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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 European Society of Cardiology member countries.
https://doi.org/10.1093/eurheartj/eha

European Heart Journal,Volume 43, Issue 8, 21 February 2022, Page:



Akutni infarkt myokardu: mortalita v letech 2010 - 2021

1S Zemfteli 2010-2021 + NRHZS 2010-2021; pacienti hospitalizovani na lGzku akutni péce s vyslednou diagndzou hospitalizacniho pobytu 121-122
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mortalita
(do 30 dni)
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1343 (6,8 %)
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1193 (5,6 %)
1163 (5,5 %)
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1056 (5,1 %)
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1029 (5,5 %)
1020 (5,6 %)
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1733 (8,1 %)
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1 655 (8,0 %)
1625 (8,0 %)
1623 (8,7 %)
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2360 (11,8 %)
2521 (11,6 %)
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7N91

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

dni kardiologicky informacéni systém
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Intensified treatment based on:

e |0-year CVD risk (SCORE2)

o Lifetime CVD risk and treatment benefit®
o Comorbidities, frailty

Patient preferences
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For specific risk factor
management

in patients >70 years,
please see Section 4

ESC GUIDELINES
@ ESC European Heart Journal (2021) 42, 3227 — 3337

European Society doi:10.1093/curheartj/echab484
of Cardiology

2021 ESC Guidelines on cardiovascular disease
prevention in clinical practice

Developed by the Task Force for cardiovascular disease prevention
in clinical practice with representatives of the European Society of
Cardiology and 12 medical societies

With the special contribution of the European Association of
Preventive Cardiology (EAPC)
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Intensified treatment based on:

Residual [0-year CVD risk®

Lifetime CVD risk and treatment benefit?
Comorbidities, frailty

Patient preferences
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2019 ESC/EAS Guidelines for
the management of
dyslipidaemias: lipid
modification to reduce
cardiovascular risk




Recommendations for treatment goals for EAS @1‘\ @ESC
ow-density lipoprotein cholesterol (1) of Carciol

Recommendations Class Level

In secondary prevention patients at very-high risk, an LDL-C reduction of

at least 50% from baselineand an LDL-C goal of <1.4 mmol/L (<55 mg/dL)
are recommended.

In primary prevention, for individuals at very-high risk but without FH, an
LDL-C reduction of at least 50% from baseline® and an LDL-C goal of <1.4 I C
mmol/L (<55 mg/dL) are recommended.

In primary prevention, for individuals with FH at very-high risk, an LDL-C
reduction of at least 50% from baseline and an LDL-C goal of <1.4 mmol/L lla C
(<55 mg/dL) should be considered.

i
The term 'baseline’ refersto the LDL-C levelin a person not taking any LOL-C lowering medication. In peoplewho are tl
taking LOL-C-lowering medication|s), the projected baseline [untreated) LOL-C levels should beestimated, based on =
the average LOL-C-lowering efficacy of the given medication or combination of medications.

: L 2019 ESC/EAS Guidelines forthe management of dyslipidaemias lipid modification to reduce
www.escardio.org/guidelines
cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)
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esults — Meta-analysis: RR per 1 mmol/L LDL-c reductii
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Intensity of lipid lowering treatment EAS g_'i‘:“n @ ESC

Treatment Average LDL-C reduction European ¢

Moderate intensity statin = 30% of Cardiolo

High intensity statin =50% 0/ N .

HiEhintemiEstatin plus ezetimibe =65% Redukce LDL na 35-50% puvodni hodnoty
—PCSKainhibiior =00

PCSK9 inhibitor plus high intensity statin =75% o B

PCSKI inhibitor plus high intensity statin ~g5%| Redukce LDL na 15-25% puvodni hodnoty

plus ezetimibe

' e
% reduction LDL-C EKPECtEd clinical benefit of
| | low-density lipoprotein
I cholesterol lowering therapies

[ Absolute reduction LDL-C 1

:

Relative risk reduction
|

LDL-C = low-density lipoprotein choleserol;
¢ PCEKS = proprotein convertase subtilisin/kexintype 9.

Absolute risk reduction U
]
o

i

: R 20139 ESC/EAS Guidelines forthe management of dyslipidaemias lipid modification to reduce
wiwnw. escardio.org/guidelines

cardiovascular risk (European Heart Journai 2012 -doi: 10.1093/eurheartj/ehz455)



@ E S C European Journal of Preventive Cardiology FULL RESEARCH PAPER

European Society doi:10.1093/eurjpc/zwaa047
of Cardiology

EU-Wide Cross-Sectional Observational Study
of Lipid-Modifying Therapy Use in Secondary
and Primary Care: the DA VINCI study

Kausik K. Ray1*, Bart Molemans?, W. Marieke Schoonen?, Periklis Giovas®*,

Sarah Bray’, Gaia Kiru®, Jennifer Murphy®, Maciej Banach’®?, Stefano De Servi'®,
Dan Gaita'!, loanna Gouni-Berthold'?, G. Kees Hovingh“, Jacek J. Jozwiak,

J. Wouter jukema15, Robert Gabor Kiss'®, Serge Kownator'’, Helle K. Iversen'®1?,
Vincent Maher2°’21, Luis Masanazz, Alexander Parkhomenk023, André Peeters“,
Piers Cliffordzs, Katarina Raslova“, Peter Siostrzonek 27, Stefano Rome028’29’3°,
Dimitrios Tousoulis*', Charalambos Vlachopoulos‘“, Michal Vrablik??,

Alberico L. Catapano33, Neil R. Poulteré; on behalf of the DA VINCI studyT



Lécba pacientu v sekundarni prevenci a dosahovan
cilovych hodnot ve studii DA VINCI

23

1 risk
039)

2016 2019
N ]

Overall (n=2039)

Low-intensity statin monotherapy (n = 47)

Moderate-intensity statin monotherapy (n = 887) 0 7
High-intensity statin monotherapy (n = 764) L] U
Ezetimibe combination (n = 189) B %
PCSK9i combination (n = 24) B U
Other LLT (n = 128) B %

I I I I

0 20 40 60 8 100 0 20 40 60 80
Proportion of patients Proportion of patients
receiving LLT (%) achieving goal (%)

|. European Journal of Preventive Cardiology doi:10.1093/eurjpc/zwaa047

2016/2019 risk-based LDL-C targets:

Low risk: 2016/2019, <3.0 mmol/L
Moderate risk: 2016, <3.0 mmol/L; 2019, <2
High risk: 2016, <2.6 mmol/L; 2019, <1.8 mn
Very high risk: 2016, <1.8 mmol/L; 2019, <1.
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Lécba pacientu v sekundarni prevenci a dosahovan
cilovych hodnot ve studii DA VINCI
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Lécba pacientu v sekundarni prevenci a dosahovan
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Lécba pacientu v sekundarni prevenci a dosahovan
cilovych hodnot ve studii DA VINCI
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ledky studie Da Vinci v kontextu obdobnych sledovani

: i L : LDL-C Goal
Trial Name Year of Publication Country Participants Population Achieved
5888 in total,
. - 2888 in
Da Vinci [15] 18 countries in Europe CVD-secondary care 22.00%
secondary
prevention
. L High-risk and very 0
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%

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



nam stoji v cesté ?

edostatecna adherence

hradové podminky

@ Lo Tormis, 2006
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RESEARCH ARTICLE

Low LDL-C goal attainment in patients at very
high cardiovascular risk due to lacking
observance of the guidelines on
dyslipidaemias

Michal Vrablik®', Ivana Sarkanova?, Katarina Brecikova?, Petra Sedova®®*®,

Martin Satny', Ales Tichopad®®*

1 3rd Department of Medicine, General University Hospital and 1st Faculty of Medicine, Charles University,

Prague, Czech Republic,2 CEEOR, Prague, Czech Republic, 3 Department of Internal Medicine and
Cardiology, Faculty of Medicine, Masaryk University, University Hospital Brno, Brno, Czech Republic,

4 Department of Neurology, International Clinical Research Center, St. Anne’s University Hospital, Brno,
Czech Republic, 5 Department of Neurology, Mayo Clinic, Rochester, MN, United States of America,

6 Department of Biomedical Technology, Czech Technical University in Prague, Prague, Czech Republic
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Very high risk of CVD
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Achieved LDL-C goal

19.4%

Achieved LDL-C goal
7.8%
9.4%
2.2%
0.0%

Satisfied
Not achieved LDL-C go

80.6%

Not achieved LDL-C gos
11.6%
34.3%
22.2%



ONE

RESEARCH ARTICLE

Low LDL-C goal attainment in patients at very
high cardiovascular risk due to lacking
observance of the guidelines on
dyslipidaemias

Michal Vrablik®', lvana Sarkanova?, Katarina Brecikova?, Petra Sedova®®+°,

Martin Satny', Ale$ Tichopad®°®*

1 3rd Department of Medicine, General University Hospital and 1st Faculty of Medicine, Charles University,
Prague, Czech Republic, 2 CEEOR, Prague, Czech Republic, 3 Department of Internal Medicine and
Cardiology, Faculty of Medicine, Masaryk University, University Hospital Brno, Brno, Czech Republic,

4 Department of Neurology, International Clinical Research Center, St. Anne’s University Hospital, Brno,

Czech Republic, 5 Department of Neurology, Mayo Clinic, Rochester, MN, United States of America,
6 Department of Biomedical Technology, Czech Technical University in Prague, Prague, Czech Republic

neral, how often do you consider
ring a patient to the lipidemic centre
CSKO inhibitors treatment?

Very often 21.7%

Occasionally 28.3%

Exceptionally 45.7%

The specialized lipidic centre offers better care than |

| prefer to treat patients personally because | know
them and there is mutual trust and understanding

Never 4.4%

The conditions for referring patients to the specialized
centre are not enough clear and transparent

Referring patients to the specialized lipidic centre is a

Referring patients to the specialized lipidic centre is a

To what extent could your attitude to refer a patient to

the lipidemic centre for PCSK9 inhibitors treatment be

characterized by these words?

am able to provide to my patients

60.9%

30.4%

significant burden for patients 43.5%

complicated process 32.6%

88.8%

between us

0% 20%

40% 60%

OAgree @mDisagree

80%

10(



siRNA: Mechanismus plisobeni

SiIRNA

upraveno dle O’'Donoghue ML et al., Am Heart J 2022;251



Inklisiran je prvni a jedinou |é¢bou vyuzivajici sSiRNA
ke snizeni hladiny LDL-C

INKLISIRAN — — - - -
dvouvlaknova siRNA Inklisiran brani tvorbé PCSK9, ¢im T pocet

dostupnych LDLR na povrchu jaternich bunék a

< B retezec tim zvySuje vychytavani cirkulujiciho LDL-C

\ v jatrech, coz vede ke snizeni hladiny LDL-C
v krvi 12

guide Fetézec : l

vychytavani jatry, nedetekovatelnych hladin
v obéhu je dosazeno do 48 hodin 1™

@ Konjugace s GaINAc umoznuje specifické
triantenarni konjugat > 4 \J
GalNAc

1. SPC Legvio 284 mg injekéni roztok v predplnéné injekéni strikacce, www.sukl.cz; 2. Fitzgerald K et al N Engl J Med
2017;376:41-51; 3. Khvorova A. N EnglJ Med. 2017;376:4-7; 4. Wang N et al. Circ Res. 2017;120:1063-65.



Inklisiran byl hodnocen u > 3 500 pacientl ve trfech pivotnich
studiich faze Il

Placebem kontrolované, dvojité zaslepené, randomizované studie zahrnujici pacienty, u kterych
se nedafi ani pfes podavani maximalni akceptovatelné davky statint udrzet nizkou hladinu LDL-C 12

Specificka kritéria

e . , ., Lécebné ..
Ucastnici Zeme Davkovani , pro zarazeni
obdobi )
do studie
ORION-g ! USA, Kanada, Evropa
= ’ ’ 7 acier . C>
HeFH (N = 482) Jihoafrick republika 18 mesicl LDL-C = 2,6 mmol/I
y) INKLISIRAN 284 mg
ORION'].O . nebo odpovidajici ..
ASKVO* (N =1 561) USA placebo podavané 18 mesicl * LDL-C=1,8 mmol/l
subkutanné
. -C> Fi
O RIO N-1 1 2 ASKVO nebo ekvivalent LDL-C> 1,8 mmol/I pri
.. + Evropa P ASKVO
rizika ASKVO . . . 18 mesicl ..
Jihoafricka republika nebo = 2,6 mmol/| pfi
(N=1617) i R
ekvivalentnim riziku

*ASKVO je definovano jako ischemicka choroba srdecni, cerebrovaskuldrni onemocnéni a onemocnéni perifernich tepen;

tPacienti s klinickym ASKVO nebo T2DM, HeFH nebo 10letym rizikem kardiovaskularni pfihody = 20 % dle Framinghamského skére rizika.
1. Raal FJ et al. N Engl J Med. 2020;382:1520-30; 2. Ray KK et al. N Eng/J Med. 2020;382:1507-19.

SPC Leqvio 284 mg injekéni roztok v piedplnéné injekéni stiikacce, www.sukl.cz



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® Placebof 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%) —o— 0.86 (0.41, 1.81)

0.10 1.00 10.00

& Favours inclisiran Favours placebo =

Ray KK et al. European Heart Journal 2023. 44:129-138
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STUDIE ORION 8 T3 LEQVI

(INKlisiran) vedsmene.
Cil Kritéria pro zarazeni
Zhodnotit dlouhodobou U&éinnost, ® Dokonceni studie ORION-3 nebo
bezpe&nost a sndZenlivost inklisiranu studie ORION-9, ORION-10, ORION-T1
U pacient(, ktefi po ukondéenf studif ® Pacienti s ASKVO, ekvivalentem rizika ASKVO** HeFH
ORION-3, ORION-2, ORION-10 nebo e Zvysené hladiny LDL-C na poédtku studie = 1,8 mmol/I,
ORION-11 vstoupili do otevieného navzdory maximalné tolerované hypolipidemické
prodlou¥eni CORION-8). terapii nebo pfi jeji dokumentované netoleranci

C ORION-3 D S

el ( ORION-9 3—
( ORION-10 — - -
omonm, | 9 9 ¥ H § F

1,5 roku

* Pacienti ze studie ORION-3 nedostali vden 1 Zadnylék. Pouze pacientina placebu vregistragnich studiich (ORION-8, 10, 11) dostali v den Tinjekei inklisiranu; pacienti, kief rvigchto studiich dostdavaliinklisiran, dostalipfitétondvi1eve zaslepené placebo.
" E0S(Endofstudy=posledniden studie) je bud'den 1080, nebo = 90 dnipo posledni ddvee inklisiranu.
*“Ekvivalentrizika= diabetes mellitus 2. typu, familidarnrhypercholesterolémie, Framingham risk score = 20 %,
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ZAKLADNI CHARAKTERISTIKY

Pres 200

pacientu bylo

ve studiich ORION
vice nez 6 let

Expozice Expozice inklisiranu
inklisiranu pouze ve studii ORION-8
N = 3274
Expozice 8 530 pacientoroku
I
Promér 2,6 roku
I
Maximum 3,4 roka

> 6 let expozice

oS LEQVIl

(INKlisiran) vedsmene.

Nejdelsi celkova doba
Ié€by inklisiranem

ve studiich ORION
byla 6,8 let

Kumulativni expozice inklisiranu
vcéetné registracnich studii
N = 3274

12 109 pacientoroka
3,7I rok
6,8I rok
209 ;laacienta
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(INKIISIran) veedmene e

TéméEF 80 % _ 66 % pacientu
pacientt s ASKVO N+ s ASKVO dosdhlo cilové
dosdhlo hodnoty LDL-C —/ hodnoty dle ESC guidelines

pod 1,8 mmol/I 2019 (1.4 mmol/l)

<14 mmol/1 |

66,3 «

< 1,8 mmol/l

79,4

€ Ekvivalent rizika ASKVO @ ASKVO

1. Mach F, Baigent C. Catapano AL, Koskinas KC. Casula M. Badimon L, et al. 2019 ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce cardiovascular risk. Eur Hear J. 2020:41(1):111-88.

Aby bylo dosaZeno souladu s revidovanymi cili LOL-C v aktualizovanych pokynech, kieré byly publikovany po vypracovans tto studie, bylo dosahovani aktualizovanych cili s prahovymi hodnotami LOL-C < 1.4 mmol /I pro ASKVO
a < 1.8 mmaol/l pro populace s ekvivalentnim rizikem ASKVO zkoumano a posteriori.
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Ve studii ORION-8 Ve studii ORION-8 byla procentuadlni
inklisiran nadéale vykazoval zména LDL-C ke dni 270 srovnatelna

dlouhodobé a efektivni sniZeni rovees] slapimes pasleeiy |SSangeh
inklisiranem nebo placebem béhem

- - o i * il rd - vl s - r
LDL-C (-47,2% p¥i EOS) predchozich registrac¢nich studii.
o § 50 @ Vstupné placebo-inklisiran
@ O
E 1 @ Vstupné inklisiran-inklisiran
s 1)
= =l
T g o A @® Studie ORION-8
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85 50 P i : .\.
o O -50
34
:g <
E e
e o1, — : — ; . : . ; : .
2 iy B - T 2 2 2 o s 3
& B 5 8 2 RBR& = a 3 P = & S

Inklisiran vykazoval konzistentni sniZeni LDL-C v priubé&hu registraénich studii
(-47,2 % vden 90; -47,9 Y% v den 540) i béhem prodlouZzeniléécby ve studii

ORION-8 (-47,2 % p¥i EOS).

*Ve srovnani s ORION 9-11 (-47.2 % v den 90; -47.9 % v den 540).
Hodnota BL LDL-C je prevzata z BL nadrazenych studii. Pro odlisenr od ndavstéy v ORION-8 byla k navstévam v nadiazenych studiich ORION-9, ORION-10 a ORION-11 pfidéana pfipona B~
BL - vychozi hodnota; O - den; EOS - posledni den studie; LDL-C - cholesterol v lipoproteinech o nizke hustoté.
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SnizZeni LDL-C na konci studie

U pacientd s manifestnim KV onemocnénim

bylo pozorovano dlouhodobé a efektivni sniZzeni
hladin LDL-C o vice nez 50 %.

Promeérné sniZzeni % LDL-C oproti vychozi hodnoté pfri EOS

-49,4 <. -51,0 < -2 2,4 <.

Celkova ASKVO Ekvivalent
studijni populace rizika ASKVO

O

&

O

EOS - poslednr den studie.
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Bezpecnostni profil inklisiranu byl konzistentni s drfive hldsenym profilem

a béhem dalsi primeérné expozice |éCby v délce 2,6 roku nad rdmec

inicidlnich studii (Mmaximadlni expozice, véetné registracnich studii, 6,8 roku)

nebyly zjistény Zadné nové bezpecnostni signaly.

Anti-drug antibodies (ADA)

Pritomnost

prechodnych nebo
pretrvdavajicich ADA
( spojenych s inklisiranem

se vyskytovala
v 5,5 % pacientd.

ADA - protilatky proti |8cGivu.
TEAE - nezadoucr pfihoda zplisobena léchou.
TESAE - zavaina neZadouci pfihoda zplisobena |echou.

ADA spojené s inklisiranem
nemély vliv na G€innost
(snizeni LDL-C)

ani na bezpecnostni profil
(vyskyt TESAE nebo TEAE
vedoucich k ukonceni |écby)

inklisiranu.
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Results: Exploratory analyses on patients from ORION-9,
ORION-10, and ORION-11 who rolied over to ORION-8

Earlier initiation of inclisiran was associated with a lower incidence of MACE-related safety events

Inclisiran
2
.t_a“
.g 0.1 4
a Inclisiran
P Placebo
3
‘T
[T
Inclisiran
0.0 -
1512 1448 1385 1286 1158 2
1308 1211 1098 2
T T T T T T
0 1 2 3 4 5
Time (years)
| Group Inclisiran-Inclisiran — — — Placebo-Inclisiran ‘

* MACE-related safety events were observed in 16.3% (241/1478) of patients initially randomized to placebo in the parental trials
versus 14.4% (217/1512) of patients initially randomized to inclisiran (HR=0.85 [0.71,1.03]; p=0.091)

The number of patients at risk is displayed at the bottom of the Kaplan-Meier plot. The dashed line denotes the transition from the parent trial to ORION-8.
HR, hazard ratio; MACE, major adverse cardiovascular event.

tt Wright, et al. Cardiovasc Res. 2024:cvae109. doi: 10.1093/cvr/icvae109.



CTORION - INITIATE

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

Population
Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 EOS/Visit6

. . . * Adults >18 years with a history of ASCVD'
! ! ! * LDL-C 270 mg/dL or non—HDL-C

' | | >100 mg/dL and fasting triglycerides

' ' <500 mg/dL
i Inclisiran: Inclisiran added immediately upon failure to reach me/
1

LDL-C <70 mg/dL on maximally tolerated statins, n=225 * Receiving maximally tole'ra.ted statin thera)
or had documented statin intolerance$

Usual care?: Any LLT directed/titrated at the treating physician’s Setting and procedures
discretion, n=225 ‘ * 45 sites selected from diverse settings
S b | | : : : * Stratification by baseline health insurance
5 afi?,?,”{;‘% Day 0 Day 90 Day 180 Day 270 Day 330 status
m o m 2 | oy “.. 3 * Managing physicians were encouraged to
. . e W

treat the usual care patients by following t

L _ 2018 AHA/ACC/Multisociety guidelines for
Subcutaneous inclisiran sodium 300 mg; Day 330 was the primary analysis e Vital signs were assessed, and samples were obtained for .. . . .
; T ’ . . NE' lab assessments; lab results were made available to treatment decisions, including encouraging
equivalent to 284-mg inclisiran timepoint

treating physicians in both groups any LLT and Iifestyle cha nges

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.

Koren M et al. J Am Coll Cardiol. 2024 Apr 1:S0735-1097(24)06624-5. 3¢



/ICTORION —INITIATE: End Points

* Percentage change in LDL-C levels from baseline to Day 330

* The discontinuation of statin therapy, defined as no statin use 230 days before the end-
of-study visit

* Percentage and absolute change in LDL-C from baseline to each post-baseline visit
* The proportion of patients meeting prespecified LDL-C goals* at Day 330
» Safety analyses at each follow-up visit through to the EOS visit

LDL-C, low-density lipoprotein cholesterol; EOS, end of study.
*Prespecified LDL-C goals: 250% reduction from baseline, <100 mg/dL for patients with LDL-C 2100 mg/dL at baseline, <70 mg/dL, and <55 mg/dL

Koren M et al. J Am Coll Cardiol. 2024 Apr 1:S0735-1097(24)06624-5.



TORION - INITIATE: Demographics and Baseline Characteristic

Parameters

ipids and lipoproteins, mg/dL, mean (SD)
LDL-C

ApoB

VLDL-C

Non—-HDL-C

Total cholesterol

HDL-C

Lp(a), mg/dL, median (IQR)
Triglycerides, mg/dL, median (IQR)
ipid-lowering therapy

Inclisiran
N=225

97.4(33.2)
94.0 (25.3)
29.5 (14.3)
127.4 (39.4)
171.8 (40.1)
44.8 (10.8)
20.5 (8.0-58.7)
132.0 (95.0-187.0)

Any lipid-lowering therapy — modified definition? 203 (90.2)
Any statin therapy 203 (90.2)
Statin monotherapy® 202 (89.8)
Statin and ezetimibe 1(0.4)
No statins 22 (9.8)
No concomitant lipid-lowering therapy — modified definition® 22 (9.8)

Approximately one-quarter of patients (25.8%) reported a history of statin intolerance
Most (90.0%) took statins at baseline, primarily statin monotherapy (88.9%)
Of the 45 patients not receiving statins, 44 used no lipid-lowering therapies

Usual care
N=225

97.4 (32.4)
90.9 (24.4)
26.7 (13.3)
124.0 (36.1)
171.7 (37.1)
47.7 (13.4)
19.8 (8.0-68.7)
119 (87.0-170.0)

203 (90.2)
202 (89.8)
198 (88.0)
4(1.8)
23 (10.2)
22 (9.8)

Total
N=450

97.4 (32.8)
92.4 (24.9)
28.1(13.9)
125.7 (37.8)
171.7 (38.5)
46.2 (12.3)
20.2 (8.0-64.7)
125 (89.0-174.0)

406 (90.2)
405 (90.0)
400 (88.9)
5(1.1)
45 (10.0)
44 (9.8)

ApoB, apolipoprotein B; HDL-C, high-density lipoprotein cholesterol; IQR, interquartile range; LDL-C, low-density lipoprotein cholesterol;
Lp(a), lipoprotein(a); mAb, monoclonal antibody; N, number of patients; PCSK9, proprotein convertase subtilisin/kexin type 9; SD, standard deviation;
VLDL-C, very low-density lipoprotein cholesterol. 2Includes statins, ezetimibe, PCSK9 mAbs, or bempedoic acid. *PExcludes concomitant use of

ezetimibe, PCSK9 mAbs, or bempedoic acid. ¢Includes combination with ezetimibe, PCSK9 mAbs, and bempedoic acid.

Koren M et al. J Am Coll Cardiol. 2024 Apr 1:S0735-1097(24)06624-5.
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CTORION - 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 =eo=|nclisiran —e—Usual care
* i =t ! T
8
S -10,0 1
8 _ f
< § LS mean LS mean LS mean difference *
8 in difference: —57.7% difference: -57.2% -47.3% LS mean difference
S N -30,0 o -53.0%
L ~
[S)
= |
©
()
E l
-50,0 -
-70,0 r r T
Baseline 90 Days 180 270 330°
Inclisiran,n 213 207 203 205
Usual care,n 201 191 178 174

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.
Koren M et al. J Am Coll Cardiol. 2024 Apr 1:S0735-1097(24)06624-5.



TORION - INITIATE : Co-primary End Point: Statin Discontinuat

* The non-inferiority margin (15%) was met when comparing inclisiran and usual care (-10.6% [97.5% Cl: -18.3%, —3.0%])
* Reasons for discontinuation were unknown

25,0 -

20,0 -

15,0 -

10,0 +

5,0 A1

0,0 -

Inclisiran Usual care

Cl, confidence interval.
aPatients without a history of statin intolerance.

Koren M et al. J Am Coll Cardiol. 2024 Apr 1:S0735-1097(24)06624-5. A



ICTORION — INITIATE: Individual LDL-C Goal Attainment

At Day 330, a significantly greater proportion of patients in the inclisiran arm achieved LDL-C goals of <70 mg/dL and <55 mg/dL compared with
the usual care arm

Day 90 Day 330 Day 90 Day 330
<70 mg/dL: 80.9%; <70 mg/dL: 81.8% <70 mg/dL: 18.7%; <70 mg/dL: 22.2%
400 — <55 mg/dL: 72.0% ; <55 mg/dL: 71.6% <55mg/dL: 4.9%; <55 mg/dL: 8.9%

375 —
350 —
325 —
300 —
275 —
250 —
225 —
200
175
150
125
100
75
50
25

Calculated LDL-C mg/dL

Baseline  Day Day Day Day Baseline Day Day Day Day
90 180 270 330 90 180 270 330

Visit day

LDL-C, low-density lipoprotein cholesterol.
Koren M et al. J Am Coll Cardiol. 2024 Apr 1:S0735-1097(24)06624-5.






/ICTORION — INTIATE: Safety Summary

Parameters

verall safety
atients with >1 TEAE
atients with >1 treatment-related TEAE
atients with 21 TEAE leading to study treatment withdrawal
atients with 21 TESAE
atients with 21 study-related TESAE
atients with a fatal TEAE
AEs at the injection site
Patients with >1 TEAEs at the injection site
Mild
Moderate

Severe

Inclisiran
N=225

147 (62.8)
34 (14.5)
6 (2.6)
27 (11.5)
0
2(0.9)

24 (10.3)
23 (9.8)
1(0.4)
0

Usual care
N=225

116 (53.7)
1(0.5)
0
29 (13.4)
0
1(0.5)

o O o o

Total
N=450

263 (58.4)
35(7.8)
6(1.3)

56 (12.4)

0
3(0.7)

24 (5.3)

23 (5.1)

1(0.2)
0

The most commonly reported TEAEs were COVID-19 (inclisiran: 8.5%; usual care: 6.9%), increased blood creatine phosphokinase (inclisiran: 4.3%;
usual care: 6.0%), and injection-site pain (inclisiran: 7.7%; usual care 0%)

COVID-19, coronavirus disease 2019; N, number of patients; TEAE, treatment-emergent adverse event; TESAE, treatment emergent serious adverse

event.
Koren M et al. J Am Coll Cardiol. 2024 Apr 1:S0735-1097(24)06624-5.



Inklisiran — uhradoveé podminky (od 1.12.2023)

Inklisiran je hrazen u pacientu adherujicich k dietnim opatrenim i ke stavajici
hypolipidemické lécbé:

1) s heterozygotni familiarni hypercholesterolémii

2) s nefamilidrni hypercholesterolémii ci smiSenou dyslipidemii ve velmi vysokém

kardiovaskularnim riziku s (infarkt myokardu, ischemicka choroba srdeéni, ischemicka
choroba dolnich koncetin. cévni mozkova prihoda, tranzitorni ischemicka ataka. tepenna
revaskularizace, aterosklerotické postizeni karotid nebo jinych tepen se sten6zou 50% a vice),

u kterych plati, Ze jejich stavajici hypolipidemicka lécba maximalne tolerovanou
davkou statinu v kombinaci s ezetimibem* nebyla dostatecne ucinna pro
dosazeni hodnot LDL-C

alespon 3,1 mmol/I v pripade heterozygotni familiarni hypercholesterolémie
bez manifestniho kardiovaskularniho onemocneni,

nebo alespon 2,5 mmol/l v pripade heterozygotni familiarni
hypercholesterolémie s manifestnim kardiovaskularnim onemocnenim.

nebo alespor 2.0 mmol/l u pacientu ve velmi vysokém kardiovaskularnim
riziku s manifestnim kardiovaskularnim onemocnenim.
Tato kritéria LDL plati i pro uhradu u pacientu, u kterych je |écba statinem prokazatelné
kontraindikovana ci netolerovana

*nevyuziti ezetimibu musi byt medicinsky zdlivodnéno ve zdravotnické dokumentaci

SUKL 2023
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Lécivy pripravek LEQVIOP je hrazen

v pacientu spliivjicich tato kritéria:"

¥ Nasazend v Adheruijici ¥ Plati i pro pacienty, u kterych
vysoce intenzivni k dietnim opatrenim je lé¢ba statinem/ezetimibem
hypolipidemickd | ke stdvaijici kontraindikovdna
terapie hypolipidemické |écbé ¢i netolerovdana

. SPC Leguio 284 my injekéni roztok v pradpingnd injekéni stfikatice. 2. Rozhodnuti SUKL v rémei spravniho Fizeni sp.zn. SUKLS123881/2023, a & suk243588/ 2023 link: https://verso.sukl.cz/fcqi/ verso.fpl?mame=vp_protokol&._idspis=700056353.



LEQVIO®

(INKIiSiran) o nenisea

acivy pripravek
QVIO® je hrazen

pacientu spliiujicich
to kritéria:"’

Nasazend
vysoce intenzivni
hypolipidemicka
terapie

Adherujici k dietnim
opatrfenim i ke stavaijici
hypolipidemické [é¢bé

Plati i pro pacienty,

u kterych je l1é¢ba
statinem/ezetimibem
kontraindikovana

¢i netolerovana

SEKUNDARNIi PREVENCE

o

LDL-C

2,0 mmol/I

Nefamilidrni
hypercholesterolémie

¢i smisend dyslipidémie
ve velmi vysokém
kardiovaskularnim rizikv
s manifestnim

KV onemocnénim:

KV = kardiovaskuldrni onemocnéni

¢ L=

)

M e

cévni mozkova
prfihoda

tranzitorni
ischemickad
ataka

ateroskleroticke
postiZzeni karoti
nebo jinych tep:
se stendzou 50
a vice

infarkt myokard

ischemicka
choroba srdeéni

tepennd
revaskularizace

ischemickad
choroba dolnich
koncetin

. SPC Leguio 284 my injekéni roztok v pradpingnd injekéni stfikatice. 2. Rozhodnuti SUKL v rémei spravniho Fizeni sp.zn. SUKLS123881/2023, a & suk243588/ 2023 link: https://verso.sukl.cz/fcqi/ verso.fpl?mame=vp_protokol&._idspis=700056353.



s LEQVIO:

(INKIiSiran) s nen e
LDL-C 2,5 mmol/I

v Heterozygotni FH s KV onemocnénim

acivy pripravek
QVIO® je hrazen

pacientu spliujicich « DLCNS 6 a vice bod®
to kritéria:"’

nebo

. ,pravdépodobnd diagndéza” familidrni hypercholesterolémie dle kritérii MedPed

Nasazend

vysoce intenzivni

A\
hypolipidemicka
terapie PRIMARNI PREVENCE

Adheruijici k dietnim

opatienim i ke stdvajici LDL_C 3'1 mmol/l

hypolipidemické [é¢bé

v Heterozygotni FH bez KV onemocnéni
Plati i pro pacienty,

u kterych je [écba « DLCNS 6 a vice bod¥
statinem/ezetimibem
kontraindikovdna nebo

S CEETE . ,pravdépodobnd diagndéza" familidrni hypercholesterolémie dle kritérii MedPed
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S LEQVIO®

(inklisiran) s

acivy pripravek
EQVIO® je hrazen
pacientV spliivjicich

to kritérias” Uhrada inklisiranu je ukoncena pfi:

— prokazatelné nespolupraci pacienta,
\':‘y"‘;“;ei”nienzivm, — nedostatedném snizeni LDL cholesterolu o alespoi 40 %
hypolipidemickd (neplati pri dosazeni cilové hodnoty LDL-C).

terapie

Adherujici k dietnim S s . . , .r o wee _w y -
opatfenim i ke stavaijici K prokdzdni U¢innosti musi dojit nejpozdéji pred podanim

ypolipidemicke lecbe treti davky (pokud jiz nebyla prokézéna

Plati i pro pacienty, ve 3. Ci 6. mésici lécby).
u kterych je [é¢ba

statinem/ezetimibem
kontraindikovdna

¢i netolerovdana ) )
KOD SUKL: 0255591 ‘ Vykon 09215 (INJEKCE I. M., S. C., I. D.)
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S LEQVIO®

(INKIiSiran) e nen e

civy pripravek
QVIO® je hrazen

pacientu spliiujicich
to kritéria:"’

Nasazend
vysoce intenzivni
hypolipidemicka
terapie

Adherujici k dietnim
opatrfenim i ke stavaijici
hypolipidemické [é¢bé

Plati i pro pacienty,

u kterych je l1é¢ba
statinem/ezetimibem
kontraindikovana

¢i netolerovana

SEKUNDARNIi PREVENCE

LDL-C 2 ,0 mmol/I

Nefamiliarni hypercholesterolémie ¢i smisend
dyslipidémie ve velmi vysokém kardiovaskularnim
riziku s manifestnim KV onemocnénim:

KV = kardiovaskularni onemocnéni

cévni mozkovad prihoda

tranzitorni ischemicka
ataka

aterosklerotické postizeni
karotid nebo jinych tepen
se stendzou 50 % a vice

infarkt myokardu

ischemicka
choroba srdeéni

tepennd
revaskularizace

ischemicka
choroba dolnich
koncetin

PRIMARNI PREVEN

LDL-C 2,5 mmol/| LDL-C 3,1 mmol/I

v Heterozygotni FH v Heterozygotni
s KV onemocnénim FH bez KVO

« DLCNS 6 a vice bod0 « DLCNS 6 a vice bodU
nebo nebo

+ ,pravdépodobnd diagnéza”
familiarni hypercholesterolé
dle kritérii MedPed

+ ,pravdépodobnd diagnéza”
familiarni hypercholesterolémie
dle kritérii MedPed

Nevyuziti ezetimibu v rdmci stdvajici hypolipidemické terapie musil
medicinsky zdUvodnéno ve zdravotnické dokumentaci pacientd.

JAN

Uhrada inklisiranu je ukonéena pfi:

- prokazatelné nespolupréci pacienta,

- nedostatecném snizeni LDL cholesterolu o alespon 40 %
(neplati pri dosazeni cilové hodnoty LDL-C).

K prokdzdni d&¢innosti musi dojit nejpozdéji pred

podanim treti davky (pokud jiz nebyla prokazana
ve 3. ¢i 6. mésici lé€by).

KOD SUKL: 0255591 ‘ Vykon 09215 (INJEKCE I. M., S. C., I. D.)
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UHRADOVE PODMINKY"

AE: KAR, INT, J9, DIA, NEU, END

wklisiran je hrazen v pacientU adherujicich k dietnim opatfenim i ke stavajici hypolipidemické lé¢bé:

familiarni dyslipidémii ve velmi vysokém kardiovaskularnim riziku
hypercholesterolémii s manifestnim kardiovaskuldrnim cnemocnénim

s heterozygotni 2 s nefamiliarni hypercholesterolémii & smisenou
nebo

CNS 6 a vice bodU nebo (infarkt myokardu, ischemickd choroba srdecni, ischemicka choroba
avdépodobnd diagnéza” dolnich koncetin, cévni mozkovd prihoda, tranzitorni ischemické
viliarni hypercholesterolémie ataka, tepennd revaskularizace, aterosklerotické postizeni karotid
kritérii MedPed) nebo jinych tepen se stendzou 50 % a vice),

erych plati, Ze jejich stavajici hypolipidemickd |ééba maximdlné tolerovanou ddvkou statinu
ymbinaci s ezetimibem nebyla dostatecné U¢innd pro dosazeni hodnot LDL cholesterolu

’ GleSpOﬁ 3,1 mmOI/I v pfipadé heterozygotni familiarni hypercholesterolémie bez manifestniho
kardiovaskuldrniho onemocnéni, nebo

g alespoﬁ 2,5 mmol/l v pFipadé heterozygotni familiarni hypercholesterolémie s manifestnim
kardiovaskuldrnim onemocnénim, nebo

g GIGSpOﬁ 2,0 mmol/l u pacientd ve velmi vysokém kardiovaskularnim riziku s manifestnim
kardiovaskuldarnim onemocnénim.

> kritéria LDL plati i pro Ohradu u pacientU, u kterych je 1é€ba statinem prokazatelné kontraindikovdna &i netolerovana.

iti ezetimibu v ramci stavajici hypolipidemické terapie musi byt medicinsky zdivodnéno ve zdravotnické dokumentaci pacientu.
1tnim medicinskym ddvodem pro nepoddéni ezetimibu v kombinaci se statiny (kromé& jeho kontraindikace nebo nesndsenlivosti)

yt u novych pacientd, vyzadujicich vysoce intenzivni hypolipidemickou l1é¢bu napf. poéateéni hladina LDL-C vice neZ 50 % nad cilovou
u pro lé€bu dle jejich KV rizika. Pro skupinu pacientd, ktefi jiZ jsou na maximdlné tolerované statinové 1é¢bé, ale bez kombinace
nibem, i kdyz tento by pro né mohl byt indikovan, mdze byt relevantnim medicinskym ddvodem pro nepoddni ezetimibu fakt,

ajici dosazend hladina LDL cholesterolu je stdle o vice jak 20 % vyssi nez cilova hladina pro 1é¢bu dle jejich kardiovaskuldrniho rizika.

. SPC Leqvio 284 my injekéni roztok v predpinné injekéni stiikacce.

Y3 LEQVIO®

(INKIISIrAN) Ve ek i

Statinova intolerance je definovdna jako
intolerance alespori dvou po sobé jdoucich stati
kterd vede k jejich vysazeni.

Intolerance obou statind musi pak byt prokdza
jako Ustup klinické symptomatologie nebo
normalizace CK po jeho vysazeni a opétovny
navrat myalgie nebo zvysSeni CK po znovu
nasazeni dalsiho statinu.

Za statinovou intoleranci nelze povazovat
zvySeni CK nepresahujici 4ndsobek hornich
mezi bez klinické symptomatologie.

Efekt terapie inklisiranem je pravidelné hodnoc
prvné zaznamendn v klinické dokumentaci pfi

druhé aplikaci (tedy pfriblizné 90 dni od zahdjen
|é¢by) a ddle pak ve 24. tydnu (+/- 4 tydny) terc

Uhrada inklisiranu je ukonéena pfi prokazatelné
nespoluprdci pacienta ¢i nedéinnosti lécby
spocivajici v nedostateéném snizeni LDL
cholesterolu o alespon 40 % pfi sou¢asném
nedosazeni cilové hodnoty LDL cholesterolu
nejpozdéji pred poddanim treti davky (pokud jiz
nebyla prokazana ve tretim ¢i Sestém mésici lé¢

Z prostfedkl vefejného zdravotniho pojisténi

je hrazena 1 subkutdnni injekce inklisiranu 284 r
jako pocdtecni davka, dalsi po 3 mésicich a pote
kazdych 6 mésicd.



y)poruceni pro... | Guidelines

ru¢ny souhrn doporuceni pro dlouhodobou péci
nemocné po infarktu myokardu 2022

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

tr Ostadal?, Milos Taborsky®, Ales Linharte, Michal Vrablik¢, Richard Ceska®,
nata Cifkovace, Eva Kralikova®s, Véra Adamkova", Martin Prazny?¢,
rjan Jojko

ypolipidemika

Relevantnim medicinskym divodem pro nepodani eze-
mibu v koembinaci se statiny (kromé jeho kontraindikace
sbo nesnasenlivosti) muze byt u novych pacientd, ktefi
(Zaduji vyscce intenzivni hypolipidemickou lé¢bu, napf.
pfatefni hodnota LDL-C vice neZ 50 % nad cilovou hod-
otou pro lé¢bu dle jejich kardiovaskularniho (KV) rizika.
"0 skupinu pacientd, ktefi jiz podstupuji intenzivni stati-
ovou lechu, ale bez kombinace s ezetimibem, i kdyz by
ro né mohl byt indikovan, maze byt opét relevantnim
iedicinskym duvodem pro nepodani ezetimibu fakt, ze
avajici dosazena hodnota LDL-C je stéle o vice nez 20 %
/551 nez cilova hodnota pro lébu dle jejich KV rizika. To
rakticky znamena, ze pacient léceny vysoce intenzivni
£bou statinem s hodnotou LDL-C wy35i neZ 2,5 mmol/l
Ifuje medicinsky divod pro newyuziti ezetimibu vzdy.

Ostadal P, Taborsky M, Linhart A, et al. Stru¢ny souhrn doporuceni pro diouhodobou péci o

nemocne
po infarktu myokardu 2022. Cor Vasa 2022; 64(Suppl. 1):7-23.
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avkovaci schéma Leqvia s odbery krve Y2 LEQVIC
>ZSIRENi UHRADOVYCH PODMINEK od 1. 12. 2023" (inklisiran) s,

2

POTE
@ @ & Podavani pripravku

je mozné bez problén

Zahajovaci . m‘;’;,,c . — zaclenit do pravideln
dévka mésic mésic (4 tydny) mésic mésic kontrol pacienta u lék

- ® »

o Poskytuje jistotuy,

ze vas pacient

ma pokrytou davku
na dalSich Sest mésic

1. Odbér krve 2. Odbér krve

pro zGznam
do klinické
dokumentace

6 At
KOD SUKL:
0255591

Potvrzeni U¢innosti:

« pokles LDL cholesterolu o alespoi 40 % &f@
. a/nebo dosazeni cilové hodnoty

Vykon 09215

INJEKCE I. M.,
tento pokles nebyl prokdzan jiz ve 3. nebo 6. mésici. ( S.C.. I.D)

nejpozdéji pred poddanim treti davky, pokud

. SPC Leqvio 284 mg injekini roztok v pradpingné injekini stiikatce. 2. Rozhodnutf SUKL v ramci spravniho Fizeni sp.zn. SUKLS 12388172023, a & sukl243588/ 2023 link: https:/ /verso.sukl.cz/fogi/ verso.fplname=vp_protokolé._idspis=700056353. 3. SUKL, wwwsukl.cz.



Inklisiran a ekonomika
ambulance



Dekuji za pozornost






