5 .

PEH #-5-—1

1T 1. 15

REFEAHEETA N4 (R)
A7V 7 FM)DA
(BR724 : V7 EAETFHE300mg > U )

SO£EO A
JEAE FiEa
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1. [ZL®IZ

2. RANOK. 1ERET

3. BRIRAAE

4. FEEXIZTDOUWNT

5. BEXGEHBHE

6. FHITHEL CTHEET XX HIHA
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P16
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1. IXT®IZ

IR OB NE - BEVEOHEMRDT-DIZ1E, WA SCESIZES W e A 2 R
BND, 6T, IEOREREMOMESRIZ L0 | FUIRE SRS SE O R H 728 BLE
EHTHERLPARSNAT T, Zh O DOERGLZEICHE L+ 5 BEICEYIC it
TLIENBBEOREL 70> TH Y | REMBUER & SO AT EF 2016 (CFRL 28
6 A 2 HEERIRE) ICBWTH, EHNERLEOHMHOREEIMEZS Z L & s
T35,

B ERE T 283 2 EEM L, EEEHSOZ 2T 1 7 7 A WD BEFEOEIE G & W
LR D ENH D, O, BEROLEMEICET A ERAS T oEREIND
FCTOM, YERLOBELMS ZITD 2 ERMHINIBFICKH L THERTS L &
BT, BWEA S REL LB LB xhis & & D 2 & 23 Al RE 7 — 18 O B -3 7= 9~ [ 3k
AT ENEETH D,

L7ei3o T, KHA RTA4 Tl BIREES N E TR LTV D EFEIRER -
R RN S-S & | LT ORI O i 7o 08 2 HEE T 2 8L b B B0k B %
HROEEFRHEE T,

I, RAA BT A %, MSIITBOE N ER G EFERR O, —REEEANBAR
BRRNBHE S, —MFEEE N B ARTERER 7, —MFEENEA B RE IR L. — et
FENBART 7 = b ¥ A0 RO AEEE N B R F 220 10 b EVERR LTz,

KGR HERM L7 EA K THE300mg > Y
(b A7V Z 2 M) L)

REERDMEUIHE : FEMEE 2 VAT 0 —)VIE, &= L AT 1 —/VIfLE
7eiZ L, LFOWTF bz T5aI12R 5,
S DA A N R OFEH Y R 7 REND
* HMG-CoA = el [ EA TR A 157, XiE HMG-CoA 1ETt
FESE AN X D169 S 720

MELRHFERORE B, A A 27T YA E LTI E 300mg &
WIEl, 3 W HRICE TG L, LI 6 7 A 1 Bk TR T &
545,

BER G EE LT 4 AT 7 —~ RSt




2. AANDORE. TERBF

R LR R (B, DAPRZEZ Rl & Lo DR A, IMAZE - idzsh 2P e Lz
MMIMERER) 13, AR TOEREEOERNTH D Y, BIRE(LOFRIE - #ERITZEE2E
BRI DOERVICE ST ERIEINDH T ENMLNTEY , ZOEERGRE & L
THEHIALVATr—VIJER D D, £12, Z< OWFEFKRLO, KIEEY RAEAa VAT
72—/ (LDL-C) fEZKF S5 &LmEA X MY R MMETFT 25 2 ERB LN
STEY, Gal 27— VIIEICBWT, 2L AT r—/LOHF T, LDL-C {i% &
THZENROEETHD & S, BIREE(CIEREBEO T Z B E LI BN L LT
BHIN TN 2,

FhRAE (LR R BT EIRIE BICAR DIREB A A BT A 2BV, EE O BhRGE (L LR
K2 ZE SV TRl L 7= B IRAE L PE R RIS & B SE 1 it U A 7 (Zii U C LDL-C D
FHEEENRE SN TN D, BEFOEENRE, BRFRIEL OEDIGRZ R KRZ T T
WAIZH D 5T LDL-C [EOE I HEE A 2 L TWRWEENB Y . BhREE b5
BBORIE T OBA CIXEERFFETH 5,

Z DX 5 REFRRIICES BEAF ORI TR0 F M Em = L AT o —/VIiE
(FH) XiZm=a L AT v —/VIEBEZRIT, V27 EARTFE30mg > Y (—
Wt A7 VT F R L LUF TRAL WD, ) OBFEMTOIZ, AANE,
HMG-CoA iZItEERAER (R Z F ) 1Tk T 2 BFMEMENEOE R 5 A X F 1
K DRI S I WBF IR G T 25852 mE A2 F o LT 23841 & L CRZEMN
iThiviz,

AL, ToEAEGHRERZE Y T F U % 98 (PCSK9) EHREZ 2— R
3% mRNA ZEAY & L7AR ¥ U AEZRE (siRNA) TREFETH D . RNA FHMEM
(2 Y PCSK9 mRNA D53 2 figie 3 2 BRI F OFH TH D, AF OEARE > T
3 5 GalNAc [ZIFAIIBRIICEIEHT 57 v 7 u k& A% AR (ASGPR) ([ZHiA1 57
D, AFNT= R A F =2 AL FIBICE D IAEN D K HRFFEShTWb, 2ok
HEIZ & > TRBIDIFHIBANICE Y A ENT-D 5, RNA THERIC LY PCSK9mRNA O
SIREDMEE S 4L, PCSK9 & HEOFRBUIMK T 5, PCSK9 IX LDL %44 (LDLR) &
fEAELY Y Y —AIZE %D LDLR O feET 2 &FN 2 H 35 2 & 026 AHKlD PCSK9
FEUK FERIZ X 0 FFieZE Lo LDLR &i3H#0 L, LDLR (2 X% LDL-C ®HLY A
HHMEREZ I, MR O LDL-CIK FERAZ 7263 2 L AHIfF S5,



3. BEREE
HERR T KGR IZ R 21T » 72 B2 W R B O il &2 "9,

(1) @z b A7r—/VifERE (FH ~7 28481k (HeFH) BEAET) Zxis L
7o E N MAHFER (ORION-15 5U5%)

(B O]

LDL-C EfEDLIME A X FORELY A7 NEWIEF M E =2 L AT 71— LIfE
(non-FH) fE# K& ¥ HeFH 38 2 X R(Z, AAID LDL-C K TR 2 MEd 5 72 D
VEZ b B SR TREM LLi R BR N E N 42 Jifiak C i <7z,

52 WM OB EHIRIC, 77 AR, AH 100 mg, 200 mg XL 300mg %, 3 W HBXIC
2 TG Liztk, =D 6 7 H#IZ 1 [mIf &5 Lz,

KGR ERDBEIZ, A7 V==V TRICL T OREL 232 L & Sz,

< TP UE >
e 20mLL L
s OFEBREEOBIELZAT 5. @B AR JAS) @ TENJREE LR E T
BiHA K7 A2 2017 FER) 2 JAS HA KT A2 2017 i) @ &Y 27| 125y
b, XiX@HeFH #H 3 %
* LDL-C BNLATIZZYET 5
> HEEREEBEOBEEEZA L, HeFH #5 L < I3 IEGERE 2 AT 256, i
ERE B OB R OBEIRIEZ A L, oo U 27 K+ GELEMMEZE, K
BRI R, IBMERIRR, A X ARY v o v Ra—A EEGERKTOEE,
WEUE) A3 5%A © 70 mg/dL LAk
> HEIREBOMAEEAGT LN ROV A7 K T2 S0, TXEEIREERD
BEfE 2 A X720y HeFH O34 : 100 mg/dL LA E
> JAS HA RTA4 L2017 FRD Y A7 | (2SI N554A 0 120 mg/dL B E
o ZEMEEENY Z U &Y KA 400 mg/dL AT
o HARANDREMKIEEE (eGFR) #EHR ATH M S472 eGFR 23 30 mL/43/1.73 m? i
o ARXFUEBRGHROLEIT, AXTFUERKIHE T TELELTBY, AF T
HBHRTRWGEAEIE, D L 1 FEORAZF K L TR TH D
o JREERTAERSFOHAT, TOHENRAZ V—=270 30 ALLER NS —ET
HY., 5180 H H £ CEAOEEE CHEICEEFEN 2N
(1) BAETEARVWEEESRRERT S LA, AZF U2 EHMICHER©& 2R A M,

]
(A2 TE)



FEIMNEE THH, #5180 HH D LDL-C D_X—ZA T A IS DOELRITE T O
EBVTHY, KFI300mg 137 7R L CHEIZLDL-CEZKTFTIESZ &N

ST,
#1 #5180 HH®D LDL-C D_X—RAF A b D2 (FAS)
7T AR AAI100mg B | AAKI200mg BF | AH 300 mg B
(57 ) (55 1)) (101 1) (99 )
R—2F A Ul (mg/dL)
R VR A 113.1£32.23 113.4£33.14 116.6£39.35 112.2£35.50
180 H H OHEfE (mg/dL)
SEEME AR 2 117.4£39.73b 54.1+29.08 51.9+31.81 44.6+28.29¢
180 H H DAL (%) ?
b . 9.0 —47.6 —51.9 —56.3
Be/h—FePIE [95%C1 [3.5,14.5] ° | [—534, —41.8] | [—56.8, —47.0] | [—61.1, —51.4] ¢
TTRREEE O LFRDSE
b . B —56.6 —60.9 —65.3
B h=RFEME [95%CT] [—642, —49.0] | [—67.6, —543] | [—72.0, —58.6]
p fE p<0.0001 p<0.0001 p<0.0001
— ML

a: BeHRE, AT AR

b : 56 {5, c: 96

(& a=rE)

PR S & B GO R BAER, N—RA T A VDR Z F 2 ULE DM OIREIK A
DOFERAOHF L EEZE, XN—AFA O LDL-C 2L 45 MMRM (Gt AR, AH|
DO HEREE 75 B ARBED 2 >N Tl Dunnett 1512 & 0 16E 0O 2% F ik % F75%)

HEFRORBBEIRIL, 77 2REE84.2% (48/57 #1) . A4 100 mg £f 89.1% (49/55
%) . 200 mg #¥ 83.2% (84/101 ) . 300 mg Af 80.8% (80/99 i) T -7z, W hH
DFET 5% EICEO OGN AERFRITR 2D LBY ThoTz,



£2 WTNDORET 5% LIRS DNIZAERR (LML)

77 AR | AH 100 mg B | AH] 200 mg | AFH 300 mg B

MedDRA PT (57 i) (55 1) (101 f) (99 f51)
FEEN 123 (7) 145 (8) 11.9 (12) 182 (18)
= hu— VAR B OFERRA 17.5 (10) 12.7 (7) 10.9 (11) 15.2 (15)
RG] 8.8 (5) 20.0 (11) 11.9 (12) 12.1 (12)
R 8.8 (5) 109 (6) 3.0 (3) 8.1 (8)
5 2k 10.5 (6) 1.8 (1) 2.0 (2) 7.1 (7)
_-IRBESE 53 (3) 7.3 (4) 5.9 (6) 7.1 (7)
COVID-19 3.5 (2) 145 (8) 59 (6) 6.1 (6)
S EBALRS 3.5 (2) 5.5 (3) 11.9 (12) 6.1 (6)
U U F B SE 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 L7 F i AR —BHN 7.0 (4) 1.8 (1) 3.0 (3) 5.1 (5)
C-SUS MR { M 0 (0) 1.8 (1) 1.0 (1) 5.1 (5)
BIEPE 8.8 (5) 5.5 (3) 3.0 3) 3.0 3)
15 53 (3) 7.3 (4) 3.0 3) 3.0 3)
ESIENG 7.0 (4) 1.8 (1) 2.0 (2) 2.0 (2)
TR 1.8 (1) 7.3 (4) 5.0 (5) 1.0 (1)
JEE SRR 7.0 (4) 0 (0) 0 (0) 0 (0)

HORIE S 53 (3) 1.8 (1) 3.0 (3) 0 (0)

FEHEIE% GBI

RIWER ORBEIGIT, 77 v AREE 10.5% (6/57 ) . AHAl 100 mg & 7.3% (4/55 #1) |
200 mg £ 13.9% (14/101 #51) . 300 mg &F 13.1% (13/99 f5)) TH o7, WTHNDOEET
3%LL EIZRR O B BWER L, SRS (77 B RERE 3.5% (2/57 f1) . A% 100 mg
R 5.5% (3/55 1) . 200 mg ¥ 10.9% (11/101 f51)) . 300 mg #f 5.1% (5/99 f1]) ) KON
7 LT F R AR FT—BHM (7T 2 REE 0% (0/57 51]) . A#] 100 mg # 0% (0/55
%) . 200 mg & 0% (0/101 f51]) . 300 mg £f 3.0% (3/99 f3]) ) T -7z,

(2) HeFH & Z x5 & Lo s MAHRER (ORION-9 #l#)

[ B DA 2]

LDL-C =1 HeFH & % X512, AHK|D LDL-C 1K FEH ZBEET 5 72O O IE(EZ
b — B BRI TRE M LA BR 3 St 47 sk © M S T,

540 HEORBRHIMIC, 77 B AR XIIAAI 300 mg %, 3 W ABEIC 2L F#E Lz
%, 6 WHBXIZ 2R FHEE LT,

MG ERDBEIT, A7V —= U TR T OREE-T 2L L sz,

< BT PRLUE >

e I8kLIE

e HeFH & @fnFiz2lr, XITARIBIEFO LDL-C 28 190 mg/dL Z## 2. 7> FH DO F [
JE. FH ZVRIBENDHE 2 L AT 1 — VIAER U < (X RIEMETREEARE B 0O F R &
AT 5



o EIENRZLZE L TERLTWS

e LDL-C 7 100 mg/dL Lk

o ZERERF RN U Z VU KA 400 mg/dL K

e eGFR 7° 30 mL/4)

o ARXFUEBRGHROLEIT, AXTFUERKIHE T TEELTBY, AF T
B TRngait, 2 EU EORZF L D5 5D 5 HRICK L TR TH S

o JEEETAERSGFOHAT, TOHENRAZ V—=270 30 ALLER NS —ET
BV RERHIEILIRAOFEE LK O &EICEE TENR

[ R]

(B 2hhE)

TFEFHMHEE TH D, &5 510 HHD LDL-C D_X—RA T A )b DEALR KL O S-
90 H1%7°5 540 H H £ T?D LDL-C D_X—Z T A )b OB bR IT, 3D &
BY Tholo, AAI300mg 177 AR & HE L THEIZCLDL-CEZIEKTFIELHZ &M
RN,



#3 LDL-C DX—Z 5 A b DZELZE (ITT)

7T v AR ARHIEE
_R—2F Al (mg/dL)
%k 240 242
R VR A 154.7+58.07 151.4£50.36
510 H HOWEE (mg/dL)
%k 229 231
R VR A 162.4+69.21 91.5+£56.07
510 H HOZ{LE (%) °
%k 240 242
o/ ZFREEIE [95%CL] 8.22 [4.27,12.16] —39.67 [—43.72, —35.62]
T eREEE OELEDOZE
—FTEIE [95%CI) — —47.89 [—53.52, —42.26]
pfE® p<<0.0001
90 Hi%/ 5 540 H A £ TOMMEHZELR (%) °
%k 240 242
o/ ZFREEIE [95%CL] 6.22 [3.26,9.17] —38.08 [—41.03, —35.14]
T e E OELEDOZE
ZHEEIE [95%CI] — —44.30 [—48.48, —40.12]
pfE® p<0.0001
— YL

a: LDL-C OXHIEIL, LT DOO~@NTES W =L E AL (multiple imputation washout model) 12 & ¥ 4
L7,
O TFIFEFRHETOTXTORANEIZK LT MAR Z{E L THISE
@ AFBETABET R TORBEREGE2%ZF, &5 540 HEOT— 2030 TWARBEORS 510 H
HOXRBNZIE MAR 215E L TRz
® K%Uﬁif@ﬁ;% D OFEE 510 HHDOXKANZIE MNAR Z{EL T, BmOBEULET 7R HEDOT —
(ZHED X e
f@%a Lf: 100 DT —& v MIxt LT, #EHEABEENR, N—AF7A D LDL-C #H£E &L LTz
ANCOVA =AU, 5 72fEF% Rubin O FEIZ LY FE LTz,
b : LDL-C ® XA, LA FORUOIZEE SN\ =L ER AL (control-based pattern mixture model) & X Y #fi
ELT,
O HEBRETHOTXTORANEIZK LT MAR Z0E L THISE
@ RBRPIEFOT X TOXRPEICH LT MNAR Z{UE LT, TROBEEI LTI v RBEOT — &I
o x iz
SE LT 100 [HOT —& &y MK LT, 5., FHERR, 58 & MR R O BAER % B ER)
B, R—2RF 4O LDL-C #3E &L L7z MMRM CGLoBidEEid s 2@ L, Soni-Ez
Rubin ® HFIEIZ LD OFE Lz,
c: EEMEFIEIZL VREDOLEMZMEE (%5 510 H B D LDL-C ODX—R2F A 2 inbDOELE, #4590
H#%225 540 H H & TP LDL-C DX—R 7 A Vb OMRIERZEREONE) | AEAKLE 5% ()

(‘Z2ME)
BEFEROFRBEISIL. 77 BREE 71.7% (172/240 1)) . AKHKI#E 76.8% (185/241 1))
Tholz, WITNDDEET S% LA EICROONT-AEFLRIIRADEBY ThoTz,




4 DTNDORET 5% LICREO DNIZAERR (LTI R4ER)

75 R AF
MedDRA PT (240 1) (241 s
-IABE S 8.3 (20) 11.6 (28)
ST SR 0 (0) 9.1 (22)
A 42 (10) 7.1 (17)
R R 6.7 (16) 6.6 (16)
A7 8.8 (21) 5.4 (13)

FEHEE% GEHBIED

BIVEH OFEIG L. 7T BAREE4.2% (10240 ) | AAIRE 24.1% (58/241 f5) TH
ST WTNMNORET 3%LL LIZFEO LN RWER X, FEHEANIG (77 B REE 0%
(0/240 ) . AHIEE 9.1% (22/241 ) ) | FEHEACALEE (777 B AEE 0% (0/240 f1) |
AFIEE3.7% (9241 1)) ) Tdh o7,

(3) @=L AT v—/VilidE (HeFH Z 5te) MBF x4 & LIcifh & MAHER (ORION-
10 #5x)

[FRBR O]

ASCVD OREfE% 43 % LDL-C mfE D B3 & %1512, A&l LDL-C K N EM Z Gk
T2 72 O AEZ AL —H BRI TRE M LGB 0 S 146 fEsk T S vz,

540 HOREBRIMIZ, 77 B AR UIAKI 300mg 2, 3 W HBEIC2FE TG L
%, 6 WABZIC2MEE THE L,

MG ERDBHIT, A7V —= U TRFICLL T ORMEEG -2 L L Sz,

< FABEPULAE>

o 18mLAE

* ASCVD CGEBMRMECEE, Mg FREE IR EIELD) OBEEZ AT 5

* LDL-C 78 70 mg/dL YL |k

o ZEERERN U Z UV KA 400 mg/dL Al

o BB XITBEBMAEEML CELT., A% LE/MTEN RN

o ARETFUBHETOEAEIE, AXTFUEREKMAE Y TESLTRY AX T B
HHRCRWEAIE, 2FEU EORZF L 0H 55 FARICK L TRMTH S

o JEEERTAERSGFOHAIT, TORHENRRAZ V—=70 30 BLLER NS —ET
&Y REHI R IIEEA O K O BEICAE T EN R

[R5 3)

(B 2hit)

FEFMER TH D, &5 510 HHD LDL-C D_X—A T A D OEALR KL O S
90 H#%72>5 540 H HE T?D LDL-C D_X—2F A S OHIFIESERIT, £5D &



BY ThHotz, AAI300mg 17 7R EHE L CTHE

IZ LDL-CEZK TS5 Z &0

ST,
#5 LDL-C D_N—Z T4 inb D2 R (ITT)
75w AR AFIRE

_R—2F Al (mg/dL)

%k 780 781

R VR A 104.8+37.03 104.5+39.57
510 H HOWEE (mg/dL)

%k 666 691

R VR A 102.3+43.00 45.7+32.90
510 H HOZ{LE (%) °

%k 780 781

o/ ZFREEIE [95%CL] 0.96 [—1.48,3.40] —51.28 [—53.76, —48.81]

TIRREEL OBLRDE
CRSEHIE [95%CI]

—52.24 [—55.65, —48.83]

pfE® p<0.0001
90 Hi%/ 5 540 H A £ TOMMEH LR (%) °
%k 780 781
o/ ZFREEIE [95%CIL] 2.51 [0.77,4.25] —51.27 [—53.00, —49.54]

7T v R OB{LRDOE
CRSEHIE [95%CI]
pfiEe©

—53.78 [—56.23, —51.33]
p<0.0001

— Ui

a : LDL-C ®/KHMEIL, multiple imputation washout model (3 3 HIiEZRH) |

ANCOVA %M L.
b : LDL-C DRI

72e M5E L2 100 DT —X & v MR LT, BE5RE,

B N—2F 1 ® LDL-C &2
DOIFEIT LV S LTz,

CHEASLLERANEICLOHMIEL
2o MTE L7 100 DT — %% v MIx LT, ML EEMHR, ~N—ATF A @ LDL-C 3%
B HNTFER%E Rubin O FIEIZ LY A Lz,

. control-based pattern mixture model (5 3 3£ )

SE L LT

WCEESLS ZEMRANBICLVHZEL
MMM AR, B G L FEA R A5 0D A8 B A [ )
fE L L7z MMRM (R Eii i 3 mag ) 28 AH L, 5 572k $ % Rubin

c: ETEMEFEICL WV RED S EM AR (%5 510 HH O LDL-C D_X—2 7 A bR, #4590 H

#%ME 540 HEH E TO LDL-C DR_X— R T A ind OHIEHELZRONE) |

(/—'—»

k)
BEFEZORBEE

X, 7 7?%%1‘ 74.8% (582/778 1) .

FKYE 5% ()

AAIEE 73.5% (574/781 f4)

Thole, WTNNORET 5% IO bNIEAFRFRRITER 6D LB ThoT,

£6 WTNNORT 5%ULICRHEO bNIZAERR (LML)

77 v R AHNHE

MedDRA PT (778 151) (781 1)
b5 IR 13.9 (108) 154 (120)
15 I 54 (42) 5.4 (42)
B 5.0 (39) 5.0 (39)
KB R 3.9 (30) 5.9 (46)
IR K] 4.2 (33) 5.0 (39)

FEHEIE% GEHBIED

10




BIWER ORBEIGIT, 77 2AREE 10.9% (85/778 f5l) . AAIRE 13.4% (105/781 f5]) T
B o T2, WTNDORET 2%LL EIZiB0 B BIVER 1T, AR (777 & REE 0.4%
(3/778 Bl) . AHIEE2.9% (23/781 f) ) | HERIS (77T BAREE1.2% (9778 #i) | A&
HIBE 2.3% (18/781 %) ) TH 7=,

4) m=a L A7 —/VIJE (HeFH % &) BF X5 & U= is S IR ER (ORION-
11 35%)
[FER DML ]

ASCVD DOBEfEXIEL ASCVD ER%pD U 27 22447 LDL-C EEDBE %2 x5
12, A& LDL-C 1K F1EH 2 MGET 5 72O O A A b 8 5 B TRER BLigealR »3
A& 72 Jitik CFEME S 7z,

(J2) 2 BUBERIE, FH X7 730 H L) A7 2a7HE L IZFE%O S O THMEE L7z DI A -~
RO 10FEY 2773 20%L0 E (HHE LDL-C 100 mg/dL Kjiti) & E&F L7,

540 AR OREBRIARIC, 77 BHR XIIAAKI 300 mg 2, 3 W ABXIZ2BEZ THRE LT
%, 6 WABXIC 2R TEE L,
RREIDHBEIL, A7V —= TR TOEREEZ - T & & Sz,

< ERBRPULUE >

e 18U L

o ASCVD CeEE@hfJiRth O b, i & s SO IR BRI ) DOBETE, X% ASCVD &
DU 27 B2 28595

* LDL-C »%, ASCVD OBEEZ AT 5561X 70 mg/dL LA L, ASCVD & [F%D Y 27
2 2 /4 58541 100 mg/dL Lk

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

e eGFR 7° 30 mL/4)

o ARXFUEBRGHROLEIT, AXTFUERKIHE T THEELTBY, AF T
B CRngAiE, 2 EU EORZF L D5 5D 5 HRICK L TR TH S

o JREERTAERSFOHAT, TOHENAZ V—=270 30 ALLER NS —ET
H Y RERHIM A ILIRAIOFEE LK O &EICEE TENR

[ R]

(F2hhE)

FEFHMHEE TH D, &5 510 HHD LDL-C D_X—RA T A )b DEALR KL O S-
90 H1%7°5 540 H H £ T?D LDL-C D_X—Z T A )b OB bR IZ, T &
BY Tholo, AAI300mg 177 AR & HE L THEIZCLDL-CEZIEKTFIELHZ &M
RIT,

11



# 7 LDL-C DX—Z 5 A b DZEZE (ITT)

7T R ARHNEE
N—2Z Al (mg/dL)
%k 807 810
SR YRR A 103.7£36.39 107.2+41.81
510 A H OWEME (mg/dL)
%k 739 724
SR R R A 105.3+43.77 53.5£35.10
510 H HOZELHE (%) °
%k 807 810
S/ ZFIEEIE [95%CL 4.04 [1.76,631] |—45.82 [—48.16, —43.48]
T TR DE{LRDZE
fe/N ZFEIE [95%Cl] - —49.85 [—53.07, —46.64]
plEe® p<<0.0001
90 A#0>5 540 A H £ TOHM LR (%) °
%k 807 810
fo/h ZFIEEIE [95%CL 3.35 [1.65,5.05] |—45.82 [—47.52, —44.13]
TR REEL OERDE
B/ FEEME [95%Cl — —49.17 [—51.57, —46.77]
plEe® p<0.0001
— YL

a: LDL-C ®K#IfEi%, multiple imputation washout model (& 3 BIESHR) 2S5 LERALIZ
f5E Lz, e L7z 100 HoOF — & % v Moxt LT, BGREEFEEMHR, _X—R2F 1 D LDL- c %
HAE R L L7- ANCOVA #ifl L. Aoz % Rubin OB X W G LT,

b : LDL-C ®KHfili%, control-based pattern mixture model (3 3 HIEZRM) 1S LHAAEIZLY
MLz, Mim L= 100 HDT —Z &y Mokt LT, HEFE, SIS, 858 & GBS 0T H
TERZEER R, XR—AF A O LDL-C 2% & L L7z MMRM (it/\ﬁﬂ%L ITIEREE) A L
185Nk E % Rubin © FEIC X 0 S LT,

c: BIEMEFEICE WBREDLEMZMIE FF*E 510 HHO LDL-C DRX—ZF A L InbOELR, #
590 A#225 540 A HETOD LDL-C DX—R T A b OHBEHE(LRONE) | AEAYE 5%

(T f81)

(k)

AERLORBREEGIL, 7T BAREE 81.5% (655/804 ) . AKIHE 82.7% (671/811 1))
ThHol-e WITNDDORET 5%, FICEROONT-AERFRRIIEZIDODERBY THhoT-,

£8 WITNNORET 5% LICHIA L AEFEFRS (eI RER)

75 B AREE AHNEE

MedDRA PT (804 1) (811 41)
PR IP 11.7 (94) 10.9 (88)
R UFIER/S 11.2 (90) 11.2 (91)
e 1fn 6.7 (54) 6.5 (53)
RGBT 6.1 (49) 6.4 (52)
RAE 4.0 (32) 5.8 (47)
5T B AE 5.0 (40) 3.9 (32)

FEHEIE% GEBUIE)
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BIVERH OB BEI G, 77 AR 102% (82/804 ) . AHKIRE 15.2% (123/811 #1]) T
HoTry WTIDDORET 2%LL EIZFEBO SN -EITER L. EHEN S (77 2 REE 0%
(0/804 1) . AHKIRE2.2% (18/811#) ) ThH-o7=,

(5) FEtEm = L AT m— VIJEREH#EGE (HoFH) B 255 & LIcigst B IR R
B (ORION-5 3tf5#)

[GREBR O]

HoFH & &%, AFl0D LDL-C X TR ZRAEEY 5 72 60 O B E 2l THEHI M
ERBRANESL 13 ik T S iz,

180 HIF D —EEMRMIEIC, 77 B ARIIAAI 300 mg %, #5-1 X090 HHITK T
Beh L7, Z0tk, 540 BREIOIEEHRBIRIC, AAI300mg 2. 77 R (78R
AFIEE) TIEHRE- 180, 270, 450 JT* 630 H HIZ, AFIEE CRANAFIEE) TiIH5 270,
450 KT 630 H HICH G LT,

AR LRDBEL, A7V —=V TRICLL T ORER - 2 & L Sz,

< TP UE >

e 18U L

*  HoFH &&= 12, # L < IXRIBEREO LDL-C 75 500 mg/dL Z# Z.. 732 10 5%
i IRF D B8 (A I D FEIE UL B HeFH Th 5

o EIENRZLZE L TERLTWS

o ZZJERF LDL-C 7% 130 mg/dL LAk

e  R~UZUEY RN 400 mg/dL A

o BB ITBEBMAEEKL CELT., SR LE/MTEN RN

o ARXFUEBRGHROLEIX, AXTFUERKIHE T TEELTBY, AF T
HHTCRWEAX, 2 EL EOAZF L 0H 5D 5 ARICKH L TAMTH S

o JREERTAERSFOHAT, TOHENAZ V—=270 30 HLLERINS —ET
H Y RERHIM A ILIRAOFEE K O &EICAEE TENR

[ R]

(F2hhE)

FEFHMIEE TH D, &5 150 HH O LDL-C OD_X—RA T A L InD DL, £ 9
DEBYTHoT=, AFNI300mg 1T 7 7R &L THEIZLDL-CEZIK T 85 2
EIRENTR T,
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#£9 #5150 HE® LDL-C DR_X— R 5 A 0= (ITT)

75w AREE AHHE
(19 1) (37 1)
NR—2F A4 Ul (mg/dL)
YA - R UE {2 356.7+122.37 294.0+136.29
150 H H ORIEfE (mg/dL)
S A R A 351.7+186.32° 282.7+149.48¢

150 H HOZELER (%) *
fe/h ZFEEIE [95%Cl]

2.39 [—19.98,24.75]

0.70 [—14.03, 15.44]

TR L DELRDE
/N FEEIME [95%CT]

—1.68 [—29.19,25.83]

pfE p=0.9047
— YL
a: LDL-C OXJfEIEL, L FOO~@IZHS< ZLHERAL (multiple imputation washout model) 12 & ¥ #i5g L
7=
O FI7EFRETCO_EERHBOTATOXRAIFEIZR LT MAR 2{KE L THli5E
@ AAFEC_EHERBIMO 2 BT X COEBRIEES 25T, #5180 HAEOT —2 03 E 5T\ AH B
DG 150 H H O XKINZIE MAR Z{E L CTHiSE
@ AFEETOEL OGS 150 B B OXKHENTIE MNAR Z1E LT,

\ZHES &5

L2 100 HOT— Xty Mokt LT, ZEHERMBOBEREZEEHIR, X—A 71D LDL-C %

S B

HEE LT, HEHRORE S A KE LTz ANCOVA #HMA L, 1561 7-F %4 Rubin D HFEIZLY

A LT,
b: 18 f4, ¢ : 34

7%, LDL 7 7 = L 3 2 Efpa R 3 OV LDLR O & {s 7R 4 o4 1T
BIF 55150 HH® LDL-C DX—Z2 T A b OB CERHN) IR 100 LB

D ThHoT=,

(#3) ORION-5 HERTIL, TN TOBE CEEFMEE OFMRER Th 285 150 H B OFEmA
SETT5ET. LDL-C ORIERMIZT 7 2 LY AEMiB EHESN TV, LDL 7 7 = L
AN 2 WELINIX, LDL-C IEMALDL 77 = LY RZ X A HBEZ T H EENT
BY (@IREEEHEB TR OO OIFE R FEIEZRITA K 2023 FhR), 77 = L AE A
DESERITIL, AAFED 76.9% (10/13 Bi) RO ZEREED 57.1% /74 T, 77 =

HEOHEU LT T EREDOT —4

Lo 2 EHit% 2 BELINIZLDL 2 L AT 1 —/LD_— R T A AENE STV,
(#34) LDLR OEAZFH)S null/mull L o> BE TiE, FARZEEIZ LDLR 2833 L TV 70,
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#10 LDL7T 7 = L 3 A F A 5| & O'LDLRE = A5 D
51500 H ODLDL-COX— AT A b DA (R EHIfENT)

| 7T R R e | AFHE o | e
LDL7 7 = L%
1.65 19.95 18.30
v [—45.23, 48.53] [—7.90, 47.80] ‘
—35.36,71.97
(7) (13) . !
6.51 —11.56 1807
FEHE e [—22.51,35.53] [—27.18, 4.05] :
(12) (24) [—51.70, 15.56]
LDLR &{51A!
7.97 8.41 0.44
null/null %4 [—31.64,47.58] [—12.05,28.87] [—45 6'1 46.49]
(3) (10) R
2.49 —2.83 51
FE null/null %Y [—23.81,28.79] [—21.57,15.90] ‘
(16) (27) [—38.44,27.79]

a: /N FEME [95%CH] (130 . b @ e/ ZIRSEIE [95%CL

¢ : KMIfEIX, multiple imputation washout model (£ 9 HIiESM) 12ZES< ZERANEIZL U 5T
L7 Mgtk 07 =4 &y M LT, “EHERMEORGHZBEEDR, ~—2 T4 > LDL
AL AT u— L EEREE LT, REHMORNESEMRGE L7238 48 M L. Rubin ®
FIEIZ LY A Lz,

(Z241k)

ERBIFICRB T 2 EEEFSZORRESIL. 77 R 31.6% (6/19 ) . AHIRE
351% (13/37 %) THotz, WTINAORET 2 FILL EICREO oA ERFLIL, VAL

AMESGEIEG: (77T AR 10.5% (/19 #) . AFIE5.4% (237 ) . LAFFENE) . T
(0% (0/19 #1) . 5.4% (237 %1) ) . FE (0% (0/19 #1) | 5.4% (2374]) ) TH
77,

BRI T 2RERORBREN ST, 77 2R EE0% (0/19 #]) . AFIRE 5.4%

(2/37 41 - Tf~%‘é’fﬂ TR L) Thoio,

FERBMICBIT 2HEELORBRERIL., 77 B R/AFIRET 57.9% (11/19 ) |
AHNAFIEET 55.9% (19/34 ) ThoTc, WITNNOFET 2 FILL RICREO b FF
FHRIX, an T UA VARG (7T B RIAEFIRE 53% (1/19 61) | AH/AFIFE 8.8% (3/34
B) . LARIENE) | EBSEEAELHN (5.3% (/19 61) | 5.9% (2/34 1) ) . ForiE (0%

(0/19 ) | 5.9% (2/3441) ) . REARBEALAE (0% (0/19 #i) | 5.9% (2/34 41) ) |
KERFIEZAE (0% (0/19 B1) | 5.9% (2/34 451)) ) . BERIAE (0% (0/19 ) | 5.9% (2/34
B ) . g (0% (019 f11) . 5.9% (234 41) ) . SIm (0% (0/19 fi) | 5.9% (2/34
f5) ) ThoT,

FERMIMICHT 2RIERHORBLEIGIL, 77 BFEE 0% (0119 ) . AFIEE 2.9%

(1/34 11 - ia‘z%wwr’mf) Tholz,
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4. HEFRIZHOWT

ARANDEIE & 72 % B OBIRK OARAN OG- 2 Bhqd 5N, @it s 2

EWRROOND, ETo, ARG L 725 BE D% <IE, RUIBRERNLE L 2D

T8

EMEDNE W2 ARHFMEH ORI 72 - TE, EFREE~DT 7 & 2 OFI#EM: X

RSN DBERD D,

1)
®

2)

B OBtRIZ 57>

MRz >N\ T

AANOHE N Tz > TOF 37052 A L, BREE IR B O EIER Y R 7 3l %

THEEbic, VAZRTE LCOIRERTIE, FERFE., mIEE, 8RR e

EORREZE +rI B R L, BRI B O FIE T8 - IR D T- O DB A1 L

TWb, —EDORES ®Y 25T 2 EMAFTRT A ThHd &,

(185)  EAGRFFEAHE, i 6 Ll EOBRIHEREAZ 95 2 L, £, 64E0 5 b 3 FELLFITEE
SR T BN (L A\ B 2 B AHE R 2 5 2 &

BhREE(L M R DR U R 7 3D —> DU L LT JAS O [EhRAE(L % BT

BilTA RZA 2 2022 0K 2 (JAS TA KT 4 2 2022 F-fR) ONFEHM L, &

AREEALAEZR B OO NA U 27 Zfhi U, #7220 21T 5 2 &R CTX HERIDITE T

HERTHDHZ &,

FH ~O#SCDOWTIE, YEBOBE ORI Z + 003 2 ERIDITE S

Lk CchHDH L,

EH G U 2 7 EHEHE (RMP) OH1C, AFIOBLGEIRGEH% OV 2 2 il 5 729

DELER S RESENRE LN TND Z 0D, YA 2 @Y i T D ik

ThHDHZ &,

BN D i i A RO R[>V T

BURAR SRS D O - LEMEFORFNFHROEH LT 5 2 & LU H X T
AEFRPIE LG EITEU IR & s B 2l 00T O 2 L FEDES
e AL, [ OERHI N E > TS Z &

KGO Tz > T
) HBEDOBRMBIZHT-->T) ISR SN EEAW Tl THDL 2 &, T 1)

DEAE A 7ok #2252 LN TE, L TOBEEM T ik TH D Z &,

o)

JiERR Iz DT

= L AT 1 — )VIE A DSPRRER DN T3 S H D RN FTR T 5 Z &,
ARENDEFANE 2 EHNAT o 72 BT, BHHFED ZIEIZ OV TOH W 2 @8I
ITHO 2N TEHEMDPFTBT ik THDHZ L,
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@ BN OERG EHRETLO Uiz

o BRGNS OEE - RSO IEOFROER LT 2 L
BEFGIIA LI B OB A & RS 2 AT D
enfE AL, TR OEHINE > TWD 2 &,
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5. BEXG Lo BE

(=R NI

AANZ, LIEA X hORBLY 27 8@, (1) AZFrOmKitHE 9 %2—
EYIFARA L TWA UL (2) AZF UL DIRENEY TR\, BHTOEEBTA R
T4y (BEIJAS A RTA4Y) ZIE X IREEHBAREEICEEL W nEa L
A7 a—/VIIEREIZH L CHERT L ENEETH D,

AR D EE LB G350, & UTIREEHE B ARMEIZE L TWRW FH BE | Bk
LM ROBEEDH 5 BEPHE SN D, BRICHEY LRWGIILAE A 2 b ORI X
JWENEFE 2 BILD non-FH BEIZK T HMHICHTZ>TIX, A¥F D07 Re 77
VAR R RIS T A U R 7 7 7 7 X —OEEORN A EEIZFHE T 5
e,

(FE 6) JOKIi R 2 13, BRI X B EIEMFEBIO ) 2 7 R@mE i (i, BHAEREES) 72 L4 B8 L,

BN Z DBHFIC L > TINLL ERIET 5 2 & A RE Th 5 & HIET LR,

AR OFEEDOBELEDHWIZ T > T, LTOEMZHETINENH D,
1) [non-FH £FE] LIEA X OB A7 B3@mn b, URIZFHMMIZHTZ>T

T, WPV AR Z1DUEETAZEEHLZET D,

O HEENREER (REPOEICKT D BRI I % & te) OBEEEE

@ 7T u—AMENEREE (AL RTTa—L%ME) ZOMOMEEDL ET)
D REAT:JEE

@ FERIFE

@ 1BMER R

® RHEARE R

® ANETHIFEA 27T (%) ICTm Y A7 538 (50~59 5% : 19 LA, 60~69

%o 13 LAk, 70~79 %% : 8 LA L)
10 EM O BIREE( LA DR B OIIE Y A7 2 TRIT 5 227, ALRTHFZED A
71X, JAS WA R A 2 2022 FFRRDE 32 [IZHESWTEET L Z &,

2) [non-FH #% ., FH %] HKMmMAR 9 ox4F o2& (FH B2E, kil
DOOXIIDITFE Y+ 2 BE DM I OWTIE, Y ERR SRR b4y 228122000 &
HIWrd 28, DA EEFEOFERHICOW X, JFRIE LT3 WAL E) 5L
TH, JEEEHEEMIZEEL CWRWD &, F7-. AFIEERNZIZ, 2ZF I
MzT, ZBFITEZHTLHILELEZETDHI &,

3)  [non-FH &, FH BE] A X F UL DIRENHE S e WEE 2OV TR, LLFD
WTFNNICEET D 2 &, B, FFEDA X F O OHDREEZRGE TR E
DA F v ODRERICOHZLT 25 AIIE, DO R ¥ F o O alietE b+ 10
MTHZ &,
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4)

O FEWERAOMEZICID AXF U OMHANKNETHDL Z L,

Q@ AREFUOERANPEREINTNDZ L,

[non-FH %, FH HBE] &L 27 0 — VIJEBREO KK TH 2 BFEE, EH)

R, BRI R QML OB REE MR D U 27 7 7 72— (BERF. &IERE) ok

% & D T-NBHIREN H I ThitTnd Z &,

KB, RKMARED AL F U EZRALTCWAICL b L TIREEHEA AR E
IVATR—/VISERE TIL, FHZ% O 2 ENEETH D Y, FH BE OB
B+l BT DEMEMKT 22 & bRt o2&,
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6. REICBRLTHETEHH

o)

BFBRIIC DN T

AHNOVERREF 26 | BRRAIIZ HoFH & 2Wr Sz iBFH Toh > TH LDLR OIEHLN
WO LD BE T, AFOFEIENBIFRFTE LB 2650, —H0 HoFH &
#F (Bl 2 13k REE 2 KR LDLR) Tld, AAIOAETIFRETE 7220,

HoFH & ~DEGIZE L T, 3. BRG] OHONEZZFI L, AFDOHE)
PRIZOWTHITHE LTz BT, AFNC K DR OGS 2 EEIHET5 2 &,
ARANDEAT R L BOE OBEEE D & 2 BF T L IR ORGP EZTH 5
e, \HE LW &,

B REE AR BIEIE DA U X 7 BFE DIRIE OFE & e RIE, B2 O il D
A RTA LV EBRT D L,

B 572N T

AZF OGNSRV ERE, AFTFUERHTLZ &,

WA 5-4% O i AR OB E OREESE 2 B .00 ., ARFI D B G-k D w5 % i
THZ L,

JAS A KT A > 2022 IR % B & 780 72 5@ < i AP BBl & & I L i
THI L, B, JAS A KT A2 2022 FFRRTlE, BG-BAAE . PAFEMIX 2~3 A
FREE, LIBE 3~6 1 AIZ 1 IR, EHICHMEZIT) ZENREE L E IR T
%, AHKIDO LDL-C DIKFERANRRED HIWEE TIE, BARLEEETITRAD
BehERIETSZ b,

WA SR 2, SOEIRTE 338 D3Rt~ 5 ORI JE D & AHI 0 Rk K OV (Efif H
D= OB ERE B L TOBERT2 Z &,

AFK|DO RMP &3t L, ZEMERFTFEEHERT D 2 L,

AR DOFEIZ XD LDL-C 28 RIEIAR T4 2 vleMA & 5, LDL-C Ot 72K AE 2
FEHIMET 2 2 &3, BRI T 289 2 B8 1Sk 2%, BRMIC
E ORI E B 2 DI TIT W), EE LTSI L,
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