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Ventricular remodeling after acute infarction

T

Initial infarct Expansion of infarct Global remodeling
(hours to days) (days to months)




Heart Failure Hospitalizations

The Number of Heart Failure Hospitalizations Is Increasing

In Both Men and Women
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ACC/AHA Stages of Systolic HF and
Treatment Options

Stage A Stage B Stage C Stage D

High risk Structural Structural Refractory
with no heart disease, symptoms
symptoms disease, no | previous or requiring
symptoms current special
symptoms intervention

Risk-factor reduction, patient and family education

Jessup M. Brozena S. N Engl J Med. 2003:348:2007-18




Renin-Angiotensin Aldoster one System

, Non-ACE pathways Vasoconstriction

(eg, chymase) Cell growth
4 Na/H,O retention

Sympathetic activation
Angiotensinogen T

m>‘ Angiotensin | < AT,

\4

N
Angiotensin Il
Aldosterone
N ‘
Cough, Vasodilation

- . Inactive Antiproliferati
anglerema «——— - Bradykinin R (kri]nlirr)]rso) iferation
Benefits?




Pathophysiologic Effects of Angiotensin ||

Abnormal - PAI-1/
vasoconstriction thrombosis

Platelet

- Contractility B ation

Activate SNS Angigtensin Superoxide

production

- Aldosterone | |
Vascular smooth

a Vasopressin muscle grOWth

- Endothelin Myocyte growth

- Collagen

Burnier M, Brunner HR. Lancet. 2000:;355:637—645.




Val-HeFT : Vvalsartan + ACE-l in HF: Valsartan Heart
FallureTrial

5010 patients
318 years; EF <40%; NYHA II-1V; LVIDd >2.9 cm/m?2

1Receivi ng standard therapy

ACE inhibitors (93%), diuretics (86%),
digoxin (67%), B-blockers (36%)

l Randomized to ‘

Valsartan 40 mg bid titrated

to 160 mg bid l

906 deaths (events recorded)

EJ = ejection fraction; LVIDd = left ventricular internal diastolic diameter.
Cohn JN et al. Eur J Heart Fail. 2000;2:439-446




Effect of Valsartan on Combined Mortality and Morbidity
End Point* in Overall Population

100~ Valsartan (n = 2511)
951 - Placebo (n = 2499)

90+ 13.2% risk reduction

5 85+ P =0.009
Probability of

Event-Free 807
Survival 75

707

12

Months

Valsartan significantly reduces the combined endpoint of mortality and morbidity and improves clinical signs
and symptoms in patients with heart failure, when added to prescribed therapy.

*All-cause mortality, sudden death with resuscitation, hospitalization for worsening heart failure, or therapy with IV
inotropes or vasodilators.
Cohn JN et al. N Engl J Med. 2001;345:1667-1675.




Val-HeFT: Heart Failure-Related Hospitalizations*

Valsartan (n = 2511)
- Placebo (n = 2499)

Event-Free
Probability

27.5% risk reduction
P <0.001

Months

First hospitalization.
Cohn JN et al. N Engl J Med. 2001;345:1667-1675




Val-HeFT: Combined Morbidity and Mortality
End Point

Subgroup without ACE-I background therapy
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Valsartan (n = 185)

‘-*".‘k

%

Event-Free e

Probability

449% risk reduction*
P <0.0002

Placebo (n = 181)

6 9 12 15 18 21 24 27
Time Since Randomization (mo)

For morbidity; 34% RR for mortality.
Adapted from Maggioni AP et al. J Am Coll Cardiol. 2002;40:1414-1421.




Val-HeFT: Changein Plasma Brain Natriuretic Peptide
Over Time

30

Placebo
Baseline =
177.6 pg/mL

20

10
D Plasma A Vvalsartan

NP _|_ Baseline =

(pg/mL P <0.0001 1835 pg/mL

—

-10 P <0.0001 P <0.0001

/n:1633

0 12
Time (Mo)

n = 1850

R et Mean + SEM.
Latini al. Circulation. 2002;106:2454-2458.




Val-HeFT:

Neur ohor mones —

Changein Plasma NE Over T1me

n =1894
40 ( )

30 J_

20

A—

(n = 1713)

- [

(n = 840)

10
/(n = 1855)
7§

0 1

1N
“1lV

NE = norepinephrine.
*Mean = SEM.
Latini R et al. Circulation. 2002;106:2454-2458.

A
(n= 16\
A

(n = 816)

12 24
Time (mo)

=F-Te<] o]0
Baseline =
472 pg/mL

Valsartan
Baseline =
456 pg/mL




Val-HeFT: Change From Baselinein Plasma
Aldosterone

30

® Placebo

20

10 @
DPlasma /

Aldosterone 0
(pg/mL)

Least Squares
Mean +

P <0.0001 P <0.0001 P <0.0001

Valsartan

/: 127

n = 1459

—

—

n=1718

Baseline 4 months 12 months 24 months

Anand | et al. AHA 75t Scientific Session. 2002;A1763.
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Acute MI (0.5-10 days)—SAVE, AIRE or TRACE eligible
(either clinical/radiologic signs of HF or LV systolic dysfunction)

double-blind active-controlled

vd |

\

Captopril 50 mg tid Valsartan 160 mg bid
(n = 4909) (n = 4909)

Captopril 50 mg tid +
Valsartan 80 mg bid
(n = 4885)

event-driven

Primary Endpoint: All-Cause Mortality
Secondary Endpoints: CV Death, MI, or HF

Other Endpoints: Safety and Tolerability




Mortality by Treatment

Captopril
== \/alsartan

Valsartan + Captopril
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Valsartan vs. Captopril: HR = 1.00; P = 0.982

Valsartan + Captopril vs. Captopril: HR = 0.98; P = 0.726

O -'/I I I I I 1

Months O 12 18 24 30 36
Captopril 4909 4018 2635 1432 364

Valsartan 4909 4007 2648 1437 357
Valsartan + Cap 4885 3994 2648 1435 382

Pfeffer, McMurray, Velazquez, et al. N Engl J Med 2003;349




Intention-to-Treat
Patient Population
(n = 14,703)

Per Protocol
Patient Population
(n = 14,285)

All-Cause Mortality:
Non-Inferiority Analyses

Hazard Ratio

noninferiority

(97.5% CI) margin

Val Superior to Cap

Noninferiority

Cap Superior tg

Favors Valsartan

1.13 1.2

Favors Captopril

P-value
(noninferiority)




CV Death, M|, or HF by Treatment

Captopril
== \/alsartan

Valsartan + Captopril
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Valsartan vs. Captopril: HR = 0.96; P = 0.198
Valsartan + Captopril vs. Captopril: HR = 0.97; P = 0.369

O ':I I I I I 1
Months 0 12 18 24 30 36

Pfeffer, McMurray, Velazquez, et al. N Engl J Med 2003;349




Hazard Ratios (95% CI) for CV Death, M1, or HF

Valsartan vs. Captopril:
No Beta-Blocker (n = 2907)

Beta-Blocker (n = 6911)

Combination vs. Captopril:

No Beta-Blocker (n = 2910)

Beta-Blocker (n = 6882)

Favors Valsartan Favors Captopril

e
—] —

0.5
Favors Combination Favors Captopril

Pfeffer, McMurray, Velazquez, et al. N Engl J Med 2003;349:1893—-1906




CHARM Programme

3 component trials comparing
candesartan to placebo

CHARM CHARM CHARM
Alternative Added Preserved

n=2028 nN=2548 n=3025

LVEF £40% LVEF £40% LVEF >40%
ACE inhibitor ACE inhibitor ACE inhibitor
intolerant treated treated/not treated

Primary outcome:
CV death or CHF hosp




CHARM-Alternative: Primary outcome

%
50

406 (40.0%)
40 334 (33.0%)

=0 Candesartan

20

10 HR 0.77 (95% CI 0.67-0.89), p=0.0004
Adjusted HR 0.70, p<0.0001

0
0 2 3 3.5 years

Number at risk
Candesartan 1013 434 122
Placebo 1015 427 126




CHARM-Alternative: Secondary outcomes

Candesartan Placebo p-value

CV death 219 252 : 0.072
CHF hosp. 207 286 ¢ <0.0001

CV death, CHF hosp, 353 420 : 0.0007
Yl

CV death, CHF hosp, 369 432 ' 0.001
MI, stroke

CV death, CHF hosp, 396 456 ' 0.002
MI, stroke, revasc

0.8 1.0 1.2 1.4

1
0.6
candesartan Hazard placebo
better ratio better




CHARM-Alternative
|nvestigator reported CHF hospitalisations

B Placebo

Proportion of Number of W Candesartan

patients (%) episodes
p=0.0001

Patients hospitalised Hospitalisations




CHARM-Alternative
Conclusions

» Degpite prior intolerance to another inhibitor of
the renin-angiotensin-aldosterone system,
candesartan
was well tolerated

e |n patients with symptomatic chronic heart
fallure and ACE-inhibitor intolerance,
candesartan reduces cardiovascular mortality
and morbidity




CHARM Programme

3 component trials comparing
Candesartan to placebo

CHARM CHARM CHARM
Alternative Added Preserved

n=2028 n=2548 n=3025

LVEF £40% LVEF £40% LVEF >40%

ACE inhibitor ACE inhibitor ACE inhibitor
intolerant treated treated/not treated

Primary outcome:
CV death or CHF hosp




CHARM-Added: Primary outcome
CV death or CHF hospitalisation

%
50

40

30

20

10

538 (42.3%)
483 (37.9%)

Placebo

Candesartan

HR 0.85 (95% CI 0.75-0.96), p=0.011
Adjusted HR 0.85, p=0.010

0
0

Number at risk
Candesartan 1276
Placebo 1272

1 2 3 3.5 years

1176 1063 948 457
1136 1013 906 422




CHARM-Added
Secondary outcomes

Candesartan Placebo

CV death 302 347
CHF hosp. 309 356

CV death, CHF hosp, 495 550
M

CV death,CHF hosp, 512 559
MI, stroke

CV death,CHF hosp, 548 596 —O—
MI, stroke, revasc

0.8 1.0 1.2 1.4

|
0.6
candesartan Hazard placebo
better ratio better




CHARM-Added
Prespecified subgroups, CV death or CHF hosp.

p-value for

treatment
Placebo . .
Candesartan Interaction

Beta- Yes 223/702 274/711 0.14
blocker No 260/574 264/561

Recom. Yes 232/643 275/648
doseof No 251/633 263/624
ACE inhib.

All patients  483/1276 538/1272 =

0.8 1.0 1.2 1.4

1
0.6
candesartan Hazard placebo
better ratio better




CHARM-Added
|nvestigator reported CHF hospitalisations

B Placebo

Proportion of Number of Candesartan

patients (%) episodes

p=0.002

Patients hospitalised Hospitalisations




CHARM-Added
Per manent study drug discontinuations

Percent of patients B Placebo
25 - 24.2 Bl Candesartan

20 A
15 -

=} Hypo- Increased Increased
lab. abnorm. tension creatinine potassium

p=0.0003 p=0.079 p=0.0001 p<0.0001




CHARM-Added
Conclusions

e Addition of candesartan to an ACE inhibitor (and
beta-blocker) leads to afurther and clinically
Important reduction in CV mortality and morbidity
In patients with CHF

* This benefit is obtained with relatively few adverse
effects, although there is an increased risk of
hypotension, hyperkalaemia and renal dysfunction




Definition ol Diastolic Dysfunction and HE

@ Diastolic HF is a clinical syndrome characterized by the symptoms and
signs of HF, a preserved EF and abnormal diastaolic function.

@ Diastolic dysfunction occurs when the time period during which the
myocardium loses its ability to generate force and shorten and returns
to an unstressed length and force, is prolonged, slowed or incomplete.

@ Systolic and diastolic HE accurs when patients have a modest decrease
In EF and a modest increase in end-diastolic volume but a marked
Increase in end-diastolic pressure and a diastolic pressure-volume
relationship that reflects decreased chamber compliance.

Zile MR et al. Circulation 2002




Diastolic Heart Failure: Effects; ofi Age on
Prevalence and Prognosis

Age, V
<510) 50-70 > A0)

Prevalence
Mortality

Morbidity




Outcomesin Hf Patientswith Preserved EF

EF=40% Preserved Ejection Fraction

™
=
g
3
w

EF<=40% Depressed Ejection Fraction

p = 0.03

Smith GL et al. 3 Am Coll Cardiol 2003



Patientswith Preserved Versus Depressed EF

Clinical Outcomes HR or OR 95% CI p Value

Mortality” 0.51 0.27,0.96 0.04

All-cause readmissionT 1.01 0.72,1.43 0.96

HF readmissionT 0.77 0.38,1.56 0.46

Functional decline or death? 0.98 0.57,1.69 0.63

Functional decline only 1.59 0.83,3.04 0.33
survivors: n = 316

Smithetal.  JAm Coll Cardiol’ 2003




CHARM Programme

3 component trials comparing
candesartan to placebo

P

CHARM CHARM CHARM
Alternative Added Preserved

n=2028 N=2548 n=3025

LVEF £40% LVEF £40% LVEF >40%

ACE inhibitor ACE inhibitor ACE inhibitor
intolerant treated treated/not treated

Primary outcome:
CV death or CHF hosp




CHARM-Preserved: Primary outcome CV death or
CHF hospitalisation

366 (24.3%)
~ 333 (22.0%)

" Candesartan

HR 0.89 (95% CI1 0.77-1.03), p=0.118
Adjusted HR 0.86, p=0.051

0 2 3 3.5 years

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




CHARM-Preserved
Primary and secondary outcomes

Covariate

adjusted
Candesartan Placebo p-value

CV death, CHF hosp. 333 366 ' 0.051
- CV death 170 170 ' 0.635
- CHF hosp. 241 276 ' - 0.047

CV death, CHF hosp, 365 399
Mi

CV death,CHF hosp, 388 429 ' : 0.037
MI, stroke

CV death,CHF hosp, 460 497 —C— 0.13
MI, stroke, revasc

0.051

0.8 1.0 1.2

candesartan Hazard placebo
better ratio better




CHARM -Preserved
|nvestigator reported CHF hospitalisations

B Placebo

Proportion of Number of i Candesartan

patients (%) episodes

p=0.014

Patients hospitalised Hospitalisations




CHARM -Preserved
Conclusions

The CHARM Preserved trial provides
supportive evidence that the ARB,
candesartan can prevent CHF

hospitalisations and can prevent the
development of diabetes mellitus.




Changein NYHA class from baselineto end of study, last visit

carried forward O'MearaE. et al. Eur Heart J 2004

Baseline NYHA Bl Candesartan
class (n) Bl Placebo
CHARM- I (958)

Alternative
(n=2010) -1V (1052)

CHARM- I (611)
Added

(n=2528) -1V (1917)

CHARM- I (1829)
Preserved
(n=3009) -1V (1180)

CHARM- I (3398)

Overall
(n=7547) -1V (4149)

p=0.003 for -40 -35 -30 -25 -20 -15 -10 -5 0 5 10 15 20 25 30 35 40 45 50
candesartan vs placebo worse % better %




All

Men

Women

NYHA II

Changein NYHA class from baselineto end of study,
last visit carried forward

exploratory sub-groups in Bl Candesartan
CHARM Overall (n) Bl Placebo

(N=7547)

(n=5168)
(n=2379)

(n=3398)

NYHA 1lI-IV  (n=4149)

No b-blocker (n=3370)
b-blocker (n=4177)

Age <75
Age 275

(n=5821)
(n=1726)

LVEF €0.40 (n=4538)
LVEF >0.40 (n=30009)

-50 -45 -40 -35 -30 -25 -20 -15 -10 -5 0O 5 10 15 20 25 30 35 40 45 50
worse % better %




Effects of Candesartan on NYHA functional class.
Results of the CHARM programm

The ARB candesartan improved overall NYHA classin
patients with CHF and left ventricular systolic
dysfunction

This benefit was seen even in patients treated with full

conventional therapy

The benefit observed was similar in magnitude to that
observed with other treatments for CHF

Candesartan improves symptoms, reduces hospital
admissions for CHF and increases survival in patients
with CHF and left ventricular systolic dysfunction

O’Meara E. et al. Eur Heart J 2004




ARBsvs Placebo in Patientswith Chronic Heart Failure

All cause mortality

Hospitalisations

Renvigey: ARBs in chronic heart fallere and high-risk acuste M)
Compariten: 0 Chronic heart failuee, ARBS vi. placebo
oo 01 Al-cause morling

Studly SizesSample Size, adn
Shedy, Year (Reference) ARBs Placebao

Crozier ot al., 1995 (3) i Tpbi ] =T
Phass I LS., 1995 Q7) 45287 414
Phass 10 Intermalicral, 1996 27) 5254 21131
Mlazaye of al., 1908 (36) 1575 1426
STRETCH, 1999 (41) 100633 17211
FFICE 2000 (800 BS1TS 309
Fltrovic et al., 2003 {37 55174 X84
CHAEM-ARemative, 2003 (15) FESFI0NF 29EM0M5
ARCH-J, 2003 (2%] 27148 44

Total FoFg] il =F

Total evenis: 233 (ARBik 315 (Piacebo)

Test Tor brtregeneity: chi-square = 9.08; P = 0.32; F = 13.8%
Test for cwerall effect 7 = 1.98; F = 005

Rrefira ARBS i cheondc heart fallure and high-risk acute B
Comparisone 0F Chronic heart failure, ARBs ws. placebo
Outoamae: 01 Haart lailure hospltalzatian

Study Size/Sample Sze, m'n
Study, Year (Rederence} ARBs Placebo

Flaed QR
5% )

.76 (0090509
DT 0120920
0,98 (OU0=0.51)
034 {002 =5, 50)
3.37 (0.43-26.49)
4.0 {0,254 16}
OLEE OL12=3.31)

085 (0T 4=1.05)
0,64 {0L19-2.91}

0. 83 {CuG9-1.0000

SPICE. 2000 [40) 185179 11/91
CHARM-Altemative, 2003 (15) 2071093 28ES1O0NS
ARCH-J, 2008 (29) ar148 17/ 1a4

Total 1340 1250
Total evenbs: 230 (ARBzk 314 (Placeda)

Test for heterogemeity: dhi-sgy =058 P = G P o= 0%
Test for overall effect: & = 4 50: P < 0,001

Fized OFR
(95% N

QAT (0. 0=1.59)
065 (0.5 30080
043 (0.18=1.03)

0.64 ((.53-0.78]

Ann Intern Med. 2004; 141:693-704




ARBsvs ACE inhibitorsin patientswith CHF

All cause mortality

Hospitalisations

Bewiow: AREs in chroaic heart faflure and high-risk scute AU
Comparison: 03 Chronic heart fallure, AR8s v, ACE inhibitors
Ouboome: 01 All-cause mortality

Study, Year (Reberence) ARBs  ACE Inhibétors
Dicksisin et al, 1935 (20) 21108 /58
ELITE, 19#37 {31} 177352 FarETa
Lamg ot al,, 1997 (35) a&TE 038
Marayev of al.. 1998 (36 175 aME
RESOLVD, 1353 (3% 20FTAT 41103
ELITE 0, 2000 {32} 2EQM15TE 2501574
REPLACE. 2001 (38) 4730 T
HEANEN, 2002 (34) T afrm

Toital 1289 2312

Total events: 331 (ARSz): 295 (ACE inhibdlors)

Test far heterogpeneity: chi-square = 11.47; P= L1 P = 38.9%
Test for owenall effect: £ = 0.71; F = 0.48

Review: ARBs in chronic heart failure and high-risk acute M
Comparizom: 04 Chrenie beart falure, ARBS 3. ACE inhibitors
Ourtoome: 01 Heart fallure hospitalization

Peochy KEw e ey o
Study, Year (Reference) AREE ACE Inhibitges

ELITE, 1997 £31) H0/352 21/370
RESOLVD), 1999 (23] 437327 709
ELITE ii, 2000 (32) 2T0MISTE 2931574

Tatal 2287 2083

Total ewents: 333 (ARBs); 321 (ACE inhibitors)

Test for heterogpeneity: chi-oquarne = 4,29 P 0012 7= §53.4%
Test lor aoverall effect: £ w 0.55; P m 058

a1 ':::

Favors AREs Fawors ACE inhibitors

2 5

Favors ACE Inhibitors

Ann Intern Med. 2004: 141:693-704

0.53 (0L07-3.85)
0.5 (0.29-0.98)
6.5 (0.38-125.83)
062 (0U02-16.05)
1.7 (0.57=5.12)
1.94 (0.95-1.38)
0.51 (0L05-2.81)
0,19 {0,021 68)

00 (0.90-1.26)

Frved ORF
5% C1)

.00 00.53-1.68)
237 10.96-5.06)

0uB0 [0, 75-1.08)

VRS 10.80-1.13)




ARB and ACE inhibitor combinationsvs ACE inhibitorsin

patientswith chronic heart failure.

All cause mortality

Hospitalisations

Retvierm: AR in chronic heart fadicee and Figh-rick aoute M
Compartson: 5 Choonkc heart fallure, ARSs « ALE inhibiter comb
Cutcome: 01 AN -clerke aartality

Py Srarsaple Ry b
ARHs + ACE ALE Flzed OF
Fudy, Fear (Rederence] Inhibiboes  Inhibifors (95%. CI)

Harmeof ot al., 5999 (33} [l 14T
V-HeFT, 1999 (43} anss Qai2d
REFOUND. 19599 [39) 27333 44900
Tonkon of &l 2000 (£3) 1 T (=T ¥
ADEPT. 2004 (B} orig (=T d |
Wid-HeF T 7001 {44] 49572311 AR AT
CHARM -Added. TDA3 {16) ITTAITE  STRNITR

Tkl 455 FF95

Tofal evends: B03 (ARBy + ACH inhibitcen) 907 {ACE inhibitoes)
Test for beterogeneity: chi-tquire o 585 P o 021 F = ¥1.6%
Test for owerall pffect: F o 53 Fu 060

Favor ARBs « ACE Inhibitam

R e AREY in ¢raronic Beart fallure and high-rish acube M
Camparison: 6 Chronic hsart taidors. ARBs + ACE b
Chuhooene: O Hemrt fallure hoqpdaiization

Study Se/Sample e, ads
AREw+ ACE  ACE Fined OF
Shady. Year (Reference) Inhibifors  inhibiters RSN 1)

RESCILVDY, 1955 (39) 5 f ] 7r0e
Toenkon of all, 3000 {4 Ar5T 153
Wal-HeFT, 2004 (&5 T R A55 2455
CHARM- Added, 2003 [16) ICSM1ITE  IS6E/1T

Total E Lk

Total svants: G88 (ARBE + ACE mbibftonl 8YF (ACE Inkibitors)
Fewt for heterogeneity: chi-squane « 421 P e 0 F = 70.7%
T Ter ovierall et I w 444 P o Q001

o (-]
Faaii ARBS = ACE lahibitars

Ann Intern Med. 2004: 141:693-704
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Favam ACE lnhibHors

Fawors ACE Inhibitors

Fimed OF
5% 1
OUED (.21 -8.79)
266 (0125735
251 (GBE-7.97)

Kot etk
Mot estimabie
100 (0LES=1.18)
CBE (3.74-1,04)

Q57 (0.87-1.08)

Fimed OR
[oEes CIp

.50 00.58=-3.51)
1S (0L 16-21.00)
072 (063-0.84]
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Approachesto the patient with heart failure:
Implications from recent trials

Fluid retention > | Diuretic

Assessment of LV function

v

v
Low LVEF Preserved LVEF
Ejection fraction £ 40% Ejection fraction >40%

NYHA
Class I/l

ACEI (ARB’s if intolerant) Consider ARB’s

Beta blocker
v

ARB’s Treat co-morbidities

NQHA Digoxin
Class IlI/1V

Spironolactone

European Heart Journal Sup (2004) 6 (Sup H), H55-H60




Evidence of improving survival from heart failurein the
general population

(a) Leicestershire, England’ (b) Scotland?

Hazard Ratio
Adjusted hazard ratio (95% Cl)

p<0.0001

1 1 1

1 I 1 1 1
- T T T T T T T T T
3 & & 'y
& @3’ & ﬁ § ‘?@“ ‘Eggi? {f 1986 1987 1888 1889 1890 1891 18492 1893 1604 1995
Year of admission

L

(c) Framingham, USA* = (d) Sweden?

— 1960 - 1969 a5
. — 1970 - 1979 40 @ 30 days

- = 080 = 1088 e  QOne year

e 1900 - 1999 35

30

25

20

15

10

5

Probability of survival

1 | L 1 1 1 1 1 1 ]

t T T T T T T T T T T T 1
1008 10BS 1890 AR 1902 1993 41504 1595 T8RE 1887 1988 1599 2000

=]

JACC Vol. 44, No. 12, 2004: 2398-405




Recent trends in hospital admissions for heart failure
demonstrating recent plateau or decline

(a) Scotland? (b) Netherlands?

® Men
4 Women

Par 100,000 per year

A
&
e R S e
o .
A
a&ﬁ

| | 1
1990 1981 1992 1983 1984 1885 1986 ' a0 ' 82 ' B4 ¥ BE ! g8 ! a0 d g2 I—“'F ag ! a8

Year

Year

(c) Leicestershire, England? (d) Sweden5

8 85 8 3

Incidenca | 100,000 inhabitants
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% *
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JACC Vol. 44, No. 12, 2004: 2398-405
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2004: The Year In Heart Failure

ZH Kapdiakn avenapkeia NAPAMEVEI Eva OUVAHIKO NEDIO

@H Bepaneia ouveyi(el va BEATIWVETAI, KAl ENITEAOUG TO

O(P£AOC NOU NapaTnpPnNONKE OTIC HEYAAEG HEAETEC (pAIVETAI VA
NEPVA KAl OTO YEVIKO NANOUGHO.

ZNeEpa ano TouG B-avaoToAeiG kal Touc AMEA, dUo sninAEov
OHAOEC (PAPHAK®V, Ol AVTAYWVIOTEG UNOOOXEWV TNC
ayYEI0TACIVNG KAl Ol avTaywWVIOTEG TG AAS0OTEPOVNG
anedeiEav avappifoAa Tnv w@EAEIa TOUG oTN BEpansia TnG
KapOIaKNG AaveENAPKEIAG.

McMurray JJ, Pfeffer MA. J Am Coll Cardiol 2004




Ll
|5 EUROPEAN
MEETING
-HYPERTENSION

’_‘."H" I-,r"_-"-.:. S "

S, ——

. = e —

Post Congress Sntel[ite.Symposium

"Metabolic Syndrome. A clinical challenge”
Myconos « Ju1'}a 15 « 2005

European Society of Hypertension




