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Inclisiran: ﬂﬂaﬂlﬂmuﬂﬁju small interfering RNA (siRNA)
Wity dadaude way ugms dmsiiyaned
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Lsailanagvasndonainaniznasndonunduds (atherosclerotic cardiovascular disease,
ASCVD) 1isanmsfieiaasnidenunssinsasanvedlusiu Samduuaadeuuariuiu suihlindmaon
denvunduazagdenubangy Aindunizrasndonunuls (atherosclerosis) daalinaaniion
Fuuauuazgadu tlugmainlsailanasaondeaniuun wu ndunievlannden ndundeils
me lsaviaenidenauesfiuviegadu wasnasaidenunsdiuuatugaiu dieraduaivmueinisndedin
¢ YaduidssmdnivihliiAnnnzvasaideaunsudainanavn 1iun arwdulalings Wiy msg
‘q‘m‘% waznzluiuludengs ImﬂLaWWzaé’la?jﬂQﬁﬁizﬁu low-density lipoprotein cholesterol (LDL-C)
g9 1ilesa1n LDL-C annsasudoyntimasaideniiiinoinsuiniu uazlugnsmndvomassiden
Anidu atherosclerotic plaque auinnsAuuaUSogaduTeaendanluiign

mmigluiuludongdnsiamsnsiifissdu LDL-C ge diiAnandadematugnssuvdetiatunisuen
Jadutiadediguesmaifinanzraonidonunids msaugusedu LDL-C Woglunasifidvunisdioan
audssiensiielsamilauazaonidenuazansniinsdeinld msfinnuszsu LDL-C luidenazldad
ié’mﬂmﬁmﬂ%mmﬂaLaﬁl,masaaﬁagﬂulaiﬂiﬂsﬁu%ﬁﬂmﬁwmLn‘iucﬁ"w (low-density lipoprotein, LDL)
Tnemsinwinmgluiuludenguazlsangy ASCVD axUsznausensUiuasunginssuvestheuas
mslnanlusiusansie emuaulviuludealvoglusesutmineg smdniiundlunisanluhduden
16uA 91Nl statins WageLERUNGNAY 9 W ezetimibe, bile acid sequestrants wagnay fibrate agnals
Aoumwuiilungugiiienundesgeunme malitiemanuassiasudilifiomenonismunussduludul
ogfluinasild JelddammenswAndunarineanludusialmity lnsfnalnfusnsdlunnndueia
%ﬂﬂﬂﬁaﬂd’nﬁamﬁaaﬂqwéﬁugx‘iLauvlﬁdﬁ proprotein convertase subtilisin/kexin type 9 (PCSK9) enau
huenalinga fagdnusBuiuoiussnu vieesldidusmantugiedddoraldsingy statins

Proprotein convertase subtilisin/kexin type 9 (PCSK9) inhibitor®"
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LUshiu PCSK9 gnAunulul a.a. 2003 1ne Nabil Seidah wagmnie’ vagyin1sAnwinisnangiug

yosBuiidamaiensifinnngluiuludengaanniugnssy (familial hypercholesterolemia) Faifuny
yhlsiffiefisedu LDL-C gauaedlenuidedunisifnlsaiilauazvasaidon lnenuinding nanertusuesiy
illUsAu PCSK9 viauananduni dadululufiemadeafudunisiinuues Jonathan Cohen uaz
Aoz’ inuinnsnaneiuguesBuiiviililusiu PCSK9 sharutfesninund azsilsilsesu LDL-C i uaed
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Tonainlsanaendonuaziilaanas aniusldtiniswuineulss PCsko vhmhiimuauaunavessesy
LDL-C Tuidon Ingagliandnuiu LDL receptor vuiawaaaulnan1siu LDL receptor nautnluvinanalu
wadeu vl LDL-C gnAadngmadiuldtiosas wasdl LDL-C aglunseuadenunntu Seldwengmsinm
enTusitedudanisvhauvedlusiiu PCSK9 LitenTamalumsansgdu LDL-C Tudon Jagtiueniildsunis
SuseInINesinTeIIarBUsEIMAav TSN Savin 3 ¢ ansnsoudadundudesls 2 ndunna
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1. ngu monoclonal antibody

'
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Elﬂuﬂfjmf @A alirocumab wag evolocumab 1w human monoclonal antibody (mab) 7
enguslaensludufulusiiu PCSKo tiedpunsladliluduiu LDL receptor w13 LDL receptor lyign
yhansuazanunsoil LDL-C ndudndwadiuld ot 2 vdnogluguuuuedadlifamds vn 2 vie 4
Famituturunen

2. Ngu RNA da1A3129 (small interfering RNA %38 siRNA)

awmjuﬁaaﬂqw%‘é’ugqmia%ﬂ,ﬂsau PCSK9 TnBnistfugsnisvhaufisssiu RNA (RNA interference)
shensdaasesi RNA anegidanadumnzianzaaiu RNA lflunsdansigilusiu PCSK9 udahdadnly
Tuwadiounsnurensviieumes RNA 1 (small interfering RNA ; siRNA) Tng siRNA az5auiaiulusiu
Wuansusenoul@edounaiailu RNA-induced silencing complex (RISC) wagagyinn1stios RNA 119
dawalvinszuaunsudasia (translation) 109 RNA twisnegnduds vidliliansnsaagalusiu PCsko 1
Hagtuelunguiliildtunaidouisluanseniniuagine Téud inclisiran

&1 inclisiran

Foyanalu'>? inclisiran Wuenamsyiulusiuludensusnlungs small interfering RNA (SIRNA)
IFunstunzifeulagesdnsomsuazevesansgeuidniile Yull 22 funew 2564 melddenisdn
Lequio® unztunsdeululsumalnaidiafoununiius wa. 2566 melddenisén Sybrava®
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Taudld": dwsusnwnngluduludengsuiinugugil (primary hyperlipidemia) $3u6ian1y
ﬂaLaaLma’iaaQW’mﬁuﬁqmiu YA heterozygous (heterozygous familial hypercholesterolemia, HeFH)
uay fuan ASCVD lunsdifeeluil
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Inclisiran 194 double-stranded small interfering ribonucleic acid (siRNA) Fidousefulusiiu
triantennary N-Acetylgalactosamine (GalNAC) ﬁﬂgﬂ‘ﬁ 1 Faanansaduiiuiisuasialoslycoprotein receptors
(ASPGR) Tiwusnnuuwadsuldegisdumzianzas vildengnasdngwadsulsunnnineduizdu Wedhgwad
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Sense Strand

Triantennary
GalNAc

Antisense Strand

@ 2-O-methyl — Triantennary (GalNAc)
@® :2-Fluoro ™ {:l H v
] HO S o N N o e
. 2'-Deoxy AcHN a o o - Oligonuclactids
— Phosphorothioate (PS) on - NH' o
HO % 0 i H [
AcHN ' I I o
i ] °.
— % 0 i HH
GalNAc = N-Acetyl galactosamine g '
o
a v a . ..
E‘U‘VI 1 Iﬂﬁﬂﬂ'ﬁﬂ\‘iﬂ’mmﬂﬂmﬂiﬂ inclisiran
GalNAc
RN
SiRNA l
GalNAc-siRNA 1 Mia'cgt‘uwpmtein
conjugate receptor
X PCSK9 %
(| — L]
Golgi RISC l
apparatus Sense strand
4 — ¢ v — v

Inhibition of 1

PCSK9 synthesis ‘f\/\/\_/ Antisense strand
l PCSK9 mRNA
b @y — NV e Nudes
TAVAYS

RISC-siRNA complex
cleaves PCSK9 mRNA

GalNAc = N-Acetyl galactosamine; SIRNA = Small interfering ribonucleic acid; RISC = RNA induced silencing

complex; PCSK9 = Proprotein convertase subtilisin/kexin type 9; mRNA = Messenger RNA

UM 2 nszuiunsdudinisdunsien PCSK9 lagen inclisiran

$iU inclisiran ﬂsﬁﬂﬁﬂﬂéuiﬂiau%a RNA-induced silencing complex (RISC) kagfndnany sense 800 Nae
Hu SIRNA/RISC complex Feagludufiu PCSK9 mRNA ¥irlitans PCSK9 mRNA grsiane uazlsianunse
%19 PCSK 'l dsmaliilalfl PCSK9 luanu3unas LDL receptor fiawwadsu vilianunsayn LOL-C ndu
drgiwadldifindu sedu LDL-C luenisanas faguil 2
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2018” ag ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce
cardiovascular risk 20197 Iagita 2 wamanrdiiRlanandanslden PCsko inhibitor Tumsdnunne
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Consensus Decision Pathway on the Role of Nonstatin Therapies for LDL-Cholesterol Lowering
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ESC 2019* ACC/AHA 2018% uag 2022*
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a wa I = a
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3. 1 Julsalnieanilan eGFR <30 mL/min/1.73 m?
4. anudsdlunisidedinanisailawarveenianlusuiag
10 U Tngn1sUsziliuann SCORE model >10%
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1. 978 265 U
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naoaLdonRIla
UM
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TsalniEoss (eGFR 15-59 mL/min/1.73 m?)
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® N o ;oA

. 58U LDL-C = 100 me/dL wiiinlasuengy statins way
ezetimibe Wan

9. finnzladuiman

Jadeideandn laun 01 A auyns Anuduladings LasseAuABLEaNeTEadd eGFR = estimated glomerular filtration

rate; SCORE = systematic coronary risk estimation
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