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( N Fll ) Pt )
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W HEHMERLOEHORECHEELZXD Z EPEVIAENT L 2%
O R ESR G 2 BN E R B IR T A ol R HfEE Y R
TAVEERTAHZEELTVET,

S, A7 VT Yy ABA (R4 0 V7 BT IE 300 mg
VIV UEMHTABOREBEFEERNGO LBV EMHHEET A KT 4
VELTHDEEDHELEDOT, ZOMEHICY > TEL.ATA NI 4 10T
ODWTHEIND L9 BENOEFREE LK OERICHT 2 EmE2 BV L
7,

¥, RBEBHOGT LICOWT, BIFLOBERMEEI TICHEBEE T DD T,
EOTDH LT ET,
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1. IZTHIC

ZE SR DG NE - REVEORER D T-D121%, WA SCEEIE SV ER AR D
b5, EHIC, IWEORFEEM ORI L0 | HUIRE TS OB 225 R E R
EHTHERLPARINDLIF T, ZNOHDOERLZ BE(ZHMNE LT 5B Uit
T ENBEBORBELE o TRV, RFEMEGER & o AT #2016 (AL 28 4
6 H 2 AREEIRE) ICBWTH, EHMERLEOEROREHEEZXD Z & L Eh
Tn5,

FHIERET 20 2 EERMIT, SEEEASCZ 2T 7 7 7 A VB BEAFOEIR M &
OMNZRR D BB D, 2D, AR OLRMICET 2 ERS +o&EEIND
FCOM, YHERGLOBREZBEZIT L2 NI BFICH L CHEHTH L L
HIT, BITEAS B LB KBRS % & D 2 & DSATHEZ R — 18 D Bt % jili 72 9~ [ ek
BTHAT2 L NEETHS,

L7z T, RAA RTA T, BIBEESINE TIZE LTV D EFIZ -
Bgig M D & | DU OB O Foi 7o H 2 e~ 2 8LS070 o B R B B 2
F RO EFEHE ~T,

B, RITA KT A 0%, MSATBOE N E KRR R OB, —BAEE AR AR
BRWNERIES . —MAEENEN A ATER G2, —BFAEENE AN B RS RIE L e — ittt
FVEANAART 7 x Ly A2 K Ot HE N A RN ZE 22O 10 b L ER LTz,

WL IRBERG L7 AR FE300mg v Y
(—H A7V TF R T L)

W RAMEINE : FEME 2 L AT o —VIIE, &2 L AT a— LIiE
72720, LFOWT L= THEICRS,
c DLEA R FDOREY AT BNED
* HMG-CoA & ul# Z [ EAI TRRA+57. XiZ HMG-CoA & T
BB PR AN K 2 1R AN S 720

W ERDRERORE B, RAICIEA 27T ) AL LTI [A300mg &
WIEl, 3 AT THRE- L, LUE 6 71 A | OB TR &
54%,

kR R EE LT 4 2T 7 —~ RS




2. AAIOKM, 1ERKF

BIARGEA LR R (RIS, DA REZE 2 Pl & LT DR R, IMEEZE - Mzah 2l & Lz
MU R R) 13X, A CTOERILTOERTH S D, BIRELOFRIE - ERIZZE G
BRINFOERVICE ST ESHIEND ZENMONTRY , ZOTHEABRKAL L
THRAVATr—/VIER S D, /o, Z< ORI G, REEEY AEH= VAT
12—/ (LDL-C) fEZK F &2 L&A X MU AT PR FT 5 2 ERHLMNTAR
STEY, Bal A7 —/VIEIBWT, 2L 27 a—/LOH T, LDL-C {E 4 &8
THIENROEETHD & S, BIRE(LEREO T2 B L LB L LT
BHENTW5S 2,

B IREE PRI BSOTEBNIRIE BBIAR D IR B A KT A TRV T, S OB REELfERR
K2 IS TRl L 7= BhiREE PR BRI K D 3B ofakt U 2 7 126 ©C LDL-C o
B BEBENHRE SILTW 5D, BEfFOEERE, BFREK MR 2 R KR 1T T
WAHIZHEIHD 5T LDL-C O BE A 2 ER L CTWRWEE N Y | SiReE(bIEE
FBODOFNE TR OB CIIEERFETH D,

D LS TR ERRICHE 2 | BEAFE DOIRIFE CRIRA 3 R F R = U A7 2 — L IiE
(FH) XiIma v A7 e — VlERE 25 5ic, V7 BEA R TFE300mg > U Y (—
G A7 VT FU UL LT TRA Lo, ) OB T, AN,
HMG-CoA = ItEERHEHA (R4 F ) 1Tk 2 AEMEDMENVEOF RO 2 ¥ F T
EDIHENHE S RWEFICE LT 2HAERE  AX F U LT 2HKAI L L CRBZEN
iThiiz,

AKFNL, o E AR T F U v %y 9 (PCSKY) EHE A 2 — K
T 5 mRNA ZAE & LToAR T U A e (SIRNA) T6H3ECH Y . RNA THEH
(2 &Y PCSK9 mRNA D73l Z et 3 2 B ERIE T D FEHITh 5, AAIOERRE S T
% GalNAc IXFHIIEREIC BT 57 o7 u & %K (ASGPR) (AT 572
O, AFNTT R A b= XXV IBICEY AEND L HOREFSNTWD, Z DOk
I X o TAAIDHFHIBNICER VAL N7=D 5, RNA THERIC L Y PCSKImMRNA &
YR X U, PCSKO & VB O BUIIL F9 %, PCSK9 1T LDL %&£ (LDLR) &
fEA LY Y Y —AIZL D LDLR O A RET 2 &EN 2625 2 &b AKID PCSKI
FHEUKR TEAIC LV ez m £ LDLR &3/ L, LDLR (2 X % LDL-C @Y iA
HMPMEESFL, MEERIMT O LDL-CIK FEMRZ 767 2 EAHIfF S D,



3. BRERRE
BLEAR TR GRSl 21T - - E R R R O 2 77,

(1) mavxre—VifERE (FH ~7 245 (HeFH) BE 25T Zxf4 b L
7-ENE TSR (ORION-15 #5%)

[FBR DA% )

LDL-C EMEDLE A N> NOFBLY 27 BEWIEF LR 2 VAT 12— VILE
(non-FH) &3 K& O HeFH B Z %412, 4| LDL-C AR TEM Z MGt 5 7o o D
VEZ b S WA THE M FERGRBR A [E N 42 fiak © Fehi S 47z,

52 AR O EHIENC, 7T 'R, AHI 100 mg, 200 mg XX 300mg Z, 3 W HBEIZ
2R THE L%, 206 A%IC 1L THE L,

KGR LT DBFIEL, AV ) —= TR T ORER -2 & & Shiz,

< ERBPULAE >
e 203%LLE
o OEBENRELEOMEL AT 5, @AXKBIREE(L TS (JAS) O [EREE RS T
B A R4 2 2017 5Bl 2 (JAS A K74 > 2017 4ERR) @ iV A7 ) 125y
HFEIns, XI@HeFH #H 71 5%
* LDL-CBLATICEEYT D
> WEEROBEEA L, HeFH 35 L < IXAMEEEREEZ AT 254, SUTE
FARE R OB E R OWERIG 2H L. oD U 27 JF GEOJEMERMEZE, K
MHEIRE R, BB, A2 ARY v 7 Fa—a, RZEAERRET-OEME,
W) 2H4 556 70mg/dL UL L
> HEIREROBEEET LN ERRO Y AR TE2H X720, UTHEENREE O
BETE 2 A7 & 720 HeFH 0354« 100 mg/dL L 1
> JASHA RTA 2 2017 FfRD T U A7 | I IN5%4E - 120 mg/dL UL
o ZEfERE NV 27U & Y K2 400 mo/dL A
o HARADRERAJEEE (eGFR) #EF A TH M XN 72 eGFR 78 30 mL/43/1.73 m? i
o ARXFURGHOEHRIL, AXF U EEKNMAR TV TR LTBY, A FUH
HHRTRWEEIZX, 2 &b LEEDOAZ T K LTAMTH D
o JEEETAEGTOHAE, TORENRAZ Y —=2270 30 ALLERINL—ET
bV, #5180 H B F TEHOMEL PHEICEE TENR
(1) BRATEXRVEERRNEBT D2 Ll AXF 22 EHINICHE AT 2R A M i,

GEED)!
(A2 TE)



FHEEHIEAD CTh 5, %5 180 HH D LDL-C DX—RA T A VINDLDOELFRIZE 1 D
LRV THY, AFN300mg X7 TR LKL THRICLDL-CHEAZEKFSELZ LM

RENT.
#1 #5180 HA® LDL-C D_X—2 5 A b DZELH (FAS)
77 v RRE AF 100 mg #f AFl 200 mg Bf AF 300 mg B
(57 i) (55 1) (101 1)) (99 #i)
NR—2F A U (mgldL)
EEIE AR A 113.1+32.23 113.4+33.14 116.6-39.35 112.2+35.50
180 H H OWEfE (mg/dL)
M fE A R A 117.4439.73" 54.1--29.08 51.9+31.81 44.6+28.29¢
180 H H OZ&{LZE (%) @
S 9.0 —476 —51.9 —56.3
B/ =RV [95%Cl [35,145] ® | [—534, —41.8] | [—56.8, —47.0] | [—61.1, —51.4] ¢
T eREEE OB LERDE
B — B —56.6 —60.9 —65.3
B/ ZRTIIE [95%C1] [—64.2, —49.0] | [—67.6, —54.3] | [—72.0, —58.6]
p f& p< 0.0001 p<0.0001 p<0.0001
— ML

a: BEGRE, FEMREA. FEMARES ESEREOZ AR, N—2 T A VEFORZ T 2 TE OMOIREIE T
DOEROFELZ[HENE, X—AFTA D LDL-C Z MR L +% MMRM (orEErd T AR(L). AHA!
DEREREL 7T B ARBED IOV TlE Dunnett H12 X 0 BT D% B2 1K)

b :56 %, c:96#

(Z2tE)

HEFRORBEIAIL, 77 LARRE84.2% (48/57 i) . A 100 mg f 89.1% (49/55
f5l) . 200 mg 7% 83.2% (84/101 %) . 300 mg £ 80.8% (80/99 BI) TH -7z, \WFhi
OBETERLL LIS SN AEFRIIR 20D LB ThoTz,



F£2 WTNODOEETS%LL FICERO ONT-AEFESR (LTI RER)

77w | AR 100 mg HE (A<F] 200 mg ££| A<F 300 mg #¥

MedDRA PT (57 #) (55 1) (101 f) (99 fi)
FEEN 123 (7) 145 (8) 11.9 (12) 182 (18)
=y b e — LR E OB RIE 17.5 (10) 12.7 (7) 10.9 (11) 152 (15)
bR Ip 8.8 (5) 20.0 (11) 119 (12) 12.1 (12)
I 8.8 (5) 10.9 (6) 3.0 (3) 8.1 (8)
P& 10.5 (6) 1.8 (1) 2.0 (2) 7.1 (7)
ERUEED 53 (3) 7.3 (4) 5.9 (6) 7.1 (7)
COVID-19 3.5 (2) 145 (8) 5.9 (6) 6.1 (6)
TSRO 35 (2) 5.5 (3) 11.9 (12) 6.1 (6)
A Y AL S 140 (8) 1.8 (1) 5.0 (5) 5.1 (5)
U 0 (0) 1.8 (1) 2.0 (2) 5.1 (5)
M2 L7 F o7k AR F—FHn 7.0 (4) 1.8 (1) 3.0 (3) 5.1 (5)
C-FGPERE E 88N 0 (0) 1.8 (1) 1.0 (1) 5.1 (5)
SR 8.8 (5) 55 (3) 3.0 (3) 3.0 (3)
A5 53 (3) 7.3 (4) 3.0 (3) 3.0 (3)
R 7.0 (4) 1.8 (1) 2.0 (2) 2.0 (2)
T 1.8 (1) 7.3 (4) 5.0 (5) 1.0 (1)
SRR 7.0 (4) 0 (0) 0 (0) 0 (0)

oS 53 (3) 1.8 (1) 3.0 (3) 0 (0)

FEHEEIG% GEHHFIEO

BIEHR ORBEIGIL, 77 BAREE 10.5% (6/57 i) . A5 100 mg ¥ 7.3% (4/55 1) .
200 mg #f 13.9% (14/101 f5) . 300 mg #f 13.1% (13/99 f§il) Th o7z, VTN DREET
3%LL LIZER® b RIVERIE, SIS (777 & AREE 3.5% (2/57 ) | A< 100 mg
7 5.5% (3/55 1) . 200 mg & 10.9% (11/101 #41) . 300 mg #£ 5.1% (5/99 #1]) ) K OMfL.
B LT FURARS =B (7 F 2 REE 0% (0/57 1)) . A<K] 100 mg &£ 0% (0/55
%) . 200 mg &£ 0% (0/101 f5) . 300 mg &£ 3.0% (3/99 ) ) TH -7z,

(2) HeFH BF & x4 & Lo MAHER (ORION-9 #5#)
[FRBR O]
LDL-C B fED HeFH B3 % %542, AH O LDL-C K FIEM ZMAET 5 7= O DO ME/ES
L ZE BRI TRER s BR AN AL 47 ik C5EhE S iz,
540 H R ORBRIAMIC, 77 BRI AAI300mg 2, 3 W ABXIZ 2 BIE TG Lz
%, 6 WHBEIC 2B THE L,
KR ERDEBEIX, A7V ==V THRRICLLTOREEZ= T2 & &L iz,

< FERTRPULE >
e 18MLE
o HeFH & B2, XITARIBHIFO LDL-C 2% 190 mg/dL Z#B %, 7> FH OF K
JE. FH 2 RIS N5 @ = L AT 1 — VIESR L < (3 B3 m B IRIE B oD 5 16 %
AT %



o MIENIRZLEL TERLTWS

* LDL-C 7 100 mg/dL LAk

o ZEJEEE NV 7 Uk U K2Y 400 mg/dL A

e eGFR 7% 30 mL/4yi

o ARXTFUBRHGHOHEIT, AX T U ERKNMAR Y CEELTRBY, AXTF U
B oaunigaid, 28U Lo F L 0dh 5 b AEICH L TR TH 5

o JREETAHGTOSHEAIE., TOHERRZ Y —=0270 30 BLER IS —ET
&Y BB R I EEA OFEEE & O BICE R EN 2

[R5 R
(B 2hi)

FEFMER TH 5, &5 510 HHD LDL-C D_X—R T A 6 DELR KL O S-
90 H#%725 540 H H £T?D LDL-C DX— AT A )b OWIRPEL BRI, 3D L
BY Thotz, AAI300mg L7 7 AR L HE L THEICLDL-CEAKFEE5Z &0
REINT,



#£3 LDL-C DX—RF A b DE(LE (ITT)

75 R AFHE
N—2 7 A U (mgldL)
Bl 240 242
S AR R A 154.7+58.07 151.4-+50.36
510 H B OREE (mg/dL)
Bl 229 231
M A R A 162.4+69.21 91.5+56.07
510 B B OZE{LE (%) 2
ik 240 242
B/ HIME [95%CI] 8.22 [4.27,12.16] —39.67 [—43.72, —35.62]
75 RRE L DELRDE
/N ZEIME [95%CH] — —47.89 [—53.52, —42.26]
p f& ¢ p<0.0001
90 H#%725 540 H H ¥ COMIREHZLE (%) b
1% 240 242
fe/h ZF LB [95%Cl ] 6.22 [3.26,9.17] —38.08 [—41.03, —35.14]
TIT R RRELE OBLRDE
o/ I [95%Cl ] — —44.30 [—48.48, —40.12]
p fif ¢ p<0.0001
=LA

a:LDL-C ®XKHMEIL, BLFOO~@IZES =2 HEAAE (multiple imputation washout model) 12 & Y ##
BT,
O TITERBETOTXTORAEIZK LT MAR Z{E L THize
@ AHWETAETRCTORBPIBR G 2%, #5540 BAOT—Z NEHLNTWDHEBEEOHE 510 B
H o KNz IE MAR % {RE L CHlisE
® AMABETOEY OKE 510 HHDOKHICIE MNAR Z2{RE LT, HmOFELH L7 v REEDT —
HNZ IS EM5E
e L7z 100 0T —4 2y NIkt LT, HGHEEZEEDR, X—AT7A O LDL-C #HEEL L
ANCOVA Z@H L., 55N 7-#ER% Rubin O FEIC L VA Lz,
b: LDL-C O KBENEIZ, L TORU@IZESW =L ER A (control-based pattern mixture model) 12 & Y #fi
ELT,
O RKEBSETHOTRTORAPEIZR LT MAR ZE L THlise
® FHBRPEFOTRTORKRAMEICKT LT MNAR ZEL T, ROFEE L7 IR RBHEOT—F I
LS &5
Wse L7z 100 BT —F ¥ v MR LT, HERE, FEMRER, B58E & SEmRE S o022 B AR % [ E%D
B RNR—=RAF 4D LDL-C #HEEL L7z MMRM (GboEdEiE I3 EEE) 2@8A L., Boni-ise
Rubin ® FEIC LV & LT,
c: EEMERFEICE VREDLEMZHE (85510 HE O LDL-C D_X—2XF A4 )b DB, #4590
A17:0 540 A B £ T®O LDL-C D_X—Z T A b OMAMPEH AR DIE) . AEAKYE 5% (W)

(&2 4E)
HERERORBREIGIL., 7T BAREET71.7% (172/240 ) . AFIRE 76.8% (185/241 1)
Tholze WTNDDOEET5%LL FICRO ONT-AEERIIELIOLBY Thot,




K4 WTNPORET 5% RIZRO OSNTAERR (LR SEH)

752 R ARFIHE

MedDRA PT (240 f3) (241 fs)
ERUSEEDS 8.3 (20) 11.6 (28)
TESTEBAL S 0 (0) 9.1 (22)
IR 4.2 (10) 7.1 (17)
RGE R 6.7 (16) 6.6 (16)
A TN 8.8 (21) 5.4 (13)

FHEE% GEELHIED)

BIWER ORBEIAIL, 77 AR 4.2% (10/240 1) . ARAIEE 24.1% (58/241 %)) TH
STz, WTNDDORET 3%LL EICFEO L NTZEWEA X, FEFBAIG (77 B REE 0%
(07240 f511) . AHIRE 9.1% (22/241 1)) ) . VESHEALALEE (777 & AHE 0% (0/240 1) |
KFIBE37% (9/241 1)) ) ThH-ol=,

(3) Mz L A7 m—/VIffiE (HeFH % &te) BFE 234 & Loyish S MAHER (ORION-
10 #5R)

[FBR O]

ASCVD DOBEEA A9 % LDL-C mfE D B 2351, AHFlD LDL-C K N EM % ek
T 5 72O DB A L —E BRI TRER FEEGRER 23S, 146 sk CEEM S vz,

540 HRORBIAMIZ, 77 BAR XIFIAHKI 300mg 2, 3 W ABXIZ 2RIE F#5 Lz
%, 6 THBEIZ2BETES L,

KRG LI HEEINE, A7V —= U JTRHILL N OREERT-TZ & L Shiz,

< ERERPULE>

e 18l E

e ASCVD GEBMRMELZEAE, MMl & bEE IR BIARER) OBEEZ A3 5

e LDL-C %% 70 mg/dL 2Lk

o ZEfFRE RV 27U & U R2S 400 mo/dL A

o BB IIBBMAEFELL TRLT, 4% LEBT TN

o AAFURGHOEAIT, AX T U ERKMAE ®Y CHELTBY, AXTF &
HHTRWEAIT, 2HEEUEDOR X T OH 55 HEICK L TARTH D

s JEERTHHEGTOBEEE. TORENAZ V—=270 30 HLU LRSS —ET
H O ABH P IXER OFE L OHEICET TENR

[F55%]
(k)
FEFHMBER TH 5, #5510 HHO LDL-C D_X—R2 T A b OELR KL O
90 H#%7>5 540 H H £ TD LDL-C D_X—RZ T A )b OWIREL B b RIE, 5D L



B ThoT-, AKI300mg 177 AR LI L TAHEICLDL-CEZIKTIES Z &0
RENT,

#5 LDL-C D_X—RAF A nbDEE (ITT)

75 v REE AT
NR—2F A f (mgldL)
% 780 781
MR fiE - A Y 104.8+37.03 104.5+39.57
510 A H OWPEE (mg/dL)
e 666 691
SEEfE A Y 102.3+43.00 45.7-+32.90
510 H HDZE{LE (%) 2
%k 780 781
S/ I EE [95%CI] 0.96 [—1.48,3.40] —51.28 [—53.76, —48.81]
T IR E DELRDE
BN FEEIE [95%Cl] — —52.24 [—55.65, —48.83]
p il ¢ p<0.0001
90 H1%7:5 540 H B £ COWIRITEH LR (%) b
F% 780 781
/N IR [95%CI ] 2.51 [0.77, 4.25] —51.27 [—53.00, —49.54]
7T wREEE OBLERDOE
/N R [95%Cl] — —53.78 [—56.23, —51.33]
p ik ¢ p<0.0001
— ML

a: LDL-C ®&EIIX,. multiple imputation washout model (# 3 liiEZ M) (2RSS ZEARAEICL D HiEL
7o MSEL7Z 100 T —% &y MIXF LT, EHEZIHEDR, XI—RXATF 1D LDL-C #HEEL L
ANCOVA ZiiEffl L, & bivicfER% Rubin ®HEIZ LY OFE Lz,

b : LDL-C ™ & ifllfEIZ. control-based pattern mixture model (3% 3 HIIEZMR) (TS LRNRAEIC LV TEL
oo MiFELT2 100 DT —% & > MR LT, 8GR, FHERER, 858 & SRR O L FAEH % [E &%)
B R—RTF A D LDL-C %L E L L7 MMRM (G4 Bid X IEHRE) 2 H L, 15 D725 5% % Rubin
DFEIZL Y PFE Uiz,

¢ : EENEFEIC LY REDLEMEZ PR (5 510 H HO LDL-C D X—2 T A L inb DR, #5590 H
#7535 540 H HE TOD LDL-C ODX—R T A b OHMEHZEEDIE) | AEAKNES% (M)

(Z2tf)

HERBORBFE BT, 77 B REE 74.8% (582/778 #4]) . AFKIEE 73.5% (574/781 1))
Tholr, WTNDDOEETSWU LICRAD BN HEERIIR6DLEEBY ThoT-,

£6 WTNNDOHET S%UALITRD SNTAERR (LRI GEH)

75 & R AT Bk

MedDRA PT (778 {31) (781 1)
HEIR IS 13.9 (108) 15.4 (120)
5 1L T 5.4 (42) 5.4 (42)
I 5.0 (39) 5.0 (39)
KU R 3.9 (30) 5.9 (46)
IR IR 4.2 (33) 5.0 (39)

FEHEIE% GEHBIE)

10




BIEFA ORBREIGIL, 77 2 AREE 10.9% (85/778 f31]) . AKIRE 13.4% (105/781 f5]) <
BTz WM OEET 2%, FIZER BT EIE A I, AR R (777 ' AR 0.4%
778 f51l) . AFMIEE2.9% (23/781%1) ) | BERIHE (7T BAREE12% (9778 fi) . &K
FIRE 2.3% (18/781 %) ) TH -7,

(4) @=L AT n—/VifE (HeFH 25 Te) B3 2 %15 & Ui AERUER (ORION-
11 #ABR)
[FABR O]
A&ND@%&X@A&NDaﬁ%@Uxa@m%ﬁﬁétﬂbcﬁﬁ®%ﬁ%ﬂ%
. AA|D LDL-C & FAEA ZMEET 5 72 O VR AL — B S R TRER FiGABR 23

ﬂ#zm X CIEHE S Tz,
(F£2) 2 BUBERRFE, FH XX 7 7 I H ALY A7 2 a7 # L IXFZEO & O TRl L7z D i A
VRO 104 AT D 20%L0 o (BA%E LDL-C 100 mg/dL Aiii) & &7 L7z,

540 H ORI, 77 B AR UIAAKI300mg 2, 37 AB X2 2MEZ F#E L
%, 6 WABXIC 2L TG LT,
MR EMRDEFIL, ATV —=V TR FORERER -T2 L & Shi,

< F AR EPLE >

e 18l E

e ASCVD (EBEhARME LB, MM = SO IR R ENIRE R) OBEE, XX ASCVD &
A&y 27 #2 24547

e LDL-C 7%, ASCVD DEEEA AT D415 70 mg/dL LI E, ASCVD L [F%D U 27
2 245413 100 mg/dL LAk

e ZEHEEF LY Z UV K2S 400 mg/dL A

o eGFR 7 30 mL/43 A

o ARAFUBHGHOHEAIE, AXF U EEAMAR TV THRELTEBY, AXFUH
HHCoWgGAIE, 2EEU EORZF o OH P HHEICK L TR TH D

. b“ﬁ?ﬁ&5¢@ﬁAi ZOHENAZ V—=2270 30 HY LRI —ET

. PRI X IEA O FESE X OV RIS B T ED 720

[F524)

(F2hi)

FEEHMMIER TH 5, #5510 HHD LDL-C D_N—R T A b DEALR R O 5
90 A#%7°5 540 H H £ TD LDL-C DX—RA T A )6 OHIFES BRI, RTDL
BY ThHoTo, AFI300mg 1377 AL i L THEICLDL-CEZIKFS®ESZ &0
T,

11



#7 LDL-C D_X—RAF A b DR (ITT)

75w R ARFIRE

NR—2F A U (mgldL)

RS 807 810

S AV 103.7+36.39 107.2+41.81
510 H H OWPEE (mg/dL)

1% 739 724

R IE e R = 105.3+43.77 53.5+35.10
510 HHOZ(LE (%) 2

%K 807 810

Fe/N I IME [95%CI]

4.04 [1.76,6.31]

—45.82 [—48.16, —43.48]

7T REEE OB RO
B/ R [95%Cl]

—49.85 [—53.07, —46.64]

p fiE © p<0.0001
90 H#%72 5 540 H A £ TOHIM LR (%) b
Bk 807 810

o/ R [95%CI ]

3.35 [1.65,5.05]

—45.82 [—47.52, —44.13]

T REELE ODBLRD
B/ TR E [95%Cl]
p fie ©

—49.17 [—51.57, —46.77]
p<0.0001

— YL

a: LDL-C O &%, multiple imputation washout model (3% 3 BIiEZS M) IS LEAAEICLY

W5E LTz, M52 L72 100 o7 — 2t » Mot LT, BEBEAFHED R, X—2F 1 D LDL-C %
HZEH L L7 ANCOVA 2@ L, & 5724 % Rubin ®J7EIC L 0 OFE Lz,

: LDL-C » /K HEMEIE. control-based pattern mixture model (58 3 JHITESMR) (2HS< L EMRAEICKY
e Llze MiZe L2 100 BT —% &y Mk LT, $eG8E, TR S, 858 2 A S o A2 H.
ERZBEEER, X—RA T A O LDL-C ##HA E L L7 MMRM (G555 #ioiis 3 Mepias) 256 L,
B OIS E Rubin © FEEIC L0 G LT-,

CHENEFEEIC L W RED S TN AT (5. 510 HH® LDL-C D_X—2 5 1 b Db, #
5.90 H#%7>5 540 HEH £ TD LDL-C DRX—Z T A b OHIFEHZELROIE) . AE K 5%

()

(L 4xt)

HEREROFRBREISIL. 7T B AREE 81.5% (655/804 f7) . AFHIRE 82.7% (671/811 f4)
Tholze WTNNDOEET5%LL IR ONT-AEERIIEIDLERBY THoT,

K8 WLWIFNNORET 5% LIZHR L IAEFEER (LM L)

75 AREE ARFITE

MedDRA PT (804 f41) (811 f31)
BRI 11.7 (94) 10.9 (88)
RMASE % 11.2 (90) 11.2 (91)
=5 1ML 6.7 (54) 6.5 (53)
RGE R 6.1 (49) 6.4 (52)
RE i 40 (32) 5.8 (47)
I BAEIE 5.0 (40) 3.9 (32)

RITE% GEBLHIE)
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BIER ORBREIGIL., 77 AR 10.2% (82/804 i) . AKIRE 15.2% (123/811 f#i]) T
HoTz, DT NDDORET 2%LL BRSO HL-BWERIL. HEHNENG (7 F B REE 0%
(0/804 Hl) . ASAIRE 2.2% (18/811 %) ) ThH -7z,

(5) Fiptem = VAT v —/VERTHEAA (HoFH) B#F 255 & LIzt S AR
B (ORION-5 i)

(B O]

HoFH [ &5 RIZ, AHID LDL-C R T ERRGEET 5 720 O IAE 2 LALATRERI b
R S AL 13 iR CIEHE S Av7c,

180 AW —EEBRBIMIC, 77 R XITAHKI 300mg %, 51 K90 HHIZK T
B LT, ok, 540 HEOIFERBIFIC, AFHI300mg 2, 77 Al (77 &R/
ARFIEE) TIIAE- 180, 270, 450 L TY 630 H BT, AHKIRE CRAIAAIRE) Tix#ks: 270,
450 K. 18630 H BIZ#5- L7z,

MR LR HEFIL, A2 V== TR T ORMER -T2 8 & Sk,

< E e PULE >

e 183%LLE

e HoOFH s 2Wr. # L <IZRIEFEHEFD LDL-C 2% 500 mg/dL #H %, 7> 10 &%
Al R O B A D FEIE X W B HeFH Th 5

o MIEMIRZLEL TERLTWS

s ZEJHR LDL-C 7 130 mg/dL LA b

e  FUZ V&Y KA 400 mg/dL AT

o BENUIBEBMAEERL TELT. AR LERBTEN R

o ARAFUBRHGHOHFAIL, AX T U ERKNMAR Y TR LT, AXTF U
HHTRWERIT, 28EU EORZ T OH 55 AEICK L TR TH D

o JREETAEGFOHEEIE, TORENRAZ Y —=2270 30 HLLERINL—ET
&Y BRI R I EEA OFEEE K O BICER T EN 20

[F5R]

(F5hHE)

FEFHMMIER TH D, #5150 A H D LDL-C D_X—RZ T A b DELERIE, # 9
DEBY TH-T=, AFI300mg 177 AR E K L THEIZ LDL-CEZKF S5 2
EIMNTRENIRIN ST,
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#£9 5150 HH® LDL-C DX—RAF A b OE{L%E (ITT)

AN AFIHE
(19 #1)) (37 #i)
R—RF A U (mgldL)
I AR U R 2 356.7+122.37 294.0+136.29
150 H B OREfE (mg/dL)
SEEE R 351.7+186.32P 282.7+149.48¢
150 H B OZLE (%) @
fe/N ZFEEE [95%CL] 2.39 [—19.98,24.75] 0.70 [—14.03,15.44]
T RAREEL OE(LRDE
/N B [95%Cl] - —1.68 [—29.19, 25.83]
p fi p=0.9047
— ML

a: LDL-C ®xHIfEIX, LFOO~OIZHES < LEA AL (multiple imputation washout model) (2 & 0 #fi5E L
72

77 REECO EERMI O T TOXRPNEICH LT MAR Z50E L CHiSE

AFBECTTHERYIM O 2 BT X CTORBRER G5 251F, #5180 AHOT — 4 B3G5 T\ A EE

OFH 150 A B OKANZIE MAR &R E L CHlise

ARFNFETOREY OFeL- 150 B B ORENTIE MNAR 2{0E LT, 0B L7 7 v REDT — 4

IZHS & v
fizE L7z 100 D7 — & &> MIxt LT, ZHEERMHORGHELBEEE, ~—RX T4 ® LDL-C %
s L LT, BERBORES B2 E LT ANCOVA i L, 557 %% Rubin ® FEIC LY
BEA LT,

b:18 %1, c: 344

® 0o

723, LDL 7 7 = L o R EHifg MER] 3 % (O LDLR OEAEFRIR] T4 o481
BIF5H5-150 H H O LDL-C D_—RA T A b DL (FHMEN) 1Z£100EE
D CThHolz,

(#£3) ORION-5 &R CTIL, T X COBE CELEIMEE OFHIFREA TH A 150 A B OFHIA
2T+ 5% T, LDL-C OHIEHILT 7 = LY R E/% L BlE SN TWe=, LDL 7 7 = L
o A ENWi# 2 WM LANIZ, LDL-C HIEfEA LDL 77 = LY AL DB a2 155 & &nT
BY (@R CIERB T OO OIRERFIEBTT A R 2023 FEfR) , 77 = L ¥ AE A
DO EITIX, KEFED 76.9% (1013 §1) KOT 7 REED 571% 4/74#]) T, 7 7=
LI AEMH 2 BREILINIZLDL 2 L AT 02— /L D_N— 25 A4 AERRIE STV,

(4) LDLR O fn 7HU28 null/mull Lo 35 Tk, AFMIARZE A1 LDLR 234881 L T 720,
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#10 LDLY 7 = L 3 2 Efi A #7) f LDLRE/E 751 >
#5150 H OLDL-CON— R T A b DELFE G4y 5T

7o REE ] AFRE 2 | BEM]
ILDL7 7 =LA
1.65 19.95 1830
FEfi [—45.23,48.53] [—7.90, 47.80] .
—35.36,71.97
e (13) [ ]
6.51 —11.56 1807
FEF i [—22.51,35.53] [—27.18,4.05] [—51.70. 15.56]
(12) (24) i
LDLR i&/{s+ 1
7.97 8.41 0.44
null/null [—31.64, 47.58] [—12.05,28.87] :
—45.61,46.49
) (10 : ]
2.49 —2.83 53
FE null/mull [—23.81,28.79] [—21.57,15.90] '
(16) 27) [—38.44,27.79]

a: B/ CIREEME [95%CT] (150 . b @ /b IR [95%CI]

¢ : KJHMiEI%, multiple imputation washout model (& 9 IJESM) 1ZHS< ZEMRAIEIZL D 5T
LTc, liZth 07— 22y M LT, “HERYMOKGHLFEENR, N—AF A D LDL
VAT a— VAR E LT, B EREB O RS HAARE U 7o 50 Hr T A2 8 H L. Rubin @
FEIZL VIS Lz,

(22 41)

FEEBREIMICK T 2AEFEFROBBEEIG T, 77 A 31.6% (6/19 #) | AR
35.1% (13/37 f5l) Tdh o7, WTNNDEET 2 HILL EIZFRD b= HEFSRIT, m’/v
AMESRGERY, (777 AR 10.5% (2/19 ) | AHKIRE 5.4% (2/37 ) . LATFENA) |
F (0% (0/19 f5) . 5.4% (2/37 1) ) . FEE (0% (0/19 1) | 5.4% (2/37 f4) ) T“éb

277,

THEHEREMICE T 2EWERORBREIEIX, 77 2REE0% (0119 B) . AFIEE 5.4%

(2137 5] = T - BB, THI% LB ThHoTo,

FERIYIICBIT 2 HEFROBBEIS T, 77 BRIARFIFET57.9% (11/19 1) |
ARENAAIRET 55.9% (19/34 #) Th oo, WTNNORET 2 BILL RICERO b fAE
FTEUX, auF U ANV REY: (7T B RIARAIRE5.3% (119 F) | ARFIAFKIRE 8.8% (3/34
) . LLUTIRNE) | ERSEAELLE (5.3% (1/19 f51) | 5.9% (2/34 %51) ) . BeioiE (0%

(0719 f511) . 5.9% (2/34 #11) ) . KEWWREE(LIE (0% (0/19 %) | 5.9% (2/34 %) ) .
KEWRFHAE (0% (0719 #1) | 5.9% (2/34 1) ) | ¥ERI (0% (0/19 %) | 5.9% (2/34
) ) . W% (0% (0/19 1) | 5.9% (2134 %1) ) . &dw (0% (0/19 %) . 5.9% (2/34
) ) THoi,

FHEBRBIICH T 2ENWEHORBEEEIL. 77 R EE 0% (0/19 i) . AHFIEE 2.9%

(1/34 B ?a‘z%ﬁmmﬁxf) Tholm,
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4. HEFRITDOWT

ARAFNS TS & 72 % B OBRIRBOAH OB 52 Bl4n9 5 HlnZ, EEIciTbn s Z

EMROOND, Flo, AFIDBEIL L 2D EBEOL L, REKRERPBLEL 2D

AIREMEN BT D . AHFIE F Ok IC 87 > T, EEMEEE~D 7 7 & 2 OFfEMEIX
RSN DVERD D,

1) #&EORMIZHIZ-T

O HiRITONWT

2)

AFNOERIZ ST > TOFo3 7k z A L, BIRECIER B OEREN U A 7 5Hl %

T2 &Eblz, VAZKT & UCORERERE, FERFE, SEmE, @B 2

EOIRREE 3R U, BHAREE LR RO RIE TS « 1ADDM A HY L

TWo, —EDRES W9 2T LEMPETRT i THdH 2 L,

(1E5)  FERRSFFEURE. Wi 6 ELL EOMKHEEL 35 2 L, 72, 6 4ED 5 b 3EL RIS
BBFOUIBNRTE LI BT 2 RS 2 A5 2 &,

EhRAEE (LR R DAFER ) R 7 Bl —o D EEHE L LT JAS O TEhREE bR B

BT A RZA 2 2022 4Rk 9 (JAS A K74 2 2022 4E-iR) ONEEZRI L, &)

ARBEAL IR B DA U 27 2l U, Y26 21T ) 2 e M TE A EMD TR T

LR CTHDH &,

FH ~OERZDOWTIE, YRR O BT OBERR A+ 8 7 2 B FTE T

LR CTHH I L&,

PEHESL U 2 7 EHGEHE (RMP) O T, AFIOBLERTEHR DL BV EZ T 5720

DRGSR HFEELENRE SN TS Z LD, Yk 2 M IC M T & % gk

ThorZ b,

BN 0D [ 3K it 1 A BR O AR LT DT

RIS DN D O - BEMEOIFHIEROER AT 2 L KO AMR T
AEFERPRAE LIIGEISHE e xtih & MG EBE 2 IECIT I 2 L HEDOER
sl B, IR OEHINE S TS Z &,

B 5O H T~ T
M) ¥E5ORBICHT-»> ) I S E a2 lixchrZ &, Xxl)

DB Zm - IR LEfE 2 & 5 Z L TE, UTOBEMEAZMIZI R THLHZ L,

@

FEFRIZ DUV T

L AT 1 —VIERE OBFRRRN 30 h D ERBPTET 5 2 &,
ARHNONHHNE % EMRNTAT o 72 BT, BGREFEDZIFITHOWTOHr 2 i Ui
THZEMTEHEMDFTBT 2/ THDLZ &
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@ BENOERGIFREHEOMKENZONT

o BERAZESEN O ORI - ZEMFEORPHIEROEEZIT O

Z LR OE MR T
HERFRRNEAE LT GAISE Y 3G & SRS 20T Y Z L EDESR
ST HAEE, TEHOERRINE S TWD Z L,
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5. BeEXtB LR HBE

[BEFERICHOWT]

AAENL, DIMEA R FORFEY 27 08EL, 1) AFFrOfKMAR "9 22—
E%W%ﬁbfwéli(m,xﬁ%y*ié%%ﬁﬁ@fi@w E%@T%ﬁ%F
TA Y (BEIAS A RTA V) ZEE 2 -IREE I BAEMICRIE L TORUVE
27 1 —//VIERF I LT 5 2 &#E%T%é

AR O 72555 50%, £& UTIREEHBEEICEL TWeW FH BE | Bk
{EMIRBOBIEOH DBENEEIND, ERIZi%y LW bmE 4 <> hOFEEY 2
I BRENEBZ BID non-FH BEIZH T AEHICH > TE, AZF 07 Re7 7
v ARLENRIE LR BT A D U R T 7 7 X —DEE ORI A EE LT S
z&,

(TF 6) BT TR & 13, BRI X D RIERRED U 27 CBE T (Flh, BRAREES) 2 X2 EE L,

BEHIAZ DBHFIC & T R 2 2 L 3Rl Ch 5 &Il L7 R,

AFN O LG DBEE DA HT- > TE, L TFTOBEMZHRTHINERD D,
1) [non-FH £3&] D& A Xy RO 27 BEn2 L, U RIZIMEICHT > T

. LTV R RT% 12U EFETH L 2HLET D,

O HEBIREER (CLEPIEICKRT DB Al 2 5 Te) OREFEE

@ 7T7u—LAMaEREE (HONRT T e —2%20) ZOMONMEEDL &)
DI

@ MR

@ 121 N

® RiHBEIRZE S

® AWLHETHFZEA 2 712C (%) 12 CE Y 227 5% (50~59 &% : 19 LAk, 60~69

% 13 LAk, 70~79 5% : 8 LI L)
310 EM O BWRREALME IR OFIE ) A 7 2 THlT 5 227, KILBETHFZE D A
a7 iE, JAS A RT A 22022 FERRODK 3-2 ITEEDSWTEEHE T H Z &,

2)  [non-FH 8%, FH B3E] &KMARE @0 o225 2 —EHE (FH BE, L
DOOXITOIZ#Y T 5 BEOHERICOWTIE, FY EMA R B+ 72 BE i &
9 2 HM, RSO BEOMAICOWTE, JRAIE LT3 ZALLLE) &5 L
T, [BEEHAEMEICEEL QWD &, o, AR GRNICIE, A4 F 2
Mz T, ZBFITEMHTLHIZELBRET L &,

3)  [non-FH ¥, FH BE] A X F U K DIRENE S 2 WBHEIZO VL, LFo
WIS T A 2L, BB, FREDRAZ F o DR O R A T E
DAL F L DL OIHEYT DAL, ho 2 2 F o O G algert &+ 010
aTH L,
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4)

O BHEROBFESICL Y 2E F o OERBRETHS Z L,

@ REFUOERAPEREEINTND I L,

[non-FH B3 . FH 2] B oL 275 a0 — /VIAEIBED AR Th b B gL, EH)

W RN DM O BIIREE LR R D ) R 7 7 7 7 X — (BERE. & IERE) O

WA 5 O T NRHNIRIRE DR 3 1A Thbh T 2 &,

X7ekB, RKMHEO A XY F U ZRALTHAHICHL b LT IREEENRE &
AL AT —)VIAERE TIE, FH 25> ZENEETH D I, FH EE OB
B+ DERMEMRSET 52 L bRET 52 L,
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6. HEITBRL THETN&EHHE

@

BRI ONT

AFNIOVERBEFF 5 | BERBIIZ HOFH L2 S 7= BE Th > TH LDLR OFILRN
B BN DL BT T, RFOEIENIFFTE 5 B2 N DA, —H D HoFH &
FH (B 2 1 ZRERESE 2 KIET LDLR) TlE. AFIOAZEIIHIFR & 220,

HoFH B ~OEEIZBE L Tk, 3. BRRAGE] OHEONEZRM L, KEIOHR
PEIZOWTHAICB R L7 BT, ARANC X AIGROE S 2 EEICHET 52 &,
AFND oy 15t LIEBUE OBEERE O & 2 BE TR L TUIAF O RGN EETH 5
72, BELRNT &,

BhRAEA LIRS BFEIE DA U A 7 FB3E OIRIE OFEH & kFRIE, BIE S ORI O
HARTA L ESRTDHZ L,

Be 5B ONT

ABF U DOEEPE I IRWGEEERE, A TFUEHNT L L,

WIEHE 504 O i IR E 0B OARRESE 2 BB E ARFN OB Gkt O 7145 % kgt
TH L,

JAS TA KT A 2 2022 /% 2 B £ 2 7= Y) 72 M6 i o iR &l 2 S I i
THIE, B JAS WA KT A 22022 R ClE, BEHBBAR. AL 2~3 (1]
FREE. DR 3~6 7 HIC 1 BIFEEE, EHIMICHREZITH) ZENLEE LV E ST
%o AAID LDL-C DK FIERNRD HILRWEE TIX, B L EHGETICARAID
Bk 52 L,

WA SN 2, IEIRFE SEH DS RAE T 2 BRI 5D & ARH o0 ek KON 1E A3 A
DI OB ERZ TCHME L COBHERAT S Z L,

AHF|D RMP Z G L, ZRMMRFTFEAMRTHZ &,

AR OFEIZ LY LDL-C N RIBITAR T3 2 HEMEA & 5, LDL-C DA 72 {KAE A3
EWMRHT 52 &3, EEROERIKT 26T 2 BT T A%, BRI
EOREREBEH 2 NI TIIRNWED, EELTEET L L,
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