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Doporucéeni pro management pacientu s HFrEF dle
Guidelines ESC 2021 HF

Management pacientt s HFrEF!

* Guidelines ESC 2021 HF nyni doporucuji ACEi nebo ARNI (sakubitril/valsartan), BB, MRA a SGLT2i jako zakladni terapii u pacientd s HFrEF,
pokud nejsou IéCiva kontraindikovana nebo nejsou tolerovana

Farmakoterapie indikovana u pacientti s HFrEF (LVEF £40%; tfida NYHA 1I-1V)

Uroven
dukazu

Doporucéeni Trida doporuceni
ACEi se doporucuje u pacientd s HFrEF s cilem snizit riziko hospitalizace pro HF a umrti
BB se doporucuje u pacientu se stabilni HFrEF s cilem snizit riziko hospitalizace pro HF a amrti
MRA se doporucuje u pacientl s HFrEF s cilem snizit riziko hospitalizace pro HF a amrti

Dapagliflozin/fempagliflozin se doporucuji u pacientll s HFrEF s cilem snizit riziko hospitalizace pro HF a amrti

Sakubitril/valsartan se doporucuje jako nahrada ACEi u pacientd s HFrEF s cilem snizit riziko hospitalizace pro HF a
umrti

ACEiI, inhibitory angiotenzin konvertujiciho enzymu; ARNI, blokator receptoru angiotenzin a inhibitor neprilysinu; BB, beta -blokator; HFrEF, srde¢ni selhani se snizenou ejekéni frakci; MRA, antagonista
mineralokortikoidnich receptor(; HF, srdecni selhani

2 MCDONAGH, Theresa A, Marco METRA, Marianna ADAMO, et al. 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure. European Heart
Journal [online]. 2021 [cit. 2021-9-8]. ISSN 0195-668X. Dostupné z: doi:10.1093/eurheartj/ehab368



Jiné Iékové skupiny u vybranych pacientu se srde¢énim
selhanim, ve funkeéni trideé 1I-IV podie NYHA, se snhizenou
ejekeéni frakei (LVEF < 40%) (3)

Doporuéeni Trida Uroven
Stimulator solubilni guanylat cyklazy

Podavani vericiguatu lze zvazit u pacientt ve tfidé II-IV podle NYHA, u kterych do$lo ke zhorSeni
HF i pfes IéCbu ACEi (nebo ARNI), beta-blokatorem a MRA s cilem sniZit riziko KV mortality a lb
hospitalizace pro HF

Hydralazin a isosorbid dinitrat

Podavani hydralazinu a isosorbid dinitratu je nutno zvazit u afroamerickych pacientd s LVEF <
35% nebo LVEF < 45% soucCasné s dilataci LK ve tfide IlI-IV podle NYHA i pres |éCbu ACEi lla
(nebo ARNI), beta-blokatorem a MRA ke snizZeni rizika hospitalizace pro HF a nasledného umrti

Podavani hydralazinu a isosorbid dinitratu 1ze zvazit u symptomatickych pacientd s HFrEF, ktefi
netoleruji ACEi , ARB nebo ARNI (nebo je u nich podavani kontraindikovano) s cilem snizit riziko lIb
umrti

2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
(European Heart Journal 2021 — doi:10.1093/eurheartj/ehab368)
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Figure 1 Blood pressure (BP), heart rate (HR), presence of atrial fibrillation (AF), chronic kidney disease (CKD) or hyperkalaemia (HK), anc
hypertension, are important characteristics when considering medical therapy in heart failure patients. ACEi, angiotensin-converting enzyme
inhibitor; ARB, angiotensin receptor blocker; ARNI, angiotensin receptor—neprilysin inhibitor; MRA, mineralocorticoid receptor antagonist
SGLT2i, sodium—glucose co-transporter 2 inhibitor.

Rosano et al.: EHJ 2021:23:872-881
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Rosano et al.: EHJ 2021:23:872-881
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1.

2.

3.

Take - home message

Mela by byt snaha o zavedeni a titrace leCby zakladnimi 4 Iékovymi
skupinami

Personalizovany pfristup k pacientovi ( hemodynamika, ledvinne funkce)
by mél dosahnout komplexngjsi terapii vhodnou pro pacienta
Randomizovane klinicke studie doposud vyrazovaly pacienty s nizkym
TK, TF a GFR. Bylo by zadouci mit i data pro tyto pacienty, ktefri vyzaduji
specificky pristup.

Rosano et al.: EHJ 2021;23:872-881



Studie STRONG-HF

Akutni SS, randomizovano celkem 1078 pacientt v poméru 1:1 bud na
obvyklou peci nebo intenzivni peci.

Pacienti zarazeni do ramene obvyklé péce budou propusteni a osetreni podle
obvykle klinicke praxe u svého kardiologa.

V rameni s intenzivni péc¢i davky peroralnich Iékd na HF — véetné BB, ACEi
nebo ARB a MRA — byly titrovany na 50 % doporucenych davek pred
propusténim a na 100 % doporucenych davek do 2 tydnu po propusténi

Mebazaa et al.: Lancet 2022:400:1938-52
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Vysledky studie STRONG HF

celkové umrti nebo piijeti pro zhorSeni srdecniho selhani
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—— Usual care group 180-day adjusted risk difference 8-1%
—— High-intensity care group (95% Cl 2-9 to 13-2; p=0-0021)
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Mebazaa et al.: Lancet 2022:400:1938-52



Studie STRONG-HF

Sekundarni cile

Intenzivni IéCba Bézna péce P
(n=542) (n=536)
Zmény kvality zivota do 90 dni 10,72 (0,88) 7,22 (0,90) <0,0001
Celkova mortalita do 180 dni 39/506 (8,5%) 48/502 (10,0%) 0,42
Celkova mortalita nebo pfijeti pro 55 (10,4%) 72 (13,8%) 0,081

SS do 90 dnu

Mebazaa et al.: Lancet 2022:400:1938-52



Studie STRONG-HF

Zmeny plasmatické koncentrace NT-proBNP pg/ml

Intenzivni [éCba (n=542) Bézna lécba p hodnota
(n=536)
Vstupni hodnota 3258,4 3159,2
(3087,-5 - 3438, -8) (2995,4 -3332,0)
Hodnota v 90 dni 1356,6 1729,5
(1223,1 - 1504,6) (1559,6 -1917,9)
Upraveny pomeér 0,436 0,564 0,0003

geometrickych prdmérd

Mebazaa et al.: Lancet 2022:400:1938-52



Studie STRONG-HF

Nezadouci ucinky lécby do 90 dnu

Intenzivni Ié€ba Bézna lécba
Incidence NU 41% 29%
Hypotenze 5% <1%
Hypokalémie 3% 0
Renalni zhorseni 3% <1%
SAE 16% 17%

Mebazaa et al.: Lancet 2022:400:1938-52



Studie STRONG-HF- editorial

RALES . POPULATION-LEVEL IMPLEMENTATION

Trial protocol
« Laboratory assessment of serum K every 4 weeks for |12 weeks, every 3
months for | year. and every 6 months til the end of the study
-« Addivonal lab testing at weeks | and § of randomization
- = Repeat sarum K | weok after dose incremaents

Outcomes were favorable
¥ Reduction in al-caue death and hospitalizations for heart failure
# Hyperkalemia-event rate of 2% in the treacment

Usual clinical practice
« No pre-specified protocol for in-hespital intiation or post-discharge
hboratory monitoring and dase titration

Shah et al. Juurlink et al.
‘ » 34% of patients do not undergo » S-fold increase in MRA
leboratory survedlance for up to prescripeion sfter RALES
3 months after MRA initiation publication
for heare fallure »# 3fold increase in hyperkalemia-

assocated hospralizations and

# Hyparkaloma in 5% and

serfous hyperialemia In 6% deaths afver RALES publication

STRONG-HF POPULATION-LEVEL IMPLEMENTATION

Trial protocol
« Scheduled folow-up ar 1,23, and 6 weeks after randomization for
assessmaent of cinical status and hboratory parameters
» Upttration to recommended doses at 2 weeks after dscharge
- Addtionl |-week folow-up to asiess safety after drug titration

Outcomes were favorable
» Reducton in al-cause death and hospitalzavons for heart fafure
# No significant differences in sericus advarse events between groups
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Javed B. et al.: Circ 2023;147:1189-1191. DOI: 10.1161/CIRCULATIONAHA.122.063811




Sequencing and titrating approach of therapy in HFrEF following the 2021 ESC
guidelines: an international cardiology survey

Is titration more important that adding a new drug?

A Gender comparison B Age comparison

Age comparison
. YES p=0.9 p=0.049
f 1
49% 51%
62%

[
B NO
59%@

D studentsitrainees versus MD

OVERALL

58%

p=0.7

Fauvel et al.: Eur J Heart Fail, Vol: 25, Issue: 2, Pages: 213-222, First published: 20 November 2022, DOI: (10.1002/ejhf.2743)



Sequencing and titrating approach of therapy in HFrEF following the 2021 ESC
guidelines: an international cardiology survey

What would be your best standart HF drug sequencing?
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Fauvel et al.: Eur J Heart Fail, Vol: 25, Issue: 2, Pages: 213-222, First published: 20 November 2022, DOI: (10.1002/ejhf.2743)



Sequencing and titrating approach of therapy in HFrEF following the 2021 ESC
guidelines: an international cardiology survey

If you had to choose one HF drug only, which one would you choose?

I ACEi or ARNi
[ Beta-blockers
B MRA

B SGTL2i

)

B Age comparison

CHF specialists versus non-specialists D Students/rainees versus MD

Fauvel et al.: Eur J Heart Fail, Vol: 25, Issue: 2, Pages: 213-222, First published: 20 November 2022, DOI: (10.1002/ejhf.2743)



Accelerated and personalized therapy for HFrEF
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a The numbers in the bars dencte the duration of up-titration periods in weeks.

Shen et al.: Eur Heart J 2022: Vol: 43, Pages: 2573-2587, DOI: (10.1093/eurheartj/ehac210)



Invited editorial to International cardiology survey

Proposed novel faster uptitration and sequence approach

@ Add or

uptitrate BB
(1) start SGLT2i

All steps should be
achieved in-hospital or
within 2 weeks of discharge

@ Add or uptitrate
ARNI/ACEiI/ARB

@ Add or
\ uptitrate MRA

Beldhuis IE et al.: Eur J Heart Fail 2023: Vol: 25, Pages: 223-225, DOI: (10.1002/ejhf.2759)



Take - home message

FIGURE 1 Strategies for Initistion and Optimization of Guideline-Directed Medical Therapies in Heart Failure
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Bozgkurt: JACC-HF 2022;10(12):992-995
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