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Srdecni selhani - vyvoj prevalence

Srdeéni selhani v CR Srdeéni selhani ve Spanélsku
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Pesimisticka varianta vyvoje prevalence CHSS v CR

607 tisic nemocnych v roce 2030

885 tisic nemocnych v roce 2040

Navrh Narodniho kardiologického planu CR 2023



Zatimco incidence HF se stabilizuje, prevalence narusta

Odhadovana incidence je 1-20 pripadu na 1000 osobo-roklti nebo 1000 obyvatel!

Celkov HFrEF HFpEF

Narustajici Stabilni nebo Narustajici
prevalence shizujici se prevalence prevalence

Soucasné udaje naznacuiji, Ze doslo k posunu v typu HF, u néhoz je pravdépodobné, Ze bude u pacientt
diagnostikovan:*2

Prevalence HFpEF v porovnani s HFrEF HFpEF se pravdépodobné stane

roste tempem 1% rocné nejbézné;jsi typ HF

HF, heart failure; HFpEF, heart failure with preserved ejection fraction; HFrEF, heart failure with reduced ejection fraction
1. Savarese G, et al. Cardiovascular Research 2022;17:3272—-3287; 2. Adamczak DM, et al. Curr Cardiol Rep 2020;22:82



HF predstavuje zdravotni zatéz napric¢ EF!

~60 % pacientu s HF je LVEF < 40%2a ~A40 Y% pacienta s HF maji LVEF >40 %2

HFrEF

HFmMreF
EF <40%

EF 41-49%

HFpEF
EF 2 50%

V rozmezi ejekéni frakce u HF existuje fada dulezitych podskupin:

HFimpEF Krehci pacienti HF HF P’f;\g;er};;;lizegj ;,/;o
EF < 40 % az >40 % s HF aT2D a CKD pS HE

a,na zakladé udaji z dubna 2019 az bfezna 2020 v Anglii a Walesu

CKD, chronické onemocnéni ledvin; EF, ejekéni frakce; HF, srde¢ni selhani; HFimpEF, srde¢ni selhani se zlepSenou ejekéni frakci; HFmrEF, srde¢ni selhani s mirné snizenou ejekéni frakci (mildly reduced); HFpEF, srde¢ni selhani se zachovanou
ejekeni frakei; HFrEF, srdecni selhani se snizenou ejekéni frakei; LVEF, ejekéni frakce levé komory; T2D, diabetes typu 2

1. Heidenreich PA, et al. J Am Coll Kardiol 2022; 79:€263-e421; 2. Narodni programme pro srde¢ni audit. Narodni audit srde€niho selhani 2021. K dispozici na adrese:
(pfistup bfezen 2023)
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Table 1: Proportion of HFpEF (out of Total Heart Failure Cases) in Community-based Studies and Registries

Year
Published

Years

Conducted

Population Source

HFpEF
Definition

Podil HFpEF na celkovém vyskytu srdecniho selhani

.
o

Proportion of
HFpEF (%)

Devereux et al.® 2000 1993—-1995 Participants of Strong Heart Study LVEF =55% 53 (50/95)
Philbin et al™ 2000 1995 and 1997 Hospitalised patients for HF in 10 acute care community LVEF >50% 24 (3121.29)
hospitals in New York, US
Gottdiener et al™ 2002 1989-1993 Participants of Cardiovascular Health Study LVEF >55% 22 (60/269)
MacCarthy et al™ 2003 19931995 Participants of UK-HEART study LVEF =50% 31(163/522)
Gustafsson et al.™® 2003 19931996 Participants of DIAMOND-CHF WMI >1.6 40 (2,218/5,497)
Redfield et al.™ 2003 19972000 Randomly selected residents of Olmsted County, MN, US LVEF =250% 44 (20/45)
Lenzen et al.*? 2004 2000-2001 Participants of EuroHeart Failure Survey LVEF >40% 46 (3.148/6.806)
Owan et al.*® 2005 1987—2001 Hospitalised patients for decompensated HF at Mayo Clinic LVEF =50% 47 (2,167/4,596)
Hospitals in Olmsted County, Minnesota, US
Bhatia et al.®™* 2006 1999—-2001 Patients with HF admitted to 103 hospitals in Ontario, Canada LVEF >50% 31(880/2,802)
Yancy et al.*® 2006 2001-2004 Participants of ADHERE hospitalisation database LVEF =40% 50 (26,322/52187)
Bursi et al *® 2006 2003-2005 Residents of Olmsted County, MN, US with incident or prevalent LVEF =50% 55 (308/556)
HF
Gheorghiade et al.*’ 2007 2003-2004 Participants of OPTIMIZE-HF LVEF =40% 51(21,149/41,276)
Lee et al.®® 2009 1981-2004 Participants of Framingham Heart Study LVEF >45% 41 (220/534)
Ho et al * 2013 1981-2008 Participants of Framingham Heart Study LVEF =45% 43" (196/457)
Gurwitz et al.*® 2013 2005-2008 Patients with newly diagnosed HF from four sites from LVEF =50% 52" (6,210/1,994)
Cardiovascular Research Network
Brouwers et al.™' 2013 19972010 Participants of PREVEND study LVEF =50% 347 (125/374)
Cheng et al.* 2014 2005—201 Participants of GWTG-HF registry LVEF =50% 47 (18,897/40,239)
Gerber et al ® 2015 2000-2010 Residents of Olmsted County, MN, US LVEF >50% 53" (1,089/2,074)
Alehagen et al.* 2015 2000-2012 Participants of Swedish Heart Failure Registry LVEF =50% 19 (9.140/46,959)
Ho et al.™ 2016 1979-2002 Pooled data of four community-based cohorts (Framingham LVEF >45% 48" (909/1,891)

Heart Study, Cardiovascular Health Study, PREVEND, MESA)

*Based on inaddent rates. HF = heart failure; HFDEF = heart failure with preserved efecfon froction; LVEF = left ventricuwlar ef ection fraction; WMI = wall mofon index. Adapted from Dunlay ef of. 2017
Used with permission from: Naotuwre Publiishing Group.

Kanako Teramoto, Tiew-Hwa Katherine Teng, Chanchal Chandramouli, Jasper Tromp, Yasuhiko Sakata, Carolyn SP Lam, Epidemiology and Clinical Features of Heart
Failure with Preserved Ejection Fraction, Cardiac Failure Review 2022;8:e27.hiips://dol.org/10.15420/cir.2022.06
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Percentualni zastoupeni HFpEF v registrech HF 2003 - 2012

20 [ EF cut-off 250% Bl EF cut-off 240%

60 -

HFpEF patients (%)

UK-Heart GTWG ADHERE OPTIMIZE-HF ADHERE-I JCARE-CARD

EF, ejection fraction; HF, heart failure; HFpEF, heart failure with preserved
ejection fraction Dhingra A et al. Curr Heart Fail Rep. 2014;11:354-365



Narust prevalence HFpEF na konci 20. stoleti

Olmsted County MN, USA (1986—-2002)

HFpEF increasing by 1% per year relative to HFrEF
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....a pocatkem 21. stoleti

Get With the Guidelines-HF (2005—-2010)
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EF, ejection fraction; HF, heart failure; HFpEF, heart failure with preserved ejection
fraction; HFrEF, heart failure with reduced ejection fraction Steinberg BA et al. Circulation. 2012;126:65-75



Vliv véku na zastoupeni EF< 50% a = 50% u pacientu s HF
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10 Tribouilloy C et al, Eur Heart J 2007



Prevalence HFpEF v Japonsku

In Japan, HFpEF prevalence increased from 50.6% (2000-2004) to 68.7% (2006—2010)

80 %

60

40

HFpEF (%)

20

Overall <65 years

*P<0.001 vs. CHART-1

HFpEF, heart failure with preserved ejection fraction

CHART-1
(2000-2004)

. CHART-2
(2006-2010)

65-74 years 275 years

Shimokawa H et al. Eur J Heart Fail. 2015;17:884-892
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Podil pacientu dle LVEF ve vybranych evropskych zemich

Ejekéni frakce levé srdecni komory (EF%)

EF% EF% EF% EF% EF% EF% EF% EF% EF%
55(12) nfa 44 (11) 42 (12) 43 (16) 44(14)  43(15) 42 (14) 44.7 (42.3-47.1)
HFpEF, EF=50%

90 |- " - . ;
g 2% . HFmIrEF, EF 40-50%

- . HFrEF, EF <40%

Proportion of heart failure patients with
ejection fraction categories

Portugal Israel Spain Sweden Switzerland Belgium  Germany UK Total
n=2032 n=4980 n=19708 n=4294 n=8374 n=2379 n=3602 n=6073 n=51442

Norhammar A, et al. Heart 2023;109:548-556. doi:10.1136/heartjnl-2022-321702



Prognéza HFpEF versus HFrEF

40+
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9
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T 204
=
o
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104
Adjusted HR 0.68 (0.64, 0.71)
0 1 2 3
Number at risk: Years
HF-REF 28803 21012 16510 12247
HF-PEF 9518 6725 5728 4346

Meta-analysis Global Group in Chronic Heart Failure (MAGGIC) Eur Heart J 2012;33:1750-1757



Survival

Prognéza HFpEF se v prubéhu ¢asu nezlepsuje

Patients with reduced ejection fraction
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HFpEF, heart failure with preserved ejection fraction
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Owan TE et al. N Engl J Med. 2006;355:251-259
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ESC Guidelines 2012

“No treatment has yet been
shown, convincingly, to reduce
morbidity and mortality in patients
with HF-PEF.”

ESC Guidelines 2016

“No treatment has yet been
shown, convincingly, to reduce
morbidity and mortality in patients
with HF-PEF.”
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Doporuceni pro: HFmrEF (LVEF 41-49%) & HFpEF (LVEF 250%)

Recommendation Table 1 — Recommendation for the
treatment of patients with symptomatic heart failure
with mildly reduced ejection fraction

Level®

Class®

Recommendation

An SGLT2 inhibitor (dapagliflozin or empagliflozin) is
recommended in patients with HFmrEF to reduce

the risk of HF hospitalization or CV death ®®

CV, cardiovascular; HF, heart failure; HFmrEF, heart failure with mildly reduced ejection
fraction; SGLT2, sodium—glucose co-transporter 2.

“Class of recommendation.

®Level of evidence.

“This recommendation is based on the reduction of the primary composite endpoint used
in the EMPEROR-Preserved and DELIVER trials and in a meta-analysis. However, it should
be noted that there was a significant reduction only in HF hospitalizations and no reduction
in CV death.

McDonagh et al. (2023). Eur Heart J, 00:1-13.

© ESC 2023

Recommendation Table 2 — Recommendation for the
treatment of patients with symptomatic heart failure
with preserved ejection fraction

Level®

Class®

Recommendation

An SGLT?2 inhibitor (dapagliflozin or empagliflozin) is
recommended in patients with HFpEF to reduce the
risk of HF hospitalization or CV death.c &

CV, cardiovascular; HF, heart failure; HFpEF, heart failure with preserved ejection fraction;
SGLT2, sodium—glucose co-transporter 2.

*Class of recommendation.

®Level of evidence.

“This recommendation is based on the reduction of the primary composite endpoint used
in the EMPEROR-Preserved and DELIVER trials and in a meta-analysis. However, it should
be noted that there was a significant reduction only in HF hospitalizations and no reduction
in CV death.

Dapagliflozin a empagliflozin se vyclenuji ze skupiny SGLT2i jesté vyraznéiji....

© ESC 2023
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Lé&ba HFMrEF (LVEF 41-49%)

1

\ @ESC—

Figure 1 Management of patients with heart failure with mildly reduced ejection fraction. ACE-I, angiotensin-converting enzyme inhibitor; ARB, angio-
tensin receptor blocker; ARNI, angiotensin receptor—neprilysin inhibitor; HFmrEF, heart failure with mildly reduced ejection fraction; MRA, mineralo-
corticoid receptor antagonist.

McDonagh et al. (2023). Eur Heart J, 00:1-13. https://doi.org/10.1093 /eurheartj/ehad195
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Létba HFpEF (LVEF >50%)

O Managementofpatients with HFpEF

1
\ @ESC—

Figure 2 Management of patients with heart failure with preserved ejection fraction. CV, cardiovascular; HFpEF, heart failure with preserved ejection
fraction.

McDonagh et al. (2023). Eur Heart J, 00:1-13. hitps://doi.org/10.1093 /eurheart]/ehad195
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Vysledky subanalyz pacientt se srde¢nim selhanim ze studie
DECLARE-TIMI 58




DECLARE-TIMI 58: :Mezinarodni, randomizovana, dvojite
zaslepena, placebem kontrolovana kardiovaskularni studie faze Il

Design studiel?:3

17,160 pacientu?

DM2 (6.5% < HbA1c
<12%), =55 let (muzi) nebo
260 let (Zeny) s 21 KV
rizikovym faktorem NEBO 240
let s prodélanym KV
onemocnénim

1.1
Dvojité
zaslepeni

Placebo denné

Dapagliflozin 10 mg denneé

DalSi Iéky snizujici hladinu glukézy dle rozhodnuti Iékare

| : | |
S Single-blind PBO run-in - R ,Event-driven®: 21390 MACE
(1-2 months) Median sledovani: 4.2 roku
Primarni bezpeénostni cil Sekundarni cile DalSi bezpe¢nostni parametry Vybor pro data monitoring
KV umrti, nefatalni IM, nebo Ll i P : . . , . . « ,
nefatalni CMP (MACE) Renalni kompozitni cil Malignanity® (napt. rakovina Pravidelna kontrola bezpec¢nosti
(setrvaly pokles eGFR 240% k modového méchyie) Dvé predb&zné kontroly G&innosti
s .. eGFR <60 mL/min/1.73 m? a/nebo Jaterni pfihody® Posouzeni rakoviny mo&ového
Primarni ucinnostni cile ESRD a/nebo renalni i KV smrt) DKAP méchyfe po kazdych 8 udalostech

MACE Smrt z jakychkoliv pficin Amputace
Kompozitni cil hospitalizace pro Fraktury

srdecéni selhani nebo KV smrt

Pfelozeno a upraveno dle:

2A total of 17,190 patients were randomized; however, 30 patients were excluded from all analyses because of significant good clinical practice violations at a single site for a different trial; ®Blinded adjudication of events.

CV, cardiovascular; DKA, diabetic ketoacidosis; ECVD, established atherosclerotic cardiovascular disease; eGFR, estimated glomerular filtration rate; ESRD = end-stage renal disease; HbAlc, glycated hemoglobin; MACE, major adverse cardiovascular events; MI, myocardial
infarction; PBO, placebo; R, randomization; S, screening; T2D, type 2 diabetes; yrs, years.

1.Raz | et al. Diabetes Obes Metab. 2018;20:1102-1110; 2. Wiviott SD et al. Am Heart J. 2018;200:83-89; 3. Wiviott SD et al. Online ahead of print. N Engl J Med. 2018.
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DECLARE: vliv dapagliflozinu na primarni hodnoceny cil (hSS/KV umrti) u
pacientu s DM2 v celé studii a v podskupinach pacientu se srdecnim selhanim

Primarni cil- Analyza podskupin-
hSS/KV amrtil2 hSS/KV umrti dle historie HFrEF?
6 ° R 30—
HR 95% Cl p-value Placebo (496 Events)
0,83 (0,73; 0,95) 0,005 HF/Ne rEF: HR 0,88 (0,66; 1,17) Placebo HErEF
27 25—
S S
q, N—r
(4]

% 4 — g 20—
° 3 DAPA 10 mg HFrEF
2 S
= 3 £ 15— w2t Placebo HENonrEF
IS S DAPA 10 mg HFNonrEF
w DAPA 10 mg (417 Events) =
—_— (S
3 2 S 10—
£ £
=}
X <

1 5—

0 T T T T T T T | ] e I B B B e — —

0 180 360 540 720 900 1080 1260 1440 0 180 360 540 720 900 1080 1260 1440
Dny od randomizace Dny od randomizace

a2-sided p-value is displayed; HR, Cl, and p-value are from cox proportional hazard model.

KV = kardiovaskularni; DAPA = dapagliflozin; SS = srdec¢ni selhani; HFrEF = srdec¢ni selhani s redukovanou ejekéni frakci; hSS = hospitalizace pro srdec¢ni selhani; HR = hazard ratio; rEF =
reduced ejection fraction; DM2 = diabetes mellitus 2. typu.

1. Wiviott SD et al. N EnglJ Med. 2019;380:347-357; 2. Kato ET et al. Circulation. 2019;139:2528-2536.



KV benefit dapagliflozinu u pacienti s T2D a HFrEF se

objevuje brzy?2

hHF/KV amrti

HR 95% CI
0,62 (0,45-0,86)

30 —

25 —

20 —

15 —

10 —

Kuulativni incidence (%) Pacienti s
HFrEF2

0 180 360 540 720

900 1080 1260 1440

Dny

30 —

25 —

20 —
NNT (4 roky) =18 NNT (4 roky) =19
HR  95%Cl HR  95%Cl
0,64 (0,43-0,95) 15— 0,55 (0,34-0,90)
10 —
5 —
11 1T T 1T 1T 1 ° [ [ [ [ [ [ [ [

180 360 540 720 900 1080 1260 1440

Dny

DAPA —

0 180 360 540 720 900 1080 1260 1440

Dny

PBO —

Celkova mortalita

20 —
NNT (4 roky) = 16
HR  95%Cl
15— 0,59 (0,40-0,88)
: /
5 —

0 180 360 540 720 900 1080 1260 1440

Dny

aDefinovaNe jako EF <45% Ci zavaznd/stiedni systolicka dysfunkce LK s, nebo bez historie srde¢niho selhani. KV = kardiovaskularni; DAPA = dapagliflozin; EF =ejection fraction; HFrEF = heart failure with reduced
ejection fraction, HF s redukovanou ejekéni frakci; hHF = hospitalization for heart failure, hospitalizace pro HF; HR = hazard ratio; LV = left ventricular; NNT = number needed to treat; PBO = placebo; T2D = type 2
diabetes, diabetes 2. typu; yrs = years; HF = heart failure, srdec¢ni selhani

Pfejato a upraveNe dle:KATO, Eri T., Michael G. SILVERMAN, Ofri MOSENZON, et al. Effect of Dapagliflozin on Heart Failure and Mortality in Type 2 Diabetes Mellitus. Circulation [online]. 2019; 139(22), 2528-2536

[cit. 2019-09-30]. DOI: 10,1161/CIRCULATIONAHA,119,040130. ISSN 0009-7322. Dostupné z: https://www.ahajournals.org/doi/10,1161/CIRCULATIONAHA,119,040130
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@ DAPAHF Posuzovani dapagliflozinu u pacientu

25

s chronickym HFrEF s, nebo bez T2D'4

4744 pacientt
. 218 let véku P Dapagliflozin 10 mg

+ standartni terapie

* Snebo bez T2D

+ Diagnéza symptomatického
HFrEF (NYHA trida II-1V) 22
mésice

* LVEF =40% v poslednich 12 més.

» zvySené NT-proBNP Placebo

« eGFR 230 mI/min/1,73 m? + standartni terapie

» _Standartni terapie HFrEF
| T 7T 7 1 >

Kontrola 1 (nabor) Kontrola 2 (randomizace)Kontrola 3 Kontrola 4 Kontrola 5 Kontrola 6: atd. | Cilovy pocet primarnich pfihod: 844

Den -14 Den 0 Den 14 Den60 Den 120 Kazdych 120 dni Median doby sledovani: 18,2 mésicut?
Ukonéeni: Cervenec 20193

1.1
Dvojité zaslepeni

Primarni endpoint Sekundarni endpoint
X ;s e - Cas do jakékoliv prvni pfihody z kompozitniho parametru: KV umrti nebo hHF
* Cas do prvni pr!hody z kompozitniho » Celkovy pocet (prvni a rekurentni) hHF a KV amrti
parametru: KV umrti, nebo hHF, nebo - Celkova zména ve skére symptomii KCCQ od za&atku méfena v 8 mésicich
urgentni oSetieni pro HF - Cas do jakékoliv prvni pfihody z kompozitniho parametru : 250% pokles

eGFR, nebo dosazeni ESRD, nebo renalni umrti
« Cas do umrti z jakékoliv pri€iny

KV = kardiovaskularni; eGFR = estimated glomerular filtration rate; ESRD = end stage renal disease; HbAlc = glycated hemoglobin; HF = heart failure, srdeéni selhani; HFrEF = heart failure with reduced ejection fraction, srdecni selhani s
redukovanou ejek¢ni frakei;

hHF = hospitalization for heart failure, hospitalizace pro HF; KCCQ = Kansas City Cardiomyopathy Questionnaire; LVEF = left ventricular ejection fraction; NT-proBNP = N-terminal pro B-type natriuretic peptide; NYHA = New York Heart
Association; SoC = standard of care; T2D = type 2 diabetes, diabetes 2. typu.

1. McMurray JJV et al. Article and supplementary appendix. Eur J Heart Fail. 2019;21:665-675; 2. McMurray J. Presentation at: European Society of Cardiology Congress. September 1; 2019; Paris, France; 3. Study NCT0303612 *
ClinicalTrials cov website Accessed August 192019 4 McMurrav 11V et al Fur | Heart Fail. 2019:doi- 10 1002 /eihf 1548 Accessed lulv 16° 2019



Dapagliflozin vyznamne snizuje riziko KV umrti a zhorseni
HF2 u pacientu s HFrEF12

@9 DAPAHF Primarni cil

Kumulativni Incidence (%)

26

Slozeny ukazatel KV umrti, nebo zhorseni HF2

HR: 0,74 (95% CI: 0,65-0,85) 2 6

25—
Placebo 4,9% ARR
20- Statisticka p=0,00001
Signifikance jiz DAPA 10 mg
3,b .
51 | Den 28 KV amrti orsenl pro
184 30%
10— _ =URRR Y URRR
1,9% ARR 3,7% ARR
5 M NNT=21 p=0,029 p=0,00003
07 I I I I I I I | Konzistentni oi A cilove
0 3 6 9 12 15 18 21 24 onzistentnl prinos vvp’)vrlm’avrnlr’n (',tl ovem
Mésice od zafazeni parametru napfic klicovymi
ahospitalizace pro srdeéni selhdni nebo urgentni navstéva se srdeénim selhdnim; PPost-hoc analyza; “Nominalni p-value. podskupinami

KV = kardiovaskuldrni; HF = srdecni selhdni; HFrEF = srdec¢ni selhani s redukovanou ejekéni frakci; ARR = absolutni snizeni rizika; RRR = relativni snizeni rizika

1. McMurray JJV et al. N Engl ] Med. 2019;381(21):1995-2008; 2. McMurray J. Presented at: ESC Congress; August 31-September 4, 2019; Paris, France; 3. Berg DD et al. JAMA Cardiol.

2021;6(5):499-507.

KV umrti nebo
zhorseni pro HF2

%
RRR

Ve skupiné pacientu

s Dapagliflozinem se

také snizila amrtnost
ze vSech pricin

Celkova
mortalita

%
L7 e

2,3% ARR
p=0,022¢




DAPA-HF: Stredni eGFR v prubéhu ¢asu vzhledem k pocateénim
kategoriim eGFR a prirazené léché

eGFR categories: >75, <75- 260-, <60- 245, <45, and ml/min/1.73 m?
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Adamson et al
Circulation. 2022 Apr
20. doi:
10.1161/CIRCULATION
| AHA.121.058910.
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DAPA-HF: vyskyt hyperkalémie

Incidence of hyperkalemia (>5.5 mmol/l)

5 ; : &1 :
X & | All patients _| MRA treated patients
g N 2‘2
-; . 4_/—/_[ .g _________
®© s
=g T
= g
3 1 - "7
O o JJ HR 0.93 (0.78, 1.11) ¢ HR 0.86 (0.70, 1.05)

’ ’ ! Monthgs sincegandom‘uszation b “ “ ’ .3 ‘ Momr?s sinoe‘éandon:i;abon * & “
-3 S 4 & FE S RS- 8585 EEEN

Dapagifiozin Placebo Dapaghfiozin Placebo
Incidence of hyperkalemia (>6.0 mmol/l)

X Q | All patients 1 MRA treated patients
o S
=
LD" = HR 0.64 (0.42,0.99) &= HR 0.50 (0.29, 0.85)
=y L) § \
U O o+

. . < .
“ ) 12 15 18 21 24

Months since Randomization

Number at Risk

Dapaghfionn 2364 2274 2205 2120 1979 1549 132 606 215
Placebo 2364 2258 2175 2001 1950 1515 m 505 212
******* Dapaglifiozin Placebo

Kristensen et al Dapagliflozin reduces the risk of hyperkalaemia in patients with heart failure and reduced ejection fraction: a secondary analysis DAPA-HF, European Heart

Journal, Volume 41, Issue Supplement_2, November 2020, ehaa946.0939,

- T T T
] 12 15 18 21 24

Months since Randomization

Number at Risk

Dapaglifiozin 1688 1619 1564 1502 1417 1102 798 423 155
Placebo 1667 1503 1536 1482 1386 1075 73 405 140
------- Dapaghfiozin Placebo
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Studie DELIVER

Dapagliflozin Evaluation to Improve the LIVES of Patients With
PReserved Ejection Fraction Heart Failure




DELIVER

Dapagliflozin Evaluation to Improve the LIVES of Patients
With PReserved Ejection Fraction Heart Failurel2:3

DELIVER

6263 pacientu

Dapagliflozin 10 mg
+SoC

e Vék 240 rokl s nebo bez DM2T

* SLVEF >40 %? a s prokdzanym strukturalnim
srdeénim onemocnénim® béhem 12 mésicl

* Symptomaticka tfida NYHA II-IV a typické
znamky/symptomy HF >6 tydn( pfed zafazenim s
alespon obcasnou potrebou diuretické Iécby

* ZvySené hladiny NT-proBNP

e eGFR¢>25 mL/min/1.73 m2

1:1
randomizace®

Placebo
+SoC

* Ambulantni o$etfeni nebo hospitalizace bez i.v. Median sledovani 2.3 roku
|é¢by pro HFY po dobu >24 hodin pfed randomizaci | I | o’ i ” i > i ” | o’ :
navstéva 1 (zafazeni)  navstéva 2 navstéva 3 navstéva 4 navdtéva 5 navstdva 6 navstdva 7 navitéva 8
den -21 Den 1 Den 30 Den 120 Den 240 Den 360 Den 480 Den 600
Primarni sledovany cil Sekundarni sledované cile
« Cas do prvniho vyskytu jakékoliv pFihody cile » Celkovy pocet pfihod HF (prvni a opakovana).a KV umrti v celé populaci
slozeného z KV Gmrti nebo zhor$eni HF pacientl s LVEF <60 %
(neplanovana hHF nebo urgentni navétéva pro HF) * Zmeéna od vychozi hodnoty KCCQ-TSS za 8 mesicu
% V celé populaci pacientu * Doba do vyskytu KV umrti
% Pacienti s LVEF <60% * Doba do vyskytu umrti z jakékoliv pficiny

a Byli zahrnuti také pacienti s LVEF <40% ; PLV - hypertrofie levé komory nebo zvétseni levé siné ; “Based on Chronic Kidney Disease-Epidemiology Collaboration Equation; Including diuretics; eStratified by T2DM
status (established diagnosis/HbAlc 26.5% at enrollment). @

1. Solomon SD et al. Eur J Heart Fail. 2021;23(7):1217-1225; 2. Solomon SD et al. JACC Heart Fail. 2022;10(3):184-197; 3. Solomon SD et al. N Engl J Med. 2022;387(12):1089-1098.



Dapagliflozin vyznamneé snizil vyskyt primarniho cile slozeného z KV umrti,
hHF nebo urgentni navstévy z divodu srdec¢niho selhani's

30
HR: 0.82 (95% CI: 0.73-0.92)
25
. Placebo
X
8 20 — DAPA 10 mg
c
_8 aStatisticky
:g 15 vyznamné jiz o 3 0/
g 13.dne 18 0
= RRR
g 10 -
2 3.1% ARR
e p=0.0008?
[ ]
M NNT=32?

| | | | | | | | | | | | |
0 90 180 270 360 450 540 630 720 810 900 990 1080

Pocet pac. v riziku Dny od zarazeni do studie

DAPA 10 mg 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389
Placebo 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

aNominalné stanovena vyznamnost 13. den (HR, 0.45; 95% Cl, 0.20-0.99; p=0.046), s trvajici statistickou vyznamnosti od 15. dne.
32 1. Solomon SD et al. N EnglJ Med. 2022;387(12):1089-1098; 2. Solomon SD. Presented at: ESC Congress; August 26-29, 2022; Barcelona, Spain; 3. Vaduganathan M et al JAMA Cardiol. 2022;7(12):1259-1263.
doi:10.1001/jamacardio.2022.3750
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Efficacy and Safety of Dapagliflozin According

to Frailty in Patients With Heart Failure: A
Prespecified Analysis of the DELIVER Trial
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Sdruzena analyza studii DAPA-HF a DELIVER




Studie DELIVER rozsifuje priukaz benefiti dapagliflozinu na cely rozsah LVEF

>11,000 pacientu s HF! 2

HFmrEF

DELIVER”
EF >40 %

DAPAHF
EF <40 %

( Vyznamné snizeni cile slozeného z KV
umrti nebo zhorSeni HF?3,stejné tak
vyznamne snizeni kazdé jednotlivé
slozky tohoto cile

~

Dosud nejvétsi studie s nejSirSi skupinou pacientd s EF>40 %

)

Signifikantni sniZeni cile slozeného z KV umrti nebo zhorseni
HF2, na kterém se podilely vSechny slozky cile

» Snizeni mortality ze vSech pfi€in

ZlepSeni symptomU HF

* ZlepSeni symptomu HF Konzistentni G&inek napfi¢ Sirokou populaci pacientt

\_ J

KV = kardiovaskularni; EF = ejek¢ni frakce; HF = heart failure; srdecni selhani, HFmrEF = heart failure with mildly reduced ejection fraction; srdecni selhani se stfedné snizenou ejekéni frakci, HFpEF = heart failure with
preserved ejection fraction; srdecni selhani se zachovalou ejek¢ni frakci, HFrEF = heart failure with reduced ejection fraction; srdecni selhani snizenou ejekéni frakci, hHF = hospitalizace pro srdecni selhani.

» Konzistentni u€inek napfic¢ Sirokou
populaci pacientu )

ahHF nebo urgentni navstéva kvali HF.

35 1. McMurray JJV et al. N Engl J Med. 2019;381(21):1995-2008; 2. Solomon SD et al. JACC Heart Fail. 2022;10(3):184-197; 3. Solomon SD et al. N Engl J Med. 2022;387(12):1089-1098.
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Sdruzena analyza studii DAPA-HF a DELIVER: Design!

Predem specifikovand,® sdruzend analyza na urovni pacienta
N=11,007

@ DAPAHF Qa DELIVER
LVEF <40% LVEF >40%
Ucel: \

Zjistit jaka je ucinnost dapagliflozinu v

Sledované cile:

e KV Umrti
celém rozsahu LVEF s ohledem na * Smrt ze vSech pricin

e prvni a opakovana® hHF
* MACE —-sloZzeny z KV umrti, Ml

nebo mozkové prihod
jinymi |éky pro terapii srdecniho selhani . v

\ / e KV Umrti nebo hHF

aPrior to unblinding of the DAPA-HF trial?; °First and recurrent.

oslabeni Uéinku pozorované u pacientt
s vysSi hodnotou LVEFs ve studiich s

CV = cardiovascular; HF = heart failure; hHF = hospitalization for heart failure; LVEF = left ventricular ejection fraction; MACE = major adverse cardiovascular events; M| = myocardial infarction.

36
1. Jhund PS et al. Nat Med. 2022;28(9):1956-1964; 2. Solomon SD et al. Eur J Heart Fail. 2021;23(7):1217-1225.
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Dapagliflozin vyznamne snizil riziko KV umrti

Piedem specifikovana souhrnn

3
U
>
U
>
I
Ll

: % DELIVER

KV umrti
Primarni endpoint
20 ~
S HR: 0.86 (95% CI: 0.76-0.97)
(V]
2
§ Placebo
= DAPA 10 mg
=
® %
g 14
£ RRR
>
4
0 1.5% ARR

| | | | | | | | | | | | |
0 90 180 270 360 450 540 630 720 810 900 990 1080

. .. Dny od zarazeni do studie
Pocet osob v riziku

DAPA 10 mg 5504 5430 5339 5254 5087 4556 3826 3010 2403 1781 1312 903 441
Placebo 5503 5426 5333 5238 5048 4508 3789 2978 2391 1767 1306 910 451

Results were unchanged when undetermined deaths were excluded from the definition of CV death or if the definition of CV death used in each trial was examined.

ARR = absolute risk reduction; CV = cardiovascular; DAPA = dapagliflozin; HF = heart failure; HR = hazard ratio; RRR = relative risk reduction.
Jhund PS et al. Nat Med. 2022;28(9):1956-1964.

p=0.01
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Obe studie DAPA-HF a DELIVER prispéely k vyznamnému snizeni rizika KV umrti

@ DAarPAHF Piedem specifikovana souhrnna %) DELIVER

KV umrti, n/N Dapagliflozin 10 mg Placebo HR (95% Cl) HR (95% Cl) p-hodnota
DAPA-HF + DELIVER souhrnné? 525/5504 607/5503 ] 0.86 (0.76-0.97) 0.01
DAPA-HF: populace s LVEF <40% 227/2373 273/2371 | - , 0.82 (0.69-0.98) Interaction
p-value
DELIVER: populace s LVEF >40% 298/3131 334/3132 — = : 0.89 (0.76-1.04) 0.52
0,6 0,8 1,0 1,2
) Dapagliflozin lepsi Placebo lepsi .

Between-trial heterogeneity for the effect of treatment on the primary endpoint of CV death was tested before the DAPA-HF and DELIVER trials were pooled together using the P2 statistic.! There was no
heterogeneity found as evidenced by an 2 of 0%.2

aResults include deaths of undetermined causes.  KV% kardiovaskularni; HR = hazard ratio, CI = konfidenéni interval

1. Jhund PS et al. Nar Med. 2022;28(9):1956-1964; 2. Melson WG et al. Clin Microbiol Infect. 2014;20(2):123-129.
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Dapagliflozin prokazal prinos v snizeni rizika KV umrti v celém rozsahu LVEF

Predem specifikovana souhrnna

Qr) DELIVER

3
O
>
U
>
I
Ll

1.4 - KV umrti
Primarni cil
Placebo lepsi
A
1.0 Bez rozdilu
3 v
L 08+ / DAPA lepsi
2
‘N
=
S
>
g 0.6 === Shodna mira rizika (HR=1)
o Kontinudlni pomér rizika pro
DAPA vs. placebo
95% CI
0.4 -| Interaction p-value=0.94

| | | | | | | | | | | | |
15 20 25 30 35 40 45 50 55 60 65 70 75

LVEF, %

CV = cardiovascular; DAPA = dapagliflozin; HF = heart failure; HR= hazard ratio; LVEF = left ventricular ejection fraction.

Jhund PS et al. Nat Med. 2022;28(9):1956-1964.
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Dapagliflozin prokazal prinos ve snizeni rizika KV umrti nebo
hHF v celém rozsahu LVEF

@ DAPAHF Piedem specifikovana souhrn %) DELIVER

1.4 — , .
KV uamrti nebo hHF
Placebo lepsi
A
1o Bez rozdilu
o
L v
.-E 0.8 1 DAPA lepsi
= ——
S —
>
£
O
A 0.6 === Shodna mira rizika (HR=1)
Kontinudlni pomér rizika pro
DAPA vs. placebo
95% ClI
0.4 7 Interaction p-value=0.71

| | | | | | | | | | | | |
15 20 25 30 35 40 45 50 55 60 65 70 75

LVEF, %

CV = cardiovascular; DAPA = dapagliflozin; hHF = heart failure hospitalization; HR= hazard ratio; LVEF = left ventricular ejection fraction.

Jhund PS et al. Nat Med. 2022;28(9):1956-1964.
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Dapagliflozin vyznamné snizil riziko kazdého ze sledovanych cilt

v celém rozsahu LVEF
D DaraHF
(A
umrti «/\— hHF &

KV amrti celkova mortalita véechny hHF’ prvni hHF

14:. [ 10:. Bl 29:..] 26:.
RRR RRR reduction RRR

KV amrti, M|,
nebo CMP

1.5% ARR 1.5% ARR 6.0% ARR 3.2% ARR 1.3% ARR
p=0.01 p=0.03 p<0.001 p<0.001 p=0.045

HR: 0.86 HR: 0.90 RR: 0.71 HR: 0.74 HR: 0.90
95% CI: 0.76-0.97 95% CI: 0.82-0.99 95% CI: 0.65-0.78 95% CI: 0.66-0.82 95% CI: 0.81-1.00

I 4

Ucinek dapagliflozinu byl konzistentni v celém rozsahu LVEF

aFirst and repeat.

41
Jhund PS et al. Nat Med. 2022;28(9):1956-1964.
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Benefit dapagliflozinu je konzistentni, bez znamek oslabeni efektu

napric LVEF'2

g
o
]

Dapagliflozin
KV amrti nebo hHF?

Interaction p-value = 0.71

=
o

Hazard Ratio (95% Cl)

o
U
|

T 1T T 1T 1T T 1T T 1T T T 1
15 20 25 30 35 40 45 50 55 60 65 70 75

LVEF (%)
ARB ARNI
KV umrti nebo hHF KV dmrti nebo hHF?

='2.0-
;3, Interaction p-value = 0.35 Interaction p-value = 0.022
n
2
(=]
Ea 1.0 ———
e
° -
©
N
©
I 0.5

Empagliflozin

KV umrti nebo hHF

Interaction p-value = 0.30

T T T 1T T T T T T
15 20 25 30 35 40 45 50 55 60

LVEF (%)

MRA
KV umrti nebo hHF

Interaction p-value = 0.007

Digitalis
KV umrtin ebo hHF

Interaction p-value = 0.13

I I I I | I I | | | | | |
15 20 25 30 35 40 45 50 55 60 65 70 75
LVEF (%)

r T T T T 1T T 1T 1T 1 T T T 1T T T T 1T T T T T 1
15 20 25 30 35 40 45 50 55 60 65 70 75 15 20 25 30 35 40 45 50 55 60 65 70 75

LVEF (%)

LVEF (%)

I I | | | I | I | | | | |
15 20 25 30 35 40 45 50 55 60 65 70 75
LVEF (%)

Rozdily v designu studii, populacich pacienttli a Iécebnymi skupinami maji vliv na moznost pfimo porovnavat vysledky raznych studii.

42 alinear regression model of CV death (including undetermined death) and hHF to ensure consistency across trials; PAll data is in comparison to placebo, except for ARNI which is in comparison to
enalapril or valsartan 1. Kondo T et al. Eur Heart J. 2022;43(5):427-429; 2. In House Data, AstraZeneca. Data on file 161903.
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Co zlepsit v managementu pacientu s akutni
dekompenzaci srdecniho selhani ?



Umrtnost ziistava u pacientt s dekompenzaci HF vysoka!?

aUdaje z USA
CV, kardiovaskularni; HF, srde¢ni selhani; HFpEF, srde¢ni selhani se zachovanou ejekéni frakci; hHF; hospitalizace pro srdec¢ni selhani
1. Savarese G, et al. Kardiovaskularni vyzkum 2022; 17:3272-32872; 2. Abdin A, et al. ESC Srdec¢ni selhani 2021,8:4444-4453; 3. Lan T, et al. Ther Clin Risk Manag 2021; 17:1307-1320 44




Optimal GDMT implementation remains low despite
the striking benefits

Up to 8.3
additional years

ACEVARB/ = Beta- i e G CHAMP-HF: Only 1%
ARNI blocker heart failure’ of eligible patients were

simultaneously treated
with target doses of all

) ACEI/ARB/ARNI, BBs

SGLT2i Upto 61% and MRA therapy?

reduction in all-

cause mortality vs.
conventional therapy'?

ACE), anglotensin-convering enzyme nhibdor, ARB, angolensn receplor blocker, ARNI angiotensn recepiorn nepelysin inhitiior, B8, beta blocker,
CV, carovascular, MRA, minoraiocortioond recepice . SGLTA, sodum-glucose codransporter-2 inhibaor
45 1. Vaduganathan M, of o/ Lancet 2020, 396:121-128; 2 Tromp J, of ol JACC Meart Fad 2022, 10.73-84, 3 Groene SJ, of al. J Am Coll Carciol 2018, 72 351-388



GDMT u HFrEF v realné praxi

Pooled titration to target dose and discontinuation 1-year results of the most frequently used GDMT for HF within each pharmacological class

100 - 100 A 100 - 100 A 100 A

<
> i ] i i i
=
= ] ] ] i i
)
‘G 50 A 50 - 50 50 o 50 o
®
lol . _ . i i
-§ 1 55 1 i g .
l 1 33 l 1 T
] ] 1 24 i 1 27
ACEi ARB Beta blocker MRA ARNi
n=8426 n=2303 n=10,476 n=17,421 n=29,546
Preruseni léCby B Cilova davka (2100% cilové davky)

Observational cohort study; new users of established HFrEF drugs were identified in large and representative electronic health records in Sweden (nationwide registries), United Kingdom (CPRD Aurum),
and United States (IBM MarketScan® Commercial and Medicare Supplemental databases). HF diagnosis has been validated in all three of these administrative registries with high validity, i.e. 95% in
Sweden, 87% in the UK, and 84% in the US. Data on left ventricular ejection fraction and laboratory measurements were not available in these data sources

ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; ARNi, angiotensin receptor-neprilysin inhibitor; GDMT, guideline-directed medical therapy; HF, heart failure;

hHF; hospitalization for heart failure; HFrEF, heart failure with reduced ejection fraction; MRA, mineralocorticoid receptor antagonist

Savarese G, et al. Eur J Heart Fail 2021;23:1499-1511




Pouziti GDMT po hospitalizaci a vyvoj ve vyuziti SGLT2

Pouziti 4 soubéznych GDMTs po hospitalizaci pro

HF, ve sledovaném obdobi prosinec 2020 - éerven Pouziti SGLT2i,

3 meésice po hospitalizaci pro HF
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aStudy design: secondary data were extracted from the following electronic health records or claims data sources: Japan Medical Data Vision claims registry, Sweden nationwide administrative registries,
USA Optum®

de-identified Market Clarity Data. Inclusion criteria: age = 18 years, first ever registered inpatient hHF during the study period, 12 months of continual database presence; bUse of guideline-directed medical
therapies for HFrEF,

after hospitalization for heart failure: real-world insights from EVOLUTION HF presented at the American Heart Association’s Scientific Sessions 2022. Sweden, N=22,136; cData shown is for Q1 of 2022
GDMT, guideline-directed medical therapy; HF, heart failure; HFrEF, heart failure for reduced ejection fraction; SGLT2, sodium-glucose co-transporter 2

Bozkurt B. Presented at the American Heart Association’s Scientific Sessions, November 5-7, 2022. Chicago, IL
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Konvencni pristup a nova sekvencni strategie pro implementaci

zakladni lécby HFrEF u ambulantnich pacient

* Pfiuprednostnéni dosazeni cilovych davek
kazdé tridy l1ékt pred zahajenim dalsi 1éCby,
mUZe predepsani vsech doporucenych
|ékovych skupin trvat 26 mésicu

* i kdyZ soucasny pfistup doporuceny
guidelines je vSeobecné zazity, zpozdéni 6
mésicl je nepfrijatelné, protoze kazdy ze
zakladnich 1ék( prokazatelné snizuje
morbiditu a mortalitu jiz do 30 dni od
zahajeni [éCby.

* Absence kazdé >1 |éCby vede ke zbytecnym
hospitalizacim a umrtim

Conventional sequencing

Step 1 ACEi/ARB
Step 2 B-blocker

Step 5 SGLT2i

Uptitration to target doses at each step
Typically requires 6 months or more

Proposed new sequencing

2 |
Step 2 ARNI

2 |
Step 3 MRA

All 3 steps achieved within 4 weeks
Uptitration to target doses thereafter

Alternativni zpUsoby nastaveni IéCby mohou maximalizovat pravdépodobnost, Ze bude terapie nastavena
tak, abychom rychleji zabranili umrtim a hospitalizacim a zvysili snasenlivost soucasné nebo nasledné

podavané lécby

McMurray J., Packer M. Circulation. 2021;143:875-877. DOI: 10.1161/CIRCULATIONAHA.120.052926




Navrh simultanniho nebo rychlého sekvenc€ni zahajeni komplexni lécby pro srdecni

selhani

Early relative risk reduction

Initiation and optimization of medication dosing

urgent visit for worsening HF

Outcomes Change, % | CDMMT Day 1 Days 7-14 Days 14-28 | Days 21-42 | After day 42

CV death or HF hospitalization -42 ARNI Initiate Continue Titrate, Titrate, Maintenance or additional titration
at low dose as tolerated | astolerated | of the 4 foundational therapies

Death -25 B-Blocker | Initiate Titrate, Titrate, Titrate, Consideration of EP device therapies
at low dose | astolerated | astolerated | astolerated | or transcatheter mitral valve repair

CV death or HF hospitalization -37 MRA Initiate Continue Titrate, Continue Consideration of add-on medications
at low dose as tolerated or advanced therapies, if refractory

Death, HF hospitalization,or emergency/ | -58 SGLT2i Initiate Continue Continue Continue Manage comorbidities
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Green et al JAMA Cardiology July 2021 Volume 6, Number 7




e
Accelerated and personalized therapy for HFrEF
- Dfive guidelines doporucovaly zahdijit 16bu u & :B: Event probabilty at 1 year per

pacienttl s HFrEF v sekvenci, ktera sleduje e
chronologické poradi, ve kterém byly provedeny

No treatment 2804
studie, s opatrnou titraci kazdé |léCby
« Potencialni pfidavna redukce pfihod, miize seq 1 QN 1288 I_n 8
spocivat v Seq 1a 0T Y |3
1. rychlej$i up-titraci Iéby pouzZivané v Seq 1 98.3 ' I’1 ‘s
konvenénim pofadi Seq 2 81.5 '
2. zrychlené up-titraci IéCby v jiném poradi, nez
je obvyklé »
«  Modelovani urychleného schématu up-titrace a | i } Event probability at 1 year per
optimalizované fazeni IéCby naznacCovalo, ze é
béhem prvnich 12 mésicl po zahajeni terapie Ize No treatment 1393
predejit alespor 14 umrtim a 47 pacientim se SREN 6 DGR 4 6 2 65.3
slozenym vysledkem na 1000 lé¢enych. seq 12 EEIVEEEED 579 I'7-4 1y
« Standardni IéCebné pokyny nemusi vést k Seq 1 565 I—1-4 o

51.6 I'4'9

nejlepSim vysledkam pacientt u HFrEF, ackoli tyto ceq 3
nalezy by mély byt testovany v klinickych studiich. ‘

@ rasi Beta-blocker @ MRA  @PARNI @ SGLT2i

o The numbers in the bars denote the duration of up-titration periods in weeks.

Shen et al European Heart Journal (2022) 43, 2573-2587 https://doi.org/10.1093/eurheartj/ehac210



Pomala adopce a up-titrace GDMT lécCby, jeji brzkeé
preruseni, zanechava mnoho pacientu s HF ve znaceném
Schéma asociace pridbéhu onemocnéni ve vztahu k zahajeni FGZri)duénl nl’merriZi ku 1’a

zméné a potencialnim pfinostiim éasné intervence u pacientt s HF, upravené podle Abdina a kol. 20212

Komplexni
a rychlé ovlivnéni
modifikovatelnych
rizikovych faktorut v
riznych fazi vyvoje
onemocneéni
zlepSuje prubéh a
vysledky lécby?

Preziti Dekompenzace -
] TR l 1 Komorb’ldlty’
l (ne-Kv umrti)

Events ' : Potentialni benefit
véasné intervence

Nevyuzita prilezitost pro
upravu lééby

Prognoéza (pfirozeny prtibéh)

Pribéh chronického srde¢niho selhani

aObservational cohort study; new users of established HFrEF drugs were identified in large and representative electronic health records in Sweden (nationwide registries), United Kingdom (CPRD Aurum),
and United States (IBM MarketScan®, Commercial and Medicare Supplemental databases). HF diagnosis has been validated in all three of these administrative registries with high validity, i.e. 95% in
Sweden, 87% in the UK, and 84% in the US. Data on left ventricular ejection fraction and laboratory measurements were not available in these data sources

CV, cardiovascular; GDMT, guideline-directed medical therapy; HF, heart failure

1. Savarese G, et al. Eur J Heart Fail 2021;23:1499-1511; 2. Abdin A, et al. ESC Heart Failure 2021,8:4444-4453



STRONG HF

Study design
CDD Hospital

discharge

Week 1
Safety

High
intensity
Main inclusion care

criteria
* AHF ptto
be discharged
N " Randomise
il 1:1;n=1,078

optimal dose of
HF therapies

« Pre-discharge
NT-proBNP

o)

Week 2 Week 3 Week 6
Safety Safety Safety

Up-titration
to Full

Full optimal Full optimal
optimal

doses of doses of

doses of HF therapy HF therapy

HF therapy

Follow-up and therapy

>1500 pg/ml

HF therapy. combining ACEiI/ARB/ARNi & BB & MRA

adjustments per physicians

90-day
follow-
up

usual practice

Safety = clinical exam & biology (NT-proBNP, K, Creat, hemoglobin)

Primary

endpoint
#

180-day
HF readmission

or all-cause
mortality

53 ACEi, angiotensin converting enzyme inhibitors, AHF, acute heart failure, ARB, angiotensin receptor blockers, BB, beta blockers; HF, heart failure; MRA, mineralcorticoid receptor antagonists, NT-proBNP, N-terminal pro B-type natriuretic peptide



Oral HF therapies prescribed in high intensity and usual care

Full optimal dose of HF therapy @ESsC
100 -
807 High Intensity Care

~J
o
]

mmm = Full optimal dose I

Patients, (%)
%))

o 3

l 1

I
o
1

Usual Care

mmm = Full optimal dose
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Pre-Rand D90 D180 | PreRand D99 D180 | PreRand D90 D180
ACE/ARBs/ARNI E BB E MRA

©ESC

Mebazaa A et al, Lancet 2022

www.escardio.org/guidelines
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www.escardio.

STRONG-HF: Primary endpoint: @ESC
180-Day Readmission for HF or All-Cause Death

Probability of event-free survival (%)

100 —

85 =

High intensity care:

90 — BB + RASi + MRA

85 —

80 —

Usual care
’>7 180-day risk difference 8.1%
(95% Cl 2.9 to 13.2; p=0.0021)
70 T [ | | | | | | | | | [ |
0 15 30 45 60 75 90 105 120 135 150 165 180 i
Time since randomisation (days) ®

Mebazaa A et al, Lancet 2022



Probability of Event-Free Survival
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All-cause death or HF-hospitalisation according

@ESC

to baseline LVEF

1.000 4
0.975 4
0.950 -
0.925 4
0.900 A
0.875 4
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0.825 4
0.800 A
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0.700 A

0.675 1

0.650 4,

HR (LVEF =40): 0.70 (95% Cl: 0.48-1.03)
HR (LVEF >40): 0.44 (95% Cl: 0.23-0.85)

Interaction P = 0.2291

90 105 120 135 150 165 180

Study Day

~——— HIC (LVEF =40)
~——— UC (LVEF s40)

15 30 45 60 75
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Safety

Treatment-emergent adverse High Intensity care
events — day 90, n (%) (N=542)

Any adverse event 223 (41.1)

Any serious adverse event 88 (16.2)

Any fatal serious adverse event 25 (4.6)

www.escardio.org/guidelines

Usual Care
(N=536)

158 (29.5)

92 (17.2)

32 (6.0)

©ESC

®
Mebazaa A et al Lancet 2022



STRONG-HF: follow up visits after discharge from Acute Heart Failure @ESC

Based upon the results of STRONG-HF, high-intensity care for initiation and
rapid up-titration of oral HF therapies and close follow-up in the first 6 weeks after discharge
for an acute HF hospitalization is recommended to reduce HF readmission or all-cause death.

During the follow-up visits, particular attention needs to be paid to symptoms
and signs of congestion, blood pressure, heart rate, NT-proBNP values,
potassium concentrations, and estimated glomerular filtration rate (eGFR).

©ESC

escardio org/ uidelines 2023 Focused update of the 2021 ESC Guidelines for the diagnosss and treatment of acute and chronic heart fadure
w. 0. 8 (European Heart Journal; 2023 - doi10.1093/eurhearty/echad195)



';\Doporuc":eni pro lécbu pred a ¢asné po propusténi z nemocnhice

' u pacient( s akutnim HF

= Zahajeni 1é¢by a rychlé navySovani davky EBM
podporené medikaci jesté pred propusténim a v
pribéhu sledovani béhem prvnich 6 tydni od
hospitalizace

McDonagh et al. (2023). Eur Heart J, 00:1-13.
https://doi.org/10.1093/eurheartj/ehad195

Recommendation Table 3 — Recommendation for
pre-discharge and early post-discharge follow-up of
patients hospitalized for acute heart failure

Recommendation Class® Level®

An intensive strategy of initiation and rapid
up-titration of evidence-based treatment before
discharge and during frequent and careful follow-up

visits in the first 6 weeks following a HF

hospitalization is recommended to reduce the risk of

HF rehospitalization or death. %€ 1

ACE-|, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; ARNI,
angiotensin receptor—neprilysin inhibitor; CV, cardiovascular; HF, heart failure; HFmrEF,
heart failure with mildly reduced ejection fraction; HFpEF, heart failure with preserved
ejection fraction; HFrEF, heart failure with reduced ejection fraction; MRA,
mineralocorticoid receptor antagonist; NT-proBNFP, N-terminal pro-B-type natriuretic
peptide.

*Class of recommendation.

PLevel of evidence.

“In STRONG-HF, the use of ACE-I/ARB/ARNI, beta-blockers, and MRA was evaluated in
patients with HFrEF, HFmrEF, and HFpEF.

“This recommendation is based on the reduction of the primary endpoint used in the
STRONG-HF trial. However, it should be noted that there was a significant reduction
only in HF hospitalization and no reduction in CV death or all-cause death alone and that
these results were obtained in a specific patient population, not already on full doses of
evidence-based HF therapies, who were haemodynamically stable, with elevated
NT-proBNP concentrations at screening (>2500 pg/ml), and a >10% decrease in
concentration between screening and randomization, according to the enrclment criteria.
fAlthough STRONG-HF was based only on triple therapy with neurchormonal modulators,
this recommendation also includes empaglifiozin or dapagliflozin based on recent

evidence.%®?

© ESC 2023


https://doi.org/10.1093/eurheartj/ehad195

Dapagliflozin poskytuje rychly nastup ochrany
pro KV mortalitu nebo zhorseni HF?

DAPA-HF: primarni slozeny endpoint DELIVER: primarni slozeny endpoint
(KV imrti nebo zhorseni HF)!2 (KV umrti nebo zhorseni HF)3#
5] 5] e
HR: 0,51 (95% CI: 0,28, 0,94) HR: 0,45 (95% Cl: 0,20, 0,99) ]_ Lézebny
n Jmenovité P hodnota = 0,03 Léebny o Jmenovité P hodnota=0,046 Placebo ucinek
g Placebo iéinek &
s s
5 £ Dapagliflozin
B 27 & 27 10 mg
g Dapagliflozin g
=] =]
2 10 mg <A
0 T T 1 0 T T 1
0 1 2 3 0 1 2 3
Mésice od randomizace Mésice od randomizace
Stiedni doba sledovani 18,2 mésica Stiedni doba sledovani 27,6 mésica
Vyznamny klinicky prinos Vyznamny klinicky prinos
je pozorovan jiz 28. den.? je pozorovan jiz 13. den.?®

agas do prvniho nomindlniho statistického vyznamu pro primarni koncovy bod; °P¥inos byl udrZzovan od 15. dne

Cl, interval spolehlivosti; CV, kardiovaskularni; HF, srdec¢ni selhani; HFmrEF, srdecni selhani s mirné snizenou ejekéni frakci; HFpEF, srdecni selhani se zachovanou ejekéni frakci; HFrEF, srdecni selhani se snizenou ejekeni
frakci; HR, pomeér rizika

1. McMurray J, a kol. N Engl J Med 2019; 381:1995-2008; 2. Berg DD, et al. JAMA Kardiol 2021; 6:499-507; 3. Solomon S, et al. N Engl J Med 2022; 387:1089-1098;
4. Vaduganathan M, et al; JAMA Kardiol 2022;7:1259-1263
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Odborné stanovisko | Expert consensus statement

Expertni konsenzus k praktickym aspektum spoluprace
kardiologa a diabetologa v péci o pacienty s chronickym
srdecnim selhanim s redukovanou ejek¢ni frakci

(Expert consensus on the practical aspects of collaboration between cardiologists
and diabetologists in the management of patients with chronic heart failure
with reduced ejection fraction)

Martin Haluzik?, Markéta Kubickova®, Jifi Vesely<, Ales Linhart?,
Martin Praznye, Jan Skrhas, Milo$ Taborsky', Filip Maleks"

Expertni stanovisko ke spolupraci diabetologu
a internista s nefrology v péci o nemocné
s chronickym onemocnénim ledvin

Ondrej Viklicky', Romana Ry3ava?, Vladimir Tesai? Ivan Rychlik?, Martin Prazny?, Richard Ceka®,
Martin Haluzik®

Klinika nefrologie, Transplantaéni centrum, IKEM, Praha

Klinika nefrologie, VFN a 1. LF UK, Praha

®Interni klinika FNKV a 3. LF UK, Praha

4l interni klinika VFN a 1. LF UK, Praha

SCentrum diabetologie, IKEM, Praha



Dapagliflozin pomaha snizit rizika spojena s HF bez ohledu
na LVEF

DaPAHF

Q—) DELIVER

SGLT2 inhibitory, véetné 0 DELIVER a DAPA-HF prokazaly @ Dapagliflozin - SGLT2i s
dapagliflozinu, se doporucuji u vyznamny prinos dapagliflozinu prokazanym vyznamnym
pacientd s HF bez ohledu na v celém rozsahu LVEF*> pfinosem redukce mortality
LVEF! u pacienti s HF v celém

rozsahu LVEF>7

Uzivani GDMT, véetné SGLT?2 Souhrnna analyza prokazala
inhibitora, je suboptimalni? konzistentni Ucinky napfic
LVEF s vyznamnym snizenim rizika
14% RRR u KV umrti®

Dapagliflozin je kliCovou
soucasti GDMT u pacientt s
HF bez ohledu na LVEFL®

LVEF = ejek¢ni frakce levé komory; SGLT2 = sodikoglukdzové kontransportéry 2; HF = srdecni selhani; RRR = relativni snizeni rizika; KV = kardiovaskularni; GDMT = guideline-directed medical therapy

1. Heidenreich PA et al. ) Am Coll Cardiol. 2022;79(17):e263-e421; 2. Ghazi L et al. ) Am Coll Cardiol. 2022;79(22):2203-2213; 3. McMurray JJV et al. N EnglJ Med. 2019;381(21):1995-2008; 4. Solomon SD et al. Online ahead of print. N Engl J Med. 2022; 5. Jhund PS
62 et al. Online ahead of print. Nat Med. 2022; 6. Butler J et al. Eur Heart J. 2022;43(5):416-426; 7. Bhatt DL et al. N EnglJ Med. 2021;384(2):117-128.
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ZKkracena informace o 1é¢ivém pripravku FORXIGA® 10 mg potahované tablety

Kvalitativni a kvantitativni slozeni:
Dapagliflozinum propandiolum monohydricum odpovidajici dapagliflozinum 10 mg v 1 potahované tableté. Jedna 10 mg tableta obsahuje 50 mg laktosy.

indikace: Diabetes mellitus 2. typu (DM2) — u dospélych pacientii a déti ve véku 10 let a starSich - jako ptidavna 1é¢ba k dieté a fyzické aktivité ke zlepSeni kontroly glykemie - jako monoterapie, pokud je podavani metforminu
nevhodné v dusledku intolerance; - jako piidavna 1é¢ba k jinym 1é¢ivym piipravkim k 1é¢bé DM2. Vysledky studii ve vztahu ke kombinované 1é¢bé s jinymi lé¢ivymi ptipravky, vlivy na kontrolu glykemie a kardiovaskularni ptihody a studované
populace viz SPC. Srde¢ni selhani (SS) — k 1é¢b& dospélych pacienti se symptomatickym chronickym srde¢nim selhanim. Chronické onemocnéni ledvin (CKD) — k 1é¢b& dospélych pacientl s chronickym onemocnénim ledvin. Davkovani a zptsob
podani: Doporuéena davka je 10 mg dapagliflozinu jednou denné. Pokud je dapagliflozin podavan v kombinaci s inzulinem nebo inzulinovymi sekretagogy, 1ze uvazovat o jejich snizené davcee, aby se sniZilo riziko hypoglykemie. Pfipravek se
podava peroralné, jednou denné, kdykoli v prubéhu dne, s jidlem nebo mimo jidlo. Tablety se polykaji celé. Kontraindikace: Hypersenzitivita na 1é¢ivou latku nebo na kteroukoli pomocnou latku.Zv1astni upozornéni a opatieni pro pouziti: Neni
nutna Giprava davky s ohledem na funkci ledvin. Nedoporucuje se zahajit 16¢bu dapagliflozinem u pacienti s eGFR < 25 ml/min. Uginnost dapagliflozinu na snizeni glukézy zavisi na funkci ledvin, a je sniZzena u pacientt s €GFR < 45 ml/min a
pravdépodobné chybi u pacienti s t&Zkou poruchou funkce ledvin a je tieba zvazit dalsi 1é¢bu snizujici hladinu gluk6zy, pokud je nutna dalsi kontrola glykémie. Dapagliflozin se nema pouzivat k 1é¢bé pacientii s diabetem 1. typu. U pacientd
s tézkou poruchou funkce jater je zvySena expozice dapagliflozinu. Nedoporucuje se upravovat davku dle véku. V diisledku mechanismu ucinku zvysuje dapagliflozin diurézu, kterd mtize vést k mirnému snizeni krevniho tlaku. Opatrnosti je
zapotfebi u pacientd, u kterych mtize pokles krevniho tlaku vyvolany dapagliflozinem pfedstavovat riziko. U pacientti Ié¢enych inhibitory spolecného transportéru pro sodik a glukézu (SGLT21), byly vzacné hlaseny piipady diabetické ketoacidozy
(DKA), u rizikovych pacienti je nutno uzivat SGLT2i opatrné. Pfed zahdjenim 1é¢by maji byt pacienti vySetieni s ohledem na riziko DKA. Vice informaci viz SPC. Pokud se vyskytnou znamky nebo symptomy ketoaciddzy, maji byt pacienti
pouceni, aby si zméfili hladiny ketond. Po uvedeni ptipravki SGLT2i na trh byly u pacientt hlaSeny ptipady nekrotizujici fasciitidy perinea (Fournierova gangréna) — jde 0 vzacnou, ale zdvaznou a potencialné zivot ohrozujici ptihodu, ktera
vyzaduje neodkladnou 1éEbu a je tfeba poucit pacienta. Vyluovani glukdzy moc¢i miZze byt spojeno se zvy$enym rizikem infekci mocovych cest. Zkusenosti s dapagliflozinem u pacientt se SS ve tiidé IV podle NYHA jsou omezené. *Pacienti s
infiltrativni kardiomyopatii nebyli studovani. Nejsou zadné zkuSenosti s dapagliflozinem v 1é¢b&é CKD u pacientii bez diabetu, kteti nemaji albuminurii. Pacienti s albuminurii mohou mit z 1é¢by dapagliflozinem v&tsi prospéch. Ve studiich pacientl
s DM2 s SGLT2i byl pozorovan zvyseny vyskyt amputaci na dolnich konéetinach a neni znamo, zda jde o skupinovy tG¢inek. Je dilezité poucit pacienty o pravidelné preventivni péci o nohy. Starsi pacienti (> 65 let) mohou byt rizikovejsi
z pohledu objemov¢ deplece. Pacienti 1é¢eni dapagliflozinem budou mit pozitivni vysledek testu na glukézu v moci, coz je ddno mechanismem ucinku lé¢ivé latky.Interakce s jinymi 1é¢ivymi pfipravky a jiné formy interakce: Dapagliflozin mize
zvySovat diureticky G¢inek thiazidd a klickovych diuretik a miize zvySovat riziko dehydratace a hypotenze. Nedoporucuje se monitorovat glykemii metodou stanoveni 1,5-AG, nebot’ méfeni neni u pacientl uzivajicich SGLT2i spolehlivé.
Dapagliflozin mtize zvySovat renalni exkreci lithia a hladina lithia v krvi se mtize snizit, koncentrace lithia v séru se ma kontrolovat ¢asté&ji. T¢hotenstvi a kojeni: Nejsou dostupné tidaje o pouziti dapagliflozinu u t€hotnych zen. Jakmile je zjisténo
téhotenstvi, musi se 1é¢ba dapagliflozinem pierusit. Neni znamo, zda se dapagliflozin a/nebo jeho metabolity vylucuji do lidského matetského mléka.
Ukinky na schopnost Fidit a obsluhovat stroje: Ptipravek Forxiga nema 74dny vliv nebo ma zanedbatelny vliv na schopnost ¥idit nebo obsluhovat stroje. Pacienti maji byt upozornéni na riziko hypoglykemie, pokud je dapagliflozin podavan
soub&zné s derivaty sulfonylmocoviny nebo s inzulinem.Nezadouci u¢inky: Nejéastéji hlaSenymi nezddoucimi u¢inky v klinickych studiich byly infekce pohlavnich organti, vyskyt hypoglykemii byl srovnatelny s placebem, jejich frekvence se
zvysila pti kombinaci se SU ¢i inzulinem. Dal§imi ¢astymi nezddoucimi G¢inky byly infekce mocovych cest, zavrat,, dysurie, polyurie, bolest zad, zvySeny hematokrit, snizena renalni clearance kreatininu béhem zahajeni 1écby, dyslipidemie a
vyrazka. Méné¢ Casté jsou plisnové infekce, objemova deplece, zizen, zacpa, sucho v ustech, nykturie, vulvovaginalni pruritus, pruritus genitalu, zvySeny kreatinin ¢i zvySena mocovina v krvi, snizena télesna hmotnost, vzacné DKA (pfi pouziti u
DM2), velmi vzacné angioedém, tubulointersticialni nefritida. U pacientl uzivajicich inhibitory SGLT2, v¢etné dapagliflozinu, byly velmi vzacné hlaseny pripady Fournierovy gangrény. Celkovy bezpecnostni profil dapagliflozinu u pacientl s SS
a CKD odpovidal zndmému bezpec¢nostnimu profilu dapagliflozinu.
Zvlastni opatieni pro uchovavani: Nevyzaduje se. Druh obalu a velikost baleni: Al/Al blistr, 28 a 98 potahovanych tablet v neperforovanych kalendarnich blistrech; 30x1 a 90x1 potahovana tableta v perforovanych jednodavkovych blistrech.
Drzitel rozhodnuti o registraci: AstraZeneca AB, SE151 85 Sodertilje, Svédsko. Registratni &isla: EU/1/12/795/007-008, EU/1/12/795/009-010. Datum revize textu: 19.5.2023

*VSimnéte si, prosim, zmény v informacich o lé¢ivém piipravku.
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Registrovana ochranna znamka FORXIGA je majetkem AstraZeneca plc.

Piipravek Forxiga 10 mg je v CR hrazen z prostiedki vefejného zdravotniho pojisténi, pouze na lékaisky piedpis.

Na trhu nemusi byt aktualné dostupna vSechna baleni. Piectéte si pozorné tiplnou informaci o ptipravku, kterou naleznete na webovych strankach Evropské agentury pro 1é¢ivé ptipravky (EMA) http://ema.europa.eu nebo na adrese zastupce
drzitele rozhodnuti o registraci v CR: AstraZeneca Czech Republic s. r. 0., U Trezorky 921/2, 158 00 Praha 5 - Jinonice, tel.: +420 222 807 111, http://www.astrazeneca.cz
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