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Akutni srdecni selhani - definice

Akutni srdecni selhani je:

e nahle vzniklé znamky a priznaky
srdecniho selhani

e prokazana dysfunkce levé komory
(systolicka a/nebo diastolicka)

e vyzaduje okamzitou lécbu




Patient with suspected AHF

CirCUhltUr:r’ support @ European Heart Journal (2016) 37, 2129-2200 ESC GUIDELINES
+ pharmacological doi10.109 Veurheartjlehw 128
* mechanical

No 2016 ESC Guidelines for the diagnosis and
treatment of acute and chronic heart failure

|. Cardiogenic shock !

1. Respiratory failure ! - Ventilatory support

* Oxygen

* non-invasive positive
pressure ventilation
{CPAE BiPAP)

* mechanical ventilation

The Task Force for the diagnosis and treatment of acute and chronic
heart failure of the European Society of Cardiology (ESC)
Mo

Immediate stabilization
and transfer to ICU/CCU

CHAMPS

aetiology:

acute Coronary syndrome
Hypertension emergency
Arrhythmia

st Mecharclcuse Identifikace etiologie

Pulmenary embalism

=~

|mmediate initiation
of specific treatment

Follow detailed recommendations
in the specific ESC Guidelines

¥

Diagnostic work-up to confirm AHF
Clinical evaluation to select optimal management




Perfuze tkani

Normalni

\ 4

Snizena

T&zka
hypoperfuze

|

smrt

Bez 1éCby

Diuretika

Vasodilatancia

Tekutiny

Inotropika

Diuretika
Vasodilatancia
Inotropika

Levosimendan

5 10

Hypovolemie

15 4420 25 30
PCWP-tlak v zaklinéni (mmHg)

ANRISIE]

35

» Plicni kongesce

n
»

40

edém



Akutni srdecni selhani - lecba
Diuretika individualni davkovani

Vasodilatancia - NTG, ISDNT, Nitropruside
- BNP (nesiritid) — neni registrovan

Vasopresory - Noradrenalin,adrenalin,dopamin
a inotropika Dobutamin

Levosimendan

inhibitory PDE(enowimon, milrinon)




Akutni srdecni selhani-lécba

ACE inhibitory, Beta blokatory

pri akutnim selhani nenasazujeme do stabilizace IC

zavedena lécba - v pripadé zhorsujiciho se chronického HFrEF
je nutno — v nepritomnosti hemodynamické nestability nebo
kontraindikaci — vynalozit maximalni Usili k dalSimu podavani
chorobu modifikujicich Iékl na zakladé dikazd. IC

Digitalis

Pro akutni Upravu komorove frekvence pri FiSi IIa C




NOVA LECBA
Natriuretické peptidy (ularitid)
S EV
Blokada receptoru pro adenosin
Blokada recdeptorti pro vasopresin

Pozitivné€ motropni latky
(Istaroxim,omecamtiv mecarbil)

Geneticke prenosy (SERCA, 2-
receptory aj.)
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ASCEND HF

Co-Primary outcome: 30-day all-cause HSCE]‘:EHF
mortality or HF rehospitalization B A R

P=0.31 Hazard Ratio 0.93 (95% CI: 0.8,1.08)

12

54 T T I R
Placebo

B Nesiritide

Standard Slide Gr

30-day Death/HF 30-day Death HF Rehospitalization
Rehospitalization




TRUE-AHEF: Cardiovascular Mortality

Placebo
225 deaths

Ularitide
236 deaths

HR =1.03
(96% C1:0.85-1.25)
P=0.75

Proportion Free From
Cardiovascular Death

+ Censored

12 18 24 36

Months After Randomization

Mumber at risk

MNariticle 1088 Q88 942 788 G639 048 456 Jo6 234

106
Placebo 10645 Q87 934 Ta6 G685 547 444 338 219 104




TRUE-AHF: Clinical Composite

60 —

P=0.82

% Patients

i

Improved Unchanged Worse




TRUE-AHF: Secondary Endpoints

Placebo Ularitide P
(n=1069) (n=1088) Value
Length of stay (hr) in intensive 69.8 68.0 024
care during first 120 hours, (50.3, 94.3) (49.3, 93.6) '
Length of stay (hr) in the 148.2 160.8 0.16
hospital during first 30 days, (94.0, 216.8) (96.0, 228.9) '
Episodes of in-hospital
worsening HF during first 120 hr e UL LR
Proportion with in-hospital o o
worsening HF during first 120 hr 94 (8.8%) 90 (8.3%) 0.70

Rehospitalization for HF within
30 days of hospital discharge

Duration (hours) of |V therapy

for HF during index admission,

All-cause mortality or CV
hospitalization at 6 months

74 (7.0%)

68.9
(44.6, 115.5)

308 (37.2%)

75 (7.1%)

70.5
(42.7, 115.4)

443 (40.7%)




Nove leky

Adenosine A1 receptor antagonists — PROTECT trial

0.4

N Hazard Ratio (95% CI) = 0.98 (0.83, 1.17)
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Metra et al.,ESC 200




Proportion Alive

Vasopressin antagonists - EVEREST Trial

All-Cause Mortality Death or HF Hospitalization
25.9% vs 26.3% 42% vs 40.2%
—— TLV 30 mg
1.0, HR 0.98; 95%Cl (.87-1.11) E 10, = PLACEBO
0.9 z
od = 11} 0_9.
L g 0.8 HR 1.04; 95%Cl ( 95-1.14)
07 s 07
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061  Median follow-up: 9.9 mos % 0.6

L3 % 0.5
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0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Months In Study Months In Study
Secondary end points Tolvaptan  Placebo P
(n=2072) (n=2061)
CV death or hospitalization 48.5% 46.4% 0.52
CV mortality 20.3% 19.8% 0.67
Worsening of HF (death, hospitalization
or unscheduled visits 36.5% 35.8% 0.62

Konstam: JAMA 2007:297:1319-31




Tehotenstvi & Srdce

Parameter Pregnancy

Cardiac Output (L/min) 20% Increase

Systemic Vascular Resistance 30% Decrease
(dyn.s.cm?)

Global Arterial Compliance 30% Increase
(mL/mm Hg)

Renal Blood Flow 50-85% Increase
(mL/min/1.73m?)

Creatinine Clearance 40-65% Increase

(mL/min/1.73m?)

- Relaxin zpusobuije tyto zmeny, stejné jako anti-ischemickée, anti-
inflammatorni a anti-fibrotické ucinky.

- Relaxin je zvySeny béhem 9 meésicu téhotenstvi a zprostredkuje
fvziologické hemodynamické zmény spojené s vyvojem plodu

« Farmakologické vyuZiti serelaxinu muze zpusobovat tento pFiznivy efekt u
akutniho srdecCniho selhani

Baylis, C. Am J Kid Dis 1999: Schrier, RW, et al. Am J Kid Dis 1987; Jeyebalan, A, et al. Adv Exp Med Biol 2007;
Teichman SL et al. Curr Heart Fail Rep 2010;7:75-82.
Helal |, et al. Nature Reviews 2012:293-300.
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ST Endpoint: Odstraneni dusnosti

~(VAS AUC)

Placebo
Serelaxin

19.4% zvySeni AUC se serelaxinem
Srovnani od pocatku do 5 dne

AUC with placebo, 2308 += 3082
AUC with serelaxin, 2756 &= 2588
p=0.0075

Change from baseline (mm)




N RELAX-AHF

Znamky a symptomy mestnani

Znamky a symptomy meéstnani Den 2

Dyspnoa Orthopnea Edém Chrlpky Naplri jug.zil
p=0.02 p=0.002 p=0.01 p=0.008 p=0.06
100
None
& None None None <6.cm
N Mild
» 60
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< 1 pillow
L 40
Moderate
20 2 pillows <1/3] 6-10 cm
Severe >30 l/%gllg >10 cm
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p value by 2-sided Wilcoxon rank sum test of change from baseline




PO==SSSSSly KV mortalita do 180 dne

K-M estimate for CV Death ITT (%)

14
Number of
12 Events, n
HR 0.63 (0.41, 0.96); p=0.028 (%)*
10 Placebo (N=580)
— 55 (9.5%)
NNT = 29
8
6 35 (6.0%)
Serelaxin (N=584)
4
2
Q 1 1 1 1 1 1 1
0O 14 30 60 90 120 150 180 Days
580 567 559 547 535 523 514 444 Placebo

581 573 563 555 546 542 536 463 Sencisxin




RELAX —AHF- 2

Primary endpoint:
CV mortality through Day 180

Serelaxin: 285/3274 (8.7%)

Placebo: 290/3271 (8.9%)

Hazard ratio (95% Cl): 0.98 (0.83, 1.15)
p-value (log-rank): 0.3857
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Teerlink JR et al.: EJHF 2017




Inotropika: omecamtiv
mecarbil

Cardiac-specific myosin activators increase
myofibril ATPase activity to enhance contractility

« Omecamtiv
mecarbil

« CK-0689705

« CK-1122534

+ CK-1213296

Strongly Bound State

Pirelease (Step 3-4) —
ADP release (Step 5-

Tamargo et al. 2009




The effects of the cardiac myosin activator,
omecamtiv mecarbil, on cardiac function in
systolic heart failure:

Interpretation Omecamtiv mecarbil improved cardiac function in
patients with heart failure caused by left ventricular dysfunction anad
could be the first in class of a new therapeutic agent.(Lancet 2011;

378: 676-83)



fl. Primary Efficacy Endpoint:

ATOMIC-AHF .
Dyspnoea Response (Likert Scale)
Pooled Placebo
55 - Overall p-value = 0.33 51%
% 50 47%
% - 45 41% 42%
2 5 40
S e 35-
3 2 30 -
x 9
8 QO: 25
2 20 A
Q 15 -
a 10 -
5 -
O 1
Pooled
Placebo Cohort 1 Cohort 2 Cohort 3
SR LELS 1.03 1.15 1.23
Ratio*
95% Cl (0.79, 1.35) (0.90, 1.47) (0.97, 1.55)

*Ratio of response rate to Pooled Placebo
p-value of a CMH test among all 3 Placebo arms = 0.32

B D



ASS - nefarmakologicka lécba
ultrafiltrace

Ultrafiltrace maze byt zvdZena u
pacient( s refrakterni kongesci, ktefi
neodpovidaji na diuretickou terapii

Ultrafiltrace miZe byt zvdZzena u
pacientU s refrakternim objemovym
pretizenim a akutnim postizenim
ledvin

Laboratorni kritéria: K> 6,5 mmol/l, pH< 7,2, u >25 mmol/I, kr> 300 umol/I







* Intraperikardialné

* Inflow kanyla do hrotu LK — integrovana v pumpé

« outflow — impregnovana proteza 10 mm s
chranickou

« perkutanni linka

* kontroler + 2 baterie (4-6h provozu)

HW - HVAD CKTCH Brno

The Cardiovascular Lenox Hill Heart and Vascular
Research Foundation Institute of New York
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