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Pribéh pripravku ENTRESTO™ — acinnost, které muzete verit ~5m >~20000 | ~118 000

pacient(i létenych pacienti sHF pacientii ve studiich
pripravkem ENTRESTO™ v Klinickych studiich® z reélné Klinické praxe™

po celém svete™*

Prokazana ac¢innost, demonstrovana v nékolika klinickych studiich

a podporena realnou klinickou praxi u pacientii s HFrEF <7+
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ESC Press Office = Press releases

PARADIGM HF - Investigational LCZ696: a

new horizon in heart failure
Hot Line I: Cardiovascular disease: novel therapies

30 Aug 2014

g EUROPEAN
SOCIETY OF
CARDIOLOGY®

Topic(s): Heart Failure;

BARCELONA, Spain - Saturday 30 August: An investigational new heart failure drug could be poised to change
the face of cardiclogy based on Hot Line results presented today at ESC Congress 2014.

Findings from the PARADIGM-HF trial, published simultaneously in the New England Journal of Medicine, “are
extraordinarily powerful and compelling; they are destined to change the management of patients with chronic
heart failure for years to come,” said Milton Packer, MD, co-primary author of the study from University of Texas
Southwestern Medical Center, in Dallas, Texas USA.

“This really is an astonishing result and a real breakthrough for patients with heart failure,” added John
McMurray, MD, the other co-primary author, from the University of Glasgow, UK.

Findings from the PARADIGM-HF trial, published simultaneously in the New England Journal of Medicine, “are
extraordinarily powerful and compelling; they are destined to change the management of patients with chronic
heart failure for years to come,” said Milton Packer, MD, co-primary author of the study from University of Texas

“This really is an astonishing result and a real breakthrough for patients with heart failure,” added John
McMurray, MD, the other co-primary author, from the University of Glasgow, UK.
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Angiotensin—Neprilysin Inhibition versus Enalapril

in Heart Failure

A Primary End Point

B Death from Cardiovascular Causes
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JAMA Cardiology | Original Investigation

Effects of Sacubitril/Valsartan on Physical

and Social Activity Limitations in Patients With Heart Failure
A Secondary Analysis of the PARADIGM-HF Trial

Alvin Chandra, MD:; Eldrin F. Lewis, MD; Brian L. Claggett, PhD; Akshay S. Desai, MD, MPH; Milton Packer, MD;
Michael R. Zile, MD; Karl Swedberg, MD, PhD; Jean L. Rouleau, MD; Victor C. Shi, MD; Martin P. Lefkowitz, MD;
Tzvetana Katova, MD, PhD; John J. V. McMurray, MD; Scott D. Solomon, MD

Table 2. Change Score Analysis of KCCQ Physical and Social Activities at 8 Months and Overall, Adjusted for Baseline Mean Score
of Each Respective Activity®

8-mo Change Score, Mean (SE)

KCCQ Physical Sacubitril/ 8-mo Change Score P Value for 8-mq Overall Change Score P Value
and Social Activity Enalapril Valsartan Difference (95% Cl) Follow-up Difference (95% ClI) for Overall Effect
Dressing yourself -0.67 (0.33) -0.42 (0.33) 0.25 (-0.66 to 1.16) .59 0.51(-0.16t0 1.19) .14
Showering or having -0.74 (0.33) -0.07 (0.33) 0.68 (-0.24 to 1.59) 15 0.78 (0.07 to 1.48) .03

a bath

Walking 100 yd on -0.73 (0.38) 0.45 (0.38) 1.18 (0.12 to 2.24) .03 1.09 (0.26 to 1.92) .01
level ground

Doing gardening or -0.15 (0.43) 1.50(0.43) 1.65 (0.46 to 2.84) .007 1.14 (0.20 to 2.08) .02
housework or

carrying groceries

Climbing a flight of  -0.07 (0.44) 0.94 (0.44) 1.01 (-0.20 to 2.23) .10 1.39(0.44 t0 2.33) .004
stairs without

stopping

Jogging or hurrying 1.62 (0.49) 3.04 (0.39) 1.42 (0.05 to 2.78) .04 1.38 (0.32 to 2.44) .01
(as if to catch a bus)

Hobbies, recreational -0.09 (0.44) 1.91 (0.44) 2.00 (0.77 to 3.22) .001 1.45(0.51 to 2.39) .002
activities

Working or doing 0.18 (0.42) 2.53(0.42) 2.35(1.19 to 3.50) <.001 1.69 (0.78 to 2.60) <.001
household chores

Visiting family or -1.38 (0.41) -0.10 (0.41) 1.27 (0.15 to 2.40) .03 1.20 (0.36 to 2.05) .005

friends
Intimate or sexual -2.34 (0.63) 0.37 (0.63) 2.72 (0.97 to 4.46) .002 k% (1.01 to 3.71) .001 /
relationships

JAMA Cardiol. doi:10.1001/jamacardio.2018.0398
Published online April 4, 2018.

q I. INTERNI
KARDIOANGIOLOGICKA
V BNy \J@MUV—\\' s KLINIKA FNUSAA LF MU

==
me
o=



JAMA Cardiology | Original Investigation

Effects of Sacubitril/Valsartan on Physical

and Social Activity Limitations in Patients With Heart Failure
A Secondary Analysis of the PARADIGM-HF Trial

Alvin Chandra, MD:; Eldrin F. Lewis, MD; Brian L. Claggett, PhD; Akshay S. Desai, MD, MPH; Milton Packer, MD;
Michael R. Zile, MD; Karl Swedberg, MD, PhD; Jean L. Rouleau, MD; Victor C. Shi, MD; Martin P. Lefkowitz, MD;
Tzvetana Katova, MD, PhD; John J. V. McMurray, MD; Scott D. Solomon, MD

Table 2. Change Score Analysis of KCCQ Physical and Social Activit
of Each Respective Activity®

onths and Overall, Adjusted for Baseline Mean Score

8-mo Change S an (SE)

Sacubitril/ 8-mo Change Score P Value for 8-m Overall Change Score P Value

KCCQ Physical

and Social Activity Valsartan Difference (95% Cl) Follow-up Difference (95% Cl) for Overall Effect
Dressing yourself -0.67 (0.33) -0.42 (0.33) 0.25 (-0.66 to 1.16) .59 0.51(-0.16t0 1.19) .14

Showering ng -0.74(0.33) -0.07 (0.33) 0.68 (-0.24 to 1.59) 15 0.78 (0.07 to 1.48) .03

a bath

Walking don -0.73 (0.38) 0.45 (0.38) 1.18 (0.12 to 2.24) .03 1.09 (0.26 to 1.92) .01

level ground
Doing gardening or -0.15 (0.43) 1.50 (0.43) 1.65 (0.46 to 2.84) .007 < 1.14(0.20 to 2.08) .02
housework or

carrying groceries

Climbing a tlight of -0.07 (0.44) 0.94 (0.44) 1.01 (-0.20 to 2.23) .10 1.39(0.44 to 2.33) .004
stairs without

stopping

Jogging or hurrying 1.62 (0.49) 3.04 (0.39) 1.42 (0.05 to 2.78) .04 1.38(0.32 to 2.44) .01
(as if to catch a bus)

Hobbies, recreational -0.09 (0.44) 1.91 (0.44) 2.00 (0.77 t0 3.22) .001 1.45(0.51 to 2.39) .002
activities

Working or doing 0.18 (0.42) 2.53(0.42) 2.35(1.19 to 3.50) <.001 1.69 (0.78 to 2.60) <.001
household chores

Visiting family or -1.38 (0.41) -0.10 (0.41) 1.27 (0.15 to 2.40) .03 1.20(0.36 to 2.05) .005
friends

Intimate or sexual -2.34 (0.63) 0.37 (0.63) 2.72 (0.97 to 4.46) .002 2.36 (1.01 to 3.71) .001

relationships

JAMA Cardiol. doi:10.1001/jamacardio.2018.0398
Published online April 4, 2018.

q . INTERNI
KARDIOANGIOLOGICKA
V BNy ﬁww s KLINIKA FNUSAA LF MU

==
m e
o=



JAMA Cardiology | Original Investigation

Effects of Sacubitril/Valsartan on Physical

and Social Activity Limitations in Patients With Heart Failure
A Secondary Analysis of the PARADIGM-HF Trial

Alvin Chandra, MD:; Eldrin F. Lewis, MD; Brian L. Claggett, PhD; Akshay S. Desai, MD, MPH; Milton Packer, MD;
Michael R. Zile, MD; Karl Swedberg, MD, PhD; Jean L. Rouleau, MD; Victor C. Shi, MD; Martin P. Lefkowitz, MD;
Tzvetana Katova, MD, PhD; John J. V. McMurray, MD; Scott D. Solomon, MD

Table 2. Change Score Analysis of KCCQ Physical and Social Activities at 8 Months and Overall, Adjusted for Baseline Mean Score
of Each Respective Activity®

8-mo Change Score, Mean (SE)

KCCQ Physical Sacubitril/ 8-mo Change Score P Value for 8-m Overall Change Score P Value
and Social Activity Enalapril Valsartan Difference (95% Cl) Follow-up Difference (95% Cl) for Overall Effect
Dressing yourself -0.67 (0.33) -0.42 (0.33) 0.25 (-0.66 to 1.16) .59 0.51(-0.16t0 1.19) .14
Showering or having -0.74 (0.33) -0.07 (0.33) 0.68 (-0.24 to 1.59) 15 0.78 (0.07 to 1.48) .03
a bath

Walking 100 yd on -0.73 (0.38) 0.45 (0.38) : 24) .03 1.09 (0.26 to 1.92) .01
level ground

Doing gardening or -0.15 (0.43) -0 (0.43) 1.65 (0.46 to 2.84) .007 1.14 (0.20 to 2.08) .02
housework or

carrying groceries

Climbing a fligh -0.07 (0.44) 0.94 (0.44) 1.01 (-0.20 to 2.23) .10 1.39(0.44 t0 2.33) .004
stairs witho,

stopping

Jog_gin rrying 1.62 (0.49) 3.04 (0.39) 1.42 (0.05 to 2.78) .04 1.38 (0.32 to 2.44) .01
Hobbies, recreational J.09 (0.44) 1.91 (0.44) 2.00 (0.77 to 3.22) .001 < 1.45(0.51 to 2.39) .002
activities

WoTRiTT-or-toim] 0.18 (0.42) 2.53(0.42) 2.35(1.19 to 3.50) <.001 1.69 (0.78 to 2.60) <.001
household chores

Visiting family or -1.38 (0.41) -0.10 (0.41) 1.27 (0.15 to 2.40) .03 1.20 (0.36 to 2.05) .005
friends

Intimate or sexual -2.34 (0.63) 0.37 (0.63) 2.72 (0.97 to 4.46) .002 2.36 (1.01 to 3.71) .001

relationships

JAMA Cardiol. doi:10.1001/jamacardio.2018.0398
Published online April 4, 2018.

q . INTERNI
KARDIOANGIOLOGICKA
V BNy ﬁww s KLINIKA FNUSAA LF MU

==
me
o=



JAMA Cardiology | Original Investigation

Effects of Sacubitril/Valsartan on Physical

and Social Activity Limitations in Patients With Heart Failure
A Secondary Analysis of the PARADIGM-HF Trial

Alvin Chandra, MD:; Eldrin F. Lewis, MD; Brian L. Claggett, PhD; Akshay S. Desai, MD, MPH; Milton Packer, MD;
Michael R. Zile, MD; Karl Swedberg, MD, PhD; Jean L. Rouleau, MD; Victor C. Shi, MD; Martin P. Lefkowitz, MD;
Tzvetana Katova, MD, PhD; John J. V. McMurray, MD; Scott D. Solomon, MD

Table 2. Change Score Analysis of KCCQ Physical and Social Activities at 8 Months and Overall, Adjusted for Baseline Mean Score
of Each Respective Activity®

8-mo Change Score, Mean (SE)

KCCQ Physical Sacubitril/ 8-mo Change Score P Value for 8-mq Overall Change Score P Value
and Social Activity Enalapril Valsartan Difference (95% Cl) Follow-up Difference (95% ClI) for Overall Effect
Dressing yourself -0.67 (0.33) -0.42 (0.33) 0.25 (-0.66 to 1.16) .59 0.51(-0.16t0 1.19) .14
Showering or having -0.74 (0.33) -0.07 (0.33) 0.68 (-0.24 to 1.59) 15 0.78 (0.07 to 1.48) .03

a bath

Walking 100 yd on -0.73 (0.38) 0.45 (0.38) 1.18 (0.12 to 2.24) .03 1.09 (0.26 to 1.92) .01
level ground

Doing gardening or -0.15 (0.43) 1.50(0.43) 1.65 (0.46 to 2.84) .007 | 1.14.(0-28-be=3-087

housework or

carrying groceries

Climbing a flight of  -0.07 (0.44) 0.94 (0.44) =0.20 to 2.23) .10 1.39(0.44 t0 2.33)

stairs without

stopping

Jogging or hurrying 1.62 (0.49
(as if to catch a bus)

3.04 (0.39) 1.42 (0.05 to 2.78) .04 1.38 (0.32 to 2.44)

Hobbies, recreational 1.91 (0.44) 2.00 (0.77 to 3.22) .001 1.45 (0.51 t0 2.39)

activities

Working or doj 0.18 (0.42) 2.53 (0.42) 2.35 (1.19 to 3.50) <.001 1.69 (0.78 to 2.60)
-1.38 (0.41) -0.10 (0.41) 1.27 (0.15 to 2.40) .03 1.20 (0.36 t0 2.05)

Intimate or sexual

2.34(0.63) 0.37 (0.63) 2.72 (0.97 to 4.46) .002 2.36 (1.01 to 3.71)
relationships

ardiol. doi:10.1001/jamacardio.2018.0398
Published online April 4, 2018.

q I. INTERNI Mu
KARDIOANGIOLOGICKA
V BNy \J@MUV—\\' s KLINIKA FNUSAA LF MU M E



Pfibéh pripravku ENTRESTO™ — ii¢innost, které miiZete véfit'”

Prokazana ac¢innost, demonstrovana v nékolika klinickych studiich

a podporena realnou klinickou praxi u pacientii s HFrEF <7+

(, )

" Klinicka studie ® Schvaleni Doporucené postupy " Klinicka studie
PARADIGM-HF* FDAa EMA™* ESC HF 2016™ PIONEER-HF*
Uginnost a bezpetnost Schvélen k [é¢hé Doporueno ARNI jako ndhradd : Dalsi (idaje podporujici

{i¢innost a bezpetnost
peclivého zahdjeni u 881
i hospitalizovanych pacientil

prokdzanau 8 399 pacientti | pacientd s HFrEF ACEi u symptomatickych

se stabilnim chronickym vUSAaEl nemocnych s HFrEF s profilem
HFrEF onemocnéni odraZejicim
profil Zkoumany

v Klinické studii PARADIGM-HF|

expozice ACEI/ARB

2015 2016 2)18

Lécba pripravkem ENTRESTO™ pomaha pacientiim se symptomatickym

chronickym srdeénim selhanim se snizenou ejekéni frakci Zit déle,
s niz8im rizikem hospitalizaci a citit se lépe.”*"**

s ADHF s nebo bez predchozi |

~118 000

pacientii ve studiich
z reélné Klinické praxe™

>20 000

pacienti sHF
v Klinickych studiich®

~am

pacient(i létenych
pripravkem ENTRESTO™

po celém svete™*

* Klinick studie TRANSITION®

 (Jdaje podporujfci zahajeni |6Eby
piipravkem ENTRESTO™, at uZ pFed nebo
i po propusténi u Sirokého spektra pacientil

i s HFYEF, stabilizovanjch po ADHF ¥ Systematicka reSerse "D Xené post
(1=1002) literatury RWE: “ﬁi‘,’;gf:%:g:z;gn
Klinicka studie EVALUATE-HF* Proudfoot etal 2021 B

: Pfinosy remodelace srdce » 25% sniZeni imrtnosti ze viech ARNIP"?;":??E; Ll
prokazéany u 464 pacientii s HFrEF pfi€in v porovnani s ACEi/ARB ngn;1:;a:ck?ch acientt
Kiinické studie PROVE-HF" « A% 18% snizent ot S HREF  doporudenim 14

i ZlepSeni srdeniho objemu a funkce hospitalizaci ze viech pfitin
po 12 mésicich prokazano po zahajeni léby pfipravkem
1794 pacientii s HFrEF ENTRESTO™

Konsensus ACC 2019" Doporutené postupy ESC HF 2021"

IvéZeni zah&jeni ARNI za hospitalizace | ARNI— Ize zvaZit u pacientii s HFrEF
garantovéno diky dilkazim o bezpe€nosti za soutast zakladni 1éEby pruni volby
i namisto ACE

Khariton et al 2019* ‘
+ ZlepSeni skre QoL v prdméru 0 5,3 bodu ' Aktualizace ACC ECDP 2021"

oproti 2,5 bodu s ACEi/ARB za 2 mésice ARNI doporuteno jako preferovan lécha
+ U 20 % pacientii uvadglo, velmivelké | Prvnivolby provSechny vhodné pacienty
# zlepdeni” v QoL béhem 2 mésic’ u 8 HFrEF oproti ACEi/ARB
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o . . o Pacient t ticky deéni lhani Trida |
@ 2016 ESC Guidelines for the diagnosis and e snizenou cjekn frakck (HFIEFR) - .
rigalla
treatment of acute and chronic heart failure v

Lécba ACEI® a beta-blokatorem (postupné titrujte az

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

na maximalni tolerované dévky na zdkladé dikazu)

Ne

Developed with the special contribution of the Heart Failure Stale symptomaticky >
Association (HFA) of the ESC -
Anol

Pridejte antagonistu MR®* (postupné titrujte a%
na maximalni tolerovanou davku na zdkladé dikazd)

European Heart Journal (2016) 37, 21292200

Stale symptomaticky ~
aEFLK <35 % "

Schopen tolerovat Sinusovy rytmus, Sinusovy rytmus,®
ACEI (nebo ARB)'s Sitka komplexu SF = 70 tepdi/min
QRS =130 ms
(R
Podejte ARNI . u .
jako nahradu ACEI tnost RELS Ivabradin
—

Pokud je EFLK < 35 % i pfes OMT nebo
amnéze symptomatickych KT/FK, implantujte ICD
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Angiotensin receptor neprilysin inhibitor

Sacubitril/valsartan is recommended as a replacement for an ACE- to further reduce the risk of HF hospitalization and death in
ambulatory patients with HFrEF who remain symptomatic despite optimal treatment with an ACE-l,a beta-blocker and an MRA?

B B O pevamuigoanu Dalsi kroky nejsou nutné
nebo H-ISDN nebo_ LVAD Zvazte snizeni davky diuretika
nebo transplantaci srdce
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Pribéh pripravku ENTRESTO™ — acinnost, které muzete verit ~5m >~20000 | ~118 000

pacient(i létenych pacienti sHF pacientii ve studiich
pripravkem ENTRESTO™ v Klinickych studiich® z reélné Klinické praxe™

Prokazana ii¢innost, demonstrovana v nékolika klinickych studiich po celém svété™
a podporena realnou klinickou praxi u pacientii s HFrEF <7+

" Klinick4 studie TRANSITION®

Udaje podporujici zah&jeni 16¢by
piipravkem ENTRESTO™, at uZ pFed nebo
i po propusténi u Sirokého spektra pacientil
s HF(EF, stabilizovanych po ADHF " Bystematicka reserse n Xené post
" Klinické studie " Schvaleni " Doporuéené postupy ® Klinick studie (n=1002) fiteratury RWE: “ﬂi‘,’;gf:%:g:zﬁz";,,
PARADIGM-HF* FDAa EMA™" ESC HF 2016 PIONEER-HF* Klinicka studie EVALUATE-HF™ Proudfoot et al 2021' e
Ukinnost a bezpetnost Schvélen k 165bé Doporuteno ARNI jako ndfirada | Dalif ddaje podporujici | Pringsy remodelace srdce 259 snieni imrtnosti ze viech | RN jako inhibitor RAAS
prokazana u 8 399 pacientil | pacient s HFrEF ACEi u symptomatickych (itinnost a bezpetnost prokdzény u 464 pacientii s HFrEF ofitin v porovnéni s ACEI/ARB IJWIIpIT\fOIIJ:f_ kklgﬁi:}é -
se stabilnim chronickym vUSAaEU nemocnych s HFrEF s proflem ¢ petlivého zahajeniu 881 Klinicka studie PROVE-HF™ A% 18% sni¥eni Symptomatickych pacientu
i i T e 3 ° pottu s HFEF s doporutenim 1A
L1 o?;wgﬁgfz:::ré 2l 2153: ?!ﬁ?:ﬁgﬁ; p?;m';i ! Zlep3eni srdetniho objemu a funkce hospitalizaci ze viech pfitin =
pkl‘n'cké stu d'}‘PARADIG HF' | expozice ACEi /ARBD po 12 mésicich prokdzano po zahajeni léby pfipravkem
v . I expozice ALK 1794 pacientii s HFrEF ENTRESTO™
2018
Ronsensus ACC 2010 Doporutené postupy ESC HF 2021"

Lééba pﬁpravkem ENTRESTDTM poméha’ pac|en1ﬁm se Symptomatlcks’m Zvéiem’zaha']enmlzﬂlze hospitalizace B ARN|—|Z&ZV5EI1UPaﬁlﬁl‘ltﬁSHFrEF
garantovéno diky dilkaziim o bezpenosti | za soutést zakladni 16Eby pruni volby

i namisto ACE

v

chronickym srdecnim selhanim se snizenou ejekéni frakei Zit déle,
s nizsim rizikem hospitalizaci a citit se lépe.”**" Khariton etal 2019 F—— .
« ZlepSeni skdre QoL v priméru 0 5,3 bodu | Aktualizace ACC ECDP 2021

oproti 2,5 bodu s ACEi/ARB za 2 mésice ARNI doporuteno jako preferovan lécha
+ U 20 % pacientii uvadglo, velmivelké | Prvnivolby provSechny vhodné pacienty
# zlepdeni” v QoL béhem 2 mésic’ u 8 HFrEF oproti ACEi/ARB
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PIONEER-HF

Pacienti hospitalizovani pro akutni dekompenzaci chronického HFrEF Primarni endpoint — 8-tydenni dvojité zaslepena faze
10 1 ¢asové zprumérovana proporéni zména NT-proBNP oproti
- vstupni hodnoté*
Stabilizace Dvoijité zaslepena faze Open-Label faze 0 - ; :
B Pomér zmény 0.71
22 -10- i (95% CI 0.63, 0.81)
Qg enalapril P<0.001
EQ -25.3% :
m > G BE =
Screening ; E_
-~ i
Den -10 az den -1 ‘E % -30
g2 40
2§ 2
1 1 T
sakubitril/valsartan
Den 0 Tyden 8 Tyden 12 - 60 1 -46.7%
Randomizace

-70

T T T T T T T T T
Vstupni  Tyden1 Tyden2 Tyden3 Tyden4 Tyden5 Tyden6 Tyden7 Tyden$8
hodnota

Explorativni klinicky zavazny sloZeny endpoint: 8-tydenni dvojité zaslepena faze
20 A

Iniciace lécby sak/val béhem hospitalizace byla bezpecna a
vedla k vétsi redukci NT-proBNP ve srovnani s enalaprilem

Smrt, rehospitalizace pro HF, LVAD, zarazeni na c¢ekaci listinu k transplantaci

HR = 0.54; 95% CI1 0.37-0.79
P = 0,001 enalapril
NNT=13 N=441

PFi lécbé sak/val doslo k vyznamnému poklesu rizika komb.
klin. endpointu

10 A

sakubitril/valsartan
N=440

Pripady zhorseni renalnich funkci, hyperkalemie,
symptomatické hypotenze a angioedému se vyznamne
neliSily v obou skupinach

Kaplan-Meierovy odhady
éetnosti udalosti (%)

T T T T T T T T
0 7 14 24 28 35 42 49 56
Dny od randomizace
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TRANSITI®N

Frijeti k — ..
hospitalizaci ‘ Nasazeni PRED propusténim
pro ADHF 36 h ACEl E
washout : Open-label
2 . Sak/val 50mg 2x denné = 100mg 2x denné 2 200mg 3x denné
i ] R S e RRR 0.97 (0.93, 1.02)
durovné o : Sakival > 100mg 2x denné > 200mg 2x denné 100 o [ | [‘,j‘jfgg{‘ pred dimis]
ﬁ OMT dle E dle schvalené indikace a uvazeni invastigatora %0 RRR 002 (084, 101) 86,4 88,8
ACEIl + OMT C  osethujiciho : . © P=0.071 Nasazeni po dimisi
‘2 E  lekare  : OMT po celou dobu trvani studie (s vyloucenim ACEVARB) (N=490)
. ' RRR 0.89 (0.78, 1.02) 68
g5 : 70
ARB+OMT M g Pro0%2 62,5
1
E 5 : ‘ Nasazeni PO propusténi 60 504
- 50 £l
E 36 h ACEI Open-label 45
OMT. ale bez W washout Sakival 50mg 2x denné - 100mg 2x denné > 40
ACEI’IARB _5 200mg 3x denné nebo 20
5 OMT dle ofetfujiciho Sakival > 100mg 2x denné > 200mg 2x denné RRR 1.29 (0.69, 2.39)
lakare dle schvalené indikace a uvazeni invastigatora 20 P=0424
. OMT po celou dobu trvani studie (s vylou¢enim ACEI/ARB) 10 4,5 35
Propusténi 0 — p - — o A Y e . p '
Pacient stabilizovan ) ) Primarni endpoint DosaZena a udrZzena davka Dosazend audrzena  Trvalé vysazeni sak/val
— s e prax 2ydny o ° Na cilové davce sakival 200 sak/val 100 mg a/nebo 200  jakékoli davka sak/val pro AE
1-3 dny’ . Lééebné obdobi PR O mg 2xd v 10: tydnu mg 2xd alespori po dobu 2  alespoi po dobu 2 tydnd
screeningové obdobi v trvani 10 tydni’ od randomizace sledovéni tydnd do 10. tydne do 10. tydne

Zahdjeni lécby sakubitril/valsartanem u Sirokého spektra pacientll s HFrEF ¢asné po prihodé akutni

dekompenzace srdecniho selhani za hospitalizace nebo kratce po propusténi bylo mozné a celkové dobre
tolerované.
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W

EVALUATE-HF

| |
-2.9 (-13.8, +8.0) -0.7 (-11.6, +10.1)
] .
P 300 - 143 o % | ® Sacubitril/ivalsartan ® Enalapril +0.6
E 250 4 2238 2189 2132 : “‘;"A 0 L
Q =g
$ 200 - EE -1 1 -
@ ®E 9
2 150 - 2% ;23
> -3 A -
= 100 - g% 4. 2,2
N 50 ] 85 5 - 3,2 33
g+ -6 -
0 - 5 _7 | '5,2 _419
Sacubitril/Valsartan Enalapril -8 - p=0.02 0.045 <0.001
=0. p=0. p=<0.
LVEDVI LVESVI LAVI

= nebyl zjiStén zadny efekt Iécby na centralni tuhost aorty

= jasny pozitivni efekt na LVRR — vyznamné snizeni objemu LK, LAVI, Mitral E/e’

= pozitivni efekt na kvalitu Zivota, pokles fady biomarkert
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\
PROVE-HF

o0 | N Parameter Pearson r (IQR) P value
N S NT-proBNP (pg/mL) / LVEF (%) -0.381 (-0.448, -0.310) | <.0001
i7 NT-proBNP (pg/mL) / LVEDVi (mL/m?) | 0.320 (0.246,0.391) | <.0001
8 | NT-proBNP (pg/mL) / LVESVi (mL/n?) | 0.405 (0.335, 0.470) | <.0001
H T ) NT-proBNP (pg/mL) / LAVi (mL/m?) 0.263 (0.186, 0.338) | <.0001
H g 500 - P ] T ;
. + T + { NT-proBNP (pg/mL) / E/E 0.269 (0.182, 0.353) | <.0001
U]
300 -
,,,,, . . ; . Baseline to 12 months: all P <.001
%% %%% % %, %, %,
@4'-7@ % % 659 dj@ djﬁ‘ {59 A LVEF LVEDVi LVESVi
Visit j:) +9.4% 122
3 T % 869 228 ) 55
= U pacientti s HFrEF lécenych sac/val doslo k poklesu S . :.E 0
NT-proBNP a ten byl vyznamné asociovan s LVRR % 2 8168 22 159
= prokazana mira LVRR muiZe pomoci vysvétlit, ¢im 5| nerioncen an E 0
s e ev_ e o ge o " LVEF increase of a»
sacubitril/valsartan snizuje morbiditu a mortalitu u > | 213% at 12 months 10
HFrEF pacientt i BL 6M 12M ' BL 6M 12M BL 6M 12M
9 |. INTERNI ’ MUNI
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pacient(i létenych pacienti sHF pacientii ve studiich
pripravkem ENTRESTO™ v Klinickych studiich® z reélné Klinické praxe™

po celém svete™*

Prokazana ac¢innost, demonstrovana v nékolika klinickych studiich

a podporena realnou klinickou praxi u pacientii s HFrEF <7+

" Klinick4 studie TRANSITION®

Udaje podporujici zah&jeni 16¢by
piipravkem ENTRESTO™, at uZ pFed nebo
i po propusténi u Sirokého spektra pacientil
i s HFYEF, stabilizovanjch po ADHF ¥ Systematicka reSerse "D Xené post
 Klinicks studie ® schvaleni " Doporucené postupy " Klinicka studie (n=1002) literatury RWE: J:ﬂgg%:g: 2;;;"
PARADIGM-HF* FDAa EMA™" ESC HF 2016 PIONEER-HF* Klinicka studie EVALUATE-HF™ | Proudfoot et al 2021' e
Uginnost a bezpegnost Schvalen k 16€b& Doporuteno ARNI jako ndhrada | Dalsf Gdaje podporujici | Prinosy remodelace srdce |« 25% sniveni Gmrtnosti ze viech | ARNIjako inhibitor RAAS
T pauc;intﬁEE HFEF ACE usmplonatiofeh - GSmostabespeitost | prokizny 464 pacentSHREF | piein v puromnis ACEIARD S";:q“&:ﬁ:g::k';fﬁim i
se stabilnim chronickym vUSAa nemocnych s HFFEF s profilem | petlivého zahdjeniu881 4 1 ois ot die PROVE-HF™ « A% 18% snideni pottu |2
L1 OH;TDEné"' od’ré 2l h?;g: ?I'zm": "f;:h p?;emtu .+ Zlep3eni srdetniho objemu a funkce hospitalizaci ze viech pfitin SHFTEF s doporuCenim 1A
prkr' 'zko'unt?c?}‘PARADIGM HF' S AT SREEQ A%p ezt po 12 mésicich prokazano ¢ pozahdjeniléEby pripravkem
Ll Ry SR 1794 pacientii s HFrEF mEIRESTO

2018

Konsensus ACC 2019" | Doporutené postupy ESC HF 2021”

Lééba pﬁpravkem ENTRESTDTM poméha’ pac|en1ﬁm se Symptomatlcks’m IvéZeni zah&jeni ARNI za hospitalizace | | ARNI— lze zvaZit u pacientii s HFrEF

chronickym srdeénim selhanim se snizenou ejekéni frakci 3it déle garantovano diky dilkaziim o bezpetnost] | za soutést zakladni 16Eby prvni volby

i namisto ACEi
s niz§im rizikem hospitalizaci a citit se lépe.” *** Khariton et al 2019* \ : -
» ZlepSeni skore QoL v promdru 0 5,3 bodu | Aktualizace ACC ECDP 2021
oproti 2,5 bodu s ACEi/ARB za 2 mésice ARNI doporuteno jako preferovan lécha
« U 20 % pacientii uvadélo ,velmivelké : Prvnivolby pro vechny vhodné pacienty
& zlepSeni” v QoL bdhem 2 mésict’ u § HFEF oproti ACEV/ARB
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Heart failure drug treatment: the fantastic four

2021 ESC Guidelines for the diagnosis and
treatment of acute and chronic heart failure e s P

=\

Anticoagulant
v Digitalis (i high ventricular rate)
-
o, -” Refer for PVI

P S
o5 wide v ) CRT

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

ACE-UARB v . "eos, -
~ < Loomy
b= - JSRPI0ker 1 vabradine

With the special contribution of the Heart Failure Association int::\f’:f‘sh{ons bIIBet:-
ocker
(HFA) of the ESC " for HFrEF
- o Loop diuretic
Hy:u::::;nel « J:;:'ﬁm-d o [ Trcongeston ” (, Thiazide
’ ;;‘,;“f;f@ SGLT2 %%i% ~ Vericiguat
Pt il AN
Eur Heart J. 2021;42(36):3599-3726. A infillisac “.% () Omecamtiv
Mitral edge-to-edge repair Digitalis

Refer for LVAD/HTX

European Heart Journal (2021) 42, 681-683

Sacubitril/valsartan is recommended as a replacement for an ACE-l in patients with HFrEF to reduce the risk of HF
hospitalization and death.'®

As such, initiation
of sacubitril/valsartan in ACE-| naive (i.e. de novo) patients with HFrEF
may be considered (class of recommendation Ilb, level of evidence

B).
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pacient(i létenych pacienti sHF pacientii ve studiich
pripravkem ENTRESTO™ v Klinickych studiich® z reélné Klinické praxe™

po celém svete™*

Prokazana ac¢innost, demonstrovana v nékolika klinickych studiich

a podporena realnou klinickou praxi u pacientii s HFrEF <7+

" Klinick4 studie TRANSITION®

Udaje podporujici zah&jeni 16¢by
piipravkem ENTRESTO™, at uZ pFed nebo
i po propusténi u Sirokého spektra pacientil ( \
i s HFYEF, stabilizovanjch po ADHF ¥ Systematicka reSerse "D Xené post
" Klinické studie " Schvaleni " Doporuéené postupy ® Klinick studie (n=1002) literatury RWE: “ﬂi‘,’;gf:%:g:zﬁz";,,
PARADIGM-HF* FDAa EMA™" ESC HF 2016 PIONEER-HF* Klinicka studie EVALUATE-HF™ Proudfoot et al 2021' e
Uinnost a bezpetnost Schvalen k I6¢hé Doporuteno ARNI jako ndhrada | Dal3f ddaje podporujicl | Pingsy remodelace srdce « 259 snieni imrtnosti ze videh | ARNIjako inhibitor RAAS
T pauc;intﬁEE HFEF ACE usmplonatiofeh - GSmostaberpeinost - prokziny u 464 pacentls HAEF pficin v porovnani s ACEI/AR S";:q“&:ﬁ:g::k';fﬁim »
se stabilnim chronickym vUSAa nemocnych s HFrEF s profilem : peclivého zahdjeniu Klinicka studie PROVE-HF™ A¥ 185 snident JiELE
i i T e . ° pottu s HFEF s doporutenim 1A
L1 o?;wgﬁgfz:::ré 2l 2153: ?!ﬁ?:ﬁgﬁ; p?;m';i ! Zlep3eni srdetniho objemu a funkce hospitalizaci ze viech pfitin =
pkl‘n'cké stu d'}‘PARADIGM HF' | expozice ACEi /ARBD po 12 mésicich prokazéno po zahdjent lécby pripravke!
v . I expozice ALK 1794 pacientii s HFrEF ENTRESTO™
2018
Konsensus ACC 2019" Doporutené postupy ESC HF 2021"

Lééba pﬁpravkem ENTRESTDTM poméha’ pac|en1ﬁm se Symptomatlcks’m Zvéiem’zaha']enmlzﬂlze hospitalizace B ARN|—|Z&ZV5EI1UPaﬁlﬁl‘ltﬁSHFrEF
garantovéno diky dilkaziim o bezpenosti | za soutést zakladni 16Eby pruni volby

i namisto ACE

v

chronickym srdecnim selhanim se snizenou ejekéni frakei Zit déle,
s nizsim rizikem hospitalizaci a citit se lépe.”**" Khariton etal 2019 F—— .
« ZlepSeni skdre QoL v priméru 0 5,3 bodu | Aktualizace ACC ECDP 2021

oproti 2,5 bodu s ACEi/ARB za 2 mésice ARNI doporuteno jako preferovan lécha
+ U 20 % pacientii uvadglo, velmivelké | Prvnivolby provSechny vhodné pacienty
# zlepdeni” v QoL béhem 2 mésic’ u 8 HFrEF oproti ACEi/ARB
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2022 AHA/ACC/HFSA Guideline for
the Management of Heart Failure

COR LOE RECOMMENDATIONS

1. In patients with HFrEF and NYHA class Il to Ill symptoms, the use of ARNi is recommended to reduce
morbidity and mortality (1-5).

2. In patients with previous or current symptoms of chronic HFrEF, the use of ACEi is beneficial to reduce
morbidity and mortality when the use of ARNi is not feasible (6-13).

by an ARNi is recommended to further reduce morbidity and mortality (1-5).

_ 5. In patients with chronic symptomatic HFrEF NYHA class Il or 1ll who tolerate an ACEi or ARB, replacement

Circulation 2022;145(18):e876-e894.
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2022 AHA/ACC/HFSA Guideline for
the Management of Heart Failure

(" RECOMMENDATIONS A

1. In patients with HFrEF and NYHA class Il to Ill symptoms, the use of ARNi is recommended to reduce
morbidity and mortality (1-5).
J

COR LOE
L
€ 2. In patients with previous or current symptoms of chronic HFrEF, the use of ACEi is beneficial to reduce '\
_ morbidity and mortality when the use of ARNi is not feasible (6-13).
I

5. In patients with chronic symptomatic HFrEF NYHA class Il or 1ll who tolerate an ACEi or ARB, replacement
by an ARNi is recommended to further reduce morbidity and mortality (1-5).

J

Circulation 2022;145(18):e876-e894.
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Uinnost a bezpetnost Schvalen k I6¢hé Doporuteno ARNI jako ndhrada | Dal3f ddaje podporujicl | Pingsy remodelace srdce « 259 snieni imrtnosti ze viech | ARNIjako inhibitor RAAS
prokazana u 8 399 pacientil | pacient s HFrEF ACEi u symptomatickych (itinnost a bezpetnost prokdzény u 464 pacientii s HFrEF ofitin v porovnéni s ACEI/ARB IJWIIpIT\fOIIJ:f_ kklgﬁi:}é -
se stabilnim chronickym vUSAaEU nemocnych s HFFEF s profilem ! peclivého zahdjeni u 881 Klinicka studie PROVE-HF™ A% 18% sni¥eni Symptomatickych paclentu
i i T e 3 . ° pottu s HFEF s doporutenim 1A
L1 o?;wgﬁgfz:::ré 2l 2153: ?!ﬁ?:ﬁgﬁ; p?;m';i ! Zlep3eni srdetniho objemu a funkce hospitalizaci ze viech pfitin =
VHinické studil PARADIGHHF | expzics ACEVARE. AUEe i e L
| o u 794 pacient s HFrEF ENTRESTO™
2018
Konsensus ACC 2019" Doporutené postupy ESC HF 2021"

Lééba pﬁpravkem ENTRESTDTM poméha’ pac|en1ﬁm se Symptomatlcks’m Zvéiem’zaha']enmlzﬂlze hospitalizace B ARN|—|Z&ZV5EI1UPaﬁlﬁl‘ltﬁSHFrEF
garantovéno diky dilkaziim o bezpenosti | za soutést zakladni 16Eby pruni volby

i namisto ACE

v

chronickym srdecnim selhanim se snizenou ejekéni frakei Zit déle,
s nizsim rizikem hospitalizaci a citit se lépe.”**" Khariton etal 2019 F—— .
« ZlepSeni skdre QoL v priméru 0 5,3 bodu | Aktualizace ACC ECDP 2021

oproti 2,5 bodu s ACEi/ARB za 2 mésice ARNI doporuteno jako preferovan lécha
+ U 20 % pacientii uvadglo, velmivelké | Prvnivolby provSechny vhodné pacienty
# zlepdeni” v QoL béhem 2 mésic’ u 8 HFrEF oproti ACEi/ARB
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RWE data doplnuji poznatky z randomizovanych,

kontrolovanych klinickych studii

Pacienti se v prostredi klinickych Studie RWE umoznuji hodnotit RWE stéle €astéji vyuZivaji
studii mohou lisit v vysledky u rozmanitéjsich a klini¢ti 1ékafi, platci zdravotni
demografickych i klinickych reprezentativnéjsich populaci péle a HTA agentury a diky nim
charakteristikach a celkovém pacientt, a to po delsi dobu mohou &init informovana o
riziku, v porovnani s pacienty v sledovani nez v kontrolovanych rozhodnuti na zakladé dikazi
prostredi bézné (klinické) praxe studiich

%1 U novych terapii je dulezité porozumét vysledkium z realné klinické praxe



Studie RWE poskytuji poznatky o ucinnosti
sakubitril/valsartanu v kazdodenni klinicke praxi

Vyhody RWE oproti RCT

_% Vhodné navrzené studie RWE mohou doplinovat diikazy z RCT, které jsou povazované za
zlaty standard a podporit proces rozhodovani v klinické praxi

Nevyhody RWE oproti RCT

Pacienti a IéCebné vzorce u studii RWE vice reprezentuji
klinickou praxi v porovnani s témi v RCT

Studie RWE mohou mit vice nekonzistentnich a nekompletnich
dat z follow-up sledovani v porovnani s RCT

Designy studii RWE (napf. observacni studie) jsou typicky
levnéjsi a vyzaduji méné casu na sbér dat a jejich analyzu

Nedostatecny proces randomizace u studii RWE snizuji
spolehlivost srovnavanych dat

Studium RWE umoznuiji studium vysoce rizikovych skupin
pacientq, které lze jen téZce zaradit do studii RCT

Pro spolehliou analyzu m(ze byt zapotrebi velké mnozstvi dat




Real-world effectiveness and safety of sacubitril/valsartan in heart

failure: A systematic review

Comparison of baseline characteristics of real world studies and PARADIGM-HF trial.

Baseline characteristics PARADIGM-HF Real world data
Sacubitril/valsartan Sacubitril/valsartan
(N = 4187) (N = 100-8291)
Median® (range)
Age, years, mean (SD) 63.8(11.5) 67.4 (48.8-79.0)
Female sex, (%) 21.0 254 (1.5-41.2)
White, (%) 66.0 72.8 (45.6-99.0)
NYHA functional class, (%)
I 43 2.0 (0-16.2)
1| 71.6 63.3 (25.0-87.4)
1l 23.1 30.0 (10.3-95.3)
v 0.8 2.8 (0-15.0)
Lab parameters, mean (5D)
Systolic blood pressure, mm 122.0 (15.0) 121.0 (109.0-130.0)
Hg
Heart rate, beats/min 72.0 (12.0) 69.8 (67.0-85.0)
Body mass index, kg/m? 28.1(5.5) 289 (24.2-3238)
Serum creatinine, mg/dL 1.1(0.3) 1.2 (1.0-1.5)
Clinical features of heart failure
Ischemic cardiomyopathy, (%) 59.9 53.8 (25.0-82.0)
Left ventricular ejection 29.6 (6.1) 28.9(23.0-38.0)
fraction,
% (SD)
Median NT-proBNP (IQR), 1631.0 2201.4 (992.0-4044.0)

pg/ml, median (IQR)

(885.0-3154.0)

Age, years, mean (SD) 63.8 (11.5) 67.4 (48.8-79.0)
Female sex, (%) 21.0 254 (1.5-41.2)
NYHA functional class, (%)
I 43 2.0 (0-16.2)
Il 71.6 63.3 (25.0-874)
11| 231 30.0 (10.3-95.3)
v 0.8 2.8 (0-15.0)
Med\ian JNT—meNP (IQR), 1631.0 2201.4 (992.0-4044.0)

pg/ml, median (IQR) (885.0-3154.0)

Proudfoot CW, et al. Int J Cardiol 2021:331:164-71.
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Real-world effectiveness and safety of sacubitril/valsartan in heart

failure: A systematic review

A: Descriptive forest plot of clinical effectiveness outcomes in HFrEF patients comparing
effectiveness of sac/val versus ACEi/ARB
Study name Sac-Val (N) ACE/ARBS (N) HR (95% Cl)
HF hospitalization
Tan 2020 7893 7893 R 1.07 (0.96, 1.19)
Mohanty 2019 1612 37065 — 0.89(0.71,1.12)*
Chang 2019 466 466 : 0.62 (0.48, 0.82) B: Forest plot from meta-analysis of the hazard ratio (HR) of all-cause mortality in HFrEF
Albert 2019 279 279 + 0.56 (0.33, 0.94) : ; ; :
Parlett 2018 2510 7547 0.80 (0.70, 0.90)" patients comparing effectiveness of sac/val versus ACEi/ARB
Chang 2018 956 55492 — 1 0.91 (0.78, 1.06)* Weight Weight
N Study TE seTE Hazard Ratio HR 95%-Cl (fixed) (random)
All-cause hospitalization
Tan 2020 7893 7893 —- 0.86 (0.8, 0.91) Tan 2020 -0.22 0.0982 55— 0.80 [0.66;0.97) 427%  39.4%
Mohanty 2019 1612 37065 —_— 0.80 (0.65,0.98)* Chang 2019 -0.63 0.1906 — 053 [036;0.77) 113% 20.1%
Albert 2019 279 279 —— 0.57 (0.42,0.77) Greene 2019 -0.19 0.0947 i 0.83 [0.69;1.00] 46.0%  40.5%
# i

Eﬁr'e“ 2281188 ggéo ;22;2 * g';g (g‘g:’ g';g), Fixed effect model < 0.78 [0.68; 0.88] 100.0% -

ang i 78 (0.69, 0.89) Random effects model o 0.75 [0.61: 0.92] - 100.0%
Greene 2019 746 52866 —— 0.86 (0.76, 0.96) Heterogeneity: P= 57%, = 0.0181,p =0.10 I 1
CV mortality 05 : 2
Chang 2019 466 466 ° 0.50(0.33,0.78)
Composite outcome of
CV death and HF hospitalization
Chang 2019 466 466 ————— 0.66 (0.51, 0.85)

T T
0.3 1.0 13
Proudfoot CW, et al. Int J Cardiol 2021;331:164-71.
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Sacubitril/Valsartan in Real-Life Practice: Experience in Patients

with Advanced Heart Failure and Systematic Review

Before treatment (n="77) After treatment (n =77) p value
Efficacy
HF admission, n % 18 (23) 6 (8) 0.017
Ambulatory iv diuretic, n % 6 (8) 6 (8) 1.000
Ambulatory 1v levosimendan, n % 10 (13) 2(3) 0.022
NT-proBNP, ng/L, median (IQR) 1113 (680-2541) 704 (410-2162) 0.046
LVEF,  (SD) (37 pts) 32 (6) 37 (10) 0.003
EDDLYV, mm, X (SD) (40 pts) 63 (8) 60 (9) 0.011
Safety
Serum potassium, mmol, X (SD) 45 (0.5) 4.6 (0.5) 0.510
Serum creatinine, mg/dL, X (SD) 1.09 (0.28) 1.12 (0.31) 0.105
eGFR, X (SD) 69 (18) 68 (19) 0.224
Systolic BP, mmHg, X (SD) 123 (16) 119 (20) 0.011

Conclusions

Sacubitril/valsartan in real-life is prescribed to a more ad-
vanced HF population, which could be responsible for the
difficulties in reaching high doses of the drug. However, after
a 6-month follow-up, sacubitril/valsartan significantly reduces
HF hospitalization and seems to induce cardiac reverse re-
modeling, without remarkable adverse events.

Cardiovascular Drugs and Therapy (2019) 33:307-314
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ARNI maji vysoky potencial dosazeni LVRR

Left Ventricular Reverse Remodeling in Heart Failure: Remission to Recovery

Jacinthe Boulet, MD, CM? and Mandeep R. Mehra, MD, MSc, FRCP®

LVEF Improvements with Reverse Remodeling
ACEI or ARB
= %78-80
L SGLT2i
1 _6%89-90
BB
-12%81-84
e CRT
2-24%°"%
MRA
4%85,86
MitraClip
39,9495
ARNI
9-15%748

Redukce rizika SCD je spojena s dosazenim LVRR

0.10 9

= Enalapril
>.. - -
T 008 sakubitril/valsartan
=
=
- 0.06 9
o
=
o
S 0041
c
=
ER HR=0.80 (95% Cl: 0.68-0.94) p=0.008
g
h¥4

n | | n n n
0 180 360 540 720 900
Poéet dnli od randomizace
Pocet pacientt v riziku
sakubitril/valsartan4,187 3,891 2,478
Enalapril 4,212 3,860 2,410

1,080

1,005
994

1,260

STRUCTURAL HEART
2021, VOL. 5, NO. 5, 466-481
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ARNI maji vysoky potencial dosazeni LVRR

Reversal of remodelling to prevent acute
cascading mechanical failure

Coronary
artery bypass
surgery

L

Reverze/zastaveni/zpomaleni
nepriznivého vyvoje morfologie LK a

inhibitors

Angiotensin
converting enzyme

SGLT2i

Angiotensin

inhibitors

Adverse left

z s v e I—— dBeta- i ventricular
strukturalnich zmeén v myokardu S et remodeling .
\'4 V 4 7 e V4 v é 7z ( Card!alc .
vcasnym zahajenim komplexni lécby HF Catecholamine ! Qynehronzation
’ ’ P rv P S ineralocorticoid Self-oraanizin '
ma prokazany efekt na snizeni vyskytu receptor rganizing
antagonist criticality
SCD. Electrolyte
imbalances . / \
Cascading acute Cascading acute
l / electrical instability mechanical failure
Ventricular / Sudden / l -
tachyarrhythmias | ———> unexpected Bradyarrhythmias
cardiac death Electromechanical
;' dissociation
Membrane-active Implantable Asystole
Eur Heart J 2020,41:1757-1763 antiarrhythmic drugs cardioverter-defibrillator
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Vlastni zkusenosti

Zhodnoceni vlivu sacubitril/valsartanu
na echokardiografické parametry u pacientu s
chronickym srdec¢nim selhanim

» 1/2019 -1/2020

| ACEI - ARB 100 % "o
~ NYHAIL -1l BB 97 % “
6£I- . to i 50 v o 14 v
/’ i C uctatazen Spironolactone | 86 %
» Prumerny vek 37 let :
| Furosemid 96 %
» EF LK - 23% Digoxi 32 ¥
» ECHO pred a 6 m po nasazeni S/V ooxm :
lvabradin 1%
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Vlastni zkusenosti

ECHO Baseline 6 m follow up P - value

EF LK (%) 2346 28 + 10 b <0,05

DD (mm) 67,4+7,2 66 £ 9,1 NS

LS (mm) 46,8 0,6 45,7 £ 7,2 NS

PK (mm) 33,2+5,1 32149 NS

PH 2817 22 15 p <0,05

MR 1,2+0,8 1+£0,8 p <0,05

TR 0,2+0,8 0,7+0,7 P <0,05
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Vlastni zkusenosti

ECHO Baseline 6 m follow up P - value
EF LK (%) 23t 6 28 £ 10 p <0,05
DD (mm) 67,4+7,2 66+ 9,1 NS
/1 LS (mm) 46,8 £0,6 45,7 7,2 NS
PK (mm) 33,2%5,1 32+4,9 NS
PH 28t 17 22 15 p <0,05
MR 1,2+0,8 1+0,8 ECHO Baseline 6 m follow up P - value
TR 09+0,8 0,7 +0,7 | EF LK (%) 24+ 4 31 £ 5 p < 0,05
DD (mm) 66,8+5,5 66,1 £7/,5 NS
LS (mm) 47,6 +3,7 42,6 £33 p < 0,05
PK (mm) 33,6 5,6 33,3+4,4 NS
PH 3616 19 £15 p < 0,05
MR 1,608 1,0£0,6 p < 0,05
TR 1,2+£0,8 0,5+0,6 p <0,05
FAKULTNI I INTERNI , MUN
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Zavery

= Sacubitril/valsartan v roce 2014 rozboural dogma o tom, Zze ACEI/ARB jsou
zakladem lécby srdecniho selhani.

= Postupem casu se ukazalo, ze je bezpecné a efektivni jej nasadit jiz za
hospitalizace pro srdecni selhani a dokonce i u ACEI/ARB naivnich nemocnych.

= Evropska a jesté duraznéji americka HF guidelines doporucuji zahajit terapii HFrEF
pfimo ARNI bez predchozi Iécby ACEI/ARB.

= S vyjimkou vyssSiho vyskytu hypotenze nema proti Iécby ACEI/ARB vyssi riziko
nezadoucich ucinkd.

= U¢innost a bezpeénost Ié¢by ARNI je doloZena vedle dat z klinickych studii i RWE.
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Dékuji za pozornost!
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