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1. IZT®IT

R3S DA M « ZRVEDHEROTZ DI, BT SCEFIZE S W2 E R RO
BND, 6T, IEOREREMOMESRIZ L0 | FUREIRSSE OB 728 BE AT
AT HEELDARINDIF T, TNOOEIEMZEICKNE LT 5 B T fe it
THZENMBOMELE oo TR, BRFMBOEE & SO IEAT #2016 (CEAk 28 4
6 A 2 HEFERE) 1B\ TH, FHERLFEOHEHOREEIMEZRS Z L s
TW5,

B ERET 2 A 3 2 EEML, EEERASZ 2T 1 7 7 A VDB FEOES S & 3
DN DN D, ZOD, AIMERONZEMEICET 2 ERP oINS
FTOM, YZERLOBE LM ZIT D2 XM/ INIBFICKH L THERTS L &
BT, BWEA SR LB LBt & & D 2 & I3 A RE 72— 18 O B -3 7= 9~ 3 i
MCHERTLIZENEETHD,

L2 o T, KA BT A Tl BB 2V E TILHE LTV D EFIF -
R RN EED & | BUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREE T,

BRI, ARHA BT A 3 MAIATBAE NEHE M EREISHR O, —REFEARER
BERARIES, —MRAEETEAN B AR S, —EETEAN B AR, — ikt
FVENBART 7 = L ZA5a RO RFEENEN B AR 20O b EERRL L T2,

WL HERN L AR FE300mg v Y
(—f4 A7 0T U UL

RELRAMENIDE  FEMEE 2 L AT a0 —)VIGE, &2 L AT o — LILE
L, FoWnWT bl 58I Rab,
DB A R R OB A7 DS END
* HMG-CoA &t FHLEAI TR A 143, X% HMG-CoA =T
FEFRBAEANC X 2 1R DNE S 7220

HELRAMERORE  BHE., RAKFA 27T Y oA s LTI E300mg &
MEl, 3 W HBICE TG L, LB 6 7 HIC 1 MOk TR M
535,

BT EE T 4 AT 7 —~ RS




2. AARNOFH, 1ERBEF

R LR R (B, DAPRZEZ Ul & U7 DR AR, IMAZE - izsh 2P e L
JRIMAEZER) (X, AR TOERFECOERNTH DY, BIRE(LOFIE - H#EIRITZER2 G
B DOERVICES>THIZRIEIND T ERMLNTEY, ZOEERGRE & L
TEIA VAT —VIJERSH D, 7o, Z< OWER/BRNG, KELEY FEHI VAT
27—/ (LDL-C) fEZ{K T &5 ELMmEA X Y R METT 252 LB LMNTA
STEY, Hal AT — VIJEIZBWT, 2L AT r—/LOHTY, LDL-C fE% &
THZENROVEETHD & S, BRI LEREBEO T Z B E LI EBEHEL LT
BHIN TN 2,

ERAE (LR B THEEIIRE BICER DR A KT A N BW T, O BRME LR
K12 H W TR L 7= BhREE L PEZR BRI K DB TE it U 2 7|25 U C LDL-C fED
FHEEENRE SN TND, BEFOERRE, BRFRIEL OSEMIGEZ R KRR T T
WHIZHED 5T LDL-C EOEE HEFE A2 # L CTOWRWEENEB Y . SR LIERE
BOFIE T OBUS CIXEELFETH 5,

Z D XD REFRRICE S BEAFOIRE CROIRA 0 e F i EE = L A7 12—V IijE

(FH) XiZma v A7 e — VIERE ZXRIC, V7 EAK FE300mg >V >y (—
A7 VT T Y UL LT TRA Lo, ) ORFEMTOILZ, ARANT,
HMG-CoA iZE IR EHR (R & F ) 12T 2 BEMEIMENEDOE B NDH A X F (T
L DWMEPE S RWEFICRET 2562 RE A2 F LT 284 L L TR%EN
1Thiviz,

AANL, T EAEGERERY TF Y v v 98 (PCSK9) EEE A 2— R
35 MRNA ZERY & L7oAR T U AEERE (SIRNA) TBRIETH Y . RNA FUEM
IZ & PCSK9 mMRNA D45 iRt 3~ 2 B ERE T ORI T 5, ARFIOEME 5 T
& % GalNAC IZATHII L I &R T 57 > 7 abiE A2 a4 (ASGPR) IZHEAT 57
D, AKANZZ S R A b= XKDV IAEND L HORFF SN TS, Z O
REIZ X - TARBIDFHIENICE D A ENT-D B, RNA THEHIZ L Y PCSK9 mMRNA &
SRR S AL, PCSK9 & H'E OFBUIK 95, PCSK9 I% LDL %% & (LDLR) &
ALY Y Y —AZ X5 LDLR O fREfeET 2% BN 2 H 35 2 & 56 AK|D PCSK9
FEUK FERIC X 0 iFlaZm £ o LDLR &X#AN L, LDLR (2L % LDL-C ®HLY A
HMEES AL, PEER ML O LDL-CIK FERZ 7269 Z &S5,



3. BRREEE
G IR AGREFI Rl 21T - 72 B2 AR RER O RGE & 7,

(1) malATFu—/VIJERE (FH ~7 uf#ES{K (HeFH) BEEETe) x5 e L
7o ENSE M AHRER (ORION-15 5A5k)

[FRBR O]

LDL-C EfEDLME A R NOFELY A7 BREmWIEF RS 2 L AT 1 — VIliE
(non-FH) B3 KON HeFH [ Z 5512, A#A|O LDL-C K FEH Z MG 5 7 o fi
VEZ b " B SR TREM Ll sk BR s [E PN 42 Jifisk © i S iz,

52 B oG HIIC, 77 'R, A 100 mg, 200mg XX 300mg %, 3 W HEBEIC
2 M FHeH- Li-th, D6 A%IC LAl F#&E LT,

KNG LD BEIX, ATV —=V FIRCLL T OHRMEEG -T2 & & Sz,

< FARBPILAE>
e 20kl E
o OiENREEDOEEEZ AT 5. QA AKBIRELT2 (JAS) O [EJREELIER ST
B A RZA 2 2017 AR 2 JAS A KT 42 2017 k) @ @) A7 | (25
HIhsd, XiI@HeFH #H3 %
* LDL-C BUATFIZ#YT 5
> HEWREBOBEEEZA L, HeFH 35 L < I3 EERE 2 AT 255, i
FRE RO R OBERF A2 A L. oo U 227 K7 GELRMEMEZE, K
FHEhRZE B, BB N, A 2RV v 7 v Fe—A, EEGERINFOEME,
WELHE) %ﬁﬁ“éiﬂ/\ 70 mg/dL UL |
> HEEIREBROMEEEZFET LN LRV AT KT 28 S 720, ULEBE R E
BEE 24 & 720 HeFH 0354+ 100 mg/dL LA E
> JASHA RTA4 22017 D [E Y 27 | 123 s 54 120 mg/dL L E
o ZEHEEER Y Z U & U RS 400 mg/dL AT
o HAANDREAIEIE S (eGFR) #EH A TH M Sh7z eGFR 738 30 mL/43/1.73 m? i
o ARXFUBHETOEEIX, AXTF U ERKMAE ®Y TEELTBY, AT
HHCRngaE, e b LFEHO A X F 023t L TR TH 5
e JREEKTABRGTOEAIZ., TOHENRAZ V—=70 30 BL ERINDL—ET
HY ., H5 180 H H F CTHEAOFEE K VHEIZEE FEN /2
(1) BRCTEAVAEFGARRTS 2 LR, AZF U2 EMNICHERATE 2 RAM R,

S

GEED)|
(A1)



FHEIMEE ThHH, #5180 HH D LDL-C D_X—Z T A4 b DR ITHE 1 D
EBVTHY  AAI300mg 17 78R LKL THREICLDL-CEAZIKTFI®ESZ &M

~ENT,
#£1 #5180 HH® LDL-C D_X—RZF A b DZE{L#E (FAS)
75 R AFI 100 mg B | AFKI 200 mg #F | AFH 300 mg B
(57 %) (55 f31)) (101 1) (99 1)
=2 F A M (mgldL)
VS o A2 UE {7 113.1+32.23 113.4+33.14 116.6+39.35 112.2+35.50
180 H H ®#EME (mg/dL)
SEEEE 4 AR R 2 117.4+39.73b 54.1+29.08 51.9+31.81 44.6+28.29¢
180 H H OZ(L=E (%) 2
. 9.0 —476 —51.9 —56.3
S MY 0,
/b A [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 ZPA 0, —
S/ —FRFEIfE [95%C [—642, —490] | [—67.6, —543] | [—72.0, —58.6]
p fE p<0.0001 p<0.0001 p<0.0001
—EYH L

a: BEGHE AT AL

PR R E R GREORHIER, X—AT A VRO R X F 2T F OMOIRE R T

OFEROF WA FEEDERE, N—RAF A O LDL-C ZHEE L9 25 MMRM (GL5#diE L AR(L)., AHl
DOFAEREL 7T B RFEO HLERIZ OV TUE Dunnett HE1C X 0 #E O£ Bk A 5HEK)

b: 56, c: 96l

(Zath)

HEFROFBEIGL, 771 ARHE84.2% (48/57 fil) . A%A 100 mg B 89.1% (49/55
i) . 200 mg ¥ 83.2% (84/101 f4l) . 300 mg #£ 80.8% (80/99 ) T o7z, W AL
DRET 5%LL EICTRD SN HERLIIE 2 DL B0 ThoTz,



72

WTHLNDOFET 5% LU BICREO b A ERSR (LEMEMIT I S4EH)

77 AR | AFH 100 mg A | A7) 200 mg FE| AF 300 mg A
MedDRA PT (57 1) (55 f4) (101 ) (99 1)
FEEL 123 (7) 145 (8) 11.9 (12) 182 (18)
= kv — VR B OFERF 17.5 (10) 12.7 (7) 10.9 (11) 152 (15)
b5 R Jpi 8.8 (5) 20.0 (11) 11.9 (12) 12.1 (12)
R 8.8 (5) 10.9 (6) 3.0 (3) 8.1 (8)
s 2 E% 10.5 (6) 1.8 (1) 2.0 (2) 7.1 (7)
A EEEDS 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 14.0 (8) 1.8 (1) 5.0 (5) 5.1 (5)
VU fE 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)
RAfm 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 BIRR 7.0 (4) 0 (0) 0 (0) 0 (0)
HORIE B 53 (3) 1.8 (1) 3.0 (3) 0 (0)

FEHEIEY% GEBUFIED)

BIWER ORBEI ST, 77 AR 10.5% (6/57 #1) . AHAl 100 mg #f 7.3% (4/55 1) |
200 mg #¥ 13.9% (14/101 f5]) . 300 mg # 13.1% (13/99 ffil) T ->7-, WTHNDORET
3%LL BFICRE O BT RIWERIZ, FESHL S (77T 2 A48 3.5% (2/57 fi) . A<# 100 mg
£ 5.5% (3/55 ) . 200 mg & 10.9% (11/101 f51]) . 300 mg #¥ 5.1% (5/99 i) ) K ML
h7 LT FUR AR =B (777 B REE 0% (0/57 #1) . AHAl 100 mg #E 0% (0/55
%) . 200 mg &£ 0% (0/101 f51) . 300 mg &£ 3.0% (3/99 f5l) ) TH -7z,

(2) HeFH & Z x5 & L7 igsh e MAARER (ORION-9 #iR)

[FRBR O]

LDL-C &> HeFH g % %t 52, &K LDL-C & FEM ZMRFET 5 7= DO ME{ES
(b~ F G TRER] LG BR 3 MES: 47 sk C 9 S vz,

540 H ] DOFRBIMIC, 77 AR IIAK 300mg %, 3 W HBEIZ 2 EE &5 LTz
%, 6 WABXIZ 2B FHEE LT,

KR LR DBEFEIL, A7V == TR N OEREZ -T2 & & Sz,

< F 7oL AE D>

o 18U L

e HeFH L #EfnF2Wr. XITARIGHEFFD LDL-C A% 190 mg/dL Z#8 %.. 5> FH Ol
JE. FH VRIS N5 & L AT o—/ VIIER L < 1T 53T BIRE RO KR %
G795



o [EEWMELZZELTERLTNWD

e LDL-C 7’ 100 mg/dL Lk

o ZEREEF RNV Z VU KA 400 mg/dL i

e eGFR 7% 30 mL/5yi#

o ARXFUBRHEFROHEEIF AXTFUEEKMARE Y TEELTRY AXTF U
HHTenWG&ld, 2EEU EORZTF O L5 HEIZK L TR TH D

o JREETAERSHOGAIZ., TOHENAZ YV —=270 30 BY LRiNG—ET
by BRI OFE L OCHRICEE TEN LW

[ 53R]
(1)

TEIMEEA TH D, #5510 HHD LDL-C DX—RA T A b OELR K N5
90 H%7°5 540 H H £ T?D LDL-C D_X—2 T A 6 DOHMPEHEbRIL, 3D &
BYThHoT, KFN300mg 1T7 7 AR LKL THEIZLDL-CEZ K FSEHZ &0
RENT,



#3 LDL-C OD_X—RA T A b 0Z8{kER (ITT)

RN ARHITE
R—ZF A E (mg/dL)
%k 240 242
R R VE(R A 154.7+58.07 151.4+50.36
510 H H O#EIEE (mg/dL)
%k 229 231
R 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 OBE{LEDOE
/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
/N LI fE [95%Cl] 6.22 [3.26,9.17] —38.08 [—41.03, —35.14]
7T RREE DERDE
Fo N Y E [95%Cl] — —44.30 [—48.48, —40.12]
p fiE ¢ p<0.0001
— YL

a: LDL-C OXKHfEIX, AT OO~IZE SN =L ER AL (multiple imputation washout model) 12 ¥ 4
ELT,
O TI7EFRBETOTXTOXRAMEIZH LT MAR Z{E L THiSE
@ AEEETAETRCORPIEBR G220, %5540 BAOT =4 M55 T 5 BEO# 5 510 A
HOXRBNZIE MAR 21 E L THiTE
@ AHFFETOEY OS5 510 H B OXKANZIZ MNAR Z{E LT, THOFELU L7 T2 REEDT —
HNHS X Af5E
fIsE L7z 100 T —Z &> Mk LT, BEHEBEDR, X—AT7 4 O LDL-C 3L &L Lz
ANCOVA #iH L. #5575 % Rubin O FIEIZ LY R LTz,
b : LDL-C ORHEHEIX, UL FTOKR V@ISV =L BN AR (control-based pattern mixture model) (2 X ¥ 4
FELT,
O  RBRSE THOTXTOXRBMEIZK LT MAR ZKE L CHisE
@  ARBRPIEFIOT X TORBUEICS LT MNAR ZREL T, HTEROEULET 7 2R HFOT—Z I
HEoxMive
fIsE L7z 100 fHOT —# &y MR LT, &5, FHERFS, %58 & FHmR R O BAE M % B E R
B, N—=RAF A D LDL-C L E L Lz MMRM (Gto#d e @A L. Son-#Es
Rubin ® 712 L 0 P& L=,
c: EENEFFEC LV REDZEMNEZTEE (%5 510 HE O LDL-C ODX—2F A b OB, #4590
H#72>5 540 H H & TP LDL-C DX—R F A b OMIREHZEEONE) | AEALE 5% (i)

(2 42E)
HEBELORBEEGIT. 7T BAREE71.7% (172/240 f5]) | AHKIFE 76.8% (185/241 f4)
Tholze WITHNDDOEETSWL IO ONTEAEBERIIFADEBY THhoT-,




K4 WTIPOFET 5% U LICREO DA ERSR (LEMMITISAER)

RN ARFITE
MedDRA PT (240 ) (241 1)
IEBESS 8.3 (20) 11.6 (28)
SRS 0 (0) 9.1 (22)
A 4.2 (10) 7.1 (17)
R R 6.7 (16) 6.6 (16)
AN 8.8 (21) 5.4 (13)

FHEIE% GBI

BIWER ORBEIGIT. 77 2AREE4.2% (10240 1)) . AFIRE 24.1% (58/241 ) TH
ST, WTNDORET 3%, EIZFRD b ZRIWERIZ, RIS (77 BREE 0%
(01240 f31]) | AHKIEE9.1% (22/241 B)) ) | HEHHALALEE (777 B AREE 0% (0/240 ) |
ARFIEEB 7% (9/24151)) ) Th 7=,

(3) =z L AT u—/VijE (HeFH Z 5 te) BF L x4 & LI is S MAEFER (ORION-
10 #5R)

[FBR DA 2]

ASCVD DOBEE % H 3 % LDL-C BfED B 23512, AK| D LDL-C &K F1EH Z MRk
T2 72O DAL — BRI TRER HLEGRER S AL 146 sk CEhE X iz,

540 HMOREBEHIFIC, 77 B AR IAKI300mg 2, 37 AREIZ2mE F#E L
%, 6 WHBXIZ 2K FHE L,
WMREIMDBET, A7V —=V ZTRHCLL T OEMER -3 2 L & Ehiz,

< TR UE >

o 18mLL L

e ASCVD GEEMRMECHE, ML E FEE SUIRMEENEER) OBEZAT 2

e LDL-C 7% 70 mg/dL L4 |

o ZERERF RN U 7 UV RS 400 mg/dL A

o BB XITBBMAFEML CEOT., 4% LEMTEN 2

o RXFUEGHOLEIT, AXT U ERKMAE FY CRELTEY, A¥TF U
B CRngaiE, 2 EU EORZF 05 5 5 HARICK L TR TH S

o JRERTAESGFOHAET, TOHENRAZ V—=270 30 HL LFINS —ET
H Y RERHM IR OFEE O &ICE R T EN 2N

[R5 R]

(A1)

FTEMEE TH D, #5510 HHOD LDL-C D_X—RZ T A 5 OEALR K O 5
90 H%7°5 540 H H £ TP LDL-C D_X—Z T A )6 DOHAMEHZELRIL, 5D &



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

~ENT,

#5 LDL-C ODR_X—RA T A b 0E{EER (ITT)

75 AREE AHNEE

R—2F Al (mg/dL)

%k 780 781

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

%k 666 691

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

fil%x 780 781

fe/h e EEIfE [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 A%/ 5 540 0 H £ TOMMEHZELR (%) P
5% 780 781

fe/h e EEIfE [95%C1]

2,51 [0.77,4.25]

—51.27 [—53.00, —49.54]

TR REELE OB RDE
/N I [95%Cl]
p e ¢

—53.78 [—56.23, —51.33]
p<0.0001

— ML

a: LDL-C ® K lfEiX, multiple imputation washout model (3 3 HIEZIR) 1TSS EEAAEICL ViR L
Too AZE LT 100 DT —Z 1y MIx LT, ERHELEEDR, N—A T4 D LDL-C i L Lz
ANCOVA ziEfl L, 1357t 4 Rubin O 5iEIC LY OFE LT,

b : LDL-C O /K lfEi, control-based pattern mixture model (3% 3 HiIEZMR) IS ZEAANEICI 0 HisEL
7o MFELT2 100 fHOT — Xty MK LT, B5#E, FHERER, HG8# & TR S O BEAVER % [E E %)
RoN—2T A D LDL-C 258 & L7z MMRM (L4 Hui & I3 HE8E) 208 L5 57z #5234 Rubin

DIFEIT L VA Lz,

c: HEMERFECL VREDSLEMEZHRE (%5 510 HH O LDL-C D_X—2 T A b OELR, #4590 H

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

(Z4axtk)

HKUE 5% ()

HEFEZORREIS L, 77 BREE 74.8% (582/778 f3]) . AFKIRE 73.5% (574/781 )
ThHoTl2e WITNNDOEETEWLL FIZERO ONT-AERERIIEZ6DERBY ThoT,

F6 WTNNORET 5% LIZRO N AEES (LRt S48 :H)

75 AR ARFHIEE

MedDRA PT (778 1) (781 #4)
bR IP 13.9 (108) 15.4 (120)
IR 54 (42) 5.4 (42)
B 5.0 (39) 5.0 (39)
RUE S 3.9 (30) 5.9 (46)
-0 ) 3 4.2 (33) 5.0 (39)

FEHEIE% GEBHIE)

10




BIVEH ORBLEIA L, 77 BAREE 10.9% (85/778 B) . AHKIEE 13.4% (105/781 ) T
BTz, WTIDOORET 2%LL B2 SR ITERNT, SRS (777 & A 0.4%
(3778 Bl) . AHIFE2.9% (23/78L %) ) | HERIE (77 BAREEL2% (9778 #) | &
HIHE 2.3% (18/781 %1) ) TH o7z,

(4) @=L AT e—/VilgE (HeFH Z&5te) MBE x5 & LIcipsh e IAREER (ORION-
11 35R)
[FRBR O]
A&ND@%EX&A&ND&ﬂ”@Uxﬁ@ﬂ%ﬁﬁéLﬂbcﬁmaﬁﬁ%ﬁ%
. AHID LDL-C K FEH & MEET 5 720 OEVEA (L — B S AT TR F s BR 23

%nmtf%méMK
(182) 2 BUPEIRIS, FH XX 7 70 ALY 27 2Aa7#H L IXRA%ED b o THM L 720 M 1 <
Y RO 104D A7 8 20%L0 - (HA% LDL-C 100 mg/dL &) & EFE Lz,

540 H R ORERMIC, 77 2R XIIAAI300mg 2, 3 W ABEIC2EE L L
%, 6 WARBXIZ2RIE TFHRSE L,
KR LRBHBEFIL, A7V —=U TR TOREEZRI-TZ & &3,

< ERERELAE >

e 185kl E

* ASCVD CeEEBEMRME LR, MR 8 e 3 SO 3R BN IR ) D BETE, 3% ASCVD &
[0y 27 B2 244325

e LDL-C 7%, ASCVD OEEEZ AT 541X 70 mg/dL LA, ASCVD Lt [R&S%D U 27
2 244 58413 100 mg/dL LA E

o ZEHEEER Y Z U & U RS 400 mg/dL AT

»  eGFR 7% 30 mL/4>#A

o ARXFUBHETOLEIX, AXTF U ERKMARE ®Y TEELTBY, AT
B CRWEAZ, 2 EU EOAZF L 0H 5P 5 ARICKH L TARMTH S

o RERTABGHOLAX, TORENRAZ Y —=7" 30 B EFins—ET
&Y BRI PITEEA OFEE K OHEICEE FER RN

[ 3R]

(H2hit)

FEMIEA THH, &5 510 HHD 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 ORI ELRIZ, T D&
BY ThoTz, AAI300mg 1L 77 &A & L THEIZ LDL-CEZETFIEHZ &M
RENT.

11



# 7 LDL-C OD_X—RA T A b 0OE{EER (ITT)

7T R ARHITE
N—2Z A fE (mg/dL)
%k 807 810
SERE R R A 103.7+36.39 107.2+41.81
510 A H OHEE (mg/dL)
%k 739 724
SERE R R A 105.3+43.77 53.5+35.10
510 H HOZ{LHE (%) 2
%k 807 810
S/ R E [95%Cl] 404 [1.76,6.31] |—45.82 [—48.16, —43.48]
7T R OB(LRDZE
e/ ZHEEIfE [95%Cl ] — —49.85 [—53.07, —46.64]
p 1 ¢ p<0.0001
90 H#%7°5 540 H B £ TOYIREHZ 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
&/ FEEIE [95%Cl] — —49.17 [—51.57, —46.77]
p 1 ¢ p<0.0001
— YL

a: LDL-C ® KM, multiple imputation washout model (5% 3 ITEZMR) 12HS< LEMAAIEICLY
fise Lz, flise L2 100 0T — % & v Moxt LT, #EHEZE TR, —A2A T4 D LDL-C %
B L L7Z ANCOVA #i i L. &b 7=fEH % Rubin OB X W & LT,

b : LDL-C ® /R, control-based pattern mixture model (5 3 JHIIESM) 1S LEMAAEICLY
M5E Lime Mise L72 100 0T —4 & v MO LT, Be58E, ML, 58 L S HER S 02
TERZBIEE, X—AF A O LDL-C L& L Lz MMRM (L4 8o 3 ) 2 A L,
B oIk R4 Rubin © FEIC XV S LT,

c: BEEFEICE VREDLEM 2 (&5 510 HHO® LDL-C D_—RZ T A inbOBLER, &
590 H#2>5 540 H HETO LDL-C OX—RA T A N5 OHBFEHE(LRONE) | AEAYE 5%

(T181)

(Zath)

HEBELORBFEEIL. 77 B AREE81.5% (655/804 f5i]) | AHIRE 82.7% (671/811 1)
Tholc, WITNDDEETSWL EICROONT-AEERIIRSDLEBY ThoT,

28 WTNNDHET 5% RIZHE LA ERFR (Rt 54E:H)

AN 3 ARFHIEE

MedDRA PT (804 f5) (811 1)
BERIP 11.7 (94) 10.9 (88)
_WEEE 2 11.2 (90) 11.2 (91)
15 I 6.7 (54) 6.5 (53)
A Y 6.1 (49) 6.4 (52)
RAm 4.0 (32) 5.8 (47)
I BRI AE 5.0 (40) 3.9 (32)

RBEE% GEBHIED
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BIEAORBEEESIX. 7T AR 10.2% (82/804 i) . AFKIHE 15.2% (123/811 f5) T
HoTmy WTILNDEET 2%LL EIZERO HILZRIWERIE., BRI S (777 R R 0%
(0/804 f51]) . AFHIRE2.2% (18/811 %) ) T -7,

(5) ZElEMkEE 2 VAT 2 — ) VISEREHEEGR (HoFH) BE Z x5 & Uzsh g AR
B (ORION-5 #XBR)

[FBR O]

HoFH B 2%t 42, AHlD LDL-C K NEM ZMEET 2 72 O EEAE 2L THER H
R 23S 13 fiak C e S 7,

180 Hfflo “EHEMRBIMIC, 77 BARIIAK 300 mg &, %45 1 K90 HHIZK T
b Uiz, =0, 540 HIEOIEEMRBIFIC, AKI300mg 2, 77 2REE (77 EHR/
AKIEE) TlEPEs- 180, 270, 450 K 1N 630 H BT, AFIRE (RAIAFIREE) Tix# s 270,
450 X 1Y630 H HIZ# L LT,

KR LR DBEEIL, A7V == TR T OREEZ -T2 & & STz,

< ERERELAE >

o 18mME

e HoFH L a2, #5 L < IZRIEHEED LDL-C 3 500 mg/dL #H %, 7> 10 7%
it IRF D 25 A Il 0D FEAE X W B 7% HeFH Td %

o RIEENEZZE L TERLTWS

o ZZjERE LDL-C 7% 130 mg/dL DL

e KU ZUtEU KA 400 mg/dL A

o BB XITBBAAE ML TR LT, A% LIE/MTEN RN

o AXFUBHETOLEIX, AXTF U ERKMARE FY TEELTBY, AT
B Tangait, 2BEU EORZF L DH 55 RIS L TRTH S

. bﬁ”fﬁ&?ﬁl&“ﬁ#ﬂ@ Alx. TORENAZ )V —=70 30 BHLL ERINS —ET

« BRI SRR OFEFE X OOH EICEE T EN 20

[ 3R]

(i)

FEIMLEA TH D, &5 150 HH D LDL-C DR_R—RA T A L inb DE(LRIT, £ 9
DEBYTHoT-, AFI300mg iZ7 7R LKL THEICLDL-CEAZEKFSE5 2
EMTRENIR o T,
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%9 #5150 HH® LDL-C D_—Z 5 A b DR (ITT)

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

150 H H 2L (%) @
fe/h e EE)E [95%C1]

2.39 [—19.98, 24.75]

0.70 [—14.03, 15.44]

TITRREEL OBLRDE
e/ ZREEIE  [95%CI]
p &

—1.68 [—29.19, 25.83]
p=0.9047

— RN L

a: LDL-C DxHIfEIZ, L FOO~@IZHES < LHEMA AL (multiple imputation washout model)

®®F*

D5 150 H B DK

©

WZEE D E M

f@mw_ 100 DT —2t& v MZ
LB L LT, BERBORES ﬁ%ﬁmttAmeA%%%L

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

fﬁtﬁﬁf®*iaﬁ%ﬁ®¢«T®kMﬁ
AFFEC ZEHERYIMO 2 BT _XTORBRER G257, 5 180 HEOT — R H o T\ 5B
1% MAR Z5E L CHlisE
AHIFECTOIRY OxE 150 A B O RHFNC

. _EERYIMORGHEEEBEESDE, X—AF A1 O LDL-C %
EENT-FESE% Rubin O HFEIC LD

I MNAR A {iE L T,

1Z%F LT MAR Z150E L CTHlise

OERL L7 7R DT —4

¥, LDL 7 7 = L o 2 Bl g HER| 3 KO LDLR O@E{s R P4 oL

BIF5%5 150 HH® LDL-C D _X—Z2 7 A U E OB LR (FHHRENT) TR 100EE

D CThol,

(##3) ORION-5 B CTlL, T X TOEE TEEMEE OFMF R CTH L85 150 B H OFHmA
%T#éif\um@@Miﬁ%m77;vyx£m%&ﬁméﬂfwtoum77lv
. LDL-C Jll/Ef&/3 LDL 7 7 = L ¥ A |C
x@(%%@k@%%%%@t@@%gﬁﬁﬁ%ﬁﬁ4meﬁm)
DI ERITIL, Kﬂﬁ@%@%anﬁ)&Uf?tfﬁ@ﬂr%@ﬂ%)T 77 x
ZLDL 2 VAT T — /L DR—R T A AENRRIE STz,

A FE itk 2 BELANIE

Lo A FE ik 2

DEBEZITHEINT
LT 7 LY RAEE

(734) HLR@Lh¥m#meHM®$%Ti JTHIAZEMHE 12 LDLR 25385 L Tuh 72y,

14

WX omhizEL



#10 LDLT 7 = L ¥ R EifA MR & OLDLREE 7RI D
#5150 H H OLDL-COX— 2 T A L6 DA Gl B HfiEHT)

| ToeamEe | ARFLRE [ e
LDLT7 7z L v A
i [ 4512’36548531 [ 719%93780] 18.30
% —45.23, 48. —7.90, 47.
7) (13) [—35.36,71.97]
6.51 —11.56
HFE N [—22.51,35.53] [—27.18,4.05] 1807
(12) (24) [—51.70, 15.56]
LDLR iifs -8
7.97 8.41 044
null/null % [—31.64, 47.58] [—12.05,28.87] (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%Cl

¢ : KMPMEIX, multiple imputation washout model (3 9 JlEZR) 125 < ZEMAEIZ LV fise
L7 sk O7T =4ty MIX LT, “HERMEOKREGHZEEDR, X—Z T4 D LDL
ALV AT r— R E LT, ERBORELS A RE L7258 2% 8 L. Rubin @
FFEIZ LY FE Lz,

(2 41k)

ERUMIICB T 28 EESORBEIGIX. 77 AR 31.6% (6/19 ) . AHKEE
35.1% (13/37 fl) Td>7-e WTNNDEET 2 HILL LIZEED DA EFESRIL, W’w
AMRGERYE (77 B AR 10.5% (2/19 ) | AAFIRE5.4% (2/37 #11) . ATFRNE) |
(0% (0/19 1) | 5.4% (2/37 1) ) . FEEN (0% (0/19 ) . 5.4% (2/37 ) ) m*o
277,

TEERPIFICBT DREIWERORBEEI AL, 77 BAREE0% (0/19 ) | AHKIEE 5.4%

(2/37 51 = T - %é’fﬂ THIE L) Tholz,

FERMMICBIT 2AEFROREEIAIT, 77 B RIRAIRET57.9% (11/19 1) |
ARFNAFIEET 55.9% (19/34 i) Tho7c, WTNNOFET 2 FILL RICEO b2 AF
FRUX, an T UA VARG (77 B ARIARFIRE5.3% (119 #1) | AFIIAKIEE: 8.8% (3/34
Bl) . LLFREIE) | EFSEAELRsn (5.3% (119 61) | 5.9% (2/34 %) ) | BlME (0%

(0/19 f5l) . 5.9% (2/345) ) . KEWAREE(LAE (0% (0/19 5) . 5.9% (2/34 f51) ) .
KEWRS IS (0% (0/19 f5) | 5.9% (2/34 f5]) ) . BEIRE (0% (0/19 f5) . 5.9% (2/34
Bl) ) . BiiZe (0% (0719 %) | 5.9% (2/34%1) ) . £l (0% (0/19 f) . 5.9% (2/34
) ) Thoi,

FHEMBMICBT 2BIERORBE ST, 77 8RB 0% (0119 ) . AHIEE 2.9%

(1/34 1 - ?i%ﬁfﬁ{mﬁx}:) Thol,

15



4. FEFRIZDOUVWT

ARANDEIE & 72 % B OBIRK OARA OG- 2 Fha4 5N, #mUiciThh s 2

EMROBND, £z, AFIDBEIS & 25 BB DL 1L, REKZRBERNLEL 2D

Al

EVED E N2 ARFIEFH ORI 72 - TiX, ERERE~OT 7 & X OF{EMET

RSN DBEND D,

1)
©)

2)

B G- OBRMRIZ BT > T

Ao lANE

AENOME BT > CO+ iz A L, BRECYER B ORIEN Y 2 7 51 %

7oL bz, VAZIRF L L TCONREREIE. BERE, @MEE, 8% e

EOFEREE oI BE U BIRAE LR RO FIE TP - TRIRO T OB A Y L

TWo, —EDHES Y 25T 2 EMPFTRT Dl TH D Z &,

(1E5)  [ERTSRFFIIRE, il 6 4ELL LOBRRIHESRE A H T2 2 L, £72. 64E0 9 b 3 FELLLITEE
LIRS 2 B RHE R 2 95 2 &

B IREEALPEZE R OAFE Y A 7 Tl —> 0 HHE L LT JAS O [BhfJRAE L% BT

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

IREEALPER B DA Y 27 Z R L, U RIRE AT 5 2 &N TE HEMATTET

LR THDH T &,

FH ~O@ R Z DWW T, Y

LR THDH T &,

IS Y 2 7 EHEHE (RMP) O AFIORGEIRGEH% Ot 2 7 i3 5 729

ORGERFEHRREENFE LN TNDE Z D, Bk E 2@ y)ic £l T X D sk

ThbHZ k.,

I

IR D B ORRIERZ T AT D EMD TR

k={1113
p={1}

BEPN O [ 3E 5 A A B ORI DT

RIS LN ORI - ZRMFEOIFHEROEIREZITH 2 &L KOH ik T
AEFERDRAE LT GAICHET) 7S & s EREZH0NT) 2 EHEDOES
rnfl BB, IEHOERRINE > TnD Z &,

G- Ok Tz~ T
M) BEDORIMIZHT-> Tl IR SN EFAW TR THDH 2 &, T 1)

DENF i 7§ gk &Ll 2 & 5 Z LATE, N OBE - THh D 2 &,

@

4 lANE

L AT w— VIS BE ORI+ 2 h D ERD TR T2 2 &,

ARFN DN FAHE 2 EHIRNTAT o 72 BT, TGO ZIEIT DOV T Ok 2 1
THZENTELEMBFTIRT Dk ThHDH Z &y
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@ BENOEZ N ERE B OAKHIZ oW T

o BURDIEENS OAME - LEWFEORFEAFROEEZITO 2 L
AEHEFRPIAE LTS EIE O i & il B 2l AT 9
anfE AL, [EHOERHI N E > TS Z &
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5. B#ExtpL s BE

[BEBERICONT]

KRN, DA R FOKBEY 27035 . (1) 22 F L OEKANE 0 52—
EHIFIRA L TWA XL (2) AZF UL DIRENEY TR\, BFTOEBTA R
T4y (BEIASHA RTA4Y) ZEXIREEBBEEEIZEZEL W RnEa L
A7 —/VIGERE I L CTHEAT A ENEETH D,

AFN D i e e Gt Gaid, £ UTIREEH EIREEIZEL TW e FH BE . Bk
{EHREDBEEDO & 2 BENEE SN D, EFCIZEY LaVDIE A N FORBL Y A
JWRENEFE X BILD non-FH BEICK T HHICH > TIX, AFF 07 Re 77
VASRCEIRAEALE R BIZEAT 2D U R 7 5 7 X —OE ORI A EEIZFET 5
&,

(1 6) FATHA R 21T, R L 2EWEARRO U 27 EESE (R, BHIERES) 2 X228 L,

PERAZ DIEFIC L > C IR ERERET 5 2 L 3R Ch 5 Ll L R iR,

AFIO B 5 DOBEE ORI b7z - Tl LT OB & RS 5 UERD B,
1 [non-FH EF] LA N> FORHY 27 R3@mnZ L, VAT HTZ > T

X, LTFTOV R RS %2 1OUEETHZEHHL LTS,

O EEAREER (ZEPEICKT T D EEIRIE RN 2 &) DOBEfERE

@ 7T o—AMRHMEE (AL TTa—0%M) ZOMOMEEL &)
DBEFEfE

@  BERIP

@ 1B iR

® RIEBIIRER B

® AWBTHFZER 2 7(2T (%) (2T D 2274588 (50~59 7% : 19 LAk, 60~69

W% 13 LA, T0~797%% : 8 LI 1)
10 4E M O BIREE (LA DR B OIIE Y A7 % FRT 5 227, ALETHFZED A
a7, JAS A KT A 2 2022 FFEfRDK 3-2 IZEESWTEET L2 &,

2) [non-FH &3, FH ¥ ] KAMAR 0 oxxF o2 (FH BE, Lid
DOOXITDITEE YT % BE OIS HOWTIE, 1Y E RS ERR L4y 22 B 2200 &
HIErT AHIR], FNUSOERFOERICONTIE, FRIE LT3 AL L) #E5L
TH, IEEEHAEEICREL TWARWD &, 2, AFEREGRTICIE, 2Z2F 2
Mz T, =mBFITZMHTLHILELEETDH &,

3)  [non-FH &, FH EE] A ¥ F AL HIRENE S 2 WEBHEIZ OV TIE, BLTFO
WPRNICRESTH L, B BED A X F L O O BNNEE 56 TR E
DAZTF v DERICDHFELET HLAITIE, MDA Z F o OGRS 2010
L L,
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4)

O EWEROBREZICL Y A F U OANKRETH D Z &,

@ REFFUOFERNEREINTND Z &,

[non-FH B3, FH BE)] ma L A7 o — VIEIBEO LA TH B HpEE, EH)

R, BRI K ML O BIREE MR D U 27 7 7 7 Z— (BERF. EIMERE) o

A& DT NBHNRER A ThilTWnWD 2 &,

B, MRMAROAZF U EZRALTWDICHE b L TIREEHENRR &
AL AT —VIIJEBETIL, FHZ8% 9 ZLREETH S 2, FH EBE OZIER
B+l BT DEMEFMHKT 22 & bRt o2 &,
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6. MEICBRL THE T EFH

@

BF BRI DN T

AFNOVEFRFEFF D6 | BRIRIIIZ HOFH &2l 7= B#F Th > TH LDLR OFEBLN
RO BNDLBETII, AAOFEIERIIFRFTE L EZ 2 HND05, —HD HoFH &
#F (P23 REE 2 KIEA LDLR) TiX, ABIOFMEFR TE e,

HoFH & ~OFGIZEE L Tl 3. BRRAMGR) OHEONELZRFN L, KFDOFZ)
PEIZDOWTHIE R L7 BT, AFNC K DIREOE G 2 EEIZHET5 2 &,
ARFND R kE Ui OE OBEEIE D & 2 BE TR L TIAKI OB G BB TH 5
e, \HE LW &,

BHREE LA IR FBIEIE D/~ A U R 7 BB DOIRIE OFEA & x5 I1%, B2 O e #hil D
HA RTA L ESHRTH L,

B HIFIEIZ DN T

ABF L OEREREIBWIGEERE, AT UEFATH L,

WE e 5% O AR BE ORIEE 2 B [E D b KD 15k D 715 % it
THZ L,

JAS A FTA > 2022 RS 2B F 2 72 0) 72 W < i i AR 2 i I I o
THI L, B, JAS A KT A2 2022 4FfRCld, BB, FAFEMIX 2~3 [A]
FREE, LIRE 3~6 7 AIC 1 [BIFEEE, EWIMICREZITY ZENREE LN E ST
%o AHID LDL-C DK FAERNTRD LAV WEE TIX, EREEGETITAHFO
B EFIETSZ &,

ISR %, BOEIRFEEE DRI 5 BRI S & ARH O e K OVl 1E 5 H
DI= DB/ E WM E I IZB R L T ERT 5 Z &,

AHKID RMP Z#t L, eV FHEEZERT DL &,

KB OFEIZ LY LDL-C 8 KIFIZAK T3 2 AletED & 5, LDL-C DO 72 KB 23
EWIREH 2 2 &3, EEROEIIK T 263 2 B3 ISk 2%, BRI
E ORI E B 2 I TII WD, EELTERTLZ L,
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