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(Role of SIMDAX in ESC & TSOC Guideline)
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Oxygen/parenteral loop diuretics + vasodilator
Clinical evaluation
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Figure 2. Algorithm for the treatment of acute heart failure.
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Inotropic Agents Currently Available
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:: Inotropic agents currently available

Class of Recommendation :
Drug Mechanism 2008 ESC | 2012 Esc | Mortality Effect

Dobutamine Predominant f3;-AR agonist with 3-AR lla-B lla-C Worsen
and o-AR agonist properties
Dopamine DA1-DA2, 3,-AR, 2-AR, agonist lb-C llb-C
Milrinone/enoximone PDE3-Is lIb-B ? Worsen
Levosimendan (not available in the US) Myofilament Ca”" sensitizer I1a-B l1b-C Neutral
ATP-sensitive K' channel activator
PDE-I

Abbreviations: DA, dopaminergic; ESC, European Society of Cardiology.

Drug class Problems

Catecholamines cAMP4, Ca** 9

(e.g. dobutamine) Arrhythmias 1, ischaemia 1

Development of Teleranece
Beta-blockade attenuates haemodynamic effects
Possible detrimental effect on mortality
PDE Il Inhibitors cAMP4, Ca** 9
(e.g. milrinone) Arrhythmias }
Hypotension 1
Sudden deaths 1, mortality 1
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Bishfiofievidénce/opinion is favour of usefhlness/efﬂ&cy E

fulness/efficacy is less well established by evidence/epinion
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Reduced In-Hospitality Mortality

~
V) | levosimendan resulted in a significant reduction in the

risk of in-hospital mortality

60 -
Epinephrine
50
s Norepinephrine Effect of the main intravenous (i.v.)
£ 401 drugs administered during first 48 h in
E acute heart failure (AHF) patients on
g ° Dopamine in-hospital mortality in the ALARM-HF
v _.—l—‘—'— -
£ o —_— Dobutamine study, presented by Dr E Knobel at
- Diuretics
| ’ Whole cohort ESICM 2003
10 ' Levosimendan .
Vasodilators hazard ratIO=0.25,
3 I 95% Cl: 0.07-0.85
0 5 10 15 20 25 30

Days
Table 5 Outcome analysis for in-hospital mortality by use of IV inotropes and/or vasopressors during the first 48 h

Outcome analysis  Any inotrope/ Individual effect of inotropic and/or vasopressor agents
VASOPressor

Dopamine Dobutamine Epinephrine Norepinephrine | Levosimendan

Analysis on the whole cohort
Unadjusted 5.34 (4.41-6.46) 248 (2.03-3.02) 2.78 (2.33-3.32) 4.16 (3.19-5.41) 2.88 (2.23-3.72) § 0.71 (0.46-1.09)
2.61) 2 1.74 (1.31-2.2

Adjusted® 3.01 (2.39-3.78) 1.62 (1.30-2.02) 2.15 (1.76— .73 (2.04-3.65) 1-2.29) § 0.79 (0.50-1.24)
4 °
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Questions in HTA Report
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Finance Analysis
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Save 19,166 ~ Save 33,600 ~
(=2.3days x 8,333) (=0.42= x 80,000) Save

E;“”’“’ Ej”’“’ - 52,766 / year

Shorter 2.3 days Less 0.42 times

(2013 HTA Report, p16) Follath et al. Lancet 2902,’360.’196-202
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Days alive and out of Hospital

Hospital Stay (days)

AHF % = ke #£% i F H=80,000~ > T35 2% #=9.6% (8333.33~/day)

(2013 HTA Report, p28)

SYNMOSA

2015/4/23 oay it ‘;.v_‘.f : ) 219,200 Improving the quality of human life



Finance Analysis
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Levosimendan

Inodilator with a Triple Mechanism of Action
B&SET Srion
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Cardioprotective inodilator:

FIRST IN CLASS

Rapid and Sustained Benefits for the Failing Heart

CaZ*sensitizer
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(r) [evosimendan (and its active metabolites)

| CARDIOPROTECTION
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Mitochondrial KATP channel
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782 #( Mitochondria) £ $$ATP
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Anti-stuning
Pre-conditioning
” Post-conditioning SYNMOSA

2015/4/23 Improving the quality of human life




>IMDAX

levosimendan
)

Thank You Fer Your Attention

SYNMOSA
mproving the quality of human life



