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Inklisiran slavi 11. narozeniny

Orphan Drug designation

(HoFH) in USA (Jan) » NDA submitted in USA (Dec)
Paediatric > Po;nSv(eo CtI;IMP opinion
I tigation Pl n c
Phase | trials in hypercholesterolaemia > an:;i\'rge?jui?\nlsuan
initiated (Dec) (Sep) » Approved in EU (Dec)

2015 2016 ) 2017

! ! ! !
ORION-1 (NCT02597127) |
ORION-2 (NCT02963311)

ORION-3 (NCT03060577) Est. Feb 2022

ORION-4 (NCTO03705234) Est. Dec 2024
ORION-5 (NCT03851705)

ORION-8 (NCT03814187) Est. Dec 2023
ORION-9 (NCT03397121)

ORION-10 (NCT03399370)
ORION-11 (NCT03400800)
[l Phase Il trials

ORION-13 (NCT04659863) D Est. Aug 2023
B Phase Il trials ORION-16 (NCT04652726) D cEst. Sep 2023

DOI: 10.1007/s40265-021-01473-6




Viceleta expozice inklisiranu ve studiich ORION
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f f f f f f f Goal attainment at EOS Mt::gupctiirgﬁnattl.E%Ls-C

I l Day1 Day90 Day 270 Day 450 Day 630 Day 810 Day 990 Day 1080/EOS
@ L @ ® e L 4 ® ®

78.4%

Overall % 49.4%

O O patients with ASCVD or ASCVD
[IIP@ risk equivalent* and elevated LDL-C

79.4% ™y 66.3%

N/
ASCVD “ 51.0%
090 ORION-8 000 Parent trials —> ORION-8 <1.8 mmol/L <1.4 mmol/L D;
ﬂlm (N=3274) ﬂ@ﬂ (N=3274)
Maeaodma.axaosure of Maaoaax.axposure of = - .
2.6 (3.4) years 3.7 (6.8) years T\ 122 N85 . MD
8530 PY exposure 12,109 PY exposure ‘\\ ASCVD ris NS aoa% | ?
*Defined as either type 2 diabetes, familial hypercholesterolemia, or a 10-year risk of a CV event 220% by <2.6 mmol/L <1 8:1 mollL equ'valent v
the Framingham Risk Score ’ :
Safety )9
Safety profile of inclisiran remained favourable j Inclisiran-associated ADAs were infrequent (5.5%),
and similar to that previously reported, with no did not impact LDL-C reduction and were not

new safety signals over extended exposure associated with an excess incidence of TEAEs




Na strategii zalezi: Casna iniciace inklisiranu = lepsi
dosazeni cilovych hodnot

CENTRAL ILLUSTRATION VICTORION-INITIATE: An “Inclisiran First™ Strategy vs Usual Care in Patients
With ASCVD

T ey sty
Va ® & ®

“Inclisiran First" Usual care “Inclisiran First" Usual care
(n = 225) (n = 225) (n = 234) (n = 216)
g I W=~ I
N R
d|smntinu:ﬂt?:.t|i1': I iK% l 167% iy Et;f:':if: 10.3% 0.0%

Conclusions
Implementing inclisiran earlier in the treatment pathway via the inclisiran first strategy:

« Significantly reduced LDL-C vs usual care without new safety concerns
« Significantly increased LDL-C goal attainment vs usual care
» Did not lead to statin discontinuation

Koren MU, et al. J Am Coll Cardiol. 2024;83(20):1935-1952.

surnmary of VICTORION-INITIATE study. *Inclisiran first,” n = 166; usual care, n = 168, ASCVD - atherosclerotic cardiovasoular disease; LOL-C = low-density
Lipoprotein cholesterol; TEAE « treatment-emergent adverse event.




Modelovani efektu pri pouziti inklisiranu plosné

Il. Simulation analysis estimating the population

l. Analysis from the ORION-10 and

ORION-11 trials

Analysis included

@ @
L (€))L + Patients with ASCVD
* <80 years
* LDL-C >1.8 mmol/L (>70 mg/dL)
* hs-CRP <15 mg/L
1. At baseline, patients had high LDL-C levels and 10-year CV risk
10-year risk
LDL-C, mmol/L of CV events, %
m @
Inclisiran 1288 2.66 24.9
Placebo
2. Observed LDL-C levels in the trials ‘
Placebo-corrected time-adjusted absolute 1.32
change from baseline in LDL-C with mmol/L
inclisiran (Days 90 =540 of treatment)
3. Projected reduction in 10-year CV risk
with inclisiran, assuming that LDL-C reductions ~6.99%

observed in the trials were persistent

h 4

benefits in 500,000 ORION-like population
Simulated patients were divided into quintiles of predicted
10-year risk

4. At baseline, large number of patients were in the high-risk
categories in inclisiran group
Number (%) of patients per risk category at baseline

. 47%

Absolute number of patients at baseline in each quintile
. 10% 10-year risk categories Ui 20-«096
® 2% Patients at baseline, n | 234,963 i 197,752 | 52,142 i 11,793

5. LDL-C changes were assessed after inclisiran treatment in
simulated patients

10-year risk categories

Mean time-adjusted absolute change in LDL-C after

Day 90 up to Day 540 after inclisiran treatment {mmol/L)?
W 0-<20% 20-<40% W 40-<60%

B 60—<80% W 80-100%

-1.17

LDL-C levels

=125 131 _y34

-153

6. After inclisiran treatment, majority of population shifted to
lower CV risk categories

Number (%) of patients per risk category post treatment

@5
Absolute number of patients at baseline in each quintile
v 5J/r Al&yearA risk céieg;fés m‘zo:&m
: 19‘(; . Patients at baseline, n }332,518 -141.014 _ 22,665 3332
P

7. Overall, 31,522 potential first CV events might be averted over
10-year with inclisiran versus projected increase of 1426 first
CV events with placebo in this simulated population



Data pro inklisiran u pacientu po AlM

Inclisiran in patients with prior myocardial infarction

Patients from the pooled m

0R|DN'1U al"ld 0RION'11 Mean Percent LDL-C . Patientswith  Patients with
Phase lll trials reduction Average goal attainment after Day 90 enduptoDay 540 ___ .. 21 TEAE* 21 TESAE®
at Day 510 o
00 LDL-Cgoal Recent M| Remote MI No prior Mi
=526% , ®94.1% *54.9% *059%
- *94.1% #054.9% # 95,
- Recent MI 26mmail [ ____ =“522% @ |=====- -B20%  ----- = 57%
: m;;t* xﬂ::}n-ﬁ:g;ﬂm <a8mmolL T A el vy BaT
_=50.4% , AAmmoll [ogn To4THR  CotO70%  ———eT0M%
- - . Remaote MI
Hﬁfﬂ;}"' “{:"“ff;;:}“ ey LDL-C <1.4mmol/Lgoal atteinment after asingle dosecf
= o N=080) inclisiran (at Day 90): Proportion of patients .
-51.6% Conclusiu,
LDL-C levels at baseline 21.8 mmol/L ?3.5%
(=70 mg/dL),despite maximally No prior M| Inclisiran provided effective end

consistent LDL-C lowering that
waswell tolerated, irrespective
of Ml status

tolerated stating

.--"—.
—" No prior Ml \ 60.8% . \ ET 8%
- Recent MI - Hs mote I".-'II

gt peoQL 0000

LDL-C, low=density lipoprotein cholesteral: MI, myocardialinfarction: PCSKS, proprotein comvertase subtilisin/kexin type 9; TEAE, treatment emergent adverse event:
TESAE, treatment emergent serious adverse event

DOI: 10.1016/j.atherosclerosis.2023.117354



U pacientd po CMP snizuje inklisiran LDL-C stejné
efektivnée jako u jinych podskupin

American Journm! of Preventive Cardiclogy 14 (23023) 100505

W, Koenig et al.

A Percentage change in LDL-C over time
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S inklisiranem dosahuje velka vetsina |éCenych ci

hodnot

ORIGINAL ARTICLE MAYO
S — MAYO CLINIC PROCEEDINGS CLINIC

(M) Check for updates
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Effects of Inclisiran in Patients With
Atherosclerotic Cardiovascular Disease: A
Pooled Analysis of the ORION-10 and
ORION-I | Randomized Trals

R. Scott Wiight, MD; Kausik K. Ray, MD, MPhil; UIf Landmesser, MD;

Wolfgang Koenig, MD; Frederick |. Raal, MMed, PhD; Lawrence A. Leiter, MD:
Lorena Garcia Conde, MD; Jackie Han, MS; and Gregory G. Schwartz, MD, PhD

Abstract

Objective: To evaluate the efficacy, safety, and tolerability of inclisiran in participants with athero-
sclerotic cardiovascular disease (ASCVD) from ORION-10 and ORION-11 stratified by key patient
characteristics.

Patients and Methods: Participants were randomized 1:1 to receive 300 mg inclisiran sodium (284 mg
inclisiran) or placebo on Days 1, 90, 270, and 450, alongside background lipid-lowering therapy. This
pooled, post hoc analysis stratified participants with ASCVD by sex, age, race, kidney function, body
mass index, and glycemic status. Co-primary endpoints were percentage changes in low-density
lipoprotein cholesterol (LDL-C) from haseline 1o Day 510, and after Day 90 and up to Day 340
(time-adjusted). LDL-C goal attainment and safety were also assessed.

Results: This analysis of 2975 participants included: [emale, n=827; Black, n=213; 75 years of age or
older, n=458; obese, n=1474; diabetes, n=1182; and moderate-1o-severe chronic kidney disease,

n=538. Mean baseline LDL-C levels in the total ASCVD population were balanced between treatment
arms (inclisiran, 103.4 mg/dL; placebo, 102.0 mg/dL). With inclisiran, mean placebo-corrected per-
centage changes in LDL-C from baseline were —51.5% (95% ClI, —54.0 to —49.0) and —52.1%
(95% CI, ~53.9 to ~50.4) to Day 510 and Day 540 (time-adjusted), respectively; this was consistent
across subgroups. LDL-C less than 55 mg/dL at one or more visits was reached by 87.6% of partici-
pants receiving inclisiran. The inclisiran safety profile was consistent across subgroups.

Conclusion: Twice-yearly inclisiran (after initial and 3-month doses) was well tolerated and pro-
vided significant, consistent LDL-C reductions for up to 18 months in participants with ASCVD
independent of key patient characteristics (ORION-10; NCT03399370 and ORION-11;
NCT03400800).

2006 THE AUTHORS. Published by Elsevier dation
the CC BY-NC-ND license (hifp-/creativecommans.org/icenses/by-ne-nd/ ) @ Maya Clin Proc. 2024.99(8)1222-1235

LDL-C goals with maximally tolerated statins

For editorial
comment, see

page 1204

Affaations continued at
he endt of this ancle
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atients  with clinical atherosclerotic
P cardiovascular disease (ASCVD) and

elevated low-density lipoprotein choles-
terol (LDL-C), despite statin therapy, are at very
high risk of recurrent ASCVD events."” This
risk is further compounded by the presence of
other ASCVD risk factors, including diabetes,
chronic kidney disease (CKD), and elevated lip-
oprotein{a) [Lp(a)] Consequently, when
patients  do not meet  gui

irected

alone, intensive LDL-C lowering with the addi-
tion of non-statin lipid-lowering therapy (LLT)
is recommended.'

In clinical trials in patients with ASCVD,
the addition of ezetimibe or anti-proprotein
convertase subtilisin/kexin type 9 (PCSK9)
monaclonal antibodies to statin therapy has
been shown to reduce the risk of major
adverse cardiac events by 6.4% and 15%,

Mayo Clin Proc. # August 2024-99(8):1222-1235 ® hilps.//doi.org/10.1014/j mayocp. 2024.03.025

2026 THE AUTHORS. Published by Elsevier Inc on behalf of Mayo Foundation for Medical Education and Research,

his is an open access arficle under the CC BY-NC-NO license (hiip.//creativecommons.org/licenses/by-nc-nd/é.00),
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Inklisiran v klinickeé praxi

... kde se chova stejné jako v klinickych studiich

Cholinet: inklisiran v italské bézné praxi

Cholinet (IT) a HEALIX (USA)
Orion 8 a Victorion Initiate

150 - LDL-C goal (<55 mg/dL) attainment at 3 months LDL-C ot at goal
W LoL-Catgoal
2
2 o/
§ 100} 100%
2 79%
> 62% 60% 60%
S
T o o
§ 50 4 38% 40% 40%
a 21%
0
0 T = T T
Overall Inclisiran + Statin + Ezetimibe Inclisiran alone Inclisiran + Statin Inclisiran + Ezotimibe
Number of
patients 37 24 5 S 3

The majority of patients (51%) at US infusion centers (HEALIX)' achieved their LDL-C
goals with inclisiran, with some heterogeneity that was associated with background LLT

% 80

g ®LDLC s70mgidL  59-8%

Q LDL-C <55 mg/dL )

- 60 56.1% 1

9 51.1%

© 4.9 451

— 11 Y

E’. i 'y 41% -

) Z

£

2

g

- 20

]

c

o

£

<]

2 o

& All patients Statin fallure/  No prior use of anti- Prior use of anti.  Concurent statin

! Intolerance PCSK9 mAbs PCSKS mAbs use

Number
orpatients 180 117 98 82 63

RWE: Mean percentage LDL-C reductions from baseline

Cholinet? _49 - 00/0

(p<0.05)

HEALIX' _45 = 5(y0

(95% CI: ~41.1, ~49.7)

Clinical trial: Mean percentage LDL-C reductions from baseline

vanmare =53.0% S0

(97.5% Cl: -60.0, -46.0; p<0.001)

=
orong:  —49.4% . 4

(95% Cl: =50.4, ~48.3)

Basile C, et al. Eur Heart J. 2023;44(2):ehad655.2806

Ballantyne CN, et al. Poster presented at ACC congress;April-6-8, 2024; Atlanta, PO#1414-220;
Koren MJ et al. ] Am Coll Cardiol. 2024;83(20):1939-1952;

Wright RS, et al. Cardiovasc Res. 2024; cvae109.




Inklisiran Casné: necekejme na prihody

Factors to be considered for the use of inclisiran in primary prevention

High adherence
Statin therapy already established

Extension of life expectancy without CVD

Patient motivation for this therapy

Sustainability of LDL-C lowering

Polypharmacy

Multimorbidity

Modest absolute CV risk reduction in primary prevention

. Cost-effective if current prices are reduced
Missing data for

Elderly people

Competitive non-CV events (e.g. cancer)

Duration and intensity of side effects

DOI: 10.1093/eurheartj/ehac653.



Al predikce benefitu antiPCSK9 terapie zahajené v ruzném

veku

Once yearly siRNA directed against PCSK9

- Age start
treatment (y) HR (95% Cl)
145 Usual care reference
60 0.73 (0.71-0.75)
o 50 0.63 (0.61-0.65)
_ 40 0.54 (0.52-0.56)
30 0.48 (0.46-0.49)

6%

Cumulative Incidence (%)

— 5E Care = = = |ifetime Lower LDL

Rx started at 30y = R started at 40y

Rx started at S0y

Age (years)

RX started at 60y

Cumulative Incidence (%)

Once v. Twice yearly siRNA directed against PCSK9

TWICE yearly siRNA (52% LDL reduction
beginning at age 55

) | -
| e
s
ayd

ONCE yearly siRNA (36% LDL reduction) /
beginning at age 40 / / e
///’ ’
//// ’,"'
I 13 A 4 44 4 4 5 A4 56 58 b 6 4 6 b 72 74 7

= Rx started at 6m0@55y

Rx started at 1y@40y

Age (years)

Ference BA, et al. ESC 2021 Late Breaking Clinical Trial August 2021




O inklisiranu se jeste dozvime...

TAELE 1 Ongoing Large-Scale, Long-Term, Placebo-Controlled Trials Evaluating Cardiovascular Dutcomes

Estimated Primary Estimated Primary Outcome
Trial Official Title Start Date Completion Date Enrolimemnt Measures.
—

ORI~ HPS-4{TIMI 65/ 0RI0MN-4: A Dctober 30, July 203G 15,0000 Mumiber of participants with a major
Douwble-Blind Fandomiizesd 208 adverse cardiovasoular esent (median
Placeba-contralled Trial fallow-up: 5 y): time to first
Assessing the Effects of occurrence of coronary heart disease
Inclisiran on Clinical death, myocardial infarction, fatal or
Dutcames Among People nonfatal ischemic strake, or urgent
With Atherascleratic coranary revascularization procedure
Cardiovascular Dissase

VICTORION-2 A Randomized, Dauble-Elind, Howambear 23, October 13, 2027 16,500 Time to first occurrence of 3-point major

PREVENT Placebia-camtral led, 20 adverse cardivvascular events (total

Multiceriter Trial, follow-up: up to 72 ma): confirmed
Assessing the Impact of composite endpoint including
Inclisiran on Major Adverse cardiovascular death, monfatal
Cardiowascular Events in rpocandial infarction, and nonfatal
Participants With ichemic stroke
Established Cardiovascular
Disease

WVICTORION-1 A Randomized, Dauble-Elind, March 9, 2023 April 18, 2039 14,000 Time to the first oooirrence of 4-point-

PREVENT Placeba-Canbnal Lad imagor adverse cardiovascular events

Multiceniter Study to
Evaluate the Effect af
Inclisiram on Preventing
Major Adverse
Cardigascular Events in
High-Risk Primary
Pravention Patents

{follow-up: up to ~75 mao):
composite of cardiwascular death,
nonfatal myocardial infarction,
nonfatal ischemic strake, and urgent
coranary revascularization

HPS = Heart Protechon Sbedy; ORION-4 - & Randomized Tnal Assessing the Effects of inclisiian on Clinical Outcomes Among People With Cardiovasoular Disease; Tl = Thwombolysis In Myocardial

ifarction; VICTORION-1 PREVENT = & Study of Inclisiran to Prevent Candicvascular Evenis in High-risk Frimary Frewenbon Fatients; WICTORION-2 FREVENT
L) Events in Participaants With Established Caoiovasoolar DEssase.

Study of Incisiran to Prevent Cardiovasoolar

DOI: 10.1016/j.jacc.2023.10.020.




Evidence pribyva: snizovani lipidu v ramci KV kontinua

No Known ASCVD Known ASCVD

Increasing risk for development of ASCVD Increasing severity of ASCVD >

—:—

Low-CV Risk Major ASCVD
(w/o0 known ASCVD) Event

Coronary disease,
Cerebrovascular disease, or
Peripheral artery disease,
+risk enhancer

Diabetes
+risk enhancer

Prior Ml
Prior Stroke
Symptomatic PAD
+ risk enhancer

No M| or Stroke
VESALIUS-CV FOURIER & ODYSSEY
< AZURE-Outcomes L
« VICTORION-1 PREVENT —> ORION-4 & VICTORION-2P

< CORALreef OQutcomes = TIM| 77 =—————————— >



Prevzeti kontroly nad LDL-
C je mozné, kdyz lécba

Je zahdjena vcas

Je dobre tolerovana

Je vedena kombinaci

* Statin (+/- ezetimib) neztraceji svou
ucinnost ani pozici v Ié€ebném schematu

Lécba zahrnuje antiPCSK9 terapii



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

Slozeni: Jedna pfedplnéna 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 I&Civ, 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 transportéru I€Civ. Proto se neoCekava, ze by inklisiran mél klinicky vyznamné interakce s jinymi I1éCivymi pfipravky.
Na zakladé omezenych dostupnych udaju nejsou olekavany 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 pfedepiSete, prfectéte 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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