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Pravdépodobnost preziti

Pacienti s CHSS jsou vysoce rizikovi
* CHSS postihuje zhruba ~64 milionu
navzdory pokrok(m v terapii?
Prostata  Plice  Colorectal  Moc.
* Mortalitniriziko u CHSS je velmi = 100% Zeny
* Prezivani u CHSS bylo horsi nez u rakoviny

* Az u jednoho cloveka z péti se v Muzi
prabéhu Zivota vyskytne CHSS?
80%
osob na celém svété (data k r. 2016)2 igf;’ |
-
* Morbidita a mortalita CHSS | je vysoka i 20% -
0%
* VUSA] je petlleta mortalita po diagndze mohE
CHSS ~ 50%*
podobné jako u neékterych cetnych typU oo
rakoviny jak u Zen, tak u muzd? °
60% -
prostaty u muz{ a rakoviny prsu u Zen. 40% - I
20% - l
0%
Prs Colorectal Plice Vajecniky
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Pravdépodobnost preziti
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Vyvoj jednoroéni mortality u pacientu s nové dg.
CHSS dle veku
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Roéni incidence CHSS:
KompAIetni populace x mladsi ro¢niky
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Originalni ¢eska data CHSS

Trends in the treatment and survival of heart failure
patients: A nation-wide population-based study in
the Czech Republic
Taborsky M., Skdla T., Lazarova M., Aiglova R., Spinar J.,

Spinarova L., Vitovec J., Kautzner J., Melenovsky V., Malek F.,,
Dusek L., Jarkovsky J., Benesova K., Vicha M., Linhart A.

Tdborsky M. ESC Heart Failure 2021 L ckaiska fakulta ;
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Beta-blockers utilization in heart failure patients: Sub-analysis of a nation-wide
population-based study in the Czech Republic

Milos Taborsky?, Renata Aiglova®, Marie Lazarova?, Ludek Pavlu?®, Josef Danek®, Jan Precek?, Alexander Schee, Vit Gloger?,
Marek Vicha?, Tomas Skala®

Aims. Sub-analysis of a retrospective nation-wide observational analysis of heart failure (HF) epidemiology reported
to the Czech National Registry of Reimbursed Health Services between 2012 and 2018 aimed at beta-blockers (BBs)
utilization.

Methods and Results. The beta-blockers were generally used in 81.8% of all patients treated for HF in 2012 (n=52 140);
81.8%in 2013 (n=53 058); 83.1% in 2014 (n=56 221); 82.1%in 2015 (n=57 421); 83.3% in 2016 (n=59 187); 82.2%in 2017
(60 058) and in 81.4% in 2018 (n=60 966). In 2018, the majority of patients treated for HF were prescribed metoprolol
(22 974; 30.7%) and bisoprolol (21 001; 28%). Carvedilol was prescribed in 7 331 patients treated for HF (9.8%), nebivolol
in 5392 HF patients. Despite its primary indication, betaxolol was used in 2 341 patients treated for HF (3.1%). All other
beta-blockers were used in less than 1% of HF patients. In some of the mostly used BBs, their prescription in patients
treated for HF changed in the last years (metoprolol 32.4% in 2012, 30.7% in 2018; bisoprolol 20.3% in 2012, 28% in
2018; carvedilol 18.3% in 2012, 9.8% in 2018; nebivolol 2.5% in 2012, 7.2% in 2018; betaxolol 4.2%in 2012, 3.1%in 2018).
Conclusion. In an analysis of beta-blockers utilization in all patients treated for heart failure in the given year in the
whole country, we have found only slightly lower amount of drug prescription in comparison with specific heart fail-
ure registries. This indicates a good translation of current standard of care into common clinical practice. Metoprolol
remained the mostly prescribed drug. The prescription of bisoprolol and nebivolol has increased at the expense of
carvedilol.




Vyvoj prevalence CHSS v CR

Prevalence 2012 2013 2014 2015 2016 2017 2018
All 176 496 202 135 223 808 243 683 256 929 271 907 285 745
> 65 years 141 441 162 813 180 990 198 075 209 339 222 482 234120

Male gender 88 591 101 576 112 330 122 566 129 867 137 642 145 297




Age structure of patients with history of HF in 2018 - absolute
numbers and numbers per 100 000 (Czech population, 2018)

Total Men Women
Age Absolute Absolute  Per 100,000 | Absolute  Per 100,000
Per 100,000
category number number men number women

0-4 145 26 89 31 56 20

5-9 224 39 114 38 110 39
10-14 141 26 71 26 70 27
15-19 197 42 96 40 101 45
20-24 406 79 206 79 200 80
25-29 775 115 412 119 363 111
30-34 1075 148 590 158 485 138
35-39 1662 207 1000 242 662 172,
40-44 3172 339 2037 424 1135 249
45-49 4624 606 3163 807 1461 393
50-54 7519 1081 5182 1464 2337 684
55-59 11005 1767 7711 2476 3294 1058
60-64 20 664 3001 14 155 4258 6509 1828
65-69 33011 4 840 21344 6749 11667 3189
70-74 46 282 7984 26672 10506 19610 6019
75-79 46 308 12 477 23095 15 257 23213 10 562
80-84 43761 19 203 18410 22119 25351 17525
85-89 40 187 28 295 14 278 31368 25909 26 846
90-94 19677 38920 5 606 42 396 14071 37 688

95+ 4 894 50 506 1066 52 076 3828 50 085
Total 285 745 2 689 145 297 2778 140 432 2 602

<50 12421 189 7778 231 4643 146
50-74 118481 3625 75 064 4788 43417 2552

75+ 154 827 19322 62 455 21143 92 372 18 258




Komorbidity pacientu s CHSS

all HF

patients
n (%)
Arterial hypertension 264 499 92.6
Coronary artery disease 222 585 71.9
Acute myocardial infarction 44 100 15.4
Valve disease 85611 30.0
Cardiomyopathy 28 487 10.0
Arrhythmias 179 576 62.8
Atrial fibrillation 141 988 49.7
Stroke 50 266 17.6
Cancer 67 393 23.6
Diabetes mellitus 117 265 41.0
Dyslipoproteinemias 141 764 49.6
Chronic obstructive pulmonary disease 91 052 31.9
Sleep apnea 7 664 2.7
Renal failure 73 998 25.9
Dementia 34534 12.1

Alzheimer's disease 17 010 6.0




RozloZeni pacientu s CHHS a DM dle véku
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DM a CHSS v CR
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Prevalence
HF

176 496 202135 223808 243683 256929 271907 285745

JAe . 75022 84514 92987 100627 106114 111840 117265
HF + DM (42.5%) (41.8%) (41.5%) (41.3%) (41.3%) (41.1%) (41.0%)
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Ill: Kazda rehospitalizace pro
dekompenzaci CHSS je vyznamnym
negativnim prognostickym ukazatelem



Time From Diagnosis to Worsening HF

1in 6 patients develop worsening chronic HF within 18 months of initial diagnosis*

*Based on a real-world study linking registry and claims data of > 11,000 patients with HFrEF. Chronic HF was defined in PINNACLE-HF as the development of progressively escalating
symptoms and signs of HF requiring IV diuretic treatment in the outpatient, emergency department or hospital setting.
Butler J, et al. J Am Coll Cardiol. 2019;73:935-944.




Rehospitalization for HF Within 30 and 90 Days

30-day
rehospitalization

= 1in 4 patients with HF
are readmitted
within 30 days of

discharge

90-day = “B0% of patients are

rehospitalization 5 cear e
P readmitted within 6

da

months

*Based on a total of 6,669,313 index HF hospitalizations for 30-day, and 5,077,949 index HF hospitalizations for 90-day
readmission included from The National Readmission Database between 2010 and 2017.
Khan MS, et al. Circ Heart Fail. 2021;14:e008335.



Post-Discharge Is a Very High-Risk Phase

Lifetime Readmission Risk After HHF

Initial
discharge

- periods of highest risk for readmission

» death

) o “Palliation and Priorities”
unavoidable readmissions

VULNERABLE PHASE

Evidence-based strategies
needed to prevent readmission

“Transition Phase”

“Plateau Phase”

Readmission Rate
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Median Time from hospital discharge

Desai AS, et al. Circulation. 2012;126:501-506.



Despite Guideline-Directed Therapies, Prognosis Is Poor Following

a Worsening HF Event

Days From Worsening HF Onset to Death/Censor in 2 Years Post Onset
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Days From Worsening HF Onset
Number at risk: 1851 1303 912 589 373

>1in 5 patients died within 2 years of the worsening HF event

*Worsening HF is defined in the PINNACLE registry as the development of progressively escalating symptoms and signs of HF requiring IV diuretic treatment in the outpatient, emergency
department or hospitalized setting.

Butler J et al. J Am Coll Cardiol. 2019;73:935-944.
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IV: Realna epidemiologicka data
pacientu s opakovanym
hospitalizacemi pro dekompenzaci
CHSS



Epidemiologie HFrEF pohledem opakovanych

hospitalizaci
Tabulka 1. Hospitalizace pro srdecni selhani v letech 2019-2021
. oL . . Pocet hospitalizaci u 1 pacienta za rok Y
Rok  Pocet hospitalizaci Pocet pacientu
1 2 3 4 >5
2019 41513 32398 (100 %) 26 101 (80,6 %) 4558 (14,1 %) 1150 (3,5 %) 368 (1,1 %) 221 (0,7 %)
2020 38283 30246 (100 %) 24521 (81,1 %) 4193 (13,9 %) 1067 (3,5 %) 296 (1,0 %) 169 (0,6 %)
2021 36124 29 343 (100 %) g24 339 (82,9 %) 3816 (13,0 %) 837 (2,9 %) 236 (0,8 %) 115 (0,4 %! !

Definice: Srdecni selhani (diagndza 150 podle MKN-10) jako vysledna diagndza hospitalizaéniho pobytu definovaného dle CZ-DRG verze 3.0.
Poznamka: Pfeklad mezi zdravotnickymi zafizenimi je zapocten jako novy hospitalizacni pfipad (pfeklady tvofi cca 1-2 % z celkového poctu hospitalizaci pro srdecni selhani).




Incidence, prevalence, mortalita a hospitalizace u pacientu s CHSS

Significance of
2012 2013 2014 2015 2016 2017 2018 trend

Incidence - - - - 626.1 6129 6084 4 0.176 ;
2 2 2 2 2 2 2

Prevalence 072.0 322.8 5239 6979 777.7 8763 961.1 <0.001

Mortality 4716 4925 493.7 5319 4952 5080 514.0 0.119

?°Sp'ta"zat'°n 4024 387.8 407.2 380.0 3724 360.4 350.0 —_—
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Mozné reseni: Ovlinéni dalsiho
patofyziologického mechanismu
srdecniho selhani



Restoration of Sufficient sGC-cGMP Signaling

as Novel Target in HF

Endothelial dysfunction Enhances sensitivity of sGC to NO

* Oxidative stress _ @ T
= |nflammation I Dual MoA
|

e J
sGC Directly stimulates sGC
I NO-independent NO
‘“

cGMP
deficlency

Vo

Myocardial Vascular
dysfunction dysfunction

cGMP, cyclic guanosine monophosphate; eNOS, endothelial nitric oxide synthase; GTP, guanosine-5-triphosphate; MoA, mechanism of
action; NO, nitric oxide; sGC, soluble guanylate cyclase.
Modifiied from Armstrong PW, et al. J Am Coll Cardiol HF. 2018;6:96-104.

Target:

sGC - t production cGMP

Effects
(preclinical/early
clinical studies):

Vasodilation &
Improved
Hemodynamics

Anti-inflammatory
+ Fibrosis
+ Remodeling

Improved Renal
Function



Canadian 2021 Heart Failure Guidelines Update

Recommendation for Vericiguat

@ Recommendation for Vericiguat
= We recommend that venuguat an oral sGC stlmulator
be considered in addition to optimal HF therapie:

HFrEF patients with w ening symptoms and HHF i
the past 6 m ,to reduce the nsk of subsequent HF
hospltallzatlon (condltlonal recommendation;
moderate-quality evidence)

SOCIETY GUIDELINES | VOLUA

CCS/CHFS Heart Failure Guidelines Update: Defining a New @ Values and Preferences

Pharmacologic Standard of Care for Heart Failure With Reduced = This recommendation places value on the use of an

additional medication to reduce the risk of HHF in a
Primary Panel:Michael McDonald, MD (Co-chair) Sean Virani, MD (Co-chair) « Michael Chan, MBBS N o < o 5 2
Bosondary Palel . Dists B Iomm I e e S high-risk patient population that experiences high rates of
hospitalization and mortality despite the relatively modest
relative benefits observed in the VICTORIA trial. A

] ‘Ll ) IS -‘"',"~H. “‘i ‘.A: D¢ JUSE

Ejection Fraction

Iquat as not yvet been approved in canaaaq

® Ppractical Tip

= Subgroup analysis from the VICTORIA trial suggests that
clinical response to vericiguat might be attenuated in

"At the time of guideline publication. patients with very elevated natriuretic peptide levels

McDonald M, et al. Can J Cardiol. 2021;37:531-546.



Zavery
* CHSS je nadale zavaznym problémem, nicméné diky
inovativnim terapiim v oblasti jak farmakologické, tak

nefarmakologické, mame Sanci snizit mortalitu,
morbiditu a zlepsit kvalitu zivota téchto nemocnych

* Kazda rehospitalizace pro dekompenzaci CHSS nebo
nutnost ambul. podavani i.v. diuretik je prilezitosti
zmenit strategii léCby a uplatnit inovativni terapie

« Casnost zahajeni |é¢by vericiguatem je benefitem pro
pacienty po epizodeé dekompenzace CHSS

References: 1. Armstrong PW et al. N Engl J Med 2020;382:1883-1893; 2. Senni M et al. ESC Heart Fail 2022; Lékaiska fakulta

;3. Januzzi JL et al. ESC Heart Fail 2021,;9:87-99; 4. Januzzi JL et al. ESC Q? Univerzity Palackého " 1. INTERNT KLINIKA
Heart Fail 2021;9:(suppl 1-10)87-99; 5. Escobar C et al. Expert Opin Pharmacother 2022; KOMPLEXNI v Olomouci KARDIOLOGICKA
doi.org/10.1080/14656566.2022.2116275. (e S S T T FAKULTNI NEMOCNICE OLOMOUC
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Zkracené informace o lé¢ivém pfipravku

W Tento lécivy pfipravek podléhd daliimu sledovani. To umozni rychlé ziskani novych informaci o bezpegnosti. Zaddme zdravotnické pracovniky, aby hlasili jakakoli podezfeni na nezadouci Ginky. Podrobnosti o hlageni
nezadoucich G¢inkd viz bod 4.8 SPC.

Nazev ptipravku: Verquvo 2,5 mg potahované tablety, Verquvo 5 mg potahované tablety, Verquvo 10 mg potahované tablety.

SloZeni: Jedna potahovana tableta obsahuje vericiguatum 2,5 mg, 5 mg nebo 10 mg.

Indikace: Lé¢ba symptomatického chronického srde¢niho selhani u dospélych pacientt se snizenou ejekéni frakci, ktefi jsou ve stabilizovaném stavu po neddvné epizodé dekompenzace vyzadujici i.v. 1é¢bu.

Davkovani a zplisob podani: Vericigvat se podava soucasné s jinymi pfipravky k 1é¢bé srdeéniho selhani. Doporuéend zahajovaci davka je 2,5 mg vericigvatu jednou denné. Davka by méla byt zdvojnasobena pfiblizné kazdé 2
tydny do dosazeni cilové udrzovaci davky 10 mg jednou denné, podle tolerance pacienta. Pfipravek Verquvo se ma uZivat spolu s jidlem. Pokud je vynechdna davka, ma byt uZita, jakmile si pacient vzpomene, a to ve stejny
den, kdy doslo k vynechani davky. Pacienti nesmi uzit dvé davky vericigvéatu v tyz den.

Kontraindikace: Hypersenzitivita na léCivou latku nebo na kteroukoli pomocnou latku. Soucasné uzivani spolu s jinymi stimulatory solubilni guanylatcyklazy (sGC), jako je naptiklad riocigvat.

Zvlastni upozornéni a opatfeni: Vericigvat mize zplsobovat symptomatickou hypotenzi. Pacienti s STK niz$im nez 100 mmHg nebo symptomatickou hypotenzi pfi zahdjeni |é¢by nebyli studovéani. O moznosti rozvoje
symptomatické hypotenze je tfeba uvazovat u pacientd s hypovolémii, zadvaznou obstrukci vytokového traktu levé komory, klidovou hypotenzi, dysfunkci autonomniho nervového systému, hypotenzi v anamnéze nebo
soubéznou lé¢bou antihypertenzivy &i organickymi nitraty. Pokud se u pacient( objevi problémy s toleranci (symptomatickd hypotenze nebo STK nizsi nez 90 mmHg), doporucuje se pfechodna titrace davek vericigvatu
smérem dol0 nebo vysazeni vericigvatu. Soub&zné uzivani vericigvétu a inhibitort PDES, jako je sildenafil, nebylo u pacientt se srdeénim selhanim studovéno, a proto se nedoporucuje vzhledem k moznému zvy$enému riziku
symptomatické hypotenze. Nebyly provedeny zadné studie u pacientl s eGFR <15 ml/min/1,73 m2 pfi zahdjeni lé¢by nebo na dialyze nebo u pacienti s tézkou poruchou funkce jater, a proto se Ié¢ba vericigvatem u téchto
pacientl nedoporucuje. Tento lé€ivy pfipravek obsahuje laktézu.

Fertilita, téhotenstvi a kojeni: Udaje o podavani vericigvatu téhotnym Zenam nebo o pfitomnosti vericigvatu v lidském mate¥ském mléku, Géinku na kojené déti nebo Ugincich na tvorbu mléka nejsou k dispozici. Studie na
zvitatech prokazaly reprodukéni toxicitu v pfitomnosti matefské toxicity. Jako preventivni opatieni se podavani vericigvatu v téhotenstvi a u Zen v reprodukénim véku, které nepouzivaji antikoncepci, nedoporucuje. Na
zékladé posouzeni prospésnosti kojeni pro dité a prospésnosti lé¢by pro matku je nutno rozhodnout, zda prerusit kojeni nebo ukonéit/pferusit podavani vericigvatu.

Interakce: Vericigvat je metabolizovan prostfednictvim UGT1A9 a UGT1A1. Inhibitory téchto UGT mohou vést ke zvySené expozici vericigvatu. Soubézna lécba lécivymi pipravky, které zvysuji Zaludecni pH, neméla vliv na
expozici vericigvatu, pokud byl vericigvat pacienty se srde¢nim selhanim uzivan podle pokyn0 s jidlem. Sou¢asné podavani s lécivymi pfipravky, které ovliviiuji jeden nebo vice zpUsobU eliminace vericigvatu, nema klinicky
vyznamny vliv na farmakokinetiku vericigvatu.

Nezadouci Gcinky: Velmi ¢asté: hypotenze. Casté: anemie, zavrat, bolesti hlavy, nauzea, dyspepsie, zvraceni, gastroezofagedlni reflux.

Podminky uchovavéni: Zadné zvlastni podminky.

Drzitel rozhodnuti o registraci: Bayer AG, 51368 Leverkusen, Némecko.

Registraéni ¢isla: Verquvo 2,5 mg: EU/1/21/1561/001-011.

Verquvo 5 mg: EU/1/21/1561/012-022. Verquvo 10 mg: EU/1/21/1561/023-033.

Datum posledni revize textu: 16. ¢ervence 2021.

Vydej lé¢ivého pripravku je vazan na |ékafsky predpis. Pripravek je hrazen z prostfedkil vefejného zdravotniho pojisténi. Aktualni vysi a podminky Uhrady naleznete na www.sukl.cz. Pred pfedepsanim lécivého pfipravku si
Qeélivé preltéte Uplnou informaci o pfipravku. Souhrn Gdajd o pFipravku i s informacemi, jak hlasit nezadouci G¢inky najdete na www.bayer.cz nebo obdrZite na adrese BAYER s.r.0., Siemensova 2717/4, 155 00 Praha 5,
Ceska republika.

MA-M_VER-CZ-0018-1

02/2023



