Epidemiology of Heart Failure
in the United States

9.0 million patients’; estimaled 10
milion in 2037

inCidence: about 550.000 new cases

each year

melioms

Fravalonce 18 2% In parsons aged
40 10 DY years, progressively
incroasing to 10°% for those aged 70

yoars and older
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sudden cardiac death Is 6 10 Y imes
higher in the heart fallure population
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Risk Factors. Ischemia. and Heart Fatlure
In the Cardiovascular Continuum

Myocardial
L oronan -__’ = _—’ Arrhyvthmia

- infarction

thrombosis =
>
Myocardind ischemia?! < Sudden
/}' o= = Newrohormonal | death
activation N

.
;.\I' Remodeling

Aherosclerosis
LVH
-
— veniricular
H"L actons lll‘l’l‘ﬂ -
‘Hyperhpidemia
'”\{‘-"ll‘ Al | “
Diabeles /l'(dll fnblur
\
JJnsulin resistance >
f
l'\illl




Pathophysiology of Heart Failure
Neurohormonal mechanisms

INJURY

!

Impairment of myocardial performance

!

Neurohormonal Activation
SNS RAAS AVP vs Natiuretic peptides

Salt &Water retention Vasoconstriction Tachycardia
MYOCARDIAL REMODELING




Neurohormones and Pathophysiology of Heart Fallur:

Adrenerglc » Renin-Ang-Aldo
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Myocyte damage, Hypertrophy
Reduced contractility
(Remodeling)




HEART FAILURE GUIDELINES: THERAPY
Neurohormonal targets

Angiotensin |l Norepinephrine

Aldosterone

Hypertrophy, apoptosis, ischemia,
arrhythmias, remodelling, fibrosis




Aldosterone: Important Component of Renin

Anglotensin-Aldosterone System
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CONSENSUS |

All-Cause Mortality
0.8

0.7 Placebo (n=126)
0.6
IRR=31%
Probability
of death - ‘RR=40%

o= Enalapril (n=127)
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Aldosterone Biology '

Multiple Modulators of Aldosterone Secretiorn
Angiotensin lI-K* <ACTH- Norepinephrine - Serotonin =
Endothelin-NO

Aldosterone Production

'

Locations of Aldosterone Receptors

Proviously Known Roecontly Discovered




(} blockade In HF
All-cause mortality

Survival
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Ventricular Dysynchrony and Cardiac
Resynchronization

« Ventncular [l','.‘,"ll nrony

Structural

AN marin 1K

Mechanical W4 }

W 11es NOFOMUSM

+ Cardinc Resynchronizabon



John Vogel


John Vogel


John Vogel


John Vogel



COMPANION: Secondary Endpoint of All-Cause
Mortality

Kaplan Meler Plot of Time to
Death,
(Nov 18, 2002)

12 month event rate reductions
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