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Klasifikace srdecniho selhani
T [T =2 =

Kritéria Priznaky a Priznaky a
obj. znamky obj. znamky

EF <40 % 40-49 %

1.Zvysena
koncentrace
NP

2. Strukturalni

posSkozeni
A, HLK nebo
zvétSeni LS
B, diastolicka
dysfunkce

Priznaky mohou chybét v Casnéem

stadiu nebo po diuretické terapii Ponikowski et al. 2016 ESC HFGuidelines
European Heart Journal

Priznaky a
obj. znamky

> 50 %

1.Zvysena
koncentrace
NP

2. Strukturalni
posSkozeni

A, HLP nebo
zvétSeni LS
B, diastolicka
dysfunkce




Farmakoterapie HFrEF

Lékova NYHA | NYHA I NYHA Il NYHA IV
skupina

BB Ano Ano Ano Ano
ACEI/ARB Ano Ano Ano Ano
MRA ANno ANno ANoO
Diuretika ANo ANo ANno
Digoxin Pri fis Ano Ano

lvabradin ANno ANno

ARNI (LCZ) Ano Ano

Ponikowski et al. 2016 ESC HFGuidelines
European Heart Journal




Algorltmus Iecby HFrEF




Klasifikace diuretik

Nazev skupiny

Klickova diuretika

Thiazidova a thiaziddm
podobna diuretika

Kalium Seftfici diuretika

furosemid, torasemid,
bumetamid a kyselina
etakrynova

hydrochlorthiazid,
chlorthalidon, metolazon,
iIndapamid

MRA — spironolakton,
eplerenon

Amilorid, triamteren

inhibuji kotransport
sodiku a drasliku ve
vzestupné Casti Henleho
klicky

blokuji absorpci sodiku a
vody na urovni distalniho
tubulu

- blokuji receptor pro
aldosteron na urovni
sbérného kanalku v kare
-ovliviuje amiloridovy
sodikovy kanal

-snizuje aktivitu
Na+K+ATPazy




Mechanizmus ucinku diuretik

Thiazidy a pfibuzna diuretika

Osmoticka diuretika
Inhibitory karboanhydrazy . Epitelovy Na

kanal

Na* @
K* ¢
2¢ 9

Klickova diuretika




Leky modifikujici prubéh onemocnéni
u HFrEF ESC 2016

Lékova NYHA | NYHA I NYHA I NYHA IV
skupina

BB
ARB

MRA

ARNI
(sakubitril/
valsartan)

lvabradin

Ponikowski et al. 2016 ESC HFGuidelines
European Heart Journal



Charakteristika pacientu

ve studiil RALES, NYHA 1lI-1V, n = 1663

TABLE 1. BASE-LINE CHARACTERISTICS OF THE PATIE

PLaceeo GROUP SPIRONOLACTONE
CHARACTERISTIC Grour (N=822)

Age — vr 5+ 65+12
White race — %
Sex — no. (%)
Male
Female
Blood pressure — mm Hg
Systolic
Diastolic
Heart rate — beats/min
New York Heart Association class
— no.
11
111
v
Left ventricular cjection fraction —
Causc of heart failure — no.
Ischemic
Nonischemic
Medications — %
Loop diurctics
ACE inhibitors
Digiralis
Aspirin
Potassium supplements
Bera-blockers
Mecan dosc of ACE inhibitors
— mg /day
Captopril
Enalapril
Lisinopril

*Plus—minus values arec means =SD. ACE denotes angiotensin-convert-
ing enzyme.

1The cjection fraction could be measured by contrast ventriculography,
gated radionuclide ventriculography, or echocardiography.

1The cause of heart failure was determined on the basis of a patient’s
history, angiographic cvidence, or both. Data on the cause of heart failure
were not available for two patients in the placebo group.

Pitt B, et al.
New Engl J Med 1999



Vysledek studie RALES,
n=1663

Spironolactone
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o

Placebo

0 3 6 9 12 15 18 21 24 27 30 33 36
Months
No a1 Risk

Placebo 841 775 723 678 628 592 565 483 379 280 179 Pitt B, et al.
Spironolactone 822 766 739 698 669 639 608 526 419 316 193 . New Engl J Med 1999




Studie EMPHASIS-HF,

n=2/37, NYHA Il, EF < 30%, K<5.0

Eplerenone placebo HR P
% | (cil 50 mQ)

Primarni 18.3 25.9 0.63 < 0.001
vysledek
Celkova 12.5 15.5 0.76 0.008
mortalita
KV mortalita | 10.8 13.5 0.76 0.01
Hospit. pro | 12.0 18.4 0.58 < 0.0001
SS

Zannad F, et al.NEJM 2011,364:11-21




Hazard ratio, 0.63 (95% Cl, 0.54-0.74)
P<0.001

tion for Heart Failure or Death

from Cardiovascular Causes (%)

Eplerenone

Death from Any Cause (%)

Hospit:

1 2
Years since Randomization

No. at Risk No. at Risk
Placebo 848 512 Placebo
Eplerenone 925 562 Eplerenone

Hazard ratio, 0.77 (95% Cl, 0.67-0.88)
P<0.001

Placebo

Eplerenone

Hospitalization for Any Reason (%)
Hospitalization for Heart Failure (%)

1 2
Years since Randomization

No. at Risk No. at Risk
Placebo 742 403 Placebo
Eplerenone 795 451 Eplerenone

Vysledky studie EMPHASIS-HF eplerenon vs. placebo

Hazard ratio, 0.76 (95% Cl, 0.62-0.93)
P=0.008

Placebo

Eplerenone

1 2

Years since Randomization

947 587
972 625

Hazard ratio, 0.58 (95% Cl, 0.47-0.70)
P<0.001

Placebo
Eplerenone

1 2

Years since Randomization

848 512
925 562

Zannad F et al. N Engl J Med 2011;364:11-21



Davkovani antagonistu
mineralokortikoidnich receptoru
u srdecniho selhani dle SPC

Pocatecni Davek/den Cilova davka | Davek/den
davka mg mg

spironolakton

eplerenon

SPC Verospiron
SPC Eplerenon



Doporucenée davky diuretik
u srdecniho selhani ESC 2016

diuretikum Uvodni davka Obvykla denni davka
Klickova diuretika

furosemid 40-240 (250 mg)
Thiazidova diuretika

hydrochlorothiazid 25 12,5-100

indapamid 2,5 2,5-5

Kalium Setfici diu Bézna a pfi (-ACEI/ARB) Bézna a pfi (-ACEI/ARB)

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

Ponikowski et al. 2016 ESC HFGuidelines
European Heart Journal



Lecba HFpEF

1 Zadna lééba prokazatelné nesnizuje

morbiditu a mortalitu
1 Zakladni principy léCby:
- Diuretika k odstranéni otoku a dusnosti
- Adekvatni IéCba hypertenze a ischemie
- Kontrola rytmu nebo TF u fibrilace sini
Studie: CHARM — Preserved - candesartan,
PEP-CHF perindopril, I-Preserve irbesartan
OPCAT - spironolakton ..,...ceia z0mesc sroueines

European Heart Journal




Farmakoterapie HFpEF a HFmrEF

Efekt lééby Lékova skupina | Uéinnostlééby | Studie

Symptomy Diuretika Zlepseni
BB, MRA Chybi evidence
ARB kandesartan ZlepSeni NYHA CHARM
ACEI Ruzné vysledky PEP-CHF

Hospitalizace Nebivolol, digoxin, Snizeni rizika, SENIORS
spironolakton, (pouze sinus) TOPCAT

kandesartan dukazy chybi u fis

Nebivovol Snizeni rizika SENIORS
u starSich umrti a

pacientu hospitalizace
ACEIl, ARB, MRA Chybi dukazy

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



Vysledky
studie
TOPCAT

N = 3445
Snizeni rizika
hospitalizace pro
srdecCni selhani

Pitt B, TOPCAT Investigators
N Engl J Med 2014

Estimated Cumulative Proportion of Patients
Who Died from Cardiovascular Causes

No. at Risk
Spironolactone
Placebo

0000000000000 0000000N

Placebo

Spironolactone

(o] 12 24 36

Hazard ratio, 0.90 (9526 Cl, 0.73—-1.12)
P=0.35 by log-rank test

T
36

Months

956
934

Estimated Cumulative Proportion of Patients
Hospitalized for Heart Failure

No. at Risk
Spironolactone
Placebo

0000000000000 0000000N

Placebo

Spironolactone

T T T
o 12 24 36

Hazard ratio, 0.83 (9596 Cl, 0.69—-0.99)
P=0.04 by log-rank test

1722
1723

36
Months

869
837




Nova ,diuretika” na obzoru?



Inhibitory SGLT2 snizuji hyperglykemii
inhibici reabsorpce glukozy

Bakris et al. Kidney Int 2009;75;1272—7. 2. Shyangdan et al. BMJ Ope
2016;6:e009417. 3. Seufert. Diabetes Metab Syndr Obes 2015;8:543-54.



Hlavni vysledky studie EMPA-REG

A Primary Outcome

No. at Risk
Empagliflozin
Placebo

Patients with Event (%)

20+

Hazard ratio, 0.86 (95.02% Cl, 0.74-0.99)
P=0.04 for superiority

//

Qutcome

B Death from Cardiovascular Causes
Placebo

Placebo

Hazard ratio, 0.62 (95% Cl, 0.49-0.77)

E liflozi
P0.001 mpagliflozin

Empagliflozin

Patients with Event (%)

it

4687
2333

T
24

Month

4328
2112

3851
1875

T

30

2821
1380

T T

24 30
Month

No. at Risk
Empagliflozin
Placebo

4687
2333

4608
2280

4128
2012

3079 1722
1503 825

1534 370
741 166

4651
2303

4556
2243

C Death from Any Cause

No. at Risk
Empagliflozin
Placebo

Patients with Event (%)

154

Hazard ratio, 0.68 (95% Cl, 0.57-0.82)

P<0.001

D Hospitalization for Heart Failure

Placebo
Placebo

Hazard ratio, 0.65 (95% Cl, 0.50-0.85)

Empagliflozin P=0.002

H—”f Empagliflozin

Patients with Event (%)

4687
2333

4651
2303

24
Month

4556
2243

4128
2012

3079
1503

T
24

Month

No. at Risk
Empagliflozin
Placebo

4687
2333

3988
1932

2950
1424

2487 1634
1202 775

1722 414
825 177

4427
2173

Zinman B et al. Empagliflozin, Cardiovascular Outcomes, and Mortality in Type 2 N Engl J Med 2015; 373:2117-2128



Srdecni selhani a hospitalizace ve studii EMPA-REG OUTCOME®

Placebo (N=2333) Empagliflozin (N 4687)
Prihoda

Hospitalizace pro srdecni

e e 198 (8.5) 265 (5.7) 0.66 (0.55-0.79) <0.001
Hospitalizace nebo umrti

nasledkem srdecniho 104 (4.5) 129 (2.8) 0.61 (0.47-0.79) <0.001
selhani

Hospitalizace pro srdecni 95 (4.1) 126 (2.7) 0.65 (0.50-0.85) 0.002

selhani

Investigatorem hlasené

srdeéni selhani 143 (6.1) 204 (4.4) 0.70 (0.56-0.87)  0.001
Investigatorem hlasené

T CEn IS 136 (5.8) 192 (4.1) 0.69 (0.55-0.86) 0.001
Hospitalizace z jakekoliv 925 (39.6) 1725 (36.8) 0.89 (0.82-0.96)  0.003

priciny

Fitchett D et al. European Heart Journal (2016) 37, 1526—1534
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Doporuceni pro prevenci nebo oddaleni rozvoje manifestniho srde¢niho selhani nebo prevenci umrti pred rozvojem symptom

Doporuéeni Trida® Urovenb
B

U pacientl s diabetem 2. typu je nutno zvazit podavéani empagliflozinu s cilem zabrénit rozvoji srde¢niho
selhani nebo jej oddalit, a prodlouzit Zivot.
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of Cardiology, Cor et Vasa 58 (2016) e530-e568, jak vySel v online verzi Cor et Vasa na
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Dekuji vam za pozornost




