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Obsah sdéleni

Lécba srdec¢niho selhani

1 Farmakoterapie HFrEF
1 Léky modifikujici prubéh onemocnéni
1 Farmakoterapie HFpEF a HFmrEF

2016 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
European Heart Journal doi:10.1093/eurheartj/ehw128



Léeky modifikujici prubéh onemocnéni
u HFrEF

Lekova NYHA | NYHA II NYHA I NYHA IV
skupina

BB
ARB

MRA

ARNI
(sakubitril/
valsartan)

lvabradin




Algoritmus lecby HFrEF




Davkovani betablokatoru (BB)

Betablokator carvedilol metoprolol bisoprolol nebivolol
sukcinat

Uvodni davka 2 x 3,125 1x 12,5-25 1x 1,25
(mg)

Cilova davka 2 X 25 1x 200 1x 10
(mg) *

* 2 x 50 pfi hmotnosti > 85 kg



Davkovani inhibitoru enzymu konvertujicino
angiotenzin (ACEl)

Uvodni davka Poéet Cilova davka Poéet
(mQ) davek/den (mQ) davek/den

captopril
enalapril

lisinopril

ramipril

trandolapril



Davkovani blokatoru AT1 receptoru
pro angiotenzin Il (ARB)
a antagonistu aldosteronu (MRA)

losartan

valsartan

candesartan

spironolakton

eplerenon

[ Uvodni davka |

(mg)

Pocet
davek/den

Cilova davka

(mg)

Pocet
davek/den




Davkovani diuretik
u srdecniho selhani

diuretikum Uvodni davka (mg) Obv.denni davka (mgq)
Klickova diuretika

furosemid 40-240 (250)
Thiazidova diuretika

hydrochlorothiazid 25 12,5-100
indapamid 2,5 2,5-5

Kalium Setfici diuretika Beézna a pfi (-(-ACEI/ARB) Bézna a pri (-ACEI/ARB)

spironolakton/eplerenon 12,5-25 (50) 50 100-200
amilorid 2,5 (5) 5-10 10-20




Algoritmus lecby HFrEF




Symptomatologie NYHA II-lll a TF = 70/min,
pri max. davce BB + optim. terapie




Efekt ivabradinu u HFrEF

KV mortalita/hospitalizace pro srdecni selhani

40 9 vabradin n =793 (14,5 % za rok)
placebo n =937 (17,7 % za rok)

HR =0,82
p<0,0001
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Swedberg K, et al. Lancet 2010; 376:875-885.
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Presentation Notes
Primární složený cíl (KV mortalita nebo hospitalizace pro srdeční selhání) byl snížen o 18 % ve skupině pacientů, kterým byl přidán ivabradin ke standardní léčbě. Pro info – 90 % pacientů užívalo BB, 93 % užívalo ACEI či sartan, 83 % pacientů mělo diuretika, 60 % spironolakton, 22 % digoxin a 4 % dokonce přístrojovou terapii.





Sakubitril/valsartan

dualni inhibice
v terapii srdecniho selhani



Algoritmus lecby HFrEF




Dualni inhibice neutralni endopeptidazy
a blokada AT, receptoru angiotenzinu |l

Natriuretické a jiné
vasoaktivni peptidy*
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Neaktivni fragmenty

Vasorelaxaci

¥ TK

¥ tonus sympatiku

+ Aldosteron

¥ Fibrézu

Vv Hypertrofii

t Natriurézu/diurézu

LCZ696

Sakubitril
(pro-lécivo)

v v
LBQ657
(inhibitor NEP) Valsartan

* BNP, ANP, CNP, Ang I, Ang
|, adrenomedullin,
aminopeptidaza P, bradykinin,
endothelin-1

Angiotensinogen
(jaterni sekrece)

M

Ang |

M

Ang Il

\/

~AT, Receptor

Vasokonstrikci

t TK

* Tonus sympatiku
t Aldosteron

t Fibrézu

t Hypertrofii

*Substrtaty neprilysinu uvedeny z diivodu relativni afinity k NEP, ANP, CNP, Ang I, Ang |, adrenomedulinu, substanci P, bradykininu, endothelinu-1 a BNP Levin et al. N Engl J Med 1998;339:321-8;

Nathisuwan & Talbert. Pharmacotherapy 2002;22:27-42;

Schrier & Abraham N Engl J Med 1999;341:577-85; Langenickel & Dole. Drug Discov Today: Ther Strateg 2012;9:e131-9;

Feng et al. Tetrahedron Letters 2012;53:275-6
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Presentation Notes
Abbreviations
Ang=angiotensin; ANP=atrial natriuretic peptide; AT1=angiotensin II type 1; BNP=B-type natriuretic peptide; CNP=C-type natriuretic peptide; NEP=neprilysin; RAAS=renin angiotensin aldosterone system 

Following oral administration LCZ696 dissociates into the prodrug sacubitril (AHU377), which is further metabolized to LBQ657, and valsartan
LCZ696 is a first-in-class angiotensin receptor neprilysin inhibitor. LCZ696 dissociates into the neprilysin inhibitor prodrug sacubitril (AHU377), which is subsequently converted to an active form (LBQ657) that inhibits neprilysin – the enzyme that degrades the  biologically active natriuretic peptides – and the AT1 receptor blocker valsartan.  Of note, the biologically inert NT-proBNP  is not a substrate for LBQ657, and as such still represents a measure of cardiac wall stress even in the setting of neprilysin inhibition. 

Neprilysin also contributes to the breakdown of angiotensin, which provides the rationale for simultaneous inhibition of neprilysin and  blockade of the renin-angiotensin-aldosterone system (RAAS). 

LCZ696 thus simultaneously inhibits the RAAS and augments the natriuretic peptide system, providing the potential for complementary benefits in heart failure.

References
Levin et al. N Engl J Med 1998;339:321–8
Nathisuwan & Talbert. Pharmacotherapy 2002;22:27–42
Schrier & Abraham N Engl J Med 2009;341:577–85
Langenickel & Dole. Drug Discov Today: Ther Strateg 2012;9:e131–9
Feng et al. Tetrahedron Letters 2012;53:275–6



PARADIGM-HF: Plan klinického hodnoceni

Randomizace
n=8442

Dvojité zaslepené Ié€ebné obdobi

JednodusSe zaslepené vstupni obdobi
(run-in obdobi)

N

s Sakubitril/valsartan 97/103 mg 2x denné*

Enalapril Sakubitril/valsartan g Sakubitril/valsartan
10 mg 2xd* 49/51 mg 2xd" M97/103 mg 2xd*48

Enalapril 10 mg 2x denné$

A 4

A 4
A
A 4
A

n <
> <

A

} , , . Median 27 mésicu nasledného
2 tydny 1-2 tydny 2-4 tydny sledovani

+ standardni terapie srde¢niho selhani se snizenou EF

(kromé& ACEI a ARB)

*Enalapril 5 mg 2xd (10 mg celkova DD) po dobu 1-2 tydny, nasledovany enalaprilem 10 mg 2xd (20 mg celkova DD) jako volitelnd zahajovaci davka
run-in obdobi pro ty pacienty, ktefi jsou Ié¢eni ARB nebo nizkou davkou ACEI; 1200 mg celkova DD; ¥400 mg celkova DD; 820 mg celkova DD.
McMurray et al. Eur J Heart Fail. 2013;15:1062—-73; McMurray et al. Eur J Heart Fail. 2014;16:817-25;

McMurray, et al. N Engl J Med 2014; ePub ahead of print: DOI: 10.1056/NEJM0a1409077.
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Presentation Notes
PARADIGM-HF: study design
The effect of LCZ696 on heart failure (HF) outcomes was assessed in the ‘Prospective comparison of ARNI with ACEI to Determine Impact on Global Mortality and Morbidity in Heart Failure’ (PARADIGM-HF) study in patients with chronic HF (New York Heart Association [NYHA] II–IV) with reduced ejection fraction (HFrEF) (left ventricular ejection fraction [LVEF] ≤40%, lowered to ≤35% in a protocol amendment) and elevated N-terminal pro-B-type natriuretic peptide (NT-proBNP) or B-type natriuretic peptide (BNP) levels. Patients  entered a single-blind run-in period where they received enalapril 10 mg twice daily (BID) for 2 weeks or, for those patients currently treated with angiotensin receptor blockers (ARBs) or lower doses of angiotensin-converting enzyme inhibitor (ACEIs), received enalapril 5 mg BID for 1–2 weeks followed by enalapril 10 mg BID. After receiving enalapril 10 mg for 2 weeks, patients received LCZ696 100 mg BID, which was up-titrated after 1–2 weeks to LCZ696 200 mg BID for 2–4 weeks. Patients who tolerated both enalapril 10 mg BID and LCZ696 200 mg BID for at least 2 weeks were then randomized to double-blind treatment with either LCZ696 200 mg BID or enalapril 10 mg BID in addition to optimal therapy for chronic HF. 

The primary outcome was CV death or HF hospitalization and was event driven (2,410 patients with primary events).

The study was event-driven and was initially planned to complete when 2,410 patients achieved the primary composite endpoint of cardiovascular (CV) death or hospitalization for HF (expected to be approximately 34 months). 

Abbreviations
ACEI=angiotensin-converting enzyme inhibitor; ARB=angiotensin receptor blocker; ARNI=angiotensin receptor neprilysin inhibitor; BID=twice daily; BNP=B-type natriuretic peptide; CV=cardiovascular; HF=heart failure; HFrEF=heart failure with reduced ejection fraction; LVEF=left ventricular ejection fraction; NYHA=New York Heart Association;  NT-proBNP=N-terminal pro-B-type natriuretic peptide; PARADIGM-HF=Prospective comparison of ARNI with ACEI to Determine Impact on Global Mortality and Morbidity in Heart Failure; TDD=total daily dose
References
McMurray et al. Eur J Heart Fail. 2013;15:106273. 
McMurray et al. Eur J Heart Fail. 2014;16:81725. 
McMurray, et al. N Engl J Med 2014; ePub ahead of print: DOI: 10.1056/NEJMoa1409077


Hlavni kombinovany vysledek studie PARADIGM-HF

KV umrti nebo prvni hospitalizace pro SS
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Pocet pacientl v riziku
LCZ696 4187 3922 3663 3018 2257 1544 896 249
Enalaprii 4212 3883 3579 2922 2123 1488 853 236

McMurray JJV, Packer M, Desai AS, et al. Angiotensin—neprilysin inhibition versus enalapril in heart failure. N
Engl J Med. 2014;371(11):993-1004



Umrti z jakékoli pFiciny
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Bez rizika
Entresto 4187 4056 3891 3282 2478 1716 1005 280
Enalaprii 4212 4051 3860 3231 2410 1726 994 279

McMurray JJV, Packer M, Desai AS, et al. Angiotensin—neprilysin inhibition versus enalapril in heart failure.
N Engl J Med. 2014;371(11):993-1004
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CI=confidence intervals

Reference
McMurray, et al. N Engl J Med 2014; ePub ahead of print: DOI: 10.1056/NEJMoa1409077.



Primary End Point Death from Cardiovascular Causes
Hazard Ratio P value for Hazard ratio P value for

Subgroup LCZ696  Enalapril (95% CI) interaction (95% CI) interaction
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Komu je sakubitril/valsartan urcen?



Cilova skupina pacientu pro
sakubitril/valsartan

1 Stabilni srdecCni selhani

1 Symptomy NYHA Il a lll navzdory optimalni terapii
(BB, ACEI/ARB, MRA)

1 EF LK <35 %
1 Toleruje ACEI/ARB



Davkovani ARNI (sakubitril-valsartan)
podle TK, funkce ledvin a stupné jaterniho poskozeni

Systolicky TK (sTK) Zahajovaci davka Cilova davka

=110 mmHg 2 x49/51 mg * 2x97/103 mg
100-110 2 X 24/26 mg * 2 x 49/51-97/103 mg **
<100 Nedoporuceno

eGFR Zahajovaci davka Cilova davka
>60 2x49/51 mg * 2x97/103 mg
30-60 2 X 24/26 mg * 2 x 49/51-97/103 mg **
<30 2 X 24/26 mg * 2 x 49/51-97/103 mg **

Konecné stadium CKD Nedoporuceno

Child-Pugh skore Zahajovaci davka Cilova davka

A 2x49/51 mg * 2x97/103 mg
B nebo ALT/AST > 2 x UNL 2 X 24/26 mg * 2 x 49/51-97/103 mg **

C Nedoporuceno

* titrace davky zdvojnasobenim po 2-4 tydnech

** cilova davka dle urovné TK, pfi poklesu TK v pribéhu Iécby se davka snizuje SPC ENTRESTO™, datum posledni

revize textu 16.06.2016.



Lecba HFpEF a HFmrEF

1 Zadna lééba prokazatelné nesnizuje morbiditu a
mortalitu

1 Zakladni principy lecby:

- Diuretika k odstranéni otoku a dusnosti
- Adekvatni leCba hypertenze a ischemie
- Kontrola rytmu nebo TF u fibrilace sini

Studie: CHARM — Preserved - candesartan,

PEP-CHF perindopril, I-Preserve irbesartan
TOPCAT spironolakton

2016 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
European Heart Journal doi:10.1093/eurheartj/ehw128



Farmakoterapie HFpEF a HFmrEF

Efekt IéCby
Symptomy

Hospitalizace

Lékova skupina

Diuretika

BB, MRA

ARB kandesartan
ACEI

Nebivolol, digoxin,
spironolakton,
kandesartan

Nebivovol

u starsSich
pacient

ACEIl, ARB, MRA

Uéinnost lééby
ZlepSeni

Chybi evidence
ZlepSeni NYHA
Ruzné vysledky
Snizeni rizika,
(pouze sinus)
dukazy chybi u fis

Snizeni rizika
amrti a

hospitalizace
Chybi dukazy

2016 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
European Heart Journal doi:10.1093/eurheartj/ehw128

Studie

CHARM
PEP-CHF

SENIORS
TOPCAT

SENIORS




Dekuji vam za pozornost
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