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Kapotakn averapkeLn
[Tio kaakonONg amo Tov KAEKLVO ?
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Diagnhoses Confused with Heart

aniIure

m Lung diseases
(asthma, obstructive lung disease, bronchitis)

m Consequences of obesity
m Lack of fitness
m Fatigue/depression

m Renal disease, pulmonary emboli, shunts,
hypertension



Flow-chart for the diagnosis of HF in untreated patients
with symptoms suggestive of HF using natriuretic peptides

Clinical examination,
ECG, Chest X-ray
Echocardiography

Natriuretic peptides

BNP < 100 pg/ml BINE100:300 pg/mi BNP > 400 pg/ml

NT-proBNP
NT-proBNP < 400 pg/ml 400:2000 pe/mi NT-proBNP > 2000 pg/ml

Chronic HF unlikely Uncertain diagnosis Chronic HF likely
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Congestion in Acute Heart Failure Syndromes:

An Essential Target of Evaluation and Treatment
Mihai Gheorghiade, MD,? Gerasimos Filippatos, MD,® Leonarde De Luca, MD,® and John Burnett, MDY

The &merican Journal of Hedidre (2006) Vol 119 (1248), 53-510
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AHF: Clinical Phenotypes

~|7 Vascular

Blood pressure high
Worsening rapid
Congestion pulmonary &
Weight gain minimal %%
LVEF ~ preserved i 8

&

Response to therapy  ~ rapid




AHF: Clinical Phenotypes

~|— Cardiac
normal/low
Worsening gradual
Congestion systemic
Weight gain significant
LVEF low
Response to Tx slow







MaBopuaoioAoyia kapdIaKNG AvVENAPKEIAG
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Kapdiakn BAGRN

AUEnon gopTiou

Evepyonoinon cupnaénTikou, PEVIVIG, KUTOKIV®V

Meiwon ouoTnuaTikng diaxuong

N

Y

KuTtTapikog
OavaTog

Eichhorn EJ, Bristow MR. Circulation 1996:;94:2285-2296
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Evepyomoinor Tov VEVPOo-
OPUOVIKOV CUOTILULATOC 0TI

KAPOLAKT] avemapkela
|

BNP
Angiotensin II
Norepinephrine
Aldosterone
Endothelin
Vasopressin




1200 - 1076+/-138

BNP pg/ml

141+/-31
200 - 38+/-4

O_ —

No CHF LV Dysfunction CHF
No acute CHF

N=139 N=14

Dao, Q., Maisel, A. et al. J. American College of Cardiology, Vol 37, No. 2, 2001
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BNP vs. EF by

Echocardiography
+
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Davis et al. Lancet 1994;343:440-



Plasma BNP
Survival in CHF Patientcomicentratiennction
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BNP < 73 pg/ml
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Tsutamoto T. et al. Circulation 1997;96:509-516



POTENTIAL CLINICAL APPLICATIONS OF
BNP

0 Tlgtablish/rule out diagnosis of CHF

m Short and long term prognostic stratification in CHF and
post-MI

m Screening for LV dysfunction in general population

m Monitoring for decompensation and hormone-guided
therapy

m Risk stratification in acute coronary syndrome
m Monitor for cardiac transplant rejection
m Therapy for acute CHF



Acute
Pulmonary
Edema

a true life-

threatening
emergency




AKTINOIPADIA OQPAKO2

Bronchial cu fﬁﬁl]

Hilar wvasculature

congestion
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Cardiomegaly




AKTINOIPADIA OQPAKO2




Ae&10 KAPO1OKT AVETAPKELQ

~|7 To nio cuxVvo diTIo
0efiac kapdIaKNC aveENApKEIag ival

n apiocTEPN Kapdiakn CIV£rIC'IpK£ICI
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KAPAIAKH ANEINAPKEIA

AnoMslcpoq amespou oKsAouq




Suspected Heart Failure
because of symptoms and/or signs

T |

AsSsess presence of cardiac disease
by ECG, X-Ray or BNP

l Tests abnormal

VENTRICULAR FUNCTION
Imaging by ECHO-Doppler,
Nuclear angiography or MRI

l Tests abnormal

HOACOCS 154247 ¥
Fing: 22 VIDHANY

-
10. i

NORMAL
No Heart Failure

NORMAL
No Heart Failure

Heart Failure: Systolic / Diastolic
1) identify etiology, 2) evaluate severity, 3) choose therapy







dapuaka
+

x AMEA

= AloupnTiKa

m [-avaoToA&ic

s AVTaywVvIoTEC aAOOCTEPOVNC

= AMNOKAEIOTEC TWV UNOOOXEWV TNG AyyeloTacivng 11
s AakTUAITIOA

= AyyelodIa0TaATIKA

= AvTIBpOUBWTIKG

= AvTiappuBuIKa



ESC: Odnyiec xopnynonc
a-MEA oTtn XKA

s [1pwTNC NpoTeEPAIOTNTAC Oepansia o€ aoBeveIC PE
XaunAo KE (<40-45%), e N XwpiC CUPNTWUATA
(evoeiEn IA)

s H 6oon va auéaveral oTadiaka PeXP! auTr) Nou
OOKINAoONKE OTIC KAIVIKEC HEAETEC KApOIAKNG
avenapkeiac (uwnAec dOTEIC)

BeATiwvVoOuv ThV EHIBI(J)OI‘], TA oUPNTWUATA,
TN AEITOUPYIKN KCITr]YOpICI TNV KOIAIGKN
avaélauopcpcocn Kal JEIWVOUV TIC EI0AYWYEC
0€ VOOOKOEIO aoeeva)v ue duoAeiToupyia
apIoTEPAC KOIAIAC

Eur Heart J 2005,26.:1115-1140



CONSENSUS

All-cause mortality (%)

+

70 -
60 -
50 -
40 —
30 -
20 -

Placebo

Enalapril

NYHA IV

Placebo N:
Enalapril N:

128 102 78 63 59 53 47 42 34 30 24 18 17

127 111 98 88 82 79 73 64 50 49 42 31 28

Consensus Trial Study Group. N Engl J Med 1987;316:1429



s 0 LVD Treatment N Engl J Med 1991.325:293

50 p = 0.0036 e
40 1 V¥ 16% i
Ovnrétnra 28 -
%

20 -

10 -

u I I ' | | ! ! | 43
CHF 0 6 12 18 24 30 36 42
_NYHA 11111



7 SAVE
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PadioicoToniko

' EF <40%

0.4 -
| 0.35

o
W

o
N

0.15 -

niéavoTnTa cuuBapaTog
g
[

0.05

0.25 1 — Placebo
- ACE-I

AIRE ; A*’-& TRACE

KAvika n % '

GKTIVOAOYIKG " Hxwkapdioypagpiko
i — EF <35%

onueia ZKA z

OVNOINOTNTA Ano OAEG TIC AITIEG

| 26%

Placebo: 866/2971 (29.1%)
ACE-I: 702/2995 (23.4%)
OR: 0.74 (0.66-0.83)

0
‘ETh O

ACE-I 2995
Placebo 2971

i | p 3 4

2250 1617 892 223
2184 1521 853 138

Flather MD, et al. Lancet. 2000;355:1575-1581



AMEA
+

m AvenIOUPNTEC EVEPYEIEC: BNXAC, uNOTACN, VEPPIKN
AVENAPKEIA, UNEPKAAAINIA Kal ayYEIOVEUPWTIKO
oidnua

m AVTEVOEIEEIC: aUPOTEPONAEUPN OTEVWON VEPPIKWV
apTNPIWV Kal IoTOPIKO aYYEIOVEUPWTIKOU
0I0NUATOC

2TV 0CEIQ KOPOI0KN AVETAPKEIQ OEV

EVOETKVOVTAL GTN TPWIUN POGT], TPV T1]
otalspomoinon




AloupnTIKa

‘|T|_CI 6|oupnT|KC| TNC AyKUANG N eslaQBsc;, navTa av unapyel
UNEPPOPTWON (nvauuovmn oup(popnon, diaTaon
TpaxnAIKwV PAEBWV N NEPIPEPIKA 01dNUaTa)

= XopnyouvTal navra pe AMEA kai B-avacToAeic, av
ylvovTal avekTd

m MeiloveC napevePyEIEC: UNOKAAIQIdia, unopayvnoiaipia,
unovarpiaipia, diaTapaxec o&€oBaacikng 100pponidac,
unepoupixaipia kai duoavetia yAukolnc (Beialidec)

= Ta kaAioouvTtnenTiKa (NANV TV avTtaywvioTwy TNG

aAdOOTEPOVNC) Va anoPeUyovTal, EKTOC £aV UNOKAAIAIMIa
napa Touc AMEA kai avtaywvioTec aAdoaTEPOVNC

m 'Oy Beialidec av GFR <30mL/min, ekTOC av
guyxopnyouvTal Pe dloupnTIKA TNEG ayKUANG



B-avaoTOAEIG

= XopnyouvTal g 0AOUG Toug aoBeveig Ue oTabepn nniq,
LETPIA r] ooBapn KA (katnyopia NYHA II — V),
I0XAIMIKNC N KN aimioAoyiag kar xapnAo KE, nepav NG
K)\aoolKr]q Oepaneiac pe AMEA kai 6|oupnT|KC| EKTOC aVv
unapxel avtevoeiEn (ouoraon IA)

m 2UVIOTWVTAI (|.|C|C| ue AMEA) oTouc acBeveic pe
psTsu(ppaypalen GUOTO)\IKI’] duoAsITOUpYIa apioTEPAC,
UE N Xwpic cupnTwuaTta (ouoTtaon IB)

m Meiwvouv Tn BvnoIYOTNTA KAl TIC EI0AYWYEC O
VOOOKOUEIO BEATIWVOUV TN AEITOUPYIKN KaTnyopia Kai
enunodidouv TNV enideivwan TNE KA o€ OAEC TIC
unokaTtnyopiec acBevwv (IA)



Carvedilol-US: US Carvedilol Heart

Failure Study

Kaplan-Meier analysis of survival

+

EmiBiwon
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Risk reduction = 65% (not primary endpoint)
p <0.001
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Packer et al. N Engl J Med 1996; 334: 1349-55



AcOeveic pe perpia XKA

COPERNICUS

Ovntdtnta Kdbe artioloyiag

Carvedilol
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CIBIS I
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tva Bisoprolol: 156 8davarol (n = 1327) :
*=.. I Placebo: 228 8dvaror (n = 1320) &
log rank test, p < 0.0001

o

|| || | ||
200 400 600 800

Xpovog atrd TNV évapén (NUMEPEG)

CIBIS Il Investigators and Committees. Lancet 1999; 353

34% peiwon TnG BvnTéTNTAG ATro KAOE aITia



MERIT-HF: Metoprolol CR/XL Randomized
Intervention Trial in Congestive Heart Failure

I ABpoiartiky Bvntornta amo OAa Ta aitia

20

Placebo
Metoprolol CR/XL

'_\
&
|

10

AOpoloTIKR) BvnTéTNnTa

Risk reduction = 34%
p = 0.0062 adjusted

| | | | | i | T
0 3 6 9 12 16 18 21

Mnveg

MERIT-HF Study Group. Lancet 1999; 353: 2001-7



SENIORS: OAIKR BvnoIuoTNTA N EI0AYWYEC
AOYw KapdlayyeIakwy VOONUAaTwV

Event free
Survival %
100 -,

Nebivolol

20 - — Placebo

80 -

Hazard Ratio 0.86 [0.74;0.99]
p =0.039

70 -

60 -

60

0 6 12 18 24 30 36
Time (months)

No. of events: Nebivolol 332 (31.1%); Placebo 375 (35.3%)

Eur Heart J 2005,;26:215-225



+

BEST: Beta-blocker Evaluation
Survival Trial

MOavérnta emiiwong

Survival according to treatment group

1.0-f
0.8
0.6
— Placebo adjusted p = 0.13

0.4, Bucindolol

/
0.0 5 | | | | | | |

0 6 12 18 24 30 36 42

Mnveg atméd Tnv TUXAI0TTOINON

The BEST Investigators. N Engl J Med 2001; 344: 1659-67



COMET: Carvedilol or Metoprolol
European Trial

T .

30

Metoprolol tartrate
Carvedilol

OvnTéTnTaA
N
(@)

10
Hazard ratio 0.83
_ (95% CI: 0.74-0.93)
/ p =0.0017
0
0 1 2 3 4 5

Poole-Wilson et al. Lancet 2003; 362: 7-13



Ynapyouv O1apopeC aTa KAIVIKG
anoTeAECATA NETAEU TWV d1aPOpwV B-
avacToAewv. Na xopnyouvTtai JOVO AUTOI
MOU £XOUV anodeIxBel eNWPEAEIC Ot
KAIVIKEC MEAETEC Kal OTIC OOTEIC MOU
dokipacOnkav (ouoTaon IA).

e Differences in clinical effects may be present between
different beta-blockers in patients with heart
failure.®®®" Accordingly, only bisoprolol, carvedilol,

metoprolol succinate and nebivolol can be rec-
ommended (Class of recommendation |, level of evi-

dence A).

Eur Heart J 2005,26.:1115-1140



TponogG Evapénc B-avaoToAEWV

+

s O aodBeveic va sival uno AMEA, ekTOC av avTevoeikvuTal

m O aoesvnq va €ival o€ o-raespn KCITCIOTCIOI‘], XWPIC TNV avaykn
IVOTPOMNWV iV KAl XWPIC KATakpaTnon uypwv

= ‘Evapén pe no)\u XauNAn 600r] Kai NPOOOEUTIKN au&non, MEXP! TO
OTOXO N TN WEYIOTN AVEKTN TIMN

m Av napampn@sl EFII6€IV(1)0I‘|, unoTtaon N Bpadukapdia oTnv nepiodo
TIT)\OI'IOII’]OF](; N |J€TCI va auEnea n doon TV dIoUPNTIKWV N TOU
AMEA. Av gival avaykn PEIWVETAI NPOocwpIva n 60on Tou B-
avaoToAea

= Av unoTtaon, peioon aA\wv ayyeiodiacTaATikwv. Av Bpadukapdia,
diakonn dakTuAiTIdag

s Enavevapén pera tn otabeponoinon kai nio Bpadeia au&non TnG
doong

= Av XpeiacBouv IvOTpona va anopeUyovTdl ol CUNNABOUNMITIKEG
apivec. Xopriynon avacToAewv pwa@odleoTeEpPAcnC N AeBooipevoavn



Aoon evapéng, TPonoc TITAONOINONG
Kal HEYIOTEC OOOEIC TWV B-AVACTOAEWV
MOU CUVICTWVTAI Yia TN Ogpaneia TnG

+ XKA

B-avaoToA£ag Aoon BaBpidec av&nong Aoon — Mepiodoc
gvaping (mg/nu) ZTOXO0GC  TiTAonoinong
mg IMC /

BioonpoAoAn 1,25 25-3,75-5-75-10 ERdouadeC-
HNVEG

MetonpoAoAn CR 12,5/25 25 —-50-100 - 200 ERdouadeC-
HMVEG

KapBedIAOAn 3,125 6,25—-12,5-25-50 ERdouadeC-

HNVEG
NepniBoAoAn 1,25 25-5-10 ERdouadec-

HNVEG

H kapBedIAOAN xopnyeital duo popec TNV nueEpa. O allol B-avaoToAEig
Wia popa TNV NUEPa



= Bpoyxik0 aocBua r coapn NVEUPOVIKN
vVOOOC

= JuPnTOUATikn Bpadukapdia n
unoTaon



Mnnw¢ gival kaAuTepa va apxilel npwTa n Oepansgia pe
B-avaoToA&q;

MeAéTn CIBIS III

« Sympathetic nervous system is activated earlier than
the RAAS in the CHF disease process™
— start of treatment with beta-blockers prior to ACE-inhibitors
reasonable

cis GS et al. Circulation 1990; 82: 1724-29

» Beta-blockade: more effective suppression of angiotensin |l
concentrations than achieved by ACE-inhibitors alone*®
(,Angiotensin || Escape Phenomenon® observed with ACE-
Inhibitors)

3. Packer M. Lancet 1992; 340: 88-92 4. Roig E et al. Eur Heart J 2000; 21; 53-57

1. Cohn JN et al. N Engl J Med 1984; 311: 819-23 2. Fran
5. Campbell DJ et al. Lancet 2001; 358; 1609-10



CIBIS Il
Dose titration

6 months 24 months
week week week week week week week

week week week week week

0 2 4 6 8 10 12 . 28 30 32 34 36

I | | | | I I I | | I I

I | | | | I I I | | I I
20

enalapril (mg/d)

Randomisation M bisoprolol (mg/d)

enalapril (mg/d)

Monotherapy

combination therapy

6 months 6 to 18 months
Ta anoteAeopaTta avakoivwbnkav ato Eupwnaiko KapdioAoyiko Zuvedpio
>enT 2005 oTn ZTokXOAUN. Ta duo BspansuTikA OXNUATA €iXav Napopola

anoTeAEOUATA



AVTAYWVIOTEC TOV UNOOOXEWV
TNC aAd0OOTEPOVNC

| H OripovoAakTovn f n €NAEPEVOVN CUVICTWVTAI, NEPAV
Twv AMEA, B-avaoToAewv Kal OloUpNTIKWV OTIG EENG
NEPINTWOEIC

- Mpoxwpnpevn KA (NYHA III r) IV)pe ouoToAIKN)
IﬁéJ)G)\EITOUpYICI, yia JeEiwon TnE BvnoiyoTnTac (ouoTaon
- MeTa EM kai KA pe guaToAikr) duoAEIToupyia Tou
HUOKapOoIou N oalg(apa)én o1aBnTn, yia Jelwaon Tng
voonpoTnTac kal Bvnoigorntac (ouortaon IB)
s 'Evap&n av K* <5,0 mmol/L kai kpeaTivivn <250 pmol/L
= Aoon evapéng 12,5mg onip ) 25mg enA, e\eyxog K+ kai
KPEATIVIVNG O€ 4-6 nuUEPEC. Av auTd augnbouv HEiwan TNG

doonc. Av otabepa pera 1 ynva av&non tng doonc o€ 50
mg
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RALES: Randomized Aldactone

Evaluation Study

EmBiwon

1.00 |4
0.90 — Placebo
% Spironolactone
S o0
§
E 070
o
=
= 060
\O "
% Risk Reduction = 30%
d:_> 0.50 (95% CI: 0.60-0.82)
p <0.001
05 | | | | | |
0 6 12 18 24 30 36
No. at risk ansg
Placebo, N: 841 723 628 565 379 179 36
739 669 608 419 193 43

Spironolactone, N: 822

Pitt et al. N Eng J Med 1999; 341: 709-17



EPHESUS: Eplerenone Post-acute Myocardial Infarction
Heart Failure Efficacy and Survival Study

I KautruAeg Kaplan-Meier tn¢ Bvnrornrac amo Kabe aitia

40 _
35 — Placebo
Eplerenone
s 30
=
c
=
© 25
(=
3
= 20
X
=
© 15
o
)
< 10
5 p = 0.008
RR =0.85 (95% CI: 0.75 - 0.96)
0

0 3 6 9 12 15 18 21 24 27 30 33 36
Mnveg

Pitt et al. N Engl J Med 2003; 348: 1309-21



AvTaywvioTEC TnG AyyeloTevoivng II

%_

m XpnOoIPonolouvTal w¢ EVAANAKTIKN
Oepaneia, onou Ogv €ival AVEKTOI Ol
AMEA

m QaiveTal va £xouv 100dUvaua
anoTeAeopaTa

m >¢ aoBeveic uno AMEA nou
NAapapeEVoOUV CUNNTWHATIKOI MMOPEI Va
npooTebouv AAII



CHARM-Alternative

Primary outcome, CV death or CHF hospitalisation
%

50 -
‘l* J 406 (40%)
) = Placebo
J Lo 334 (33%)
30 _ ‘-.““0-
| ~*"" Candesartan
20 — "‘.¢O"‘
104 /"  HR0.77 (95% CI 0.67-0.89), p=0.0004
b Adjusted HR 0.70, p<0.0001

0 | | | | | | |
Number at risk 0 1 2 3 3.5 years
Candesartan 1013 929 831 434 122
Placebo 1015 887 798 427 126

Granger et al, Lancet 2003



CHARM-Added

Primary outcome, CV death or CHF hospitalisation

%

I 50 -
40 -

30 -

20

538 (42.3%)

Placebo

.
.
s B
ubd
n®

10 o HR 0.85 (95% CI 0.75-0.96), p=0.011
Adjusted HR 0.85, p=0.010
0) | | | | | |
Number at risk O 1 2 3 3.5 years
Candesartan 1276 1176 1063 948 457
Placebo 1272 1136 1013 906 422

McMurray et al, Lancet 2003






AakTuAiTiOO

+

m EvdeikvuTal o€ koAnikn pappapuyn kar KA
onoioudnnoTe Baduou n arriohoyiac

m >€ aoBeveic ue PAeLokoUPIKO puBUO dev
LEIWVEI TN BvNTOTNTa AAAG PEIWVEI TIC
E1I0AYWYEC OE VOOOKOUEIO

m AvtevdeikvuTal o€ Bpadukapdig,
KOAMOKOIAIaKO anokAgiopo, ouvdpopo WPW,
unepTPOPIKN Huokapdionabeia, unokaAiaipia
N unepkaAiaiyia



DIG: Digitalis Investigation Group

Trial

+

Mortality in the digoxin and placebo groups

— Placebo
Digoxin

Risk ratio 0.99
(95% C: 0.91-1.07)
p=0.80

50 -
S
S 40
>
©
(@]
= 30
©
S
s 20
P
S 10
o
=
0
0
No. at risk
Placebo, N:
Digoxin, N:

4 8 12 16 20 24 28 32 36 40 44 48 52
Mnveg

3.403 3.239 3.105 2976 2868 2.758 2.652 2551 2205 1.881 1.506 1.168 734 339
3.397 3.269 3.144 3.019 2882 2759 2.644 2531 2.184 1.840 1.475 1.156 737 335

The Digitalis Investigation Group. N Engl J Med 1997; 336: 525-33



AAAa IvoTpona

_J—I'IapaTsTapsvn N snavsl)\ngusvn Bepaneia pe ivoTpona

| ?ﬂ? ;3) oTOua au&avel Tn BvnToTNTa Kai O€v ouvioTaTal

= EvOo@AEBia IvoTpona xpnoiponolouvTal oe coBaprn KA
HE TAUTOXPOVN MVEUHOVIKI CUHMOPNON KAl NEPIPEPIKN
UNodalpuaTwon

= AgBooipevravn: dINAOG UNXaviopog dpaong

gEUCIIGGI’]TOI'IOIn(Ir] oro Ca: BeTikr) IvOTponog. Aiavoign
lauAwv K*: ayyeiodiacToAn). Makpa opaon

Eur Heart J 2006,27:1908-20

BeATiwvel Ta oupnTwpaTa, Tn AEIToupyia TwV opyavwy Kal

eival aopaAng oe ountTwpaTikr) KA pe xapunAo KE xwpiG
unoTaon

(Ta&n ovoTaonc I1a, karnyopia EvoeiEng B)



NiTp®wdn
+

= Mnopouv va do6ouv via
ouvunapyouoa oTtnéayxn n via
avakougpion ano Tn ducnvola
(ouoTtaon Ila IN

m Aev unapyouv anodeiEeIC OTI
BeATIWVOUV TA CUUNTWUATA EITE
XPOVIWC €ITE € NApo&UVOEIC TNG KA



AvtTaywvioTec Ca

+

= Aev ouvioTwvTal yvia Bepaneia TnG KA Ye oUGTOAIKN
duoAeIToupyia

= Ta pn diudponupidivika (TIATIaleun, BepanapiAn) Exouv
apvnTikn IvoTponn dpaon. EninAcov avtevdeikvuvTal o€
aoBeveic nou AapBavouv B-avaoTtoAeic (ouoTtaon III N

= O1 veoTepol (apAodinivn, peAodinivn) NpooTIBEPEVOI OTNV
kAaooikn Bspaneia dev BeATIWOVOUV TA CUUNTWHUATA OUTE
TNV eniBiwon (ouotaon III A)

s H apAodinivn kai perodinivn pnopouv va dobouv yia
Oepaneia TuXOV unepTaonc n ornayxng, av dogv
eAEyYovVTal JE VITPWON Kal B-avaoToAEIC



AvTiappuOuIka
+

m Ta katnyopiac I va anogevuyovrai (III B)

= O1 B-avacoToAE&iC peIwvouVv Tov aipvidlo
BavaTto o€ acBeveic pe KA (I A). Movol i Pe
apiwdapovn evosikvuvTal oTn Bepaneia
kolAlakwv Tayxuappudbuiwv (IIa IN

m H apiwdapovn anoTeAEoUATIKN OTIC
UNEPKOIAIAKEC Kal KOIAIaKeC appuBuiec (I A).
H xopnynon TnG OJwC ¢ pouTiva OTOUC
aoBeveic pe KA dev ouviorartai (III A)



AvTIOpouBwTIKN aywyn oTn XKA

s WASH study: OuTe n acnipivn ouTE N
Bap@apivn NTav avwTepeC ano To placebo
Am Heart J 2004, 148.:15/-64
s WATC study: Kapia diagpopa peTa&u
aonipivneg, Bap@apivnc kai KAonidoypeAnc

Eur J Heart Fail 2004,;6:501-6
s HELAS study: Oute n aonipivn oUTE N

Bapgpapivn ennpealouv TNV €kBaon
Eur J Heart Fail 2006;8:428-32



AvTIOPOHBWTIKOI
NApAyovTEG

m AvTINNKTIKN aywyn o€ KA pe KoOAMIKN Jappapuyn,
I0TOPIKN BpouBocuBoAikou eneicodiou n KIvTO BPOURo
otnv AK (I A)

m Aev unapyouv evOEIEEIC OTI N AVTINNKTIKN aywyn oTnv
KA Tpononolel Tn BvnoiuoTnTa n Ta ayyeiaka eneicodida

s Meta EM n aonipivn n avTinnKTika GuvioTwvTal yia
deutepoyevn npoAnwn (IIa N

m H aonipivn va ano@euyeral 0Touc acBeveic nou
xpeialovral eEnaveiAnUPEVEC VoonAgiec Aoyw enOEIVWONG
¢ KA (IIB B). H Tautoxpovn Xopriynon aocnipivng Kai
AMEA otnv KA iow¢ dgv gival wPeAIUN



EniAoyn papHAKEUTIKNG aymync o OugAeiToupyia AK

+

AMEA AAII AoupnTik@ B-avaoToAeic AvTaywvioTéG AakTIAiTIOq

aAd00TEPOVNG

AoupnTtwpaTikn  evoeikvuTtal  Av ol AMEA Aev Meta EM Mpoopato EM Mg KM
duoAeiToupyia Oev eival evOeikvuvTal
AK QVEKTOI
JunTwpaTikn  evdeikvutal  Evdeikvutal  Av undpxel evdeikvuvTal Mpoo@aTto EM  a. eni KM
KA ME N XWPIGC  KATAKPATNON B. oTav
(NYHA II) AMEA uypwv naparnpeital
BeATiwon
Enideivolpevn  evdeikvutal  Evdeikvutal  EvdeikvuvTal EvdeikvuvTal evdeikvuvTal  evdeikvuvTal
KA ME N XWPIC  ouUVOUACHOI (ME €10IKN
(NYHA III-IV) AMEA dloupnTIKWV ppovTida)
TeAik KA evOeikvutal  Evdeikvutal  EvdeikvuvTal EvdeikvuvTal evOeikvuvTal  eveikvuvTal
(NYHA 1IV) ME N XWPIC  oUVOUACHOI (ME €10IKN
AMEA dl1oUPNTIKWV (ppOoVvTIda




Kapdiakn avenapkeia PE
KaAn OUuOTOAIKN AEITOUPYIQ

+- Me nepivoonpiAn peiwon kata 9% Twv BavaTwy Kal

voonAeiwv (P=0,545)
PEP-CHF study, Eur Heart J 2006;27:2338-45

= H veprnBoAoAn 1o id10 dpaacTikr) oTa atopa pe KE
LEYAAUTEPO 1 MIKPOTEPO TOU 35
SENIORS Study

= H kavteoaptavn PEi®OE Tn BvnTOTNTA KAl

voonAeiec kata 11% (P=0,051)
CHARM Study

= Avapevovral Ta anoteAeopata Tng I-PRESERVE pe
IpBecapTavn



MeAeTn SENIORS

Death or CV Hospitalisation by Subgroup

Nebivolol Placebo |\I|= et E;‘;‘;‘Lf
LVEF
<35% 219 (32.1%) 249 (36.3%) O
>35% 110 (28.9%) 125 (33.6%) M
Sex
Male 231 (35.2%) 250 (36.4%) L
Female 101 (24.6%) 125 (33.3%) i
Age
<75y 148 (27.5%) 176 (33.5%) L
>75y 184 (34.8%) 199 (37.1%) L]
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
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m Does any specific treatment of these

_cto morbidities in HF reduce morbidity and
mortallty?

— renal dysfunction

— anaemia

— diabetes

— depression

— disordered breathing during sleep
— cachexia




In hamatopoiaetic tissuaes,
including ervthrocytes,
immuune cells,
and platelaets

Im nonmnhamatopoietic tissuas,
incihuding myocarndium,

adipose tissue, liver.,
Kidneys, and brain

Iron deficiency

Reduced enaergetic -IEH‘I’I+::-I-|E!r||-|::'_||.-r
Ana=srobic metalbolisn

[ Eereis inoieranca ]

Filgure 2 | Role of ron deficiency in the pathogeneaesis of exercise intolaerance.
Produced on the basis of data from Haas, 1. D. & Brownlie, T.=4

e
Patients without iron deficiency
R = Ry Survival: &6 _ 7%
= a5% Cl: 81 .0—7T2_ 4%
= o8 .
=
= F) _|
E LT
4 - .
g 0.6 — . P = 0.0002
% 0.5 Patients with iron deficiency
E Survival: 532 .89
E O-4 95% Cl: 46.2—61.0%
Lol }
0.5 —
0.0 T I I | I I |
e S 1= 1s pe 8 30 35

Follow-up (months)



Table 1 | Randomized, controlled studies with intravenous iron in patients with heart failure

Study, year n Follow-up  Patients Outcome Sarety
Toblli et al. 15, 40 & months Iron deficiency and anemia Reduction in NT-proBMNP and CRP O of 20 patients hospitalized in iron group
2007 (Hb =12.5g/dl Tor men and Improvement in LWVER, NYHA class, exercise vs 5 of 20 patients in control group
=11.5g/dl for women) in all capacity, renal function and quality of life
patients
Okonko et al.11e8 35%* 16 weeks Iron deficiency with anemia Trend to increase in V02 max (P=0.08) Adverse events occurred in 42% in iron
(FERRIC-HF (Hb =12.5g/dl) and iron Significant increase in VO, max,/kg (P=0.01) group vs 64% in control group
study), 2008 deficiency without anemia Significant improvement in NYHA class 1 hospitalization and 1 death in iron group
(Hb 12.5-14.5g/dl) included (F=0.007) and PGA (P=0.002) vs 3 hospitalizations and O deaths in
control group
Anker et al.>® 459* 24 weelks Iron deficiency with anemia Improvement in PGA and MNYHA class Study treatment stopped in 5.3% of
(FAIR-HF), (Hb 9.5-12.0g/dl) and iron (primary end points; P=0.001) patients on iron vs 9.0% in control group
2009 deficiency without anemia Improvemesnt in 6-min walk test and quality Mo severe allergic reactions
(Hb 12.0-13.5g/dl) of life (KCCQ; P=0.001) Slightly more gastrointestinal disorders
Similar effect in patients with and without (16.9% vs 6.9% in iron and control groups,
anemia respectively, P=0.06)
Mo other differences
For clinical end points, see Figure 5
Scelr-reported patient slobal assessrmeaent
Ferric | S E=Tw"=1 = =] Oclds ratico = woal e Tor
= oo v e s oy sae (S50 1) It rsctior
Su bpemrouags rr 0
Hermiosslhaksim : [e-="T=1
Bl =l = | o - N T ! —_—
=L g | A LS = H i
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Flacaeihaao raether Ferrihc cartoxxyrmalthos e bhaetihaer

Filgure < | Effect of intravenrnous iromn (Terric caroboxyrmaltosae) in patients with heart
Tailure amnd iromn deTiciency in variious subgroups (ncludings those with amnd witihowt
an«armila). Apbhberviations: GFEFR,. glomerdlarr TiIeration rate; LW EFR |2Tt wentricular
Sjection Tractiorn . Parnmiission obtaimnaed Trom Massachusaetts Maedical Sociahy
Anker, S, D ar . Ferric carboxyrmaltose Imn patients with hheart Tallure andad rom
daeTficiaerncy. MW Engl. . e, 6 A, 2936 2295 (2Z20O0sa)y S5




European Heart Journal CLINICAL RESEARCH
EUROPFEAN dei:r10.1093/eurheartj/ehr504

ooooooooo

T he effect of intravenous ferric carboxymaltose
on health-related quality of life in patients

with chronic heart failure and iron deficiency:

a subanalysis of the FAIR-HF study

Josep Comin-Colet?:2* Mitja Lainscalk3 4, Kenneth Dickstein5-%,
Gerasimos S. Filippatos?, Patrick Johnson®, Thomas F. Liischer?, Claudio Mori?,

Ronnie W illenheimer12:11, Piotr Ponikowski1Z13, and Stefan D. Anker4-14
I . ——

FAIR-HF randomized 459 patients with reduced left ventricular ejection fraction and iron deficiency, with or without
anaemia, to FCM or placebo (2:1). Health-related quality of life was assessed at baseline and after 4, 12, and 24 weeks
of therapy using the generic EQ-5D questionnaire and disease-specific Kansas City Cardiomyopathy Questionnaire
(KCCQ). Baseline mean Visual Analogue Scale (VAS) score was 54.3 + 16.4 and KCCQ overall summary score was
52.4 + 18.8. Ferric carboxymaltose significantly improved VAS and KCCQ (mean differences from baseline in KCCQ
overall, clinical and total symptom scores, P < 0.001 vs. placebo) at all time points. At Week 24, significant improve-
ment vs. placebo was observed in four of the five EQ-5D dimensions: mobility (P = 0.004), self-care (P < 0.001),
pain/discomfort (P = 0.006), anxiety/depression (P = 0.012), and usual activity (P = 0.035). Ferric carboxymaltose
improved all KCCQ domain mean scores from Week 4 onward (P < 0.05), except for self-efficacy and social
limitation. Effects were present in both anaemic and non-anaemic patlents

HRQDL is |mpalred in iron- deﬂuent pa’uents Wlth CHF Intravenﬂus FCM 5|gn|f|cantly |mpmved HRQGL after 4
weeks, and throughout the remaining study period. The positive effects of FCM were independent of anaemia status.
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Review

Role of depression in heart failure — Choosing the right antidepressive treatment

Dimitris Tousoulis *, Alexis S. Antonopoulos, Charalambos Antoniades, Chrysa Saldari, Elli Stefanadi,
Gerasimos Siasos, Pavlos Stougianos, Aris Plastiras, Porfirios Korompelis, Christodoulos Stefanadis

Athens University Medical School, 1st Cardiology Departiment, Greece

Etiologic factors for the development of major depression in heart failure.

» Underlying biological mechanisms
Increased activity of the rennin-angiotensin-aldosterone axis
Increased activity of the hypothalamus-hypophysis axis
Alterations in autonomous nervous system activity
Low grade systemic inflammation
Increased serotonin levels
Increased catecholamine levels
* Psychosocial factors
Reduced ability for exercise and self-service
Poor psychological and social support




Journal of Cardiac Failure Vol. 14 No. 6 2008

Clinical Investigations

Selective Serotonin Reuptake Inhibitors Modify the Effect
of B-Blockers on Long-Term Survival of Patients With
End-Stage Heart Failure and Major Depression

DIMITRIS TOUSOQOULIS, MD., PhD,'! CHARALAMBOS ANTONIADES., MD.' APOSTOLOS DROLIAS, MD,'
ELLI STEFANADI. MD.' KYRIAKOYLA MARINOU. MD.' CARMEN VASILIADOU, MSc.'
COSTAS TSIOUFIS, MD,' KOSTAS TOUTOUZAS, MD.'! GEORGE LATSIOS, MD,'

AND CHRISTODOULOS STEFANADIS, MD, FACC, FESC!
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Comparison of Circulating Proinflammatory Cytokines
and Soluble Apoptosis Mediators in Patients With
Chronic Heart Failure With Versus Without Symptoms
of Depression

John T. Parissis, MD, Stamatis Adamopoulos, MD, Antonios Rigas, MD,
George Kostakis, mb, Dimitrios Karatzas, MD, Koula Venetsanou, ms,
Dimitrios Th. Kremastinos, MD
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Antidepressive treatment as a modulator of inflammatory process in
patients with heart failure: Effects on promflammatory cytokines and acute
phase protein levels

Dimitris Tousoulis ¥, Apostolos Drolias, Charalambos Antoniades, Carmen Vasiliadou,
Kyriakoula Marinou, George Latsios, Elli Stefanadi, Panagiota Gounari, Gerasimos Siasos,
Nikos Papageorgiou, Athanasios Trikas, Christodoulos Stefanadis
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Shock-only ICD Therapy - Mortality Benefits

The decision to implant an ICD in any given
patient must be individualized as some patients
may not benefit from an ICD

An ICD should be considered in patients with
IHD with or without mild to mod. HF symptoms
and LVEF =30%, measured >1 month post-Ml
and >3 months post-coronary revascularization
(Class |, Level A)

An ICD may be considered in patients with non-
ischemic cardiomyopathy present for at least 9
months, NYHA functional class Il-Ill HF, and
LVEF =30% (Class lla, Level B)
or LVEF 31-35% (Class llb, Level C)

79 Arnold JMO, Liu P et al. Can J Cardiof 2006;22(1):23-45.

Tang AS et al. Can J Cardiol 2005;21(Suppl A):11A-8A.

L

SCD HeFT
Death from any cause

Hazard Ratio [77.5% CI] P Value

Amindarone vs. placebo 1.06 [0.8&-1.30] 1.53
IC0 therapy vs. placebo 077 0.62-0.94] 0.ooy
Placebo
Amiodarone ) - [244 deaths,
(24D dfatl:-—:_ A _/_/ S-yr event
S-yr event rate -~ :
g P rate, 0.3461]
0.3401 f
LT ICO therapy
- / : By
Ve (182 deaths,
-7 B-yr event
rate, 0.28%]

Bardy GH et al. N Engl J Med 2005.352:225-37.

Leadership. Knowledge. Community.



Cardiac Resynchronization Therapy

«  Patients with symptomatic (NYHA llI-1V) HF despite optimal medical therapy,
and who are in normal sinus rhythm with QRS duration 2120 msec and LVEF
=35%, should be considered for CRT-ICD (Class |, Level A)
COMPANION — Time to Primary Endpoint ) CARE-HF — Percentage Free

100 - 180, of Primary Endpaint
\ A
;I. O e = N 20 "
' 1120 50 340 &30 I8 A 1 150
COMPANION — Death from/or Hospitalization for HF CARE-HF — Unplanned Hospitalization
100 . Due to Worsening HF
RN Pacemaker-defibrillater

- S— 212 evenis, g 0001

Madical Tharap)

apy alena  Medical Tharapy +

Cardiac Resync
Cleland JGF et al. N Eng! J Med 2005,252:1520-40,

80 Armold JMO, Liu P et al. Can J Cardiol 2006:22(1):23-45. Leadership. Knowledge. Community.
Tang AS et al. Gan J Cardiol 2005;21(Suppl A):11A-8A.

Bristow MR et al. N Engl J AMed 2004;350:2140-50.




Inclusion Criteria for the REMATCH
rial

Extornal
battery pack
and controls

Inclusion Criteria

Imitial inclusion criteria
Chromc end-stage heart failure
Ejection fraction = 25%
MYHA class IV for 90 davs
Peak exercise oxvgen consumption study
emepor e o, < 12mL ke~ - min™!
v Broadened criteria

Heartmate

NYHA class [V symptoms for 60 days
— Peak exercise oxygen consumption study
12mL - kg~ min™?!
MYHA class I or IV for 28 davs with intra-acrtic balloon
pump or inotrope dependence (not weanable)

Survival (%)

1 Medical therapy

e ON Ok oo O®

© & 12 18 21 30 MYHA = New York Heart Association; EEMATCH = Randomized
— Evaluation of Mechanical Assist in the Treatment of Congestine Heart
Failurs.

Rose, et al. NEJM 2001; 345:1435

Ann Thorac Surg 2003;75:S29 -35
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