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Causes of death, ESC member countries
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Figure 41 Mational causes of death in females and males in Eurcpean Society of Cardiology member countries.
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Priciny umrtnosti podle kapitol MKN-10 pro roky 1994, 2012 a 2021

Zdroj: LPZ Procentudlni zastoupeni pFi¢in amrti na celkovém poctu umrti jednotlivych letech
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Kardiovaskularni onemocnéni v CR: vyvoj prevalence pacientt
2013 2023 % zmeéna

Nemoci obéhové soustavy (100—-199; bez

L cévnich nemoci mozku 160-169) 2231225 2699312
2 3 Hypertenze (110) 1764690 2177 982
Poruchy vedeni vzruchu, arytmie
f Y , dly
(144, 145, 147-149) 299 170 411 828
¥ || Ischemicka choroba srde¢ni (120-125) 510510 384 671

2 » Srdecni selhani (150) 310397 374 837 +21%
A Onemocnéni chlopni (105-108, 133-139) 86 203 110580 +28%
Cévni mozkova prihoda (160-164) 32 293 25 067 -22%
16 551 19 350 +17%
15 655 13018 -17%

Kardiomyopatie (142)
Akutni koronarni syndrom (121-122)

Zdroj: UZIS data



Akutni infarkt myokardu: mortalita v letech 2010 - 2021

Zdroj: IS Zemfreli 2010-2021 + NRHZS 2010-2021; pacienti hospitalizovani na [0zku akutni péce s vyslednou diagnézou hospitaliza¢niho pobytu 121-122

Hospitaliza¢ni

—e—Roc¢ni mortalita

Pocet ) 30denni 90denni . ] —e—90denni mortalita
Rok e e s mortalita ) ) Rocni mortalita , .
hospitalizaci do 30 dni) mortalita mortalita 30denni mortalita
(do ni 20% —e—Hospitalizacni mortalita (do 30 dni)
2010 19 630 1343 (6,8%) 1861(9,5%) 2461 (12,5%M 3675 (18,7 %) °
o)
2011 19 946 1239 (6,2%) 1784(8,9%) 2360 (11,8 %M 3529 (17,7 %) 18 % \\w
2012 21 663 1253(5,8%) 1850 (8,5%) 2521 (11,6 %M 3785(17,5%) @ 10%
2013 21316  1316(62%) 1870(8,8%) 2470 (11,6 %M 3678(17,3%) 147
2014 22 250 1249 (5,6%) 1808 (8,1%) 2407 (10,8 %M 3676 (16,5%) ] 12% w
2015 21 358 1193 (5,6 %) 1811(8,5%) 2373 (11,1%l 3562 (16,7 %)l 10%
2016 21294 1163 (5,5%) 1733(8,1%) 2319 (10,9 %M 3489 (16,4 %) 8%
2017 21396 1140(53%) 1662(7,8%) 2213(10,3%M 3369 (157%) ©% \‘v‘\_w
2018 20 759 1056 (5,1%) 1655(8,0%) 2180 (10,5%M 3318 (16,0%) 0 4%
2019 20434 1088 (53%) 1625(8,0%) 2159 (10,6 %M 3211 (15,7 %) 2%
2020 18 624 1029 (5,5%) 1623(8,7%) 2153 (11,6 %M 3324 (17,8 %) 0%
2021 18082  1020(56%) 1444*(8,7%) 1574* (11,59 . S 3 3 2 22 2 3 2 2 8 8
oN o (V] (@] (@] N N oN (V] (V] (@] (@]

*Mortalitni data jsou dostupna pouze do 31.12.2021, proto 30denni mortalita byla hodnocena pouze u hospitalizaci zahajenych do 1.12.2021, 90denni
mortalita byla hodnocena pouze u hospitalizaci zahajenych do 1.10.2022 a ro¢ni mortalita nebyla pro rok 2021 vyhodnocena.

Narodni kardiologicky informacni systém



ozice CR v hrubé mife imrtnosti na KVO
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Results — Meta-analysis: RR per 1 mmol/L LDL-c reduction
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ESC Congress 2023
Amsterdam & Online

38 RCTs of guideline-recommended therapies:
* 26 statin

* 2 ezetimibe

* 3 statin/ezetimibe

* 7 PCSK9i

275,315 participants
34,323 CVD events

RR per 1 mmol/L LDL-c reduction =
0.78 (0.75-0.81)

-22%

P M Burger, J A N Dorresteijn, S Koudstaal, A Mosterd, F LJ Visseren, Course of the effects of LDL-cholesterol reduction on cardiovascular risk
over time: a meta-analysis of 59 trials, European Heart Journal, Volume 44, Issue Supplement_2, November
2023, ehad655.2515, https://doi.org/10.1093/eurheartj/ehad655.2515
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Zména LDL béhem 6-10 tydnu po IM a jeji vliv
na dlouhodobou prognoézu
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Figure 4 Change in low-density lipoprotein cholesterol (LDL-C) and incidence rates. Data are shown for no reduction or an increase in low-dens-
ity lipoprotein cholesterol (red), >0 but <50% reduction (blue), and >50% reduction (green) between index event and cardiac rehabilitation visit.
Waterfall plot for change in low-density lipoprotein cholesterol (A) and concordant incidence rates per 1000 person-years with confidence intervals
(B). MACE, major adverse cardiovascular event is the composite outcome of cardiovascular mortality, myocardial infarction, and ischaemic stroke.
Major vascular event is the composite outcome of cardiovascular mortality, myocardial infarction, ischaemic stroke, and coronary revascularization
(coronary artery bypass grafting or percutaneous coronary artery intervention).

Schubert J, Lindahl B, Melhus Het al, Low-density lipoprotein cholesterol reduction and statin intensity in myocardial infarction patients and major adverse outcomes:
a Swedish nationwide cohort study, European Heart Journal 2021 ; 42:243-252



Zména LDL béhem 6-10 tydnu po IM a jeji vliv
na dlouhodobou prognoézu
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Recommendations

Intensification of lipid-lowering therapy during the

index ACS hospitalization is recommended for
patients who were on any lipid-lowering therapy
before admission in order to further lower LDL-C

levels.
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Strucny souhrn doporuceni pro dlouhodobou péci
o0 nemocné po infarktu myokardu 2022

(2022 Summary of recommendations for long-term secondary prevention after myocardial infarction)

Petr Ostadal®, Milos Taborsky®, Ales Linhart, Michal Vrablik¢, Richard Ceska®,
Renata Cifkova<e, Eva Kralikova™?, Véra Adamkova", Martin Prazny®,
Zorjan Jojkoc

2 Kardiovaskularni centrum, Nemocnice Na Homolce, Praha

b|. interni klinika — kardiologickd, Lékarska fakulta Univerzity Palackého v Olomouci a Fakultni nemocnice Olomouc, Olomouc

“Il. interni klinika kardiologie a angiologie, 1. Iékafska fakulta Univerzity Karlovy a VSeobecna fakultni nemocnice, Praha

Il interni klinika — klinika endokrinologie a metabolismu, 1. Iékafska fakulta Univerzity Karlovy a VSeobecna fakultni
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9 Ustav hygieny a epidemiologie, 1. lékafska fakulta Univerzity Karlovy a VSeobecna fakultni nemocnice, Praha

h Pracovisté preventivni kardiologie, Institut klinické a experimentalni mediciny, Praha
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Strucny souhrn doporuceni pro dlouhodobou péci
o nemocné po infarktu myokardu 2022

(2022 Summary of recommendations for long-term secondary prevention after myocardial infarction)

Petr Ostadal®, Milos Taborsky®, Ales Linharts, Michal Vrablikd, Richard Ceska®,
Renata Cifkova<¢, Eva Kralikova®s, Véra Adamkova", Martin Prazny¢,
Zorjan Jojkoc

Organizace dlouhodobé péce

Dalsi pééi o tohoto pacienta by mél fidit kardiolog, v pfipade jeho horsi
dostupnosti nebo pri pritomnosti vice ko- morbidit internista, eventualne — dle
spektra diagndz — ve spolupraci s jinymi specialisty.

Casovy odstup prvni navstévy pacienta u kardiologa &i internisty od
dimise by mé&l byt odvozen od miry jeho ob&hove stability a zavaznosti
onemocnéni. Lze doporudit, Ze ani u zcela stabilnich pacienti by nemél
prekrocit interval 30 dn.

Ostadal P, Taborsky M, Linhart A, et al. Struény souhrn doporuéeni pro diouhodobou péé&i o nemocne po infarktu myokardu 2022. Cor Vasa 2022; 64(Suppl.
1) 7=23
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Strucny souhrn doporuceni pro dlouhodobou péci
o nemocné po infarktu myokardu 2022

(2022 Summary of recommendations for long-term secondary prevention after myocardial infarction)

Petr Ostadal®, Milos Taborsky®, Ales Linharts, Michal Vrablik?, Richard Ceska®,
Renata Cifkova<¢, Eva Kralikova®s, Véra Adamkova", Martin Prazny¢,
Zorjan Jojkoc

Hypolipidemika

Kontrola lipidogramu by mela byt provedena za ctyri az Sest
tydnu'po IM, dalsi potom ve stejném intervalu do doby, neZje
dosazeno cilove hodnoty LDL-C pfi titraci hypolipidemicke |éCby.

Ostadal P, Taborsky M, Linhart A, et al. Struény souhrn doporuéeni pro diouhodobou péé&i o nemocne po infarktu myokardu 2022. Cor Vasa 2022; 64(Suppl.
1) 7=23
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Strucny souhrn doporuceni pro dlouhodobou péci
o nemocné po infarktu myokardu 2022

(2022 Summary of recommendations for long-term secondary prevention after myocardial infarction)

Petr O3tadal®, Milo3 Taborsky®, Ales Linhart, Michal Vrablikd, Richard Ceskad,
Renata Cifkova<e, Eva Kralikova®s, Véra Adamkova", Martin Prazny®,
Zorjan Jojko

Hypolipidemika

Relevantnim medicinskym divodem pro nepodani eze-
timibu v kombinaci se statiny (kromé jeho kontraindikace
nebo nesnasenlivosti) maze byt u novych pacientd, ktefi
vyZaduji vysoce intenzivni hypolipidemickou lécbu, napf.
poéateéni hodnota LDL-C vice neZ 50 % nad cilovou hod-
notou pro lécbu dle jejich kardiovaskularniho (KV) rizika.
Pro skupinu pacientd, ktefi jiz podstupuji intenzivni stati-
novou lécbu, ale bez kombinace s ezetimibem, i kdyz by
pro né mohl byt indikovan, mazZe byt opét relevantnim
medicinskym divodem pro nepodani ezetimibu fakt, ze
stavajici dosaZzena hodnota LDL-C je stale o vice nez 20 %
vyssi nez cilova hodnota pro lécbu dle jejich KV rizika. To
prakticky znamena, Ze pacient IéCeny vysoce intenzivni
|éébou statinem s hodnotou LDL-C vyssi nez 2,5 mmol/l
splfiuje medicinsky divod pro nevyuziti ezetimibu vzdy.

Ostadal P, Taborsky M, Linhart A, et al. Struény souhrn doporuceni pro dlouhodobou péci o

nemocne
po infarktu myokardu 2022. Cor Vasa 2022; 64(Suppl. 1):7-23.



Jaka je realna praxe?

: - .. : LDL-C Goal
Trial Name Year of Publication Country Participants Population Achieved
5888 in total,
. - 2888 in
Da Vini [15] 18 countries in Europe CVD-secondary care 22.00%
secondary
prevention
. - High-risk and very .
Santorini [8]. 14 countries in Europe 9602 high-risk patients 20.10%
Zuin et al. [16] Europe, meta-analysis 36,354 History of ACS 12.10%
of 7 studies
. 12 hospitals in .
Khatib et al. [18] midwestern USA 5467 1 year after ACS 18.00%

Jain et al. [19] 11 centers in India 575 1 year after ACS 20.90%

Pogran, E.; Burger, A.L.; Zweiker, D.; Kaufmann, C.C.; Muthspiel, M.; Rega-Kaun, G.; Wenkstetten-Holub, A.; Wojta, J.; Drexel, H.;
Huber, K. Lipid-Lowering Therapy after Acute Coronary Syndrome. J. Clin. Med. 2024, 13, 2043. https://doi.org/10.3390/ jcm13072043



Co nam stoji v ceste ?

Nedostatecna adherence

Uhradové podminky

O Ly Tormiks, 2006



Jak nam muze pomoci inklisiran?

§ siRNA

upraveno dle O’'Donoghue ML et al.,, Am Heart J 2022;251:61-69
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Celkové vysledky

Patient-level, pooled analysis. ORION-9, ORION-10 a ORION-11

A Summary effects of MACE, fatal and non-fatal Ml and fatal and non-fatal stroke

Treatment Inclisiran* Placebol OR (95% CI
131 (7.1%) 172 (9.4%) - 0.74 (0.58, 0.94)
Fatal and non-fatal Ml 33 (1.8%) 41 (2.3%) —o— 0.80 (0.50, 1.27)
Fatal and non-fatal stroke 13 (0.7%) 15 (0.8%) —— 0.86 (0.41, 1.81)
O.II 0 | I .00 | | I 0:00

& Favours inclisiran Favours placebo =

Ray KK et al. European Heart Journal 2023. 44:129-138.



VICTORION - INITIATE

* VICTORION-INITIATE (NCT04929249) is a prospective, randomized, open-label, Phase 3b trial, which evaluated an immediate inclisiran use
implementation strategy™ compared with usual care in patients with ASCVD in a representative US clinical setting

Population

» Adults >18 years with a history of ASCVD'
* LDL-C 270 mg/dL or non—HDL-C
>100 mg/dL and fasting triglycerides

Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 EOS/Visit 6

T ]

w w ] ] . <500 mg/dL
Inclisiran: Inclisiran added immediately upon failure to reach . Receivi imallv tol d statin th "
LDL-C <70 mg/dL on maximally tolerated statins, n=225 eceiving maximally to ejra_te statin therapy
Randomization or had documented statin intolerance®

Usual care?: Any LLT directed/titrated at the treating physician’s

l Setting and procedures
l discretion, n=225

* 45 sites selected from diverse settings

s . I i i i i » Stratification by baseline health insurance
creenin
Day -30 tog_»] Day 0 Day 90 Day 180 Da270 Day 330 status
™ Q o = M 2 * Managing physicians were encouraged to
@ @B @ i

treat the usual care patients by following the

Vital signs were assessed, and samples were obtained for 2018 AHA/ACC/MUItiSOCiety gUide“nes for
Subt.:utaneous inclisira.n sc'Jc!ium 300 mg; [?ay 33(? was the primary analysis %E_ lab assessments; lab resu,lts were made available to treatment decisions, including encouraging
equivalent to 284-mg inclisiran timepoint

treating physicians in both groups any LLT and Iifestyle changes

ACC, American College of Cardiology; AHA, American Heart Association; ASCVD, atherosclerotic cardiovascular disease; EOS, end of study; HDL-C,
high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; LLT, lipid-lowering therapy; US, United States.

*Patients with ASCVD and elevated LDL-C (=70 mg/dL) despite receiving maximally tolerated statin therapy. fCoronary heart disease, cerebrovascular
disease, or peripheral artery disease. ¥Maximally tolerated statin therapy was determined by the investigator; no immediate plans to modify LLTs were

permitted. SDocumented side effects on 22 different statins, including one at the lowest standard dose. 210 patients in the usual care arm received
inclisiran.

U) NOVARTIS | Reimagining Medicine Koren M et al. 3 Am Coll Cardiol. 2024 Apr 1:50735-1097(24)06624-5. 24



VICTORION - INITIATE: Co-primary End Point: Percentage Change in LDL-C

At Day 330, the mean LDL-C percentage change from baseline was -60.0% (97.5% [Cl: —64.7%, —=55.2%]) with inclisiran
and -7.0% (97.5% [Cl: -12.0%, —1.9%]) with usual care

10,0 - —&—|nclisiran —o—Usual care
| rS SO
X 1 - { I
&)
¢ 100 - I 1 1
3 t
- = . *
.s :\i LS mean LS mean LS mean dlf:erence s e
oo N difference: -57.7% difference: -57.2% -47.3% mean di oerence
< g -30,0 -53.0%
L -~
o
= l
]
()]
E l
-50,0 -
'70,0 T T T
Baseline 90 Days 180 270 330°
Inclisiran, n 213 207 203 205
Usual care, n 201 191 178 174
Permission granted by Koren M et al.
Cl, confidence interval; LDL-C, low-density lipoprotein cholesterol; LS, least squares; n, number of patients.
aDay 330 is the primary analysis timepoint. The dotted line represents baseline LDL-C.
d NOVA RTI S | Reimagining Medicine Koren M et al. J Am Coll Cardiol. 2024 Apr 1:S0735-1097(24)06624—5.
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Jak postupujeme v praxi?



Scénar 1

Pacient nas kontaktuje tyden po ukonceni

& y 4

hospitalizace pro AKS, uziva A80 nebo R40

Tuto |écbu mél jiz pred hospitalizaci, LDL
dlouhodobé nad 2,0 mmol/I

Navrhujeme lécbu inklisiranem (nebo i PCSK9iAb u LDL nad 2,5)

Lécba zahdjena v radu dnu ¢i nékolika mala tydnu od AKS



Scénar 2

Pacient nas kontaktuje tyden po ukonceni

& y 4

hospitalizace pro AKS, uziva A80 nebo R40

Hypolipidemicka lécba zahajena/posilena pfi hospitalizaci

Pacienta zveme na odbéry 4 tydny po zahajeni/apravé lécby



Scénar 2A

Pacient nas kontaktuje tyden po ukonceni

& y 4

hospitalizace pro AKS, uziva A80 nebo R40
Hypolipidemicka lécba zahajena/posilena pfi hospitalizaci
LDL po 4 tydnech nad 2,0 mmol/I

Navrhujeme Iécbu inklisiranem (nebo i PCSK9iAb u LDL nad 2,5)

Tato lécba zahajena v fadu 4 -6 tydnu od AKS



Scénar 2B

Pacient nas kontaktuje tyden po ukonceni

& y 4

hospitalizace pro AKS, uziva A80 nebo R40

Hypolipidemicka lécba zahajena/posilena pfi hospitalizaci

LDL po 4 tydnech do 2,0 mmol/I

Diskutujeme i moznosti farmakologické lécby
mimo uhradu ze zdravotniho pojistéeni



Scénar 3

Pacient nas kontaktuje tyden po ukonceni
hospitalizace pro AKS, neuziva A80 nebo R40

Zvazujeme i bezodkladné posileni hypolipidemické |écby
Zveme na odbeéry 4 tydny po uprave

Dosazeni plné lécby jiz od 5. tydne od prihody



Inklisiran a ekonomika
ambulance
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2023 132
2024 348
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Pocet aplikaci inklisiranu v odbornych ambulancich EDUMED
v letech 2023-2025

2023 132
2024 348
2025 427
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Déekuji za pozornost



Zkracena informace o pripravku LEQVIO 284 mg injekéni roztok v predplnéné injekéni strikacce

Slozeni: Jedna predplnéna injekéni stfikatka obsahuje sodnou sul inklisiranu odpovidajici 284 mg inklisiranu v 1,5 ml roztoku. Indikace: PFipravek
Leqvio je indikovan k léCbé dospélych s primarni hypercholesterolemii (heterozygotni familiarni a nefamiliarni) nebo smiSenou dyslipidemii jako
doplnék k dietnim opatfenim: v kombinaci se statinem nebo statinem v kombinaci s jinymi pfipravky sniZujicimi hladinu lipidd u pacientd
neschopnych dosahnout cilt pro LDL-C pfi maximalni tolerované davce statinu, nebo samostatné nebo v kombinaci s jinymi pfipravky snizujicimi
hladinu lipidd u pacientl trpicich nesnasenlivosti statinu nebo u nichz je statin kontraindikovan. Davkovani: Doporu¢ena davka je 284 mg inklisiranu
podavana jako jednorazova subkutanni injekce: pocatecni davka, dalSi po 3 mésicich a poté kazdych 6 mésicl. Pokud je planovana davka
opozdéna 0 méné nez 3 mésice, ma byt inklisiran podan a davkovani ma pokraCovat podle pacientova pavodniho schématu. Pokud je planovana
davka opozdéna o vice nez 3 mésice, ma byt zahajen novy davkovaci rezim — ma byt podana pocatecni davka inklisiranu, dalSi po 3 mésicich
a poté kazdych 6 mésicl. Inklisiran Ize podavat okamzité po posledni davce monoklonalni protilatky inhibujici PCSK9. Pro udrzeni snizeni
lipoproteinového cholesterolu s nizkou hustotou (LDL-C) se doporucuje, aby byl inklisiran podan do 2 tydnU po posledni davce monoklonalni
protilatky inhibujici PCSK9. Kontraindikace: Hypersenzitivita na léCivou latku nebo na kteroukoli pomocnou latku. Zvlastni upozornéni/varovani:
Uginek hemodialyzy na farmakokinetiku inklisiranu nebyl studovan. Vzhledem k tomu, Ze inklisiran je vyluSovan ledvinami, neméa se hemodialyza
provadét po dobu nejméné 72 hodin od podani inklisiranu. Interakce: Inklisiran neni substratem pro bézné transportéry IéCiv, a pfestoze nebyly
provedeny studie in vitro, nepfedpoklada se, Ze bude substratem pro cytochrom P450. Inklisiran neni inhibitorem nebo induktorem enzymu
cytochromu P450 nebo béznych transportért 1&€Civ. Proto se neoCekava, ze by inklisiran mél klinicky vyznamné interakce s jinymi I&éCivymi pfipravky.
Na zakladé omezenych dostupnych udajd nejsou oCekavany klinicky vyznamné interakce s atorvastatinem, rosuvastatinem nebo jinymi statiny.
Téhotenstvi a kojeni: Udaje o podavani inklisiranu t&hotnym Zenam jsou omezené nebo nejsou k dispozici. Podavani inklisiranu v t&hotenstvi se
z preventivnich divodud nedoporucuje. Neni znamo, zda se inklisiran/metabolity vyluCuji do lidského matefského miéka. Riziko pro kojené
novorozence/déti nelze vyloudit. Nezadouci uéinky: Casté: Reakce v misté vpichu. Podminky uchovavani: Chrante pfed mrazem. Dostupné
Iékové formy/velikosti baleni: Predplnéna injekéni stfikacka s ochrannym pouzdrem jehly 1,5 ml roztoku v pfedplnéné injekéni stfikacce (sklo
tfidy 1) s pistovou zatkou (brombutyl, fluorotekem potazena pryz) s jehlou, pevnym krytem jehly a s ochrannym pouzdrem jehly. Velikost baleni jedna
predplnéna injekeni stfikacka s ochrannym pouzdrem jehly. Poznamka: Dfive nez €k predepiSete, prectéte si peclivé uplnou informaci o pfipravku.
Req. €.: EU/1/20/1494/002. Datum regqistrace: 9.12.2020. Datum posledni revize textu SPC: 30.07.2025. Drzitel rozhodnuti 0 registraci:
Novartis Europharm Limited, Vista Building, EIm Park, Merrion Road, Dublin 4, Irsko. Vydej pfipravku je vazan na lékafsky predpis, pfipravek je
hrazen z prostfedkt verejného zdravotniho pojisténi.
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