de la Sociedad
Espaiiola de Medicina Interna (SEMI) I :

Xi Congreso de la Sociedad Castellano-Leonesa Cantabra
de Medicina Intema (SOCALMI}

—— >
RO RO O Re Clin Eso. 2006:206 Supl 3:28:351

ESPANOLA

TUBLICALICE DIVIAL TIE b SOCTROAD Bl i [1F MITI B INTERNA

986 p.

6 meses:

Mala adherencia:

/7 anos

>50% IC FEP
282/544 (52%)
38%

Ef 2°:

16%

1C-27

ADHERENCIA AL TRATAMIENTQO FARMACOLOGICO EN

INSUFICIENCIA CARDIACA. ESTUDIO ATICA

J. Casado Cerrada'. E. Visus®, J. Recio Iglesias®,

M. Sanchez-Ledesma®, M. Chimeno Vinas®, B. Roca®,

P. Conthe Gutiérrez® v Grupo ATICA

'Medicina Interna. La Princesa. Madrid. “Medicina Interna.

Gregorio Mararndn. Madrid. "Medicina Interna. Valle Hebron.

Barcelona. *Medicina Interna. Cinico de Salamanca. Salamarncoa.
-ina Interna. Virgen de la Concha. Zamora. “Medicina

Interna. Hospital de Castellén. Castelldén.

Objetivos. BEvaluar el grado de cumplimiento del tto. en pacientes
con ICC. También identi r los factores de riesgo de deficiente
adherencia v valorar si los pacientes con deficiente adherencia pre-
sentan diferencias en reingre
rial v métodos. Seguimiento prospectivo jado con el lngre—
n la plauta de Medicina Interna con diagnd de ICC.
de »alos 3,6, 9y 12 meses, en la

En el estudi
nostrando solo 1 os que h: ompletado la visita de
os sels meses, al no es completada la base de datos por el
momento del tutal de las visitas.

Mas de la mitad de lr:ws par:ientes tiene FE conser . El nimero dh.
pacientes que ha completado los sels meses de .1Lumle.ntu es de
282 De ellos el 62% tenian buena adherencia al tratamiento frente
al 38% gue tenia mala. No existieron diferencias significativas entre
buena v mala adherencia v apo iliar. En el grupo de mala adhe-
i | cién de analfabetos con respecto al
grupa de buen: da (12% vs 5U) v una menor proporcidn de
universitarios (1% vs 4%), p = 0,147, Se r:mb_letlué una menor tasa de
reingresos a los ]
pecto al de mala (104 e las causas de mala
adherencia la desmotivacién dI"IdT__ 6 en un 22 seguida de efec-
tos secundarics: 16
Discusién. La mayoria de nuestros paclentes son mujeres con edad
media avanzada y predomina la FE conservada, contrastando con la
mayoria de los estudios que se han desarrollado clasicamente en
pacientes con IC.C Uﬂd d+: las. llt'nltacionr_a I"l_n'Lda.t'mntales es la pér-
d] o
ron la visita de lo 3, puulmdu dc manifl 5t-:: la comple
dad v dificultades sociales de los pacientes que ingresan en los se
cios de Medicina Interna que dificulta seguimientos en consultas
externas.
Conclusiones. La adherencia al tratamiento es una pleza fundamen-
tal para una evoluclén satisfactoria de la enfermedad como demues-
tra este estudio al objetivarse una menor tasa de reingresos en aque-
lles pacilentes que demostraron tener buena adherencia.




JACC 2009; 54: 1703-5.
LGB Rate and Cause of Hospitalizations in Relation to 1-Year Mortality in Patients With HF

After Any HF After the Initial HF After the Second HF

Hospitalization Hospitalization Hospitalization VINTERNA
% of patients hospitalized for any reason 30% in 2-3 months (13) 69% (4) 60% (4)
| nsi 27% in 3 months (8)

38% in 6 months (14)

CON 67% (3) con dis-

LI DA % of patients hospitalized for HF 22% in 2 yrs (15) 16% (EF <40%) (6) 36% (4) ;SE?I"::EI:
14% (EF =50%) (6)
INSL 22% (4) Iue: miry
DEE it 2 t la insu-
M. Yebrz I % of patients hospitalized for cardiovascular reasons 43% (3) 67% no CV 44% (4) 57% (4) iscusion
Fernénd 50%* (5) 1tes con
'Servicio % of hospitalized patients with HF as the primary cause = 329% (4) 60% (4) d global
Hospital % of hospitalized patients with cardiovascular diseases 64% (3) 49% (4) 95% (4) ntes. En
Objetive as the primary cause \ante no
izﬂ ::ard Hospitalizations in Patients 2;: Ei&) jj: EEE ..::g:j :i: e e
ateria ypp= . . - >
insuficie With Heart Failure: Who and Why 42% (16) 24% (4) e
{

pacientE Soko Setoguchi, MD, DRPH,‘I Lynne Warner Stevenson, Li?i 29% (EF =50%) (17) 33% (18)
eyeccié[ Bosron, Massachusetts 32% (EF <50%) (17)

con una FE mayor o 1gual de 5U% (Insuficiencia cardiaca con raccion de eyeccion

preservada). Se recogieron las caracteristicas clinicas asi como las causas de muer-

te de cada paciente. Se definieron cuatro causas de muerte: 1) insuficiencia cardia-

ca; 2) Muerte subita; 3) otras causas de muerte cardiovascular (ictus, infarto agudo G ru o R
de miocardio, o tromboembolismo pulmonar) y 4) otras causas no incluidas en las

categorias anteriores.

Resultados. En el periodo de tiempo definido se siguieron a 289 pacientes con el diag- ' LOS pmiemes mms oon iﬂsuma Ca[diaca oon FE mwma

nostico de insuficiencia cardiaca. Se incluyeron en el grupo de insuficiencia cardiaca

con FE conservada 199 pacientes y 88 en el de FE disminuida. Ocurrieron 30 muer- 'alm mme W (4SS mmlm.

tes, de las cuales 18 correspondieron a pacientes con FE preservada (FE media
63,4%) v 12 con FE reducida (FE media de 36,5%). La edad media fue de 80 en
ambos grupos. El tiempo medio del fallecimiento tras el diagnostico fue de 26 y 28

meses. Los pacientes con FE conservada tuvieron una mayor prevalencia de hiper- (S|tg es, noviembre 2007)
tension arterial (96,2% vs. 66,6%, p = 0,011)y menor de cardiopatia isquémica (18%
vs. 50% p = 0,044). La mortalidad causada por insuficiencia cardiaca fue significativa-

Comunicacionese Oralae © SEMJ- Koo,




Los “expertos”

Levy D. (Director, Framingham Heart Study). We know S0 little about the optimal treatment of
heart-failure patients with preserved ejection fractions... (09/2009).

CLINICS IN ,
GERIATRIC Para delinear el papel de BB en ICD se

SAUNDERS MEDICINE requieren ensayos grandes, bien disefiados...

Clin Geriatr Med 23 (2007) 83-106

Diastolic Heart Failure in the Elderly
an, MD*, Kurt R. Daniel, DO

Center,

JAMA 2008: 300: 431-2.
Heart Failure With Preserved

Ejection Fraction
Treat Now by Treating Comorbidities

Sanjiv J. Shah. MDD !

Mihai Cheorghiade, MID

( o—<F
vascular

=HTE -] ARCH INTERN MED/VOL 168 (NO. 22), DEC 822, 200 Los BB no han demostrado reducir ni mortalidad y
' 2431 hospitalizaciones en paciente con IC y EF normal.

Kaplan NM. Beta-blockers in hypertension. JACC 2008;52:1490-1.Taquiarritm, poslAM, ICFED

ome | Contastus | AboutUpToDate | Careers
UpToDate.
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Treatment and prognass o dastalic heart allure KR At present, there is no good
Treatment and prognosis o dastalicheart falure demonstration that beta
ron5 ¢ ' blockade is beneficial for the
treatment of HF with
preserved ejection fraction.
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Perspectivas futuras

..¢,Y los betablogueantes??

STATE-OF-THE-ART FAFER

Heart Failure With Normal
Left Ventricular Ejection Fraction

JACC 2009; 53:908-18.

Mhlicha T. MWiaeder, BITY, Travid MWL Kaye, VI, Praly»
AT i borerme, Aostralfia

Substances Evaluated for the Treatment of Patients With HFNEF in Completed

e but Unpublished or Ongoing Clinical Studies (According to NIH Clinical Trials Registry*)

Substance Drug Class Postulated Targets
Valsartan Angiotensin-receptor blocker RAAS, blood pressure, LVH, LV relaxation
Aliskiren Selactive renin inhibitor RAAS, blood pressure, LVH, LV relaxation
Spironolactona Aldosterone antagonist Collagen turnover, LV relaxation and stiffness
Eplerenone Aldosterone antagonist Collagen turnover, LV relaxation and stiffness, endothelial dysfunction
Sitansentan Endothelin receptor A antagonist Blood pressure, LVH
Alagabrium Advanced glycation end products cross-links breakar Advanced glycation end products, LV relaxation and stiffness
Atorvastatin Statin Collagen turnover, LV relaxation and stiffness, vascular function
Sildenafil Phosphodiesterase-5 inhibitor LVH, LV stiffness, vascular stiffness
Exenatide Glucagonike peptide-1 receptor antagonist Aortic stiffness, LV stiffness
Ranolazine Inhibitor of the slowly inactivating component of the cardiac Intracallular calcium, LV relaxation

Sodium current (late |, channel)

Ivabrading Inhibitor of the *funny” channel (I, channel) Heart rate, duration of diastols

*National Institutes of Hesith (NIH) Clinical Trisls Reglsry (78).
RAAS - renin-angotensin-aldosterone system: other abbreviations as In Table 1.
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FE ayos clinicos randomizados
Seniors
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Contradictorios
OPTIMIZE-HF: en contra
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* No tto. convincente » |morbimortalidad ICFEP @onikowski p, Esc(earc09).

1) Control de TA (]activacion neurohumoral—Prevenir/Tto.)
— IECA/ARA Il >> CA' IECA/ARA Il >> BB (JHVI)?

2) Control del ritmo (BB>>digoxina>>CA)
3) Diagnosticar y tratar la isquemia

4) Evitar desencadenantes
— (AHA/2009: AINEs, BB, CA)(Alcohol, drogas ilegales)
— Neumonia, enf. Viricas (Vacunacion: 27-37% hospitalizacién por IC)3

5) Tratamiento de comorbilidades
— EPOC Ojo! P Bisoprolol —|FEV, en IC + EPOC*
— Obesidad (SAQOS), diabetes, anemia, TEP...

1Verdecchia P et al. (Metanalisis) Eur Heart J 2009; 30: 679-88. 2Fagard RA et al. Hypertension 2009,54:1084-91).3Nichol KL et al. NEJM 2003;348:1322.
4Hawkins NM et al. (McMurray group). Eur J Heart Fail 2009 ; 11(7):684-90. (ERC: 27 p. [bisoprolol -70 vs. +120 ml, p<0,001)] en 4 m.



Betabloqueantes
IC con FED

La tarea es tu Valencia
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¢ Qué mas evidencias se necesitan
para extender el uso de bloqueadores beta

en la insuficiencia cardiaca?

L. Manz:

Unidad de Insu

IC con FEP

iDejemos de cazar dragones!
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El Cid Campeador (Valencia, 1094) “[.)IOS., que buen cavallero
1010 afios de +  S1 Oviesse buen senyor!!
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Comunicaciones sobre IC en Congresos Europeos
(1997-2009)
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% de comunicaciones sobre el total de IC (n=144)
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