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PCSK9/INF#E RNA J7iEFEBh Bk e AR AL 15 O I B 5 fm R B9 M

X EA BRI G M A
(1. B E R — I PR EE e 5 2. W TR 5 — WA B B DO ME S22 PPl TIPS 860 341000)

W O3 kool REAE L M0 i 4 K 55 (Atherosclerotic cardiovascular disease, ASCVD) Z A K R A AT RN £ E
B, wEEE AT RELL EfE RN EZRRE, KR E T & ASCVD — R T B & — % H 7 09 & Z K ¥, LDL-C
RBFTMEERE, TEGYZ LT E s, EREEGE RN P HEETIHZ RN EZLH, &
HUAASCVD K g e AF g Ak Ar, A E 2 A @ E A () KT, HEWH AL LE NG, AHEE
T, AT 8 % b B AR Z 95 & 9(Pro-protein convertase subtilisin/kexin type 9, PCSK9) 4 % 2% M B 35 Jik 5 #£ 72 1k,
YER, B AR 5 ASCVD 7 5 6 97 69 #r ¥ 8 . AR X JE 38 7 PCSKO # 3 & LA K ¥ 15 PCSK9 4y /) F #£ RNA (Small
interfering RNA , siRNA) 2§ 4 Inclisiran & 1€ A Al 4] . PCSKO & % & 3 35 ik 3 #£ 7 4k 1E F| , Inclisiran ¥ 3T 22 1
PCSK9 2 T T B AL #] 4 L PCSKO 34 45 8 2 M (Loss-of-function, LOF) % 75 8y 3% 44k A& , MR 3k 30 %] PCSK9 87 4 & .
AR XAATHE T ORION F 71 s JR K 3o 6y 5 H7 204, 36 4 7 7 Inclisiran 52 8 B9 5F % #E B, 31 T Inclisivan 76 31 %] W
B4 BT AR K % 7 T AR B Mk BERE A B A . Inclisiran B8 Kk B9 0 fn 4 R R 4R 4P 1 DL R — 4R T 4B R 4t
R A RIAN T H L6 T B B IR M, (8 4 T I LSk B, B Inclisivan 310 L 48 2 40 o K 303K 26 0 0 WA A 36, A
KAREAIAT, A, BEENBRAAK L AR RPN REANER AN ETERK ., RRFERNZRE
F 47 Inclisivan 8 & K2 38 X AT KM, P g HA A LG R TR,
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Abstract : Atherosclerotic cardiovascular disease (ASCVD) is a leading cause of morbidity and mortality worldwide ;
abnormal cholesterol levels constitute a major contributing factor to its onset and progression. Lipid-lowering therapy
serves as a critical strategy for both the primary and secondary prevention of ASCVD, with low-density lipoprotein cholesterol
(LDL-C) serving as the primary therapeutic target. Statins currently constitute the cornerstone of lipid-lowering therapy ;
however, their clinical utility is often hampered by issues such as patient intolerance and poor adherence. Consequently,
many patients with ASCVD—as well as those at high risk—fail to achieve target lipid levels. Furthermore, statin therapy
can inadvertently elevate lipoprotein (a) levels, thereby increasing residual cardiovascular risk. Proprotein convertase
subtilisin/kexin type 9 (PCSK9) has been demonstrated to exert pleiotropic pro-atherogenic effects, thereby emerging as a
novel therapeutic target for the prevention and treatment of ASCVD. This article provides a detailed exposition of the
physiological functions of PCSK9, as well as the innovative mechanism of action of Inclisiran—a small interfering RNA
(siRNA) therapeutic agent specifically designed to target PCSK9. Given that PCSK9 exerts multifaceted pro-atherogenic
effects, Inclisiran operates by utilizing a gene-silencing mechanism to target PCSK9, thereby functionally mimicking the

genetic state associated with loss-of-function (LOF ) mutations in PCSK9 and inhibiting its synthesis at the source.
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Furthermore , this article systematically reviews the latest data derived from the ORION series of clinical trials and

incorporates recent findings regarding the real-world clinical application of Inclisiran. We also explore the multifaceted anti-

atherosclerotic effects of Inclisiran, including its capacity to inhibit endothelial cell pyroptosis and exert anti-inflammatory

effects. While Inclisiran's robust cardioprotective profile—-coupled with its convenient "twice-yearly" subcutaneous

injection regimen—significantly addresses the limitations inherent in conventional therapies, it nonetheless faces certain

practical challenges. Specifically, the long-term cardiovascular benefits of Inclisiran remain to be definitively established,

and ongoing studies are currently underway to address this question. Moreover, the high cost of the medication, along

with concerns regarding its long-term safety profile, represent additional factors that may influence its widespread adoption

in future clinical practice. Future research endeavors should therefore focus on evaluating the cost-effectiveness and

accessibility of Inclisiran, as well as monitoring its clinical performance within real-world healthcare settings.
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3y ik A5 BF B A P O 1A 2 9 (Atherosclerotic
cardiovascular disease, ASCVD) J& 4= Bk & ik & F1 5L
TR R B L B S E —IH [ s U B 5 1Y
HENT, FEAR VA YT OO ASCVD JE I — S T B I
TGRS A R A ) A I B (Low
density lipoprotein cholesterol , LDL-C) {1\ Ay =& % 5
TRIT I EERL R ST R AR 2 A e
JZ B T R AEATS A Ty v Al R R BEIA B 4
FAER Y LDL-C HARME . MO, 2500 AN T 52 AT 24
MR 22 55 [ BT S 2 R A figp e A e KR o
AFk B [n) BT 25 P 1 B A B AT 1R 4 1 B8 /kexin 9
# (Pro-protein convertase subtilisin/kexin type 9,
PCSKO) (4 il 7], 08 B0 1t 25 0000 1L 78 3K 25
Inclisiran YE & & 4~ U 1] PCSK9 A9 /N T #. RNA
(Small interfering RNA , siRNA)¥7 %, R H A PE 10
Vi FABL B2 48 5 A AL IR T ASCVD R 2%
J7IE" . Inclisiran € 78 24> B 5 1E 2 #E A R 52
B, WP I DA ) BEATL X B8 ) B 4 2 )
B AN 7 5  Inclisivan A9 300 1 75 £
PR R 22 4 e K AR LSS B iy 7 AR
PEM i — L WA . BEE ORION R4 W58 1Y 2 10
72 H5 A0 DA K LSt ORI RO R 8 TR, R X
Inclisiran {9 S Hr JE UEIEHE 21T R ek . & T
I, AR 25 40K B iR PCSKO 9 T B LA K 40 1) PCSK9
1 siRNA 254 Inclisiran B9 /E AL, 5 2 Inclisiran
A lfe PR a0 45 2R K L S A 5L R I BIE S ) i T 10
FETRFIZS T VAR N PR A v Tl 9 P A, AT A i
R SEIES

1 BhBKSHEERE 4L 4 0 I B 5 s B BE iR 7 1Y
RIEEEEM SRR

1.1 ASCVD B#% iR IEALH]  ASCVD J&—Fh L)

B Ik s A A Ak Sy s R A B EE R B . E A 3l ik
SRS A1 18 98 A — L[] st 00 ER X A3 g BEEAIL il 128
AT IZINFT, ASCVD A J57 i — R I8 Pk S E S
171 7o JEL [ T 3 ASCVD M B IR 3R, 3L
H LDL-C 2 3R 3 3 Jik ok 1 B8 AL T2 iy T2 R
B 7 LDL-C Ak, WA 0F 58 30455 HoAth & IR & 11 B
(Apolipoprotein B, apoB) JIf 2 I 1% 2 2l Jik 585 4% i 1k
YE, e il 2 AR A 1 () AV &5 H Il =R 0 g 22 1
(Triglyceride-rich lipoproteins , TRL) #& 4% ik . X
PB4 (49 A5 25 1 RH 5C KU A% J , — 5 Tk 1
e JIEL 31 P LRE (%) 52 2% L O — D T, S 1 AR
RARE N 245 b 2

1.2 1RSI ENBRE  HuiE kIR
Yy A 7T 225 ) AT P R A 5 DR 26
GWE . ATT R YR SRR IRIA ST YA [
TE I R B AT ARV 22 SR R : (DX T893 LDL-C
TP R B s s R, B A2 1 B R 7T 2
Yif oy WARME S 248 1 77 19 LDL-C H bR{e, il
A0 T ROM s T 25 RN 32 A
BRSO R ATR 1 R8I T 25 AR M 5 (3) B T 22
S AT T S 2 WA E A R [ 15 1l ) ]I, 28 S
P 15 5 e 1k 45 & % 11 2 (Sterol regulatory element
binding proteins 2, SREBP-2)if #% , M\ 1fij I & PCSK9
Fik. PCSKO TH e vt LDL A2 (A B A% , i 741K
THALTT 2825 W R BNy 7 280 s (O TT 28 25 W 2> i i
A (a) K P T i 2E 3G ASCVD A8 #1543 A
611 o AT 22 A Sy JIEL T S S ) R, 32 S AT
KA, AT LDL-C KPP B FEAIK 15% ~
20% ,{H ASCVD i KURHALFEAIR 2 2% 7

1.3 Inclisiran: #E[5 PCSK9 #JsiRNAZGY)  LDL-C
T I I IR 2R 1 A2 AR (Low-density lipoprotein
receptor, LDLR) /- 5 1% B4 , PCSK9 J& 4% LDLR [
f F A, B 1] PCSKO B A SE BT 1A (Monoclonal
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antibodies, mAb) I Alirocumab F1 Evolocumab & H Rl
"l B 2 R PCSK9 11 1 57 (Proprotein convertase
subtilsin/kexin type 9 inhibitors, PCSK9i) . iff5% 8,
X L8 25y n] {ff LDL-C /KRR 2 1k 60% , I 2% 2
B2 ASCVD HH .0 A 25 5™ . F5 v 8 SR b
T 2825 Wy I 3 22 A sl Al 7T 2 25 40 i PCSKO 41 il
FUAE Ay o e AU, S5 5 B — 23597 . {H PCSK9i 5
B F BT A R B UK, e A B B T
SRR T X e 25 )iz A H o Inclisiran A
siRNA 38 it ¥ 1] PCSK9 FE[H 1) mRNA R AEAE T, I
T FEAIR PCSKO 45 1Y 235 , I e 437 A b B AT [
BEZKF XA HLERIA SR 1 2592k s 1A Y R
BRAE AR B T BRI A 7 ) B R R v R DR R Y
L

2 PCSKOMIDFHEHSIIRE

2.1 PCSKOMIEME&EHMINEE PCSK9 & —Fhzz
SRR 1, T 2003 49 & B0, I8 0 2 S i 44 fin
TREZ IS 9B B . PCSK9 F=2L7E 41 g
J5T I T B, E BT IR il — AL 692 > A A
2 A T2 1T D, 1 Ak i I T I A ) PCSK9 2
1, 48 @ IR B IR G328 5 4y W B A A A BE T . PCSK9
B LI e 5 LDLR 45 &4 S H i, /5 8 — A4
Ay TR IF Bk B A% LDLR. 38 % 5 00 R, i3
) LDLR 29 % iz 28 4 jfl 2 11, 5 B4R 4 LDL-C 45
AN FHIERR . LDLR AL FLRAE A SR AEAE 1
LT ER AT INFRVE R 1 AINTRIE IR X . FEtad
R, pH (B A9 2R 2 A2 4 LDLR MEC A4 - i 25, i
A T N\ i AAS PN Bk B A% L T LDLR DU 4% 282 91f 35 .
PCSKO9 415 LDLR B fiff ) B L 78 oy - 76 JH- 240
T B 1 R B A NS, A PCSK9 5 LDLR AHZS 4,
JE 1 PCSK9-LDLR & 54 , 3 a2 W 4% 28 11 9 1) 4
WA, ZJEE Gt —FaEz Z A pLl e
TEAE 5335 DN AR/ AR, 8 DO R/ AR ) TR 1 B B
T, LDLR 5 PCSK9 Z [a] & A= #H 5./ H , BN it
PCSK9 {/3%X 5 LDLR 4545 , 1fii LDLR JC 58 i LDLR
[ T A S 4 B T LDLR B EF , B
Wik, T /0 A) 9 LDLR B0 1Ak, PCSK9
AT 3 LDLR AR 38 55 98 7 10 2% HAth g Jo an fig 2
F1(a) TRLAEZK-, T {2 i2E ASCVD ke

2003 4, Abifadel M 25" 5 ¥k & B8 T PCSK9 %
GEAL i I E A R 1 SR e v R T R
JiE (Familial hypercholesterolemia, FH) {8 & e & 1
— 202 —

HoAl PCSK9 7874811 | PCSK9 FE [ AF-AE 2 Fh B 2%
AR . Uy e 3R A5 PE AR 5 T BE Bk 2K 1 (Loss-of-
function, LOF) 28748 . PCSK9 My fig SR 15 M 28 75 (N4t
SZEAE S127R \F2161) AT L o 3 PR A% 5 2 XAl
PCSKO i 26 ik 45 i PCSK9-LDLR AH H.AE FH 1954
PE, TS LDLR 1% 240 Jf P4 B 384, 52 3% LDL-C 7K
SETF R, DI = A FHAER AL, PCSKO 1 Dy g ik
I ZEAE (U p. RA6L) W] 3 3o 444 5 JHL oA figk ok o A1 HG
5 LDLR 1% 26 A1 1 M H 55 PCSK9 Y D) g , R46L 5
SGEAR A LDL-C 7K-F-REAR 2 15% , 35 AR 1.
BRI R A KB, 17 PCSK9 LOF 458 5 (1) A&
LA TR LDL-COKF, H S AR AT ASCVD KUK E
FER K, 3K SR RS LDL-C KSR, (B AT A 45
faFRRAS , X 7n 2 2% P PCSKO By #E 2 v] fig
HA B2 . P kB, R s,
ANTE S B A AR S 2 A8 R PCSKO, Hogd #e ik A BE
4RI LDLR 2 1% &, {H LDLR 3£ mRNA 7K
S-S5 A MRS FEAR L 1 I PCSKO il 3t 5% s ML il 5 i)
LDLR & FRIEKF

2.2 PCSKOWIBFINSZUMAER  PCSKO Bk T 7EMF
JIE rf 3238 I AE JFE DL AR B 1 40 Rk, I X R Jo
PRI S F G K 7 AE 5 ), 3 64 8 B AR
RZRAMEAE R . PCSKO 1 PN Kz 41 i ST T L4 it #n
E R A ik, —J7 T, PCSK9 233 filix 4
I i X 4R A IR %5 IR 2R B (Oxidized low-density
lipoprotein, oxLDL) 45 HUY BUE IR ZH ML > . 53—
Il , PCSK9 A B 7] LLifs T RAE R F 1 Rk, b1 5
LDLR AHICHE 11 1 AH B 3 58 Ry 38 48 0 S, AT
JnEE S bk sk HEAE AL, JLAE F i S7 TR A% LDL Y 42
HLThHE 2 PR, PCSKO AT 3 o 4 st A [ e 4 42
o Sy R G ) 2 9% AR FH e ) 2 a2 2l Jok ok A A
TR & R

3 siRNAJTiE: NEEEmE#N & PCSK9

3.1 Inclisiran t SHIEETE siRNAJFEE
T —FP B AT LA, Inclisiran 2 1 L2 H AT
Il R 2 FH #5212 B9 #E [a] PCSKO 11 siRNA 254
Inclisiran ) siRNA 5 PCSK9 mRNA 5 41) & & B 4b
Wt S )S , Inclisiran B9 siRNA 28 I W& 116 35 45
SEPERE S UESE AT 40M , SR 5 RNA R
51U Bk 2 A K (RNA-induced silencing complex,
RISC) IR 5 Z 456, 51X i B2 v RISC H iy
Argonaute 2 £ F K5 R HE siRNA XUEE (1) 3" AR v I
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W FLr e , JF IR H v — 55y B SCHE R TE RISC N5
$42 4 1 F AR mRNA . A RISC & & b T
POHTIRAS , BT B9 sIRNA-RISC & A WA AR S A%
B TREE 751, 3 o e B A i B U1 PCSK9 4R
F ) mRNA, F J5 Argonaute 2 £ FH 52 V) E] I 24 i
HE mRNA, i mRNA & R TR 3 il 5 PR I08R
FRFEPCSK9 & Y& ML R, ifi ik
H ) PCSKO 3 F /K- 2 25 R AR, LDLR [ A ob
20 M 2 1 9 LDLR i 3 22, X LDL-C 193 B
AE 7 38 o, e ZBE AR M J LDL-C /K ~F- o AH [A] Y
siRNA & B WAL DI ) 24> mRNA, K AR5 2248
RF Y siRNA BV AT S BEE PR TR >

3.2 FEERERBENSH LFEIHR GaINAC
HEFRAR KRB SIRNA 285 PR R
9T Bii IE siRNA 72 3F A 20 im0 4% 12 il K i
Inclisiran X HAZ H 1R ¥ 5 2047 1 IR BE A (40 2791
F127-0-F BB ) , DT 4 5 siRNA R RS 1R
Inclisiran [ siRNA & 5 N- & Bt 2 ZL b %
(N-acetylgalactosamine , GalNAc) A Bk , 7] 5 25
W R W 1 %2 1K (Asialoglycoprotein receptor,
ASGPR) £ MU MRS o th T ASGPRAENT
20 it 2 T g 3 Ak (RS AL 2047 S0 55 00)
H B A PR /4 5 20 0 B e g, DR B2 T TR S
Inclisivan J&7 PJ A I ) 200 EL TV b i 6 8 T2 . G
I3 R B Ol R R Ry, IR P AR
GalNAc-siRNA Bk )i i ASGPR 41 1 AT 11 1
Pl A 15 2 JH 200 i 3R T B T A 0 L P X2 (i
PAR) N AR IFAE L BRI DA 2 X 2 2 18
T AR B v, e W RISC 26 2 . IZ MBI I
XL AR i P XA Y 2 0 BRI SE S 1 Y H BT
TR 2 BRI ] B B R Al A B A K
GalNAc L3 H: R | Inclisiran BE W% 9 KS ME F2 & Hb ik
KBTI R

4 Inclisiran B i R0O MERIPIER

4.1 ORION % 7| 3¢ # lIfs AR i1 36 & Inclisiran P4
LDL-C¥73% i ORION Iifi KI5 1 |, Inclisiran
B B i 7 30 5 1) 4 T B E o A fR B A R v it
TR 1 9 SR W, S B2 v S RO AT 35 L
FEAHBE(S LDL-C KGR 6 H , HZ et R AT,
RS B T AN, BifiJS , ORION-1( 11 )
RIGHA A T O LA KU R B AR 2 T 56,2 IR
300 mg [ 45 25 (55 1 d M55 90 d) AT £ 26 180 d 1Y

LDL-C -4 B A% 52. 6%, I H. 48% 14 H 3% LDL-C /K
SFAK T 50 me/dL(1. 3 mmol/L)"™ . ORION-1 J5 £E 1
TR Y FEAF 58 (ORION-3) B4 o , g 74
1 d IS 90 d #4532 2 YGRIGIRIT 5 , & hy B4R
VIR B HEFRRIR YT 7 58 MKOR AT LISR A5 A FLSR ALY
BERE AR 2R o X Bl —AE PR ER " 45 25 B 20t 2 H Ry
Inclisivan Ilfi RN FH B BRAELA 25 7 %20

16 48 14 I35 ORTON-10 #1 ORION-11 56+,
ZARE HE L ASCVD s HLA7 W S KUK i i, 5
LZERIFIAE L, Inclisiran 755 210 d )26 510 d Bt LDL-C
IS REAR T 249 50% ~ 52%°" . R T ¥EAL %254
TSP H DX P 997 %1, ORION-18 3 56 T 45 56
TR ASCVD B8 i KU 9 9 R85, 765 330 d B,
LRI IE G 1) LDL-C /K- FRAR T 57. 2%, #6878 1%
25 AE N AN v L HE 7 R R AR S A Bk
Z IR 45 R — 30 . ORION-18 £ X v [ K
i W 28 43 BT 22 W 7E LDL-C 7K AP F 25 B v B B
ASCVD 3 50 = 152108 T, Inclisiran 2L H 3820
HFFAMIEBERE S fE et B R R, &
W% 3 ™ F AN R FEF, X 5 ORTON-18 3E S iR A
BEROBIF I 25 R — 3

ORION-3 FF il 475 2 4 JE& F 5% F1 ORION-8 1t 1
PEAG T Inclisivan B 5 10K 17 200, 58 R 58 5% 1 1)
3k 6. 8 4F | Inclisiran 47 T F 44 LDL-C 7K - [#A%
21 50%, 3T 80% 1Y AL IR H T W I ig H AR
X B G I [F] F2 B | Inclisiran M M B4 PR ML T —
s i PR A 7 3, B o (B Y — A IR 1Y 45 25
E oS WES NS S [Prg @
4.2 LDL-C AP MERIPMER  Inclisivan X
Hofthor i35 A SE R E A A T ER . o
2Bl , Inclisiran X% &L AH [& 5 (Total cholesterol, TC) Fl1
H il =B (Triglyceride , TG ) [ 571 & AR A 410 il £ FH
PR HDL-C W4 THE I, #BTE 2 kot A A AL A 751
A5 3 T R B . ORION & 1) #F 5% th 3% A
Inclisiran 7] LLE 3% apoB . TC . TG AF & % & g 25
F IH [# B (Non high density lipoprotein cholesterol ,
non-HDL-C) L & JE & A (a) (K F, 3 H £ 07
T4 LR 1 RE T

H1 F PCSKO i Il 455 Jm 3 45 BOR A H L 38l 410
il PCSK9 AT fe Al 98 /b33 it Jag 38 48 A 1117 7 A= 0 1l 4
PRPVER o Kong N 25 HF 57 48 HY | Inclisiran X 2l [k
o5 R B L o L A8 5 1 P A VB FH AL 5 0 31 4
BT K RT3 BkoR R RE AL sh A A v
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Inclisiran B 1 #0105 AH 5 B 88 1 097K F- b8 1T
2T U A A T OC AR A R 1 LA AR AE
S A PR 0% B DR I A RE 1Y) ARRE SNE L AT
FEHTSIKEFEREAL I VE R o Inclisiran X J5 0 M4
BE 110 Bk ok AR B 1 20 ke 1) e A R A I A5 R o 2
P VR AT 5 2 — 238 i R A9 i DATIE 55
4.3 FFHRANBETRL
4.3.1 FERHHRE  XFORION-1iIK Y & R E
W DRI s AT S 2H 53 B, 45 SR R WA TR 2 M PR i
Fib AR IR IR 4, Inclisiran AR BEAHT A AH DL H. i
& M LDL-C /K PREAR, B2 PE R 4. ORION-10
T Y — T 2H 43 AR 52 T IS 2R %0 o i
B Inclisivan ZH F1Z5 585 75 %5 HR 20 1 5838 00 R B DR R
(Diabetes mellitus, DM) 2 1% £ & 1iE (Metabolic
syndrome, MS) 21 (AR 5% 4 3 DA . 5 2R
FIZHAR LG, Toie 8 OB CIRIR B el | Inclisivan 41
fRIF- 25 LDL-C /K SEAE 4 90 d 2= 540 d 39 8] 9 #4530
TR RO, b DM 4L B AR 54. 4% , MS 41 AR
58. 6%, A AU 5 # 21 B AR 56. 0% (P 24 <0.001) ,
Inclisiran 2 B0 T 58 2% 19 LDL-C 7K SE B4, HLIF RS
2 R MOBEAR RS R e, 350068 T 15 O 1A R
BERIMARE A REEE L,
4.3.2 RMSEEREMESE FikksHE
P LA e B UL A IR 972 LDLR , HAKJ2&: APOB Al
PCSK9, %9 LA LDL-C 7K - 535 FH 5 At B ASCVD
DXV 8 0 R R AEY  Inclisiran % AS[6] FH O A B AT
AN TR A9 7 RCRRAE o 7F T ORION-9 i 56 (n=482)
1, Inclisiran 78 8\ 4% & S5 1 5 I [ B 1 AE A2
PRI TR . ESE 270 dL VR YT 41 LDL-C
K-35 TR A AR 52% , 55 510 d B A 47. 9% (P<
0.001) , [d] B} PCSK9 , non-HDL-C il apoB 7K *F- 1 i
FREAR A R AR R RN A 3 2 R
AL, BRI, Inclisiran 75 B 2665+ 20 P s E [
P Ifil iE (Homozygous familial hypercholesterolemia,
HoFH) W 7 A AEA AR 22 53, HL i BEAOMSE T5E A
Y, 414 1) ORTON-2 (n=4) F TI 1§ ORION-5 (n=56)
R 8 s T — A OB B HL ] R R e R
Inclisiran 57 22 F5 % PCSK9 7K - , B AE BA& HoFH A
FEHT, Inclisiran R BEIA B FEEIRIT A L H) A 3L =
%5150 d LDL-C /Y | 43 tL A8 b 22 7 T e 15 3 X
(K IEJG 2B N -1. 68%,P=0.90) . ELIKIM T , #E4F
LDL 52 PR Bl 5745 1 8 35 )48 PCSK9 &2 B4, {5
LDL-C 7K VI AR FEAR . X 2 & BRI, Inclisiran 1Y
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VE P 75 22 D B M LDL 32 UK (4 77 76 2K 15 BRI 34
JIE T

PLEBFFE BT X 14 AR T ORION-13 (45
T GG e LI I AL ) A0 IE AR #E AT A9 ORION-16
(A& T 2 i AE [T B 10 ) 130 PAl T Inclisiran
TE12 ~ 18 8 FH DAY FAL. ORION-13 15045 1 3%
B, 76 HoFH /AR B b 22 BRI B EJS 19 LDL-C /K
S B REAIK T 33. 3%, HL 32k R4
g AR Ay 428 T AR 5 R R I INLAE 1 A RAOCR I R 1)
AR A AR 4L A T LDLR B 9 52 15 1 ves e [
IMRE P . 2GR 12 2 18 8 A EIYIT R
LA RN 52 P PS4 2R, i AR I Be bRl VT 26
25 IR AT 2 A YR T e B4R AL TR SR L SR,
Inclisivan 1 1 5 5 14 w57 JIH [ P2 00096 ) 5 A4 0 4 4
W%, LA RCH X T DA B A KRB AR
M), i e 1 — 2D AR SR
4.4 KELODELSAARRLZEEST

Inclisiran ] 45 % HF A MBS LDL-C 7K -, Hoxb

MAE A SR E RS T2 6, —3ik
ST S T ORION-9 ,-10 Be-11 355 (1 8 & K7
Bl B AEPPAN Inclisiran AR LDL-C /KF-RE A5 7 £k
SRy O LA S KU R R o BT A AR R
46 4 G F SO0 M IE T B i R 22
ASCVD (4, DA S ASCVD KUK #H 4 H 2 32 5 K it
X EALTT R YNRI TR . AT a R 4
7~ T Inclisiran [ A LDL-C 7K A B8 47 2K A9 O 1ML 45
A qi , JF 4 75 HOAT RE AR 32 2R R0 1 A g
(Major adverse cardiovascular event, MACE) ) & 4=
o SR, PR B 7 IsF ) A e, 3 26 T B ) e A TR
B BRI 00 1 45 45 R i 56 AR BE S

AR, 1 AUEE E] Inclisiran 1Y) 5 A
BN (A B 2 i S T RE ) , D BUR A B
BRREAR , LN SR (T B UL PR SR U
2, R SRR % BN 2 i B UL BN RN, HL I
FRALIIR M B B R B , AR YT o 72 ORION-1
I P2 e b 22 2= 0 6 N HIRIF
8] , AR WLEZ R Inclisivan XJ 98 AE J2 W F1 00 05 P i 4 e
PR RN, AR R BT I/ INHR I PR 2 S
RS RS2 G T AR (A 5% o, fiff
H Inclisiran 3097 J5 , A2 1% 15 H BN KR &
BLE R TR, HLT R N R b B S
HICHHSCRER B HE ™ . ORION-7 J&—3i T 24X
B 1A 2R B D RE I EAY , BRI S IR

Inclisiran
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300 mg Inclisiran X 5 2 58 1F & 5052 BE 2 5 B 5 )
et F 2 R 25 R W, Inclisiran 76
T 1 M2 A5 A AT T 3213 v A8 2 300 S50 A
LA PEARARL, X 28 fB A O R RS Inclisiran 1Y 7 &
—TiUEE X Inclisivan 19 3 S8 3 B 2 TR PE Al T H:
TRYT R IUAE (1A A5 A Ak SR R, B
AT SR, AR 300 mg F 45 25 5 ST AR A, T
W E PR LDL-C 2 TCOK-, I3 5 HDL K- it
O RGN R, R A RN K
R ERTCGI L

4.5 EZMFBIGKER 7e6t WS
W5 B AR F Inclisivan (B (55 1 4, n=45)
TEIGYT 34 H I LDL-C KV T R 38% . BRGATT
25 BAT BRI RO, BR5 IR 97 8 1Y LDL-C B i
ik 45%, = T RBE G IR B H R 38%. BLAh, A
PCSK9 57 B Hi & (Monoclonal antibody, mAb )%
M Inclisiran (1) #3535 i 52 3 LDL-C /K T+ &, 7
55 PCSK9 mAb # ., Inclisiran 7£ F# Ik LDL-C 7 i )
J7 R8T BEAR XS5 o A 5 [ Y — I B O B S
FrFgE 61 614532 227 1 5 Inclisiran f4) 535 95 94
NG5, A A A8 AR5 1k A O IR B AR VAR YT 5T
PCSK9 H1 50 B HLRF HR T 19 [ (n=25) , IXLE 8
#1934 LDL-C 7K F (AN B IR Inclisiran 45 2 )5 2 /0
30 d I H2 ) MK (139+44) mg/dL [ % (72+30) mg/dL
(F&NE - 49% , P<0. 001)"* [ 35 Inclisiran 1) 12
), BT SN AT ST H 25 19 22, 5 1l ARl 9 A1
Fe, B B Inclisiran 1922 2 ¥ AR, {2 LDL-C
IR B AR B 85/ L 3xX T R EL S R A T R
B2 K. I, ARRIFIE s 5800 % BB E 1 2
YU A (BRI AR 7 O 2 T R
S

4.6 SH ¥ PCSKO Tk ML 8 i
PCSK9 #1570 B i IR 1) 25 W36 97 RE RS 0l 25 20 4
AR LDL-C /K P S gl 3 (8 35 0 LA 4 )Ry o — 30T
ZRLEAL AT LU T AR T R NR T A A O 1l
7 DRI 8 v 118 e JIEL T 52 o R A AR A8, 45 2R
7, Inclisiran BT 205 Alirocumab #1124, F322 7 h
0.78%(95% Crl:-8.35,9. 88) ; 5 Evolocumab 7R f

M I N 8. 16%(95% Crl:—1.82,18.49)),
SR, PCSKO HLA I siRNA JF I AE A AR 7S A7 AE
I 3 2% 5 . PCSKO $L iR 5 5 Dy fig M PCSK9 k= | i
siRNA W] 5 B B 1F () PCSK9 Bt = . 958 B Hi i
PCSK9 VAY7 ) , Il 3¥ PCSK9 /K23 K% THih AL 58
WL AN A , 3 T e 2 R P AR 25 5 - BT 26
PCSK9 WL GE , Il S BOHIEBR R T, — TG
PRI R G5 /N BB A B0 1 ML 5 AR AT 98
FE T I PCSKO 7K - PR T 5 7y 2 Fl = S AL - (1)
T3 R 2B 3R - LR ZE A PCSK9 & G R I 1 12
T HABA I 5 ()M 23 WA < JFIE PCSKO 43 3 12
KA RS I, PCSKO B A A I 1 1) 45 ER
PCSKO i1y 2R H A - A] BEHRTH LDLR I+
PR IR E E B SAVE o Inclisiran A HLHIE .
B PCSKO T BEHLR it AR A . siRNA 701 B 42
AT I 0200 J PN 1Y) PCSKO 7K ST, AT A SR T
PCSK9 LOF 28 5 {11 it /% IR 45 . H LDL-C /K PP
IR B 55 PCSKO B s BEHTAAIA T A Y R e K i
AT R, HHRAESLES S 90 d FE
S —UR, WIS AT SE LR A R A 4R 250K . X R
KB4 T S A T B R R R R R YT R
P, DTSk FIEL [ 7 92 ) A SR TR 9 7 A SRy = A TR
R

1k MK-0616 J2& — Ff m] 41 il 47 28 PCSK9 (1) />
Iy T34, REfE B i 2 FLAR R M A LDL-C 7K
FREAR . R KA B IE LDL-C B 1R 4 60. 9%
(30 mg 48 ) , 5 BA 1 5 A PCSK9 H vw BT AR I
Inclisiran FFEIEAH 2 o R4 O IRGE ARG T 5, nl
ot Sk RUE  E AR H 4420 DL R 2R B ey f B R
T RN E AR 3 2440 1] PCSKO 259 11 He
LGS

5 ImPRR ARk S R R R E
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*1 PCSK9HIE MK-0616 % siRNA 7 ik xttE
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HTEEESA  Alirocumab Evolocumab 73R PCSK9 25 4 3 (FEAIRY 55%) HMOB s 69) W)/ A
KIFBEADHIF MK-0616 JEFF PCSK9 & 1 3 (BAREIA 60. 9%) AT S PCSK9 K- H—
siRNA Inclisiran HTF40E PCSK9 mRNA 3% (KK 50% LI E) /b (HIERELZIRE)  BAEPIR
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