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A7 VT F M) U LABAIORBEERHEESN A FT7 4 1250 T

REMBOEE EEOREARTEH 2016 (R 2846 A 2 HEERE) o8
W EHHEEROFERAOKE(IEEZ KD Z ERNEVAENZZI L 2%
T EFHEER P BN ELRBEICREBETI-DICRBEFHAHET A R
TAVEERTHZEELTWVET,

SR, A7 VT F M) v ARE (RFTEL : V7 A K TE 300 mg
VI VERFERTAROEEBEETEEZNGO LB RBEFEAMEST A N T4
VELTMYVELDELEDOT, ZOMERICH > T, AL KT A0
DWTEEIND LY BEENOEREEROCERICHTIEAMERBE L
£9,

7B, RBHOE LW HWT, BIEORBRAMMEE CIZEBHERKTHDT,
SOEHRLEZET,
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1. IZC®HIZ

EZEhDFIM - ZEMEOFREOTZDIZIT, A TEZ I CE SV EERER RS
bIvd, LT, IEEORZEFMOESIC XY | MEERL SO 2 TR ERESE
rATOEELBERINAF T, TN ODEEGLEEITNKHE &4 3 BFITEEIC 2
TOZENBRBEOREL 2o TRY | REMBGEE L EDOEARSTE 2016 (Fhk 28 4
6 H 2 BEEIRE) ICBWVWTH, EFNEELZOHERAOREHEELZRL - L L an
T3,

FRIERBFE 2 H 3 2 EEML, FEERSEEM T 0 7 7 A L RBEDERG & 5
DINIRRDZENDD, ZDD, AIEROLEMICET A ERN+0ERIND
ETOM, SREEMOBELZMIZT I ENHFINIBEICH L TERTA L &
B2, BIEREDREL LRIV E LR E & D 2 & NARER—E DB 27 3 ok
BECHEATIZENEETH S,

LIeBoT, BHAFT7A4 0Tt ARERSCINETITB LN TV AEFEE -
MFERRMICESE | UTOERLOKEREMA 2 HET 2B A b LEAREE, ZX
FROEEEEERT,

REB, BUA 74 0%, MIITBUEANERE G EFSIRR AR, — i AEABAR
ERNBES, —REHEA B ARERBRS, —BHEFEN B ABIRELES . —ikd
MEABART 7 = U ZAZERO—EAEEN B ANEZEFZEOB DG & 1EFK L,

HREMDEREM : L7 AR TFE0mg ) o
(—fs A7 )T R wL)

RRERAPEVINE : FEMEI VAT e —LME, 2L 27 o —/»LIkE
22l LTFonFi b3 HaIcms,
CLIMEA N RDOFERY R 7 BREN
* HMG-CoA ;B R EA THRA T4, Xid HMG-CoA &t
BERAERNC X AIRENE S 20

HREDDRERVRE : BE, RAIZEA 7T 7 U ae LT 1 E300mg %
ME, 3VABRICETEREL, U6 A 1 EIOMB TR T#%
5323,

WERFTESR : /T4 RT7 7 —< KRS




2. AR O, (ERMF

BIAREE (LIER R (BRIC. OFEEZTLE LIORA, NEE - fZEhadoe L
S RR) 1T, A TOERETCOERTHS V. BREILORIE - ERIISHRDE
BEFOERVICE-TRXEZENDZEAMLNTEY , ZF0EERGKRRATF L L
TEHILATFa— VIERH D, £z, £ OMEERI L, BREEUAREAI VAT
m—,L (LDL-C) [EZETFT S5 L LMmEA X b R BETT2ZEMRALNITR
STEY . Ea VAT —/VIEICEWNT, I LAFa—A0FTh, LDL-C EZEFH
TEZENELEETHS & S, BIREERBO T2 B E LI-BHEREL LT
BRI T3 2,

R IER BOEBIRE RITR BDREN A R T4 B0 T, B OBIRE( LR
R F I ESWC BRI U - BRI LM R IC K AT O U A 715 U T LDL-C fED
HEEEENREIN TV D, BFEOEERE, RFREROEMIERE B RRZIT T
WBIZ B 53 LDL-C [EQEHE BEEZ ER L TWRWEENR Y | BIlREELIER
BORETHOBATIIEELRFETH 5,

DX D REERICES . EEOBE CHRA o R EER = L AT v —/VIUE

(FH) Y& VAT o—VIEREZRRIC, L2/ EARTE30mg U Y (—
e A7 VI F MY A BT TERA L5, ) ORENMTORZ, RANL,
HMG-CoA BILEHEMER (RFF V) T HREMENMENEDOHBANDAF F I
I ABENES R VBFIIRETHHEERE, AXTF U LHRAT R E LTHAERN
fThhi,

KFNL, ToEAEEREEEY TFY v/ rx v 98 (PCSK9) EREE — K
3% mRNA #iZEH & LB FTH ) REEEE (siRNA) 18RI TH Y . RNA THEA
I £ Y PCSK9 mRNA D3R % (R 2 FRIERBFORATH D, AFIDEMERST T
55 GalNAc (T FHBEERICERRETH7 7 o EEAZAEMR (ASGPR) IZHEAT 57
B, AFNTT L KA b= R X D FHRICERYIAEN S L OREF STV D, ZOH
B2 X - CTAFIMBFFHBEANICERVIAENT-DH, RNA FSERAIZ L Y PCSKImRNA O
SSERAMRIE X, PCSK9 EAEDRBITE T 5, PCSK9 iX LDL %%k (LDLR) &
ALY Y Y —AIZL 5 LDLR DORERET 2&EEEF T2 Z &b AH|D PCSK9
FBETEAIC LY Ak Lo LDLR E/3#/M L. LDLR (2 &% LDL-C DEY &
BB EES N, BROLFOLDL-CRTEAZ L-6T Z e HifFENh 5,



KN 3755%
SR B AGRIRFIZEMl 21T o 7= TR BEERRBROKE L =T,

(1) MaLATo—)VifERE (FH ~7 oia (HeFH) B¥ 538 &xigd L
[EP S T FREk (ORION-15 R Bk)

[FRBR O E]

LDL-C BfEDLIME A N FORBEY 27 NEWVEREMEE I L AT o —/LiE
(non-FH) ¥ KU HeFH BF #1312, AFID LDL-C K TIERA 2T 5= 0E
1ER . —E SR TREMI LIRS EA 42 fisk TEMB S 7z,

52 BEOEHIMEIC, 77 AR, &K 100 mg, 200mg XiZ300mg %, 3 WA X
2ERTHRELZR, T06 W HEIZ 1 IR TFHRE LT,
HRERDBEL, A7V —= UV TRHCUTOEERHTZ L & &k,

< FABIREAE>
s 20i%LLE
¢« OEBIRKREDELET 2. QB RBRFE(LEE (AS) @ [@fRE(LMEEERT
BiHA RS A 2017 FfR) 2 JAS HA RTA4 22017 F/R) @ TEY R 124y
¥Ihd, XiX@HeFH #HF9 5
* LDL-C BLATFIZEZE T3
> FEENRREOEE2HE L, HeFH & L ITAMTEGEH 2 H T84, XiIE
BREBROBEFEROFERBZ A L. oo U 27 RF GELFEMEMEE, *
HEGRE, BERIBR., 224K vy Fo—o, FERBRRFOESR.
WE) #F 9 5846 : 70 mg/dL LA L
> HENREEOHEEL2ETANRLEOY RVRFEE IV, XITEEIRERD
BLE %28 & 72V HeFH M4 : 100 mg/dL 2L L
> JASHA RSA 2017 FERD [FHUR7 | IZHEENDEHE : 120 mg/dL L E
o ZERERF RN Y 7 U &Y K2 400 mg/dL i
o BHARADKREKMAIEIRE (eGFR) #EXCHEH &h 7z eGFR 25 30 mL/43/1.73 m*#8
o ARIFUREHROHEIT. AEFUERKHAR ®Y THRELTEY, RFFL#
ERTRWGEEIX, 2R EH 1BEDRAZF U LTAMTH S
» JEBEETAKRSFOHEIL. TORENRZ )V —=7D 30 BLLERINL—ET
H0., B5 180 A HEF CEHOBEROHABICEETER 2N
(ED) BETERVATESEPREBET L2, RAIF U EHNCHERTE 3R KRR,

[FER]
(FZhE)



FEIVMER THD, #5180 HED LDL-C DR—R 5 A UNHDEALRIIFE 1 O
EBYVTHY AF300mg iE7 7R LB L THEEICLDL-CEZETIELZ LR

SENTz,

F1 HE5180 HED LDL-C D_X—2X T A b DEA(LE (FAS)

7T AREE A&l 100 mg B | 7Kl 200 mg # AF( 300 mg B
(57 #) (55 f) (101 451) (99 )
R—RAF5 A E (mg/dL)
EHEIEERE 113.1+32.23 113.4+33.14 116.6+39.35 112.2+35.50
180 H H DHEE (mg/dL)
SEHE R RE 117.4%39.73b 54.1+£29.08 51.9+31.81 44.6+28.29°
180 H B DEFE (%) 2

_ 9.0 —476 —51.9 —56.3
B/ —RTHME [95%Cl] [3.5,14.5] ® | [—534, —41.8] | [—56.8, —47.0] | [—61.1, —51.4] ¢
FTERBELEOELEDE?

_ —56.6 —60.9 —65.3
B/ PR [95%C1 B [—642, —49.0] | [—67.6, —54.3] | [—72.0, —58.6]
pf& p<0.0001 p<0.0001 p<0.0001

— YL

a: B ERE, ML, FEMRAEBREHOKTAER, R—RATA VEORYF U TEOMOIEEETH
OEROHEEXETDR, N—RX5A 0 LDL-C Z#EEL425 MMRM (Gto8HEEE AR(Q). &H
DOEZRABRE L 75 EARBEOKEUC SV TIT Dunnett 512 & W BRE DL EM % FAE)

b:56 %, c: 96 %l

(Z£f)

BEBZRORREGIL., 77 2 REE84.2% (48/57 ) . AK| 100 mg F¥ 89.1% (49/55
%)) . 200 mg B¥ 83.2% (84/101 f5) . 300 mg #¥ 80.8% (80/99 ffil) T o7z, VT AL
DEETS%NULICRBDOONTZFEEFRIIR2DLEBN ThHhoT,



K2 VTNDOBETS%U LR ONIFEFR (REMITIRER)

77 REE |AFl 100 mg F | A<H| 200 mg #| A<F] 300 mg B
SleiREa (57 i) (55 fi) (101 f41) (99 1)
FER 123 (7) 145 (8) 11.9 (12) 18.2 (18)
oy | — /R B OFERIF 17.5 (10) 12.7 (7) 109 (11) 15.2 (15)
FERA 8.8 (5) 20.0 (11) 11.9 (12) 12.1 (12)
EHE 8.8 (5) 10.9 (6) 3.0 (3) 8.1 (8)
BERk 10.5 (6) 1.8 (1) 2.0 (2) 7.1 (7)
UREER 5.3 (3) 73 (4) 5.9 (6) 7.1 (7)
COVID-19 3.5 (2) 14.5 (8) 5.9 (6) 6.1 (6)
EHREALEUS 3.5 (2) 55 (3) 11.9 (12) 6.1 (6)
U7 F BT AER 14.0 (8) 1.8 (1) 5.0 (5) 5.1 (5)
04 0 (0) 1.8 (1) 2.0 (2) 5.1 (5)
M s L7 FoRRRxF—EHhn 7.0 (4) 1.8 (1) 3.0 (3) 5.1 (5)
C-RIGHEE B #EM 0 (0) 1.8 (1) 1.0 (1) 5.1 (5)
A 8.8 (5) 55 (3) 3.0 (3) 3.0 (3)
HiE 5.3 (3) 73 (4) 3.0 (3) 3.0 (3)
RA Y 7.0 (4) 1.8 (1) 2.0 (2) 2.0 (2)
TH 1.8 (1) 7.3 (4) 5.0 (5) 1.0 (1)
FER SRR 7.0 (4) 0 (0) 0 (0) 0 (0)
HKED 5.3 (3) 1.8 (1) 3.0 (3) 0 (0)

FEREIE% (FEIRFI)

BIERHORBEIEIL. 77 BRBE 10.5% (6/57 ) . &K 100 mg # 7.3% (4/55 f) .
200 mg & 13.9% (14/101 #1) . 300 mg & 13.1% (13/99 ) Thotz, WTNIDEET
3%LL BITRRD DN TBIWERIL, RIS (777 BEAREE 3.5% (2/57 #1) , A%l 100 mg
B 5.5% (3/5541) . 200 mg # 10.9% (11/101 ) . 300 mg #£ 5.1% (5/99 ) ) R UUw
FY LT FrRARST—EIN (77 2 REE 0% (0/57 1) . AF| 100 mg & 0% (0/55
) . 200 mg # 0% (0/101 1) . 300mg &£ 3.0% (3/99 ) ) TH o',

(2) HeFH BEZREE LS HMAAHER (ORION-9 7X5R)

[RBoME]

LDL-C & fE D HeFH BF # X512, AHFID LDL-C (K TIEA 2 RIET D72 DD EIEA
b Z EERIATRER L BGRBR O MBS 47 MRk CEME S iz,

540 BRI OREBRHMIC, 77 R UIAKI300mg 2. 3 VARBZIZ2BETFHRE L
%, 6 VABXIC2E@BETHSLE,
XMREIRDBET, A7) =V TERICUTORELR -+ & & &N,

< FpEINETE>

o 18 E

* HeFH ¢ BRT2ZE. XUIRIEERFD LDL-C 75 190 mg/dL ## %, 7> FH DFK
FE. FH A INAEa VAT v —/VlES L < I3 BERBMEREERRBORKIERE &
95



o [EKEEMEZEFELTERLTVD

» LDL-C 7% 100 mg/dL LAk

o ZEfERE R Y F U YU KA 400 mg/dL A

» eGFR 3 30 mL/55#8

o AFZFUBEHOBEGIT. AFFUERKMAR ® TEHELTEY, AFFUE
i CRaWVWESIT. 2BEULDORZF U OH bW A AEICK LTANTH D

o [BHETHERSTOHEASIE. FORAENRZ )V —=270 30 BU ERIPL—ET
by, KRG TIIRFOBARVCARICERETEN RV

[ER]
(B ahtE)

FEIMEE ThHh D, 5510 HED LDL-C DX—R 7 A inb DELEROEE
90 A#%A 5 540 H B £ TO LDL-C D_—RA T A »in b OHIFFEHERRIT, K3 0L
BYThol, AHI300mg 77 R KB LU THERICLDL-CEZETSELT &R
NEILT,



#3 LDL-C D_X—ZF A b DZEZE (ITT)

7' REE AFIEE
N—2F A (mg/dL)
iz 240 242
I E = AR e 154.7+58.07 151.4 1.50.36
510 B B OBIFEME (mg/dL)
g 229 231
FEME LA R E 162.41+69.21 91.5+56.07
510 AEDELE (%) *
ik 240 242
BN FEHE [95%CI] 8.22 [4.27,12.16] —39.67 [—43.72, —35.62]
TIEREEEDEEDE
B/N_REHME [95%CI] - —47.89 [—53.52, —42.26]
pfE® p<0.0001
90 A#A25 540 H B £ TOHBTEHLEE (%) b
k= 240 242
BADZFFEME [95%CI] 6.22 [3.26,9.17] —38.08 [—41.03, —35.14]
TTERFEE OELRDE
B/NZHRFIME [95%CI] — —44.30 [—48.48, —40.12]
pfE® p<0.0001
— YA L

a:LDL-C DRANEIZ, UTOO~OIZESW =L EMNAE (multiple imputation washout model) 12 X v #§
ELE,
O TIFERBETOTRTORAMEICT LT MAR 2{KE L THE
@ FABETAETSTOBRREREZZT, R5 540 BEOT— 2 REBELNTWABEEORE 510 A
HORANZIE MAR % {RE L THE
@ FHFETOEDY DEL 510 BEDOXKANTIZI MNAR #REL T, EEOELLET7 T RBEDTF—
oS xR
MWL 100 @EOT—4 2y MK LT, BEHRZETHR, N—2F4( D LDL-C ¥ E£EEL Li-
ANCOVA ZHEA L., Bbh7=fER% Rubin D HEIZ X 0 HE LT,
b:LDL-C OXANEIZ. UTFTORUVOIESNW-LERAIE (control-based pattern mixture model) 12 & v %
=L,
© BBRETHOTSTORAMEICT LT MAR Z2{KE L TH%
@ WERPLHAOT-ATOREMEICE LT MNAR 2ELT, EEOERIL/~ ST RBOTF—#
ESEH5T
WELE 100 AOT—4F+ v MERF LT, RE5HE, TR, #E5H - TMTS0REERBESD
R, N—RXF7A4DLDL-C ##£EE L L7z MMRM (GEOE#HSIIERE) 2BH L. Bohi-FEs
Rubin ®FEIZ L 0 8 LT,
c: EEMEFEIZLVRECEZEEEZAE FRES510 BEDLDL-C D_—R2F 4 U inb OE{RE, #2590
B2 5 540 B B £ TO LDL-C DX—RF A U5 b ORI ROIE) | HEAKE 5% (W)

(Z4M)
HEZZORBERIL. 77 vREE71.7% (172240 f5l) . AHIEE 76.8% (185/241 )
Tholz, WITHNNDOHETS% U EICEBOONEEERTRIIRIDLBY Thotx,




F4 WTNPOETS%U EZRBD N AEEFS (REMMITRER)

75 R AFEE

MedDRA PT (240 51) (241 1)
_EMEEAS 8.3 (20) 11.6 (28)
RO 0 (0) 9.1 (22)
EHR 42 (10) 7.1 (17)
F&EE R 6.7 (16) 6.6 (16)
% 8.8 (21) 5.4 (13)

FEBREE% (BHHIF)

BEIfEA ORBEISIT. 7T B REE42% (10240 1) | AFIEE 24.1% (58/241 ) TH
ST, WTENNOEET 3% LI b ZBIFERIIL, BEREMRE (77 2R H 0%
(0/240 f5il) . AFIEE 0.1% (22/241 ) ) . TEHENLALBE (777 AR 0% (0/240 B1) |
AFIFE3.7% (9241 i) ) Th-o7z,

(3) @=L AT u—/VIiE (HeFH 2 51p) BEZXIR L LB IR (ORION-
10 3XBR)

(BR8]

ASCVD DEFfE%H 9% LDL-C BEDBE ZXRIZ, AAID LDL-C (K TEM Z R
T 5 OEEAL ZEESRICTTRER LERBR S 146 Mk THEM S iz,

540 AR ORBREARIC, 7T R XIIAFI300mg 2. 3 W ABXIZ2BE TERE L
%, 6 VAR 2BETHRE L,

WG LR BBREIL RV —=UTRICUTOREELH-TI L L s,

< F o BIREAE>

« 18mLLLE

s ASCVD GEBIRMELER, BMFEEIRETIER) OBREZHATS

 LDL-C 2% 70 mg/dL LA E

o ZEREEE LY Z U kU K% 400 mg/dL i

o BEWNNIIBBHEAEHEL TCBLT, SBLERFENZV

o REFUBEROBEAIT, AFZFUERKMAL ®P TRELTREY . AFTF UK
EfRCRVESIT. 2BEUEDAFF L OH LD AR L TARMTH D

o [EEETHEEFTOHEEIT. FORAENAZ ) —=270 30 BLLERIRL—ET
Ho . RREEHIIEFOBERERVCARICERTFEN R

[#R]
(B ZE)
FTESEIEE Ch A, &5 510 HE® LDL-C DR—R T A Vb DEREROEE
90 H#%D>5 540 A B £ TP LDL-C DR_X—A T A b ORI E(LRIT, K508



BY ThHolz, AAI300mg 1377 A L B L THEIC LDL-C EERET&#5 2 &8

RENT,

#& 5 LDL-C D_X—ZF7 A4 b OE{E (ITT)

7 T REE AHIEE

N—2%5 4l (mg/dL)

% 780 781

ERE T ERE 104.8+37.03 104.5+39.57
510 H B DAIEME (mg/dL)

B3 666 691

EHE B ERE 102.3 £43.00 45.7%+32.90
510 B EDZEILE (%) @

B~ 780 781

&/ RV HIE [95%Cl

0.96 [—1.48,3.40]

—51.28 [—53.76, —48.81]

T EREEE OB ROZE
BN ZRFHE [95%CI]

—52.24 [—55.65, —48.83]

pilEe p<0.0001
90 B 5 540 H B ¥ TOHMEHLELE (%) b
e 780 781

BN ZFRFHEE [95%CI]

2.51 [0.77,4.25]

—51.27 [—53.00, —49.54]

T EREEE OELRDE
BN ZFFEHE [95%Cl] - —53.78 [—56.23, —51.33]
pfE® p<0.0001

— YA L

a: LDL-C M/RBfEIX. multiple imputation washout model (35 3 HIEZEMR) ICESSLENRAEIC LV EEL
oo WELIZ100EOT—F Ty M LT, BEBEZEEDR, N—R54( 0 LDL-C 2 £EEL L

ANCOVA #®HRA L. Bon=#EHR% Rubin ©FEIC

LA L7,

: LDL-C @ XBIfEIL. control-based pattern mixture model (3 3 MIFEZMR) ICESKZERAEICL vz L
Teo WELIZI0EOT =2y MO LT, BE5H, FMEEA, BERLENSOXREER*EED
R AN—RATA D LDL-C ZHEE L Lz MMRM (G640 #i% 3 EEH%E) 28/ L. B 5 hi- /52 % Rubin

WIFTHRIC LY #ha L,

EFIEFEICLVBRFOLZENHHE BESIOERDOIDI-COR—AFT AL In6OERE, #590 A

#Hs 540 A B ECOLDL-C D-3—R T L8 OB FES L EDIE) | 7

(Z2f)

BEKHE 5% (FE{Al)

FEESORBAEEIT, 77 2 REE 74.8% (582/778 ) . AFKIEE 73.5% (574/781 )
Tholc, WTNDPORETS%LEIZRDONF-HAEERIIR 6D LY ThoTo,

£6 WTNAORT %A LIRS bR EERS (LRt RER)
75w REE ARHFE
MedDRA PT (778 fAl) (781 f8l)
VE R 13.9 (108) 15.4 (120)
AT 5.4 (42) 5.4 (42)
E R 5.0 (39) 5.0 (39)
REZ PR 3.9 (30) 5.9 (46)
PRIk R 42 (33) 50 (39)

EEEE% (EREIE)

10




BIEE ORBEEIA L. 7T BREE109% (85778 ) . AKEE 13.4% (105/781 ) T
BT, WTILOBET 2%8L 2B 0 b N -BIER X EHAER (77 TR EE 0.4%
(3/778 i) . AKIBE2.9% (23/78141) ) . FERIR (77 EREE12% (9778 ) | &
FIFE 2.3% (18/781451) ) Th o7z,

(4) Bz L 27 u—/VIE (HeFH 251e) BE XI5 L LESNEIFEFIER (ORION-
11 3B

[RBROME]

ASCVD OBEFEXIT ASCVD LRZD Y 27 ®2%HF94 5% LDL-C BENEE ZXHR
(2. &K LDL-C & FIER ZHEET 5 7= OE(EA L — B BRI TR LB e

&\ 72 HEFk TEM S T,
(H#2) 2 BIgERRS. FH X7 530 F AV R0 2a7E L ZRSO S O Tl Lz D& 4 ~
YR 108 ) X7 3 20%8 E (B LDL-C 100 mg/dL i) & EZ LTz,

540 AIORBRHEIC, 7T R IIAFI 300mg &, 3 W ABXIC2EKLTHRE L
%, 6 TARBEIZ2E@ETHES L,
HBLRHBEEIL, A7V —=V TRICUTOEERH-T IS,

< FERTIREE>

+ 18mULE

e ASCVD GEFEINRM.OEREA, M E EE UIRHBIIRER) OBEE, XX ASCVD &
A&y Ry &2 285545

e LDL-C %, ASCVD OBEA# AT 5B A1E 70 mg/dL LLE, ASCVD LRI%ED I 27
2 2 H93 5HE1E 100 mg/dL UL E

o ZEREEE LY 7 U &Y KA 400 mg/dL i

e eGFR ¥ 30 mL/53H

o« RFFUBEFOBEEIT. RAFFURBKHAR TV TRELTRY, AFF UK
EfCRWESIT. 2BEULORZF L OH 6 AR LTARMTH S

o [EEETHEBELEFOEEIT. FORENRAS J—=70 30 BELERIL—ET
Ho, RRYMFIIERHOBERVHARZICERTENR R

[HF]

(B 2hE)

TEIHIES TH D, HE5 510 HED LDL-C DR—RA T A Vb DELERVOES
90 H#7>5 540 H B £ TO LDL-C D_X—RA T A b OHRIEHELEIX, RTDL
BY CThotz, AF300mg i7" 7R &L THEICLDL-CEZET SIS L2
T,

11



F7 LDL-C D_R—R T A UM bDEFE (ITT)

B/IN_FEHIE [95%CI]

7SR AHFNEE

N—ZF A & (mg/dL)

R 807 810

Y+ i HE g 2 103.7£36.39 107.2 L4181
510 A EORIZEME (mg/dL)

FilEk 739 724

EHE B R R 105.3+43.77 53.5+35.10
510 B BDELE (%) °

%k 807 810

B/ ZRFEHE [95%CT] 4.04 [1.76,6.31] |—45.82 [—48.16, —43.48]

T ERELEOELEROE

—49.85 [—53.07, —46.64]

piEe© p<0.0001

90 B4 5 540 H B £ TOHBEHZELE (%) b
% 807 810
B/ ZFFIE [95%CI] 3.35 [1.65,5.05] |—4582 [—47.52, —44.13]
T EREEOERERDE
B/INZRFHME [95%CI] = —49.17 [—51.57, —46.77]
pfE® p<0.0001

— DERYAL

a: LDL-C ®RAIEIX, multiple imputation washout model (3 3 JHIIEZRR) IKCE S EERAEICLY
WELI, WEL 100 EOT -4y MM LT, HEHZEEHR, X—RF A O LDL-C %
HEEL L7 ANCOVA @R L. BoN7-#E% Rubin DFEICL VA LT,

b : LDL-C D/RBIfEIE, control-based pattern mixture model (3% 3 HIEZRR) ITESK L ERALICLY
MELI, WRELZI0EOT —4 &y Mot LT, 58, FHHERA, R58TMmES0RTE
ERZEEDR. X—RX 74 O LDL-C ##ZFE L L7~ MMRM (GEo8is i3\ 28R L.

/o ER%Z Rubin O FEIC L Y & L=,

c: EEMEFIECIVREDSEMLTE (BE5 510 BE® LDL-C OD=—X T4 b DELR, &

590 B#MG 540 BB ETO LDL-C O_—RA 5 A b OB EHELZED)IE) |

(T a)

(&)

BKE 5%

HEERORBREIEGIX. 77 B ARE 81.5% (655/804 1) . A<HKIBE 82.7% (671/811 i)
ThHolz, WTNPDEETSWUALICED ON-EERERIIEXZSDEBY ThoTr,

RS WVITNHPORTS%LULICRBA L= FEESR (REMMITHRER)

TSR AHBE

MedDRA PT (804 1) (811 fl)
¥ RIR 11.7 (94) 10.9 (88)
Rl EEDS 11.2 (90) 11.2 (91)
& I E 6.7 (54) 6.5 (53)
L RoE 6.1 (49) 6.4 (52)
EE 40 (32) 5.8 (47)
ERMEBEETE 5.0 (40) 3.9 (32)

FEHEE% (FEHRBB)




BIEA ORBREIAIT, 77 EREE102% (82/804 ) . AFKIEE 15.2% (123/811 i) T
Hotr, WTENDOEET 2% EICiRd S -BITERIE. EFREMRE (77 B R F 0%
(0/804 i) . AFIFE2.2% (18/811 ) ) Th o7,

(5) Kt = L AT o —/VIEREEAE (HoFH) BAFEZxR L Lz S IER
Bk (ORION-5 k)
[RBROBME]

HoFH B#& #5812, AF D LDL-C [ETFEAZRILT 572 OBERLLATE L
BRERBR 2SN 13 HRR THEM iz,

180 Ao —ESHRHREIC. 77 B RUIAHFI 300 mg . &5 1 KU90 HBIZKET
BE Lz, #0O%, 540 AEOFKERMIC, 2K 300mg &2, T ERE (FF7EAH/
AKIEE) TrI%5 180, 270, 450 K 10630 A Bz, AAI#E (KFI/AZIF) TlI&E 270,
450 1630 H Bk 5 LTz,

WBLRDBREIZ. A7) = RICUTOREERFK-TZ L Eahi,

< FERERRELE>

o« 18mLE

o HoFH L #tmTaoMr. & L < l3RIAHE¥ O LDL-C 2% 500 mg/dL 2 2. 7> 10 &%
RIWFFOHEAEDORIESIFTH L HeFH TH 5

o [EAEFEZEELTERLTVD

»  ZZfERF LDL-C %% 130 mg/dL LA k=

e U Z Y'Y K400 mg/dL Kk

o BENIBBHEEERELTRBLT., 4B LERTENLZV

o ZAFUBREHROBEIE, A FUERKMAR @Y TREL TR, AFFUE
EfCRWESIT. 2BEULEORXFFLroH b2 AEIH LTARMTH D

o JEEETHHESTOHEET., FORENRAZ YV —=270 30 BLLAIAL—ET
H 0, BRI T IEFOBEROCAECEETEN R

[#E#]

(R i)

TEIMIEE THD. BS5 150 HEB D LDL-C D_X—RAF 1 Vb OEMET, K9
DEBNThot, AF300mg 17 TR B L TERICLDL-CEXZEKTEESZ
EATRENTR I T,
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%9 #5150 HE D LDL-C D_—ZF5 4 b DEE (ITT)

75 R AFIEE
(19 #1) (37 #1)
_R—2F A (B (mg/dL)
T T HE (= 356.7£122.37 294.0+136.29
150 H BOBEEME (mg/dL)
EHEEERERE 351.7+186.32° 282.7+149.48¢

150 A BEDOELE (%) °
B/ ZFFEEME [95%CI]

2.39 [—19.98,24.75]

0.70 [—14.03, 15.44]

TR EOE{bEDE:
BN ZRFHE [95%CI] - —1.68 [—29.19, 25.83]
p & p=0.9047

— i REYARL

a: LDL-C ORBEIL, UTOO~@IE3< HEARAE (multiple imputation washout model) 1= L ¥ #52 L

7=

O TI7EFRETO_EERPBAOTXTOXRANEICK LT MAR 2{KE LTHSE

@ FHBCESRIMOLETARTOBRRERELZZ 1T . HE5180 REDT—INELN TV EEE

D5 150 B B OXKANCIE MAR 2 {RE LTS

® FHEFETOEY OFE 150 B B OKRANCTIZ MNAR #{KE LT,

IESERT

WELEZI0EOT —4Ey MR LT, —ESREHAOBRSHLEEDRE, ~—RA 5D LDLC %
HEEL LT, BEREORESBEZRE L7 ANCOVA AL, Boh 4R % Rubin ®FEICLY

fit& L,
b: 18 ffl, c: 34 #

723, LDL 7 7 = L I AERA R 3 KO LDLR OEEFHRA] 9 oissEIIC
BT 5EE 150 HE O LDL-C D_X—R 5 A 236 OER (B 1IEF 100 B

D Chot,

(3) ORION-5 R TIE, TR TOAE TEETLMER OERATHHIES 150 B B O
SETT2F T, LDL-C ®RTEREIZ7 7z L i g HTIh v, LDL 77 = -
TAEMER 2 BEILIMIE, LDL-CHIEEALDL 7 7 = LRI L AEES S ITH L 3nT
BN (BIRECERETHOLZDOIEEREESRI A F202B3FRK) . 77 = LY AERA
DEFERTIZ, FFBED 76.9% (10/13 F1) BOT 5 RED 57.1% W71H) T, 77 =

CROEULETSERBEOTF—F

brse 2 KR 2 MRTLAPIZ LDL 2 LAT B— LD ~i— A 5 . AERBIE Sh T,
(¥4) LDLR OEETEAS null/null B D BE T3, AFMIAREIC LDLR AFE LT 20,
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#10 LDL7 7 = L ¥ AEuHA &5 & ULDLRE = AB D
51508 B OLDL-CHOX—Z T A B0 (E4EEART)

| FoexREE=~ | AFUBE = | BRI
IDL7 7= LR
1.65 19.95 30
=i [—45.23, 48.53] [—7.90, 47.80] .
—35.36,71.97
(7) (13) L ’ :
6.51 —11.56 e
FEEH [—22.51, 35.53] [(—27.18, 4.05] [—51 70'15 561
(12) (24) T
LDLR &i=F4
7.97 8.41 0.44
null/null & [—31.64, 47.58] [—12.05,28.87] :
’ —45.61, 46.49
(3) (10) [ J
2.49 —2.83 e
FE null/null %4 [—23.81, 28.79] [—21.57,15.90] _ ‘
(16) 27) [—38.44,27.79]

a: BR/NZREHE [95%CI] (F1ER). b BN _FFEHE [95%CI)

¢ : KBIEIZ., multiple imputation washoutmodel (3% 9 MIIEEMR) ICE 3 ZERNEIC L W #i5E
Lz HEHEOT—FEy M LT, _EERBMOKRERZEEPHR. X~ 274 O LDL
oL ATR—LVERERE LT, REBRAOTESBERE Lickn#oZEA L. Rubin ©
FEZLVHFE L,

(Z4ME)

TEERYFRIICBII2AEERORBEIGIL, 7 EREE31.6% (6/19 #1) | ARKEE
35.1% (1337 f5l) THoT=, WTFNHOBET2 FILL EICRO ONTHFEERIT, VAL
ZMEERBYE (77T BREE10.5% (19 F) | AFI#E 5.4% 23741 . LLTENIE) . F
# (0% (019 %) | 5.4% (23761 ) . FE (0% (0/19 ) | 5.4% (2B7H) ) TH
27,

TEESHRERICRIT 2EWERORBREIAIL. 7T EREE0% (019 B) . AFIEE 5.4%

(2/37 5 : FHI - FEL THE 1) Thol,

FERVFICRBITIEEERORBRE ST, 77 BA/AHBET 57.9% (11719 6 |
AKAFIEET 55.9% (1934 ) ThHotz, WITNLOFHT2HL LIZRO O FE
FHERIT, o FUA VARG (7T 2 R/IAERE 53% (119 B1) | AFI/AFIEE 8.8% (3/34
F) . LATRNE) . EFEAELLEM (5.3% (1/19 #1) | 5.9% (/34 #1) ) | iE (0%

(0/19 1) . 5.9% (234 %)) ) . KERIE/LIE (0% (0/19 #) . 5.9% (2/34 f51) ) .
KEnfrFezE (0% (019 Fl) | 5.9% (234 6) ) . FERHE (0% (0/19 F) . 5.9% (2/34
#l) ) . Mk (0% 01961 . 5.9% (3461 ) . 2IF (0% (0/19 Fl) | 5.9% (2/34
B ) THot,

FERIBEICRIT 2EWER ORBREIGT, 772 EE 0% (0/19 #) | AFIEE 2.9%

(1734 7] : FEFHFAELEE) Thole,
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4. HRITONT

ARDBIG & 72 D BEOBIRROAF ORI T 2HWE, #8iciThid =
EDRObND, Flo, REBHEIS L 25BREDEL LT, RENRERSLEL 2D
ATREMEAS BN =0, AFIE A ORI T o T, ERERE~0 7 7 & X OF{EMEX
BRINDOULENRD B,

1) BEOBRMBIIHI--T

O MRRIZHOWT

o AFAADERICHTz > TO+HemilizE LU, Bk LIERAOBERN Y X 7 3 %
TokEbic, VAJAFE LTOREERE. FBRA. BmMELE. BHEEMRE
EOIREE 47T L, B LR B ORIE TS - 1RO OBEEZHEY L
TW3, —EBDREN ®Y 2B T IEMBTIET MR THDZ L,

(#5) EMMEFREE%. 6 EL LOBKIHEELE TS 2 b, £, 640 ) b 3FEL LIRS
BUEULBIRE (LB B RIS L AT 5 2 &,

o EIRAE{LMER B DAY X 75 lD—oDEKEL LT JAS O [ERE{L IR BT
B5ITA R4 22022 %R P (JAS HA RT7 A2 2022 FEhR) ORNFEFHM L, &
AREEALIEREB DA Y R 7 B U, EER2IBRE1T O Z & B TX A EMBFTRT
AR THDHZ &,

* FH ~OBEGICHOWTIE, YREEOBREFEORERRE +7ICE T 2 EMVEFET
DR TH D &,

o [EXERV R/ EEFE RMP) OF T, AFOEERFTHOLEMZFHET 5729
DRGSR FTERMHEENHE LN TND Z LD, YHEMHELBYICER T S
THhBHI L,

@ BREHNOERELFERERDOESIZONT

IELZEEN L DA - BEMGOERFFROEELITI Z L KU EMR T
BEERPRBELEHAICHET 23S EREERELFEONTI ZLEDEEK
REHREHE, EFHOKHNE-TNWDZ &,

2) HBEOWERIZHT->T
M) #EORMBICH-->T) KRB INEFE2mETHRETHDIZE, XT D
DBEHZMI- I EEEEZ LD ENTE, UTOBEGEZRE-THHZ THDHZ &,
D MFRIZDOWT
s mAVATo—/VIEREOBERRB+SICHLERMPBFTRT S Z &,
o KRB ORFAHIE T EHHNAT > 72 LT, BEGMBEDEIEIT OV TOH| T 2 E Tz
TOTLENTELEMMBFTRT Dk THD = &,
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@ BEAOEEMGHRERDERIZONT

o BUSRAIESEN L OF NN - BEMSOEENFROEFRELITO L RVAMK T
BHEESNIEAE LEHAICEYZRIN L REEBEZ ERLIIITI T EEDESR
MIEREHE, HHOKHRINES TS L&,
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5. B#ERRLRIBE

[BEZRICOWT)

AENE, LIEA X MOREBY 27 BEL, (1) AEZFrORNHAR ® 2—
EHIFERA L TWA T 2) RFF UL BERPZBEYI T2V, HFOKRENA F
TAY (BB IASHA RT4 V) #BE 2 -EEFBEEECEZEL TV RVEZ L
A7 —/VIMEERFIZRH U THERTAIENEETH S,

ARIDORE 2G5 X EIT, £ U THEEEE BEMEICEL TWeVWFH A% BfRE
{EEERBADBEDOH 2BENEEIND, LRITEY LWLIE A X FORBREY 2
I R@mWNEEZ LIS non-FH BEFICKTAHEHIZH o T, RFFrOT T 7 .
VARBARE(LIERBICETAMOY 27 7 7 7 X —DBEORREZEEICFEMT 5
ol
(I 6) RATHAE L 3. WRICL BEHERRR O U X/ PREE R (Fil. BHREBES) 22 EE L,

EEiAZDBEICE > TINUERET S 2 LAREINTHS LT L= AREET,

AR OBREDOEROHWNIZHT-> Tk, UTOBEGFEZHRTILENRD D,
1) [non-FH BFE] L&A X FORBEI R I7BENT E, VARAIZFMZHIZ-T

. WTFOIVRZRF%2 1L EFETHE2BRET D,

O EEIREER (BRERMEICTT 5 EBIEAITZ &) OBEFE

® T7TTru—AMRMRNEE ASHRTTo—La%4E5 ZOMOMEELET)
DEETERE

@ FERIE

@ B ER

® KEBIRER

® ANNFTHIE R a 72T (%) 1ZThAYU A28 (50~59 &% : 19 LLE. 60~69

1300, 70~79 5% : 8 LIL)
10 FRAOENREL I LREBDORIE Y R 7 2 FHl$ 25 227, AUBTHFZED 2
a7iE, JASHA KT A4 2022 FIRDOB 32 IZESWTHETHZ &,

2) [non-FH ¥, FH B&¥] HZAMAE " OXFF o 2—FEHME (FH £F. LT
OOIIOITEYS T B EEDFEAIZONTIL, HYEMERR B4 28228
W3 28I, ThUSAOBEOFERIZOWTIE, FRAIE LT3V AULE) #51L
ThH, EEEHEAEEICEEL VARV &, -, AFRERNIZ. REZF I
MAT, =EBFITEHATLIZELELEBRETDZ &,

3) [non-FHEBE, FHREE] R X FUIC I BBENPE S RVEAEIZOWTIEZ, UTFD
WENNRIIEETH 2, B, REDRZF L OFEROAPRE 2GS X IIREE
DAZF o DERICDOHRZE T HHEITIE, tORZ F OB EFEE L 010
HTazt,
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4)

O BMEHOREAZCL Y A FZF U OERAPRETHLZ &,

@ AATFUOEANREREINTNEI L,

[non-FH 3% . FH & ] &2 L A5 u— VIJEREROEARTH 5 AT RE, EE

FEE, 2BER OMOBIRELIEEBRDO Y X7 77 7 #— (FERE. BIEE) O

EE & D TRRIEENS TSI Ton TS 2 &,

XeB. BRMAROAZF U ZRALTHWAIZL b LT REEENRIERE
VAT R—/VIERETIY, FH 59 ZENEETHS I, FH BEDODER
BRETSCETAEMEMERTIZEORFTTD I L,
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6. REITHL THETREHE

)

BEERIZONT

AR OVERBEFD G | BRRAYIZ HoFH & 2l S 7= 3 Th - TH LDLR DOFHA
RO LIDHBE CIL, AFOENERIFFCEDEEE L HNLDHD, —EB¢ HoFH &
FH (Bl ITHEETREXER LDLR) Cit. ARIOFRMEITHfF CE Ly,

HoFH BE ~OHEIZEE L TE, 3. BRME 0OBEORRZRM L, AFOED
PEIZDOWTHDICEE L7 BT, KRN L DIREOERZEEICHE 5 Z &,
AEN ORI 5 LIERBUEOBEER O H 2 BF IR L THIAR OB ENEZ TH D
=, BHE LTk,
BREE(LPERETIED A Y R 7 BE OFREDOFEH & *TRiT, BEEFS ORHIRD
HARFA L EBRTHI L,

B 55 HEIZOWT

AEF o DEERBEIBRVGEEERE, AT UEHATIZ &

HEl& 5% o M FIREESCRE ORESE 2 BEO F, AF OGO FE % iRt
THIE,

JAS A KT A 2022 FIREZ B E 2 /2@ 2 MR P EE %2 EHRICRE
THIE, BB, JASHA KT 42022 FRTix, FHEREE., LERIT 2~3 F
RE, UM 3~6 W AIC 1 BRE, EHNICRELZITI ZENEE LI T
%, AHFID LDL-C DX TIEANGRD b2 W EBE T, BARALEEETITAF O
BE5EFIETE L,

AT CEITIN % | SIERFE RS D3R T 5 BRI B S S ARF ORI M OVl B H
D= DI R ERE T2 IO LT SEHTA Z &,

AK|ORMP ##Ft L, BEERNFELRRTHZ &,

AR DOEEIC LY LDL-C A KRIRIIE T 3 5 FaEMED D, LDL-C OFRiR2EfEDS
REIEFE T 52 L0, EEDEBRERT2A T2 BF T A%, BEKAIZ
EOEREERY 5 2 HINIAETIIRWED, BRELTEETAZ L,
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1) BEEFEE . 53 F (2021) AOBIERE

2) HABARE(LFES  BNRECERE TN A K71 2 2017 iR
3) HAEARELFE : BARECIERE T A N T 4 2 2022 iR

21





