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5.2 FiEtEEaL A7 v — VIE AN O B TlE, B RE B FEOIREINEEZE | AR EhREE R FEIRIA
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(L= F1F420 mg A —F =K —H%—]
B AR~ 7 G - 2 )2 L T420 megr AN 1B F #5145,
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G LU= 7 TR BOUEs S I/ IAEFRER (201102333888 : TESLAGER) I 9128\ Th . AH1420 mgZ4i#
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FHEERE IV AT o — VIIEREHEE K B A IZIE R nr~7 (Bl FAA# ) &L T420 mgza 4l MIC1BIE TS
% R+ 075 A 1213420 megZ 2 RGIZ1E R T# 5 T&5, 28, LDLT7 7L — AD &L CRAIZ#FEH 95

i, Bsa A L T420 mga 2@ N1 B T 5952 LN TED, | ThHD,
77%/1//\7\57%/0)2&?[%7?( BINHEROHEIL, SaLA7e—)VlEBRE . RAAIET ML RAZF L TL0 mg
Z1AER O 532, 72355, 4R, ERICEVEEHE T 2523, EEOHEIT1IH20 mgE THETES, |, FiEEm=lr
27—/ VIEEE | RAIZIET MV ASZZF LU0 mga L HIERR A& 595, 7eds, A, ERIC L0 B35
M. BIEDEAIE1 H40 mgF THETES, | THD,
DU RARF U ORI ARSI AER OHEE., @IBINE, R EaL AT a— VIE @ RS v RZ T
VELTS megx 1 A LER OF G325, 728, Al ERICEDE TR 523, LDL-2L AT a— /U EOK T AR +55705
AIX1H20 mgETHETES, | ThHhD,

DANZAAF L DRI CRBIN T HER VHEIT, BaLAFo— Ve, s oL A7 a— Ve . AL
TBANZLF L TCLH A2 mglW G 2MGT 208, BMICLDL-al A7 e— U EZK FTSHLMLERHLHGEIC t‘i5
mgl VA BRMAL TH RV, 2236, - ERICIOE L | # 5-F %o WITIE E% | 4 LIEIZLDL-a L 27 n—
JAEDAR T 3R+ 53 72385 51 20E, Wik 10 mgE CHE R TES, 10 mga 5L CHLDL-aL A7 a— HEDOK FA3+43 T/
W, FEMEE AL AT o — ) VIIE BE R OFEEBE IR, ST ETED, 1HRK20 mgETET D, | THD,

2) B NHEMEAER

<HNENT —ZEETe > (20110121 348k) 1
R R A 3241 (H AN 24%01], 1 A8HI]) Z%F 5212, AFIT0, 210, 420 mg XL 7 TR %E “HEMKR [ CHIAIK
THRELIEEEDIE)FHT 0T 7 A ZDOW T, IILEFLDL-C & URPCSKJR EED N — 2T A 7nbD 24
FrELIz,
H AR NERE AR ANZIB W T, IIE P LDL-CIREIIAFIFED T X TOHR G ETX—AFA UK L, ik K
18T =R CEME) 1IAFNT0 mghta8.2%., 210 mght65.6% ., 420 mght59.3% CTh 7=, £iz, e KK TR (OF
PIE) D77 '/REDZEITS A ERETENEN40.7%., 60.3%. 57.6% CTHY, 85H H FTOLDL-CIRED
AUC (I35 H 8 f - ) it T TR OfAT 7235, 210 mghf J 0420 mgBElc B W T T T RICH T HH B2
K TAFRO BT (210 mghf: p=0.004, 420 mghf:p<0.001., H45ESM) . BARANEE AD210 mglETO L
BT, 7T BREDEN A A AN210 mght0.803, A A210 mght0.817L[FIFEE TH 7= (p=0.87, 03 H0y
Br) o



V. ARICET51EB

7% P PCSKOMEEE XK T L., #5142 B ICIXTT 22T S, 15 P PCSKOME B 1 344R & [T — 2T A
EARESTEDN, AAKI420 mgk 5Tl 54285 H b _X— AT A AEAT Tho72,

HRERETHREFOR—ISAUNoDOLDL-CELEDOHRE (ARXARVBARERA)

(%)
40

F 4l = SE

HEBO-1ATID T ZVAdIN—).

0 5 10 15 20 25 30 35 40 45 S0 55 60 65 70 75 80 8 90
(a)

—e— TSt BE N (n=6) —a— 70 mg BA& A (n=6) & 210 mg A& A (n=6)
0 420 mg BERM (n=6) - T B A (n=2) =0 210 mg BA (n=6)

HOE TREEOMFEFPCSKOBREDHR (ARARUB ARERA)

(ng/mL)
800
750 - FE{lE+SD
700+
650 1
600
550 1
500
450
400+
350 i}
3001 g
250 M
200
1504 I
w04 |
50
0_
-50

FREEEHSOJRR R BB

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90
(8)
—e— TS5t BE A (n=6) —u— 70 mg BAA (n=6) ke 210 mg B A (n=6)
0 420 mg B&E A (n=6) w- TR BAK=2) === 210 mg BA (n=6)

() AFITHEBEIN TS HIEL OH &
[FHEMEE I AT o — LV IE~T e SR R NS aL 27— VIIE @ i AR ey <7 (s FRz) &
L C140 mgZ 238 BT 151 15420 megZz 4RI LE . F #5975 (F— P =F—%—13420 mgDAEFIZ1EE P50
) e
FHNEE L 2T 0 — LV IERTEEAE SEE . AR ~7 GRE T L4120 mgZ 4B 1B Z T
B 532, REA 72561213420 mg 208 1 B &5 T&%, 728, LDLT 7 =L — L AD B & U CTARANZAf
4254813, BAAELL T420 mgZ 2 lRIC 1B Z TR 5 3AZENTES, | ThHD,




V. ARICET51EB

3) QT/QTcEFMi5AER
ZMEERL

<£#> HC (HeFHZ & Tr) O H A NEMIZHB T QTR (2011023178887 . 201201223 57 @

H A NFEIHHBRBR TH 520110231788 Tl X—2AT7A %D KQTcFRIFE2Y450 msecid 13480 msec
AT T-WBRE T IAFIRE (20561]) TENZN27H (13.2%) KO0 (1.0%) . 77 BREE(10261) TENE
U144 (13.7%) L OB CThho70, AFIRED 24 (1.0%) 128\ T, QTcFREIFRDR—RZ AL Dl KEEINH
30 msecitA THY, 77 HRRETILRBROMERE 1RO L -T2, BAR N BB CTHh520120122
BTl N—RATA 1% DI RKQTcFHEIFREA 450 msecikB X 13480 mseckB Th o7 BB 1IAR K+ T L A
HF R (20201)) TENENL661 (7.9%) K OBHI (1.5%) . 7T BR+T ML ARZZTF R (20261) TENE
1861 (8.9%) K O] (0.5%) TahoT-y AFI+T IS ZRZF L BEDO2] (1.0%) Jr T TR+ T ML SRAX T
UHEEDAF] (2.0%) 12BN T, QTeFMRDN—ZZ AL Dbl KEFNN2330 msectd Th-7z,
WFNORER THIE G DQTcF i KMEA500 msectBE 72~ T RBRE X3RO Do Tz, N—ATA 1
D F RAE I T A FIEET494 msec & VX HBEET482 msec Th o7, 2B, N—2ATA L HEDQTeF i REIX
PARHFIFETH11 msec 2 VRS FREET468 msec THY | £ D75/ N—R L HA /MBI T X CTORERWI A%
8L CHEET440 msecdi ThHh-7-,

QR BREERAR
BBl



V. ARICET51EB

(4)FREE A BR

DENERIER
DOEEBIL M THE R
aBNE I HAESEHER
<HAANT —#> (20110231788 : YUKAWA-178R) ?
DMILE AR ROFEERY A7 B ED A AR N E =L 27 12— UIfLE (hypercholesterolemia: HC) BB 25 212,
LELICHBEDOAZ T T CORKIDA>D FE K O 812 L5 B4 & OLDL-CIZ X9~ 57 20
IZDWT, BB 121 B ST BT B8R O (ultracentrifugation : UC) 122 ALDL-C (UC LDL-C) MD_— 2
TALIHOEAEE FEFMEE L LT 77RO RIS IVFHE L=,

HOH

N A

RERT A

Zhtiax LA, EER, BEXL, 7T AR EEE R

[ELSIES

DMILE AU RDFEEL) AT D3 @y B AR AHCHEE 3104

TR PULYE

20755 LL_-805% LA T oD FR
DML A R PDOFEBL A 3 HC A
AZ) == TR L EIZ 7> TR ELTEH & CRIRRAZ TF U B 552517 T
WHBRE (=B FI7 A OAEIZR DY)
< Z2JEHEL.DL-C23115 mg/dLEA b, ZEZE R 77UtV R 23400 mg/dLEA F O EE
a) LF OV TS 3585
OEEIIREE B (coronary artery disease: CAD) BE{E
O BAZEMEBhIRAE(LIE / R AH B IR 2 (peripheral arterial disease: PAD)
O RviAs ZERE E
OFEMEFEaL AT a— VI fE~T e A8 (heterozygous familial
hypercholesterolemia: HeFH)
O27E R v
OZEEIRFIMAE 23110 mg/dLEA
OLLFDH>H3 DL FIZi%Y
FVEASIR LA b - 2 MEBORR LA L/ e L / WS JEE / 565 1 S B B C D CAD DBEAE /i HL EEY
AE Bz 272 —/L (high density lipoprotein cholesterol: HDL-C) 7340 mg/dL A

E RS LTE

c=a—3I—7DEH 2 (New York Heart Association:NYHA) JEAET LA B LAR4

s ha—/L AR ROAREER

“6 H AN DL i FE 3E « 22 TEBUMIE » 1B e BN IR o & — X2 (percutaneous
coronary intervention : PCI) « wEEfk/ S A/ X244 (coronary artery bypass graft : CABG) fifii
17+ fze

- VRUBE R 993

3% A LANIZ 72 Wr S v 7= 22800 JR 7S « B HE 22

s h— LR B 2R PR - i if

G LLND AT« 2B FIT LS DOIREAR THMEH %

PIRES

TELIZHEOAZF G T, 22077 vREE QT4 LE]) | DV IR D4
D FE R OV ERE (70 X1 140 mgZ- 23 B 1[E], 3D\ 280 X 13420 mga 4 Bz 1[E]) D
WU IEE A 2B fF T 1208 B R P& 5L,




. BRICEIARE

T 2R IE H

B 5123 ST BT AUC LDL-COR—RT A NBD IR LR

B AT R H

B H 12 RIS ITHLL T OIRE
—LDL-COR—AFA L NHD A &
—LDL-C2370 mg/dL (1.8 mmol/L) A L 72 > 7= FRFE DEI A
—non HDL-C. 7RV A B (apolipoprotein B: ApoB) . BB{ELLEVREHIL AT 0—
JU (very low density lipoprotein cholesterol: VLDL-C)ZE DR —2F A4 D8R

S

A (A2 E )

<P B 125 S8BT HUC LDL-CON—RFA L bD AR

B 5121 K 2B AUC LDL-COR—RAT AL b0 LR CEXIE) 1%, 28 N2 1=
85 (ORFIT01%140 mg) BE, HDWITAA 1A% 5 (AA280 3132420 mg) BETIE, &
NZEN-55.201F-71.00%. $HDHUNF-57.70 X1E-63.54% THY ., RICHKGHEDTT7&
AEE-2.39X130.36 % L LLEZ LT, AEREK FARDLNZ (W T bp<0.001: 8 5-REL
JERIKF ThHDAZY—= VT HELDL-CIE FE 48 O T- L BT ET V) .

B 512885 R IZ$H1+3DUC LDL-CHR—R S h i DZE{LH (FAS)

2 I 1Al 5 4 1B 5
\ . AF . AF
BeGRE TR TR
(n=52) 70 mg 140 mg (n=50) 280 mg 420 mg
(n=49) (n=52) (n=51) (n=53)
e
HOLLIRROLC | 230 | 5520 | 7100 | 036 | -57.710 | -63.54
+ + + + + +
AL (o) | T12:23 | £19.32 | £13.36 | £16.75 | £12.13 | +18.64
\ -52.85 | —68.61 -58.16 | -63.94
¢) (0 . . . .
%E@%ﬁ(ﬁgﬁﬂ — [-58.84, | [-74.51, — [-64.51, | [-70.23,
ot " ~46.86] | —62.71] -51.81] | ~57.66]
pfitid — <0.001 | <0.001 — <0.001 | <0.001

b) SEHIE +SD,, #5-12 W 5.0 K X Last Observation Carried Forward (LOCF) % fv»

Hili5E

o) AL GHHE DT T BREEL D HR,
d) &G RELJERIR T T A — =0 ZRFLDL-CIR 2 B - B €7 /b,




. ARICEEI B

it o frae o
(FiZ) JEBRIEL B WS Lo A B ES (BUWERD (X, 77 BREECL0261H 261 (2.0%), A<
FIBET20561 1541 (7.3%) IZBD BT (T,
ARFBRIZB W T R O EEZREWERITERO Lo Tz, RFIEED3H] (1.5%) (285
HIEICEST-RIWEA LU TS EE R W 05RO bz,
N TS5tk
LM RTS8 205 102
RIVE R Z BB (%) 15(7.3) 2 (2.0)
BlERADIELE BlE AR BB E (FEHE%)
TSI Z S PE R 0 1(1.0)
2k 1(0.5) 0
4 RE S5 1(0.5) 0
ML T F o RARF T —E N 2 (1.0) 0
ALTHEEHN 2 (1.0) 0
ASTHEEN 1(0.5) 0
e e N 0 1(1.0)
PRV A it 1(0.5) 0
BRI 1(0.5) 0
i P9 1(0.5) 0
GIEbE 2 (1.0) 0
L 2 (1.0) 0
B 1(0.5) 0
AL 1(0.5) 0
MedDRA 16.0/ T=—R{t.

T)FEPERF: 2011023 15888 H AN ZE T AEEER (201641 A 22 A &R, CTD 2.7.6.21)

(V) ARAITHEGREN TWB HIER ORI
[FNEE L AT o— L IEST AR R O oL 27 a— VIUE : 8% . AR s~ GG L) LT
140 mgZ- 238 1210 13420 mgZ 4T FIZ 1B T 595 (A — b =K —H—(3420 mgD4AMIZIEE FE5DH),
FIEREEaL AT o — ) VIIEREEA R B AT TR~ 7 GEa iRz ) &L C420 mez4@EIC 1B Fi&5
5. SEA 07085 A1213420 megZ 2B BN 1B T &5 TED, 7885, LDLT 7L — LV AOHHBEL TARAIZH 35
WA, Bl A ELL T420 mga 2l BN 1E R T 53 AZENTEXS, | Thb,




. BRICEIARE

@Bk
aBNENH_ETHRLEBHER
<HARANT—#> (201201223008 : YUKAWA-235r) ®
DML AR IDOFRBI A7 R @ B AR NHCHEE (HeFHEEE 25 1e) 2RI, BELIZHEDAXTF
PEH T TORA| DL aM, AEM K OLDL-CIZX 58 %I DT, T G- 1008 FE R OV 208 IR S
IZBITALDL-CONR—RT AL DD ZEAbEE | e O 5121 FE U BT HLDL-COR—RAT A hb
DAL ) e FEAME B L LT, 77 'R ED I IR L7z,

H H N
KR T A Ltk ILF, —EEM. BIELL. BRNL., 7RG, WA TRER L et
TRER x5 DMILE AR RO FEERY A7 3 E O B AR NHC B 404451

FELRILYE | R0 DL ESSm LA T OB
< DML A RO AT D E W HC B (HeFHERE 25 T0)
- ZEJEIRFLDL-C23100 mg/dLEA F | Z2GIRF R 7 VU R H3400 mg/dLLL T O BFH
A7) — = 7 RRARTAEE LA BT > TR E LT H & CREKRAZ T KOOI
IR FEOEEEZIT TCOHEE (=BT I7 I HOA EIXRb20)
a) L FOWT NSRS 30 8E
OCADEESE
O PAZEMEBYIREEALAE /PAD
OFE DM AR ZERE 7
OHeFH
O 14 B e £
O25 U R Jp
QLI FDHH32Lh FITizY
BEABRERLL I« 2557k LA F /i i/ Z2 HEIRE MBS 23110 mg/ d LS / R R / 2651 B S
FHTORFEMCAD (BMS5m LT, 65 LA ) DOREE/HDL-CA340 mg/dLA
FHERA Y | CNYHARMENLL EooR 4
carha—/L AR R OAREER
<6 A LN DU i 3 « RN ZE TE B 0E « PCL- CABGHiA T+ i 25 Hp
« 1A PR 75
3% H LAPNICRE Wr S 7= 280 RIS « T BE L
s b — /LR B 2R BRI « 15 1L
RERDOT= DI G- INDT M ANRE T LA (FHIZT MV ARAZ T e 2B FIT LV
=aF U o ENIFELISN) DIFEIR T HROF G- H LA TE e %

J5ik TRV ARZAF TS5 XF20mgw 1 B 1EIF Q¥ GO T, FAZF o ak—MNIBW T, 2
DO T HREEQIF4REMICLE) | HAVMT2 DD AKIEE (140 mgz 2 A M 1[H] X 1%420
mgZ- 4 EHZ LA OWF N IEAEZ I ZEOAHT, 12 T 5L,

FERHMMEE | -G 10ER R D120 R U H1T HDLDL-COR—ZT A L b D)2 3
- B 5128 IR DLDL-COR—ATA L INHDO AR

BIREHEIEE | LA T O ST A= 31T A5 51038 FE A % O 208 B A 0 SERIE, 3 QN 51208 I S oo fE

—LDL-COR—=RATA b0 E:

—LDL-CA370mg/dL (1.8 mmol/L) Kiiii L 72~ 7= BBE DEIE

—non HDL-C. ApoB. VR A (a) [lipoprotein(a) :Lp(a) 1. NJZV&IJK, HDL-CZ& D —
ATA LD AR




V. ARICET51EB

it R A (R 2T H )

BIALATA—/LIfERE (REEEIVATO—)LILE
ANTOESHBEEZEV)EARELE-CETREROER
=7 FILIRR B F U5 mghit -

P 51038 B 5 K OV 238 I 2 BT DLDL-C DR — 2T A N BD I 2R

<P 51 2IEE ST BT ALDL-COR— AT A L b D IR
[ % 5. 1030 B 5} QM 23 B /S 3BT HLDL-CY DR_R— 2T A L Db DS IR 3R | Je OV %
H12M I SIZ BT DLDL-CY D_R—2F7 A NHEDO AR | (WG ) 1, Wit
DAZF am—MIBNTY, 22OARAFRE (140 mgZ 23 M2 18] 3 1%420 mgZ 4[R2 1
[A]) TlE, FICHEGHEEO 7T RREEL LT A BRE TR0 5N (F%p<0.001:
B G-RE TERIA T, SREERE ], e G- LR beRs o0 28 B AE A2 [E e s & U7 B I E
BRENRET V),

b) reflexive LDL-C[# HHLDL-C?7%40 mg/dL (1.0 mmol/L) K, &2 MEFZVEYRA3400 mg/dL (4.5

mmol/L) LA _EDE4A | UC LDL-CfEZHEL TENELDL-CELT= &z,

23 N 1 afe 5 AN a5
B 51 TSR AF140 mg 7TER | AHKI420 mg
(n=49) (n=50) (n=50) (n=50)
LDL-C(mg/dL)
S 115.7 121.9 114.0 118.8
(75, 187) (61, 352) (71, 213) (71, 279)
103 111.9 31.1 113.1 28.7
(75, 208) (5, 192) (65, 216) (1, 84)
123 114.1 30.6 117.7 38.6
(74, 184) (10, 147) (57, 251) (9, 128)
. N e -1.5 -92.0 3.9 -80.3
1720_7@;) T;;;;Jﬁ; g;@g{{t;&o (42,39) | (-205,-39) | (28,59 | (-151,-46)
= -90.8 (-100.9, -80.7) ™ -83.6 (-92.5, -74.8) ®
. = S f S T -0.28 -75.16 2.67 -67.26
gfggﬁ&;;é;gx;&%k¢&o (-33.3,33.9) | (-92.8, -38.2) | (-23.0, 37.1) |(-91.6, -51.1)
- -74.85% (-80.22, —69.47) * ) |-69.91* (-74.60, —65.23) * )
. . N -2.6 -91.1 1.0 -85.2
ggié%gﬁgff% UT?;U%;;E (-42, 30) (-195, —44) (=43, 42) | (-176, —\49)
- -89.3 (-98.4, -80.2) ™ -86.3 (-95.1, -77.5) ™
103 L1238 DO FHIBDR— AT AL D -1.28 -75.28 0.80 -71.62
DOEALR R NT T vREELAFIBEOFE | (-33.3, 26.1) | (-88.2, -47.1) | (-34.4, 33.0) {(=90.1, -50.0)
(%) -73.97% (-78.54, —69.41) * ™ |-72.89* (-77.22, —68.57) * ¥




V. ARICET51EB

(i)

=7 FILINR A F 220 mght -

23RN 1 EH% 5 4RI EIF 5

BehEE 7R AF1140 mg TR AKFHI420 mg

(n=52) (n=51) (n=51) (n=51)

LDL~C(mg/dL)

Ny 90.9 95.8 90.7 98.0
(44, 184) (52, 175) (48, 171) (49, 185)

103 88.9 25.0 89.0 17.4

(45, 187) (2, 65) (56, 172) (0, 43)

123 91.3 26.8 87.4 29.4

(50, 146) 2, 91) (56, 202) 9, 117)

. N L 0.0 -69.1 -2.8 -68.6
172;5;) n:ﬁ;&;;é;gg@%ti&o (38,57 | (149,-21) | (-38,33) | (-172,-19)

-69.6 (-76.5, —62.6) ¥ -65.5 (-73.8, -57.1) &

. N N 2.77 -72.48 -1.94 -69.05
iiiéézéééiiiiéﬁg;ZZggf@ffftQﬁlk‘) (-27.7,129.5)| (-97.1, -32.5)| (-34.1, 43.8) | (-93.0, ~26.0)
-75.85% (-83.55, —68.15) * ™ | -66.87% (-72.88, -60.87) * ¥

. . N -1.2 -69.3 -2.4 -74.6
;Ségﬁ?;;iﬁ;i;ﬁgg?;?;;&ﬁz;;;¥;i;? (=31, 47) (-149, -18) (-36,24) | (-169, -35)

- -68.7 (-75.3, -62.1) ™ ~72.0 (-79.5, -64.6) ™

103 L1 23 DNEHHED R —RT A5 0.96 -72.55 -1.28 -75.62
DI ONT T RBELARFIREDFE  [(-26.3, 105.7)| (-96.4, -31.6) | (-27.1, 34.8) |(-92.6, —47.9)
(%) -74.41% (-81.21, —67.61) * ™ |-74.27% (-78.93, —69.60) *

s R H H

#:p <0.001 (B G-1E, JEBIRT-, SRBelet, 554 LRBE R o0 22 AR 2 [E E 20 R L LI AR HIE TR

ERRET L)

)7 7 RBEEARITEL DR SN TR/ 3R PEMEO5 % B X ), T A O ETITITFEE

(/M Fe ARz~ LIZ,
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(i)

A2 (EIR AT H )

‘reflexive LDL-COHERE

reflexive LDL-CiZ, & 5-BR#AE21H O WA Z2HIK T RO B, 5 2kizhiz-
THEFFSI (Bet&Pe 503, 2 RN 1 BB G- RRIZ10308 , 4 I 1 e 5B 138HH) .

¥512:8/IZ# +Breflexive LDL-COHEFE (FAS)

=T RILINZRBZF 25 mglit -
(mg/dL) —— A #H]140 mg/ 230 —o— TSl .
180+ —k— 420 mg/ 4l 0= T el FHfEESD

160+

140+

120+

5 100
a 80
-
60
10
20
B :reflexive LDL-C? (mg/dL)
B EFIEL (n)
N—RT7 A 23 81 1038 1238
o . 115.7£26.0 113.8+£22.8 | 113.0£26.3 | 111.9%£25.6 | 114.1£25.1
77w/ 28 (n=49) (n=49) (n=48) (n=49) (n=49)
K140 me/ 238 121.91t44.6 38.6+27.8 31.8+26.1 31.1£25.8 30.6+21.5
(n=50) (n=50) (n=50) (n=50) (n=49)
o R 114.0£29.2 116.5+31.3 | 115.1%+35.3 | 113.1%£31.4 | 117.7%+38.4
77en /48 (n=50) (n=50) (n=50) (n=49) (n=48)
KF1420 mg/ A8 118.8£36.6 34.9+24.1 39.0£17.0 28.71t194 38.6+17.7
(n=50) (n=50) (n=50) (n=50) (n=50)
) FEIE+SD
7 RILINRRAF 20 mgfif -
. T TR e

120

“ d ] ]

80

LDL-Cfil

60

40

204

=

T 1
A=A T 2 8 10 12 ()

44,23]_44
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it 5L
(fex) | B¥ :reflexive LDL-C ¥ (mg/dL)
P 5. FEAEFIE (n)
R—RT AL 23 83 103 1238
. 90.9+25.5 | 89.3+22.1 | 92.4+26.1 | 88.9+26.2 | 91.3+23.2
77/ 218 (n=52) (n=52) (n=50) (n=49) (n=49)
| 95.8+23.6 | 32.3+15.9 | 25.5+11.1 | 25.0-12.8 | 26.8+16.4
| Wi
AFHIL40 me/238 |0 Zoy (n=51) (n=50) (n=19) (n=50)
o 90.7+20.8 | 89.8+19.0 | 90.5+21.6 | 89.0+18.0 | 87.4+22.5
77w/ A (n=51) (n=50) (n=19) (n=51) (n=50)
| 98.0°25.6 | 224145 | 30.2+13.6 | 17.4+10.7 | 29.4+16.5
| W
AH420 mg/ 438 (n=51) (n=51) (n=51) (n=51) (n=51)
d) ‘F-¥fE +=SD

*LDL-C2370 mg/dLAN M L7a o 7= A O EIE (3% 51058 B a5 K OV 238 B S O SEEIfif, WPOY
(ZH 51238 I p O i)
LDL-CA370 mg/dL A &7~ 7= FBF DOE|A (Be 51038 K 5 K& OV 238 B 5.0 4, I OF
(G128 B S OE) 12, WD AZ Tk —MMIBW T, 2D AFIRE (140 mgz2
TN 1E] X 13420 mgZ-4 B 1[E]) Tk, R GHEE O 7T v R L LT, FER
EDSTRD BT (p<0.001 : & Bl K- CHFE L 7=Cochran—-Mantel Haenszel#i iE) ,

reflexive LDL-CA370 mg/dLEK &> T-HBHDEIE (FAS)

T VIR AETF 5 mg T IVSRAEZF 20 mg
oy A 140 mg AFH 420 mg AF140 mg AF#420 mg
2N 1 5 |4 BN 1R 5 | 2B BN 1% 5 |48 B 1% 5
(n=50) (n=50) (n=51) (n=51)
reflexive LDL-C2370 mg/dL A & 72> 7 BE DO E| &
T RARREEDOREMZEY (%) [95% 15 18 X [#]
%i}égﬁig‘é 98.0 96.0 73.6 82.4
5 [86.8, 99.6] [84.1, 98.9] [57.1, 83.4] [67.5, 90.0]
e 512 Hf oD 98.0 91.8 75.6 78.0
fi& [86.7, 99.6] [78.2, 96.0] [59.3, 85.0] [62.6, 86.9]

e) U 54 DT REEE D Hk,




V. ARICET51EB

T R
(i)

L OO EIRFANI H (3551018 8 5 K OV 238 g a5 0 S, A ONT e - 123 I i D A1)

ZDONEHE

R DMEIL, TROLBYTH-T,

Z O th IR EEEIE B (FAS)
[ BB B 5100 B K OV 23 R s D SEE, T B B 51 23 B s O fiE ]

ST A—RNZIBIT AP 51038 M 5 OV 2B e S 0 Sl W O $ 5121

TRV /RAETF 5 mg T IVISRAEZF 20 mg
1y AF1140 mg AF420 mg AF1140 mg AF420 mg
@M G | GERIC1ER S | 2@ EIic1Eg S | 48RS
(n=50) (n=50) (n=51) (n=51)
reflexive LDL-CDX—RAF A b0V &
TR REELORERIFEY (mg/dL) [95%15 5 X[ ]
-89.3 -86.3 -68.7 ~72.0
reflexive [-98.4,-80.2] | [-95.1,-77.5] | [-75.3,-62.1] | [-79.5, -64.6]
LDL-C -90.8 -83.6 -69.6 ~65.5
[-100.9, -80.7] | [-92.5,-74.8] | [-76.5, -62.6] | [-73.8, -57.1]
ZDMDIFE AT A—=F DR =T AL IPLDO LA :
7T ERBEEORERIFER) (%) [95%17 45X
-68.67 ~65.95 -68.14 -67.28
on DL | [773.06,-64.27] | [-69.74,62.16] | [-73.30,62.99] | [-71.14,-63.42]
-68.93 -63.58 ~68.82 ~60.89
[-73.96,-63.89] | [-67.96,-59.217 | [-74.79,-62.86] | [-65.78,-55.99]
~64.44 -59.24 -60.06 -63.39
AboR [-68.49,-60.39] | [-63.30,-55.17] | [-64.87,-55.25] | [-67.15,-59.62]
po ~65.56 -57.23 ~60.37 ~56.15
[-70.34,-60.79] | [-62.05,-52.40] | [-65.91,-54.83] | [-60.92,-51.39]
~45.54 —43.43 ~40.98 ~43.14
oL 27 | [-49.35,-41.73] | [-46.78,-40.08] | [-44.88,-37.08] | [-46.48,-39.80]
n—/L ~45.44 ~41.34 ~40.96 -38.44
[-49.83,-41.05] | [-44.84,-37.85] | [-45.35,-36.57] | [-42.26,-34.62]
_ -54.77 ~52.66 -50.83 ~49.69
gi‘f 7| [-59.37,-50.17] | [-56.95,-48.36] | [-54.72,-46.93] | [-53.74,-45.64]
JHDL-CLE -55.45 -50.95 -51.36 ~45.44
[-60.93,-49.98] | [-55.91,-46.00] | [-55.93,-46.80] | [-50.08,-40.81]
-66.47 -64.33 -64.05 -67.26
ApoB/ [-70.58,-62.36] | [-69.01,-59.66] | [-68.90,-59.20] | [-71.36,-63.15]
ApoAl L -68.29 -62.53 -63.97 ~60.62
[-72.75,-63.84] | [-68.11,-56.94] | [-69.44,-58.50] | [-65.51,-55.72]
-51.20 -49.08 ~49.55 -43.93
Lo (a) [-63.88,-38.52] | [-58.89,-39.27] | [-59.74,-39.35] | [-53.75,-34.12]
pha ~50.07 ~48.77 ~52.68 ~-39.97
[-65.25,-34.90] | [-60.49,-37.05] | [-64.06,-41.30] | [-50.46,-29.48]
-97.93 -21.94 -20.01 -20.72
. . | [-41.27,-14.59] | [-32.54,-11.35] | [-29.59,-10.43] | [-34.18,-7.26]
] ] ] N b b b bl
hZUEI -27.57 -19.97 -17.17 -16.92
[-46.33,-8.811 | [-31.68,-8.25] | [-28.15,-6.19] | [-31.29,-2.56]
12.33 14.61 15.36 9.15
HDL-C [7.39,17.27] [9.93,19.30] [10.12,20.60] [4.67,13.62]
13.46 15.20 16.85 10.20
[7.40,19.53] [9.87,20.52] [10.74,22.95] [4.85,15.55]
-27.85 -22.65 -18.09 -27.16
B [-39.37,-16.34] | [-32.91,-12.39] | [-27.40,-8.77] | [-39.31,-15.01]
VLDL=C -98.42 -20.81 -15.05 -24.35
[-42.48,-14.36] | [-32.29,-9.33] | [-25.72,-4.39] | [-36.70,-11.99]

f) FCEGHEDOT T vREL D g,




V. ARICET51EB

e S frge i
(fi) JRBK LB E S LW S E R (BWER) 1, 77 BREEC20261H 961 (4.5%), A
HIEET20261 R 241 (1.0%) 1IZFROLNTZ (F ),
?T;%E:Jéi)f(;;&) ?ﬂf:éﬂﬁ?ﬂﬂ W, SRR BB, IRPEVULE AN, BERIA A 145
0 7/0) Capoi,
ARHBRIZIB VTR T, HERENEH L OG- H IR EST2RIERITRED bV o7,
Al T5tR
LA RAT kS 511 8% 202 202
Il 38 BB (R BLER %) 2 (1.0) 9 (4.5)
BIERADELR BI1E ARG E (IR E%)
IR E 0 1(0.5)
R AT 0 2 (1.0)
e PR 0 1(0.5)
JBUEE 0 1(0.5)
G 0 1(0.5)
I 57 0 1(0.5)
TS AT A A 0 1(0.5)
SRR 2 5P I 0 1(0.5)
PR AR A Bt 1(0.5) 0
RAEEULE AN 1 (0.5) 0
BE R I 1(0.5) 0
2TRpE PRI 0 1(0.5)
cRs2L] 0 1(0.5)
707 A A RS 0 1(0.5)
EOFENE 0 1(0.5)
MedDRA 17.0t Ca—R1k

8) #EINEFF: 20120122588k H A< A5 IIAHFRER (2016451 H 22 A &GR, CTD 2.7.6.22)



V. ARICET51EB

bENFEME_ETHRLEHR
<AANT =4 120 FT > (201402347 Bh : GAUSS-438R) 1> 19
A B D RIVEH D T= D H N EDAZTF AL DIGENES T LDL-CAa L hr—/ L TEZRWH AR A
HCEBHE ARG, WASUIA B RLL FORAZF U PR FCOARR O ANE, BAMEK OLDL-CIak 4
BATIIEIT AT THE 51058 4 % O 28I S D LDL-C O 25 A oD ESZ L 2 i O 2 5
12 U BLDL-CON—AT AL NHOSALH 2 EHFHHE A £ LT, TEFI7 LDz LY

FEAm L 72,
A N %
AT PA | DAL, —EER, BEAL, =BT I7 R WATRER e
EL I AHF A ED A AR NHC B 614
(FENEEaL AT v— )VIE ~T o S IR B 6l 25 1)
TEBRPFULYE | FEfn20mk Ll LSO LI T B

s AL T AN OHC B
- H RBWIREEAL 2B AR T AL (20124F) OEFBEX 3 7TV —IZLAHLDL-CO B AZEIZEL
TEHT, A7V —= 7 EEDOLDL-CEDN R DT IHNTE%Z Y
— Z2HEIFL.DL-C/3100 mg/dL (2.6 mmol/L) L1
(GeEEh R F8 [coronary heart disease: CHD ] &2 &L TV A0 K [RIZEDOCHDY A7 %
HIHEBEOSE
— Z2HEFL.DL-C/3120 mg/dL (3.1 mmol/L) L1 k-
(CHDOZ W XIZ[RIHE DY A7 H3732< | HERX 53 17 TV —T D BEHEDOLE)
— 722 HFL.DL-C%3140 mg/dL (3.6 mmol/L) UL I
(CHDDOZ W XX DY AT H3 7L EBIX 3 72— N O BEEDLE)
— 22 FL.DL-C%3160 mg/dL (4.1 mmol/L) L1 I
(CHDOZ W XIZ[FI DY AT D372 EERX 3 7TV — 1 DBFEOLHE)
ARGV == RO ZE MG R) 7B UR 23400 mg/dL (4.5 mmol/L) LA
a) LU F D2 DS OWNT A 1= 5B & AX TV AN & E 3
O2fFLL DAL T DFe HARI T, T2 HEOIA T — Feb LAY | iRk Xk
FEBU B REY D723 1FREELL EORZF T H &Y UIFNU TOH &2 IR TX
P AXF L ORI E TS RS E0RER Y R T S B LA
QB BRI 2 3 D730 | VL, FOAZTF U N EZ b AR T AXF LD
PR ST G- P R KIER DS R ST e LT 35 A
b) 7V T F L ARARF B (CK) LA A ED2RW i R DR, 59 & XUEF MK T
¢) CKAE 52 FE5 5 A Ik
d) CKIEDSAZE 72 b A2 £ 15 P ESR
e) AT UYL H & D ETR

OT MV RAREF 10 mg OFNWIRAEF 20 mg
OFFNREZF>:10 mg OBRANAZF L :2.5 mg
OV /RAHZT 15 mg OB ZNREZF 1 mg

) CKIFIZ R Y EIRO 10O EF-NROLNLZLLEER




V. ARICET51EB

T HRAPIE

R~ EEOLAE

c IR L SFL TR WA EE R

<18 £:3% A LN OJEEMECHD

CEITICEZWTESN T o ba— L R B ORE R IR

- e L S AR IR R TR E R E

« BEFNOOIE B R GE XXk, B L A, B LI W R BERE R
ATuAREH KRS

HEHR TR

< KFI SN TA O PCSKIFH ESK ~DUREFEJFE 4

Jiik

THEEBRINEL, 220 FEE (140 mgZ 2 I 1FIHT L3420 mgz 4 B2 18l E T #% 5+
ZIERELHIERROEE)  HANI2HOOZBFI7EE (10 mga 1 H B D5+ 75%
R TAARNZE . FHE) OWT T BIEAIZE0 AT, 128 5L,
CHEREIKE TRIIEE R (40EMH) L3, ZHE *ﬂ;ﬁ BT HNTAA UL T
TAROF GRS RIS T 244D AL & O 2 (140 mg %2 FﬂF"ﬁ Z1[E X 1%420 mg A48
fc1m) 2/ TG Lz,

T HERH I

B 500 B N2 S OLDL-CO_R— 2T A L b D S 2R b3
R E 128 B SICBITALDL-CONR—ZAT A DDA R

AR A

LUF DT A—2 2B 3H 851038 B 5 K OV 238 B s O SE4E  Me O 51 23 B S D fiE
—LDL-COR—=RTA LB &
—LDL-C7370 mg/dL (1.8 mmol/L) A Z B L= BE DEIE
— ol 27—/l non-HDL-C, ApoB. #8=L- A7 ma— )L /HDL-Ckt.. ApoB/ApoAlLtd
R—=ATA L NED AR
—Lp(a). NVZVUEVUR, HDL-C, VLDL-COR_R—ZF A b0 23R

(RS

A5t (G2 H )
< P 5103 B 5 M OV 23 B S DLDL-C DR — 2T A L DD A5 2 b 23R
5120 SIS ALDL-COR—AT A DD LR
[ 5. 108 I 5} DN 23 S DLDL-C® D_R— 2T AL I BD oAb | o N # 5.123
I pAZ BT DLDL-C & DR—RTA L NEDEALTR | (WG M) 13, AFF G RE4A
ETIE= BT ITRGRERR L T, AERK TR b7 (F%p<0.0001 : K18
HERADRET D),
THEERIINCBWT, AFIE SR ETIT R EHSEOR 5100 % L1208 %O
NR—=RTA L NEDNEHILDL-CELREDOZEIL T RO LBV TH-T2,
g)reflexive LDL-C [ HLDL-C7340 mg/dL (1.0 mmol/L) Aiiii, DV MIR Z7V-EYR 3400
mg/dL (4.5 mmol/L) LA kD4 UC LDL-CEAHIEL CZNALDL-CEL7=] & Fv -,
h) £ 5-8E, ERIR T (A7) —=2 7 REDLDL-CIE) | KFRe, £ 58t &b o 22 HAEH %
EEFE LT,




. BRICEIARE

LEES
(e)

HMG-CoAE B FREEFHICLSABNESLVVEALATA—/LIEEES
HEELE-ZEERABOER

BeRE

AHI (n=40)

TEFIT(0=21)

LDL-C (mg/dL)

N—RATA

192.8 (129, 415)

181.9 (120, 364)

1058

78.4 (25, 210)

146.4 (78, 390)

123

79.7 (34, 239)

151.0 (76, 378)

12D R—=AFGA PO RER P EF
TRELAHIRED

-114.3 (=213, 8)

-32.8 (=66, 24)

-79.4% (-96

7, -62.0)7

12D R—ATA L PEOLEHE R =L F
T REEARANREDFE(%)

-59.45 (-77.8, 5.1)

-18.95 (-36.4, 16.7)

-40.14% (-48.68, -31.60) ¥

10 12 DO SFEEED R —AF A b DAL
BR R PFITREEAKIBED

-113.9 (=209, 4)

-35.1 (=69, 20)

-77.6% (-93.

9, -61.3) 7

103 L1238 DO SF-HED R —RAT A LI D AL
KR NT VI ITREEARNBEDFE(%)

-59.79 (-79.3, 2.2)

-20.26 (-35.6, 7.3)

-39.35% (-47.23, -31.48) *¥

s BRI H

#:p <0.001 (B 51, JBHIK T, SREEHEH], BT LRBERE 0022 BRI &2 18 & R R & LT ORI E TR

BIRET L)

DA 2238 I 1Bl G- U7 RE LA 2 4T8 RIS LR G- LI O B &
DEBFITRELAAIREL DO TIT R/ R FIIE (95 % B HEIX ) | £ LSO BT A

(/M e K AE) 2R LTz,

AZE (B EHAH 2 H )

-reflexive LDL-C?370 mg/dL (1.8 mmol/L) A 1 2 22

B EE S OIME, K O 5123 B s D)

reflexive LDL-C2370 mg/dLART IZ R EL-EEH DEE
TEERESRE LT B ERUGENED BT G

Cochran—-Mantel Haenszel## 7€) .

ELT-HBEOE S (5100

FEiE12

3 AR EREE T
Hp=0.0003 : J& B/I[A + THHIEE L

reflexive LDL-CH%70 mg/dLRHIZEZEL 1-EE D BNE (FAS)
[ B % 51038 Rl S R OV 238 B A5 D I, T B - 38 -1 230 B s D

AHAl (n=40)
vs. TEFI7 (n=21)
; —CH X 56.41[34.10, 70.70]
reflexive LDL-C? e 2L
70 mg/dL (1.8 mmol/L) i 1- B8 7= 52.63[30.36, 67.52]
BFEOEIE (%) FHEE DY 0.0003
K) - _RCO B CRIKFEE B SR 22RO H A WA ST 5720, BKME, Hochbergi: &
OMallbackiEz FAWCTE L,
) ZEFITHEEGRELRED G, Fe/h T FPEE[95 % [F X,

J& B K+ CJg Bil{k L7z Cochran-Mantel Haenszel &5 /L% FIVWCHERE,




. BRICEIARE

TS ~FOMOFENREAMGE B (51038 W 5 K OV 208 B S SRl . Jr OV 51238 I S5 i)
(LX) ZDOMDARE RTA—HZ BT 5551038 B g7 K O 208 B SO S, K O 512308 I
JOEIL, TEOERBVTHST-,
Z DD R XREEHHIE B (FAS)
[ B 3 5-103 B 5 K O 23 I s D SERA I, T B - #5123 R S oD i
AH (n=40)

vs. TE¥FI7 (n=21)
-77.6[-93.9, -61.3]
-79.4[-96.7, -62.0]
?fﬁ?ﬁkpﬁﬁ”) <0.0001

-25.44[-30.80, —20.08]
-25.83[-31.63, -20.04]

D fE <0.0001
-33.53[-40.38, -26.68]
-33.44[-40.94, -25.94]
s p <0.0001

-35.67[-42.30, —29.04]
-36.60[-43.98, -29.22]

TR ) <0.0001
-28.61[-35.26, -21.97]
-27.05[-34.00, -20.09]
R p ™ <0.0001
-37.07[-43.65, —30.50]
-36.29[-43.39, -29.20]
T ) <0.0001
-31.13[-41.83, -20.43]
-31.21[-43.57, -18.84]
R p ™ <0.0001
3.49[-11.15, 18.13]
11.79[-7.29, 30.87]
GLE 0.27
7.96[1.78, 14.14]
5.59[-0.82, 12.00]
FHHEp 0.091
-0.67[-15.22, 13.87]
7.64[-12.15, 27.43]

GLE 0.27

m) TEFIT R GRERRED IR i R EEIE95 %5 X ],
KEREREIITET VERHOTHEE,

n) T _XCOEE K CRIKGHIE B 123t T 52RO H BAKMEEZE BT 5728, BUKME ., Hochbergih &
UMallbackiEz FWCE LT,

reflexive LDL-C® RERE 2=
NR—=2F7 A NHDO I V& (mg/dL)

BaL2ro—Lo REM 2
NR—=2FA L INED I (%)

non-HDL-C Rz
NR—=2F AL INEDLEALER (%)

ApoB®D BER
NR=ZFA L INEDEALR (%)

oL 27— /L /HDL-C Lo RERE 2=
NR—=2F AL INEDLEALE (%)

ApoB/ApoAlLtd R 7=
NR—=AFA L IPED LR (%)

Lp (8.) ) ﬁ[ﬂﬁﬁ %m)
N—=2F7 A IPHD LA (%)

K ZU+EIRD R 7
N2 HD AL (%)

HDL-C® RERE 2=
R—=2FA L NEDIEALER (%)

VLDL-C® BER
N2 HD AL (%)




. BRICEIARE

LEES
(fe)

FEEREICIB T, AAI140 mgZe 238 BT 1B ST AFI420 mgZ4H I 1R 5- UG
B ARRBRBHIR 1R DR—AT AL HDOLDL-CE(L R CEIME) 1359-60% THER LT-,

e

c CHERIICB O TRBEEEELEH) LM S - EF S (BIER) 13, ARG 2R
TA0BI 761 (17.5%) . =EBFIT7 B HRERR T2 4361 (14.3%) IZFRH BT (FR) .,
ZDHH2HILL EDFEFNZ I TRDO HIVIZEIVE R I, AR SN R 2451 (5.0%)
ThHoT-,

FEERINCB T LRITER O RBEIA X586 761 (12.1%) Th-oTe, ZDH 62618 EojiE
BIZ B TRD HIVRITEH L, TFRERE R H 241 (3.4%) Th-o7z,

ARFN B GRERIRTOBRFBDHN-BWERIL, FESEAL N L, B FHREHE. i 111K
T DU, BEIEAS 11 (2.5%) Th-7z,

AR K OEELREIER IO LN T, RBRICBIT G- F 1k
BEoRIWEREL TARKIER GRERIR TR T kA 141 (2.5%) IZ5RH DI,

ARFH IEFIT
e o PSS P 40 21
RIE 8 BLB S (8 B2 %) 7(17.5) 3 (14.3)
BElERDIELE BlE AR BB 3 (FEEHE%)
Wb 0 2 (9.5)
(EE 0 1 (4.8)
T 0 1(4.8)
— % R R L OB G O RE 2 (5.0) 2 (9.5)
TSR 2 (5.0) 1 (4.8)
TESFERAL PN H 1. 1(2.5) 0
TSR ALEE 0 1(4.8)
e S VA 0 1 (4.8)
TSR AT IR 0 1 (4.8)
FEEN 0 1 (4.8)
BE, L OWLE S HE 1(2.5) 0
WIRfEAL 1(2.5) 0
B AR SR M OVt ALk e 4 (10.0) 1(4.8)
(RES 1(2.5) 0
il MK 1(2.5) 0
P9 1(2.5) 1(4.8)
VU e 1(2.5) 0
PR R IR 0 1(4.8)
[ERA 0 1 (4.8)
R, M2 Mo ONE R P 55 1(2.5) 0
I Wk 1(2.5) 0

MedDRA 20.1Jk T=—R{k

15) #EPN & $F: 201402345 88 A 55 IAEFAER (20194F6 H 18 A /&8, CTD 2.7.4.2 }x (XCTD 2.7.6.1)
16)Koba S, et al. :J Atheroscler Thromb. 2020;27:471-484.




. BRICEIARE

cEBNEIH_EEREBER
<HENT—%> (20110117348 : RUTHERFORD-238 5k ) 2
M E ANHeFHERE 2t 51, BELIZH EDAXT e O DO RREIL T fé{ﬁﬁ#ﬁ T CORHK| D4

M ARVE N OLDL-Cloxt1 58 201
FTA L NEDIN AL | o O Fe 51230 K5 50T

W2 DWW, #5100 M 25 % DN 2R I BI1TALDL-CON— 2
BIFAHLDL- c0>f\~x74/75>50>ﬁ (b3 ) % 3= BEEAIG IE

HELT, 7 T7BRED HERIC LV L 72,

HOH

s

R T YA

Zhtimedim, “EEM, AR, 7T IR AT R G

TRER X5

S E AHeFH#BE 3314

T EEERIEUE

AR 185 LA 80 L F D B
-Simon Broome Register Group® 2 i (5§ ) ¥ I L2 rs/-HeFHEE
T AZV— = TR R4 LA R thofﬁﬂ&u‘_ﬁﬁ gfﬂ%ﬁm ABZF 2 o O DD
NEEAR FIEOHE 5232 CODEE (= BFI7 oA HEI X/ D)
ATV == T RO ZERERFLDL-CA3100 mg/dLLL EAs 2 Z=2RERER) 77UV R 23400 mg/dLLA
ToBE
a) Definite:
Wal 27—/ 13290 mg/dLiEH, XIFZLDL-CA3190 mg/dLE, 7> DL TFDH>H 1oL
OB XTH 2B INIZ S E DY
@LDLAZ 24K « ApoB-100 - PCSK9|Z & {1 52 7 30
Possible:
ol 27—/ L3290 mg/dLEE., XIZLDL-C23190 mg/dL#E. 7> LI T dH>H1o0 |
O 1B A6 0% A 575 2 B I B D35 0m% A 0D 1L iy 188 5 S MMk
@FB2ENTBIE LINDOFR =L AT 1 —/1 73290 mg/ AL, UXL165 AT D7« SLphili gk =
L AT 1a—/ L3260 mg/ dLEB D FERE

THRAFIE

FiEME oL 27 a0 — )VIMERERES K (homozygous familial hypercholesterolemia:
HoFH) %

VR ALAT4 H ANIZLDL U MAED 77 2L — L A% 2 - B

‘NYHAZEHET STV O A4 SUTIE IO /2 = BR =R 330 % R0 DO B H 5%

Jiik

2OD T T AREE (2 ITAAMNCLE]) | BHDUME2 D DAHIEE (140 mgz 238 (512 1[H] 13420
mgZ-43 EHZLED) OV N IEVEZ I ZEOHT, 128 T 5L,

T2 H

¥ 5103 I 5 ) M2 I S BT ALDL-CONR—ZF AL b0 Y285 bR
BB 120 S IZ BT ALDL-COR— 2T A D[R

AR A H

LU FO/RT A= I D85 5- 1038 1 5 % OV 23 B 5 0 -,
—LDL-COR—=RAFA LB R, &
—LDL-C7370 mg/dL (1.8 mmol/L) Kiii L7z~ 7= A& DEIE
—non HDL-C. ApoB. #&=L- 271 —/ L /HDL-CLt., ApoB/ApoAltt, Lp(a) . RKUZ U+
F. HDL-C K& ONWLDL-COR— 2T AL D5

N 512385 5 oOfE

i e

B (FEEFHEER)

< P 51038 B 5 R OV 238 B 52 3BT DLDL-C DR — AT A L N HD I 2R

B 5128 I RBITALDL-COR—AT AL LD R
[ 51058 B 5 K OV 238 B 512 381 BLDL-CY (= 2T A L IS0 b 25 3 | Jo Y
[ 5123 K AU ZH 1T DLDL-Cb) D_X—AT AL NHEDOZEALEHE | (Wb EHHE) 13, 25
DAL (140 mga 208 I 1R 13420 meZz 4 12 1E]) Tk, RCESHEED 7 TR
FELHER L T, ARERIE IR0 O (F#Ep <0.001: £ 58, J@ Rl [K -+ kB, #
HRELRPERE O AR Z B B R e LI AR EIR A NRET V),

b) reflexive LDL- C[kﬁﬂjLDL C%340 mg/dL (1.0 mmol/L) jii, XiZhZV-EIURH3400 me/dL

(4.5 mmol/L) DA, UC LDL-CORIEM, F D4, HHLDL-Cla iz,




. BRICEIARE

R reflexive LDL-CDR—X S Mo DE{LFE (FAS)
(LX) 3 I EIE RS L1 AR S
BeGRE 7SR A WAva N A
(n=54) 140 mg (n=55) 420 mg
(n=110) (n=110)
reflexive LDL-CDX— 25 AL IHDZAL RS (%)
251008 B 2 R OV 238 BF s oD -0.49 -60.74 2.08 -63.62
SR +929.54 +14.11 +20.19 +19.12
-1.32 -60.77 4.76 -56.29
VA S ‘
Be 512585 s 1 +22.17 +15.36 +25.39 +21.76

reflexive LDL-CODR—ZFA L InbD AR : 750 R EEE ORERI 72 (%) [95% (2 #E X [ ]

151038 B 5} TV 238 B . oD -60.15 -65.55
SERIfE [-65.83, —54.46] [-71.27, -59.83]
-59.23 -61.27
T8 B A i
el 123 Ol [-65.11, -53.35] [-69.00, -53.55]
c) ¥ =SD

&) FCH GHEOT T ARREL D L, B 57, JERIA - SKBehe i, $e 51 LkBek o2 BAEM %2
B ENARL LT BRI EIREGRET L,

A2 (BIREEmE H )

‘reflexive LDL-COHER
reflexive LDL-CIZ, & 5-BA4E2H OFEIBIENHIK T 358 B, G-Ik 2Izhiz-
THERFS Uz (o G, 2N LR 56131008 | 4R AT 1Rl 511 381 )

®E512;B/IZF1TSreflexive LDL-CODHEFE (FAS)

{mg/dL) —B— EH140 mg 230 —o— ool

220 —a— 420 mg/ 48 -0~ Tt/ FHELSD _
2004 T
180+
160 -
- P'——_---—..- .......... —
140+
E 1204
I§ 100+
a0
60 L | = |
40 kil
204 I
° f\‘—J{Iﬁ"f} ;‘. é TIO 1I2 (30
| B¥ :reflexive LDL-C © (mg/dL)
T B JEFIEL (n)
R—2T A 2 83 1038 128
\ 151.1-36.5 |144.5+42.2 | 143.1+45.1 | 153.5+54.8 | 148.5+47.4
"SR /238
7 7R/ 2 (u=54) (1=53) (1=52) (n=51) (u=51)
161.4+51.0 | 74.7440.4 | 64.0-36.0 | 64.1-35.5 | 63.7+-36.4
| - . . . . . . . . . .
AGLA0 me/ 23| 2o (n=108) (n=104) (n=107) (n=104)
o 151.56-42.5 | 149.7+37.4 | 151.7+40.8 | 144.3+36.7 | 160.2+57.0
’[Z/ Y Fl%
77/ (n=55) (n=53) (n=54) (n=47) (n=46)
153.6-43.3 | 50.3-46.0 | 71.2+43.6 | 45.8+36.9 | 69.1+44.3
| - . . . . . . . . . .
A0 me/ 48| o) (n=107) (n=103) (n=103) (n=103)
e) ¥ £SD




. BRICEIARE

HEES
(i)

*LDL-C2370 mg/dLAR i &7~ 7= BE O EIE (& 5-1018

IZ ¥ 5123 B O fE)

LDL C230 mg/dLA M &7~ T2 BH DOFIE (3525103 RF 1 K OV 1208 g 5D )i, A TF

W23 G120 R S OfE) 1 X, 2 DOARKIEE (140 mgZ 231

K+ Cai#& L7~ Cochran-Mantel Haenszel#& 7€) o

W% TN 238

1A 13420 mgZ- 43 [
X, R 5HE O 7T v R LR L T, A B RUGENRD LIV GRi%Ep<0.001 : J& 5]

reflexive LDL-CAH%70 mg/dLKiif &% >1=EE D BNE (FAS)

1y 5 AFAI140 mg 23 1E] | AHK]420 mg 4B I 1A
¥ 5. (n=110) ¥ 5. (n=110)

reflexive LDL-C2370 mg/dL A & 72~ T B E DO E| &

7T R REEEORERIZEY (%) [95% 15 48 X [

e 51038 e 53 K OV 238 B AL D 65.1 78.5

DA SN} [52.8, 73.4] [66.9, 85.1]

Bl 128k RO [53.(;(?'?4.6] [47.%(,)'29.8]

f) [ D&IQ‘_&EE 0)703“1271‘:%&0)1:[:@)20

120 R OfEIL, TROLEBY TH T,

- FOMMOENVREAIE B (35- 1038 B i % O 208 I S O RiE L 3 QNS 521208 e S i)
ZDOMDHGE 3T A— 22 BT 5551038 I 55 K O 5-1238 B S 0S4 i, W ONZ & 5-

Z DD EIXREEMIEH (FAS)
[ E B 3% 51038 B 5 K OV 238 B 5 oD S 24 TEX B 5123 RE S oA ]
b5 AAN140 mg 231 ARAN420 mg 43 12 11A]
&5 (n=110) 5 (n=110)

. PN -95.2 -97.4
%@ﬁg%@é%ﬁ% g:;;g%ﬁ/ %?‘ [-105. L ;)85.2] [-107. L 587.7]
(mg/dL) [95%15%5\'2‘[35%] [_1029’ _828] [_1038, _789]
FOMDIEE T A—ZD_R—AF A NSDIE[LER
T RRBEL OB ZED (%) [95% 5 HEIX [ ]

-56.00 -60.01
- [-61.41,-50.59] [-65.24,-54.77]
non HDL~C “54.79 54.95
[-60.47,-49.12] [-61.95,-47.96]
-49.39 -54.98
AboB [-54.32,-44.46 ] [-59.58,-50.38]
po ~49.09 -49.41
[-54.55,-43.63] [-55.73,-43.10]
~46.59 -49.16
s o - [-51.43,-41.76] [-54.21,-44.11]
a1 27—, /HDL-Clt " 46.08 E
[-51.27,-40.88] [-52.86,-37.98]
-53.17 -55.56
[-58.35,-47.99] [-61.08,-50.05]
ApoB/ApoALLL “54.28 ~49.55
[-60.16,-48.41] [-58.14,-40.96]
-31.37 ~31.00
Lp(a) [-38.33,-24.41] [-37.91,-24.09]
pia -31.57 -98.24

[-39.28,-23.87]

[-35.61,-20.88]

RE LD, IR

Z1E)




. BRICEIARE

HEES
(i)

92.36 “16.71
N . [-29.48,~15.24] [-24.43,-9.05]
1 1 1 4 ’
RZIEUR "19.59 1156
[-27.92,.-11.26] [-21.38.-1.74]
8.38 9.48
) [4.36.12.40] [5.10.13.85]
HDL-C 9.20 9.07
[4.66.13.74] [3.48.14.66]
92,63 1554
) [-29.46.-15.81] [-23.25.-7.84]
VLDL-C 90.97 “9.17
[-29.29 -12.66] [-19.01,0.68]

g) FUHE 5 D7 S REEL DL,

2

JREBRIEL B WS Lo A B EL (BUWERD 13, 77 BREE L0961 H 861 (7.3%), A<
FIET22001 Fh 3041 (13.6%) 13D HNT= (T ),
ARFFECTRO DAV EREWERNL, Bl ERE361 (1.4%)  HEFHEBALA L, 55
NEALEE, FEFHALEOEA3-261 (0.9%) TdHh -7z,
ARRBRIZB D THE KOG IR E ST FIERIEGERO Dveh o7z, EEREWEREL
THLBES ARHFIFED 1451 (0.5%) 125D BTz,

AFl TSR

AR R S5 4K 220 109

'?'%Jgjﬁz}iﬁ@ 30(13.6) | 8(7.3)

B RO i # | F5uk
BEOME 1(0.5) 0 B PRI 0 1(0.9)
AEENR 1(0.5) 0 poXY/MEE 0 1(0.9)
G 3(1.4) 0 5 P 1(0.5) 0
R e 1(0.5) 0 i 1(0.5) 0
fEEELE 1(0.5) 0 RA &R 0 1(0.9)
T 1(0.5) 1(0.9) FEEOEN 1(0.5) 1(0.9)
PE(E B N 0 1(0.9) HLH R 1(0.5) 0
1 e YRS Ak 0 1(0.9) ST 1(0.5) 1(0.9)
AL P H i 2(0.9) 1(0.9) SHIR 1(0.5) 1(0.9)
HESHEBATALEE 2(0.9) 0 HEAR 1(0.5) 0
BESTERAL s 2(0.9) 0 BERA 1(0.5) 0
368 AL PN H o 1(0.5) 0 BEIROEL T 1(0.5) 0
AT N FREE R 1(0.5) 0 AHRSE 1(0.5) 0
HESTERAL SNE 1(0.5) 0 5% 0 1(0.9)
FRAY VT HE 1(0.5) 0 B2 e L 1(0.5) 0
T RE 0 1(0.9) HLBE 1(0.5) 0
e Bk 1(0.5) 0 FEEIMERLBE 1(0.5) 0
A5 3(1.4) 0 B AR FE 1(0.5) 0
(= B AR HE LN 1(0.5) 0 R B &SR 1(0.5) 0
Lﬁl':f3‘7l/7?“‘/“ 0 1 (0.9) BB FERE 1(0.5) 0
AT — B T ST AR 1(0.5) 0
TR B 0 100.9) MedDRA 16.1 Ta—R1k

30) #EPNEE: 201101 17308k HESM 55 AR (RUTHERFORD-2735#)
31) Raal FJ, et al. :Lancet. 2015;385:331-340.



. BRICEIARE

dBENFEIH_EEREBRER
<HEANTF—#> (20110116388 : GAUSS—-23k ) 104D
ABF L DE N ELZ DR TEIRVANE AN E oL A7 o —) )V IE BE 2 21, B XUTAERIEUL TOA
HF- T CORBIOZENE B OLDL-CIZX 35880122\, T 510K S 123 B
IODLDL-COR—=AFZA LB DNWZEAb R | O 51208 U2 BT ALDL-CON—RAT A bHD
FALER 2 FEFMIEE LT, =B FI7 L0 I c LY FT L7,

H H

oK

RERT A

i dLF, —EE R EAEAIL, X T NVAI— BT IT R I TRER PR R

[ELSSES

ABF AN ED S E ANHC B3 30741

TR PULYE

AR 18R LA 805k LA T oD fR
AL FUARPE DHC B
+National Cholesterol Education Program Adult Treatment Panel MDY RAY 73V —|ZHE
W, AT — = RO LDL-CEA R DT N %Y
— Z2 I IFLDL-C23100 mg/dL (2.6 mmol/L) LA F
(CADEZMIEN TWANXITZCADY ZZ N [A% THHHREDHE)
— 22 EFLDL-C23130 mg/dL (3.4 mmol/L) LA k-
(CADERZWTEIL TR UTCADY AV IN[AIEETHY I DVAZK F- %200 EAT
HEBEDLHE)
— Z2JERFL.DL-C23160 mg/dL (4.1 mmol/L) LA k.
(CADERZWIEHL TRV XICADY AZ R[FAIZETHY , M DOUARIIK T &1 >H T 5HH
HOBE)
— Z2EIFLDL-C23190 mg/dL (4.9 mmol/L) LA E
(CADERZWI S TRV XUTCADYRZ RAFETHY 23 DY ARV R 15 LIV B
DYE)
cAYV—=2 T REDOR)ZUEYRH3400 mg/dL (4.5 mmol/L) LL
a) AZF U AR & %
AT — (B TR 75 28 SO TR BIIE) 7= . I EZRIDT2HILL EDORZF L & B TER,
HDONIARBR THEL =AY TF O LA O R K5 B2 B2 B2 AR TET, AXF O R
FLITFE G IR KO ER A S LI L7354

THFRAFIEE

LAEMEANDIAY 2% HOVIIRBROF M, FNESUITE T 28555 DN DRI
HERREL KRB I Ref 4084

Jitk

2ODAKIEE (140 mgZ 22 1R X 13420 mgx AN 1B T 5+ 78R %41 0 1A
BOfh)  HANI2HOOZEFITEE (10 mgx 1 H IR O # 5+ 7R 22 48 M
(1B TG OWT I IEEA 2T, 1208 5L,

T HERHm I

B H0ME e S K N2 IR S DLDL-COR— AT A LB D A3
B H120 I S ICBITALDL-CONR— AT A N HD AR

AR A

LU FDORF A= 31F D 51038 e 5 2 1 238 e S 0 SER il R O 51238 I s oo i

—LDL-COR—RT AL NHD &

—LDL-C%370 mg/dL (1.8 mmol/L) R ZB2= L 7= BEF DEIE

—non-HDL-C. ApoB. #2277 1— L /HDL-Ct.. ApoB/ApoAlLtbD_—ZAF AL DiHD
AR

—Lp(a), RUZUEYUR, HDL-C, VLDL-CO_—ZFA L NHD 23




. BRICEIARE

N
]

ES

HohtE (EEEEmEE )

< P 51038 R 5 K DN 2 S D LDL-C DR — 25 A LD S5 25 {2

<P 5123 ST BT ALDL-CONR—RAT A UMD IR
F#ﬁﬁmﬁﬂ#ﬁ&lzﬁﬂ#ﬁ@wL CYDR—=RATA L NEDO R | o O #5123 R
JUZIIFABLDL-C b) DR_R—2FA LSO ZEER | (WO HUE B 13, 2> DAKIFE
(140 mgZ 21 2 1R 13420 mgz Al M1 F 5+ 7 78R 21 B 1ER O 5) T
VLRI EGHEE DB FI7RE (10 mgz 1 B 1B &5+ 7 78R 22 T4 BN a2

TR LT A ERME T ORO LN (FNE i p<0.001 : KK ERIER S 2h5#

EF),

b) reflexive LDL-C[H LDL-C%%40 mg/dL (1.0 mmol/L) A, HAV NI ZUEURA400 mg/dL (4.5
mmol/L) LA EDHE | UC LDL-CEZHIEL TENELDL-CE L] & iz,

o) B HE, FBHIK - HBmE, B R KRR L O A8 HAE A E E R RE LI,

reflexive LDL-CODR—RX 5/ MbDEILE (FAS)

A LI EIE A Rl e EIE =
T PFI710 mg| AAI140 mg IJZ?7 10 k#1420 mg
FLALE | Z2BECUE | Eﬁ’l@ F AR 1
o#s T 5 P BT &5
PR + + T N +
VAN WA AN S VAN
2 Rz 1A Z1H1[H A = 1 Z1H 1
B TF#5 Ro&ks &T&L’@ Ro&ks
(n=51) (n=103) ~ (n=102)
(n=51)
reflexive LDL-CDX—ZF AL IHDZEAL D (%)
5108 R S L O -19.79 -56.39 -19.23 -56.70
12308 B 5. D S i +12.12 +17.01 +12.31 +13.19
-18.48 -56.25 -17.28 ~54.26
T ) )
B 128R5 IR OfH +13.20 +17.99 +13.40 +13.41
reflexive LDL-CODX—RAFA L NEDEEL S : =P FI7 LORER 7 (%)
molmmars | 0 : e
SR D e U0
1238 g JR DI E) il ~31.55] “34.37]
-38.06 -37.55
P 5.1 230 B 5 O - [-43.73, — [-42.16,
-32.39] -32.94]
% i — <0.001 p<0.001
d) ‘F¥)E+SD

e) [FUH GHEO=EFITRELO IS e/ IR HIME [95% fFHE X ],
KEREIRA D RET NV E AW THEE,

) TR TOFEE R OENIREEAMNE B 1Cxh 352K 0F BAKMELE B 578 | BIRME . Hochbergl: K&
UMallbackiEz VTR LT,

A5 (R VR G IE )

sreflexive LDL-C7370 mg/dL (1.8 mmol/L) AR Z B ZEL 7= B E OEIE (51008 5 E12
WA RE O, Je O 51238 RF AL O fiE)
reflexive LDL-C2370 mg/dLAT (ZBIFEL 7= B OEIE 1%, 2O DARFIRE (140 mgZ-23H [H]
(Z1[E] 13420 mga 4@ 1B PG+ 7 7R %1 B 1ERE 0 &5) TIEF &G
DT PFIZEE (10 mga 1 B 1EHE A5+ 78R 22 TR RN 1B 2 F#5) & ik
LT, AERUEN RO (FHHp<0.001 : & HIK T~ THH#& L 7= Cochran-Mantel
Haenszel#i 7€) o




. BRICEIARE

HE R reflexive LDL-CA370 mg/dLK&IHEL - HEH DEIS (FAS)
(fex) [_EEE: B 5100 2 K UM 2B B0 4 ME, T B : B85 1238 B s fiE ]
2RI S | 4RI E RS
ARFAN140 mg AH420 mg
(n=103) (n=102)

reflexive LDL-C73 \ . 43.54 42.00
70 mg/dL (1.8 mmol/L) A2 RER 2 47.96 37.50
BEL-BEOEIE (%) EiEESYER <0.001 <0.001

) T _TOEE K ORIREHE B 2532 2RO H BEKELE T 5720 | BARE . Hochbergik &
OMallbackiEZ FWCTHE L,

g) FILEGHE DO BFITRELEDOLLER, H/h 3 FHIHE,
JERlA 7@ pl{bk L7~ Cochran-Mantel Haenszel &7 /L& AW THEE,

« Z OO EIR AT IE B (3% 5- 1038 B 5 & 1208 B 5 0 S, Je O 50123 B J5 D fiE)
ZDOMDFRE /3T A= BT D5 100 FE S L 120 B S O SEE, o O 5123 B 5.0
X, FEROLEBVTHSTZ,

T DO EIREFEMEIE H (FAS)
[ B £ 510 g a5 M QM 238 BSOS E, T B - e 51 23 R S O fiE ]

AR LA S | AR 1B S
AHA140 mg AFHI420 mg
(n=103) (n=102)
reflexive LDL-C BEf] 2 :283 :égg
NR—=2Z A HHO A R (mg/dL) o <0.001 <0.001
non-HDL-C® TER 27 :gégg :ggigg
N—=27 AL INHDEALZE (%) E— 20,001 <0.001
ApoBD TER 27 :2322 :gg?g
R—=ZATALINEDEALR (%) ?}ﬁ%&ﬂﬁﬁ <0.001 <0.001
ol 27—, /HDL-CLh R :zégz :32:23
NR—=RTA IO EAER (%) ?}ﬁ%&lﬂﬁﬁ <0.001 <0.001
ApoB/ApoAl o Rl :giig :gifg
N—=ATA L HD I (%) E— 20,001 <0.001
Lp(a) pER 2 aog s
NR—=2ZFA MDA (%) ?}ﬁ%&lﬂﬁﬁ <0.001 <0.001
M2 RYRD BE] e oo
N—=ATA D LA (%) E— 0.97 0.33
‘ ‘ 5.15 5.74
i%;;g‘/ra%wﬁha@(%) e ol —
AR 0.068 0.13




. BRICEIARE

(e ) 2B G | GERIC1ERES
AF1140 mg A#1420 mg
(n=103) (n=102)
VLDL-C® HEf 0 :(1)'?; 703'()583
R=2FTA DI (% ' :
FTALDHDEALFHE (%) Fm——— 097 033

e) AILEGHE DO BFITRELDOLLEL, v/ 3,
SAERERGDRET Va2 FHWTHEE,

) T _TCOFEFERK ORIREHEE B 23T 22K OF BKERE BT 5729 . BIKIKRE ., Hochbergik &
UMallbackiEz FAVV-CHH LT,

Ak

JEBRIEE B S SIS oA FEF SR (BIVER) 13, AFIE 5B 2R C20561 F147 451
(22.9%) , =EBFIT FHREEIRT10261 72941 (28.4%) IZFBDBITZ (TF),

s ERRIERIL, AFI G RE2A TR AR (4.4%) . BB TH] (3.4%) . D561 (2.4%) 72
L. P FIT BRI TG AT 1041 (9.8%) | JE 5754 (4.9%) . I | i REH 4% 3441
(2.9%) 728 ThHoT=,

AFRERIC BV TIE L IIRO BN h o T, ABRICBITHEERFBIEA L T, AR GRS
IR CHFBESR E5- . IR IAME J O 59 2345 141 (0.5%) | BEG-H I BT IWER EL T, AH
B GREA R TERYIBBEUEN 1EN2F:, M. _EIEERE K OBER S B4 1, 28 G fH A3 1451
W1, BAEE BER DS BNC L, =BT B SRR TR, 75 AR . ARSI & OYG i
PERS DI LN LEFRRD BT,

FEREHLBLIEFITREHEFOVTIAI T2% L EICRH SN T-EIERA (FAS)

-] IEFIT
2 VERTAT kT S 15K 205 102
RIE 38 BLBH (B2 %) 47 (22.9) 29 (28.4)
Bl{ERADIELE BlE AR RBIE (FEERE%)
H Bl E 10 (4.9) 1(1.0)
GEOVIN 5(2.4) 1(1.0)
— s R L OB AL O RE 12 (5.9) 11 (10.8)
I 55 3 (1.5) 5 (4.9)
E3] 0 3(2.9)
B AR SR M OVl ALk e 20 (9.8) 15 (14.7)
3 R 9 (4.4) 10 (9.8)
BA&m 4 (2.0) 0
(RES 4 (2.0) 3(2.9)
R R I 9 (4.4) 3(2.9)
GIEEE 7 (3.4) 2 (2.0)
FE e 1(0.5) 3(2.9)
IO 0 2 (2.0)
B g B OVEE R ARk B 35 3 (1.5) 7(6.9)
EOFENE 0 2 (2.0)
SIS 0 2 (2.0)

MedDRA 16.1JFk T—R 1k

40) HE R 2011011658k ViESh 5 MTAH 3B (GAUSS-23K5R)
41) Stroes E, et al. :J Am Coll Cardiol. 2014;63:2541-2548.




V. ARICET51EB

)REEHER
DER#RE IR H#ER SRR
<HENT—Z%ETe> (2011011078 : OSLER-17%8k) 012
ARFNOEN KL OS5 A G R BR A2 52 T L 72 JR 38 Mk & i UE M OVR A UG & B % E (primary
hyperlipidemia and mixed dyslipidemia: PHMD) * 35 %% 52, AFIZ B W 5 (e KR LT-E& D%
AN OB HOWTEMIE L=,
FRBR S [E/ Mtk K E L, BRI 1L pE (R —, F=adtfiFl#l, 7o ~—27, T4 TR KAV N
Ve FTUH IV To— AL X?:n~7/ BE), BAR, WFZ ETIVh A—ANTIT | FH,
U=V
SFSMT I DRNBE ST e, AFRICFIT DNHE TN CITHC (HeFHA & ) (A4 §5,

HH N R

AR T YA | Shiax L, FEERR, BEAER L, SO I (14 ) | RSIkviE 5780

L SIS PHMD H#35 1,324%1 (A AR N219%15 T9)

TR | cHIESHI AR OHRER (20110231388, 2009015875k, 2009015975k, 2010115475
201011555&85R) 7> 257273435, 38.39) o0 F2 it S+l A58 T L, JRBRIEDOF G- 1R I FE - 7= 1RBR K
B G- LEEOH L EERA EERNROONR-TBE

DIRES BB T 1%, *“Efﬁ/ﬁﬁiX IAANHE CRAN420 mgZ 48 IS 1RIBC T ¢ G-+ 1R AERRTR) O
WFIUNCEEIER (CHIOM | TR (52B ) 5 5- LTz, 24F H (e 55638 5 i) LUKE, 37~
TOEEI. t“fﬁi%/ﬂ%ﬁﬁ?ﬂiﬁﬂﬂo mgZ A 1A AR TR 575,

TEGHEHE | A EERIEIR

BIREHMIE R | & BE KPR ITT DL FOIE B
—LDL-COBRBERDR—2T A L BD AR N OV &
—LDL-COBFRERKE T Iy (BIalBR O£ 51208 B 570 2B DAL K OV &

R 2 AVE (EEFHEEH)

< AA NS - A v BRI R (142 B) J2 ONFE Ll (24F B LARE) >

- FEHERE Ve BRI (14 ) 1238 W T A FH G ARA + IR C 146614 12141
(82.9%) | FEUERVLERE T T35 H158051 (79.5%) IZFBO DAL, B EHGUIL LB E-H k41
I, A AR AERVERECIE26] (1.4%) 12RO B, B K OO EM S AW CTh o7,

2 A o R (12 B 12 W T TRBRIE L BRI S s - A E 4 (RIVER)

:t AT+ REEHEPEVERE T 14661 71 1961 (13.0%) 128D B2 (T ),

< HE VR et BRI (14E B) IS BT DASH + AR HERRERE D 72 BIVE L . #5EHE3 51
(2.1%) | IMHCKEEIN, BERIFDE261 (1.4%) ZETh -7,

AR AR (14F B) 12 WW L BT RO EEZREIER ITRRD Dotz

A
LA MR G 51145 146
A EFGRBUE FEBLHFEY%) 121 (82.9)
EIE BB (B %) 19 (13.0)
EERADESR BI1E ARG E (FEIRE%)
1E @A FE M TE BRI 1(0.7)
ER LT 1(0.7)
I i 1(0.7)
SR PR R 1(0.7)
L7V 7 F o R ARF T — B HIN 2 (1.4)
KL RV E AR 1(0.7)
I /MR RS T 1.7




. BRICEIARE

HEES
(i)

(FeX)
BERADIESE BlEFRFIRBIZ (RIRE%)
IR 2 (1.4)
pES 3(2.1)
B & 1(0.7)
IR 1(0.7)
DU e A Rk 1(0.7)
1 AT 1(0.7)
W53 1(0.7)
JER SRR 1(0.7)
AHRE 1(0.7)
LS 1(0.7)
JE U4 Bz I % 1(0.7)
E- /32> 1(0.7)
E3Q) 1(0.7)

MedDRA 17.0i{ C=2—F{k

- FE LRI (247 B LARE) 1238\ T, A F 550320361 H 4141 (20.2%) IR BT,

- JELEBG AR (24 B LARR) 12\ T BB IR B b LI S - E H 4 (BIER) 1T
203451 FH 3451 (1.5%) 12RO BAV, 2 (RAL D F U, WEEM%ﬂ%+Wm5%JT%otO
- FE LRI (247 B LARE) 123\ T, EEZRR 1’;5)%&( IRALMED D11 (0.5%) L Z7E
OO, LT R OG- IEICEST-RITERITRO HiLieh o7,
(OSLER-1/20f A fiftr D VERE I, TV, 5. (7)%@{1@@@72%)

K AARNZG T v— VAR ARERR S IR (L4 B ) e OFE FLIBIAR (24F B LARE) >

- FEHERE Ve BRI (142 B ) 1238\ CL A FH G 3ARA + B ERR 15 A T 88201 Hr 72641
(82.3%) | AEYEFRIERETA4421 32901 (74.4%) (5RO HIVTZ, ARH| -+ EEHEFREREIZ B
CHELC L2041 [0.2% COAHFEZE, BiEA 16)) ], EIERA HFR (RAIEOBE RGN T2
WHDZEETe) 137361 [8.3% (FhEER M) |, &5 HILICE ST FFGUL2761(3.1%)
IZRO BT,

- FE MRS BRI (14F B) I3V T TRBRIEC Bl L rs e 5 45 (RITE)
V&, AH -+ AR EREVAEREC882%1 1114451 (12.9%) IZREDH BTz,

- FE BRIk BRI (147 B) 2381 DAK + A VB IE L O 70 RIE RN, RS AIE 13
B (1.5%) . %8 101 (1.1%) . I HFCKEENNSHI (0.9%) & Tdh-7=,

- FELLEHAR (247 B LIBR) IZ3B\W T, A EHGUIFH  3FFH . 4 B K UUFEBTENE
AL, 14761484741 (73.8%) . 1,082 H1 7281 (67.3%) . 963411 -1 50741 (52.6%) K TR54 345
H120441 (37.6%) IZFBD HALT, 2FI1LL ERBLLT- B 7oA E H G (R LD BE 3B 57
TRWHOEETe) IX24FH | 3 H | A H K OAFEB TENZ L7861 [6.8% (ZE MBI
JiE . PR OMIE SR . FE OB A5 31155 ) 1, 84451 [7.8% (ZE A BAFAEGHI . FE Uik i
f“ 3B, e OME, RIS AS2015E) 1, 4661 [4.8% OB MESR, 28T BIEIE . T4 452451

22) TR U9 [3.5% (g2l ss) NTiBd iz, #5-FIEICE-T- A EFERERIT2HER, 34

H. 44 H L OYEBTERZTH(0.6%) . 1141 (1.0%) . 561 (0.5%) KO (0.2%) 1278
OB,

HEFLIIMedDRA 19.05% VT —R{kLT=,




. BRICEIARE

HEES
(i)

- FELREHATA] (247 B LURE) IZB W T IO IR T % UL EIZRED b e A HFRIT
MEEEZE [24F H 1, 1476515166/ (14.5%) . 35-H 1,082 511941 (11.0%) | 44 H 963{§JEP
56451 (5.8%) . 44EAR5A35H1 1061 (1.8%) 1. _E&E Y [24F H 6841 (5.9%) . 34 H 424
(3.9%) | 44 H 4441 (4.6 %) | 44FHE1061] (1.8%) 1, #5098 [24F H 6441 (5.6 %) | 34F H 484
(4.4%) . 447 H 35151 (3.6%) . 44EHB 1041 (1.8%) 1 X ONEA SR [24F H 5941 (5.1%) | 34 H
5011 (4.6%) . 44F- H 3141 (3.2%) | 44F H LARE 1261 (2.2%) ] T -T2,

- FELLESHI (248 B LARR) I2B W T DIE AU hORBRIT2EH | 34 H M O44EHT
ZNZEN1.2%. 1.2% K 0.9% Tih-7-,

 AFN DO 5 B R TR FEA DA A NS, BrlUiE R IF FIE CT2.8% , AR AR E
T0.4%. B T4.7% Tdh 7=,

B (RIKEHEEE)

B HLDL-COBIRBR DR — 2T AL ED AR
KHAENEZG L7 va— S)OVEEF R OVH A NEH] : Afikioe i 55050k (1 5- 12308 I 5 % T2
W ) >
ZIKfL@JQ’%Lnfc%ﬁMQEH2LH# U OB 21 RESUZ B D H HHLDL-COBIERBR DR — 274

BT, BB O£ 5 73>7b>zbﬁﬂ“\ B 512K T e — L -

58.49~-59.12%. HA NEEMIF-69.3~-70.5% THY ., DK T 1L 5-5238 I 5 Thfe
Franr-,

BE1281 R R U2BRRICEITHREELDL-COBRABRDR—RSM UMD ELE
(BEREABHRE O 6 SRR REH)

AR AR BB 7T EREE
X e AFH+ U AFH+
5 PEHERE e FEERR e
Ta— VAR (5150 322 643 120 239

ARkt GakEn 1285 |-5.13+18.11 |-59.12+19.53|-2.49+21.88 |-58.49+21.34
ARkt GakEh 52 S | -3.01+20.70 |-56.44+23.31|-2.55+22.86 |-56.86+22.88

H A NAEH] (51150 49 99 24 47
Aikee e 538k 120 | —2.2+13.70 |-70.5+11.43 | -1.4+11.82 [-69.3+11.13
AP 53R - 52 B 1.2+16.46 |-69.6+15.70 | -2.0+12.74 |-68.0+11.32

%. FHIEESD

KHAERNZGT 7 a— VAR FE ] (24F 3 PARE) >
FELLES (24F B LA (M S AT E BN DN T Ak 15 -7k B oD 3¢ 5-64308 I 1
LOOE I 5. 16038 I 5} 2083 I s 12 381 A HHLDL-C (H i) o FiikBr D~ — 25 A
UINBDZEALERIL, -5T~-60% THY , AFIOLDL-CIE FEMIIEM ML (F—#
HvbhA7 201688 H26 H)

B 564855 5 . 1005885 5. 1603885 R R U208 B RIZH TR E HLDL-C(hR{E) D
BHEBOR—ZRSAUMDELE(GELBHE O SR REM)

P 5-6430 I . |1 5- 10030 IR s[5 5- 16038 Bl 5 | 1 5-20 838 R s
Ja— V] (B10) 1215 1122 1057 812
BIRBR DR — 2T A L5
-60 -59 -59 -57
DA (%)
95% 15 #E X [H ~61%, —59% | —60%, ~57% | —61%), -58% | —59%, —55%
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HEES
(i)

< BEANEH IR (248 B LK) >

FELLRIH (248 B LARE) IZREIS 722106112 DU T Ak i G- 8o $ 510010 I
ML R OGRERAS T (2603) FF AU 31T D H HHLDL-COFRBR DR —ATA L nb DO LR
CEAIME£SD) 1%, £NEh-63.2+15.9%, -58.0£19.1% THY, AAIDLDL-CIK FEA
TRWIEFRR LT,

EHLDL-COHER

KHARANZG Lo m— VAR JE i M (248 B L) >

FELLEAM (24 B LU IZRHli &7z H AR NE G Te 7 a— S VEERNZ- DUV TLDL-COHE
BEME L2 A, LDL-CIIERER DX —2F42-133.0 mg/dLH b, AFIFG-BRLE% X
60 mg/dLATZ IR T L, 2081 ECHEFFS AL,

AFRHITH=5H HLOL-COBBBDOR—RS51 Mo DELDHR
KBFRAEECTO—/ULKRE>

0 1§ HRBR= bo— VI ARIHRYERRE, AR AR AR
| 24 BB b — LREISMEROE AR R

X 3 BRBRAHIREAHIHEENRE AR R

N AR BRBRARAIRE AR E ARH R YRR IR

BB BERUE X R AR FELLEHARS
25
S
1
@~ 0
i 4
[
-
S @
O 254
R &
Ng
AL
N 50
P|< #
K¢
-75
A—z HO# 12 24 36 52 64 76 88 100 112 124 136 148 160 172 184 196 208
F4r BHR
128
OSLER-1EAERH#AR (&)
No. at risk
ly 239 235 234 232 231 220 203 210 202 202 199 200 200 199 196 160 154 149 146
2y 120 117 116 111 110 112 100 104 100 104 99 100 95 97 94 79 73 69 69
3y 643 630 624 611 609 598 558 554 551 548 539 532 535 532 518 435 413 405 404
4y 322 315 306 301 292 285 268 264 265 268 265 264 259 257 249 213 202 199 193

Calculated LDL-C percentage change from the phase 2 parent study baseline to week 208 of the Open-Label Study of
Long—term Evaluation Against LDL-C (OSLER-1). The error bars represent SEs. Plot is based on observed data with
no imputation for missing values. The median baseline LDL-C level was 133mg/dL. The median week 208 on—
treatment LDL~C level was 60mg/dL. The key shows parent study assignment/year 1 assignment/long—term open—
label assignment. To convert LDL—-C to millimoles per liter, multiply by 0.0259. SOC indicates standard of care.

JAMA Cardiol, 2017 Jun 1, Volume 2, Number 6, p598-p607. Copyright © 2017 American Medical Association. All
rights reserved.

9) +EPNEEEL: 20110110308k RS SLIRIR 14 5308k (201641 H 22 A 7GR, CTD 2.7.6.23)
10) Koren MJ, et al. :JAMA Cardiol. 2017;2:598-607.

11) Koren MJ, et al. :Circulation. 2014;129:234-243.

12) Hirayama A, et al. :Circ J. 2019;83:971-977.
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QEIFR# FIE ME R iR 55 ER
<HMEAF —&ETe > (2012013835 : OSLER-2345R) ¥
AAHN D E N K OS5 A BE PR 3B 2 52 7 U7 JR 38 & iR e & ONR & 2R & B % JiE (primary
hyperlipidemia and mixed dyslipidemia : PHMD) f83 &% 52, A% B W 5 (B R3] L&D &4
PR OBEPEZ DUV TR L7,
PR TNt [/ e K E & BN AR E (7o~ —7 Foadb i, siE ], ¥ — KA AT
B NN = AR AZ)T AT 2—TF 2 Ay TR TITAALA N T =) F—ANTIT
F7 700, HFHk, —a——F0R8, A5 #E, BAR

H H N
AR T A | Zhask It IEEMR, EEAL, s (1 B) | RIIRkG i 5305
NE SIE PHMD 4 3,478%1 (H A AN337411 5 Tp)
TFEORPILAE | HESHARFI O R (201201223888, 20110109788% ., 201101 14788% ., 201101155888,
2011011634Exk . 20110117388k . 201203487 Bk, 201203567 Hk) & 2839, 36, 37,40, 41, 46, 47) g7y
MEEFEZSE T L, A %@%%%M%ﬁ:@ff!imf*?é%ﬁ%&ﬁ%qﬂt?é:&rﬁi‘fmwt%%
Ik BUARBRKE T4 ARV U IAANHE (AR A1140 mg- 238 2 1[5 13420 mgZ 4 fEIZ
BT B HREUERE) OWT IR AIZEIO AT, 1R (488 ) $e5- L7z, 24F H (?ﬁ
HA48E HLLRE) | T~ CTOEEIL, ﬁﬁféﬁﬂ#ﬁﬁ T CAKI140 mgA 23 L2 1A 13420 mg
ZAORFNZ1E], HERE TR 5L,
FEFMHEA | A EFFLRIE
RIREHIEEE | S HUERBERICBITHLL T O E
—LDL-COBFRERD R —ATA L InHDO AR K OB b i
—LDL-COHGRERE T RN DAL K OV b 5
it S Ve (FEFHEE ) < AARNERM >

- H AR NSEH O belge e RO 236U T A FF G IAA + IR I 224051 H 1561
(69.6%) | EEVEFERECTLI3M1H1 7661 (67.3%) IZRRO LI, FELIZE TG ERHGHIR
OO T,

ARFRERO H AR NEFIZIBWTRBRZEL BTEH Y Sl s - E 54 (BIER) 13, A4
HEEAERVERE C22401 R 1541 (6.7%) 12RO BT (FF) .

RH| - AEAEFRE L CRRD DI ERBIEANIL. BERFEAG] (1.8%) . T, FEHEALS .
i PRI 23452451 (0. 9%) BCdhoTz,

B G- IEIZE ST EWERIT1H(0.4%) 1238 B, EEZREIERITRRD LI -oT2,
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(fi) AF| A F ot
140 mg/258 420 mg/458 s
VRN R 555K 101 123 224
A EHEFEGRBUE EBLEY) 75 (74.3) 81 (65.9) 156 (69.6)
RIVE BB (8 B2 %) 8 (7.9) 7(5.7) 15 (6.7)
BElEADIESE B1E ARG E (FEIRER)
H % 1(1.0) 0 1(0.4)
T 2 (2.0) 0 2 (0.9)
JBUEE 1(1.0) 0 1(0.4)
BIEHIE 0 1(0.8) 10.4)
TS EBAL S 2 (2.0) 0 2 (0.9)
TS AL ALEE 0 1(0.8) 1(0.4)
TG R 0 1(0.8) 10.4)
(SR 1(1.0) 0 1(0.4)
KL YA [ 1(1.0) 0 1(0.4)
B R Ir 0 4(3.3) 4 (1.8)
5 P9 2 (2.0) 0 2 (0.9)
BRSOk 1(1.0) 0 1(0.4)
TOFEME B 1(1.0) 0 1(0.4)
KRELb 1(1.0) 0 10.4)

MedDRA 18.0/t C2—R1{k

A E (RIVGHBEH ) < HARASEM>
- HHLDL-COBIBRD N —RF A L InbD R

(OSLER-1/2(F Bt Oz &MERTRIZ, TV . 5. (7) DAl DIHZR)

Affe 4% 57k BR D % 51238 I 25 J O8I B S IR A HE HLDL-COBFRER D R — 27 A
VNSO EALRIL, B 5120 B S 3-67.89~-72.53% CTHY . #5481 Mf 513-64.62~
—64.71%I\ZHERFF ST,

BE5128E AR VAR RICHBTAIHELDL-COFRRBDR—RASAUNDELER

(REREIAMBHAMO R HREEA < BEFEAKEH>)

ARAN140 mg ARAN420 mg
N 2N LE] LEMNZ1E] [N
s o e PR
+ R Ik + R Ik
A AN (5150 100 110 113
Ao b G-3RI : 1238 IRF A -72.53+18.06 | -67.89+22.44 | 11.34+33.64
AL 1 -k - A8 T IR AL -64.71+32.69 | -64.62+30.42 | 18.66+28.92

%o FHIEESD




. ARICEEI B

GES - FHLDL-COHER
(HiZ) LDL-CIZHFRBR DR —2F12-102.0~109.4 mg/dL5 , ARAFIE G- Bl#AH413530~40

mg/dLIZAE FL . 4838 £ CHEEFSLT-,

BEHIDL-COERBOR—RASIUMSDELDHRE
(BEERZHNBHMOHESRTNREA<KBEALEFD)

{m?ﬂ;ULE —— fg goﬁ n;z’Ziﬂ —— T—ﬁgﬁg r;;m;.! k- W T ELSD
(ELE
140 T
1210251
2o s | 4
1063 — S
*284
1007 4020 [
= +3432
? 80
-
a
- 60
368293
40 (-728)
207 (—66.8)
0 ) 1 LOL-CIMTE: Friedewald=t
BB 2 - -
A=A
EI1EK
BL 1238 243 483
#1140 mg/ 23 +S0C 100 94 96 82
#1420 mg/ 43 +SoC 110 107 104 99
SoC 113 110 108 96

SoC :#E#ERR % BL:_—AT A

13) #EPNEBE: 201201385058  [E BRIL R R 4% 5508k (201641 A 22 H 7&F8. CTD 2.7.6.24)
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QEMRH# RIS I /M8 K 1AK% 55 ER
<HNEANT —HE T > (201102713888 : TAUSSIG2kME#R) 14 4219
FiEMEm L AT a— VIIE R T A KA S T EIEF R Ea L AT v —) U MiE B3 25 51T, A%
G G R[] LTzt D2 M K QBB TEIC DWW TRIMEIL 7=,
AR BRSENE E/ Huds ok E T BRINSHE (F=mdbfE ], AT TTU R AR ARYT L
X HH, XVv) |7 IV LN ARTT)L A= ANV T | ma——T R AR, Fik

H H N &
RERT A | Zhiak 3L, FEE M. Bk 5505
TRBR x5 125 LA _EDOHoFHAEE 10641/ EEHeFHERE 194451 [ A A AS% (HoFH7#1, EEAEFH 1)
air]
EEERRIEYE | 1 2m LA _E80RELL T
FHAREES AR I EEFHA~T S R e 2 s n &
4R LL EORRER TIRIEZ 2T TODZEITINZ  IRDWT DD St Aiti 74
1) R—=Z2F A DLDL-C723130 mg/dLLL F. 2) WEIREEOZK A2 1T Tnd, H1LL
1, ENEREDY AT ZFF> TWDEZWTE L, _N—AF A DLDL-CA300 mg/dLLL L,
3) 2RO T 7L — L RE S ITTUND
FHEERINENE| 54 H AN OMipomersen, CETPRHFESE (W T UG [ENARAGR) . XX E RO H
ZEMEIREDTGA 400 mg/dLLL E
3% H LAPNIT O R 2E | REETEFOME | 7R e BRI, e EIAIR SA 7 S AR, F72 130
MIZRERL CWHE 5
Jiik AGRBRBA MR 1, B ERIE XZB ERATST [ LANIZ T 7 =L — U R E A Z T TN o7
BE GET 72—V AR IZIEARAN420 mg/ 408 | BRERIFIZT 7 =L — 3 APELZ 1T T
T2HBE (T 72— AFE) (1ZA420 mg/ 208 TR TR G- L7z, LA, SkBEiF AR D% 5-
BEPE 1420 mg/ 238 X 1%420 mg/ 4T /L LTz,
FHEEHMMIEH | A ERSRETIR
BIREHIIA B | - & BERBERFICEBITALL T OIEA
—LDL-COR—ZFA L bD A LR
—LDL-CHR—RAT A0 03515% L FIE FLIZEBEOE S %
E R 272t (EEFHMEEE)

A EFLY L, HoFHEET10645 919441 (88.7%) . FfiEHeFHAE T194451 41174451 (89.7%)
RO BT,

B EFEGY X, RIREER [HoFHEE: 1741 (16.0%) . FAEHeFHEE : 3641 (18.6%) . LA T
FINE], A7 17451 (16.0%) | 2141 (10.8%) ], E5&GERGE 1841 (17.0%) | 17
(8.8%) 1, B8 [ 1841 (17.0%) . 1661 (8.2%) 1, f PRI L6651 (5.7%) | 24451 (12.4%) 1} X
T8 (7.5%) | 2261 (11.3%) ] T -7z,

- EHSY T, HoFHREET106/45 912941 (27.4%) . FESEHeFHEE T 19445141 5743
(29.4%) IZFBD BT, FT-, HoFHEET3H1 (2.8%) . EEIEHeFHEESH (4.1%) T, AFF
G DT OAFNDOFE 5.7 F 1B LT, VESERARUSIZIFE A E DB THY . AF D 5.
1EIZIE BB oT-,

a) IRBREEAN B 5005 TRBRAE T SUIARNR G T OVT RN L O30 H R ETICHBILIA EHES

Ao (B EEATIE H )

R HLDL-COR—2F AL NHED AL R
1238, 483 K D216 B fi i BT D5 HLDL-CO N —R2 T A LB D 23R (A +
SD) 1%, HoFHEE TENZEHN-21.2£25.0%, —24.8+31.7%. —24.0+41.3% ., EIEHeFHEE
T-54.9%17.4%. -56.9119.2%. -47.2+27.9% T 7=,
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TS ‘LDL-CIR—2AF A0 515% 0L FIE FL7-HBEOE S
() 123 B S NH2160 I ST T LDL-CA3 R — 2T A 35 15% UL K T L7- B |

A%, HoFHEET56.7%703572.2% ., EEHeFHEE CT88.5%72°599.0% Th -7z,

T T L — 3 ADEL S
LDL-CIK Fi&, HoFH#E M OV ESEHeFHEEE IS T 7 =L — Y RAZZ - BE LT 7= —
S ARE N T IR T B L CRIBRE Th o7,

14) #ENEERF 201102713888 S 2L AT m— L IUER A B 2 x5 b Ui [E 3R B a5
(201641 H 22 H 7GR, CTD 2.7.6.28)

42) Santos RD, et al. :J Am Coll Cardiol. 2020;75:565-574.

43)Raal FJ, et al. :Lancet Diabetes Endocrinol. 2017;5:280-290.
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@ENFE DHEFEFEFRBHERS AR
< HARANTF —#> (20140234388 : GAUSS-43KER) 15 16
AFNOENFE AR FE SR OB I AZ F AL HIRE S22 B AR ANHC R E 25t
ST BEHERIE L OFH L CAAIZ B 5 (528 ) LT- & E DL M K BRI HOWT, FEER
kot B 5 BRI M A S L7,

H H N
HERT VA | ZhusddhFE, FEE M, kel 530
TRBR 4 AL T ARMED B A AHCEBFE 5941
TEEPULYE | ENS I E SRR (201402345820 — HE B (2B W 2O DAKIRE
(140 mgZ 23 M2 1EFE L3420 mgZz 4B BN 1B 2 T&RE5+778R%1 B 1A O #%
5) . HDHNNI20oDO= B FITRE (10 mgz 1 H 1R 05+ 7 78R 22 421
B F2 T 5 OV EEVE A BT S, RBRERAZ 12 R 5-L, IEE R
17U
ik CHEMRMO12RERPE , A0 OIEERINTEATL, —EHERHIZIBW RIS
ONTHIEL OCHEOARFIOIFER H O GITINZ | ARERIELZ T,
FOfEFRITIL, FE B Mo G- MEHT R B4 ] (OLEAS) 2%t 8UC, JEA b3 X T
DBEINT ESII K23 T T XITakBa o Ik L7z & X2 E L 7=, OLEAS
1%, FASOBE DL | IEERBNAFI O 52110 UL 521 7= BESSHIE LT,
VRRAFEAR | - S BLE R SIS BT ALDL-COR— AT A L BN AL 2R J OV B
HH
i S A E (GRER BRI B )

B HLE B AU 38T ALDL-C DR — 2T AL B D AV 2R J OV AL
I EREAMRE A (B 5-24, 36, 48 K UNG23 RF 470 1 Z381F ALDL-COX— AT A L INHD A
{3 CESME) 1L, —EERICAFIBEZE T O Qe BE TIE-59~-62%, —H
ERH T FITRUCEN AT DN QOB TIE-62~-64% THY , kBRI A @@L
TLDL-COR—=RTA LB FOKERFS U=,

TV

SFEEBRINCIBW T IR B H ) L HIrs - A F 555 (RIVERD) 13, 5861 H 74
(12.1%) IZFBH BN (F ),

- E7eRIERIE, IFHERE S H 232051 (3.4%) | BEHEBALKLEE | JE GO IRIZ 2345 1451
(1.7%) HTh-o7=,

RBRIHIR HIZSEL, EERRIERIIRO BN -T2, KRBRICEBIT &5 1EICE -
= RIVEF & U CHFRRE S 03 1491 (1.7 %) 125D DT,
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(fe) “EERET Z—EERYT ot
AHK|BE IEFITEH =
EERET EERET EERET
AEIE 5 AEIE 5 AEIE 5

LA MEREAM R S 515K 38 20 58

BIVE R F BB (B %) 5(13.2) 2 (10.0) 7(12.1)

BElERANDIELE Bl ERFBBI 2 (RIRE %)

— - B K OV 5L O AR AE 2 (5.3) 1 (5.0) 3(5.2)
P G RLBE 1(2.6) 0 1(1.7)
TSR AL I E 1(2.6) 0 1(1.7)
B AT 0 1 (5.0) 1(1.7)
TSR MR 0 1 (5.0) 1(1.7)

IR = 1(2.6) 1 (5.0) 2 (3.4)
FFREHE 557 1(2.6) 1 (5.0) 2 (3.4)

BE, M O E A OHE 1(2.6) 0 1(1.7)
i AL 1(2.6) 0 1(1.7)

R OV R E 0 1 (5.0) 1 (1.7
2T HE R 75 0 1 (5.0) 1 (1.7

TR/ B A SR M OV B Rk e = 1(2.6) 0 1 (1.7
WAL 1(2.6) 0 1 (1.7

MedDRA 21.0/f C=—R1k,

15) £EPNEBE: 20140234388k B A NS AR RER (2019486 7 18 H A&, CTD 2.7.4.2 } UXCTD 2.7.6.1)
16) Koba S, et al. :J Atheroscler Thromb. 2020;27:471-484.
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G)BE - RmERIFHER
BRI

<HE>

DME BRI AT BE H AR ANHC S (HeFHEE 25 19) X 4HT, “**Ltﬂ%ifbx&%/@?ﬂﬁfmﬂz
Bl D2z 2 DM OLDL-CIZX 328 MEIC W TR L= 2l 3R — E R EE AL~
T ARt BB TRE ] e 3 BR (201201223888 : YUKAWA-23ER) ¥ 128\ T jb%l%ﬂu ZJE B fEAT
L7zbZ A, $E5-100 I 5 K OV 238 IRE U231 ALDL- C@f\—x74’/z‘)>%0)$i’3'ﬁﬂ:4—(HL&“E&%EJ“O)
T T RARBEED ) 1L, TEROLBY TH-TZ,

GRUBREEEIE, TV. 5. (4) 1) @a[EPNHEIH —H B M bigaliR | OHES )

reflexive LDL-C? DR—RSA UMb DELE : T5EAREFE LD EERMZE" (FAS)

B GRE TRV AZF 5 mg TRV ZRZF 20 mg
AHN140 mg 23 BT | AAI420 mg 438 F1Z | AK140 mg 238 BT | AAI420 mg 438 12
1[E$ 5- (n=50) 1[E$& 5- (n=50) 1[E$&5- (n=51) 1[E$#5- (n=51)
reflexive LDL-C® (D_—2F A L /3D ZEAL R ($ 5- 1038 B 7 K O 238 B 45 0D S

HEE RN ) : 7T REELORERIZEY (%)
o fhn ()

<65 -73.74(n=23) -73.63(n=31) -72.82(n=31) -74.50 (n=25)

=65 -73.68(n=27) -73.25(n=19) -76.09 (n=19) -72.96 (n=26)
P91

Bk -74.67 (n=27) -71.78(n=32) -77.89 (n=34) -74.21(n=27)

ok -72.01(n=23) -76.35(n=18) -68.10 (n=16) -74.27 (n=24)
BMI (kg/m?)

<25 -73.54(n=21) -73.29 (n=19) -79.20 (n=22) -73.21(n=13)

25~ <30 -72.47(n=25) -73.21(n=27) -75.01 (n=18) -75.85(n=29)

=30 -66.33 (n=4) -72.21(n=4) -62.30(n=10) -72.49 (n=9)
MTHERE DI BE

2 M PR Ip -73.26 (n=25) -73.48 (n=19) -75.39 (n=20) -72.25(n=29)

ARRY IR — A -74.38(n=13) -71.83(n=18) -72.60(n=10) -78.77(n=13)

BEgeL -73.84 (n=12) -72.59 (n=13) -74.99 (n=20) -74.62 (n=9)
15 1L

HY -75.10(n=38) -70.78(n=38) -72.30(n=36) -74.39 (n=40)

L -69.97 (n=12) -79.35(n=12) -81.78(n=14) -74.37(n=11)
CHDfGEIRIA - (R—AFA /1)

=2 -77.88(n=24) -72.29 (n=25) -69.93 (n=32) -74.06 (n=31)

<2 -70.04 (n=26) -73.52(n=25) -80.64 (n=18) -77.52(n=20)

CHD (coronary heart disease) : i@ fJiRER &
a) HHLDL- Cﬁ\40 mg/dL(l 0 mmol/L) Riiti. XL’ ZUEIURH400 mg/dL (4.5 mmol/L) DA . UC LDL-CORI|EAEZ H
& HHLDL-CE Az,
b) Hu&friﬁdefzﬂi&@ttix

VW, ZOMLDG;

8) #EINEFF: 20120122585k H A< A5 IIAHFRER (2016451 H 22 A &GR, CTD 2.7.6.22)




V. ARICET51EB

<ZOIOEERHER >
DG FAE B EERR LD E AR AL -5 (ER AR

<HENT —HETe > (2011011835k : FOURIERZER)
AB T CIBIR ST OO DML SRR R 27, 56441 ( B A N4291 & & T ) Ze skt Gr b LT 7 TR % iR —
HERILEGRBRICB O T, KM RO AZF A LOFERICT, AFI140 meZ 23 M 1R L I3AA]420
meZ AR 1E, X377 R 2208 1 EEE LT 1E], 26.15 A B (H AN TIZ25.35 8 . Wi
W) P 5 U7 E BRI H O & OVE B2 RIREHIIE B O OFE FIL TR, FTROERBY Th-otz, AAIEE
TIE, 77 R L L CREERHMEE B CTHA L LA A MBI AT A BN -7 (p<0.0001, &5
a7 IRRIE) o
HARNZ G T2 RE 27,6256 H A N428611% & T0) COR FEHGIRBZRIIT 70 R R, AFIREILIZ77.4%
THY, WT IO GHETE %L ERBLU A FF: G GEARGER) 1, FERIF (77 'ARE, AEIBEOIET
8.2%. 8.8%. LA TFAIER) . Ml E (8.7%. 8.0%) . EHIAZE (7.4%. 7.8%) K O EXGERY: (4.8%. 5.1%) T
ot BEHRERITREIEN1.0%LL E R H ERGII) -7, RERIEERH S LRS- EHRO
FIHRY | 7T BREE.0% (1,240/13,75641) EAAIRE. 7% (1,341/13,769%1) LI BT e aRIFLE THo7=, A
FIFECRIELEE0.4% LA FOFIWVERIZ. 5 PI9fE0.9%((123/13,76941). BEFRI7E0.5%(66/13,7694). H#10.4%
(56/13,769%1). J2570.4%(53/13,76901) Tdro7-, RO OIV-A EFHLOFEME L OFE BRI T, 45, PERI & O
NFEIZD DS T, FT R R EEEARIREL TRIBETH-7-, B AR NEMTORERFELREERIL, 7T RET
92.0% ., AAIEET85.3% ThoTz, LA HFG: (FEATER) IXEMFTAZK (33.5%. 30.4%) . HEIRIF (8.9%.
11.8%) & O30 (7.1%. 9.8%) Tho7z, iBRIEEBIEH ) SIS - B EELORBRIL, 77 vREE
T10.3%., AFNIFET13.2% THY, AFIFEC2HILL ERBILT-b01E, EAGERY:, HEIRP, {825, &L, i+
SECALBE, FOE |, i B R M Ok Cdho 7,
a) 21 EILL_E D22 E LTI E AR FHRED#IZLDL-CA370 mg/dLLA I Xidnon HDL-=1L 25 11— /L3100 mg/dLLL
toEE
b) 7 A RZAEF 20 mg/ A KRS &L
TRV ASAETL20~80 mg/ H ., T2/ NAXT L 40~80 mg/ H . BA/NAX T 5~40 mg/ H , B4 /A% T4 mg/ H
o) DA SRR BICKEK T HIE T O ZE, ida | mBIRMA T U IR EPEIZ LD ABEDUWT 41373
BANZFAETHETORE]
d) L SRR BN IR 32501 DR ZE I AR T OV U DI N3 A D E CTO R

DNEREKBEEEMNRELE-CEEREABRORER

IREH H AN

ATAN AFH c erns IR AF oL

5 (N=13,780) (N=13,784) A (N=225) (N=204) YR
n (%) n (%) (95% Z X [H]) n (%) n (%) (95% (T X[A])

N 1,563 1,344 0.85 28 12 0.47
ERFFIAH (11.34) (9.75) (0.79, 0.92) (12.44) (5.88) (0.24, 0.92)
EEERRIREEMm 1,013 816 0.80 11 6 0.61
TEHH (7.35) (5.92) (0.73, 0.88) (4.89) (2.94) (0.23, 1.65)
FBEAKIE H O RL B
NI 1 240 251 1.05 1 3 3.27
XTI (1.74) (1.82) (0.88, 1.25) (0.44) (1.47) (0.34, 31.42)
Bk, ISt 639 468 0.73 6 3 0.57
PO R IE (4.64) (3.40) (0.65, 0.82) (2.67) (1.47) (0.14, 2.28)
HFOHE, FEESE 262 207 0.79 6 2 0.37
M 2E (1.90) (1.50) (0.66, 0.95) (2.67) (0.98) (0.07, 1.83)
et 965 759 0.78 22 9 0.46
EBARIAT I (7.00) (.51) (0.71, 0.86) (9.78) (4.41) (0.21, 0.99)
RN TEPIMEID 239 236 0.99 3 2 0.76
BN (1.73) 1.71) (0.82, 1.18) (1.33) (0.98) (0.13, 4.57)

#: MEVE LAV B R T (& A7) — = IR DLDL-C & Hulsk) 12 k> TR L L= Cox B 7 /LT H-5<




V. ARICET51EB

TEFMEE O 0RERERMEEE (£AKE)

0.16 5
INY—REE 0.85(95%1E 48X 0.79-0.92)
014  p<00001, BAIOT S HIRTE .
TS5t
0.12 4
2 0.10 AF|B
il
%
% 0.08
#
T
fE 0064
0.04 1
0.02
0.00 T T T T T 1
0 6 12 18 24 30 36
_ BB (A
B BRE B
T5uRE 13,780 13,276 12,822 11,837 7,589 3,589 672
AFIEE 13,784 13,349 12,937 12,034 7,743 3,652 681

51) Sabatine MS et al. :N Engl ] Med 2017;376:1713-1722 (A SCEET RO S E B
52) ¥EPNEEF: 2011011838k H A NGRS F 535 (T SCELGET IR O M E k)

(JE) T ARRET v ORI CTHGREN T HENR OH &1, WZVXTEJ*‘/VEJJA[L% B T ML ARZZF L L LT10
mgZ 1 H1EHR A 592, 7ed., Flin, ERICROE BT 503, BIEOLGEIL1H20 mgETHETES, |, Fiktk
AL AT a— VIIE D@ BRAASIE T MV SZZF 2L TL0 mg%lﬁllﬁlfxﬂﬁ’g‘-j‘é kAR ERICEDE T
T 228, BIEOSA1E1 H40 mgETHETXS, | THD,

VU RAZ T DARFRCHEARBI N TR O Bk, @R E, FiEME s 27 a— Ve B RAIZES 32
AZF LU TCh mgxl HIRHE N 595, 72, il JERICEVE BT 223, LDL-aL A7 0 — L EOK TN R+
DAL H20 mgE TR TED, | THD,

OANAZF L DRI CARISN - REL AR, BaLA7Fo— VIE, FEEE L 272 — L lE REHE . AL
IZBANRREF L TLHLRIRS mghh# G52BMGT 528, FHICLDL-aL A7 0 — VB IR TS HLERHLGEIC
%5 mglV#& 52l ThEW, Zeks, Filin - ERICIDE B . & 5% OO ITHE E% . 48 LIRIZLDL-a3
AT = EDAK TR AR+37285 6120, Wik10 mgE CTHEETE 5, 10 mgaft 5L THLDL-aL A7 a— L EDK T A3
+53 T, FiEMEm IV AT — VIR RE e EOBEIEBFICRY, SOITHETEDLN, 1 HRK20 mgETET D, |
Thd,
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(6);AMRR9EEFH

DEEARERE (—REAERE. FEMdEARERE. ERARELRAE).

HERFERT—IN—RAE. DERFTERERIBRORE

- R E A EGEIR AR R) (3EH)

H &Y fifi F 92HE T COARKIE M5 515248 (1048) D22 M i O ZMEIC DU TR
D
LA MR RS WU, Sa M, KON, LA T O BE ~0#K 5
FiEMEm AL AT — VilEREEA RS CNEEETe) | milnd (75l B) |
PR RER ZE R H | CRIF R ANV AR Y B | B W (LDL-C40 mg/dL
[1.0 mmol/L A D 2% 5 Te)

AT 201644 H 21 H ~20224E4 A 30 H

Bk I 201644 H 21 H ~20204F-4 A 30 B (FR &Gkt & de)

B AZEE 51 5 247 (10430 FIBLESIE B & L T3,000451 (B E%4E 511 456,00061 2L £) . £ D55 Eilina
(75m% UL 1) K OV e R 5 FB A - 300451 LA |

AT PostMaNet (EDC) % FHV = Hr g5k 5 2K
2. FEMEE L AT — )V IUE B 12OV T, FTREZRBRY &1 2 86k 52
LT 5,

NEBEHBELTEEPFEODARXIIEEL-AE -HBROBE
LR
(NEDth

ER£RE IR 55ER (201101105%E8 : OSLER-15E) RUEE £ R F MH E &S 55
(2012013854 B% : OSLER-2:4E8) D& & BAAEH?

ARFNOEN L OVESE DA/ FH AR Z5E T L7c B AR NPHMD 38 & kG, KAl B &5
(OSLER- 175 Tl e K5 H . OSLER-23BR Tl R3IFEH]) LIz & D22 M OFS I OWTRER L
770 AEFELIIMedDRA 21.0f A W Ta—R{kLT-,

AFE G SNz 2REHRICBW T, DRLKEb M0 F BERESEZRO - EBH OE|IE 135424 149241
(90.8%) THY |, HIERAEFFLITI0141(18.6%) . AEFFRICLLFE G- ILAIIT1861 (3.3%) IZFRD LI,
FoA EFRITANNBAR 542151 F128241 (52.0%) . FEIRIF 76451 (14.0%) . F5 5B 7 L4 (13.1%) . KUE 3L
THI5211(9.6%) TH-o7=,

AEN R GERNOF EFGIETRIT, 1FH, 208, 3 B, 44F H LS H TEILZ 54206 F14154]
(76.6%) . 501451 H1356 451 (71.1%) . 414451 F1263 41 (63.5% ) . 19641 1 14741 (75.0% ) K TN 125 451 191431
(72.8%) THY, 14 H OEEFIEREL R ChH-7-[18641H 132641 (71.0%) 1, EE/LAH FEFLRBIFIL,
VFEH, 24FH, 3 H 440 B L OSHH TENZE 4061 (7.4%) . 3561 (7.0%) . 2041 (4.8%) . 1041 (5.1%) &
U841 (6.4%) THY |, 14 H OFEEEFEREL FIFRE CTho72[17641(9.1%) 1,

AFN B GBI OBAER /B BUE ORI, FEH, 2F B, 3 H | 44F H L OBHF B TENZEN6TH]
(12.4%) . 5441 (10.8%) , 3511 (8.5%) | 1631 (8.2%) K TN 201 (9.6%) 58 HAIZ, 14 H 242 H , 34 H |
44F B M OB4E H OFFER 72 SR BSOS IR, 221141 (2.0%) | 661 (1.2%) . 261 (0.5%) . 261 (1.0%)
KO (0.8%) . i B ED A EESR T, ZNFE 276 (5.0%) . 1741 (3.4%) . 1541 (3.6%) . 74 (3.6%)
T 006, $fR R BE O A EFH G, 22161 (0.2%) . 2451 (0.4%) | 141 (0.2%) . 141 (0.5%) K V0%
IZRRO BTz, ZNHDOIREBLRIT 1 B OEUEIRIEEE L RIFRE CTh o7 [ 211941 (10.2%) | 01, 5451
(2.7%) . 0f51l ],

(B L, TV. 5. (4) 2) OEBRILFZF 1 AH R ke e 53008k & Q@ E RS A7) 25 T & ke 558
B OIS

12) Hirayama A, et al. :Circ J. 2019;83:971-977.
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| REFHICHESH HEEMRITL M
AL L7

2. B
(e FRERAL- fER#FF
TRuY <71, LDLEZ BRI FRAEHE S L /3 Tl HPCSKIU R W ELAIEE 7R L | PCSKIDLDLAZ 2 A~
DFEAEET LY, TOREF, LDLZ FEO A MH S v, (i FLDL-CO TN ~DEIA 2 A2 it
D,

1LDLZ A EPCSKID B EI (TR E)
PCSK T E IR CA RS, I W CLDLEZ FIRERE G T 5, PCSKINRE G LIZLDL & K1E, 1T
I NIZEIAFEN 3 FS I, LDLZ BARDU Y A7) 7 i35,

DIAROHITITDERABEF (THRA)
TRBY <7 IZPCSKAUTFEA T AHZELI2LY . PCSKILLDLE BIKDFESZILEL . LDLZRAKROUY A2
THENNT 5, FOhER . M P LDLO RPN ~DOE AL AMEES L, L HFLDL-CHE R IHME T35,

PCSK9Ic& 3 IFAOY77ICLBPCSKINEE,
LDLEBAEUYA ) O LDLZEHEVY1 770D EM |

~ PCSK9
LDLQ ‘/ .

%-a

@]1-»

. T K= . |
e  ENLFERR IR N ENL R FERSC 2 — HEER Sk i ek
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(Q)FE 2R 11 1T DR BRI E
1)PCSKIIZ34 9 B#EE AN (in vitro) ™
th, B=T AP )L NDBAK— K N~ ADOPCSKIZ X AR s~ 7 OflE O E % (dissociation
constant : KAfE) iX. ZNEH116. 8. 14 K% 117,000 pmol/LTHY ., b, H=T ALK PNDLAX—D
PCSKUZXIL TV VB Az R LT,

PCSKOIZx 3 5 &R
BT FEBEE S Kd fE (pmol/L)
(= 16
=7 AP 8
INDAK — 14
<A 17,000

R TIE BN, W= APV NARAE— v T ADOPCSKIZ KT DR uy <7 Ot & B A2 KinExA & Y
BlAcore® i & 7 B LVRHMBIL 7=,

2)ERPCSKIEERLDLZEE LD FESIZxT D EFFE (in vitro)™
TRm /<7 %, EFPCSK9EERLDL & AR E O FA A AE H %P3 L 7= (50 % FH. % & £ [ 50 % inhibitory
concentration : ICsfiE ] : 1.94+0.32 nmol/L[ EHE+SD]) .

#BR 715 ERPCSKOEERLDLZ AR E DS ATk T H R n s~ 7 O EFR A, ELISAIZEYIEL 7=, LDL
RERERL, 384V V7L —hOU = VZEFELL ., Bk 2 RIRE D= ARns~T7Lebice 4 F 1k
PCSK9% A > ¥ a2_X—hL TUNILTz, > 7 /v ki 2 dstreptavidin-horse radish peroxidase (HRP) &
UHRPEE 2 HL7Z,

3) FF#A~DLDLERY A H (5% B2 (in vitro) ™
TR s~ 7%, EMTFHIIE (HepG2HIIE) 1238 T, PCSKORIIBLIZ K> T F L7ZLDLEV A B2 A& B I &SH-7-
(50%%h HLIE 2 [50% effective concentration: ECsoffi] :129.6+22.3 nmol/L[E#E =SD]) .

FAER 715  Hep G2l Ak 2 RIBEE D =R/~ 7 &AL F 2 —hL7=EFPCSKIZFRMNL . HOGHEFRLDLO H
IAFERITE LT,

4) FALRATA— LR UFBLOLZSBEELREADER(\LRS—)®
TRrr~7 (3,10, 30 mg/kg) 1L, NARAZ—~DOH[EI KL FHEGIZE), mMiGHIEEmEEIRNEAaL AT
11— /L (non—high density lipoprotein cholesterol:non HDL-C) Z{&K F&+7-, non HDL-Cl3#% 5-3 A % 121%
FTARTOHETO0~T0%I FL, 2O FAEAITHREICBHEL TRt L7z, £, =hnr<7 051250,
HTBELDL S 25 (4 28 1 i BE OS2SR by,

R E NDAY— (=T VTV n=4~6/F) 12, =ARrr~<73, 10, 30 mg/kgZ H A F# 5L, 1, 3,
10, 14, 18, 22, 26 X T30 H % (ZIiGHIEm b BURE AaL AT e— VR EEZHIE L, F7-, iFl&
FE X —Re W, FILDLZ BARFLIRE /= Western hybridizationtZ X0, FFIELDLSZ KR H
FEAERIE LT,



VI. EHEEICEJ HEE

5) ;& PLDL-CRE~DIEMA (Y1)
TARuZ<7(0.05. 0.2, 0.5mg/kg) 1T, /L ~DHEI K FHEEICLY, M5 HPLDL-CHEEA K w7, 1K
TYER OB KAE M OSFFoe R 13, H & I2BE L Tz,

MMEPLDL-CiEEDHR

(me/dL) —— THROSTT 005 mg/kg
80— —8— IROY77 02 me/ke
e TIRAYR T 0.5 me/kg
--O-- 38

60—

40—

O-1a1BIE

20—

& gy TS
e #p<0.05., **p<0.01, **kp<0.001 Xf HER
BRRESTSHRET I THEM (p0.05) EHERE.
o Pyt
0 i 2 3 4 5 3 7 8 9 10 11 12 13 14 15
FE5&EMR)

RERFE L (=AY )L n=h) 12, =AREZ<70.05, 0.2, 0.5 mg/kgZ BB Z THEL, 4% ETOIME
HLDL-CIEE AR E LT,

(3)E FA S 15 B il - Hr e B 1
<HNE AT —H> (2011016835, 201201333 Bk) 4 19)
AAE N AIZ . =R 7 <7140 mg X[3420 mgZx H[AIf MR G L7 L& MG Hohns~7 RET#
HA%3H T4 H Wb P IE) Tl ZBIEL 7, B G421 B T42BIZE& FRETIR T L, 78
B Ifn. TP B BEPC SK O FE 1 3 4%¢ -4 B ) 142 | Ol AR IS 2L . Z OB LDL-CONE NN 5414 0 UF21 £ T
WCHRARAEIC BRI L7, MG =R a7~ 7R EOERICE, EBEPCSKI K NLDL-CIXZ V& it 51428
H K O%6 H ., UIHRE5#%42H K O84 HIC_R—AT A AMEE TRST-,

miFpTAROH<T, EEPCSKI, LDL-CRE DR

IRAYTT140 mgBi[E E F %5+ IRAYTT420 mgB[E R TR 5
—— THRASTT (n=80~90) —— THRO9TT (n=124~134)

Gl -~ LDL-C(n=81~91) %) — (/L) = LDL-G (n=134) %) —

75 —e— SHBEPCSKI(n=81~91) _ i = —e— 3EBEPCSKI (n=134) 1
113 Lo A& L Lo & .
2T T

60 . :

R & | £ R = T 7
oh 4 E]‘ 27 BDm 27
2% : * 25 Z» ¥
Jfa 30 B 5 J B
B T U EE 60 XD
EE HE EH B
~-80 1',2'_1'- % —-80 é %

0 e -100 ? -100 E

o 1s 28 2 5% ) o 14 28 42 s 70 4 2

BE%HFRF(R) BE%EFE(H)



VI. EMENRRICEEI HIRE

1. R RE KR
et AL R L T
HAEDRRL

QRSB THEIN-IFRE
NEERE (BEKA)
<HNENTF —2EE T > (20110121 308k) 19
A A AERERE A 186, AR a7~ 770, 210 15420 mga Hi[a| [z FH5-U7- L& o i oh i B e R HER &
DM BENHE ST A—FITOWTHREILTZE 2 A, TR T <7 D Coa 2 OV H I FE 7 R 5 F i (AUC)
IZ. 210~420 mgDF TG EIEIF AL THEIMLZ, £/2. BARANZZHRrZ~7210 mgZ HEI R F#%
B L& pEnert, FHEZ2&S5 Lz a MRk A (661) LFELIL e,

HERTHREROMBEPIAROITTRERMER(BAARUVBARRRA)

(ug/mL)
50.0- J%ﬂ ks 70 mg BARA
B —e— 210 mg BFA
] e 210 mg BIA
4 2 ==+ 420 mg BAERA
1 h
B [ : Hatn=c
q: SEIE FHE+SD
I
FoO5M
u]
9
=
Z -
] - -,
= L
0.5+ R
0.1+

T T T T T T
0 20 40 60 80 100

|5 &M ()

BRI TREHFOMEPIAROITTOENSE/NASA—2(BERAN/BAEBERRN)

HAN/70 mg 76.358.0 (n=6) 108 +51.5(n=5) 9.53+6.37 (n=6) 3.0(2.0, 4.0) (n=5)
HA /210 mg 5014218 (n=6) 511220 (n=6) 31.9+11.1(n=6) | 6.5(4.0, 9.0) (n=6)
F1IA/210 mg 504+ 139 (n=6) 542160 (n=6) 33.0£7.06(n=6) | 6.0(3.0, 7.0) (n=6)
H A /420 mg 1,970£749 (n=6) | 2,510%1,250 (n=6) 104+31.4 (n=6) 6.5(3.0, 10) (n=6)

a) ‘¥ ESD
b) WAl (/s k)

Con: T LT P E | AUC 002 $-5- T2 OB 5 1 B AT REZR i H& IR il S C 0D L7 F 3 JBE — e ]ttt e
AUCs: 2 5- 82 O ]2~ S ME R R ] 3 7C 0D ML 175 5 B — P IR TATRE, o 5 o0 LT PP BE 8 R )

(1E) AR THEERIN TWODHEL O HEX
[FME Sl AT 0 — L EA~T A A O oL AT o— L IUE 85 AR s~ GGz LT

140 meZ 238 I 1[7] 313420 mez 481 B Z T % 595 (A — P =F—%—13420 mgD4ERMIZ 1A Z FHR5DH),

FHEMEEILV AT 0 —)VIEREEAS K @ A=A 0 <7 Gifs i z) L L T420 mgz 4L E i F &5

T 5o NEAR+ 5372385 A 113420 meZ 20 ISR Z T 5 T&5, 28, LDL7 7L — 2D iBiE L CARAIZEH 32

AR BB L T420 mga 2l RIC 1Bl T 53 AZLNTEA, | Tha,
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<HEANT —#> (20120133388, 201101683k 5k) 449
ShEAEEERE A, =R 7~ 7140 mg (17245]) 13420 mg (1354)) 2 H[alf T#5-L7-Lx . i
T FE B R (P ) 133.0~4.0 H Th -7z,

2) RERES (BaALATO—/ILIEEHE)
<HARAT —#:12FT> (20110231388 : YUKAWA-1385R)
HARANEIL AT a—VIIAER N BFIC, =R 7~7140 mgZ 28 B2 1E] (n=52) 13420 mgZ4iE LIzl
6] (n=53) 123 B S K T G- Uim b & B L iR RS 135 5 B OB > TN L -, 72, =Rnus
~ T HKE R TG LIz E DN 7 O Mg PR, F2~3EOER—PBIRSh, =R/ ~7 OChuk Y
AUCws-12l T EARTEH) Th-7=, TR s ~7 O IfiE P IEE ORRREHER & NAUCws 12030, TR~ 70
FPEREIT140 mgll EOFE B THIRIELE X b,

REETEREFEOMELIAROITITREREER (BAATILATO—/LMESRE)
140 mgZ 2;B M1 B E T i & (n=26~27) 420 mgZ 4 BEMRIZ1[E R T 5 (n=26~28)

140 mg 420 mg

(_ug/mL)‘ ; ‘ j, ‘, ; (pg/mL) ', j, .,
1005 1005,
m ]
= =
/A /A
B B
T =
R R
0 10 0 10
7 7
<z - < -
2 Z
B =
= 7 E3
7 n=26~27 7 n=26~28
FEHE+SD(FSTRE) EHELSD (4. 8, 12BE (LS TRE)
I 0 é -]l fli l‘i IID 1‘2 I 0 £ jl fIS !‘3 IIU 112
#5HAR GA) =5 40 GA)

REETESEOMEIIAROITIDENEE/SA—2(BEAABILATO—/)LIERE)

AUCWkS*lZ‘d) Cmaxu) tmaxb) Cminﬂ)
(H -pg/mL) (ng/mL) (H) (ng/mL)

140 mgZ- 23 fE) 12 11=] 490277 (n=21) 26.3+12.6(n=21) | 7.0(7.0, 25) (n=21) 12.3%£9.84 (n=21)

MEROCHE

420 mgZ 4 FIZ1E] | 1,140 %544 (n=20) 68.8+£27.0(n=20) | 7.0(4.0, 15) (n=20) | 17.2%10.9 (n=20)

a) “FHIEESD

b) HRAE (B /Dy, B R)

Cmﬂx : %%Jﬁlﬁ% EP‘Y);%E\ AUkaS*IZ : &5‘?&8N12ﬁi‘/€®£ﬁl¥% q:?};%E_H%FHﬁ EIEE;,@%‘FE*E\
s - B¢ PR LT 9 BEBERF ], Co s M T 7 R E

<HARANT —#:64HFT> (20110110388k : OSLER-13Er) 9

JEFE M B G ME M QYR A RINEE B e AR 1,324 2 =R 1y~ 7420 mgA 43 B 1 [B] ) 18 2 T #%
BL7zeED AR NEaL 2T a— VIIEBE 219623815 | ke 53R BR D #5512~ 6408 B 5,00 1L j75
N7 R 1314.9+11.9~21.5+18.1 pg/mL CEHE +SD) Tdh-7-,



VI. EMENRRICEEI HIRE

RERTHREBOLFECIIARAOITITREREHER (BAATILATO— )L EE)
JE LB HA R

(ug/mL)
100

L
o

LA O3 H B 5 e

0.1

b E st B AR
(0~52;8)

.

. .o

(52:8~)

EELSD(FSTRE)

.

o

20 30

T T
40 50

BS5HE Ga)

60

70 80

RERTEREROMBEPFIAOITITRE (HEAATILATO—/LMIEERE)

kot e sk oD £ 5 R
1H 4 8 12 8 24 1 36 1 48 1 52 i 64 I
MmiEhoRrr< | 0.258+0.956 | 9.56+7.76 | 14.9+11.9 | 21.3+18.0 | 19.9+16.3 | 20.2+16.3 | 21.5+18.1 | 16.8+12.3
7 £ (ug/mL) (n=124) (n=122) (n=144) (n=132) (n=130) (n=134) (n=133) (n=42)
HEfE £ SD

a) EIN & OVEAE 1T AHEER (201102313884, 2009015875k . 2009015935k, 20101154388k, 2010115534 Fk) 7> 2627 34 35, 38, 39) g
1T U 7= [E R 4 5] 55 TIURR = Bkt 7% 5 2R

) MERE (REMEILATO—/LNEREESAESE)
<HMEANT —2> (20110271308 : TAUSSIG 2t 5#) 1)
T 7 2L — 3V A% T COVAR M E oL AT o — )V IER TSR BE 334G R a7/~ 7420 mgk 21 [
W1EE TG L-tx0 i h G R o Rar~ 7 EBE L, % 52~12 2B\ TT 7L — 2 ARIN
32.9~77.8 yg/mL, 77 =L — 3 A% 7%322.3~59.0 ug/mL CEXJE) THYVT 7 b — T AT~ HJ20~
30% &0 o7,

(7I2zL—LREZRITTVSNEAREEEILATA—)LIERERSHESE)

Ig ;g

(ug/mL)
100-

PEET NN da A ERE R =)

REETESEONESIAROITT RERREHRE

F{E+SD

.

&

BEHRHGA)

ICT) ;g ‘5 @ 7IIL— RE

O FIzL—L R



VI. EMENRRICEEI HIRE

REERTEREROMBEFIAOITIRE
(77— REZITTUOBNEARESBSILATA—/LNEREZESEHRESE)

e 51
(=} 238 438 638 83 1038 1238
T 7 L —3 AR 0 32.9+t15.9 | 51.9+24.6 | 61.8+23.6 | 68.5126.7 | 68.3£24.9 | 77.8+29.0
(ug/mL) (n=34) (n=30) (n=30) (n=32) (n=34) (n=33) (n=29)
Tl — A% 0 22.3+10.6 | 34.1£16.2 | 42.5+£21.8 | 48.9+22.5 | 48.2+21.9 | 59.0£27.4
(ug/mL) (n=34) (n=30) (n=29) (n=29) (n=30) (n=29) (n=23)
SEEIfE £ SD
@)=
R
WBE-tREOEE
Bk AL
<HBE>

DFRE(RE T2 ) ~DFE (Y1)

B =AYV (n=3~5/8F/MEHE) 12, =R Z7<710, 100 mg/kgD 23 B2 18] F#5- & Ra AR 2L F 5
mg/kgD1 H 1[RIFE 1§ 5435 A T, A SUXOF A& 5 LR BRIC B W T, g R ey~ 7 R K OV
RO 2NAS F AR E LTZEZ A, BANAZ T O EHREIC kbR ar~7 OFEITTRO B
7einotz, (NX. 2. (2) KEH 53R | OIS )

2. EMEE R/ TA—S
(MEHAE
RHE SR EREMAT 13, SRR G- U3 T35 LI L X OB K OFERETE 5 B OV R IZ LD 1-
I N— A NET NV E W T LT,

(7E) AR CEBESN T D HEL VA EIE
[ E Tl AT 0 — L IE~T 0 A L O oL AT a— VIILE 385 . iR AT = Rur~7 GEfaF-f#z) L LT
140 mgZ- 23 M2 1[0 X 13420 mgZ 4 MIZ 1B T 532 (A —h=RF—% —13420 mgD4AFBIZ 1B Z FHEEDOH) .,
FEM RSV AT o — VIIEREEA A @5 I TR~ 7 GElaF##2) ELCT420 mgZ 4B 1B F&5
T 5, NEA 0705 A 1213420 mgZ 2 BB P& 5 T&5, 7238, LDLT 7=l —V ADOMB &L TARAIZ 355
A%, BiE A EEL T420 mgZ 2 I Lm . PG-34 22808 TED, | TH A,

(2)IB S5 FE 5E 3K
<HNEANT —F > (RHEMERM BN RE R =L — 3 PKIf#T) »
TRy~ 7 OWESE MFEFERZ 5 6O 7 RESE S Eh REAZAT D5 5. WRINGE B 4K (ka) 130.319 A 7 flEl {4
MIZEEX74.6 % EHEE ST,

(MR EE M
ARl



VI. EMENRRICEEI HIRE

BDOVTIUR
<HNE AT —F > (200803977 5R) 20
AME AR AR 66, =R m 7 ~7420 mgh HiAIFRIRNEE G- Lo & 28 707 70 2 CEEIE £ SD) IX
11.6+2.26 mL/hrEHE H &7,

(1) AF TEEESN TWDHERL &I
[F R EaL AT a— U IEA~T O AR R O oL 27 o— U HE 85 . A =R e r~7 GEE T#z) LT
140 mg#- 23 M2 1[0 X 13420 mgZ- 4 MIZ 1B 7 T 532 (A —h =R —% —13420 mgD4AFIZ 1B Z FHEEDOH),
FlEEE oL 27 o — VIEREREA Gl AT =R e ~7 (BB Z) LU T420 mga 4@ I 1B 2 TR 5
@“6 EAR 0708561213420 meZ 28 [BIZ1 B 2 T 5-CTX5, 728, LDLT 7L — ADHBI U CRA 2 H 3585
A%, BiE AL T420 mga 2 I 1 ml PG-34 2L TED, | THA,

G)RHEHE
<HMEAF—% > (2008039773 BR) 20
AMENFERER GBI, =R 0~ 7420 meZ BRI FRIRN G- LIzl & | & FRRED 751 45 78 (CFH{E £ SD)
1%, 3.3£0.5 LThH -7,

(1) AR THEESN TWDHEKL &I
[F RSV AT a— U IEA~T 0 AR R O oL 27 o— L HE 85 . A =R e r~7 GEE T/#z) LT
140 mgZ- 23 M2 1[0 X 13420 mgZ 4 MIZ 1B 7 T 532 (A —h =R —% —13420 mgD4AFIZ 1B Z FHEEDOH),
FlEEE oL A7 o — VIER TR A G AT =R e ~7 (BB A2 LU T420 mga 4@ I 1B 72 TR 5
@“6 R0 708561213420 meZ 208 B2 B 2 T 5-CTX5, 728, LDLT 7L — ADBI E U CRA 2 H 3585
AL, BIE L T420 mgZ 2 I 1 ml PG-34 22808 TED, | TH A,

(6} Dt
HHERL

3. BEAGREaL—ay) f@m
(MEHAE
RHEM R B BEARHT 13, BARPNIR G- XTI TR G- LI L X ORI L OFERIE T 2 e OV RIS L5 1-
2L R—=R A NET VR W CHT L=,

() AR TEESN TWDHIERL O &I
[ e E Tl AT 0 — L IUE~T 0 A L O 2L AT a— VIILE 385 . iR A =R ur~7 GEfaF-f#z) L LT
140 mgZ- 23 121 [0 X 13420 mgZ- 4 MIZ 1B T 532 (A —h =R —% —13420 mgD4AFIZ 1B Z FHEEDOH) .,
FIEMEEaL AT 0 —) ) VIEREHEAS IR i AT =R~ 7 GEis FH#2) &L T420 mga 4 M 1 e F#% 5
@“6 NEAR 0708561213420 meZ 28 B2 B 2 T 5-CTX5, 728, LDLT 7L — ADHBI E U CRA 2 H 3585
AL, BIE AL L T420 mgZ 2 1 ml PG-34 22808 TED, | TH A,

(Q)INSGA—REBNEE™
FHEERTSEY B REARAT I, M/ ERIREER 1 1508 (55 T AEEAER 250k, 25 T AREASR - 4550 | 25 AR RS - 5akin)
20, 2040 FNEEFEX N5, 4TAB DT — 2 % FLICFE G L= (2R a7~ 7 0N R 5-SH0 ., ek REE ] SR Y Bh refig
i/ =3,41401 %5 Te)
W BT NAEREEELE 1RO DHRBRCIL, IES AR R a s~ 7 OMYERE I LT, (K&,
irri ABF P, =EBF 7ﬁﬁcﬁﬁ&Uf\—xm'/ﬁ#@lﬂcsm/&%f“ﬁ)ﬁi‘focitz{ifké EDBDE
TRt b, NFE | R ~ AR AR R IR X O F IR /= L AT o — VIUE ~T v S R3S B4 K&
[t YAV oyl
FIZ, BARANZXGE U235 BRT & WA BIIL C, MEMER B O FHEMBEYBREE T L2 T HLTI-L2A
(AT *1526,70801 5 53,8444 [ H A N4246% & e JIcmRuas <7 B H-S W) | HEMNEIRRERE T
NTCOIERITNZ, NFE(AARN) BIEFESR = Rns~7 OEYEREOF B/ IE R THHLIENHLNE
otz



VI. EMENEICEI HIRE

4. IR
<HENT —% > (RAEMAIEYENRE (R 2L — a2 PRIfRAT) 5
TRnr< 7 O MAHRER 2 & O 7= RHEF KB REAFAT OFE B, =i~ T &2 TG L= Difakti

INAFTT _ATEVT AT T2% EHEE ST,

5. 2%
(1)1 i% — Hixd B P9 E @ T
U ER L
<HE>
0% 7 17 )G (Immunoglobulin G : 1gG) HUKIL, D53 F A XD 7= T MLiE D HRLER ~D AR D3RS,
TEER I O BRI EE )T DN OEIA 1T, EHIRAETO0.1~0.2% EHEESILTNDY

()i BPEE
LB R L
<BB>HP
=7 AYIV (GEHRE, n=18/F£) 12, =R v/ ~750 mg/kgZ 2 BT 1018 B N &5 (R KEHLED) L7z
FERLH A Rt e ONH A8 58 42 F M (enhanced pre— and post—natal development : ePPND) BRI \T, HAIR
D IiEHFH =R~ 7R ETA% 14 H TR100 pg/mLCTh-7z,
(M1X. 2. (5) A5E% A M RER | DIESR)

DB~ DBITHE
L

OBEHADBITHE
AL

(E)E DI ORI~ DB
BAEDRL

O EE A E
TR L

6. X3

(DR BHER L R UM R R
TARRZ T, ENMeGHUR T D LD, BAUEICED ST FRHDNET VBN RSNDEE DN,

QKRHMI-E5T ZBR(CYPH) 05 T, FH%
AL

QHEEANROEREVEOES
%ML

ORBNOFEOHERUENL, FHELE
BBl



VI. XWERRICEEI 51EA

7. Pt
(1)t R B B S
U Bl

<HE>
TRns< 7L, B/ 7a—FFURTHY D43 FEBHLB PRI TV EHEE S,

()t
HHERL

Q) S5
HHERL

8. NSV RAR—A—IZRH 9 3 15H
MR

0. EMEILHRAE
AL

10. REDEREEFTHIEE
(DRSS EE

<HMEAT —%# > (20120341 788R) 22

H]E] N OB FE AT R e % 5 (Child-Pugh /A : A7 5~6) | Hh 4% B TR el & 254 (Child-Pugh %y #8B :
AT T~9) K OBERERLAA86 (W34 . HIHLDL-C70 mg/dLEA |, 190 mg/dLEL F)IZ, =R Rs~7'140
mg BIEN T B LIz L, BRI R OV AT RERERE & B I 1 H TR R0~ 7 D Con SHEHERR & Hole
LTENEN21% KL DB4% K F L, AUCsdFZ1Z4139% M 47 %K T LT (WO ivh B/ — sk ()
EIED ) 23, LDL-COAX TR RAT KR E/RE NI o7z,

HERTHREROMBFPIROITTRERMER (N EAFREREEBERTRERA)

(ug/mL)

o
o
1

—o— RN (n=8)
-0- BERFEERESRE (h=8)
ke ST REE R B E (n=7~8)

F9fE+£SD

o

R\ O H B3l B

EE TR (0.800 1g/mL)

o

w
o
~
©w
o
o
3
o
E

RE®&EERE ()



VI. EMENRRICEEI HIRE

HERTHREROMBEPIROITT OEDEE/ SA—2 (N EAFREREEERCRERA)

. AUC Conax ta”

ald (H +pg/mL) (ug/mL) (H)
128 R e SEHIE £ SD 81.5+62.3 10.6+6.48 5.0(1.0, 5.0)
PRE B B/ IR E 58.8 8.6 —
(n=8) TR R AT 69D E (0% (EHEX M) | 60.8[32.1, 115.3] | 78.5[47.8, 129.1] —
2 BT IR HE SEHIE £ SD 59.1+32.5 7.72+2.80 4.5(3.0, 10)
PRE B B/ IR E 51.5 7.3 —
(n=8) TR R AT 69D E (90% (5 #E X M) | 53.2[28.1, 100.9] | 66.0[40.1, 108.4] —
R R A S+ SD 116+71.3 12.5+6.34 5.0(3.0, 7.0)
(n=8) B/ IR A fiE 96.8 11.0 —

a) HARAE (e /b, k)

(Q)BEHEEEERE
<HNE AT —F> (2014021 3585R) 2
S E N 0D B E RS RE P #E R (eGFR: 15~29 mL/min/1.73m?) & ONMLHE B AT 5 AR W R 2 BB 564110,
TR~ 7 140 mgh HEI R T 5 L7z, BEEMREEEE L OETEE 2B R 0 <7 DCpuwy
IERERE AR E LI L TENZEI35% M D63 %K T L, AUCLsdE. ZHE 437 % K U6T %K F LT (Vg
b /N IR GEEED ) 73, LDL-COAR FZHAC R ERBE NI D T,

HER THEROMABPIROITTRERMER (N EATREREEERUVEERA)

(ug/mL)

™3 e @EHA(h6)
i = o BERHRAEREEE (=6)
P -0 IEH P RIE T2 EE (n=6)
E 0] /Kb FEHfE+SD
e hu
i ]
m] -
2
~ §
2‘ lz*.“
= 3
E
0.1 T T T -| 1
1 8 15 22 29 36
BE%EERI(B)
BRETFTHREBROMEBEPFIAROITITDENERE/ SA—2 (N EABHBERETEERUVERRAN)
1 AUClasL Cm‘dx tmaxa)
R (H -pg/mL) (pug/mL) (H)
B R S +SD 141+109 15.1+8.86 4.0(3.0, 7.0)
fEERE fe /N IR T S 105.2 12.8 —
(n=6) TR R AT 69D E (90%(EHEX M) | 62.8(19.7, 199.7) | 64.9(24.5, 171.9) —
%{ﬁﬁi Sl +SD 102+80.1 11.7+7.20 4.9" (3.0, 5.0)
el e/ SRA T 55.8 7.4 —
(n=6) BERRR T2 H (90%(E X H) | 33.3(10.5, 106.0) | 37.2(14.0, 98.6) —
{REEE AR SEHiE +SD 185+92.5 21.3+9.00 3.1(3.0, 7.0)
(n=6) S N 3 [ RS 3 1 167.6 19.8 —

a) HARAE (e /b, k)

b)n=5




VI. EMENRRICEEI HIRE

11. ZDfh
ERESRIABRORERERAN)

<HEANT—%> (2012013358 8Rk)
SRE AR NIZ, TV T VRS U Y (prefilled syringe : PES) XU BTV T4V RA — P =/ H—

(autoinjector/pen:Al/pen) & AT, TR B/ ~7140 mgax HAIFZ 5 L7-L2& ., PESOAL/pentZx 5 Cha
O AUC 10 D HL D fig /)N 5580 - HEE A [90 %15 #8 X M 1132 412 411.02[0.98~1.07] & 1U'1.01[0.95~1.08]

ThH-oT=,




VI. R£% (ERALDOFEF) ICETHEE

ENBFEZTDER
TESFLTURUD

1i|||ﬂ

5

2. FRABRLEEDER

ZEE'

BB (ROBEIZITRELENIS)
AAND o7t LIS BUE OB R D55
< ffEn >

WU 92— iR RIEE FHTH D,

AFNEH SN TWDRGTT L COREBUE DREEN 0D B HE (IZR —ln e a A AN BG5S B
BOWBIEIERZ R R T DB TNRHL120 | KR O GZRTHTLE,

3. WRER (IR ICEET HFBEETDEH
(V. 2. BE SO RSB R 122 T 528,
4 RZERUVAEICEEY HEBEZNDER
(V.4 FELAOHEICEESDER 122 02L,

5 EELEFRKERLENER
8. EELGEAMERE

8.1 AKIEHzHT->TE, HOHMOLDEIL AT a— )L IFEIGED AR CTHHE EHIEAZITV N, I EBE
W, B o i DR B OUART 77 72— RIA . & L ERE S ORBEL H0B BT 528,

8.2 &5 ki P AR E A E AR AL . AFNIKTT DS NRBO LNV EIE &R G5E2 R 1352
&o

8.3 HMG-CoAZ Jrli# 55 B E A & UMD JEE

ER=!
27%5

FEEIRESELOF T 25818, IFH 23K O IRA SED
e S HEREAANIER, 9. EDCHE mAA T 0AFICHETEE L OILIERZRENEHOR
Ha TR T DL, (1.5
8.4 H O H-DOFEMIZHOUNT

8.4.1 A O GE I T DIThTz> UL, EMNEDZ YA EEICHRFTL BT, BE T L CER X
FEBRUEFHE D 0708 CRGCRT TOHEE ML T528, 0%, BEBEOMEICH D
BENTEHTEAEMPMERE L LT, EMOEBIREDOL L THEMT DL,

8.42 H L5 DMtk . AFNCLDRIERANSEDONLSE-0 B LG Ofkigi 1 N #2255 6 121E, 1100
(ZERR R AT HIFREL, EHICH CRGA2PILSE LR EHE UL EZTIZ L,

8.4.3 AANI1EIfEAORAITHS, ML, FHHEALRWIDICEBEITIET LML, ZERBEFEITIEICH
TOWREERIET DL,




VI. R£% (ERALDOFEF) ICETHEE

<fRan >

8.1 HaL AT o— VIJERHEAN @A EFHEL CREL, ML AT o— /VIIEL RSN 5AIC
X, FTH @IV AT e VIETR R DO AR THL R FRIECERNRIEE 8 O AW EE 01T
W, ENET T RB A+ 07055 D B3 L DIREZ BRI 5 Z e Rt S D,

Fio, BV AT B— ) VILE O MU E M OB B OERRE 1 L5 2 i TWOAE IESCBREE DY R 7 77
A —DEERFUZDNTH T B ETHIENEHE THD,

8.2 WAL AT m— LV IMIEIREANC BT HIEE FHEEL CRELL,

AL AT B— L IED IR T8 T R N D7 5720 | AFIE G- IE Wi R IR E MO A2 FEHL |
AHN DN FAFER ST HDIENEETHD,

8.3 A&ANT, JRAIEL TR F U ENFR 3203, LD REE B EFETG R LU HSND TR B b, FTo, AFT
DI S WFE RIS 2L AT o — VIIE BE H DOV E L AT 1 — VIIE B ISR LT, A
MR G AE ALK IE LTz, AFNEAZT 2 R QML 5 B E TGRSR & 0 AR AR 1T
HIITORWVIR, T 224 F 0 R OO IFE B 5 e TG R BEO B F AL ST T 00 ERHD,

8.4 H O GITIFL 3=V FiE140 mg XU BHDHNEIAL20 mg A — PR =R —HF—%2HW\5Z L, HOE G O%
G B BE D537 3E B D E P EIE N E VDG O3t ik, M O % A 845 D 22 427
BEHESTIRICOWTC EEFIHELL GRIEL,

6. BRENERZETIREICEETIHER
(MEBHE-BRFTEEOHLIBE
ARSIV TR

QFHMAREEEEE
R TSIV TR

QFF#REfES B E
9.3 FFisREIEE B
9.3.1 EE D FHREIEE B & (Child-Pugh#$8C)
IO BEERFRE UK IS T Ruy, [16.6. 12 HR]

< >
AFNOEGRE CTORGK AR T, BEOITHERER EA2H T2 BF TG LERIN S TEY,, AF| O R
YA

METEREEET 5E
FRESIL TR

(5) 545

9.5 117
I SOTEIR L QD Al BEME DB D I, 16 LA IENERMEE LR D LM SN D5 8120
H¥ T HZE, HMG-CoAiR TLEEA L ER O T 2% 613, B 5LV E, HMG-CoAR il A ML
FNZIBWTC, B FEBRCTHAIRE O L7 BT, R IROEFFOMT L5 F I &
DR IO BTN RS, EFTIIB IR DL REF RSSO EOMENH S,




VI. R£% (ERALDOFEF) ICETHEE

< i >

ABF AL DIRIED SR WF M B oL 2T a— )V IUE B E H DL E L AT o — L IE B I LT,
AFN e IR 54 D380 5T 0% E LT, IR OS5 2 A VEITMENL L QRN T2 ) | IR T
BRLCWARTBEME DB A e MEICiT ., 169 LA R MENMERME 2 LR D LM SN ARSI OB 53528,
Fio, AT ATBWC, B FEBRCHAEIRBORBD | A7 B EICHTHHE, JRIROEFROIK TEREM
il & OB VR OB R A TN S S, BN TR IR O REFE RS LDONIZEOHRENRH D, ZDT  AXT &
OF4 2581, R SUTEIRL COD ATREME D H D M TR G-LianZ &,

(6)iR7L4G

B O MR OMAREOREMEEZEL ., IO T LA 528, HMG-CoAiZ T
BEE L ER O T 25 A 1. B E LRV E, HMG-CoAE L E L EANCB W TTY T F1~D
BATDHERI L TUNND,
< fian >
ABF AL DIBEDN S WFE I E oL AT a— UIiUE BE H AT E 2L AT a— UIiUE BE 2L T,
AHN B 5T 55560070 E LT, BT O G T 5558 3R e IESE52L,
Flo, AT AZBNWT, Ty b THH R ~OBATHMERIILTCND, ZDTh | AXTF U LA TG A1, B#EL+
DOLMETITE G- L2 b,

(MIMNRZF
9.7 /7R
(REMESILATA—/LIEANT SRR U EIL A T0—/LIE)
9.7.1 /NRAEZ R G L LT BRI L FERES L TUeLy,
(RiEHESaLATA—)LIGEREESHE)
9.7.2 125 A O /N At G L U T2 BRI BRI X I ST eu,
< e >
9.7.1 FEMEaL AT a— VIJE~T 2#EAIE, @l AT o — LIEBE ICB W T, BN &K OVES IR
B C/NRZE T ORE FRRBR D20,
9.7.2 FEMEFE AL AT o — VIIER TS RBE BT, EWN KRR Tl & Toff B 72< .
WA i PR R ClI L 2mE AT D FHARRBR D320,

B)=EE
FRE STV TR

7. E{EH
(WHtRZESEZTDER
BRESI TR

QftREBELTDER
FRESIL TR



VI. R£% (ERALDOFEF) ICETHEE

8. BlYEA

11. g8l¥EH

WOEHWERDRHHONDZENHDHD T, BIRE+/3IATV, BENBEOONT-GEIT &K G2 R IET5
TR ALE A THIZ L,

(EXZENER IR

BRESI TR
QDN EI{ERA

1.2 ZDHMDEIER

0.5%L4 | 0. 5% A< i B ANH

i K N R EE =il

e D, B

Bl T, SRS, BRI A L

R R
— - RHRE LR YS 5 BB AT S e (i | AT WESE R, RAEE | A7 PR R

EARINIE BE. NI, TEIRSE) S
HTRRE R R HTHERE 5%

155 Tk O E A HHE

PIBE, TR

HE A I A

CK_ b ZHEh R P s
I AN

KL EYARE AR i
IREEEETUEE, SR A
Btk SRV L E N

R R O i BRI

B A T S OV A LR B PR L A BAEIIR . 15 . YRR

= PRk, TR, 5 KT

TR E a0 e

FE AR AHRAE

HERHR K OV R AL LA

s M K O R P 18RV SR K UREESS . b AGE Y

FZRG K OVRZ T L gk et WG COPEIERE | K& IR

#K. B LD, ke

18 f WAL

JEYRIE B OVE 2t A TN
<fgn >

AR CEMUT-FERRBR[(ENTEBL Sl AT — VIIE .. FEMEEIL AT a— VIILGE~T a4 K S
B GR L LT 5 TUFH B OVES TLAR I AR A (1238) ™ ®) | 55 11 AR B OV TILAH [ s 3
EVER 2L AT a— VIMEREHEA R BE 2 R EU-E B ILFRRERY | R OAY T LD IR SR
U AT a— U IME RS % G & U7 56 AR [E N G PR 3R BR 15 19 T2\ T AR 5-Su7 B AR AFH6256511 10 #
HENTZRIERZ, TORBELLBITRERL,

[ R W 5 5l (14) 19 L



VI. R£% (ERALDOFEF) ICETHEE

SEIERBE—RRE

TH F B EIVE ) S8 BUBERE K OV R AL S, —

MedDRA 21.0i{ C2—F{k

BT R G5 62545
BIVE R BUE B 68151
EIEZBLR 10.9%
EERADIELE FIRGI% | FHERE (%) BElEFADIESE FIRGI% | FHIEE (%)
MR R O 7 R b 2 0.3 PR Ok E 9 1.4
Egiil 2 0.3 PE PRI 9 1.4
LB E 2 0.3 B SR B OVRE A kR Ak e o 15 2.4
D I I 1 0.2 5 A 5 0.8
E 1 0.2 DEEST 4 0.6
H e 4 0.6 KT 2 0.3
T 2 0.3 VU e 2 0.3
537 1 0.2 RAE 1 0.2
R NP 22 1 0.2 R 1 0.2
BIEFRIRE 1 0.2 DU B AR e 1 0.2
— e - B R J OV G- DR RE 12 1.9 R R 3 0.5
TSR S 9 1.4 HEE 2 0.3
5 T 2 0.3 TR SRR 1 0.2
i 1 0.2 FEARE 1 0.2
AR 1 0.2 ARIRIE 1 0.2
JHFRE S R e 6 1.0 IR R OFLEREE 1 0.2
JFRgRE S5 6 1.0 AL LA 1 0.2
BE, P& OLE A OHE 2 0.3 e B0 B OV ke 2 2 0.3
AEEA 1 0.2 BERE R 1 0.2
i 1 0.2 AL 1 0.2
PR R 13 2.1 FZRG K OVFZ T L gk et 7 1.1
MHZL T F o RAREF—EHEN 4 0.6 395 2 0.3
ZHE) RPN P AR B 0 4 0.6 /37 2 0.3
(R ERYRE AR 2 0.3 EOFEVE R 1 0.2
PR A8 B 2 0.3 F g% 1 0.2
/ISR AR TUAE 1 0.2 gL 1 0.2
FRAHE UL N 1 0.2 15 2 0.3
L 2 0.3




VI. R£% (ERALDOFEF) ICETHEE

SRER A BOME, BERE N OFir oA 5T 5

<HE>

D EINE I FE B

BAEEFMNOAFEEGIBME GHEANT =225 te)

ELEEYREBRILATHA—IL (low—density lipoprotein cholesterol: LDL-C) B 74 JL—F Bl < B EBH: >

H RN

A EFRIEBE 2 VR GBI FE R (%) ]

Eal AT o— VIEBRE (5

B mAL AT o — VEST nE A RBE S T) O B ARNEH

LDL-C BB S VAR B (EEYEREE s RUNIRD) Y | 248 B LUK GE B Hukhe i)
YT IN—T 198/407[48.6] 277/370[74.9] 41/203[20.2]
LDL-C<25mg/dL 119/247[48.2] 146/192[76.0] 4/6[66.7]
LDL-C<40mg/dL 165/348[47.4] 232/313[74.1] 8/25[32.0]

LDL-C=40 mg/dL

33/ 59[55.9]

45/ 56[80.4]

14/45[31.1]

JR AV I HLE B ONR ST

Wi BT L

WAERE DI a— L]

LDL-C
Y7 IN—=7

BB IR
2,017/3,946[51.1]

L4 B (GEUER L R Y
1,946/2,976[65.4]

24F B LUK GE S Mfikise 1)
850/1,675[50.7]

LDL-C<25mg/dL

826/1,609[51.3]

493/755[65.3]

188/276[68.1]

LDL-C<40 mg/dL

1,308/2,565[51.0]

983/1,510[65.1]

379/592[64.0]

LDL-C=40 mg/dL

697/1,339[52.1]

961/1,448(66.4]

452/934[48.4]

FIEME AL AT n— VIEAREEEE R EE O/ m—r L]

FiRME oL AT 0 —/ )V IERTHEAS R EE 2R LU T /IHARRER) Tid, R—A2AF7 A ROLDL-CIRE N IER ICE

<. LDL-C <40 mg/dLICEIZFE LI BEITDO TN T2ZEND, 77— F AT Em L TR,

a) 2011023135k (YUKAWA-175R) /201201227385 (YUKAWA—-23XBR) : A 70 313140 mgZ 238 2 L[R]3 AV ME280 i
420 mgZ AN 1E], 12 [ 52 T #% 5,

b) 20110110785 (OSLER-154ER) /2012013878 (OSLER-25ABR) : AH 140 mgZ 2 2
Be G AR LA R RS 5

¢) 2009015855k /2009015958 5k (GAUSS-1785%) /2010115475 (MENDEL-17%5%) /20101155785 (LAPLACE-17%5%)
/2011010978 5k (DESCARTES#BR) /20110114588 /20110115788 /2011011678 5k /20110117388 (RUTHERFORD-2
ABR) /201102317808% (YUKAWA-17R5R) /20120348585 /20120356785 : ASAI70~420 mgZ B[R] XM E 2 T 5,

d) 201102337 5% (TESLAGER) /2011027 1585k (TAUSSIGHER) : AA1420 mgZ 2 T 4E R 1A, K EHHEME TR 5,

(1) AHITRBENTWAIER &I
[F RS TV AT a— U IEA~T 0 AR O oL A7 a— )V HIE 85 . A =R e r~7 GEE T#z) LT
140 mgZ 238 121181 13420 meZ GARBNIZ1 R FH 532 (A —F=F—3 —(3420 mgD4BE IR T 50 H),
FlEEE oL A7 o — VIER TR A Gl AT =R e ~7 (BB Z) LU T420 mga 4@ BB 2 TR 5
@“6 MR+ 723 A 1T13420 mgZ 2 I 1B T4 5 T&5, 728, LDLT 7L — ZAO4fiB &L A2 32555
aid, BAAR I E L T420 meA 20 1R TG4 22 L3 TED, | ThD,

1A X 13420 mgZ 48 I 1A T

9. ERRERBRICRITIE

BRESN TR



VI. R£% (ERALDOFEF) ICETHEE

10, BERE
FREIILTURW

<BE>

BRINGE A (BU) OURAESCEICIE, LT ORRERH D,

L/ —4 420 mg/ A JVH300 im0 O IREE & (AUC) IZIBW T, B (D=7 AP ) ICH ER R EITEIE SN0
72

LS B e 5T DR B TR IR IR TR L L QR iR B 5054 | MBI U CHEAE R UL D
HLDLNDORETHD,

M. BRLDOIE
14 BREDEE
(LX—H R F 140 mg<>)
141 EFIRSRIOFE
1411 BEGRIS0GFEE L 7REE T=RIRIR L Tro &R 53528,
14.1.2 JELIRES LR L,
141.3 AW A BRICLOMERRL, £, I220, FFEMDRO LN AT LN 8,
142 EFIRSBFOZE
1421 ZTFICOREEGTHZE,
14.2.2 JEGHBALIE RS, BB T REREE L | [R50 ~D AR B G- 13T 722k B2 g DU
TR A PG RS SUTRERE L CUOB L ~DTES ITRET D&,
14.2.3 RAIDOFEFE I N—1T, TUNAX— e E LI /RN H D RKIRT T T v I RA)INEH ST
WD,

(L= 7 F1E420 mg A —F=F—H—]
141 ZFIRSRIDZE
1411 BHRI45 R R LIRIEE CRIRICR L Trho i 57524,
14.1.2 LLIRES LR L,
14.1.3 N&EW% B HICKORER L, 2, I220, MDD LA A I3 EH LRV L,
142 ZEFIRSRHOIE
1421 Z FICOREEHTHIE,
14.2.2 JFEFFAALIE EBEES, BEER SUIRERE &L, [Fl— AL~ BB GI3 TN 8, [ DMBUR
7Rl A PG B SUTRERE L QOB ENL~DTES ITRE T D28,

<fRan >

14.1.1 WIRIZED R PRIEZ S ToDIs, KA 2 H T HBRER LR EE TEIRICEL T b 535203
BEXD,

14.1.2— 0N IREDMMH L I E O STARKE IS ﬁ”ﬂ%ﬁzé:kﬁ‘%ﬂ%hfﬁw\K%IJ%‘J%QLG}E@UQW:&O

14.1.3 WEW%E BRICEOIESEL, RFNIDNEN T RO E A T, il RO LN G E 1T A
FiEd5Ze,

14.2.1 RANTE FIcoHEETHIEEL, TOMOE G TII&RE LRV L,

14.2.2 RENOFEFHRALIE _EBEES, JEEE ST RERER 258 LD, BRI E— 5L ~O KAE B 513 Th 72
& T AFNB GRS B 5 5L UGS RO S TNDD T, L ENMBUR 2 EZ A, 5, FER
SATHEFE L CODERNL~DTEFHTRE T D L,

14.2.3 =D I
ARNOEFE IR —1L, TT VI AE G/ L TN T7 w7 ZBBUEDBEERES DOIE AT RENE D 558
B IR DD DNIAFN O GAZLY, TUAX—RIENBIHTENH LD TIEETHZE,



VI. R£% (ERALDOFEF) ICETHEE

12. ZDH/DFE
(MEGERERICE S

15. ZDHMDFE

15.1 BEEREAIZEOIER
B AT a—/VIE . FiEME oL 2T 10— VIE~T 2SR E 1S9 A E N T = e L7 R

ARBRICBWTC, iR us~7 HikOMmAE 2 I L, 555061 2410, 4% AFN 4 HhimRns~<
THURDNRD STz, FEME AL AT a— U IER TS R B 1R 2 ER R FBR 9B (H A N7
FlZETeNlB T, iR a s~ 7 FURITERO S~ 7=, FRPUADEAE TN T HORERICE
WTHRRD BT

< i >
KR ETORKRBR TR~ 7 HilkoREFEICESEI#H L,

(2)FEEG R BRI E D <IHR
ARSIV TR



X. JERRPRERERICREI HTHE

1. EEHAER
(MEDFEBHAR
[VI. SEZh3EBRIZBAHIHE | OIES R
Q)R SR
BRI B/ S | B GREE | B5E

CERln] | S | (me/ke) BRI
LR O | DL R T A— | By P
1780 0 M | 4 R Pt | m= g | T 0. 300
(FLAN)—3ER) | Brrbeie. fhin | (4]

TR
MR 300 mg/kg

(DT DMDIEEERER
L

2. SRR
(MERE RS EHEHER
ML B

<EBE>S>Y )L NDAZ—

TARus<T QA G EERBRILE/L TRV, h=s AP uiZohiny~7300 mg/kea HEIFRIRN & 5L
72 IR ERSY | I NLRZ— R NI = A=A~ 7300 mg/kgE T Z TR G LI-KIER 5 5%
RERY ORI 54428V C, APEEEO K EITEIERS o T,

(MX. 1. (2) ZZAEIRIRER, 2. (2) KIEH5-HMERER OEZB )

QREREEERER®
BT R Ve R H (P G P B
CHER /B 2 3 LR (mg/ke/[51) 40 5
INDAY — /D=L F YT | R (LERZ1E]) )
e - 4:30] 28 [ 141 [ 1638 1] 0. 30, 100, 300 HERE - 300 me /g
NBRE—[T—= T T > | T (LERIZLE) _
CHERE 6] 30 i 0. 100, 300 HERE - 300 me /e
Y/ =T AP BT (LB 1) ,
CHERE : 45] 63 [ 215 03,30, 300 WiEE - 300 me/ ke
E % T (LRI 1) .
CHERE : %6 6 A [ (2538 1] 0.3, 30,300 HERE - 300 me /g
Y/ =T AP B2 T (2082 1E]) ,
CHERE: 3~5] S0 7 B L4 A P 0. 10, 100 WiEE 100 me/ ke
BEF 232 &F o | #%0 (1A 1E]) 0.5 HERE: 5 mg/kg
QHEGEMUHAER
M PR L
QDA R ERS
BT T e R IT -
[/ BE] i i e PR
PSS e R o, 10,30, PEJER 5B C, JE L R U
et % 00 st 100 mg/ke/[El | BEPEASEREI D 2 LR,




X. JERRPRERERICREI HTHE

G)ETERE SR

B HE /R P Gk (e -4 ) e b AR R

(PR /B ] P 541 (mg/kg/[A]) [ 4 B

ZHRHE S OG5 IR £ COWIHIIRTS A 2 B 353l B
INDAK—/ 2 T (2R 1)) 0. 10. 30 Foltf e (— %73 M:) 1100 mg/kg
=)L F YT | e ASEC B4 ]~ AS B~ 35 K (FF5[E]) 00 Foltfe i (ZEAEAE) : 100 mg/kg
[fEREE - 45-25] W - A BC RT3 [ ~ A Bl ~ 25 IR (FF2~3[8]) F, (FIHIR%E4E) 1100 mg/kg
PEFER AR BT R OV AR % %8 A 7k (ePPND) #BRCY
IR BR VR D FEA B OV AR VR O FE 2 10 3 DI R A EME 2 70

R R (23 Rz 11a]) FAECHETImE R .
L/ 1EH 4 4R20~22 H 50 mg/kg
H=I AP 28 H i #R35 H 0. 50 IS TILY/IN S e WA= A E = e
(it (BEHR) < 18] 3 A LI (HEETOFEEYRM) : F, %6 A oAV
23 Lz 1A (e KEFLLED) R XTFEE B,

ePPND :enhanced pre— and post—natal development

<BE>HPLN

=7 AW (HERE, n=%6/8F) 12, =R a2 ~70~300mg/kgZ LEMIZ1H64 A M F#& 5 Lo KB 575
MEREBR IZRW T, Adlas O B &8 N QYR B =0 As . H B, UK 13T A= BBl 2 s 7e
otz

(IX. 2. (2) KIE 5 FMRER ) OTESR)

<BH hEE > YL

A E 2t G LT FRRRR BRI L IEREL T euy,

I A (el n=455/RE) 10, TR~ 0~300 me/ ke 138 12 11638 1 T4 5 U= SO e B et
ARERY CIL, 2.55% (EROFI105% 1 Jaéu)@@ﬁrm:@ﬁﬁén o, =AYV GEYRE, n=18/%F) 12, =K
7750 mg/kgh 238 I 1A A R T #2 5 (B Kk EH11E]) L7-ePPNDERS) Clt. FEE ~DIREFEIZ L~ C.
ERDO~2F AU THAEE R BN =R~ 7 BRI TIEER R B M S vz, W hoRBRizes
W, RIS e o Tz,

(MNX. 2. (2) KAE#& G- 2R OIS R)

(6)J3 FT 0 B 14 S BT
PSS H CEBERD) MOmg/mie | BB X KRS IR 4 7 0508
Che 5] HilA] 1mL M ETIZTERITIHEK)
\‘ WOk P 30 4 B
%i{;—wwv% Egl)il () ﬁi;“j[{g% AR IEL
3] IR T R




X. JERRPRERERICREI HTHE

(MNZ DD FEHEE
Rk RS 22 SR R
ByWRE/ R A o A e b7 Ay
[FER:n/BE) ki BB i
WOIEF KT, =hnr~7 Ol
o KA LT ~DRGE DBEE ST,
21 S in vitro Alexa Fluor 488 | "0\ " iio m g e P =
ey | SR | sty | L RECH T, LA, RO
= R Y) I HUE | 5, 20 pg/mL s b
<YL BERECE RS O Am AR, BR (T
%) B OV O - 7 il
INIAS S in vitro Alexa Fluor 488 ;{E%;Z@%;Aiﬁ?%;é;ggﬂﬂ@
L YRRk LR 7Y & N 4 4 /“A‘,\El[/__‘]-/\—( o P
T T gﬁ:ﬁ%gﬁ? §§ g ﬁgﬂg:i;;rzf ST AR . DRI, R 0
e - ) A

<BE AIERME>S NDAZ— P
G JEME AT A2 8% H B E U= FERE R BRI X it L CU7Ru,
INBAS—|Z Ry~ 7 8 5 U= RER T, floRinr~7 fukidisnien-r-,

Yz miRa <7 2G5 U3 RS Vi W\W T, mRhars~ 72 5 L= h =27 A% /L 100PLH1 10PC

(10%) IZfimA s~ 7 Uk S, TP R BIE Th o7,

(MX. 2. (2) iE G- REIERER, (3) AFHF A d kiR ) D RS )

<BE AR > L

N=I AP AR =7 e B LI220 O AZ ¢ 533 MERABR (6.0 A [ HLA ¢ 5- KX U84 A I AZ F R

FE)N BN TRE TG L /2L A, 2R~ T I LD B IBE SRl
(X, 2. (2) pAE G-k | OHZ )




X. EEMRRICETIRE

1. RHIX 5

B LS —H 7 FTE140 mg ~30, LoS—H i F1E420 mg A —hS=R—H—
AEER SRR, | AL SRR SR A T
) FEE—IEAEON S ZICIVER 2L
BEESy  =Rns~7 GEIG T-HHZ)

2. EEhHAR

LX—HF 1140 mg X : 36%& A
LS —H R R 3420 mg A — P =R —9—: 24f&% H

3. AERRETHORTE
2~8C TIRAE

4 BN EDEE

20. kL EDEE

20.1 WFEZRET TIRAF T D28,
20.2 RENIANE IS AR BETIRAF T D28, AR EMZ IO L CRAFT 528,

5. BERITEH

G AN STV IE A

<TVDOLEY:HY

6. Rl —mi53 - FIZhE
[ER % e AP

W3R =B FIT | B RRRAF U AN T I EHRAEF TN T I T IVRAETF LTIV I T TINAH
FoF NI, T2 )T 4T F—h, AL AFIN, TUar~<7  gIZER

7. ERREFEAR

201547 H 17 H [BRMHE A (EU) ]

8. MERFTRRBERA BRURRES. RIEENHFEA B, REFAKERH

F ==k —Y—

5E44 RGBT AR A TKRE SR ILHEIHEAEH H AR 7eBRAGEEH H
Z’\/\_#&TEMO e 20164E1 22 H 22800AMX00023000 20164F 4120 H 20164E7TH 8 H
bR PR T EA20 mg 20174E8 23 B 922900AMX00949000 20174E11H 29 20184E1 A 128

9. IEEX IXZHREM, AZRUVHAELEEENEFNOFABRUZTOAR
NRE SN — AR B (R AER) < 2019426 H 18H
FIRME AL AT 0 — VILE, Bl AT o—/ VIfiLE

722U L FOWFbiili- TR A IR,

S AR ROFEBL AT DA E
*HMG-CoAIZ TR B EAI TR R AR +45 . SUFHMG-CoAIE ST l#E R B E AN LD IR L i S 720




X. EEMRRICETIRE

10. BEERE. BIERRAREABRUVZTORNE
AL L7

1. BEEHM
SHER 1 20164F1 H 22 H ~20244E1 H 21 A

12. B FHARIHIRICRE T 51FR

FZ LR
13, ZHEI—K
74 Eﬁ;ﬁgﬁﬁ%@ ‘@5'5’%%;_ " | norern s | L EZNERRE
Zjﬂﬁ&ﬂ:zflz}o me 2189401G2026 2189401G2026 124889001 622488901
;’;;ﬁffg‘fo ME 1 2189401G3022 2189401G3022 125791501 622579101

14. RRBFLDIEE
(MRRZRICBT5BEFE(RER04195E15 Fri284F4A 190, REFK03315E95 FRE2943 A 31
B. RES0428FE38 FTri2954F288 . REFH12155128 Fi298128158 ., REH0618FE TS
+MITE6A18R)
(LS —H 7 F7E140 mg SV -~
OARBIANZ OWTIL, el FHHEE T AR T A AZHEN, B E R O 2RI T DIE SN+ BT 5%
TOM, ARFN OB EZ B Z T HZENHRFHINDBE IS LU CTEH T80, BWEHSRBLIZEIC
BB A L DT LS AR R — B D B A - T E SRR T T A0 B E T,
QARBAI OB EE S FRIX N F e m 2L AT 0 —))VILE , @alL A7 a— VIE, 72720, L FOWTF b iz
TIHEIRD,
< DM AR RO FEELY) AT DN E
*HMG-CoARE TR L EA TR RA 4. UTHMG-CoAiR Tl ML EANC LD IEE A W S720
THHZEND DIILE AR RO A7 D35 < . HMG-CoAi% ol 35 FHE# O & Kt i B2 AR A L T
BN, FRIBE RN ELN TN ERE | UTHMG-CoAlR Tl £ L ERNC OGRS E T Tl
B (RIEH OBEEEIZ LVHMG-CoATE St 32 PR 55 4 o0 5 F 3 R 8 72 BB 35 X ITHMG-CoA R JT B 55 FH.
ERNOFERANERLEINDEBE) ICROFEHTLZLE,
Fiz ARE O EOEEICBO T, [RAEGIZHT->TL, HOOUD E L AT a— L IERED
HEARTHLIRFFIELIT, FISESNRE, 20 o Mk IR EBOY R 7 772 — (BRI, T
JESE) OBFEL + B BT D28 1 LENTHDHO T, BEITH L TURERIARE L O E L+ To7- |k
T, ARA|OFEHEEZETHL,
QARBHFN D 5-BAAEIZ Y 7= > TIL, RO FIRA T H RN T O R ZAMI R 752 &, ARA| O
B2 Y=o T, ¢ 5-BRAAIRF O 1 4 T2 i I M Z O f TS REd 3722 &
DRIZHBT D% DY 6| 5% 24T 200 (M B 7 ) UL TiieR B ) ERi#R)
7 EREFEUSE | 6L EORRAHEIREZ A L, ZDHH3FELL FITEER 252 I B I DG RIS
%A I DIERT I8 3 D%
A EREFES . W6ELL EORERIHMEREZA L, Z0HHM4ELL_ EIXENIREEA L 2212 B9 D R R AHE
%A I DIERT I8 3 D%
2) ABUHN O 2 6 B LW I 72> TH IR LIZLDL-2 L AT 10— L O K& DY 5% A 0 E i
£ HH



X. EEMRRICETIRE

3) BHEFIEEITHOTCWDE, M OBE ORI C T, B, MU S BE 92 F58 SO 3R R | i I E
O M R B OSBRI T2t T 2IRFEE LU EE T VD E

4) HMG-CoAR L& L EAI TR RA+ 0 B IR 53 28551213, # 5 OHMG-CoAR Jtl# & [H
ERIO 4 KON B8, 2B, 1HEGENRREKHE TRV, BIKMHETHLIELHD
BRI AL,

5) ABIHEN A HMG-CoAiE JE % P E AN L DTE DN S/ FE (BIE F OB S5 12 LWHMG-CoAE T
P 56 B A O FH 23 IR 872 BB U THMG-CoAiR el R BEA| O Nl S BE) 1Tk 53
DEEITIE . AT REZRHMG-CoAE JTE% SR P E A A o B L7~ B b

6) FIEME L AT v — LV IME LA D BE TiX, BL T OLAE AN DY RZ R DV FUZEE S T 50>
(MAZR AT IS VAT K A4 | ETOIBREE T DL D& FH)

7 B B (L ESCMEL T DR ENIRIE B & & ) OBETEIE

A FEL U AT ZE 0D WE AL R

v BRI

(B R R

F REEEhRE B

1) FEEmaL A7 — VIIEDN D BE T, 6) DTVARZE AT |10 TVAV R A A | ETOWT NI
L, HMG-CoAiZ LR L ER T RA+ 072 B T 595856 &5 OHMG-CoAiR i HR
L2271 oD% 534 ]

@420 mgD 1B 52175856, L/ X—H K T iE420mg A — =R —V—%iHJ 52L&, 72720, FAk3045

A31HETIE, AANCLH420 mgD 1B 5235880662 LET D,

OO bL T ROBEAITB W TUIEERZRBDENILDET D,

1) FR%294E3 A 31 B BARTICBEICARRIFN O 5552 1 TODEBFIZOWTIL, [EFEZACARRAI O 5
DARBELRDETOMIIEGDPROONLLDET D, ZOFE, @Z Ll CERWIGEIX, IERTDO LBV
OHFEEZ DRI EOREM IR ToLLbic, 5T THLE (MG EE | LRid) KUY
BFNHD TARRA A B U 25t 528,

T AR O LB TS HIC 4 72> TE R LZLDL-a L AT 0 — L O E K QY i A D 32
M4 A H

A BERIEETO>TNDE, MOEREOIRPLCISET T, JEh, WSS B9 2 H8 TR IR . & LE
iE 55 OO MM DR BB O BRI 12k T D18 A LTS EZITo D E

7 5 HOHMG-CoAIB et E L EAIDO R4 S O A58, 728, 1A G ENR KA E TRV
AlE RKRMAETHLELHOE R T528,

T FiEMEmaL AT w— VIIE LSO B T, Dl E A RORBLI AT 3 mn B L 7 B d i
RS B FEO RPN ZE | R EhIRZE R BE IR P A LI BMER R I L TV D2 EE LT
ZOWTNDODOBEREER 5L, FEEOERK T RROLNHZE),

2) V%2943 H 31 B LLRTICASIAI Ot H FZAE 23 D IR BRI BT 23\ T ARBAZ 4D TR 535440
SN U7 BB TR i, ERk294E4 A 30 H £ CTO RN G-BR A RO B, F7o. EFIZEAITAK
AN DB 5N AREL2 L F TOMITBEERRBOOLNDILDET D, ZTORE, @& fL#ll TV AT, i
RIDEEBVO) I8 HF A 2 FR N I E O AR CFo i 30 L &b 1T, YR PRIR B T
FEERSD T (MEASEER | Liidl) L O e BB WD CRMAIZ B G U4 A 2 5tdi 52 L,

OABFN TR~ T REH THY, L/ S—H R T1EL40 mg 2D H OERETo CWAEE T L TiEY

EEEAT ST 5 A1, 2N O R E 515 CEAR204EE A 578148 & 7R 555975 ) Bl 2% 35— R Bk 32 e st il o

= AT TERMSEER V), ) K E S TCL01EE H O EE FEA R ETED,

7B ABAOMEH EOEBIZBWT, TH ABGIZIIL/S—YH FiE140 mg U Z2 VDL, 13T

WHDT, L=V FHE140 mg SV NZOW T, [ERSESE X 3 EF B CI01EE H A ERREE

FRBHIBE E XN LICE BT AL,



X. EEMRRICETIRE

DOARBANZ O THIEHHEAZS KR OF FTHHD T, ER S FE X 0E S TCI01 [TEEH CiEHNEE
BHEIERET LA, ERAEEXSE S TCISL [ TEASINE K O C153 ) AL RS SHNE I EE
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8.1 Pregnancy

Risk Summary

Available data from clinical trials and postmarketing reports on REPATHA use in pregnant women are
insufficient to evaluate for a drug—associated risk of major birth defects, miscarriage or other adverse
maternal or fetal outcomes. In animal reproduction studies, there were no effects on pregnancy or
neonatal/infant development when monkeys were subcutaneously administered evolocumab from
organogenesis through parturition at dose exposures up to 12 times the exposure at the maximum
recommended human dose of 420 mg every month. In a similar study with another drug in the PCSK9
inhibitor antibody class, humoral immune suppression was observed in infant monkeys exposed to that drug
in utero at all doses. The exposures where immune suppression occurred in infant monkeys were greater
than those expected clinically. No assessment for immune suppression was conducted with evolocumab in
infant monkeys. Measurable evolocumab serum concentrations were observed in the infant monkeys at birth
at comparable levels to maternal serum, indicating that evolocumab, like other IgG antibodies, crosses the
placental barrier. Monoclonal antibodies are transported across the placenta in increasing amounts especially
near term; therefore, evolocumab has the potential to be transmitted from the mother to the developing
fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population(s) is
unknown. In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2—4% and 15-20%, respectively.

Data

Animal Data

In cynomolgus monkeys, no effects on embryo—fetal or postnatal development (up to 6 months of age) were
observed when evolocumab was dosed during organogenesis to parturition at 50 mg/kg once every 2 weeks
by the subcutaneous route at exposures 30—and 12—fold the recommended human doses of 140 mg every 2
weeks and 420 mg once monthly, respectively, based on plasma AUC. No test of humoral immunity in infant
monkeys was conducted with evolocumab.
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8.2 Lactation

Risk Summary

There is no information regarding the presence of evolocumab in human milk, the effects on the breastfed
infant, or the effects on milk production. Human IgG is present in human milk, but published data suggest
that breast milk antibodies do not enter the neonatal and infant circulation in substantial amounts.

The development and health benefits of breastfeeding should be considered along with the mother’s clinical
need for REPATHA and any potential adverse effects on the breastfed infant from REPATHA or from the
underlying maternal condition.

R~ DR ESICET HBIMER (T —XNSU7 28

x|
F—ANZUT DG3FE:
The Australian categorization system for prescribing medicines in B1 (202148 A ¥7E)
pregnancy
<BE>HFEOME

A —ARZYT D43¥E: (The Australian categorization system for prescribing medicines in pregnancy)

B1:Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
without an increase in the frequency of malformation or other direct or indirect harmful effects on the human
fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.

2/MNRFICEET BECE
HARDUH SCED 9.7 /N | OIEIZLL FO LB THY  KE K OWRINORE SCELIT RS,

ARIZHETHERLEDTE

9.7 /©NR
(REMESILATA—/)LIEATAEER R UEIL A TA—)LISE)
9.7.1 /NREZX G LU BRI M STy,
(REMEILRATO— )LINEREESHK)
9.7.2 128 AT D/ N EGE 25 G L UT- I R RRBR 1 X 3256 AL TR0,

INREADBREICET HB/MER (KB RUVHRMES (EU) FT3XE)
HH FLENA
KEOWA CE 8.4 Pediatric Use
(20214E8 H HF i) The safety and effectiveness of REPATHA in combination with diet and other LDL-C-
lowering therapies for the treatment of HoFH have been established in pediatric patients

aged 13 years and older. Use of REPATHA for this indication is supported by evidence
from adequate and well-controlled trials in adults and pediatric patients aged 13 years and
older with HoFH (including 7 pediatric patients treated with REPATHA) and an open-
label study in 14 pediatric patients aged 13 years and older with HoFH (including 7
patients not previously treated with REPATHA) /see Adverse Reactions (6.1) and Clinical
Studies (14)].

The safety and effectiveness of REPATHA have not been established in pediatric patients
with HoFH who are younger than 13 years old or in pediatric patients with primary

hyperlipidemia.
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Paediatric population

WA The safety and efficacy of Repatha in children aged less than 18 years has not been

(20214E8 H HF ) established in the indication for primary hypercholesterolaemia and mixed dyslipidaemia.
No data are available.
The safety and efficacy of Repatha in children aged less than 12 years has not been
established in the indication for homozygous familial hypercholesterolaemia. No data are
available.

T E DY CE Pediatrics (< 18 years of age):

(2021458 H 5 5) REPATHA has not been studied in pediatric patients < 18 years of age with primary

hyperlipidemia.
REPATHA has not been studied in pediatric patients <12 years of age with homozygous
familial hypercholesterolemia (see WARNINGS AND PRECAUTIONS, Special

Populations, Pediatrics).
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