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TRATAMIENTO de la IC con FEP

;. De qué pacientes hablamos?

|IC con FED y FEP: ¢ son poblaciones diferentes?
;. Como la estamos tratando?

; Qué dicen las Guias?

Evidencias cientificas

Conclusiones




.. De que pacientes hablamos?




How to diagnhose diastolic heart failure: a consensus
statement on the diagnhosis of heart failure with normal
left ventricular ejection fraction by the Heart Failure
and Echocardiography Associations of the European
Society of Cardiology European Heart Journal (2007) 28, 25392550

Sintomas o Signos de IC
+

FEVI > 50% y IVTDVI < 97 mL/m?
+

Evidencia de disfuncion diastodlica



Pacientes con...

Sintomas o Signhos de IC, en clase NYHA ...
+

FEVI mayor de .... 35%, 40%, 45%, 50%...

ECR en pacientes con Definiciéon de

IC - FED IC - FEP

FEVI es <35 -40% Dénde incluimos FEVI > 50%
los pacientes con

FEVI de 40 a 50 %




Proporcion de Pacientes con FED y FEP
en diferentes REGISTROS de IC
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IC con FED y FEP
;. Son poblaciones diferentes?
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©)Euro HEART SURVEY

Caracteristicas de los pacientes con IC

FS Depr. FS Pres.

(n = 3.658) (n = 3.148)
Edad (media, SD) 67 13 71+£12 < 0,001
Mujeres (%) < 0,001
Hombres < 70 afios (%) < 0,001
Mujeres > 70 afios (%) < 0,001
Comorbilidad
Hipertension (%) < 0,001

Diabetes mellitus (%)
Cardiopatia isquémica < 0,001
Revascularizacion previa (%) < 0,001

Insuficiencia renal (%)

Ictus previo (%)

Fibrilacion auricular cronica (%)

FEVI (media, SD) 33+£10,9 56 +£9,8

Eur Heart J 2004; 25: 1214-20.



Trends in Prevalence and Outcome of Heart
Failure with Preserved Ejection Fraction

Theophilus E. Owan, M.D., David O. Hodge, M.S., Regina M. Herges, B.S.,
Steven J. Jacobsen, M.D., Ph.D., Veronique L. Roger, M.D., M.P.H.,
and Margaret M. Redfield, M.D.

Table 1. Characteristics of Patients with Heart Failure and Preserved or Reduced Ejection Fraction.*

Reduced Preserved
Ejection Fraction Ejection Fraction Adjusted
Characteristic (N=2429) (N=2167) P Valuey

Age (yr) 71.7+12.1 7441144 < NA
Male sex (% of patients) 65.4 44.3 < <0.001
Body-mass index: 28.6+7.0 29.7+7.8 0.17
Obesity (% of patients)if 35.5 41.4 0.002
Serum creatinine on admission (mg/dl) 1.6+1.0 1.6+1.1 0.30
Hemoglobin on admission (g/dl) 12.5+2.0 11.8+2.1 <0.001
Hypertension (% of patients) 48.0 62.7 <0.001
Coronary artery disease (% of patients) 63.7 52.9 <0.001
Atrial fibrillation (% of patients) 28.5 41.3 <0.001
Diabetes (% of patients) 343 33.1 0.61
Substantial valve disease (% of patients) 6.5 2.6 0.05
Ejection fraction (%) 29+10 61+7 NA

NEJM 2006; 355:251-9.




ii

Reduced EF

Preserved ejection fraction

Reduced ejection fraction

HR, 1.15; 95% CI, 0.87—-1.53; P=0.32
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Owan et al. NEJM 2006; 355:251-9
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., Como estamos tratando la IC-FEP?




vs ICFED

IC FEP
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. Qué dicen las Guias?
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q A e Quality
Scottish Intercollegiate Guidelines Network Improvement # PHARMACDLOGICAL THERAPIES
Scotland
HYDRALAZINE AND ISOSORBIDE DINITRATE
de dinitrate
: f for heart
failure when added to standard treatment i ACE| beta-blockers
hree months before random i
4 .mericans with NYHA class [l or [V b %, hazard
H H f ity 0. 0.01).* In Caucasian patients the main indication for H-I5Dk
Manﬂgeme“t Of Chmnlc heart fallure intolerance of an ACE inhibitmor and e unction or hyperkalaemia. Vasodilator
A national clinical guideline adverse effects are common and, rarely, i cause a lupus-like syndrome =2
African-American patients with advanced heart failure due te left ventricular systolic
dysfunction should ke considered for treatment with hydralazine and isosorbide
dinitrate in addition to standard therapy.
Patients who are intolerant of an angiotensin converting enzyme inhibitor and an
angiotensin Il receptor blocker due to renal function or hyperkalaemia should
1 Introduction 1 be co red for treatment with a combination of hydralazine and isosorhide
2 Diagnosis and investigations 4 dinitrate.
3 Behavioural modification 10 .
_ _ PATIEN ITH HEART FAILURE WITH PRESERVED EJECTION FRACTION
4 Pharmacological therapies 14
Mot all patie h hear: failure have L' . Pa ith clinical heart failure but normal
5 Interventional procedures 22 V systolic function are described as having “heart failure with preserved LV olic function.
6 Models of care 25 The proportion of heart failure patie h preserved LV systolic function may be as hi ghas
35-G
7 Palliative care 28
8 Sources of further information and support
for patients and carers 30
- - in heart failure patients v
e SRETEERT S =i ed and treated in their own
10 Development of the guideline 33 1 rate control is likel
Abbreviations 37 ¢ to treat heart failure
dence comes from C
Annexes. 39 buz not nt, effects on the endpaoint
References. 49 ]

identified for the be
aldosierone antagonists or calcium antagonis p.mems In practice, dlurencs are
used 10 reduce and then prevent fluid overloa Bs are 2lso now often used because o
favourable trends in the CHARM Preserved trial.® Beta blockers and rate limiting calcium
50 often used although the evidence base is not robust enaugh to recommend
any of these treatments.

HEART FAILURE AND COUT
Loop diuretics can cause an elevated urate level and may precipitate gout.®

dentified on how best to treat gout in patients heart failure. Current
s the |mhmrnat|c|n

and pain.* This requires careful consideration or mo
course of prednisolone.

Oncethe pain is under control, consideration should be given to starting prophylactic antagonist

Februaw 2007 therapy and stopping colchicine.

COPIES OF ALL SIGN GUIDELINES ARE AVAILABLE ONLINE AT WWW _SICN_AC UK




ASSOCIATION
MEDICALE
CANADIENNE

CANADIAN
MEDICAL
ASSOCIATION

GUIDELINES & PROTOCOLS
ADVISORY COMMITTEE

Heart Failure Care
Effective Date: February 15, 2008

Pharmacotherapy for Heart Failure

In general, research evidence for treatment is best established for systolic HF, although the underlying

principles and pharmacotherapy also apply to HF with PSF. However, when treating HF with PSF, extra
caution is required with ACE-I|, vasodilators and diuretics to prevent symptomatic hypotension or pre-

renal failure as LV filling pressures are volume dependent.

e |t is important to treat the following underlying cause where possible, especially in the case of HF
with PSF:

» Hypertension (goal is blood pressure <140/90 mmHg)
Ischemic heart disease
Adtrial fibrillation (goal ventricular rate between 60-80 at rest and <110 with exercise)
Hypertrophic cardiomyopathy (consider referral to specialist)

22 paginas ...

Figure 2. Management

For all Patients Pevention
. Aggressive risk factor reduction Treat all cardiac risk factors;
. Lifestyle modification if EF < 40% start ACEl + BB

. Salt/fluid restriction W

. Provide education regarding:
* HF syndrome
= Warning signs & symptoms

* Self-monitoring
* Drug therapy & adherence
* Prognosis

Clinically Stable

Tailored Diuretic Prescription

Minimum dose to control fluid

EF < 40%
“Systolic Heart Failure”

ACEIl and BB

EF = 40%
“Heart Failure with

Preserved Systolic Function”

Treat the underlying cause

(HTN, atrial fib, ischaemia)

Consider ACEl + BB as per
Systolic HF

Titration to maximum trial dose;
if intolerant of either substitute an ARB

Continue current therapy;
Attempt to wean diuretic to
lowest tolerable dose

Persistent Symptoms

NYHA 11
Add ARB;
Consider digoxin/nitrates;

Consider referral to specialist

NYHA -V
Increase or combine diuretics
Spironolactone; consider
referral to specialist




H

HFSA 2006 Guideline Executive Summary

Executive Summary: HFSA 2006 Comprehensive
Heart Failure Practice Guideline
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Table 1 Heart Failure Society of America Practice Guidelines for the management of patients with HF-PEF

Recommendations Strength of evidence

Evaluation for ischemic heart disease and inducible ischemia is recommended for patients with HF-PEF
Aggressive BP monitoring is recommended
Counseling on low-sodium diet is recommended
Diuretics are recommended for patients with clinical evidence of volume overload. Treatment may be started
with a thiazide or loop diuretic. Excessive diuresis may lead to orthostatic changes in BP and
worsening renal function
ARBs or ACEIl should be considered in patients with HF-PEF ARBs: B, ACEls: C
ACEIs (ARBs if ACEl-intolerant) should be considered in all patients with HF-PEF who have symptomatic C
atherosclerotic cardiovascular disease or diabetes and one additional risk factor

B-Blockers are recommended in patients with HF-PEF who have
Prior Ml
Hypertension
Atrial fibrillation requiring contral of ventricular rate

Calcium channel blockers should be considered in
Atrial fibrillation requiring contral of ventricular rate in which 3-blockers have proven inadequate because
of intolerance. In these patients diltiazem or verapamil should be considered
Symptom limiting angina
Hypertension: amlodipine should be considered

Measures to restore and maintain sinus rhythm should be considered in patients with symptomatic atrial
flutter—fibrillation, but this decision should be individualized




ACC/AHA 2005 Guideline Update for the Diagnosis and
Management of Chronic Heart Failure in the Adult

Associations

A Report of the American College of Cardiology/American Heart Association Task Learn and Live..
Force on Practice Guidelines (Writing Committee to Update the 2001 Guidelines for

the Evaluation and Management of Heart Failure)
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Table 8. Recommendations for Treatment of Patients With Heart Failure and Normal Left Ventricular Ejection

Fraction

Recommendation

Class Level of Evidence

Physicians should control systolic and diastolic hypertension,
in accordance with published guidelines.

Physicians should control ventricular rate in patients with
atrial fibrillation.

Physicians should use diuretics to control pulmonary congestion
and peripheral edema.

Coronary revascularization is reasonable in patients with
coronary artery disease in whom symptomatic or demonstrable
myocardial ischemia is judged to be having an adverse effect
on cardiac function.

Restoration and maintenance of sinus rhythm in patients with atrial
fibrillation might be useful to improve symptoms.

The use of beta-adrenergic blocking agents, angiotensin converting
enzyme inhibitors, angiotensin II receptor blockers, or calcium
antagonists in patients with controlled hypertension might be effective
to minimize symptoms of heart failure.

The use of digitalis to minimize symptoms of heart failure is not
well established.

I A




EUROPEAN
SOCIETY OF
CARDIOLOGY *

European Heart Journal (2008) 29, 2388—-2442

doi:10.1093/eurheartj/ehn309

ESC GUIDELINES

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

55 paginas ...

ESC Guideines

413

Class of recommendation 1ib, level of evidence B

Key evidence

+ Mest triaks with statin exchuded patents with HE Orly ene trial

CORONA specificaly studied a s in putiens with symgio- -

matic HF, isthasrmic aeselogy, and reduced BR. Resuvastath dd
not reduce the primary end-point (andevascular deh, ML or
stroke) o all-cume mortaity. The mumber of hositaztions
for cardicvamaar Guses ws reduced sgificntly ®

* Thevalue of statirs in HF pasents with 2 nonschemic asticl
oy s urknewn

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

* Mo vEwmem s yet been shown @avinzingy, to reduce mor
bidty and mortalty in et with HFPER Diuretics are wed
10 @atrol scdum and water retention and relieve brezhies
nems ind cedema Adequite tretmen of hypermmon and
myocardial ischasmia is also considersd to be important, as s
contrel of the ventiouly rat N mtiets with AR Two very
smmall studies (<30 patemts each) have shown that the heart

rae-imiting. llum channe! blocker verapari may improve |

emercise capacity and symptoms in thase patiers. ™

The 3023 putient Candesaran in Heart Failre: Asemmen of
Reductien in Mortalty and Morbidity (CHARM)-Freserved
wid did not shaw a sgifiant reduction in the risk of te
primary compasite end-peint (adudicated death fram cardio.
ascular causes e admizion with HF) but did shew a sigrificant
reduction in the risc of invesiguonreported admissions for

HE™ The 850 patert Perindepril for Bderty Pecple with |-
| Clas of recommendation |, level of evidence ©

Chranic Hear Gilure (PEF-CHF) sudy faled 10 show a
reduction in this composte primary end-poirt over the total
duration of the wial bt showed a sigificant reduction in card
ovascular death and HF hespitalimtion at 1 year ™"

Devices and surgery

Revascularization procedures, valvular

and ventricular surgery

* I dirical symptams of HF are pressnt. surgially cormactabie
conditiorm shoud be detscted and corrected ¥ indicated

* CAD & the most comman case of HF and & present in 60—
T0% of mtients with HF and impaired LVER ™™ in HFPEF,
CADs less frmquent but sl may be deected in up w falf of
these paterms’” koueric astology & associmed with a
highes risk of mertality and merbidity.

Revascularization in patients with heart
failure
Bo 2 coromry artery bypas grafting (CABG) and percutanscus

oy nterwemion (RO sheuld be corsdered n sslectsd HE C

mtes with CAD. Desons rguding the choice of the

meshod of revascuarzaton shoud be tsed on 2 creful evaly
ion of co-moridities, procadural risk, coromary matomy wd
derce of the evem of vable myocardiun in the am 10 be
revascularized. LV &nction, and the prasence of Fasmodyrarmically
sgrificnt wabular disse.

Key evidence
Thers are ne data fom mubicentre tials anessng te vahe of
reqsulrizmion procedures for the rebefl of HF symproms.
However, sgle-contre, abservaiona studies an HF of schaemic

. erign suggest that reaseliztion may lad © srgomatic

improvement and potentally improwe crdac function. Clinial
wrials are angoing thataddress the effect ofinterniention on clinical
outcomes

Evaluation for coronary artery disease
in heart failure patients with unknown
coronary ZIJ‘IZL'YY status

[ fiowine comnary ngiograghy & not recommended.

In patierns at kw risk for CAD: the remlis of neninvasive evabs

mion should devermine the indicmion for subsequent mgiograghy

{enarcise ECG, strms echocardiography, stress mcler perfusion

Traging).

Coronary angiography

= is recommendd in mtens athigh risk for CAD witiow con
trandication: to esabish dagnesis and pan treatmen srategy.

Class of recommendation I, level of evidence C

+ is recommended in patients with HF and evidencs of signficant
vahvulr disemse

* should be consdersd in et with HF who eperience
angnal symptoms despite eptimal medical thepy

Clas of recommendation lla, level of evidence C

Detection of viable myocardium

. As vable myscardium may be a tiget for revascularizion, its

deimction should be considersd in the dagnostic workup in HE
patients with CAD. Several imaging mocdalities with comparabie
dagrestc acowracy may be employed to detect dysfunciional but
vable myccrdium  (dobutitine  achocrdography. nuder
wraging by SPECT andior by PET, MRl with dobutmine andior

I with contam agems. CT with comrast agents).™*

Clas of recommendation lla, level of evidence ©

Valvular surgery

 Valwlar hert dsese (VHD) may be the underiing aeticlogy
for HF or an important aggravating factor that requices pecic
anagement.

+ The ESC Guidsine on the marmgement of vahalar dacse
apply to mos muens with HE™ Although immired LYEF is

Manejo de los pacientes con IC y FEVI conservada

Hasta la fecha, con ninguin tratamiento se ha demostrado de forma
convincente una reduccion de la morbimortalidad en pacientes con
IC-FEP.

Los diuréticos se utilizan para la retencién de liquidos...

Es importante tratar adecuadamente la HTA, Isquemia y controlar la
FCenlaFA..

El Verapamilo mejora la capacidad de ejercicio y los sintomas en este
grupo de pacientes...

El Candesartan en la IC puede reducir significativamente los ingresos
por IC pero no la mortalidad...

El Perindopril mostré una reduccion significativa de muertes
cardiovasculares y hospitalizaciones por IC durante el primer afio
pero no al final del estudio (3 afios).




Evidencias cientificas




SOCIETY OF

CARDIOLOGY

OBJETIVOS del TRATAMIENTO de la ICC

Prondstico Reducir la mortalidad

Aliviar los sintomas y signos

Mejorar la calidad de vida

Eliminar edema y retencién de fluidos
Aumentar la capacidad de ejercicio
Reducir la fatiga y la falta de aire
Disminuir la necesidad de hospitalizacion
Proporcionar cuidados al final de la vida

Morbilidad

Desarrollo de dafio miocardico

Progresiéon del daino miocardico
Prevencion Remodelado del miocardio

Recurrencia de sintomas y retencion de fluidos
Hospitalizacion




Fisiopatologicamente, podria ser util..

Control de la presion arterial
Reduccion de la carga isquémica
del miocardio

W ?Tal ! 'r |»|! ’Tl._
Ty Mantener el
D y ritmo sinusal

Evitar la
taquicardia
| S ".n;“l ..
Ll ol A
g ‘I."" L E'J"r e .' 4
) AR i o,
S o
e I-A\" fr’
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Regresar las alteraciones estructurales
y funcionales del miocardio




Fisiopatologicamente, podrian ser utiles...

Reducen la TA
IECAs / ARA-II Reducen la HVI

Mejoran la relajacion del VI

Reducen TA

Controlan taquicardia
B-Bloqueantes Revierten/Controlan FA

Reducen HVI

Reducen isquemia

Antagonistas Efecto diurético
Aldosterona Anti-fibrosis miocardica

Di : Reduce la activacion neuro-hormonal
'goxina Controla FC en la FA

Reducenla TA

o\ ALENTET [ EERM Reducen la HVI
Mejoran la relajacion del VI

Diuréticos Depleccion de Nay agua




Evidencias cientificas

Estudios epidemioldégicos




IECAs en IC-FEP
Estudios Observacionales

LVEF 2 50%

Survival (%)
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Am J Cardiol 2008; 101: 639-644

J Cardiac Fail 2006; 12: 128-133




Betabloqueantes en IC-FEP
Estudios Observacionales

n =4153
12 meses
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OPTIM[ZEHF J Am Coll Cardiol 2009;53:184-92

Eur J Heart Fail 2007; 9: 280-6.




Diversos farmacos en IC-FEP
Estudios Observacionales

MEDICARE - USA
Pacientes: 13533
Edad > 65 afos

Ingreso por IC con FEP

RR (IC 95%) de Mortalidad ajustado por variables demograficas,
clinicas y para otros tratamientos.

, 1 ANO 3 ANOS
FARMACO
RR 95% ClI RR 95% ClI

IECAS 0.88 0.82-0.95 0.93 0.89-0.98

BBloqueantes | 0.93  0.87-1.10 092 0.87-0.97
0.88 0.82-0.95 0.88 0.82-0.95

Rahman Shah y cols. Am J Cardiol 2008




Evidencias cientificas

Ensayos clinicos sobre
sintomas / capacidad funcional




Diversos farmacos en IC-FEP
Ensayos clinicos

FARMACO Criterios de valoracion Resultados
Lisinopril 5 + 5 semanas | Disnea - Limitacion actividad
Lang y cols - 1995 (E.C. Cruzado) | fisica (escala visual)
Enalapril Clase NYHA Mejorla de ambos
Aranow y cols - 1993 Tiempo ejercicio (Bruce) P <0.005

Quinapril 24 6MWT score
Ziy cols - 2003 McMaster QoL cuestionario
Verapamil 3 +3 meses | CHF score-TRIV Mejoria de todos
Hung y cols - 2002 (E.C.Cruzado) | Tiempo de ejercicio P <0.05
Carvedilol o Funcion diastélica Mejora indice E:A
SWEDIC - 2004 (4 parametros Eco-Doppler) 4P P=0.13
Carvedilol * Capacidad ejercicio Mejoria de ambos
Takeda y cols - 2004 BNP plasmatico P <0.01




Diurético / Irbesartan + D / Ramipril + D en IC-FEP
Ensayo clinico
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Diuretic

— %

——46%*
> 35%*

Enrolment 12 weeks 24 weeks

1 year

QOLquestionnaire

Irbesartan+diuretic

————— 5%
9%
> 43%*

Enrolment 12 weeks 24 weeks 1 year

QOLquestionnaire

Pacientes: 150
FEVI > 45%
1 ano de tto.

Ramipril+diuretic

————50%"
— 4 %"
> 4%

Enrolment 12 weeks 24 weeks 1 year

Heart 2008; 94: 573-580



Evidencias cientificas

Ensayos clinicos de
morbi-mortalidad




Heart Failure With Normal Ejection Fraction Pacéed“tzs;_(836(:23)
d ;

The V-HeFT Stlldy FEVI = 45%

Digoxina + Diur

Jay N. Cohn, MD, Gary Johnson, MS,
27 meses de tto.

and Veterans Administration Cooperative Study Group*

Tasa anual de mortalidad

Placebo 9.0%
N.S.
Hidralazina + Nitratos 5.3%

Circulation 1990; 81 (Suppl Ill)



Effect of Propranolol Versus No Propranolol on Total Pacientes: 158
Mortality Plus Nonfatal Myocardial Infarction in Older Edad X : 81
Patients With Prior Myocardial Infarction, Congestive FEVI > 40%

Heart Failure, and Left Ventricular Ejection Fraction Postt IAM

=40% Treated With Divretics Plus Angiotensin- o
Converting Enzyme Inhibitors Diurctico + IECA
32 meses de tto.

Wilbert S. Aronow, MD, Chul Ahn, PhD, and ltzhak Kronzon, MD

Incidencia de Muerte y Muerte + IAM no fatal

—————————————————
Propranolol No Propranolol

(h=79) (h=79)
No. (%) No. (%)

Total mortality 44 (56) 60 (76)*
Total mortality plus nonfatal

myocardial infarction 47 (59) 65 (82)"

*p = 0.007; 'p = 0.002.

Am J Cardiol 1997; 80:207-9



Grandes Ensayos Clinicos en IC-FEP
Caracteristicas

ESTUDIO

DIG-PEF
Digoxina
n =988

SENIORS
Nebivolol
n = 2128 [752]

PEP-CHF
Perindopril
n =850

CHARM-Pres
Candesartan
n = 3023

I-PRESERVE
Irbesartan
n =4128

Edad ( X )

>21 (67)

>70 (76)

>70 (75)

>18 (67)

>60 (72)

Mujeres %

41

37

56

40

60

FEVI ( X )

>45 (55)

<35% [> 35]

>40 (64)

>40 (54)

>45 (59)

NYHA
Il / M-IV

20-58 / 21-1

3-56 / 38-2

75 | 25

0-61 / 37-2

0-21 / 76-3

Etiologia:
ISQ / HTA

56 / 23

? (70 EAC)

?

57 | 23

25 |/ 64

Seguimiento
(meses)

36.6

21

26.2

37

49.5

Criterios de
Inclusion

Diagnéstico de IC
Clinico o Rx.
NYHA I-IV

Ritmo Sinusal

Historial de IC +
Hospitalizacion por
IC en 12 meses prev.
6 FEVI = 35% en los
6 meses previos

Hospitalizacion de c.
cardiaca<6m

Diuréticos > 1 sem.
3 de 9 criterios
clinicos + 2 de 4
ecocardiograficos

Hospitalizacion de
causa cardiaca.

NYHAIllalV>4 sem.

Hospitalizacion por IC
+NYHA IV 6

NYHA llI-IV + criterios
Rx, ECG o Ecocardio




Digital en IC-FEP
DIG-PEF: The Ancillary Digitalis Trial

o o o o
N w 'S o
| | | |

heart failure mortality

Heart failure hospitalization or
o
=
|

o
o
|

Pacientes: 988

Edad X : 67
FEVI > 45%
Ritmo sinusal
IECAs + Diu
3 -4 aios de tto.

2-year

HR (95% CI) =
0.71 (0.52 — 0.98);

p=0.034 *

Digoxin

Overall
HR (95% CI) =
0.82 (0.63 - 1.07);
p=0.136

|
36

Months

Circulation. 2006; 114:397-403

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

(o4
o
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o
=N
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o
w

Placebo

cardiovascular mortality
o
o

Digoxin

Heart failure hospitalization or

2-year
HR (95% CI) =
0.88 (0.62 — 1.25);
p=0.480

Placebo .~ i

L]
2=
£= 015—
S o
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o
0.05—

Digoxin

o
8
1

2-year
HR (95% CI) =
1.06 (0.89 — 1.25);
p =0.533

Hospitalization
due to all causes

Qverall
HR (95% Cl) =
0.88 (0.70 - 1.11);
p =0.269

Overall
HR (95% Cl) =
0.99 (0.76 — 1.28);
p=0.925

Digoxin

™" Placebo

Overall
HR (95% CI) =
1.03 (0.89 — 1.20);
p =0.683




Nebivolol en IC-FEP
Estudio SENIORS

Pacientes: (2128) 752

Edad X:76
FEVI > 35
2 anos de tto.

Objetivo primario : Mortalidad + Hospitalizacion CV - GLOBAL HR (95% CI) = 0.86 (0.74-0.99) P=0.039

FEVI = 35% FEVI > 35%

HR (95% Cl) = 0.87 (0.73-1.05) HR (95% Cl) = 0.82 (0.63-1.05)
placebo placebo

nebivolo

Proportion having an event (%)
Proportion having an event (%)

Time in study (months)

Tirme in study (months)

Eur Heart J 2005; 26: 215-225



Nebivolol en IC-FEP
Estudio SENIORS

Number of patients
Nebivolol / Placebo

1067 / 1061

Female 410/ 375
Male 657 / 686

Ejection fraction
< 35%
> 35%

Age
< median (752 y) 539 /525
> median (752 y) 528 / 536

Diabetes
Not present 780 /793
Present 287 / 268

Prior Mi
Not present 600 / 597
Present 467 / 463

Number of events (rate®)

Nebivolol / Placebo

332 (20.3) / 375 (23.9)

101 (15.5) / 125 (21.8)
231 (23.5)/ 250 (25.2)

219 (21.7) / 249 (25.1)
110 (17.6) / 125 (21.9)

148 (16.6) / 176 (21.4)
184 (24.6) / 199 (26.7)

217 (17.4) / 267 (22.5)
115 (29.3) / 108 (28.3)

156 (16.2) / 188 (19.9)
176 (26.2) / 187 (30.0)

0.5

0.6

0.7




Perindopril en IC-FEP Pacientes: 850

Edad X:75
The PEP-CHF Trial FEVI > 40%

Diuréticos
3 anos de tto.

% Muerte + Hospitalizacion por IC Hospitalizacion por IC

Eventos HR 0.859 (0.61-1.20)

HR 0.92 (0.70-1.21) P=0.375

40 P =0.545 RRR = 37% Placebo

Placebo

PrOGRx
i Perindopril

90 RRR =31%

P =0.055

Perindopril Time (y)

3

20

Mejor Perindopril que Placebo:
v' Clase NYHA (P =0.030)
v 6-MWT (P =0.011)

Eur Heart J 2006; 27: 2338-45



Pacientes: 3023

Edad X: 67
FEVI > 40%
3.5 anos de tto.

Candesartan en IC-FEP
CHARM-Preserved

Primary outcome, CV death or CHF hospitalisation
W Placebo

%
3:J . Number of B Candesartan
Placebo 366 (24.3%) episodes RRR 29%
7 7o 333 (22.0%) 600 p=0.014
20° 500 -
/<" Candesartan
19° 400
107 300 -
54 A~ HRO0.89 (95% C10.77-1.03), p=0.118
Adjusted HR 0.86, p=0.051 200 -
0 I I I 1 I | |
100
Number at risk L 2 3 3.5 years
0 -

Candesartan 1514 1458 1377 833 182
Placebo 1509 1441 1359 824 195

Hospitalisations

Lancet 2003; 362:777-81



i : 41

Irbesartan en IC-FEP e
FEVI = 45%

I-PRESERVE 4 anos de tto.

Criterio principal de valoraciéon: Muerte + Hospitalizacién de causa CV

o
T

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

W
?

Irbesartan
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T T T T | T T
18 24 30 36 42 48 54

Months since Randomization

No. at Risk
Irbesartan 2067 1929 1812 1730 1640 1569 1513 1291 1088 816
Placebo 2061 1921 1808 1715 1618 1539 1466 1246 1051 776




Irbesartan en IC-FEP
I-PRESERVE

P Value for
Subgroup Irbesartan Placebo Hazard Ratio (95% Cl) Interaction

no. of patients/no. of events (%) OBJETIVOS SECUNDARIOS

Al patients 742/2067 (36)  763/2061 (37) 0.95 (0.86-1.06)
Age

<65 yr 86/376 (3) 86364 (24)

65-75yr 331/994 (33) 322981 (33)

S75yr 325/697 (47) 355716 (50)
Sex

Female 3021227 32) 42071264 (33)

Male 350840 (42) 343797 (43)
Ejection fraction

<59% 433/1054 (41) 42371027 (41)

>59% 309/1011 (31)  339/1033 (33)
Use of ACE inhibitor

No 520/1520 (35)  566/1551 (36)

Yes 213/538 (40) 197/510 (39)
Use of beta-blocker

No 209/342 (35)  336/859 (39)

Yes 44312325 (36) 427/1202 (36)
Diabetes

No 4911495 (33) 494149 (33)

Yes 251/570 (44)  269/564 (48)
Hospitalization for heart failure within 6 mo

No 323/1157 (28)  334/1155 (29)

Yes £19/910 (46)  429/906 (47)
Geographic region

Europe S18/1475 (35) 5341464 (36)

North America 87/190 (46) 99/195 (51)

Other 137/402 (34)  130/402 (32)

=Muerte de cualquier causa
096 (0.71-130) -Hospitalizacion de causa CV
101 (0.87-1.18
B EO.?S—I.OS; -Muerte por IC + Muerte subita +
Hospitalizacion por IC
0.94 (0.82-1.08) -Cambios en el score del MLHFQ
0% 0&3-117 -Cambios en NTproBNP
0.98 (0.85-1.12) -Eventos CV: muerte CV + IAM no fatal
0.92 (0.79-1.07) + AVC no fatal

093 (042-104 -Muerte de causa CV.

1.03 (0.85-1.25)

0.7 (0.75-102)
102 (0.89-1.16)

0.99 (0.87-1.12)
0.88 (0.74-104)

0.96 (0.82-1.12)

0.94 (0.82-1.08) . .
No hubo diferencias entre

0.95 (0.84-107) los grupos tratados con

0.5 (0.64-1.14) Irbesartan y Placebo
107 (0.84-135)

\
0.0
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Ensayos clinicos de morbi-mortalidad

Discusion (l)

¢, Fue correcto el diagnostico de IC con FEP?
— Diferentes criterios en cada estudio.
— Dificultad diagnostica por criterios hasta ahora poco claros.

— Solo 2/3 de los pacientes del CHARM preservado tenian DD en ECO-Doppler y en
menos de la mitad la DD fue moderada-severa.

¢ La dosis de los farmacos fue la adecuada?

¢, El tiempo del seguimiento fue suficiente?

Elevada tasa de abandonos de tratamiento (20 a 35%).



Ensayos clinicos de morbi-mortalidad

Discusion (ll)

Alta proporcion de uso de otros farmacos que acttian sobre el SRAA.
— En un escenario con tratamientos “Optimos” es dificil demostrar beneficios adicionales

¢,Son los pacientes de los ensayos clinicos los que vemos en nuestra
practica diaria?

— Heterogeneidad de pacientes con IC-FEP.

— Tasas de eventos: ¢son las mismas de nuestros pacientes?

— Fisiopatologia de la IC-FEP mas compleja de lo que se pensaba, y quizas el SRAA no
esté tan activado como en la IC-FE deprimida.

En todos los ensayos hubo algln tipo de beneficio, o tendencia no
significativa, del tratamiento respecto al placebo, y se aportan datos
sobre la seguridad de estos farmacos en la IC-FEP.



Ensayos clinicos de
morbi-mortalidad
en desarrollo

‘ PENDING




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)

THE J-DHF PROGRAM COMMITTEE

Suita, Japan Journal of Cardiac Failure Vol. 11 No. 7 2005

TRATAMIENTO STANDARD:

Heart failure with EF>40% Diuréticos, Digital, IECAs,
(n=800) ARAII, Espironolactona, BCC

o

J CARVEDILOL
Dosis inicial: 1.25 mgr /12 h.

Randomization Dosis objetivo: 10 mgr/12 h.

minimo 2 aflos (. Fin 2009?)
B —blocker (+) B —blocker (-) OBJETIVO PRIMARIO
(n=400) (n=400) Muerte CV + Ingreso por IC




Treatment Uf preser'.red Cardiat: function heart failure with an Aldasterune anTagDnist

TOPL AT

Funded by the MHLBI

A TRIAL FOR HEART FAILURE PATIENTS WITH PRESERVED SYSTOLIC FUNCTION

* AGE = 50 YRS Ey
* EF = 45% WITHIN 6 MONTHS

» HEART FAILURE SYMPTOMS AND SIGNS

* CONTROLLED SYSTOLIC BP (< 140 mm Hg)

» SERUM K* < 5.0 MMOLIL > N=4500

PLUS ONE OF THE FOLLOWING:
* HF HOSPITALIZATION WITHIN 12 MONTHS
* BNP =100 PG/ML

* N-TERMINAL PRO-BNP = 360 PGIML /
¥
RANDOMIZE
+ _ +
PLACEBO SPIRONOLACTONE W
eek 0
15 MG 15 MG }

! }
DOSE TITRATION (TARGET 30 MG)

* Optional Titration to 45 mg at 4 mos } Week 4 2006

? b
COMPOSITE PRIMARY ENDPOINT
CV death, Aborted cardiac arrest, Hospitalization for ~3.25 yrs
management of HF 2010-11




., Qué debemos hacer ?




TRATAR LAS CONDICIONES ASOCIADAS
Y LAS COMORBILIDADES

« Hipertension arterial

« Cardiopatia isquémica

* Diabetes mellitus
 Anemia

 Fibrilacion auricular

« EPOC-SAOS
 Insuficiencia renal

« Obesidad / Desnutricion

¢ CUALES SON LOS OBJETIVOS IDONEOS EN IC?
¢ CUAL ES EL MEJOR TRATAMIENTO PARA LOGRALOS?



CMAJ Office management of patients with diastolic heart failure

Issue

American College of Cardiology/
American Heart Association®

Canadian Cardiovascular Society'

Hypertension

Atrial fibrillation: ventricular rate

Atrial fibrillation: restoration
to sinus rhythm

Diuretics

Coronary revascularization

Drug therapy

Physicians should control systolic and
diastolic hypertension, in accordance with
published guidelines (class I, level A
evidence)

Physicians should control ventricular rate
in patients with atrial fibrillation (class |,
level C evidence)

Restoration and maintenance of sinus
rhythm in patients with atrial fibrillation
might be useful to improve symptoms
(class llb, level C evidence)

Physicians should use diuretics to control
pulmonary congestion and peripheral
edema (class I, level C evidence)

Coronary revascularization is reasonable
in patients with coronary artery disease in
whom symptomatic or demonstrable
myocardial ischemia is judged to be
having an adverse effect on cardiac
function (class lla, level C evidence)

The use of B-adrenergic blocking agents,
angiotensin-converting-enzyme (ACE)
inhibitors, angiotensin Il receptor
blockers or calcium-channel blockers in
patients with controlled hypertension
might be effective to minimize symptoms
of heart failure (class llb, level C evidence)

The use of digitalis to minimize symptoms
of heart failure is not well established
(class llb, level C evidence)

Systolic and diastolic hypertension should be
controlled in accordance with the published
hypertension guidelines (class I, level A
evidence)

The ventricular rate should be controlled in
patients with atrial fibrillation at rest and
during exercise (class |, level C evidence)

Restoration and maintenance of sinus rhythm
in patients with atrial fibrillation may be
considered to improve symptoms (class llb,
level C evidence)

Diuretics should be used to control pulmonary
congestion and peripheral edema (class I, level
C evidence)

Coronary artery bypass graft surgery may be
considered for patients in whom symptomatic
or demonstrable ischemia is judged to have an
adverse affect on cardiac function (class lla,
level C evidence)

ACE inhibitors and B-blockers should be
considered for most patients (class lla, level B
recommendation)

Angiotensin-receptor blockers may be
considered to reduce hospital admissions
because of heart failure (class lla, level B
recommendation)

B-Blockers, ACE inhibitors, calcium-channel
blockers and digoxin may be considered to
minimize symptoms of heart failure (class llb,
level C evidence)

CMAJ 2009; 180: 520-527



Explorar nuevas vias
fisiopatoldgicas en la IC-FEP
y Su tratamiento

Substances Evaluated for the Treatment of Patients With HFNEF in Completed
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 Selective renin inhibitor RAAS, blood pressure, LVH, LV relaxation

Spironolactone Aldosterone antagonist Collagen turnover, LV relaxation and stiffness

Eplerenone Aldosterone antagonist Collagen turnover, LV relaxation and stiffness, endothelial dysfunction
Sitaxsentan Endothelin receptor A antagonist Blood pressure, LVH

Alagebrium Advanced glycation end products cross-links breaker 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 Glucagon-like peptide-1 receptor antagonist Aortic stiffness, LV stiffness

Ranolazine Inhibitor of the slowly inactivating component of the cardiac Intracellular calcium, LV relaxation
Sodium current (late Iy, channel)

Ivabradine Inhibitor of the “funny” channel (I; channel) Heart rate, duration of diastole

JACC 2009; 53: 905-918




CONCLUSIONES

|IC con FED y FEP son poblaciones con patrones etioldgicos y clinicos
diferentes pero con prevalencia y morbimortalidad similares.

A pesar de que la IC con FEP representa la mitad de los pacientes con
IC y tiene igual mortalidad que la IC FED, hay escasas evidencias
cientificas sobre el tratamiento adecuado de esta entidad.

Hay pocos ensayos clinicos en IC-FEP, han utilizado criterios de
inclusion heterogéneos, y sus resultados han sido poco alentadores en
cuanto a mortalidad se refiere.

Desconocemos los objetivos optimos a alcanzar en estos pacientes en
cuanto a cifras de TA, FC y ritmo cardiaco, peso, control de DM y de
otras comorbilidades.

Un grupo no despreciable de pacientes es dificimente clasificable al
tener FEVI entre el 40 y 50%.

Esperamos los estudios en marcha que aportaran nuevas evidencias.
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