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Rate per 10,000 person-years

Rate per 10,000 person-years

Recentni trendy incidence srdec¢niho selhani: Dansko
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Christiansen MN
Circulation. 2017:135:1214-1223. DOI: 10.1161/CIRCULATIONAHA.116.025941



Hazard ratio

Juvenilni obezita masivné zvysuje riziko ChSS

Body weight in adolescence and long-term risk
of early heart failure in adulthood among men
in Sweden

" Svédsky registr branct (18 let)
81 1968-2005, n=1 610 437

f-u median: 23 let

5492 hospitalizaci pro HF
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Rosengren A, Eur Heart J. 2017;38(24):1926-1933



Prevence srdecniho selhani - Lé€ba obezity
Scandinavian Obesity Surgery Registry

Weight Loss and Heart Failure

A Nationwide Study of Gastric Bypass Surgery Versus Intensive Lifestyle Bariatricka chiru rgie efektivné Sniine riziko CHSS
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~ 4 Number at risk
Lifestyle 13,701 13,637 6,557 1,731 74
Surgery 25,804 25,715 12,476 3,047 78

25 804 pacientd po zaludec¢ni ,,bypass‘ operaci
0 22 kg veétsi redukce vahy nez pfi intenzivni redukéni dieté

- 50 % redukce de-novo srdec¢niho selhani

In{Hazard ratio of heart failure)

pokles rizika koreluje se poklesem vahy
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Weight loss at one year (kg) Sundrom J, Circ 2017; 135: 1577-1585



Empagliflozin snizuje riziko srde¢niho selhani u diabetikii

Death from Any Cause
. 154
Sodium-glucose cotransporter 2 (STGL2)
Placebo
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Hospitalizace pro srdeé¢ni selhani
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80-100 g/day

Hazard ratio, 0.65 (95% Cl, 0.50-0.85)
P=0.002

Empagliflozin

Patients with Event (%)
.
1

Osmoticko-diureticky efekt
Natriuréza

0 6 12 18 24 30 36 42 48
Month

Studie EMPA-REG: 7020 DM2 pacientt s vysokym KV rizikem, f-u 3.1 roku,
Empagliflozin vs placebo: 32% redukce celkové a kardiovaskularni mortality

38 % redukce HF hospitalizaci !!
N Engl ] Med 2015;373:2117-28.



Canagliflozin a riziko srdecniho selhani

CANVAS trial, n =10 142 DM 2 typu (63 let, 13 let dg DM, 63% KV onemocnéni, 14 % ChSS, fu 3,7 y)

Qutcome

Canagliflozin ~ Placebo
(N=5795)  (N=4347)

no. of participants per 1000 patient-yr

Hazard Ratio (95% Cl)

Death from cardiovascular causes,
nonfatal myocardial infarction,
or nonfatal stroke

Death from cardiovascular causes
Nonfatal myocardial infarction
Nonfatal stroke
Fatal or nonfatal myocardial infarction
Fatal or nonfatal stroke
Hospitalization for any cause
Hospitalization for heart failure

Death from cardiovascular causes
or hospitalization for heart failure

Death from any cause
Progression of albuminuria

40% reduction in eGFR, renal-replacement

therapy, or renal death

N Engl ] Med 2017;377:644-57.
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Death from Cardiovascular Causes, Nonfatal Myocardial Infarction, or Nonfatal Stroke
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Sakubitril-valsartan
Dualni inhibitor angiotenzinového receptoru a neprilysinu (LCZ696, ENTRESTO)

Studie PARADIGM-HF LCZ696 (Entresto) x Enalapril

n=8442, HFrEF NYHA 1I-1V, EF < 35%, BNP > 150 pg/ml nebo HF hospitalizace v poslednim roce,
tolerujici sartan/ACEi a LCZ696

predéasné ukoncena pro jasny benefit

Hospitalizace pro ChSS nebo KV umrti Celkova mortalita
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Thirty Years of Evidence on the Efficacy of Drug Treatments
for Chronic Heart Failure With Reduced Ejection Fraction
A Network Meta-Analysis

Randome-effect network metaanalyza 57 klinickych studii u ChSS
porovnani vugéi ,, virtualnimu placebu®
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ARNI: nastup sacubitril/valsartanu do klinické praxe

Indikace: zlepseni prognézy a symptomi ChSS - nahrada za ACEi / ARB
u stabilnich ChSS s EF LK<35%, s NYHA II-lll i pfres OMT, s eGFR> 30

Kontraindikace: SBP <100 mmHg, NYHA IV
anamnéza angioedému
K+ > 5,4 mmol/L
renalni insuficience (eGFR < 30 ml/min/1,73 m2)
soucCasna léCba ACEi !! (riziko angioedému)

ACEIi nutno vysadit > 36 h pred prvni davkou ARNI

24/26 mg 49/51 mg 97/103 mg
Zahajeni IéCby

A) pocateCni davka 24/26 mg 2xd
- u pacientll bez predchozi Ié¢by ACEI/ARB

- pFI SBP 100-110 mmHg NOC 0076-0659-20 NDC 0078-0777-20 NOC 0078-069620
- pfi eGFR 30-60 ml/min/1.7 m2 S WAL e
B) podatec¢ni davka 49/51 mg 2xd e Sl e
—-u paCIentCI p‘r"evédénych Z ACEI/ARB U NOVARTIS ) NOVARTIS U NOVARTIS
Ny — - —"_ - —

Titrace davky za 2-4 tydny s kontrolou TK, K+
Nutno opatrnost pfi kombinaci se sildenafilem (riziko hypotenze) nebo MRI (riziko hyperkalemie)


http://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjz__6Vk9TTAhUG6xQKHSytDj4QjRwIBw&url=http://www.westchestermagazine.com/Westchester-Magazine/February-2016/A-New-FDA-Approved-Drug-For-Heart-Failure/&psig=AFQjCNEXTj8tRljmN-nEknq3yuY9mIT0yg&ust=1493915429848661

Vysledky v béezné klinické praxi ?

Pacienti z
klinickych studii

Realita




Open-label sledovani v IKEM

m 12 pacientd (11 muzid/1 Zzena) se systolickym srde¢nim selhanim,
55+ 9 let, 42% ICHS

Transition from angiotensin-converting enzyme
inhibitor/angiotensin-II-receptor-blocker to
sacubitril/valsartan in chronic heart failure patients:

m EF LK 2617%, LVEDD 67+6 mm Initial experiences in clinical practice
= ACE/ARB Jos Kautzner. Voiech Melenovay Tan Bones -
r I 4 I 4 0 4 r 0 I 4 o
nizka davka 17%, stfedni 33 %, vysoka 50% CorVasa, in-press

91% na MRA, 100 % na BB
Konverze na Sacubitril/Valsartan (S/V, Entresto)

m  Komplexni posouzeni pred a 3 mésice po konverzi
krevni tlak, symptomaticka hypotenze, 6GMWT, MLHFQ, biomarkery

m Titrace: a po 2-4 tydnech dle TK, ren. funkci a K+



Bezpecnost

S/V a funkce ledvin

kreatinin kreatinin
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Bezpecnost

S/V ariziko hyperkalémie

o Kalium Kalium
Podavani S/V 520,036 0=0,036
vedlo ke i . il [ .
snizeni - - s
kalemie B Tas| |
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4,80 4,54

Ve studii PARADIGM-HF bylo riziko hyperkalemie vyssi u ACEI, nez u S/V

Table 3. Adverse Events during Randomized Treatment.*

LCZ696 Enalapril
Event (N=4187) (N=4212) P Value

no. (%)
Elevated serum potassium

5.5 mmol fliter 674 (16.1) 727 (17.3) 0.15
>6.0 mmol liter 181 (4.3) @ 0.007

McMurray, NEJM, Sep 11;371(11):993-1004, 2014



U dvou pacientu
asymtomaticka
hypotenze

Reseno snizenim
davky

Zadna synkopa &i
sympt. hypotenze

Bezpecnost

S/V riziko hypotenze

Krevni tlak systola

Krevni tlak systola

160+ 4 1504
*
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£ £
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pred po pred
128,8
Krevni tlak diastola Krevni tlak diastola
1204 100-
* *
1004 %
£ g
£ 809 £
£ £ 404
60+ 20
40 T T 0-
pred po
Table 3. Adverse Events during Randomized Treatment.*
LCZ696 Enalapril
Event (N=4187) (N=4212) P Value
no. (%)
Hypotension
Symptomatic 588 (14.0) 388 (9.2) <0.001
Symptomatic with systolic blood pressure <90 mm Hg 112 (2.7) 59 (1.4) <0.001

PARADIGM-HF, McMurray, NEJM ;371:993-1004, 2014



Klinicky efekt
Efekt S/V na natriuretické peptidy

BNP NTproBNP
2000- 8000-
p=0.18 o= 0.005
1500+ o 6000+
.-——

3, 1000+ 5 4000+
o c

500+ -— — 2000+

before after before after
182 ng/L === 142 ng/L 1012 ng/L === 559 ng/l

Redukce hladiny NTproBNP 0 44% za 3 mésice

Hladina BNP muze pfi terapii S/V pfechodné stoupnout
(sacubitril prodluzuje polo¢as BNP)



Klinické efekty
Efekt S/V na hladinu troponinu

High-sensitive troponin T je Casto zvySen u pacientu se srdeCnim selhanim
(nejde o ischémii, ale o apoptdzu kardiomycyt()
| mirna chronicka elevace troninu T je spojena s zvySenym rizikem umrti

hs-cTnT
50-
Troponin T
40- K ng/L
25 T P<0.0001 [
\ | — 1| P<o0.0001
30+ 204
ST e
204 | 0 :
10- H 10+
0 — -
st
0 J T 1
before after L) ENL Lez 4wk 8mo

[ | J
T T
Entry Run-in  Double-blind

S/V snizuje hladinu hs-Tnl

Packer M, Circulation. 2015;131:54-61 2015



metry

Klinické efekty
Efekt S/V na toleranci namahy

6MWT
800- p=0,0007

600+ ® ®

400- %‘

200 T T
pred po

Vyznamné zlepsSeni 6-minutového testu chiize (6MWT)



MLHFQ celkové skoére

Klinické efekty
Kvalita zivota po konverzi na S/V

Minnesota living with heart failure gestionnaire (MLHFQ)
Objektivni nastroj, vyplfiovan bez znalosti hodnot v baseline

MLHFQ: celkové skére MLHFQ celkové skére
p=0,0059 5 R=0,0059
801 ok
= —_—
.~ —o 2 40- *
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36,75 28,92

Statisticky vyznamné zlepSeni kvality zivota po prevedeni na S/V



Sacubitril/Valsartan

Efekt na kvalitu zivota — otazky MLHFQ

Otazka A pred-po | p Otazka A pred-po | p
#1. Otoky -0,42 0,10 #11. Jidlo -0,25 0,43
#2. Odpocinek 0,33 0,22 A DU Uz Do
#13. Unava -0,83 0,03
#3. Schody -0,58 0,11
#14. Hospitalizace | -1,92 0,01
#4. Prace doma -0,25 0,39 —
#15. Vydaje za -0,33 0,22
#5. Mimo domov -0,25 0,39 |écbu
#6. Nespavost -0,41 0,38 #16. Vedlejsi -0,17 0,67
ucinky
#7. Vztahy -0,08 0,88
#17. Pritéz -0,16 0,16
#8. Zaméstnani -0,08 0,88 ,
amesthan #18. Ztrata kontroly | +0,25 0,39
#3. Volny cas 0 1.0 #20. Soustfedéni | -0,33 0,27
#10. Intimni zivot -0,75 0,06 #21. Deprese +0,33 0,39

Hlavni zlepSeni v hodnoceni unavy a dusnosti



Zavery

Kardiometabolické rizikové faktory budou hlavni pric¢inou srde¢€. selhani
v brzké budoucnosti; hlavné u mladsich

Glifloziny jsou u€inné v prevenci srde¢niho selhani

(cekame na studie v HF populaci...)
Sacubitril/Valsartan v kombinaci s BB a MRA predstavuje nejucinnéjsi
kombinaéni lécbu srdecniho selhani sou¢asnosti

Ma priznivy efekt nejen na prognézu, ale i na symptomy

Konverze na Entresto z ACEI/ARB u nasich pacientt byla
dobre tolerovana a zlepsila symptomy



Dékuji za pozornost

vojtech.melenovsky@ikem.cz



Klesajici vyskyt nahlé srdecni smrti u ChSS

104 Population
Slope (per decade), -1.22 per 100 patient-yr; P=0.02
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Year of Randomization

Metaanalyza 12 studii ChSS 1995- 2014 , 40 195 pacienttli, pokles SCD o0 44%
Dusledek kumulativniho efektu farmakoterapie (véetné ARNI)

Bude nutné redefinovat pacienty benefitujici z prim. prevent. implatnace ICD,
zvlasté u neischemické dysfunkce

N Engl | Med 2017;377:41-51.
DOI: 10.1056/NE]JMoal609758



Prevence rozvoje srdecniho selhani — SPRINT trial

KV riziko (v€etné HF) spojené s hypertenzi se za€ina zvySovat jiz od STK > 115 mmHg

Jaky ma byt cil Iééby hypertenze ? 0.104 Hazard ratio with intensive treatment,
0.73 (95% Cl, 0.60-0.90)
150 0'08—
. s s celkova mortalita
SPRINT trial: 9000 nonDM pacinetu : e 0.06-
s vySSim KV rizikem ¢ Standard treatment
: 0.04+
antihypert. terapie s cilem STK 140 vs 120 5 ol
g 0.024 Intensive treatment
0 1 2 3 4 5 000—' T T T T 1

Celkova mortalita | 27%, predcasné ukoncena studie ; 0 1 . 3 4 5

Rozvoj ChSS | 38 %!
Hazard Ratio
Outcome Intensive Treatment Standard Treatment (95% ClI) P Value
no. of patients (%) % peryear  no. of patients (%) % per year
All participants (N=46738) (N=4683)
Primary outcome+ 243 (5.2) 1.65 319 (6.8) 2.19 0.75 (0.64-0.89) <0.001

Secondary outcomes

Myocardial infarction 97 (2.1) 0.65 116 (2.5) 0.78 0.83 (0.64-1.09) 0.19
Acute coronary syndrome 40 (0.9) 0.27 40 (0.9) 0.27 1.00 (0.64-1.55) 0.99
Stroke ( 3) 0.41 0 (1.5) 0.47 0.89 (0.63-1.25)  0.50
Heart failure 2(1.3) 0.41 100 (2.1) 0.67 0.62 (0.45-0.84) 0.002
Death from cardiovascular causes 7 (0.8) 0.25 65 (1.4) 0.43 0.57 (0.38-0.85) 0.005
Death from any cause 155 (3.3) 1.03 210 (4.5) 1.40 0.73 (0.60-0.90) 0.003
Primary outcome or death 332 (7.1) 2.25 423 (9.0) 2.90 0.78 (0.67-0.90) <0.001

N Engl) Med 2015;373:2103-16.



