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WL HTMEIE S O ORE(LHEZ XS Z LR VIAENTZZ L 2%
JCVEERL E BICLEREF IR T A OISRk E HHEE T A R
TAVEERTDHZEELTVET,

S, A7 VT Y AH (RE4 0 L7 B TE 300 mg
VUV EMERHTABOREFEEZNRO LB REEHMEET A KT A
YELTHRVELDELIZOT, ZOMERHICH > TIE, AL KT A4 10T
DNWTHEIND L) BENOEREE LK ORI T 2EmAE BN L
£,

B, RBBHOG LIZOWT, BIFEORBEMREERS TIZHFBEKT LD T,
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1. IZT®IZ

RS DA M - ZRVEDHEROTZ DI, BT SCEF IS W2l E R RO
BND, 6T, IEOREREFOMESRIZ L0 | FUREIRSLSE OB H 728 BE A
AT HEERMPAGRINDGHF T, ZNHOEENZEIZNE LT 5 BF IC#EYIc 82 it
THZENMBOMEL oo TR, BRFMBOEE & QDO IEAT #2016 (CEAk 28 4
6 A 2 HEFERE) 1BV TH, FHERLFEOHEHOREEIMELZXL Z L & ah
TW5,

B ERET 283 2 EEM L, EEERASOZ 2T 1 7 7 A VDB FEOESE S & 3
DR DN D, ZOD, AIMEROZEVEICET 2 IERP SIS
FCTOM, YZERLOBEEEZM ZIT D2 AW/ INIBFICKH L THERTS L &
BT, BWEFA R LB LBt & & D 2 & IS AT RE 72— 18 O B -3 7= 9~ 3 i
BCHERTLIZENEETHD,

L7ZBo T, KA BT A4 2Tl BIFEES 2V E TILHE LTV D EFIFN -
BRI EED & | DUT O RIS O el 70 8 2 HEE S 2 8L b MBI ik B 2
FEROEEFREEZRT,

I, ARHA BT A 3 MAIATBAE NEHE M EREISROHE, —REFEARER
BRRARIES, —MRAEETEN B AR S, —EETEA B AR, — ikt
FVENBART 7 = L 25a RO FERNEN B AR 220 O b EERL L TZ,

WG L IR HERNS L AR FE300mg v Y
(—t A2 VTN UL

RELRAMEIDE  FEMEE 2 L AT a0 —/VIE, &2 L AT o — LILE
7L, LFoWnWT bl HE8I1cR 5,
DB A R N OB A7 D EN
* HMG-CoA = tiER L EA TRIRA 127, X% HMG-CoA =T
FEFRBAEANC X 2 1R DNE S 7220

WG ERDRERORHE  BH., RAIKIEA 27 YT+ MY oAk LTI A 300mg %
WEl, 3 W HBICE TG L. LI 6 7 HIC 1 MO TR M
5325,

BE IR 58 EH LT 4 AT 7 — v RSt




2. AERNOKE, 1ERBEF

EHRAE LR R (B, DAPRZEZ Ul & U7 DR AR, IMAZE - izsh 2P e L
JHIMAEZER) (X, A TOERFECOERNTH DY, BIRE(LOTIE - #ERITZER2 G
BRI DOERVICES>THIFRIEIND T ERMLNTEY , ZOEERGRE & L
TEaA VAT r—VIIER S D, 7o, < ORI RO, REEY REAa LT
27—/ (LDL-C) fEZ{K T &2 LLMmEA X Y R MMET T2 Z LB LMNTA
STEY, HalAT7Ta— VIEICBWT, 2L AT r—/LOHTY, LDL-C A% &
THZENROEETHD & S, BRI LEREEO T Z B E LI EBREREL LT
BHIN TN 2,

ERAE (LR SO THEEIRE BICER DR A R T A T BW T, 0 BRME LR
K712 HS W TR L 7= BhREE L PER BRI K BB TE offixt U 2 7125 U C LDL-C fED
B EEENRE SN TWD, BEFOEBRE, BFRIEL OSEMIGE % R KRR T T
WAHIZH B 5T LDL-C [EOE I HARE A 2k L TW R WEBE B Y . BRI b5
BBOFRIE T OB CIXTEERFETH 5,

Z D XD REFRRICE S BEAFOIRE CROIRA 0 2 FiEEE = L A7 1 — L IijE

(FH) XiZma v AT e — VIIERE ZXRIC, V7 EAK FE300mg >V >y (—
A7 VT T R T AT TRA LD, ) OBFENMTOILZ, ARANT,
HMG-CoA i&E iR ER] (R ¥ F ) 12T 5 ARMEMENEDBLH D A X F 10
K DR S I WBFIZE G T 25852 RE A X2 F LT 28841 & L CR%EN
1Thiviz,

AANL, T EAEGERERY 7T v v 98 (PCSK9) B A 2 — R
95 MRNA Z 2R & L7 ARy T U AEERE (SIRNA) TBHRIETH Y . RNA FUHEM
IZ & PCSK9 mMRNA D45l et 3~ 2 B ERE T DRI ThH 5, AFIDEMH 5 T
& % GalNAC IZATHIf R I &R T 57 > 7 abiE A2 a4 (ASGPR) I[ZHEAT 57
D, AKFNTZ S R A b= XKD IR IAEND L HORFF SN TS, Z O
REIZ X - TAREBIDIFHIENICE VA ENT-D B, RNA THEHIZ L Y PCSK9 mMRNA &
SR S AL, PCSK9 & H'E OFBUIK 9%, PCSK9 I% LDL %% {4 (LDLR) &
ALY Y Y —AZ K5 LDLR O fRZetET 2% B2 H 35 2 & 56 AH|D PCSK9
FEUK FERIC X 0 iFlaZm £ oo LDLR &3 L, LDLR (2L % LDL-C ®HLY A
HMEES AL, PEER ML O LDL-CIK FERZ 7269 Z & MIfF S5,



3. BRREEE
G IR AGREEI Rl 21T o 72 B2 AR RER O RE & 7,

(1) malATe—/VIJERE (FH ~7 af#ES{K (HeFH) BEEETe) Zxf%e L
7o ENSE M AHRER (ORION-15 5A5k)

[FBR O]

LDL-C EfEDLME A R NOFELY A7 NEmWIEFEMES 2 L AT 1 — ) VIliE
(non-FH) B3 KON HeFH [ 25812, A#A|O LDL-C K FEH Z MG 5 72 o fi
VEZ At B SR TREM Ll sk BR s [E PN 42 Jifisk <l S iz,

52 A DG HIMIC, 77 &R, AH| 100 mg, 200 mg Xi%£300mg %, 3 7 ABXIC
2 [ FHeH- Li-th, D6 H A%IC LA F&E LT,

KNG L BEIX, ATV —=V TIRRICLL T OHRMEEG -+ Z & & Sz,

< ERERSLAE >
e 20kl E
s OFEBREEOBIEEZAT 5. QAR (QAS) O TENREE bR SR T
B A RZA 2 2017 R 2 JAS A KT 42 2017 hR) @ @) A7 | (25
FIhsd, XII@®HeFH #H3 %
* LDL-C BULFIZ#YT 5
> HEWREEBOBEEEZA L, HeFH 35 L < I3 EERE 2 AT 255, X
FRE RO R OBERIF A2 A L. oo U 227 K7 GELRMEMEZE, K
FHEIREE B, BRI, A X ARV v 7 vy Fa—A REERKTOEHE,
WA %ﬁﬁ“éiﬂ/\ 70 mg/dL UL |
> HEEREBROMEEEZFETLIN LRV AT RT-2H S 720, ULEBE R S
BEE 24 & 720 HeFH 0354+ 100 mg/dL LA E
> JASHA RTA4 2 2017 D [iE Y 27 | 23S 554 120 mg/dL L E
o ZEHERER Y Z U & U KA 400 mg/dL AT
o HAANDREAIEIE R (eGFR) #EH A TH M Sh7z eGFR 738 30 mL/43/1.73 m? i
o ARXFUBRETOLEIX, AXTF U ERKMAE FY TEELTBY, AT
HHCrRngad, D L LEHOA X F 023t L TR TH 5
e JREEKTABRGTOEAIZ., TOHENRAZ V—=70 30 BLL ERINL—ET
HY . F5 180 A B £ TEAORE K I EIZEE TEN R
(1) BRCTEAVAEFGARRTS 2 LR, AZF U2 EMNICHEATE 2 RAM R,

S

GEED)|
(201



TEEMHEE TH 5, #5180 H HD LDL-C DR_R—Z T A U InDDOELRITFR 1 O
EBVTHY  AAI300mg 17 78R LKL THREICLDL-CEAZKTFI®ESZ &M

~ENT,
#F1 #5180 HH® LDL-C D_X—RZF A b0 ZE{L#E (FAS)
Ay i AFI 100 mg B | AFKI 200 mg #F | AFH 300 mg £
(57 %) (55 f51)) (101 1) (99 1)
=2 F A M (mg/dL)
VS o A2 UE {7 113.1+32.23 113.4+33.14 116.6+39.35 112.2+35.50
180 H H o#EE (mg/dL)
SR E 4 A R 2 117.4+39.73b 54.1+29.08 51.9+31.81 44.6+28.29¢
180 H H &L= (%) 2
. 9.0 —476 —51.9 —56.3
S MY 0,
/b B [95%CL [35,145] b | [—534, —41.8] | [—56.8, —47.0] | [—61.1, —51.4] ©
TR E DERDFE
. —56.6 —60.9 —65.3
S ZFA 0, —
S/ —FRFEIfE [95%CI [—642, —490] | [—67.6, —543] | [—72.0, —58.6]
p p<0.0001 p<0.0001 p<0.0001
— YL

a: BEGHE AT AL

SR S & B EREDORZBAEA, RNR—=RA T A VDA Z F L UTE OMONEE K TA

OFEROF L FEEDRE, X—AF A > D LDL-C #HEELT5 MMRM (LT AR(L). AH
DEFEREL 77 B RBEOHEIC DUV T Dunnett 512 X 0 BiE D% Fiik: 2 75%)

b:56f%il, c: 96l

(Zath)

HEFROFBEIGIL, 771 ARHE84.2% (48/57 i) . /%A 100 mg B 89.1% (49/55
f5) . 200 mg ¥ 83.2% (84/101 f4l) . 300 mg #£ 80.8% (80/99 #) T o7, W AL
DRET 5%LL EICTRD SN HERLIIE 2 DL B0 ThoTz,



#2

WTHLDOFET 5% LU BICREO b A ERSR (LTI SR4EH)

77 AR | AFH 100 mg A | A 200 mg FE| AF 300 mg A
MedDRA PT (57 1) (55 f4l) (101 #) (99 1)
FEEL 123 (7) 145 (8) 11.9 (12) 182 (18)
= v — VR B OFERP 17.5 (10) 12.7 (7) 10.9 (11) 152 (15)
VARG 8.8 (5) 20.0 (11) 11.9 (12) 12.1 (12)
W 8.8 (5) 10.9 (6) 3.0 (3) 8.1 (8)
s 2% 10.5 (6) 1.8 (1) 2.0 (2) 7.1 (7)
_IHBAZE 53 (3) 7.3 (4) 5.9 (6) 7.1 (7)
COVID-19 35 (2) 14.5 (8) 5.9 (6) 6.1 (6)
SRS 3.5 (2) 55 (3) 11.9 (12) 6.1 (6)
U U F B R 14.0 (8) 1.8 (1) 5.0 (5) 5.1 (5)
VU fEe e 0 (0) 1.8 (1) 2.0 (2) 5.1 (5)
M7 V7 F ok ARFF—EHhn 7.0 (4) 1.8 (1) 3.0 3) 5.1 (5)
C-SUSER { M 0 (0) 1.8 (1) 1.0 (1) 5.1 (5)
BIEpL] 8.8 (5) 55 (3) 3.0 (3) 3.0 (3)
A5 53 (3) 73 (4) 3.0 (3) 3.0 (3)
RAfJm 7.0 (4) 1.8 (1) 2.0 (2) 2.0 (2)
T 1.8 (1) 73 (4) 5.0 (5) 1.0 (1)
R SIRR 7.0 (4) 0 (0) 0 (0) 0 (0)
RIS 53 (3) 1.8 (1) 3.0 (3) 0 (0)

FEHEIE% GEBUIE)

BIWER ORBEIGIT, 77 AR 10.5% (6/57 #1) . AHAl 100 mg #f 7.3% (4/55 1) |
200 mg A¥ 13.9% (14/101 f5]) . 300 mg # 13.1% (13/99 ffl) T ->7-, WTHNDORET
3%LL FICRE O LT RIWER I, FESHAL S (777 2 AR 3.5% (2/57 fi) . A<# 100 mg
£ 5.5% (3/55 1) . 200 mg & 10.9% (11/101 f51)) . 300 mg #¥ 5.1% (5/99 i) ) K ML
h 7 LT F R AR =B (77 B REE 0% (0/57 #1) . AFAl 100 mg #E 0% (0/55
%) . 200 mg &£ 0% (0/101 f51) . 300 mg &£ 3.0% (3/99 f5) ) TH -7z,

(2) HeFH & A x5 & L7 igsh e MAARER (ORION-9 #R)

[FRBR O]

LDL-C &> HeFH g % %t 52, &K LDL-C & FEM Z MRFET 5 7= O DO ME(ES
b —H G WA TRER] LG BR 3 MES: 47 sk C 9 S iz,

540 H ] OFRBIMIZ, 77 AR IIAK 300mg %, 3 W HBEIZ 2 HKZ &5 Lz
%, 6 WABXIZ 2B FHRE LT,

KR LR DBEFIL, A7V == TR N OREREZ -T2 & & Iz,

< F 7oL UE >

o 18U L

e HeFH L #Ef{nf2Wr. XITARIGHEFFD LDL-C A% 190 mg/dL ##8 %, 7> FH Ol
JE. FH 2VRIR E N5 & L AT o—/ VIIER L < 1T 53T BIRE RO KR %
G795



o [EEWIEZZEL TERLTND

e LDL-C 7’ 100 mg/dL Lk

o ZEREEF RNV Z VU KA 400 mg/dL A

e eGFR 7% 30 mL/5yi#

o REFUEEHOREIT, AXT U ERKMARHY CRELTEY, AFXTF U
HHRTHRWGAEIL, 2FEU EORXZTF o0 b b HEIZK L TR TH 5

o JREETARGETOEAIX., TOHAENRAZ V—=70 30 BLL LRI H—ET
by R PIEER OFE L OCHRICET TEN LW

[ 53R]
(i)

TEIMEEA TH D, #5510 HHD LDL-C DX—RA T A b OELR K 5
90 H%7°5 540 H H £ T?D LDL-C D_X—Z T A 6 DOHMEHEbRIL, 3D &
BYThHoT, KFN300mg 1I7 7 AR LKL THEIZLDL-CEZ K FEHZ &0
RENT,



# 3 LDL-C OD_X—R T A b 0Z8{EER (ITT)

75 AR ARHITE
_R—ZF A E (mg/dL)
%k 240 242
SR R VE(R A 154.7+58.07 151.4+50.36
510 A H O#EEE (mg/dL)
1%k 229 231
SR R VE(R A 162.4+69.21 91.5+56.07
510 H HOZ{LE (%) @
%k 240 242
o/ ZFFEEfE [95%Cl] 8.22 [4.27,12.16] —39.67 [—43.72, —35.62]
T T eREEE OE{LRDOZE
/N I [95%Cl] — —47.89 [—53.52, —42.26]
pfE° p<0.0001
90 H# 725 540 H H £ TOWIREHZ LR (%) b
1%k 240 242
S/ ZFEEIfE [95%Cl] 6.22 [3.26,9.17] —38.08 [—41.03, —35.14]
TR L DELRDE
Fo N X E [95%Cl] — —44.30 [—48.48, —40.12]
p fiE ¢ p<0.0001
— YL

a: LDL-C OXKHMEIX, AT OO~@IZE SN =L E R AL (multiple imputation washout model) 12 X ¥ 4
FELT,
O TIERBETOTXTOXRAMEIZH LT MAR Z{E L THiSE
@ AEEETAETRCORPIEBR G220, %5540 BAOT =2 M EH 5T 5 EBEO# 5 510 A
H O XRBNZIE MAR 21 E L THiTE
@ AHlEECTOEY OS5 510 H HOXKJANZIE MNAR Z{E LT, WROEU L7 7R RBEDOT —
H\ZHS X Af5E
5E L7 100 o7 —% &y MR LT, BERHEZBEEDR, X—AT 4O LDL-C 2L mE Lz
ANCOVA #i#H L. #5575 % Rubin O FIEIZ LY R LTz,
b : LDL-C ORHFHEIX, UL FORUV@IZHESW =L BN AR (control-based pattern mixture model) (2 X ¥ #ff
FELT,
O RBRSE THOT X TOXRPMEIZK LT MAR ZKE L CHisE
@ HBRBPIEFOT N TORBIEICKT LT MNAR Z2IREL T, HEOHL LTI REOT —X I
HEoxMive
fisE L7z 100 HOT —# &y MR LT, &5, FHERFS, %58 & FHmRE R 022 BAE M % [ ER)
B, RN—=RAF (D LDL-C AL E L Lz MMRM (Gtoid T Efad) @A L., Son-iiEs
Rubin ® 5 XY R4 LT,
c: EENEFFEZ LV REDZEMNEZIEE (%5 510 HEB @ LDL-C DX—2F A b OB, #4590
H#%7225 540 H H & TP LDL-C DX—R F A b OWIREHZEEONE) | AEALE 5% (i)

(Z4k)
HEFELORBEIS L. 77 BAREE 71.7% (172/240 f4]) . AFKIFE 76.8% (185/241 4)
ThHoT2e WITNDNDOEETEWLL FIZERO ONT-AEERIIELLIDOERBY ThoT-,




K4 WTIPOFET 5% U LICREO DA ERSR (LEMMITIS4EH)

7S5 AR ARHITE
MedDRA PT (240 ) (241 1)
IEEESS 8.3 (20) 11.6 (28)
SIS 0 (0) 9.1 (22)
A 4.2 (10) 7.1 (17)
R R 6.7 (16) 6.6 (16)
L TNz H 8.8 (21) 5.4 (13)

FHEE% GEIHIE)

BIWER ORBEIGIT. 7T 2R EE4.2% (10240 1)) . AFIRE 24.1% (58/241 %) TH
STz, WTINORET 3%LL IR SN -REIERIL, EHEAKL (77 8RR 0%
(01240 f31]) | AHKIEE9.1% (22/241 B)) ) | HEHHALALEE (777 & AREE 0% (0/240 ) |
ARFNEEB 7% (9/241451)) ) Th 7=,

(3) mia L AT w—/VIfE (HeFH #5dp) BE Z x5 & Lz MAHER (ORION-
10 #05R)

[FBR DA

ASCVD DBEEZ A % LDL-C SfED BH 2 XI5, AH| 0 LDL-C & FEM 2 Rk
T2 72O OEAEAAC — 5 5 R TRER HLEGRER S AL 146 sk CEhE Xz,

540 HMORBEHIFIC, 77 B AR IIAKI300mg 2, 37 AR EIZ2EE F#E L
%, 6 WHBXIZ 2B TFHE L,
WMREIMDBET, A7V —=V ZTRHCLL T OREMER -3 2 & & Shiz,

< TR UE >

o 18mLL L

e ASCVD GEEMRMECHE, ML EREE SUIRMEENEER) OBEZAT 2

e LDL-C 7% 70 mg/dL LA |

o ZERERF RN U 7 UV RS 400 mgldL A

o FBNXITBBMAFEML CEOT., 4% LEMTEN 2

o REFUEGHOLEIT, AXT U ERKMAEFY CERELTEY, AF¥F U
HHCRWEAT, 2 EORAZF o0 5 5 HEICKH L TRmTH 5

o JRERTAESGFOHAET, TOHENRAZ V—=270 30 AL LFINS —ET
H Y RERHMTILIEAOFEE O &ICE R T EN 2N

[R5

(A zhi)

FTEMEE TH D, #5510 HHOD LDL-C D_X—RA T A 5 OEALR K O 5
90 H%75 540 H H £ TP LDL-C D_X—2 T A 6 DOHAMEHZELRIL, 5D &



B ThHoT, KFN300mg 1T7 7 AR L L THEIZLDL-CEZ K FEHZ &0

~ENT,

# 5 LDL-C D_X—RA T A b 0Z2{ER (ITT)

75 AREE AHNEE

R—ZF A E (mg/dL)

%k 780 781

SR R VE(R A 104.8+37.03 104.5+39.57
510 A H O#EIEE (mg/dL)

1%k 666 691

SR R VE(R A 102.3+43.00 45.7+32.90
510 H B OZ&{L=E (%) @

fil%x 780 781

fe/h e EE)fE [95%C1]

0.96 [—1.48, 3.40]

—51.28 [—53.76, —48.81]

TR L DELRDE
/N I [95%Cl]

—52.24 [—55.65, —48.83]

p fiE ¢ p<0.0001
90 H1%7°5 540 0 H £ TOMEHZLER (%) P
5155 780 781

fe/h e EE)ME [95%C1]

2,51 [0.77,4.25]

—51.27 [—53.00, —49.54]

TR REELE OELRDE
/N I [95%Cl]
p i ¢

—53.78 [—56.23, —51.33]
p<0.0001

— ML

a: LDL-C K JlfEiX, multiple imputation washout model (3% 3 HIIEZMR) 1TSS EEAAEICL ViR L
Too MZE L7100 DT —Z 1y Mkt LT, HERHELEEDR, N—A T4 D LDL-C i L Lz
ANCOVA ziEfl L, 135 7ot 4 Rubin O 5iEIC L0 OFE LT,

b : LDL-C ® /K lfEi. control-based pattern mixture model (3% 3 HiIEZMR) IS EEAANEIC I 0 HiEL
7o MFELT2 100 fHOT — &ty MK LT, B5#E, FHERER, 58 & TR S O VR % [E E2)
RoN—2T A D LDL-C 288 & L7z MMRM (Lo Hui & I3 E#8)E) 208 L5 S 7z #5254 Rubin

DIFEIT L VA Lz,

c: HEMERFEICL VREDSLEMZHRE (%5 510 HH O LDL-C D_X—R2 T A b OE{ER, #4590 H

%5 540 HH E TO LDL-C D_X—2 5 A b OHIFEHELEDIE) |

(Z4axtk)

HKUE 5% ()

HEFEZORREISIL, 77 BREE 74.8% (582/778 f3]) . AFKIRE 73.5% (574/781 )
ThHoT2e WITNDNDOEETEWLL FIZEROONT-AERERIIEZ6DERBY ThoT,

F6 WTNNORET 5% LIZBO bNT-AEES (LM S48 MH)

7S5 AR ARFHIEE

MedDRA PT (778 ) (781 #4)
BRI 13.9 (108) 15.4 (120)
IR 54 (42) 5.4 (42)
B 5.0 (39) 5.0 (39)
RUE SR 3.9 (30) 5.9 (46)
-0 ) 3 4.2 (33) 5.0 (39)

FEHEIE% GEBHIE)

10




BIVER ORBLEIA X, 77 BAREE 10.9% (85/778 B1) . AHKIEE 13.4% (105/781 #) T
BT, WT D ORET 2%LL EIZERD HAVZRIVER X, SRR (777 & A EE 0.4%
(3778 Bl) . AHIRE2.9% (23/78L %) ) | HERIE (77 BAREEL2% (9778 #) | &
HIBE 2.3% (18/781 %1) ) TH o7z,

(4) @=L AT e —/VildfE (HeFH Z&te) MBE 265 & LIcipfh e IAREER (ORION-
11 35R)
[FBR O]
A&ND@%EX&A&ND&ﬂ”@Uxﬁ@ﬂ%ﬁﬁéLﬂbcﬁmaﬁﬁ%ﬁ%
. AAID LDL-C 1K FVEM 2 Wi+ % 72 0 O BEVE 2L — H B MG TRER Fei sk BR s v

%nmtf%méMK
(£2) 2 BUBEIRIS, FH XX 7 70 A LU 27 2 a7 H L IXFA%EO b O THM L 720 M 1 <
Y RO 104 ) A7 8 20%L0 - (HA% LDL-C 100 mg/dL &) & EFE Lz,

540 H R ORERMAIC, 77 2R XIIAAI300mg 2, 3 WABEIC2RE L L
%, 6 WARBXIZ2RIE FHRSE L,
KRR LRBHBFIT, A7V == TR T OREEZR-T 2 & & 3T,

< FARBPLAE>

e 185kl E

e ASCVD CeEEBEMRME R, MR 8 e SO 3R BN ARG ) D BETE, 3% ASCVD &
DU Ay B2 2497

e LDL-C 73, ASCVD OBEfEZ A7 584 1% 70 mg/dL LA L, ASCVD ER%D Y 27
2 244 58413 100 mg/dL LA _E

o ZEHERER Y Z U & U KA 400 mg/dL AT

*  eGFR 78 30 mL/4yi#

o ARXFUEBHETOLEIX, AXTFUERKMARE ®Y TEELTBY, AT UE
B CRWEAX, 2 EU EORAZF L 0H 5P 5 ARICKH L TARMTH S

o JEEETAESGTOHRAIZ. TOHENAZ ) —=70 30 HLL ERINS —ET
&Y BRI PITEEA OFEE K OHEICEE FER RN

[ 3R]

(i)

FEIMLEA THH, &5 510 HH D LDL-C D_X—R T A )b DOEALR KL O 5
90 H%7°5 540 H H £ T?D LDL-C D_X—2 T A 6 DOHMEHELRIZ, £TD &
BY ThoTz, AAI300mg 1L 77 &A &l L THEIZ LDL-CEZETFIEHZ &M
RENT.
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# 7 LDL-C OD_X—RA T A b 0Z8EER (ITT)

7T R ARHITE
N—2Z A fE (mg/dL)
%k 807 810
SR £ R A 103.7+36.39 107.2+41.81
510 H H OHEE (mg/dL)
%k 739 724
SR R R A 105.3+43.77 53.5+35.10
510 H HOZ{LHE (%) 2
%k 807 810
S/ R E [95%CI] 404 [1.76,6.31] |—45.82 [—48.16, —43.48]
T TR OE{LRDZE
T/ ZHEEIfE [95%Cl ] — —49.85 [—53.07, —46.64]
p1E ¢ p<0.0001
90 H#%7>5 540 H H £ TOYIRMEHZ LR (%) b
% 807 810
e/ R FE)E [95%CI] 3.35 [1.65,5.05] |—45.82 [—47.52, —44.13]
7T R OBLRDZE
/N FEEIE [95%Cl ] — —49.17 [—51.57, —46.77]
p1E ¢ p<0.0001
— YL

a: LDL-C ® KM, multiple imputation washout model (5% 3 BIfEZMR) 1ZHS< LEMAAIEIZLY
fise Lz, i L2 100 0T — % & v Moxlt LT, #E5HEE TR, N—Z2 T4 D LDL-C %
B L L7- ANCOVA #i i L. 5= fEH % Rubin OB X W G LT,

b : LDL-C ® /R, control-based pattern mixture model (5 3 JIIEZM) 1S LEMAAEICLY
M5 Lime Mise L72 100 HOF —4 & v M LT, Be58E, ML, BG8E L S HER S 02 |
TERZBIEE., X—AF A O LDL-C L& L Lz MMRM (L4 8o T ) 2@ A L,
B o NIk R4 Rubin © FEIC XV S LT,

c: BEEFEICEVBREDLEM 2 (&5 510 HHO® LDL-C D_—R T A inbOBLER, &
590 H#2>5 540 H HE TO LDL-C ORX—RA T A U5 OHBFEHE(LRONE) | AEAYE 5%

(T 181)

(&2 fE)

BERSORBAEEGIL, 7T BAREE 81.5% (655/804 f4]) . AKIEE 82.7% (671/811 1))
ThHholz, WTNDDOEETS%LL FICRD ONT-AEFERITIRSDEBY TH -T2,

28 WTNNDORET 5% RIZHE L - AEFR (Rt 54EH)

7T v AR ARFHIEE

MedDRA PT (804 f5) (811 1)
BERRIP 11.7 (94) 10.9 (88)
ERUGEED 11.2 (90) 11.2 (91)
15 I 6.7 (54) 6.5 (53)
| AGE Y 6.1 (49) 6.4 (52)
RAfm 4.0 (32) 5.8 (47)
A BRI E 5.0 (40) 3.9 (32)

RIEE% GEBHIED
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BWER ORBEIGIT, 7T BAREE10.2% (82/804 f5) . AFKIEE 15.2% (123/811 f5]) T
HoTry WTIDDORET 2%LL EIZFBO SN -EITERIE. EHEA S (77 2 REE 0%
(0/804 f3) . AFHKIRE 2.2% (18/811 %) ) T -o7=.

(5) FiEtEm = VAT v — VIER EHEGIK (HoFH) B 2 x4 & Lo AR
B (ORION-5 #XBR)

[FBR O]

HoFH M3 2 %12, A#AID LDL-C IR TEM ZREES 2 72 O BE/E 2L ATHER] EL
%ﬁ%#@%nm;f%méhto

180 Hfflo “EHEMRBIMIC, 77 BARIIAK 300 mg &, %45 1 K190 HHIZK T
5 Lic, =0, 540 HIEOIEEMRBIFIC, AKI300mg 2, 772 REE (77 2R/
AKIEE) TIEPEs- 180, 270, 450 K U630 H BT, AFIRE (RAIAFIREE) Tix# s 270,
450 X 1Y630 H HiZ#E LT,

KR LR DBEEIL, A7V == TR T OEEZ -T2 & & Sz,

< ERERELAE >

e 185kl E

e HoFH LE 2. #5 L <IZARIEHEFD LDL-C 3 500 mg/dL #H %, 7> 10 7%
At RE D AR DFIE XX BLA HeFH Th 5

o MIENEZZE L TERLTWS

o ZZjER LDL-C 7% 130 mg/dL LA

e  R~UZUEY RN 400 mg/dL A

o BB XITBEBAAE ML CE LT, A% LIEMTEN RN

o ARAFUBHETOLEIX, AXTF U ERKMARE FY TEELTBY, AT UE
B Tangait, 2BEU EORZF LD 55 HEICK L TR TH S

. b”ﬁ?ﬁ&ﬁ@@ Alx. TORENAZ )V —=70 30 BHLL ERINS —ET

. BRI SRR OFE X O BICE T EN 2

[ 3R]

(F2hit)

FEIMLEA TH D, &5 150 HH D LDL-C DR_X—RA T A inb DELRIT, £ 9
DEBYTHoT-, AFI300mg 17 7R LKL THEICLDL-CEAZEK FSE5 2
EMTRENTIR T,
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%9 #5150 HH® LDL-C D_—Z 5 A b DL (ITT)

A Y i AR
(19 1)) (37 #1)
R—=2F A M (mgldL)
SR R VE(R A 356.7+122.37 294.0+136.29
150 H B o#lEfE (mg/dL)
PRI AR 351.7 +186.32" 282.7+149.48¢

150 H H OZ{L=R (%) @
fe/h e EEIE [95%CI]

2.39 [—19.98, 24.75]

0.70 [—14.03, 15.44]

TITRREEL OEBLRDE?
e/ ZREEIE  [95%CI]
p &

—1.68 [—29.19, 25.83]
p=0.9047

— RN L

a: LDL-C OXJMEIL., L FOO~@IZH-S3< LHEMNALE (multiple imputation washout model)

®@F*

DO¥5-150 A B DKM

©

WZEED &M

f@mw_ 100 DT —%t& v MZ
LB L LT, BERBORES ﬁ%ﬁmttAmeA%%%L

A L=,
b:18 i, c: 34 %

77tTﬁT® HE RO T TOXRHAMEII
AFIFET EHERMEO 2 [0 X CORBRIER G5 2521, #5180 HHEOT—2 B3 B 5N T\ D EE
1% MAR Z & L THlisE
AHIBECOEY O 5 150 A B O XHENC

. _EERYIMORGHEEEBEESDE, XN—AF A O LDL-C %
EENT-FESE% Rubin O HEIC LD

I MNAR A {iE L T,

1Z%F LT MAR Z15E L CTHlise

OER L7 7R DT —4

¥, LDL 7 7 = L o 2 Bl A HER| 3 O LDLR Q@ s R W4 o aE RIS

BIF 55 150 H H® LDL-C ODX—Z2 T A b DO CERMNT) IR 100 LB

D CThol,

(#3) ORION-5 REETIL, T X TOEE TEEMEE OFMIF R CTH D85 150 B BH OFHmA
%T?éif\um@@Miﬁ%m77:vyx£m%&ﬁméﬂfwtoum77lv
. LDL-C Jll/Ef&73 LDL 7 7 = L ¥ A |C
%U(%%@m@%%%%®tmwﬁgﬁﬁﬁ%ﬁﬁ4meﬁm)
DEERITIL, Kﬂﬁ@%@%anﬁ)&Uf?tfﬁ@ﬂr%@ﬂ%)T 77 x
ZLDL 2 VAT T — /L DR—R T A AERRIE STz,

A FE itk 2 BELANIE

Lo R FE ik 2

DEBEZITHEINT
LT 7 LY RAERA

(1F4) uwaLh%M#nmmmM®$%fi FFRIEER M IZ LDLR 23 F 8L L TUVh 7wy,
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10 LDL7 7 = L o 2 ElfiA 4R ) O'LDLRIE /s T HI R D>
#5150 H H ODLDL-COX— 2 T A L6 DA Gl B HfEHT)

| ToeamEe | ARFLRE [ e
LDLT7 7z Lv A
e [ 4512’36548531 [ 719%’93780] 1830
* —45.23,48. —7.90, 47.
7) (13) [—35.36,71.97]
6.51 —11.56
i [—22.51,35.53] [—27.18,4.05] 1807
(12) (24) [—51.70, 15.56]
LDLR i#ifs %
7.97 8.41 044
null/null %! [—31.64, 47.58] [—12.05,28.87] C 4561 46.49]
(3) (10) 61, 46.
o 2.49 —2.83 o
it [ 23'(8116’)28'79] : 21’(5277’)15'90] [—38.44,27.79]

a: /b IRTIME [95%CT] (B0 . b : /b IRTE [95%CI

c : KHIfEIX, multiple imputation washout model (£ 9 HlEZRM) 1S3 LEARANEIZ L Y 7S
Lic, et D7 — %ty MIxt LT, ZEHERBIMOKGHLZBEZR, X—2 71 O LDL
ALV AT r— A ELEREE LT, ERBORELS A RE L7z 08 28 8 L. Rubin @
FFEIZ LY FE Lz,

(2 41k)

ERUMIICB T 28 EESORBEIGIX. 77 vREE31.6% (6/19 1) . AAKIEE
35.1% (13/37 ) Td>7=e WTNNDEET 2 HILL LIZEED - A EFESRIL, r74’/v
AMRGERYE (777 B AREE 10.5% (2/19 ) | AFIEE5.4% (2/37 #11) . LAFRNE) |
(0% (0/19 1) | 5.4% (2/37 1) ) . FEEN (0% (0/19 ) . 5.4% (2/37 ) ) m%
277,

TEERPIFICB T DREIWERORBEEIAIL. 77 BAREE0% (0/19 ) . AHKIEE 5.4%

(2/37 51 = T - %é’ﬁt THIE L) Tholz,

FERMMICBIT 2AEFROREAEIAT, 77 B RIRAIRET57.9% (11/19 1) |
ARFNIAFIFET 55.9% (19/34 ) Tho7c, WTNNOFET 2 FILL IO bz AF
FRIT, an T UANARYG (77 v RIARFIRE5.3% (/19 #1) | AAIAFIFE 8.8% (3/34
B) . LAFENE) | EBEAEAELLHEI (5.3% (/19 1) | 5.9% (2/3441) ) . BeiiE (0%

(0/19 f5l) . 5.9% (2/34 1) ) . KEWAREE(LAE (0% (0/19 f5) . 5.9% (2/34 f51) ) .
KEWRS IS (0% (0/19 f5) | 5.9% (2/34 f5]) ) . BEIRFE (0% (0/19 f5) . 5.9% (2/34
Bl) ) . BiiZe (0% (0719 %) . 5.9% (2/34%1) ) . £l (0% (0/19 #i) . 5.9% (2/34
) ) ThoT,

FHEMBMICBT 2BIERORBE ST, 77 BREE 0% (0119 ) . AHIEE 2.9%

(1/34 11 - ?i%ﬁf%ﬁ%lbﬁ?) Thol,
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4. FEFRIZDOUVWT

AANDEIE & 72 % B OBIRKL OARA OG- 2 Bhad WL, @it s 2

EMROBND, £z, AAIDBEIS & 25 BE DL AT, REKZRBERNLEL 2D

Th

EVEDR E W2 AFIEFH ORI 72 - TiX, ERERE~OT 7 & X OF{EMET

RSN DBENRD D,

1)
)

2)

B G- ORI BT > T

Ao lANE

AR ORI BTz > TO+ 7 mmidaA L, Bk LR B OTFEN Y 2 7 5Hii %

To&ebic, VAZRTF L LTONREREIE. FEIRP., mMERE, 187w 72

EORREZE +0 I HE R L, R IER RO FIE T B - IRIR D T- O DB A1 L

TWo, —EDHEN Y 25T 2 EMAFTRT Dl TH D Z &,

(1k5)  EAGTFRAF, i 6 Ll L OBIRIHEREAH3 5 2 L, £, 64FED 5 b 3 ELLITHEER
SEBRECUTBIRRE L2 (2 BT D B R ISR 2 5% = &,

IR (LR R DAL U R 7 S D —H> D Hide L LT JAS O [BhREE (LM R T

Bt A KT A2 2022 0K ¥ (JAS A KT 4 2 2022 i) ONEZEHF L, B

IREEALPER B DA Y 27 Z R L, U RIRE AT 9 2 &N TE HEMATTET

LIk THDH T &,

FH ~O@ Rz DWW T, Y

Hifigx ThHDH L,

EH LY 2 7 EHEHE (RMP) DT AF ORGEIRGEH% DM 2 7 il 3 5 729

DORLERTFEHZFAEENREONTND Z LD, YA A2 U F N T X 5 sk

ThdbrZ &,

IR D B ORBIRERE 0T D EMD TR

k={1113

Bt PN 0D [ 3 it A A BR DRI DT

RO ZEEDN S O - ZEMFEOFFHIFTROEHL LTS 2 & O Efiifk T
AEFEGVRAE LIGEISE O 22 5tii & s 5% 2 0N T I T L EDESK
Pl A B, IEHOEHIRE > TND Z &,

BHORkGEICH Tz 5 T
(1) BGOBRBIZHT->T) ISR S B a2 Iz Th s 2L, L)

DENF il 7= 3 ik L2 & 5 Z LATE, N OBE M E - THhDH 2 &,

@

el ANe

L AT v — VIGEBE OB+ h R TR T 2 2 &,

KREND BN FAHE 2 EIHNAT o 72 BT, BHHKEO RIEIZ OV T ORI 2 #5112
THZENTELEMBFTIBT Dk ThHDH Z &y
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@ BENOEZE N ERE B OKHIZ-OWT

o BURPIEENS OAME - REWFOFEAFROEEZITO 2 &
AHEFRPIAE LTS EIE 0 i & il 6B 2l 00T 9
anfE AL, [EHOERHINE > TS Z &
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5. Bt sBE

(i3 SN oIANE

AENE, DIEA X FOFRBLY 27 3@, (1) A F L OfKtHE 9 % —
EHIFIRA L TWA XL (2) AZF UL DIRENEY TR\, BFTOEBTA R
T4y (BEIASHA RTA4Y) ZEXTIREEBBEEEIZEZEL W RnEa L
AT a—/VIIEREIZH L CHERT LI ENEETH D,

AR D i e e Gt Gaid, £ UTIREEH EIREIZEL TW e FH BE | Bk
(LR BOELED B 5 BENEE SN D, BRI LAWDIME A R hORHY A
JWENEZE X BILD non-FH BEICK T HHICH > TX, AFF D07 Re 77
VASRCEIRAEALE R BIZ BT 2D U R 7 7 7 X —OE ORI A EEIZFET 5
e,

(1 6) FoATH AR 21T, R L 2EWEARRO U 27 RBESE (R, BHIERES) 2 X228 L,

PERAZ DEFIC L > TN ERERET 5 2 L 3R Ch 5 Ll L R iR,

AFIO B 5 DOBEE ORI b1z - Tl LT OB & RS 5 UERD B,
1) [non'FH ‘%%‘] l[L\[fﬂ"Eér’/])/\‘\‘/ ]\OD%EI/%U Xﬁﬁ;%b\: &O ) X??Wﬁﬁﬂ:&bf:o“(‘

X, LTFTOV R RS % 1OUEETHZ L LTS,

O EEIREE (ZEPEICKTT D EBIRIE RSN & &) OB TR

@ 7T o—AMRHMEE (AL TTa—0%EM) ZOMORMEEL &)
DBEFEfE

@  BERIP

@ B i

® RIEBIIRER B

® AWBTHFZER 2 7(2T (%) (2T D 2274548 (50~59 7% : 19 LAk, 60~69

W% 13 LA, T0~79%% : 8 LA 1)
10 4E M O BIREE (LA DR B OIIE Y A7 % TRIT 5 227, ALETHFZED A
a7, JAS A KT A 22022 FFEfRDK 3-2 IZESWTERET L2 &,

2) [non-FH &3, FH #BE] KAMAR 9 oxxF o2 (FH BE, i
DOOXITDITEE YT % BE OISOV TIE, Y E AR ERR L4y 22 B 2200 &
HIErT AHIR], FNUSOERFOERICOWNTIE, FRIE LT3 AL L) #E5L
TH, IEEEHAEEICREL TWARWZ &, 2, ARG, 22 F 2
MzT, =mBFITZHHTHILELEETDH &,

3)  [non-FH &, FH EE] 2 ¥ F AL DIRENE S 2 WEBHEIZ OV T, BLFO
WPFRNICRESTH L, B BEDAXF o OO BNINEE 5 E TR E
DAL TF > DEERIZOREL T HGEI12E, DA 2 F o O 5 REME S I
DL,
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4)

O EWEROBREZICL Y A F U OANKRETH D Z &,

@ AEZFUOMEAPEREEINTND L,

[non-FH %, FHERE] & oL 27 0 — VIEGRO KK TH 2 A FEik, JEb)

Wk, AL O OBIARFE(LIEREB O Y R 7 7 7 7 Z— (BERF, SILTEAE) O

% & D T-NEHIREN H I ThilTnd Z &,

KB, RKRMHEDAZTF U ZRA L T DI b b TIREERN AR S
AL A7 r— VIERE TIX, FHEZES 2 EREETHH 2, FH BHEODER
B+l BT DEMEMKT 22 & bRt o2 &,
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6. EICBRL THE T EFH

@

BFBEIIC DN T

AFNOVEFRFEFF D6 | BRIRIIIZ HOFH &2l S 7= B#E Th > TH LDLR OFEBLN
RO BNDLBETII, AANOFEIERIIFRFTE L EZ X N0, —HD HoFH &
#F (B2 I3 REE 2 KIEA LDLR) TiX, AFIOFMEFHRTE 2w,

HoFH & ~OFEIZEE L Tl 3. BRRAMGR ) OHEONELZRFN L, KFDOFZ)
PEIZDOWTHICE i L7 BT, AFNC X DIREOE G 2 EEIZHET5 2 &,
ARFND R kE LI TOE OBEEIE D & 2 BEF K L TEAKIOE G332 Th 5
e, \HE LW &,

BHREE LA R FBIEIE D/~ A U R 7 BBFF DOIRIE OFEAR & x5 I1%, B2 O fe#hil D
HA RTA L ESHRTH L,

B HIFIEIZONT

ABF o DREREIIRWIGEZIRE, A TF AT L,

WE 5% O i AR E OB E ORIEE A B E D b, KD 5k D 715 % it
THZ L,

JAS A RTA > 2022 RS 2B F 2 728072 W < i i AR 2 & I o
THI L, B, JAS A KT A2 2022 FFRRCld, BeG-BAAE . PRI 2~3 [A]
FREE, LIRE 3~6 7 AIC 1 [BIFEE, EWIMICREZITY ZENREE LN E AT
%o AHID LDL-C DK FAERNRD LAV WEE TIX, EREEGETITAHO
B E2FIETSZ &,

ISR %, BOEMRFEEE DRI D E RIS & ARH O e K OVl 1E 5 H
DI= DI/ EME I IZB R L T BEHT 5 Z &,

AHFID RMP Z#Gt L, eV FHEEZERT DL &,
AFNOFEGIZ XV LDL-C N KIEITAK T3 2 flaEMED 8 5, LDL-C D 7 K AE A3
EWIRE 2 2 &3, EEROEIRIK T 263 2 B 1ok 2%, BRI
E ORI E B 2 I TII WD, EELTERTLZ &,
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22 3CIR)

1) BATEAE - A 34 (2021) A A EhREHEET

2) HABIREAL 2 - BINREEMEREB T A FF A > 2017 AR
3) BAEMREE TS - BIREEERE T B A BT A 2022 4FR
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