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Clinical Research of RNA Interference Therapy in Reducing Lipoprotein (a)
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[ Abstract] Lipoprotein (a) [ Lp (a)], which is mainly composed of apolipoprotein (a) [ apo (a)] and apolipoprotein B100

(ApoB100) ,is associated with residual risk of cardiovascular disease,but there is no specific drug for reducing Lp(a) in clinical practice.

RNA interference (RNAi) therapy can interfere the translation of apo(a) or ApoB100 mRNA through small interfering RNA (siRNA) or

antisense oligonucleotides ( ASO) , resulting in decreased Lp (a) synthesis. This article reviews the clinical research progress of RNAi in

reducing Lp(a).
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RNAi A AR P A SR RIS Lp (a) 7KF: (1)

siRNA 1 ASO 5 apo(a) mRNA %54, T2k apo(a) AH
KEEH KB, FE Lp(a) GBI ; (2) siRNA B ASO
15 ApoB100 mRNA 454, #1] ApoB100. {1 B % , yi />
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L) B 4 H b I AR 53391 5 T
AMG890 GalNAc-siRNA apo(a) mRNA 1§ 1iB3i NCT04270760
SLN360 GalNAc-siRNA apo(a) mRNA T 15808 NCT04606602
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& 71% ~97% , ik B e R AR LI, W5 2 #k 2 =
B2 KT, BEVTZS B AMG890 2H Lp (a) 7K A7 it A%
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S B A1 T . PRO-040201 (—Fj 1] ApoB100
mRNA (1) siRNA ZE254)) B BRI B L 1 Wi
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- GR0G e JIEL T B L L % B 6 v DL ] st I 5 O
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TEEAR B ks 7™ i g JIE ] e o A % T 9 i XU 1Y)
o L [ ML JE ) 9 meta 43 HFTY LR, 200 mg
mipomersen 41 /& # Il 3K Lp (a) 7K P %8 K& 2k B 1K
26.4% . 75— meta 4> H7* 7%, mipomersen IG5 7
LA ApoB F Lp (a) 73 5l BB 2L B IK 33. 27% Al
26. 34% ; mipomersen V5 J7 5 1 §F FA7 )  (OR =
14.15) JUBHEAEIR (OR =2.07) | PV R = 5% 7 il
KT >3 AFIEH EBRCOR = 11.21) 1K, —Ti
REGZIBE 5 R, B8 1K 200 mg FIAEH 3 %K
70 mg mipomersen %524 J7 2 Y5 0] K B & & ApoB100
MIRREE KV AR 1 IREG 24575 /AL, 4] 3 I
YR 247 58 AT BRI L SRR R 1) 2 A AR At I A
FRATIR B e A, ELE S 007 B2 7 A A A3 B
I, F AR 2013 4 mipomersen T4 36 B £ o Al 25 4
BEJRy HE E T 28 W ME e I [ BE O AE (familial
hypercholesterolemia, FH) f 2, {H K H @45 A (H A &
T S A 7 ) B R 24 i A R Ry 4R 4 i

£ b, R mipomersen TEVRYT A4 ¥ FH Jy T A
ARy 0, AR DR R R AR R ®dtt v i, H A,
PCSK9 i3 alirocumab 1 evolocumab 7EJ&9T7 245
FH J5 i 2 A7 R B i 2 Ak L A T )
apo(a) mRNA f RNAi 252454, #[n] ApoB100 mRNA
[ RNAL 28251y 730 22 (RIE T BE 22, 330 ol G B X
KA Lp (a) B9 A R JE254)
3 RNAi &K Lp(a) B0 1 B3k 58

BIRRRFFERY], FEAR Lp (a) KPR RESE CVD
JURLREAIE 1250 fH RNAi BAIE Lp () (9.0 M55 3 25
WICER . —WTE FH AHE P R4 /NS [m] JBg 1 A
F2H % B, mipomersen JGYT R 24 A N ,61. 5% %1
H KA 146 YR MACE ; mipomersen V& T )5 24.4 T~ H
M,9. 6% ik # 3 &k A 13 Ik MACE, B 58 #2758
mipomersen A7 W] BEFEAR FH & #0048 F 44 & AR &,
{BICLH & MACE 3R i J2 75 H mipomersen [#{KLp (a)
KA1 o TONIS-APO (a) -Ly, 9 T PR 3 sl iF n]
3
4 DEERE

apo(a) mRNA ] siRNA & ASO 280 [a] 254 34 n]
BEAIE Lp (a) 7K, BLVF 9 AR FEAR Lp (a) 038 B4 K g
24, FH#T apo(a) mRNA Y siRNA 2§ RNAi # (] 24
¥,apo(a) mRNA [¥) ASO 2 RNAi 2 ] 259y Jm 38 v 5
SR A AT REEE 5 . ApoB100 mRNA ) RNAi $E 4]
LW P I | E AR GU Vs SF RIE L, T REAS 2
R Lp(a) MY BAERERY T . HATHZ RNAI [ KR
RCT s =5t S5, H RNAL #9045 3R #5 1E 3 A
B, ARAN T T 2RI AR RIZ K LW ) I7

R B A Ko IV B A
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