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Zatimco incidence HF se stabilizuje, prevalence narusta

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

Celkov HFrEF H=pEF

Narustajici Stabilni nebo Narustajici
prevalence snizujici se prevalence prevalenr-

Soucasné udaje naznacuiji, Ze doslo k posunu v typu HF, u néhoi je pravdépodobné, Ze bude u pacientt
diagnostikovan:12

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 AstraZeneca



HF predstavuje zdravotni zatéz napric¢ EF!

~60 % pacientu s HF je LVEF < 40%2a ~A0 Y% pacienta s HF maji LVEF >40 %22

HFrEF

HFmMreF
EF <40%

EF 41-49%

HFpEF
EF 2 50%

V rozmezi ejekéni frakce u HF existuje fada dualezitych podskupin:

HFimpEF Krehci pacienti HF HF Pﬁglsen’.;;?izegj ;,/;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, srdec¢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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https://www.hqip.org.uk/wp-content/uploads/2021/10/NHFA-Domain-Report_2021_FINAL.pdf
https://www.hqip.org.uk/wp-content/uploads/2021/10/NHFA-Domain-Report_2021_FINAL.pdf
https://www.hqip.org.uk/wp-content/uploads/2021/10/NHFA-Domain-Report_2021_FINAL.pdf
https://www.hqip.org.uk/wp-content/uploads/2021/10/NHFA-Domain-Report_2021_FINAL.pdf
https://www.hqip.org.uk/wp-content/uploads/2021/10/NHFA-Domain-Report_2021_FINAL.pdf
https://www.hqip.org.uk/wp-content/uploads/2021/10/NHFA-Domain-Report_2021_FINAL.pdf
https://www.hqip.org.uk/wp-content/uploads/2021/10/NHFA-Domain-Report_2021_FINAL.pdf

Riziko umrti u pacienti s HF je dlouhodobé!?

aUdaje z USA
CV, kardiovaskularni; HF, srde¢ni selhani; HFpEF, srde¢ni selhani se zachovanou ejekéni frakci; hHF; hospitalizace pro srde¢ni selhani c
1. Savarese G, et al. Kardiovaskularni vyzkum 2022; 17:3272-32872; 2. Abdin A, et al. ESC Srde¢ni selhani 2021,8:4444-4453; 3. Lan T, et al. Ther Clin Risk Manag 2021; 17:1307-1320 4 AstraZeneca ?




Pomala adopce a up-titrace GDMT lécby, jeji brzké preruseni,
zanechava mnoho pacientt s HF ve znacéném rezidualnim rizikul-2

Schéma asociace pribéhu onemocnéni ve vztahu k zahajeni Ié¢by, promeskanym prilezitostem ke
zméné a potencialnim pfinosim €éasné intervence u pacienti s HF, upravené podle Abdina a kol. 20212

Preziti Dekompenzace

¥ 1 3 Komorbidity Komplexni
l l l (ne-Kv amrti)

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

Events ' : Potentialni benefit
véasné intervence

Nevyuzita prilezitost pro
upravu lééby

Prognéza (prirozeny pribéh)

Pribéh chronického srdec¢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 AstraZeneca



Goals of HF Care

" recuce ospratzaton g

-

Reduce mortality by reducing Rehospitalizations incur a bad
sudden cardiac death and death prognosis, is costly, and distressing Improve symptoms/quality of life;
from progressive HF for patients and families slow rate of deterioration

McDonagh TA, et al. Eur Heart J. 42:3599-3726.

' tials are provded 1o you solaly as an educational resource for your parsonal use. Any commearcial use or distnibution of these matenals or any porton thareo! Is strictly prohibited
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Sdruzena analyza studii DAPA-HF a DELIVER



Sdruzena analyza studii DAPA-HF a DELIVER: Design?

Predem specifikovanad,® sdruzend analyza na Urovni pacienta
N=11,007

Q‘D DAPAHF Qa DELIVER
LVEF =40% LVEF >40%
Uéel: \

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 -slozeny z KV umrti, Ml

nebo mozkové prihod
jinymi |éky pro terapii srdecniho selhani > U

\ / e KV umrti nebo hHF

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

oslabeni uc¢inku pozorované u pacientd
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.

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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Snizeni KV umrti ve studiich DAPA-HF + DELIVER

@DAPAHF @DELIVER

Predem specifikovana souhrnna

KV umrti, n/N Dapagliflozin 10 mg Placebo HR (95% Cl) HR (95% Cl) p-hodnota
DAPA-HF + DELIVER s 525/5504 607/5503 O 0.86 (0.76-0.97) 0.01
DAPA-HF: populace s v 1% 227/2373 273/2371 - 0.82 (0.69-0.98) Interaction
p-value
DELIVER: populace s v i 298/3131 334/3132 i 0.89 (0.76-1.04) 0.52
o:q 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 = konfiden¢ni interval

1. Jhund PS et al. Nat Med. 2022;28(9):1956-1964; 2. Melson WG et al. Clin Microbiol Infect. 2014;20(2):123-129.
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Snizeni KV umrti ve studiich DAPA-HF + DELIVER

Q/D DAPAHF

Piedem specifikovana souhrnn

: % DELIVER

KV umrti
Primarni endpoint
20 ~
S HR: 0.86 (95% Cl: 0.76-0.97)
(V]
2
§ Placebo
= DAPA 10 mg
=
® %
g 14
£ RRR
>
4
. 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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Snizeni KV umrti ve studiich DAPA-HF + DELIVER

@DAPAHF Qr DELIVER
1.4

Predem specifikovana souhrnna

_ KV umrti
Primarni cil
Placebo lepsi
A
1.0 Bez rozdilu
3 v
2
‘N
=
S
)
g 0.6 == Shodna mira rizika (HR=1)
o Kontinudlni pomér rizika pro
DAPA vs. placebo
95% Cl
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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Snizeni KV umrti a hHF ve studiich DAPA-HF + DELIVER

Predem specifikovana souhrnna

%) DELIVER

1.4 — . .
KV amrti nebo hHF
Placebo lepsi
A
1o Bez rozdilu
-4
== v
iE. 0.8 1 DAPA lepsi
= ——
S —
[)
S
)
a 0.6 == Shodnd mira rizika (HR=1)
Kontinudlni pomér rizika pro
DAPA vs. placebo
95% Cl
0.4 7 Interaction p-value=0.71

| | | | | | | | | |
15 20 25 30 35 40 45 50 55 60

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.

|
65

|
70

|
75



J

Efektivita farmakoterapie dle LVEF!?

Empagliflozin
KV admrti nebo hHF

Interaction p-value = 0.30

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

LVEF (%)
ARB ARNI MRA Digitalis
KV dmrti nebo hHF KV umrti nebo hHF® KV admrti nebo hHF KV amrtin ebo hHF
=20
;o) Interaction p-value = 0.35 Interaction p-value = 0.022 Interaction p-value = 0.007 Interaction p-value = 0.13
e
(]
'-g 1.0 —— ——)
o
B - o
©
N
©
I 05

I I I I | I | | | | | | | I I | | I I | | | | | | | I | I | | | | | | | | | | I | | | | | | | | | | | |
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 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 (%) LVEF (%) LVEF (%)

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

13 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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Dapagliflozin vyznamné snizil riziko kazdého ze sledovanych cill

v celém rozsahu LVEF
QD oaraHF

umrti «/\_ hHF &

KV amrti celkova mortalita véechny hHF’ prvni hHF

145, § 10:. [l 29 26:.
RRR RRR reduction RRR

KV umrti, MlI,
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.

14
Jhund PS et al. Nat Med. 2022;28(9):1956-1964.



Dapagliflozin pomaha snizit rizika spojena s HF bez ohledu

na LVEF

SGLT2 inhibitory, véetné
dapagliflozinu, se doporucuji u
pacientl s HF bez ohledu na
LVEF!

@ Uzivani GDMT, véetné

SGLT2 inhibitora, je
suboptimalni?

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

DaPAHF

Q—) DELIVER

DELIVER a DAPA-HF prokazaly
vyznamny prinos dapagliflozinu
v celém rozsahu LVEF3~

Souhrnna analyza prokazala
konzistentni ucinky napfic

LVEF s vyznamnym snizenim rizika
14% RRR u KV umrti®

Jediny SGLT2 inhibitor s
klinicky vyznamnym
pfinosem pro mortalitu u
pacientil s HF v celém
rozsahu LVEF>7

Dapagliflozin je kliCovou

soucasti GDMT u pacientt s
HF bez ohledu na LVEF'®

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 Engl J Med. 2019;381(21):1995-2008; 4. Solomon SD et al. Online ahead of print. N Engl J Med. 2022; 5. Jhund PS
15 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 Engl J Med. 2021;384(2):117-128.



Jaka je klinicka praxe pri dodrzovani guidelines?

Pouziti SGLT2i,

Pouziti 4 soubéznych GDMTs po hospitalizaci pro HF,
3 meésice po hospitalizaci pro HF

ve sledovaném obdobi prosinec 2020 - €erven 2022¢
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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 AstraZeneca ?




| pres vysoke riziko klinickych prihod po hHF, adopce pouziti
GDMT je nizka, up-titrace pomala a dochazi k casnému vysazeni
léecby

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 4 - -
)
O 50 A 50 A 50 A 50 A 50 A
®©
lol . _ . i i
) _ . . i i
8 55
l 1 s3 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
AstraZeneca




Co zlepsit? 2
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| pres vysoké riziko KV umrti ¢i hHF, zahajeni moderni GDMTSs je oproti tradiéni GDMT
opozdéné

Cumulative proportions of patients initiating GDMTs after hHF?

S Japanc Sweden USA
»n 100 100 100
o)
0
>S5
= 80 80 80
(&)
[
S 60 60 60
[
8
8 40 40 40
o
o
g 20 20 20
I
>
= T T T T 0 T T T T 0 T T T T
8 0 50 100 150 200 250 300 350 0 50 100 150 200 250 300 350 0 50 100 150 200 250 300 350
Time since hHF discharge (days)
B Dapagliflozin B Sacubitril/valsartan ACEI/ARB Beta-blocker 5 MRA
aNovel GDMT defined as dapaglii. ..valsartan; PThe colored background depicts risk of rehospitalization for heart failure (higher risk [dark grey] vs lower risk [light grey]); °The curves for beta-blockers,

MRASs, and ACE inhibitors/ARBs overlap

ACEI, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; CV, cardiovascular; GDMT, guideline-directed medical therapy; HF, heart failure; hHF; hospitalization for heart failure;
MRA, mineralocorticoid receptor antagonist <‘

Savarese G, et al. JACC 2023;11:1-14 AstraZeneca ?



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

DAPA-HF: primarni slozeny endpoint DELIVER: primarni sloZzeny endpoint
(KV umrti nebo zhorseni HF)!2 (KV umrti nebo zhorseni HF)34
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 A Jmenovité P hodnota=0,046 Placebo ucinek
& Placebo icinek &
s s
:é 3] fé 37
g £ Dapagliflozin
& 27 & 27 10 mg
g Dapagliflozin g
=] =]
] 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
Stfedni doba sledovani 18,2 mésici 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 udrzovan 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 frakei; HFrEF, srdecni selhdni 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



Inhibitory SGLT2 se nyni doporucuji jako zakladni pilif Iécby HF2

FIGURE 12 Recommendations for Patients With Preserved LVEF

(=50%) ( \
Treatment of HFpEF

d AMERICAN < >
@ E S C ) American COLLEGE of Q H FSA
—n._ E]&JFCOD';(_BHI Society :::;:iution. CARDIOLOGY = HEART FAILURE SOCIETY OF AMERICA
or Caraiology

- SGLT2i
(2a)

Symptomatic HF with
LVEF 250%

HFrEF HFrEF HFmrEF HFpEF
(LVEF <40%) (LVEF <40%) (LVEF 41-49%) (LVEF = 50%)

Trida
doporuceni® 1 1 2 2

Uroven dikazG® A A B (z RCT) B (z RCT)

UpIné informace a souvislosti najdete v pokynech.

aTrida | definovana jako dukaz a/nebo obecna shoda, Ze dané zachazeni nebo postup je prospésné, uzitecné, ucinné.Trida lla) jsou definovany jako konfliktni dikazy a/nebo rozdilnost nazor(i na
uZite&nost/uginnost dané &by nebo postupu. Uroveri dikaz(l A definovana jako tdaje ziskané z vice RCT nebo metaanalyz. Groveri diilkaz(i B definovana jako tdaje ziskané z jediného RCT nebo
rozsahlych nerandomizovanych studii;1 bT¥ida | definovana jako siln& doporugeny pfinos>>>riziko. T¥ida 2a definovana jako stfedni doporugena davka>>riziko. Uroveri diilkaz(i A definovana jako vysoce
kvalitni diikazy ziskané z vice RCT nebo metaanalyz. Uroveri dilkazti B definovana jako diikazy stfedni kvality odvozené z jedné nebo vice metaanalyz RCT nebo RCT2

ESC, Evropska kardiologicka spole¢nost; HFrEF, srde¢ni selhani s mirné snizenou ejekéni frakci; HFpEF, srde¢ni selhani se zachovanou ejekéni frakci; HFrEF, srde¢ni selhani se snizenym eje frakce;

hHF, hospitalizace pro srde¢ni selhani; LVEF, ejekéni frakce levé komory; RCT, randomizovana kontrolovana studie; SGLT2, spolutransportér glukosy 2; T2D, diabetes typu 2
1. McDonagh TA a kol. Eur Heart J 2021; 42:3599-3726; 2. Heidenreich PA, a kol. J Am Coll Kardiol 2022; 79:263-e421

AstraZeneca
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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
zdkladnich 1ék( prokazatelné snizuje
morbiditu a mortalitu jiz do 30 dni od
zahajeni [éCby.

* Absence kazdé >1 lécby 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 zplsoby 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




Expert Guidance Recommends Close Collaboration Between HF

Practitioners to Form an Interprofessional Team

General medical
clinics \

Inpatient >
decompensated HF
Patient referred for /
device therapy
Primary care ‘/‘/
Primary care

+ specialist nurse

MI, myocardial infarction
McDonagh TA, et al. Eur Heart J. 2021,42:3599-3726.

General cardiology clinics

l

Integrated HF service

HF cardiologist
HF-specialist nurses
Geriatrician/pharmacist
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Odborné stanovisko | Expert consensus statement

Expertni konsenzus k praktickym aspektim 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)
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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.

Terapeutické indikace: Diabetes mellitus 2. typu (DM2) — u dospélych pacientt a déti ve véku 10 let a starsich - jako pridavna lécba k dieté a fyzické aktivité ke zlepSeni kontroly glykemie - jako monoterapie, pokud je podavani metforminu
nevhodné v disledku intolerance; - jako pfidavna lécba k jinym Iécivym pFipravkim k 1écbé DM2. Vysledky studii ve vztahu ke kombinované 1éCbé s jinymi IéCivymi pripravky, vlivy na kontrolu glykemie a kardiovaskularni pfihody a studované
populace viz SPC. Srdecni selhdni (SS) — k Ié¢bé dospélych pacientl se symptomatickym chronickym srde¢nim selhdnim. Chronické onemocnéni ledvin (CKD) — k 1écbé dospélych pacient( s chronickym onemocnénim ledvin. Davkovani a
zpUsob poddni: Doporucena dévka je 10 mg dapagliflozinu jednou denné. Pokud je dapagliflozin poddvan v kombinaci s inzulinem nebo inzulinovymi sekretagogy, Ize uvazovat o jejich snizené davce, aby se snizilo riziko hypoglykemie.
Pripravek se podava peroralné, jednou denné, kdykoli v pribéhu dne, s jidlem nebo mimo jidlo. Tablety se polykaji celé. Kontraindikace: Hypersenzitivita na lé¢ivou latku nebo na kteroukoli pomocnou latku. Zvlastni upozornéni a opatieni
pro poufiti: Neni nutna Gprava dévky s ohledem na funkci ledvin. Nedoporucuje se zahdjit [é¢bu dapagliflozinem u pacientd s eGFR < 25 ml/min. Uinnost dapagliflozinu na snizeni glukdzy zavisi na funkci ledvin, a je snizena u pacient’ s eGFR
< 45 ml/min a pravdépodobné chybi u pacientl s téZkou poruchou funkce ledvin a je tfeba zvazit dalsi 1é¢bu snizujici hladinu glukdzy, pokud je nutna dalsi kontrola glykémie. Dapagliflozin se nema pouzivat k 1é¢bé pacientl s diabetem 1.
typu. U pacientl s téZkou poruchou funkce jater je zvysena expozice dapagliflozinu. Nedoporucuje se upravovat davku dle véku. V disledku mechanismu ucinku zvysuje dapagliflozin diurézu, ktera mize vést k mirnému snizeni krevniho
tlaku. Opatrnosti je zapotiebi u pacientd, u kterych mdze pokles krevniho tlaku vyvolany dapagliflozinem predstavovat riziko. U pacientl IéCenych inhibitory spole¢ného transportéru pro sodik a glukézu (SGLT2i), byly vzacné hlaseny pripady
diabetické ketoaciddzy (DKA), u rizikovych pacient( je nutno uZivat SGLT2i opatrné. Pfed zahajenim |é¢by maji byt pacienti vySetfeni s ohledem na riziko DKA. Vice informaci viz SPC. Pokud se vyskytnou zndmky nebo symptomy ketoaciddzy,
maji byt pacienti pouceni, aby si zméfrili hladiny ketont. Po uvedeni pripravkd SGLT2i na trh byly u pacient( hlaseny pripady nekrotizujici fasciitidy perinea (Fournierova gangréna) — jde o vzacnou, ale zdvaznou a potencialné Zivot ohroZujici
prihodu, ktera vyzaduje neodkladnou Ié¢bu a je tieba poucit pacienta. Vylucovani glukdzy moci mlze byt spojeno se zvysenym rizikem infekci mocovych cest. Zkusenosti s dapagliflozinem u pacientl se SS ve tfidé IV podle NYHA jsou
omezené. *Pacienti s infiltrativni kardiomyopatii nebyli studovani. Nejsou Zadné zkusenosti s dapagliflozinem v [é¢bé CKD u pacientl bez diabetu, ktefi nemaji albuminurii. Pacienti s albuminurii mohou mit z Ié¢by dapagliflozinem vétsi
prospéch. Ve studiich pacientl s DM2 s SGLT2i byl pozorovan zvyseny vyskyt amputaci na dolnich konéetinach a neni znamo, zda jde o skupinovy Ucinek. Je dllezité poucit pacienty o pravidelné preventivni péci o nohy. Starsi pacienti

(= 65 let) mohou byt rizikovéjsi z pohledu objemové deplece. Pacienti |é¢eni dapagliflozinem budou mit pozitivni vysledek testu na glukézu v modi, coZ je ddno mechanismem ucinku léCivé latky. Interakce s jinymi léCivymi pripravky a jiné
formy interakce: Dapagliflozin mUze zvySovat diureticky Uéinek thiazida a klickovych diuretik a mize zvySovat riziko dehydratace a hypotenze. Nedoporuéuje se monitorovat glykemii metodou stanoveni 1,5-AG, nebot méfeni neni u pacient(
uzivajicich SGLT2i spolehlivé. Dapagliflozin mizZe zvySovat rendini exkreci lithia a hladina lithia v krvi se miiZe snizit, koncentrace lithia v séru se ma kontrolovat ¢astéji. Téhotenstvi a kojeni: Nejsou dostupné tdaje o pouziti dapagliflozinu

u téhotnych Zen. Jakmile je zjisténo téhotenstvi, musi se [é¢ba dapagliflozinem prerusit. Neni znamo, zda se dapagliflozin a/nebo jeho metabolity vylucuji do lidského matei'ského mléka. Ucinky na schopnost Fidit a obsluhovat stroje:
Pripravek Forxiga nema zadny vliv nebo ma zanedbatelny vliv na schopnost ridit nebo obsluhovat stroje. Pacienti maji byt upozornéni na riziko hypoglykemie, pokud je dapagliflozin podavan soubézné s derivaty sulfonylmocoviny nebo

s inzulinem. NeZadouci Gcinky: Nejcastéji hlasenymi nezadoucimi Gcinky v klinickych studiich byly infekce pohlavnich organa, vyskyt hypoglykemii byl srovnatelny s placebem, jejich frekvence se zvysila pfi kombinaci se SU i inzulinem.
Dal$imi ¢astymi nezadoucimi ucinky byly infekce mocéovych cest, zavrat, dysurie, polyurie, bolest zad, zvyseny hematokrit, snizend rendlni clearance kreatininu béhem zahajeni l1é¢by, dyslipidemie a vyrazka. Méné ¢asté jsou plisnové infekce,
objemova deplece, Zizen, zacpa, sucho v Ustech, nykturie, vulvovaginalni pruritus, pruritus genitalu, zvyseny kreatinin ¢i zvySend mocovina v krvi, snizena télesna hmotnost, vzacné DKA (pfi pouZiti u DM2), velmi vzacné angioedém,
tubulointersticialni nefritida. U pacient( uZivajicich inhibitory SGLT2, v¢etné dapagliflozinu, byly velmi vzacné hldseny ptipady Fournierovy gangrény. Celkovy bezpecnostni profil dapagliflozinu u pacient(i s SS a CKD odpovidal znamému
bezpecnostnimu profilu dapagliflozinu. Zvlastni opatfeni pro uchovavani: Nevyzaduje se. Druh obalu a velikost baleni: Al/Al blistr, 28 a 98 potahovanych tablet v neperforovanych kalendafnich blistrech; 30x1 a 90x1 potahovana tableta

v perforovanych jednodavkovych blistrech. Drzitel rozhodnuti o registraci: AstraZeneca AB, SE-151 85 Sodertilje, Svédsko Registra¢ni ¢isla: EU/1/12/795/007-008, EU/1/12/795/009-010 Datum revize textu: 3.2.2023

*VsSimnéte si, prosim, zmény v informacich o l1éCivém pfipravku.

© AstraZeneca 2023

Registrovand ochranna zndmka FORXIGA je majetkem AstraZeneca plc.
Referencni Cislo dokumentu: 03022023API

PFipravek Forxiga 10 mg je v CR hrazen z prostfedkd vefejného zdravotniho pojisténi. Na trhu nemusi byt aktualné dostupna véechna baleni. Pfectéte si pozorné Gplnou informaci o pfipravku, kterou naleznete na webovych strankach
Evropské agentury pro Iécivé pripravky (EMA) nebo na adrese zastupce dritele 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,
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Jak muzeme pomoci zlepsSit 1écbu HF
vV nemocnici a v ambulantni péci?

...pFi propusténi z v/ .
nemocnice po stabilizaci pro | j ...pfi ambulantni navstéve
dekompenzaci nebo po nové R s pacienta se symptomy HF
diagnostikovaném HF -

HF, srde¢ni selhani
AstraZeneca UK Limited. Dapagliflozin. Souhrn udaji o pfipravku https://www.medicines.org.uk/emc/product/7607/smpc (pfistup bifezen 2023) AStl‘azeneca



Findings based on a modelling study analysis of 12 different sequences

The conventional approach to sequencing of HF therapies may not lead to optimal patient outcomes

CONVENTIONAL TREATMENT SEQUENCE FOR HF (24 weeks)
Least effective projected reduction of hHF or CV death

* A conventional sequencing approach (as shown to the left) had the highest
’ likelihood of hHF or CV death, and all-cause mortality®

— CV death/hHF: 128.8 probable events vs 81.5 (per 1000 patients)
— All-cause mortality: 65.3 probable events vs 52.6 (per 1000 patients)
- Longest duration for up-titration (24 weeks)t

ARNI

[& weeaks)

* Weeks represent the duration of up-titration pericds before starting the next therapy
* RAASH treatment will be discontinuad when ARMNI treatment is initisted

A modern sequencing approach that begins with an SGLT2i may decrease the likelihood of hHF,
CV death, or all-cause mortality

AN ALTERNATE TREATMENT SEQUENCE FOR HF (12 weeks)
Most effective projected reduction of hHF or CV death

’ * A modern sequencing approach (such as the one shown to the left) had the
lowest likelihood of hHF or CV death?
— 47 patients per 1000 treated may avoid an event over the first 12 months of
therapy (event probability with conventional approach estimated at 128.8 vs
81.5 per 1000 patients for alternate sequence 1)

ARNI
4 {3 weeaks) 4

¢ This sequence also had a lower rate of all-cause mortality compared
to the conventional'

SGLT2i therapies are not up-titrated; timepoints represent when to begin the next treatment1; tData represent 1 year after diagnosis. These outcomes of interest were based on the primary endpoints of the trials analysed in the modelling
study.1 Twelve different sequences were modelled, showing different outcomes. These are not recommendations. The above examples are to illustrate that conventional sequencing may not lead to optimal outcomes and alternatives should
27 be considered for individual patient ARNI, angiotensin-receptor-neprilysin inhibitor; BB, beta blocker; CV, cardiovascular; HF, heart failure; HFrEF, heart failure with reduced ejection fraction; hHF,

hospitalisation for heart failure; MRA, mineralocorticoid receptor antagonist; RAASI, renin-angiotensin-aldosterone system inhibitor; SGLT2i, sodium-glucose cotransporter 2 inhibitor.
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Souhrn: prinosy dapagliflozinu v celém rozsahu LVEF

@ DAaPAHF Piedem specifikovana souhrn %) DELIVER

vIrv

Dapagliflozin vyznamneé snizil riziko smrti, hHF a sloZzeného cile z KV umrti nebo hHF napfi¢ LVEF*

KV amrti p=0.01 v
Mortalita ze viech pFicin p=0.03 v
Vechny @ hHF p<0.001 v
&- hHF
Prvni hHF p<0.001 v
v KV amrti
KV 4mrti nebo hHF <0.001 v/
nebo hHF P

Nebyl pozorovan rozdil v u€inku dapagliflozinu se zvysujici se LVEF u zadného ze sledovanych cili

SGLT2 inhibitory, véetné dapagliflozinu, jsou doporuceny u pacientti se srdecnim selhanim bez ohledu na LVEF?

aFirst and repeat.

CV = cardiovascular; HF = heart failure; hHF = hospitalization for heart failure; LVEF = left ventricular ejection fraction; SGLT2 = sodium-glucose cotransporter 2.

28
1. Jhund PS et al. Nat Med. 2022;28(9):1956-1964; 2. Heidenreich PA et al. J Am Coll Cardiol. 2022;79(17):e263-e421.



Sdruzena analyza studii

Predem specifikovana, na urovni pacientskych dat

DAPA-HF + DELIVER ‘

Design studie! %3

m N=11,007

DAPAHF
LVEF =40%; N=4744

4

DAPA 10 mg

n=5504

Placebo
n=5503

Qa DELIVER

LVEF >40%; N=6263

Stfedni doba sledovani 22 mésict

~ J Cd
',@C ZdGvodnéni?

Zjistit jaka je ucinnost dapagliflozinu v celém rozsahu LVEF
s ohledem na oslabeni Uicinku pozorované u pacientl s
vy$sSi hodnotou LVEFs ve studiich s jinymi Iéky

Sledované cile:
o KV amrti e hHF celkem?

e Celkova mortalita ¢ MACEP

o KV Umrti
nebo hHF

Cumulative Incidence (%)

DAPA signifikantné snizil riziko umrti a hHF

napri¢ LVEF!

Primarni cil: KV amrti

DAPA signifikantné snizil riziko KV amrti a hHF
napf¥ic¢ LVEF!

KV tmrti nebo hHF

HR: 0.86 (95% ClI: 0.76-0.97)
T T T T T T T T T T T T 1

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

p=0.01

1.5% ARR

J

Celkova mortalita

10%

RRR

1.5% ARR
p=0.03

HR: 0.90
95% CI: 0.82-0.99

Dny od randomizace

hHF celkem?

29 %

reduction

6.0% ARR
p<0.001

RR:0.71
95% CI: 0.65-0.78

Prvni hHF

26 %

RRR

3.2% ARR
p<0.001

HR:0.74
95% CI: 0.66-0.82

1.4 1 Placebo lepsi
Zadny
o 10 roz:m
=
] J
z 08 | === DAPA lepsi
b
N -
g 0.6 = Unity (HR=1)
Continuous HR for
DAPA vs. placebo
- . 95% Cl
0.4 Interaction p-value=0.71

15 20 25 30 35 40 45 50 55 60 65 70 75
LVEF, %

DAPA snizil riziko KV tmrti nebo hHF 0 22 %
HR: 0.78 (95% Cl: 0.72-0.86); p<0.001

Odborné guidelines doporucuji SGLT2 inhibitory, véetné dapagliflozinu, pro Iécbu pacientti s HF bez ohledu na LVEF*

29  ?First and recurrent; PComposite of CV death, M, or stroke.

1.Jhund PS et al. Nat Med. 2022;28(9):1956-1964; 2. McMurray JJV et al. N Engl J Med. 2019;381(21):1995-2008; 3. Solomon SD et al. N Engl J Med. 2022;387(12):1089-1098; 4. Heidenreich PA et al. J Am Coll Cardiol. 2022;79(17):e263-e421.




