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71\/1//\7457-7“/032@[5“(7?\5 SN HER O, S A7e— VIE LR, RAIIET ML ASZAZF o ELTI0 mg
ZLALERR OB G-75, 7ok, Fn, MERICIDE BT 50, BEIEOHE1X1 H20 mgE THETEXS, |, MR
27—V IE B BAIZIET ML ASRZF LU TL0 mgal H1ERR A 5-97 5, 7238, 4 IERIC D@ BI85
28, EIEDLAIEI H 40 mgE TR TE S, | THD,
U RARF U DA CTHRGRENTEE O EIL., @IBIE ., FitEm oL A7 o — VIE DR, AT R 2AEF
/&LT5 mgZ1 H1ER O 592, 28, i, ERICKVE TR 523, LDL-aL 27 0— LEOIK TR -+45728
A1 H20 mgE T ETED, | THhD,

uz/\X&?%/@Kﬂﬁ'C??G SN HER O AL, @abA7e—) VILE, FEES 2LV AT m— VIIE HEE, AL
RANZEZF LU TLALERZ.S mghh# 52T 523, RHIZLDL-a L 270 — L HZ K TS E LML ERH L5 EIC a:t5
mgi@&%&ﬁﬁﬁ%f&tw fock AR -SRI L0 B L . B G5B AR HDWITE % . 4 LIBEIZLDL-a L A7 1 —
JVEDIR A +43 ZiE, Wik 10 mgE THE R TED, 10 mgz# 5L THLDL-aL 27— /U EOK F 23+ T2
(AN %ﬁ%rém:rl/me~wmlr$%foc}:@E{“%%‘ IZFRY, SHITHEETEAY, 1 HiR K20 mgETET 5, | THD,

2) B MR

<HEANT —HEETe> (20110121 588%) 1
Rl A 32451 (B AN 2441, I A8HI) Z %t 5212, ARFIT70, 210, 420 mg XL 7" TR E “HEK F CHLIEIK
THREGLIZEZOIET)FHIT 07 7 A DN T, ML FHLDL-C & OPCSKIRE D _R—2F AL )b D ZE AL,
RrFL,
H AR N R AIZ I T, MG FLDL-CIREE IXAKIFED T R TOE G ETX—AT7A U )BIK TL, ik
KT 3 CEYME) 1IAHIT0 mght8.2% ., 210 mght65.6% ., 420 mght59.3% CTh 7=, Fiz, e KK T (OF
YIE) D7 TR ED TS A ERETENEN40.7%., 60.3%. 57.6% THY, 85H H EFTOHOLDL-CIRED
AUC (IfiLif5 H i EE-IRe ] R T R DT 25, 210 mghf & UM20 mghElZB W T 7 BRICK 35 H B2
R TF23ERD B2 (210 mghf :p=0.004, 420 mghf:p<0.001, HAFEHT) . HANEA AD210 mghETO I
BTl 77 RED A A AN210 mght0.803, H A210 mghf0.817LRIFEEE TH -7 (p=0.87, oy
),



V. ARICEY5IEE

MIE P PCSKOMEEE XK T L., #5422 B IIXTT RTINS, 1 P PCSKIME B 13k 4 1IT_—RFA
MEASFRSTEDN AFN420 mefe 5Tl 5485 B _X— 2T A AR TH o7z,

HEIR FTHEEHOR—RFAIUNODOLDL-CEILEDHEBR(HARAARUVE AREREA)

(%)
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)

HOETHREFOMFAPPCSKIBEDHER (BRAARUVBARERA)

(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)

(JF) AFITEBEN TS HER OHEX
[FEMEE O AT a— L IUEA~T AR R O EaL A7 a— VIAUE @5 AR ey ~7 G a1z &
U140 mgZ 238 I 1A 313420 mgZ 4B RIZ 1 B T % 592 CF — =R —F —(3420 mg D4 I 1 B T &% 5-0
)
FIEMEE L AT 0 — ) VILUEREHA A 8 E . RAET A0~ 7 GlEls A %) &L T420 mgZ 4RI 1B R
B 5T %, WRAA 703G 1215420 mg 208 IZ1 B 5 T& 5, 708, LDLY 7 2L — AD4Bh &L CTRAIZf
AT 28546 1F BMGHELL T120meZ 2 lRIZIFIE TR 532268 TED, | THD,




. ARICEY T AHE

3) QT/QTcE M ER
AR AL

< %% > HC (HeFHZ & Te) O H A NEMIC T HQT MG (201102313887 | 20120122345Y)

H A NBEIHHBIRER TH 5201102317888 Tl, RX—2AT7A %D KQTcFRHIFE2 450 msecid X 13480 msec
HRTH T WRERE T IAFIEE (20541) TEL 2741 (13.2%) K O2H1 (1.0%) . 77 BHREE(10261]) TENE
U144 (13.7%) L OB CThho7c, AFIRED 24 (1.0%) 128\ T, QTcFREIBRDR—RT AL )bl KEEIN
30 msecH THY, 7T ERRETIXFEROHERE 1RO LN -T2, HARNBIFEERER TH 520120122
HRERTIX, X—AT7 A% DI KQTcFHEIRRE 3450 msecit X 1X480 msecitB Th o7~ #ERAE 1IARKI+T IV /SR
KT URE(20201) TENE 6B (7.9%) K OBH1 (1.5%) . T T72R+T RV RAZ T URE (2026]) TELE L
18451 (8.9%) K TN (0.5%) Tdr o7z, AFI+T ML ASZRZF D215 (1.0%) o T TR AR+T LS ZAAZF
VEEDOAMF (2.0%) 12BN T, QTeFMRD R —2F A L 03b i REINNA330 mseckB TdHho77,
WITNORBR THLIR 5% DOQTcFi KMEDY500 msectBE/ o= #BRE 1IFRO IR 2T, R—AT A1
D REITEARFNEET494 msec L NVEXTHEEETA82 msec Th o717, 0B _N—RT AU RO QTcF iR KA
EARKIFETH11 msec  NVEXFHREET468 msec THY, B G- DT5/ 3 —8 L XA NABIZT X TORERMI %
L CHiRET440 msec Kl Th-o7-,

G HAERIGIERHAER
MM E R L



V. ARICEY5IEE

(4)IREE R EABR

DA RESER

OE/E ALY THE R

aEBNE I HAEEERER
<HARNT —%> (201102317388 : YUKAWA-1748R) ?
DMILE AR ROISERI AN E W A AR A E =L 2T 11— L IE (hypercholesterolemia: HC) BB& %1512 .
LELIZHEDAZTF P T TOERFND4>D kK O H&IZE DX K OLDL-CIZ X424 20
IZDWT, BB 123 B ST BT 28R O (ultracentrifugation : UC) 12X ALDL-C (UC LDL-C) MD_— 2
FTALINHLDO IR EFEFHMIEH ELC, 77RO EIZ LR L7,

A

K

R T A

i ItE, —EE R BERL, 7T AR, R E R

EL SR

DMILE AR ROIEERY 27 08 E A AR ANHC R 31041

T EEEPRILAE

AEER207% LA 805 LA F D
<D AR NDOFEBLY ALY D E Y HC R
AZ) == TR RTAEB DL EIZ0Te > TRELTH & TR AZ TF U B 55251 T
WHBFE (mBFIT7 FHOA EIEXR 7))
- ZEJEIRFLDL-CA3115 mg/dLEA b ZERERERY 7)Y R 73400 mg/dLLL T D 8FH
a) LLFDOWT ISR 3 08FE
Ot ENRE B (coronary artery disease: CAD) BEE:
O PAZEMEEhAREE AL IE / AR BN R F& (peripheral arterial disease:PAD)
O Rt ZERE T
OFEMEaL A7 o — VILGE~T 08254 (heterozygous familial
hypercholesterolemia: HeFH)
O27E R
OZEHGIRFIMAE 23110 mg/dLiEA
OLLFDHIB3 2L, RIT#ZY
T PEABELA_L - 2B 0K LA L/ L /MR AR / 555 1 BE B E C O CADDREAE /& b EY
AE Bz 272 —/L (high density lipoprotein cholesterol: HDL-C) 7340 mg/ dLAi

T PRSMLTE

= a—I—70ER S (New York Heart Association:NYHA) ZEY¥EM L. EO A4

carhr—/L AR ROAER

“6 H AN DL i FH 36 « N2 TEBEUME » 13 B B ek BN IR A o & — X2 a2 (percutaneous
coronary intervention: PCI) « &k N1/ X 24 (coronary artery bypass graft : CABG) fiti
17+ fpzE

- VRO R

34 A LANIZ 2 W S 72 22800 PR 9 « T FE HE 22

s h— LR B O 2R PRI - i if

G LLNDAZ T« 2B FIT LS DOIREAR TR 5

Ttk

HELIEZHEOAZFT G T, 2207 F 2R (Q UT4A RN LE]) | HDVIIAFKI D4
DR O ERE (70 13140 mgZ 20l I 1A, DV ME280 13420 mgZ-4HE M2 1[E]) D
W U EA BT, 1238 T&R5- LT,




. ARICEY T AHE

2R H

<P HA20E R EIZ BT AUC LDL-COR—2F AL b0 L3R

Bl R ZE H

BB 12K U DL FOHE A
—LDL-CONR—ATA L DHOEA{L &
—LDL-C2370 mg/dL (1.8 mmol/L) i &7~ 7~ B E DE|IE
—non HDL-C. 77KV B (apolipoprotein B: ApoB) . BB EVRE[IL AT H—
JL (very low density lipoprotein cholesterol: VLDL-C) 2D —2F7 A L b D AR

A (T2 EHmIE H )

P G120 512 B1FHUC LDL-COR—RAT AL NED LR
B 512881 52817 HUC LDL-COR—AT AL BD 2R CEEIE) X, 23 BN 1]A]
e (RAIT0 X 15140 mg) BE, HAHWFAE BN LRI (AR #1280 13420 mg) #ETIL, £
NF-55.20 1%-71.00%. DV NE-57.70 X13-63.54% THY ., FILHKGHED T Tt
AEE-2.39X130.36 % L LLER L T, AERME FAREDLN (W T 1bp<0.001: B HREE
&R F ThHDHAZY—= F HLDL-CIE 425 o - L BT ET V) .

B 51288 RI2EH3BUC LDL-COR—RSLU MDD ZE{LHE (FAS)

2 1A% 5- AR5
. . AH . AH
ES R ] 7R 7R
(n=52) 70 mg 140 mg (n=50) 280 mg 420mg
(n=49) (n=52) (n=51) (n=53)
R
HOAZIROUC | 230 | 8520 | 7100 | 036 | -57.70 | -63.54
+ + + + + +
oA (o) | T12:23 | F1932 | #1336 | £16.75 | +1213 | +18.64
\ -52.85 | -68.61 -58.16 | -63.94
c) (O
‘?ﬁ?}i;{%sm — [-58.84, | [-74.51, — [-64.51, | [-70.23,
OTRBRIAIR -46.86] | —62.71] -51.81] | -57.66]
pfE? — <0.001 | <0.001 — <0.001 | <0.001
b) Sl = SD, #5123 B 5.0 R Al X Last Observation Carried Forward (LOCF) &%
5,

c) RIC& GHEE O T v RBEL DL,
d) &G LB HINFThHhHAI—= FIRELDL-CIEE 2 & O 1= &5 /b,




. ARICEY T AHE

it raecXies
(FiZ) TRERIELEREH Y LIS A FESR (BUER) 1%, 778 AREETL0261 241 (2.0%), A&
FIEET20561 1561 (7.3%) 12RO BT (F ),
AFABRIZ BV THE L L OVEE %fml 1”EH% TRBO LI Tz, AAIRED 31 (1.5%) IZi 5
HIEIZEST-RWER EL TS EE R F 0500 b,
A F T5tR
LR MERRAT R G251 205 102
mIE B (%) 15(7.3) 2 (2.0)
BlERADIELE B FIRBIZ (R IR %)
SR Z HPE R 0 1(1.0)
1B 1(0.5) 0
JHFRERE 245 1(0.5) 0
M 7L 7 F o RARTF—E RN 2(1.0) 0
ALTHN 2 (1.0) 0
ASTHEN 1(0.5) 0
e LE N 0 1(1.0)
PR HEE [ 1(0.5) 0
B PRI 1(0.5) 0
7 AT 1(0.5) 0
SHmA 2 (1.0) 0
W35 2 (1.0) 0
e3> 1(0.5) 0
AL 1(0.5) 0
MedDRA 16.0k C2—R 1k

T)FEPNEEF: 201102315888 A NG T FEFRER (2016441 A 22 A #&GE, CTD 2.7.6.21)

() AFITHAGREN T HEA A&
[FHNEE L AT 0— L IE~T A AR O oL A7 o— VIAE 8% . AT TR s ~7 GG L) LT
140 mg%- 238 (12 1[5] 13420 mgz 4R I Z 1 [E . F #6595 (A — P =R — P — 3420 mgDAEMIZ1EIEZ FH G0 H) .
FHMEE L AT o — )V GEREEA K. Ll% AT TR es <7 (BB TR Z) L1 T420 mgZ 4l I 1B T 5
Té SRR 72551213420 meZ 2B BN 1 B F 5 T&5, 228, LDLT 7L —V ADHiB L TAAIZ 2
EAEN %ﬁAﬁE&LT4ZOmg%_‘»ziEF'EﬁL:l@&?ﬂ&ﬁﬁé:kﬁi‘f‘é‘éo 1THAB,




. ARICEY T AHE

QLB
aENFENH_EEREBRAR
<HARAT—#> (2012012238008 : YUKAWA-23K5r) ®
DML AR IDOIHI 27 D3m0 B AR ANHC i (HeFHEE 25 T0) 5t HELT T EDAZF
OFH T CORFNOL 2, MK RLDL-CIZR 328 M HEIC 2T, T 5 103 I 5% OV 238 R
WZBIFBLDL-COR—ATA L NHDNEEALER ) K N G120 FE U281 DLDL-COR—RAT AL
DZEALFE ) FEAME B L LT, 77 'R ED I IR L7z,

A H M %
HERT YA Zhak A, “EER, BIEAL, ERHME, 7 7RI WATRER h iR
TRER x5 DMILE AR RO FEERY A7 8 E O B AR NHC B 404451

FERIR L | R0 0L 85U TR
< DM AR D FEBY AT N E Y HC B (HeFHERE &5 T0)
- ZEEIRFLDL-C23100 mg/dLLL || ZEfGIRERY 7 UBUR3400 mg/dLEL T D EFH
AN —= TR R L ElZbl > TR E LI & CTREAGEAZ TV L O OO fiF
BIR FHOEEEZIT TWHEF (=BT I7 i HOA EIZRM D)
a) LFOWTNMNICE Y 58
OCADEESE
OPAZEM:BIRAE{LIE/PAD
OFE L F AR ZE R
OHeFH
OB R e
O28 R I
OLLTFDoH32Lh FITiY
BAEASE LA b - 2555 LA b/ i ifn 1/ 22 EREITURE A3 110 mg/ dLEE /WRJEEIRE / 2651 FE 3T 1
FTORIEMECAD (BHES5EL LA T . e tE65m% LA T ) DOBELE /HDL-CA340 mg/dLA i
THERA Y | CNYHARSYELL EO O AE
s ha—/ LR B OARER
67 H LA DL i ZE « A2 E B LME « PCL- CABGHES T * i A<
- 1R R 953
3 H LLINIC 2 I S 7= 286 PRI « P RE L 5
caha— LR B O 2BE R « 5 i) E
RERDOT- DI G- INDT IV ARE T LA (FHIZT MV ARRAZF o e 2B FIT LV
=aF U o IENIFELSN) OIFEIR THROF G- R IEATE Ry &

ik TRV AR T 1 H5 X F20 mgZ 1 H 1R O #5000 T, F£AXF o ak—MIBWT, 2
SOTTRREEQTAREMIZLE) . HANT2ODOARFIEE (140 mgZ 212 1A X %420
mgZ 43 EHZ 1R OV NV E 2 ZEO T, 128K T 5L,

FERHBEE | -5 10ERE A OB R SICHIT ALDL-COR—AT A LB AL
- B 512K BT DLDL-COR—ATA L INHDO (L

BIREEHEIE R | - LA FOSTA—ZIC 1T 58 51038 I 5 Ky OV 258 By, 00 SERA i . W6 ONCH% - 1238 B . o0 il

—LDL-COR—ATA L BV &

—LDL-C7370 mg/dL (1.8 mmol/L) KL 72 ~7- & DEE

—non HDL-C. ApoB, V7R%& [ (a) [lipoprotein (a) :Lp(a) ], NVZU&VK, HDL-C& D~ —
ATGALINED AR




V. ARICEY5IEE

Hh R A5 (A H )

< P 51038 B 5 M OV 2B e /52 BT ALDL-CDR— AT A L IBD S AL 3R

<P 5120 B SIS BT HLDL-COR— AT A L NHD AR
[ 5. 108 W 5 K DN 23R /S 12 381F ALDL-CY D_R— 2T A L SO A3 | o DN $¢
H 1281 2B 1T ALDL- cb>@~%;<74/b SHDOEALEE | (WU FERME) 1, b\ﬂ%
DAZTF 2 aR—MNIEBWNTH, 2DDOAAFIRE (140 mgZz 238 12101 313420 mgZ-43 [ 12
[B]) CTik, FICEGHEO T TR REL i LT, A BRIK T AR L (Fi%p <0. 001
BeHEE RIK - RBEREH], B GHELRPERF I DA B AE 2 [ E s e & LT AR I E
BENFET V),

b) reflexive LDL-C[ % HHLDL-C7340mg/dL (1.0 mmol/L) Kiii. HDMER Z VYR 23400 mg/dL (4.5
mmol/L) LA EDE UC LDL-CIEZHIEL TENZELDL-CE LIz ] & AV e,

BaLRATA—/LnfE B E (Rt EaL R 7a—)LIgE
ATOESHRBEZED)ZRBEL-—EEREBROER
-7 FILINR B F 25 mgfFA-

2 1A% 5- AR EE 5
B 5t 7R AF1140 mg TIRAR | AF420 mg
(n=49) (n=50) (n=50) (n=50)

LDL-C(mg/dL)

R 115.7 121.9 114.0 118.8
(75, 187) (61, 352) (71, 213) (71, 279)

L0 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 1 e -1.5 -92.0 3.9 -80.3
iﬁi?éi;;%;;;;;ﬁ%;i;ﬁODZZ{KEEZQ(} (-42, 39) (-205, ~39) (-28,59) | (-151, ~46)
- -90.8 (-100.9, -80.7) *) -83.6 (-92.5, -74.8) ®

. N U -0.28 -75.16 2.67 -67.26
35§é§;§%ﬁig§m¢&0 (-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) *

. SRR = -2.6 -91.1 1.0 -85.2
;g;?ﬁfg;ig;;ﬁfgﬁ%ﬁ?%;kz;;;%;;;;gb (42,30) | (195, 44) | (-43,42) | (176, -49)
-89.3 (-98.4, -80.2) ¥ -86.3 (-95.1, -77.5) ¥

10 L12BDFHHEDR—AT A -1.28 ~75.28 0.80 ~71.62
DOEALR K ONT T EREELAFIREOZE | (-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) * 1




V. AT 2EE

f(‘n%
(fex)

-7 FILIAR A F 220 meff -

23 R 1 Bl 5 AR LA 5
BGRE TR AH1140 mg 77R AKH420 mg
(n=52) (n=51) (n=51) (n=51)
LDL-C(mg/dL)
NS 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 T 0.0 -69.1 -2.8 -68.6
gffﬁ%;;;é;gim%tiﬁz} (-38,57) | (149,21 | (38,33 | (-172,-18)
- -69.6 (-76.5, —62.6) P -65.5 (-73.8, -57.1) ¥
. o e g 2.77 -72.48 -1.94 -69.05
gfﬁﬁ%ﬁé&?ﬁi&%ﬂ%é&(} (-27.7, 129.5) (—97.1,—32.“5) (-34.1, 43.8) [(-93.0, —26.‘(‘))
- -75.85% (-83.55, —68.15) * ™ | -66.87% (-72.88, —60.87) * ¥
. SRR N -1.2 -69.3 -2.4 ~74.6
ggié%%?g%?%&;%%gg (31,470 | (149, -18) | (-36,24) | (169, 35)
-68.7 (-75.3, -62.1) ® -72.0 (-79.5, -64.6) ¥
103 L1 23 DSEHHEDR—RT A5 0.96 -72.55 -1.28 -75.62
DOBACR R T T REEL AR DFE  |(-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 BRI H

#:p <0.001 (B G-HE, FERIR A RBERH, $5 5L R BRI O A2 B AR &8 E 2 SR & LT SR TIE IR

BENEREET L)

FE)7 SRR L AAIRE LD HEZ U T N =TS % BT, RUBSh BFFIC T

e/ IME, AR ZERLIZ,
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(i)

AZE (BIREHA P H )

sreflexive LDL-CO#ERE

reflexive LDL-ClZ., ¥ 5-BAAG230H ORI T RO B, &5 HE2ikizhiz-
THERFSN - (B 503, 2081 al 5 AR 1008, 4 1 el 53 1E8:8) .

B 512:8M8 =8+ Sreflexive LDL-COHEFE (FAS)

=T RILINRBF 5 mghit -
{mg/dL) —B— 140 mg/ 20 —— FS5tfall -
1807 —— E 420 me/4il O TS5t/ FH{E+SD

160+

140+

120+

% 100
é 80
-
60+
ol
204
-B¥ :reflexive LDL-C? (mg/dL)
TE: JEBE (n)
R 2T 23l 83 1038 1238
R 115.7426.0 | 113.8+22.8 | 113.0£26.3 | 111.9£25.6 | 114.1+25.1
7 7en/ 28 (1=19) (1=19) (1=18) (1=19) (1=19)
I 1219446 | 386+278 | 31.8+26.1 | 31.1+258 | 30.6+215
(n=50) (n=50) (n=50) (n=50) (n=49)
e 114.029.2 | 1165+31.3 | 115.1£35.3 | 113.1+31.4 | 117.7+38.4
77eR/ 48 (1=50) (1=50) (1=50) (1=49) (1=18)
S HA20me/ 4 1188+36.6 | 34.9+24.1 | 39.0C17.0 | 28.7+19.4 | 386+17.7
(n=50) (n=50) (n=50) (n=50) (n=50)
c) F¥IE £SD
=T RILINZRBZAF 220 mgfit -
el T s o e Fl:ESD

120

80

LDL-Cfil

60

40

204

=

12 ()

__.23]___
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(i)

|- B% :reflexive LDL-C ¥ (mg/dL)
P 50 F B ERIEL (n)
NR—RT AL 23 8 1038 12;8
N 90.9+25.5 | 89.3+22.1 | 92.4+26.1 | 88.9+426.2 | 91.3+23.2
7 7en /28 (n=52) (n=52) (n=50) (n=49) (n=49)
| 95.8423.6 | 32.3+15.9 | 255+11.1 | 25.0+12.8 | 26.8+16.4
| Wi
AGLA0 me/ 238 |0 2oy (n=51) (n=50) (n=19) (n=50)
o 90.7+20.8 | 89.8419.0 | 90.5-21.6 | 89.0+18.0 | 87.4+22.5
77 /A (n=51) (n=50) (n=49) (n=51) (n=50)
| 98.0+25.6 | 2244145 | 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) I = SD

(251230 B o fiE)
LDL-CA370 mg/dLAS# £ 72~ 7= FBF OB A (B 51038 B 5 K OV 238 B A0 4, I OF
W12 B SO 1 X, WD RETF ok —RMIB W T, 29D AFIEE (140 mga2

N 1EI 13420 mgZ-4 I 1E]) Tk, RICE GAEE O 7T v AL R L T, A ER
UENFRO BT (p<0.001 : JEBIK 7 CTHi# L 7= Cochran-Mantel Haenszel#f &) .

*LDL-C/370 mg/dLAT L7~ T2 8 H OFIE (B G- 1018 5 170 % OV 23 Iy i D -2 IO

reflexive LDL-CH70 mg/dL K &> T-EHDEIS (FAS)

TRV RAEF 5 mg TRV RAETF 20 mg
e A 140 mg A 420 mg AF140 mg AF420 mg
2N E % 5 | 4E BN RS | 2B B 1a# 5 | 4R RS

(n=50) (n=50) (n=51) (n=51)
reflexive LDL-CA370 mg/dLAH &2 ~>7- BE DOE|E
T TR EEEORERZE (%) [95% 15 FE X [ ]

P

%ijﬁo’gﬁ;ﬁ@% 98.0 96.0 73.6 82.4
i [86.8, 99.6] [84.1, 98.9] [57.1, 83.4] [67.5, 90.0]
5123 B 5.0 98.0 91.8 75.6 78.0
i [86.7, 99.6] [78.2, 96.0] [59.3, 85.0] [62.6, 86.9]

e) FICEGHHE DT T v AL DL,




V. ARICEY5IEE

(i)

ZDOMOREE

B OEIL. TEOEBYVTHHT-,

Z 0t I EE{EIE B (FAS)
[ FEBY #5100 By 5 B OV 23 B pi O S, T B ¥ 5- 12 B 5 O fiE ]

« Z OO EIVREEARIE B (35- 10308 B 5 K% OV 238 B s O S i, 30 ONC #5123 B s o0 i)
STGA—RNZIBIT AP 51038 W 5 N OV 238 B pS o0 Sl 3 NS # 5- 123

TRV NASF L5 mg TRV ASZTF 20 mg
P B AF1140 mg AF420 mg AFH140 mg AF420 mg
MRS | AERIC1EE S | 2@ 1B S | 4B 1R S
(n=50) (n=50) (n=51) (n=51)
reflexive LDL-CO_X— AT AL InbDZE L&
TR RRELOREMZEY (mg/dL) [95%15 86 X [#1]
-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]
L.DL-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]
FOMDIEE /ST A—=ZD_N—2AF A NHD I LR
TR REELOBEMZED) (%) [95%(EHE X W]
~68.67 ~65.95 —68.14 -67.28
on HDLC | [773.06,-64.27] | [-69.74,62.16] | [-73.30,-62.99] | [-71.14,63.42]
0 -68.93 ~63.58 ~68.82 -60.89
[-73.96,-63.89] | [-67.96,-59.21] | [~74.79,-62.86] | [~65.78,-55.99]
~64.44 -59.24 ~60.06 ~63.39
Aool [-68.49,-60.39] | [-63.30,-55.17] | [-64.87,-55.25] | [~67.15,-59.62]
b ~65.56 -57.23 ~60.37 -56.15
[-70.34,-60.79] | [-62.05,-52.40] | [-65.91,-54.837 | [-60.92,-51.39]
~45.54 ~43.43 ~40.98 —43.14
waL 25 | [-49.35,-41.73] | [-46.78,-40.08] | [-44.88,-37.08] | [-46.48,-39.80]
o—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
“;f}[/fT [-59.37,-50.17] | [-56.95,-48.36] | [-54.72,-46.93] | [-53.74,-45.64]
JHDL-CH -55.45 ~50.95 ~51.36 ~45.44
[-60.93,-49.98] | [-55.91,-46.00] | [-55.93,-46.807 | [~50.08,~40.81]
~66.47 ~64.33 ~64.05 ~67.26
ApoB/ [-70.58,-62.36] | [-69.01,-59.66] | [-68.90,-59.207 | [~71.36,-63.15]
ApoAlkt -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]
P ~50.07 -48.77 ~52.68 ~39.97
[-65.25,-34.90] | [~60.49,-37.05] | [~64.06,-41.307 | [~50.46,-29.48]
-27.93 ~21.94 -20.01 -20.72
R . | [-41.27,-14.59] | [-32.54,-11.35] | [-29.59,-10.43] | [-34.18,-7.26]
] ] ] b b b b
RZYEIR -97.57 -19.97 -17.17 -16.92
[-46.33,-8.817 | [-31.68,-8.25] | [-28.15,-6.19] | [-31.29,-2.56]
12.33 14.61 15.36 9.15
HDLC [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]
-97.85 ~99.65 ~18.09 -97.16
B [-39.37,-16.34] | [-32.91,-12.39] | [-27.40,-8.77] | [-39.31,-15.01]
VLDL=C ~28.42 ~20.81 ~15.05 ~24.35
[-42.48,-14.36] | [-32.29,-9.33] | [-25.72,-4.39] | [-36.70,~11.99]

) AU G E DT T B REEL D HGE,




V. ARICEY5IEE

(S frge X i
(fe) SRR EBE DY S S A EF S (BIER) 1%, 77 BREEC20261 41961 (4.5%), A
HIEET20201 241 (1.0%) 1IZFROHNTZ (FF)
7(«!»3%;??)((;;&) ?htélﬁ’ﬁﬂﬂ 1. R E A, RV HEIN, BEIRIE DN 141
5%) ThHo o
ARBRIZIB VTR T, HERENER L O G5-F B ST2RIERITRED bV >T-,
A F T5tR

L MERTAm R 52 514K 202 202

il 38 B (B %) 2 (1.0) 9 (4.5)

B{ERADIELE B1E ARG 3 (FEIRER)
i IR AE 0 1(0.5)
[T 0 2 (1.0)
e PR 0 1(0.5)
U 0 1(0.5)
S 0 1(0.5)
I 7 0 1(0.5)
B A 0 1(0.5)
AL D PE I 0 1(0.5)
PR AR A B 1(0.5) 0
RAEULE N 1(0.5) 0
B R I 1(0.5) 0
2B IR J 0 1(0.5)
R 0 1(0.5)
B A AN R 0 1(0.5)
COFESE 0 1(0.5)

MedDRA 17.0fi C=2—RN1k

8) tENEEF: 2012012258k H A S IAEFER (2016471 B 22 H Z4&GR, CTD 2.7.6.22)



V. ARICEY5IEE

bENENME_ETRLEKRRER
<HARAT —#:12FT> (2014023438 8k : GAUSS-43X54) 15 16)
A B ORIVEFH O A BED AT AL IREN#E ST LDL-CEar ha— L CERVH A A
HCEZE Z XI5, B X XA N ELL T DA TF O T CORF DL M BN RLDL-CIlZ k3
HAIMEIZOWT, TR 5103 EE 5 K% DN 20 I S5 D LDL-C DR — 25 A L B DN 2R3 ) e OV # 5-
12 R U BT DLDL-COR—RT AL DAV ER ) 2 FEFEHIE H L LT, =BT I7 LD Iz L

AL 72,

H H N A
ART VAL | ZhiaxIERE, CEER BERE, =IO R WATRER AR
TR AZF L ANMED HARNHCHEE 6141

(FRMEmaL AT a— VIIE~T v & K RE 6625 1)
TFERPFULYE | EE20m UL B8O LL T D
AL F U A OHC B
- B ARBRTEA L S22 T AR T A (20124F) OEFLX 4y 7TV —12 X ALDL-C o HEEfEIZZEL
TEHT, A7) —=L 7 HEEOLDL-CENS R DT NI EE Y
— Z2fEFL.DL-C7%3100 mg/dL (2.6 mmol/L) LAk
(LR & [coronary heart disease : CHD ] &2 &L TV 50y XA % DOCHDY A %
HITHEEOLE
— Z2fEHFL.DL-C7%3120 mg/dL (3.1 mmol/L) LAk
(CHDDOZ W XUX[FE DY AI H3 70 FBX 53 1 72— MO EE DS
— 72 HFL.DL-C%3140 mg/dL (3.6 mmol/L) UL I
(CHDOZ W XUZFI DY AZ D372 B EX 53 172V — M D EF DGE)
— 22 EFLDL-C23160 mg/dL (4.1 mmol/L) VA
(CHDDOZ W XX DY AT H3 70 EBX 3 72— 1 OEEDOLE)
T AI) == T REOZERE RN 7 U2 R 23400 mg/dL (4.5 mmol/L) LA F
a) LLF O2READ SN DOWT N Ei 7= T B E AX TV ANt E E %
O2FEIELL D AZTF L DB G T28, T2 IATF— | Tb bR a3
RERCRBMRIEY D720 | IFEELL EOARZF T B &Y T2 N To &2 2R TE
P ARXF U OW R T G- RIS ZORER A R TS E LA
OB REIE LR FRRIE D=0 | 1FRELL FOAEZF o RNHBEEZ LT AR TE T AFZF LD
W ST G- I KR DS R ST e LT 5 A
b) ZL T F LR ARF F—E (CK) i L7 Z DR A OEE, 93 & XL KT
¢) CKAE b 5-2 £ 55 IR
d) CKIEDBEZE 72 b 5% £ 55 RAE IR
e) AZF Y] H BDERR

O7 MV ARZRFF 10 mg QT NWIRREZTF 20 mg
OFF/RALZF>:10 mg OBRANREZF 2.5 mg
Qv /\AFF 5 mg Qv HNRRZTF 11 mg

) CKAEIZ L HEME LR D 10D LR HONDHZELES




. ARICEY T AHE

LRI ALE

- HEE A~ DA

c 3R L EZFU TR ER R

-1 234 H LN OJEREMECHD

CEITICZ SN T ha— LR B O BER IR

- i I S FIR R RE TUHEE K T

- BEFNOTE B PR REGYIE STk, BB I, ARG, B I LIS WO B R 7 B RERE
ATRAREH S

SR SR EL

ARFI ST DO PCSKIPHFE FLA~DURFRE 55

Jiik

TS ERELHIERO#E) . HANNI2HOOTPFITEE (10 mga 1 H 1ER D # 5.+ 75%
A2 TR RN 1B R TG OWF I EES CE0 AT, 1285 L,
CHEHEREK TRIIIEE R (100E/M) L&, —EHE ﬁaﬂ;ﬁ (BTSN TARI UL T
TR OG- IRk T DA% O HE & OV & (140 mg 228 [F12 1813213420 mg 2438

SHHIL. 2oDOAFNEE (140 mgZ 238 I 1AL 13420 mgx 4 FIC L T35+

(1) 2R TR G LT,

TR

B 103 S N2 R S DOLDL-COR— 2T A U SO 2 32
B 12 S IZBITALDL-CORX—RT A bR

I AT R H

LU R DT A=2Z BT 555100 K5 13 K OV 288 IRF L O S Jo OV B 1 23 R s D fiE

—LDL-COR—AF AL ED AV &

—LDL-C7370 mg/dL (1.8 mmol/L) RiifilcBIZEL 7= B DES
— =z 27—/ 1 non-HDL-C. ApoB. A=l 27 m— L /HDL-CH., ApoB/ApoAl Lo
NR—=ZATA L NED AR

—Lp(a). NJZUEVUR, HDL-C, VLDL-CO_X—ZFA L NHD 2R

i e

A5 (L2 T H )

- % 5103 5&0“125_E#5@LDL CONR—ATA NSO IR
<P 512K ST BT ALDL-COR— AT A LSO AR
r?ﬁ%ﬁloﬂﬁ#ﬁ&(}mﬁﬁ%ﬁﬁ@LDL CEDR—=ATA L INEDIFEIEACHE | O 5123
B SIC BT BLDL-C ® DR—AT AL BDZEALER ) (WG M) 13, AR 54
BT EFITEGHERAKRERL T, AERIK TR (F%p<0.0001: K8
HIEREHFETAN),
THEERMICBOT, KA GRESREZEFIT R ERAROR 5 10E% L1286 % O
NR—=ATANEDEELDL-CELROZEIT T RO LBV THHT-,
g) reflexive LDL-C[ % HLDL-C%340 mg/dL (1.0 mmol/L) &i#. HDHWIRIZ VIR 23400
mg/dL (4.5 mmol/L) EL_ DA UC LDL-CEZHIEL T ZLDL-CELT=]%& -,
h) 858, BRINF (A7) —= 7 BEOLDL-CHE) | SRFEHH, 8 5-REE kB o A2 HAEf %2
BEENRELT,




. ARICEY T AHE

(FiZ)

HMG-CoAZ B EEEHIIC L HARMBSLVBIALATO—ILINEREE
HRELEZEFHRHARDEFR

5 RE

AHI” (n=40)

TPFI7(n=21)

LDL-C (mg/dL)

N—ATAV

192.8 (129, 415)

181.9 (120, 364)

1038

78.4 (25, 210)

146.4 (78, 390)

1238

79.7 (34, 239)

151.0 (76, 378)

12D R—ATA L HEO IR R =L T
TRELARAIRE D

-114.3 (-213, 8)

-32.8 (=66, 24)

-79.4% (-96.

7, -62.0) ¥

128 DR—=ATA L NHOLEALHE K T LTI
T RELAHIRED (%)

-59.45 (-77.8, 5.1)

-18.95 (-36.4, 16.7)

-40.14" (-48.68, -31.60) *V

1038 & 1238 D EE D R — 2T AL B0 284
B O PFITREEAKIBED

-113.9 (=209, 4)

-35.1 (=69, 20)

-77.6" (-93

.9, -61.3) 7

103 L 128 D SEIED R —RT A InH DAL,

-59.79 (-79.3, 2.2)

-20.26 (-35.6, 7.3)

RO BFITFEEARFIRED (%) -39.35% (-47.23, —31.48) *¥

s  BEREAH I H

#:p <0.001 (B2 G-HE, B 7, KB, b2 LR R O 52 BAR M 2 (B E B R & LT AR ] E R
BHRET V)

DAFNZ 208 RIS 1 F e - U T B AR 2 AT IS 1 [ e G- LT RE O &

PEBFITREEARAREL DO TR N R E (95 % (B I ) | £SO RFTIZ A A
O/ IMiE, R fE) 2R LT,

A2 (EIREHIE )

sreflexive LDL-C2370 mg/dL (1.8 mmol/L) RV Z B ZEL /- B E OEIE (B 5100 KRR E12
TR R OYEE, KO 51238 IR S oD fiE)

reflexive LDL-C/70 mg/dLARTIZEEL-BE OE G, AFERGHEESETIIZEF
TRGHAEREEL T, A ERSGED RO BV F%Ep=0.0003 : @ BIK 1 CHHEE LI
Cochran—Mantel Haenszelf# 7€) .

reflexive LDL-CH370 mg/dLkiHIZEZEL =B E D EIE (FAS)
[ B3 5100 R i K DN 208 RF D 248, T B 3 G- 1208 K LD fiE ]
AF (n=40)
vs. TEFIT (n=21)
56.41[34.10, 70.70]
70 mg/dL (1.8 mmol/L) AJi (Z B L 72 52.63[30.36, 67.52]
BEDOHIE (%) PR E 0.0003

k) T EHE K OFIRFEALE B (C A5 R2ROF E/KELE BT 5720 BIRME, Hochbergih
UMallbackiE% FIWCHR LT,

) =EBFITEGHERREDIER, fi/h A [95%E X ],
J& K51k L7~ Cochran-Mantel Haenszel &7 /L& VWV THEE,

reflexive LDL-C23 BEfI2E




. ARICEY T AHE

it < Z DO ENR GG B (3 -5- 108 B 5 8% OV 200 B s O S, K OV -1 230 I a5 D i)
(fEZ) ZDOMDIFE /ST A—2ZE1T 28 5100 R 5 O 208 Re SO SEEME, & OG- 120 ¢
ROfEIX, TEDEBVTHHT-,
T DD EIXREEHEIE B (FAS)
[ B $ 51008 RE 5 % QN 20 g i D4, T B - e - 1208 IKf i OOl ]
AHAl (n=40)

vs. TEPFI7 (n=21)

-77.6[-93.9, -61.3]
-79.4[-96.7, -62.0]
SHEp <0.0001

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

T E <0.0001

-33.53[-40.38, —26.68]
-33.44[-40.94, -25.94]

EEE R <0.0001

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

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

A Ep 0.27

m) TEFIT B GRERRED LS, F/ TR EEIE95 % EFEIX ],
KEHERADEETT VAW THEE,

n) T _XTOEER ORIRGHEE B IZxH 3 22RO BKYELZE IS 57280, BIRIRE ., Hochbergih K&
OMallbackiEZ AW TR L,

reflexive LDL-C® BEMzEm
R—=2F7 A NHDEA B (mg/dL)

BalL 27 a— LoD TR 7™
R AGA OB (%)

non-HDL-C® BEf 2=
R—=2FALINHDELEE (%)

ApoB®D TR 7™
NR—=2TA U INEDEALR (%)

=l 27 w—/L/HDL-CH.O TER 22
R—=ATA L PHDIEALHE (%)

ApoB/ApoAlttd R 7™
R—=2TA L NEDEAHE (%)

Lp(a) ® BER 2™
R—=ATA DI (%)

SPOT el
R—=2TA L NEDEAH (%)

HDL-C®D R 2=m
NR=ZF AL INEDEALR (%)

VLDL-C® BRI
R—=2TA L NEDEAHE (%)




. ARICEY T AHE

(FiZ)

FEERBICRBW T, AFN140 mgZ 238 B2 18] I3 AHKI420 mgz 48 I 1R $& 5 U7 f
B ARRBRBIA VEHS DR—2F7 A D BDOLDL-CEAL R CEBME) 1359-60% THER LT~

eV

- CHEEBRBICB O TRBRIELESEL) IS A EE S (BIER) 13, ARIB G2
T4 T (17.5%) . =B TFIT7HE G T2161H1341 (14.3%) IZFRD O (T ),
ZDIB2HFILL EDOFEFNZIBUNTRRD HAVZRITER I, ARFIEE CIESHAL AR 241 (5.0%)
Th-oT,

JEERNCIIT DEIEH ORBLEIGII58BIH 765 (12.1%) Th-oTo, DB 26 LL EOJE
il :m\mh&b%mk IWERIL, BTFRERE B2 241 (3.4%) Thh o7z,

ARFN G TOBRD O BIWEFIL., FESEAL N I, IR FHREHE. 75 111K
T VOB . kA 141 (2.5%) Th-o7=,

AR B W T RO EEZRFIER TR DN T, ARBRIZBIT %51k
EoT-BIWERAEL TAAIR 514 ﬁkfaﬁjﬂfw WS 1451 (2.5%) [ZERD BT,

AF ITHEFIT
R R T S B4 40 21
BIE 36 BB (R B =R %) 7(17.5) 3(14.3)
BElERDIES BIE AR IR B3 (FEIRE%)
H Wb 0 2 (9.5)
{EEFl 0 1 (4.8)
T 0 1(4.8)
— - A B B K O 5L O AR EE 2 (5.0 2 (9.5)
HESTHEAE TR 2 (5.0 1(4.8)
TESRERAL P H I 1(2.5) 0
TE SR ALEE 0 1 (4.8)
ST B 0 1(4.8)
SR AR 0 1(4.8)
FEEL 0 1(4.8)
58 R N OWLE A DHE 1(2.5) 0
B4 1(2.5) 0
B S SR M OVt ALk e 4 (10.0) 1(4.8)
(RS 1(2.5) 0
i AR 1(2.5) 0
37 AT 1(2.5) 1(4.8)
VU 1(2.5) 0
AR R P 0 1(4.8)
GH 0 1(4.8)
W . B S0 M ONE b P o5 1(2.5) 0
Iz Wk 1(2.5) 0

MedDRA 20.1i Ca—F1k

15) #HPEEF: 201402345885k H A A %5 MIAHFBR (2019456 H 18 H /&R, CTD 2.7.4.2 } O°CTD 2.7.6.1)
16) Koba S, et al. :J Atheroscler Thromb. 2020;27:471-484.




. ARICEY T AHE

ciENENHE_ETRLEKRRR
<HME AT —4> (20110117385 : RUTHERFORD -2 54 ) 20 3V
S E AHeFHERE Z %t (0 ZE LT BEDAZTF v J OZF DM ONEEIR TIEIEN T T COARF DL 4
P BV OLDL-CIZ st 54 2tk _ou\f F&Eflo T B A5 OV 23 B A2 BT ALDL-C DR — A
FTA IO AR | O 5120 B A2 BT ALDL-COR— AT AL D AV 2R | 2 LB TE
HELT, 7T BRED BRI IDEHMEIL 7=,

HOH

K-

BT A

Zhtiax LA, “EEMR, BIER, 7T R AT iR

IELSSES

A1 E AHeFHA#E 33141

T EEEPRIEUE

R 18I LL_F80RE LA T oD B
-Simon Broome Register Group® 2 Wr i (f ) Y IC L2 lr&h7zHeFHEE
A7) — = VA R4 LA B2 7> TR E LT & CHEARBAY T K DD
JEEAR NEEOE 52521 D EE (BT I7 IFHOA BIXRH D)
c AT —= T REO ZERERIFLDL-CA3100 mg/dL LA 22 ZEfERER) 7 )2 R 723400 mg/dLLA
TR
a) Definite :
Mol 27—/ 173290 mg/dLEE., XIZLDL-CA3190 mg/dLA. 7> LI FdH>H12o8
DB T E 25T LA JEE@H@”DD
@LDLAZ 214K - ApoB-100+ PCSKZ & fn - #5 H0
Possible:
ol A7 m— L3290 mg/dLEE ., XIZLDL-C23190 mg/dLi#E., 7> 2>LL T dH>H12o0 k=
O 1B A3 0% AT » 5 2B T B D35 ORi AT D /Lo iy A8 2 S Ik
QF 2R BIEH LN DRI L 27 0 —/ 53290 mg/dLEE . XX 1658 A D1+ S 2B Ak DR =
L AT 11—/ L3260 mg/ LR D K EIE

T E RSN EYE

FiEME AL AT o — )V IILEARTE A (homozygous familial hypercholesterolemia:
HoFH) &%

VR ZALRTAn A DLNICLDLYUEIMAED T 7 =L — 3 2% 521 - B3
"NYHARHET SUEIV O LA A, BT O/ =B FEAB0 % RO B %

Jitk

2O 7 AREE (2 ITAEBIZ1E]) é%;éb\izomiﬁﬁi(MOmg%z 1 33420
mgZ& 4 2 1[E]) OV T NN IEEZIZ BT, 12852 TG Lz,

TR E

P 5103 I S &nga#a BIFBLDL-COR—RT AL INSDI) ISR
B B2 S IZBITALDL-COR—ZAF A SO LR

AR EFATZE

LU T D737 A2 2B D% 5- 1038 I 5 5 OV 238 B S O S 4E, W ONZ #5128 A 8
—LDL-COR—=ATA L b D A&
—LDL-C2370 mg/dL (1.8 mmol/L) Kl L7 ~7- BEDOE|IE
—non HDL-C. ApoB. #&=L- 27 1m—/ L /HDL-CEt. ApoB/ApoAlLt., Lp(a). RJZV+k&Y
K. HDL-C K OWLDL-CDR_R— AT A L SO IR R

i R

A5 (G IE E )

P 5103 I 5 K N2 R S BT ALDL-CONR— AT A L InDD (2R

<P 512 B 5 IZ B 1T ALDL-COR—RAZA b IR
[P 51008 I 5 K OV 23 B 5123613 ALDL-CY DO_R—2F A L BD B 25 b3 | K O
[ 5123 K U H1F DLDL-Cb) D_X—AT AL DO ZEALH | (Wb EHE) 13, 25
DAL (140 mgZ 208 2 11F] 13420 meZ 4RI 1A]) Tk, RCESHEE D7 TR
FELHER L T, AERIK I 23RO b (FFEp <0.001 : F 58, J@RlK 7| RPehRe ], #%
HRELRPERE O BAE R Z B B e LT AR EIR AN RET V),

b) reflexive LDL- C[% HjLDL C7340 mg/dL (1.0 mmol/L) A, XIER) 7 VEURAH3400 mg/dL

(4.5 mmol/L) BOH4A . UC LDL-COMEE, ZDfdi54 . & HLDL-C]% Hv iz,




. ARICEY T AHE

ik reflexive LDL-CDR—R 51 i DEILE (FAS)
(=) 2RI 1 E S S IEa e N EIE A
BeGHE 7TER A WA N A
(n=54) 140 mg (n=55) 420 mg
(n=110) (n=110)
reflexive LDL-CD_X— 25 A L INBDO AR (%)
51038 B A K% O 238 B s oD -0.49 -60.74 2.08 -63.62
SR +929.54 +14.11 +20.19 +19.12
W 551 23 5 D -1.32 -60.77 4.76 -56.29

+22.17 +15.36 +925.39 +21.76
reflexive LDL-CDX— 25 A L nbD AR : 7SR BELE DEER 75D (%) [95% 28 X ]

e 5.1058 W o fo OV 238 B . oD -60.15 -65.55
SEYE [-65.83, —54.46] [-71.27, -59.83]
-59.23 -61.27
W S OfE
Bl 128 RO [-65.11, -53.35] [-69.00, -53.55]
) EHMEESD

d) FCEGSEOT TR RREL D Lk, BGRE, JERIAA- KB, B G-RELkBeh o2 HAR %
B ERELIKERERAIRET V.

A2 (Bl R G H H )

-reflexive LDL-COHER%
reflexive LDL-Cl&, $ 5-BA#GE20H OH I HIK FRRD B, FeGHMeEizihi--
THEFF ST (&P -1, 20 BN LRI e BRI 100 | 408 i) 1145 BRI 381 .

B 512:8M1=8 1+ Breflexive LDL-COHEFE (FAS)

it e e FELsD
2004 T
180+
160 -
= P'——_---—..- .......... —
140-]
E 1204
IE‘ 100+
-l
a0
60-] L = |
40-] kil
204 I
° fQ—RIﬁ"f:z I?. é 1I0 IIZ (30
B :reflexive LDL-C © (mg/dL)
TE: JEBER (n)
Re2F A 21 83 108 1238
e 151.1+36.5 | 144.5+42.2 | 143.1+45.1 | 153.5+54.8 | 148.5+47.4
“TZ/\ }El
7 7R/ 28 (n=54) (n=53) (n=52) (n=51) (h=51)
161.4+51.0 | 74.7740.4 | 64.0736.0 | 64.17355 | 63.7+36.4
1140 mg/ 238
A0 meg/ 238 | o) (n=108) (n=104) (n=107) (n=104)
\ 15615425 | 149.7+37.4 | 151.7+40.8 | 144.3+36.7 | 160.2+57.0
"SR /43
77/ 4 (n=55) (n=53) (n=54) (n=47) (n=46)
153.6143.3 | 50.3546.0 | 71.2+43.6 | 45.8+36.9 | 69.1+44.3
| W
A0 me/4B | o) (n=107) (n=103) (n=103) (n=103)
e) ¥ £SD
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(i)

‘LDL-C2370 mg/dLA G L7~ 7= BE O EIE (¥ 5108

(5123 B S i)

LDL-CA370 mg/ dLA i & 72> T2 B OEIE (¥ G- 1038 I i K OV 238 g 1L o0 24, A OF

W G120 RE S OfE) 1, 2D DAAIRE (140 mgZ 23 [H1C

K+ Cii#& L7~ Cochran—Mantel Haenszelfi 7E) .

R & O 23

Z1F X 13420 mgA 438 [H1
I, RCHRGHE DT TR L C, A ERUEN RO LI Fi%p <0.001: &5

reflexive LDL-CH70 mg/dLk &~ 1=-BEDE|S (FAS)

B RE

AAI140 mg 238 [

(Z11E]

K420 mg 4 EIZ1[H]

¥ 5. (n=110) # 5. (n=110)
reflexive LDL-C2370 mg/dLARM &72 7= BB DOE|IE
7R REEEORERIZEY (%) [95% (5 #E X[
51058 B o5 fo OV 230 B . oD 65.1 78.5
EEE [52.8, 73.4] [66.9, 85.1]
66.3 60.9
B 51285 1R (53.7, 74.6] [47.6, 69.8]

) FICE 5HEE DT T B REEE D Hlk,

ZDMMDNFE T A—HI|T

120 SOMEIL, TROLEEBY TH-TZ,

- E OO EIRFHMIE H ($¢5- 1038 R 55 OV 238 IR S0, I NS 351238 R s oD Af)
BT HE G100 s 1 O G- 1 208 g 5O 4l I ONZ G-

Z DD REEMIE B (FAS)
[ B - B 5100 M S R O 23 s S0 )il . T B : &512L R LD ]
43 A#1140 mg 221 AF#1420 mg 4E 1]
¥ 5. (n=110) 5 (n=110)

. PR -95.2 -97.4
2‘;@3?%2;96?% k;gg.ﬁ.%g? [-105. L ;85.2] [-107. L ;}87.7]
(mg/dL) [95%{5*,5\5:&!‘1] [7102.9, .*82.8] [*103.8, .*78.9]
FOMDATE /T A—F D_—RATA DI
T RRBELORERIZED (%) [95%1E HE X [#]]

~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
[-54.32,-44.46] [-59.58,-50.38]

ApoB -49.09 -49.41
[-54.55,-43.63] [-55.73,-43.10]

~46.59 ~49.16
w“ N - [-51.43,-41.76] [-54.21,-44.11]

oL 27— L /HDL-Clt " 46.08 “am 40
[-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
[-38.33,-24.41] [-37.91,-24.09]

Lp(a) -31.57 -98.24

[-39.28,-23.87]

[-35.61,-20.88]

WF RO, A

Z1\) ¢
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AER -22.36 -16.74
(%) N [-29.48.-15.24] [-24.43.-9.05]
. RZIUEUR "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 790.97 “9.17
[-29.29 ~12.66] [-19.01,0.68]

g) FICH 54 E O T v REEE D L,

pige

SRR LBED Y LS A EFEFHR BEIEM) 13, 772 ARRET10961 861 (7.3%), A

FIFET 220451 130451 (13.6%) (1ZFRD BN (F ),

AFIRECTRO B FREINEIE, B, G361 (1.4%) | VESTERALA L, VESFHED

RLALBE, FESHBALES2345-261 (0.9%) Th-o7z,

AR W TR OG- P UEICESTCRWERITEBO b oTz, EELREREL

CHLBEDSAAIFED 151 (0.5%) IZEBO BT,

AF I5tR

LA R S 145 220 109

f‘%ﬁfﬁé’?m@ 30(13.6) | 8(7.3)

BHEROESE AR | F5ER
Bl iE 1(0.5) 0 W PR 9P 0 1
AHERR 1(0.5) 0 BWiE% 0 1
D 3(1.4) 0 ik 1(0.5)

- REW AT 1(0.5) 0 A A LA 1(0.5)

fEEEZ 1(0.5) 0 R 0 1(0.9)
T 1(0.5) 1(0.9) FEIED FE 1(0.5) 1(0.9)
PE(E R N 0 1(0.9) B R 1(0.5) 0

1 e NYEEE I Ak 0 1(0.9) T 1(0.5) 1(0.9)
HESHERAL P HA 2(0.9) 1(0.9) SHYR 1(0.5) 1(0.9)
TGN RLEE 2(0.9) 0 IR 1(0.5) 0
TSR 2(0.9) 0 BT 1(0.5) 0
108 AR PN H i 1(0.5) 0 MERR O T 1(0.5) 0
ATV PRRIR 1(0.5) 0 ARIRSE 1(0.5) 0
TN S AE 1(0.5) 0 5% 0 1(0.9)
ENiEeREA i 1(0.5) 0 F G R A 1(0.5) 0
M RE 0 1(0.9) FLBE 1(0.5) 0

i B¢ 1(0.5) 0 it E AL BE 1(0.5) 0
P15 3(1.4) 0 RE R RERE 1(0.5) 0

[ B R EE N 1(0.5) 0 [z 3 1(0.5) 0
mq:vaaﬁy‘\ 0 100.9) BHVEZFERE 1(0.5) 0
RARF T — BN LN 1(0.5) 0
PR B 0 1(0.9) MedDRA 16. 1R T —R1k

30) #ENEEAEF: 2011011738058 sk 25 IAHEER (RUTHERFORD-235%)
31)Raal FJ, et al. :Lancet. 2015;385:331-340.
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diBENENH_EERLEBHER

<HNEANT —2> (20110116385 : GAUSS-23k B ) 104D

AT DN ELZ BRTEIRVANE AN E oL AT o —)VIE BE 221, B SXUIAERNEL FOA
2F P T TORFN O L4 | HFME K O'LDL-CIlTk 28 2 MEIC- DT, T 510308 B S L 1230 i
JSSDLDL-COR—ATA LSO AR | o O 51208 A2 331F ALDL-COR— 2T AL NED
AR |2 FEMEER LL T, =B FI7 LD i L0 L 7=,

H H

N E

AR T YA

Siiax LA, CEER RS, AT BT IT ORI WWATHE R AR

BB 5

ABF AN DS E ANHC B3 30741

T EEEPRIEAE

AEER 187k DL 80 UL F O
AL T AREY DHC B3
+National Cholesterol Education Program Adult Treatment Panel M DU AY 7T —IZHE

VN, A7 — = T IO LDL-CIE AR DT HANTEE Y

— 22 i L.DL-C7%3100 mg/dL (2.6 mmol/L) VL
(CADEZWISILTWAD T CADY 27 W[5 Th B HEF DEE)

— Z2EFLDL-C23130 mg/dL (3.4 mmol/L) VA I
(CADERZWIEIL TRV W XUECADY A BIRIZETHY > DUAZ K 12228k EAH T
HEEDEE)

— 22 iEFL.DL-C23160 mg/dL (4.1 mmol/L) LA k-

(CADEZIISIL TR X IXCADY A RAIZETHY v DVAZ R H15H T 5K
FHOGE)
— 22 I L.DL-C7%3190 mg/dL (4.9 mmol/L) PL
(CADERZITSIL TR XIXCADY A WA S THY , v DUARZ R 15 L7V EE
DEE)
cAI—= 2 T REO R Z IR 73400 mg/dL (4.5 mmol/L) A T
a) AXF U ARED E 3
AT — (AT 528 ST BRI ) D728, HEZ T 28ILL EOAX T2 B TER,
BHOVEARBR THELIZAYF L OUEMO R KR 5 B2 B2 o8 B2 DA TEX T AXF L ORE
HLIEHR - I IC KRR AU LRI L 7= 3

T HERAPALE

LARMEANDIAY 2% HOVIRBROF I, FNESUITE T 2850 5 E%5 DN DRI
R OREBOHIFE I AEA 4084

Jitk

2O DAKIFE (140 mgZ 2 AN 18] X 13420 mgz 4@ BN 1A &G+ 778 R%41H1H
ROE) . HHNE2HO>O=EFITH#E (10 mgZ 1 H 1A A5+ 78R %22 X340
(1B TG OWT I IEEAIZEIDA T, 128 & 5 L7,

T HERHM A H

P 5103 R, 5&(}“12355%% HOLDL- C@f\~7\74’/75>i50)3,1i//j/z£{[3$
< H 128 SIC BT DLDL-CONR—AT A b A LR

AR AT I H

LUF DT A— 5' B D P 51038 IR & 1238 B gL 0 X il Jo O -1 23 e s i
—LDL-COR—=AT7 A nbO b
—LDL-CH70 mg/dL (1.8 mmol/L) R BEL /- BE OE S
—non-HDL-C. ApoB. ¥l A7 a—/L/HDL-Ckt. ApoB/ApoAlLttdD_X—AZ AL B0
AR
—Lp(a). FKUZUtVUR, HDL-C, VLDL-COX—RAF A L INHD AR
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¥
iis]

ES

A (T2 EHAmIE H )

P 510 R 35 ) DN 2B IR 5 D LDL-C DR — AT A L b DI 28 b 2R

P G120 SIS BT ALDL-CON— 2T A LB D ZE 3R
(£ 5100 I 5 2 1 208 I S D LDL-CY D _R— 25 A L B DI B3R | J O 5% 51208 5
FAZBITALDL-C b) DRX—=RAT7 A NHOZALER | (W T HUH EE) 13, 2D AAIRE
(140 mgZ 23 B2 1101313420 mgZ 4B 1B R TG+ 7 78R Z21 B 1R 0 #5) T
WEFEI U GHEE DB FITRE (10 mgz 1 B 1EFE O35+ 7 78R 22 X4 BN 1R
TR LT A ERME TR LN (ENE I <0.001 : S AEREIR A 20 5
TTIY),

b) reflexive LDL-C[ % HHLDL-C7340 mg/dL (1.0 mmol/L) A&, DI Z VIR 23400 mg/dL (4.5
mmol/L) LA ED34E | UC LDL-CEZJIEL CTENEZLDL-CE L= 1% Fvie,

o) B HE, ERIK - B, B R KRR L O A8 AR A E E R RE LT,

reflexive LDL-CDR—RX S/ M5 MDE L2 (FAS)

2 1R AR RS-
= PFI710 mg | AHI140 mg itzﬁ 10 AF420 mg
RLALE |21 %lag@ B AT 1]
ROy T 5 . T #5-
Py Rk + + e Dj&hg +
7TvR 7TvR S WA i
Z 23 1A Z1H 1A e Z1H 1]
TG (e auE s &T&‘,@ BOo&s
(n=51) (n=103) _ (n=102)
(n=51)
reflexive LDL-CD_— 2T AL BN 2D (%)
B 51058 B g p O -19.79 -56.39 -19.23 -56.70
1238 B 5 D S il +12.12 +17.01 +12.31 +13.19
-18.48 -56.25 -17.28 -54.26
A S
BT 1285 O fE +13.20 +17.99 +13.40 +13.41
reflexive LDL-COD_X—AF A INEDOEALHR : =B FI7 LOREM Y (%)
gmomsse | S0 . e
T 5 D15 e T
1238R RO RIHE -31.55] -34.32]
-38.06 -37.55
B 51208 i S B — [-43.73, — [-42.16,
-32.39] -32.94]
e p " — <0.001 p<0.001
d) ‘F-¥fE+=SD

e) U GHEO =B FITRELO | e/ I IME [95% (FHE X ],
RAGHIEIRAG B RET VA2 RV THEE,

£) T _TOFE K OFIREHGIE B 25T 220 H BKELZE T 5720 BKME ., Hochbergih K&
UMallbackiE% FHWCEH LT,

A5 (EIREEAG A H )

-reflexive LDL-C7370 mg/dL (1.8 mmol/L) FJiIZEBE L BE OEIS (B 51008 K 12
TR R ONEIE, K O 512 IR fL D fE)
reflexive LDL-C7370 mg/dLATMICEELT-BE OEIE 1., 20 DAAFIRE (140 mgZ 238 [
(2 1[E] 13420 mgZ 4R BN 1E . F#5+ 78R %1 B 1EER 0% 5) TR 585
DTYPFITRE(10 mgZ 1 H AR 0% 5+ 7 TR 22 T4 a2 T 5 &
LT, AERWEN DO (% p<0.001 : JERBIA T~ TR L7~ Cochran-Mantel
HaenszelF¥&i TE) .
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ki B reflexive LDL-CH70 mg/dLREIZEEL =B EDEIE (FAS)
(fex) [ FBE: B 5 1030 I 5 R OV 238 B 5L o0 S48, T B« 3 - 1230 I L oD i ]

QBN IERE | 4RI 1EER S
AHA140 mg AHA420 mg

(n=103) (n=102)
reflexive LDL-C3 \ o 43.54 42.00
70 mg/dL (1.8 mmol/L) #i1 BRI 47.96 37.50
BEL-BEFEOEIE (%) EliEES R <0.001 <0.001

£) TR TOEE R ORIREHEE B 123 2 2R OF BKUELE I 57280 | BURIRE , Hochbergid J
OMallbackiE& W TR LT,

g) ACEGHE OB FITREE O, fio/h — R FHIMHE,
J&@ K i@ Bll{kL7=Cochran-Mantel Haenszel &7 /L% W CTHERE,

< Z OO ENREATEE B (5100 R & 1238 g 5O E, M O G- 12308 B i D)
ZDOMDIFE T A= ZZH1T 585 1008 IF i L 1 20 5 il D P EI B o O 51238 I 150D
fEIZ, TROLBYTHoT,

£ DO EIRFHEE B (FAS)
[ b B #5103 R i M M2 g i D VR, T B 45 5 1 230 I i D i ]

2IRMICIEER S | AREIC 1R S
AF140 mg AF420 mg

(n-103) (n=102)
reflexive LDL-C® R 2= :28? :ngg
R—=2AF AL PHO AL R (mg/dL) B <0.001 <0.001
non-HDL-C® B2 :2;23 :gggg
R—=2TA L INHDEALHE (%) P <0.001 <0.001
ApoBD REM 7= :gzzg :ggig
R—=2FA L INEDOEALEHE (%) Ee— <0.001 <0.001
@=L 25 1L /HDL-CHO BEM £ iiégg :2222
N—=2F AL PHDOEAHE (%) Ee— <0.001 <0.001
ApoB/ApoAl o REf 22 :giig :22?;
R—=R2TA L INEDOEALHE (%) ST <0.001 <0.001
Lp () PR e s
R—=RFA L INED AL (%) - <0.001 <0.001
FZYEIRED T2 712.5589 :2:;%
R=2FA PO AL (%) ST 0.97 0.33
HDL-C® HEf 2 2;? i;;f
R—=R2TA L INEDOEALHE (%) e 0.068 0.13
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;'h:l %
(e )

2BMIC1RER G | 4IRS
ZAF#140 mg AH#420 mg
(n=103) (n=102)
VLDL-CO TER £ :(1)'221 703'0583
N—AFTALIPSDIEALF (9 _ ' -
FA 24t (%) o 097 0.33

e) FUH GHEEO =BT ITREL O e/ I THME,
FAERER G DRET VA W THEE,

) T _XTOEE R OEIRFHEE B I3t 22O F BE/KMELEBLT 5720 BRI E. Hochbergik &
UMallbackiEZ FIWCE LT,

eV

JREBRIEEBRH D WS oA F S (RIEH) 1, ARAE 582 T2056]H 474
(22.9%) , =B FIT R ERERIKRTL0261] 412941 (28.4%) IZFRD BN (FFR) .

s EARRIVE AT, AR GRE 2R TIIR TR (4.4%) . BEIRTH (3.4%) | HL5H61 (2.4%) 72
L. P FI TR G RERARTIR IR 10451 (9.8%) | 9257541 (4.9%) . FIf . il i 45 3451
(2.9%) 72 THHo Tz,

AR WO TITRRO BN T, RRBRICBITA2EEREIEREL T, AHI& 5142
IR CRFlESE B3 IR IAIE ) OV 59 2345 141 (0.5%) | BeH-H IRICEST-RBIER EL T, AA
Be G RE IR TIRYIBBUE S 1220, B, ERE IR M OBETR 23 1124 L, 22 @3 141
Z1E, BEEE BRSNS L, =BT 7 B GRERIR TR, 7 A . B FE R & O
PRSI BN TR D AT,

FHEBREHRLALIETFITREREAEDVT A T2%LLICERSH SN I-BIER (FAS)

AF| ItEFIT
L2 VERTAN kT S 15K 205 102
RIE 8 BB (T8 B2 %) 47 (22.9) 29 (28.4)
BElEADESE BIEFRRIRBI$ (FEERE%)
H e 10 (4.9) 1(1.0)
B 5(2.4) 1(1.0)
— - BB L OGS ORTE 12 (5.9) 11 (10.8)
%t 3 (1.5) 5 (4.9)
TR 0 3(2.9
B SR M OVl ALk e 20 (9.8) 15 (14.7)
77 AT 9 (4.4) 10 (9.8)
B & 4 (2.0) 0
S 4 (2.0) 3(2.9
P R B 9 (4.4) 3(2.9
GIERT ) 7 (3.4) 2 (2.0)
R 1(0.5) 3(2.9)
e 0 2 (2.0)
FZ R B OVRE TRk B 55 3(1.5) 7 (6.9)
EOFENE 0 2 (2.0)
KL 0 2 (2.0)

MedDRA 16.1 Ca—F1k

40) F-PNEEF: 2011011658k VAL 2 TTAH SR (GAUSS-258k)
41) Stroes E, et al. :J Am Coll Cardiol. 2014;63:2541-2548.
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)R EMHAER
DER#RE IR HMGR5HER

<HEANT—2EETe> (201101107808% : OSLER-13t5R) 912
AFN D E N K& O AR G PR R BR A 52 T U725 8 VE & 6 e K VR A A6 B 5 5 JiE (primary
hyperlipidemia and mixed dyslipidemia: PHMD) * 83 % %} 512 AF 25 (R KEFEM) Lizs& 0%
A OFRS T DWW TR LT,
PR S [E /Ml K E L BRI p[E (SAF—, Feadtfi@l#, 7o ~—27, T4 TUR KAV N H
Ve ATUH  INTz— ALY AT x—T v REH) | AR, BHZ T IIVh A= AN T |
U=
SEIMT IS T DZNRE T S, ARFRNZ 38T D20 HE TR CIEHC (HeFHAE S E0) IZFH Y 775,

H H N B
BTV A | ZhaskdtE, IEE R, EIEAL, kR (4EH) | Bk 555
L SIS PHMD 3 1,324 (H AR AN219%1 & 0)

TENRINEYE | HESNEAFIOH R (2011023153088 . 200901583k . 20090159248k . 201011543855
2010115558k ) 7> 25727 3435, 38,39 o Sz fi 24 [l A58 T L, JREBRIEDOFE G- 1R (2B ~ 7= 1RBR IR
B G- LEREDOH L EELRA ERFRNROONIR T BE

Fik BIARBRIE T 14 . AR VERERE U TAHIRE (1420 mgZ-4 3 [ 1E] iz F#% 5+ U ) o
W TEEVEZ 2B TR (521 ) % 5Lz, 24F B (B 5-561 K 5 LI, 3%
TOBFT, AR O T CAKI420 mgz ORI 18], 44FR L FE3 5%,

TEGHEEHE | A EFERIEIR

BIREHIIEE | - & HUEREERCB T DL T OE E
—LDL-COBLFER D RX—AT AL INHD AR OV &
—LDL-COBIFRERE T Iy (BIEBR O£ 51208 K 550 2> b DAL 3R OV L &

il et CEEHITEE)

< HAR N - A AR o R RE (14 B ) M OV R (4F B LABE) >

- FE MRk BRI (14F B I3V T A B F R I + EEVEREREC L4661 H 121451
(82.9%) | FEYESEVERE T 7361458051 (79.5%) IZRBO BV, AFFHGIZLLE G- 141
V3, AH AR AERRERE T2 (1.4%) (RO BV, B M OO B A Tih o712,

- FE BRIk BRI (147 B) 123V T TRBRIECBE S D LS 7o A E 5 (RITEA)
V. ARH - AR AR ERE T 1466 TP 1941 (13.0%) 123D HNT= (T ),

- R HERERE FR A (14F B 2381 DAK + A HER IE R E O /e BIVERIE. A3 51
(2.1%) | I HCKEEIN, BEIRIF A2 (1.4%) ZETh -7,

< FEUERRE e IR (145 B) I2BW L BT R OV EEZRREIERIZERS HIeh o7z,

AFl
LR VERTAm & 52 514K 146
HEFGIEBUIE EBLHE%) 121 (82.9)
Il 38 BB (B %) 19 (13.0)
Bl{ERDIESR BIERFEIRBIZ (RIRE%)
1E (A 35 M TE Bk i 10.7)
B AR 22 10.7)
1 ) 9 1(0.7)
SR HE AR 10.7)
M7 LT F o R ARFF—EHIN 2 (1.4)
KL EYARE A 10.7)
i/ IR RS TTE 10.7)




V. AEICEEd31E

(i)

(Fe)
BlERDIESE BIERFIRBIZ (RIRE%)
WE PR I7 2 (1.4)
s 3(2.1)
ESIEiRE 10.7)
R 10.7)
DU R AN e 1(0.7)
5 I 1(0.7)
VU T 1(0.7)
TR SRR 1(0.7)
AARSE 1 (0.7
AL 1(0.7)
IR Bz I 9% 1(0.7)
E AR 1(0.7)
EXQ) 1(0.7)

MedDRA 17.0it C=—FR1k

- FELREHATA] (247 B BARE) 123\ T, A F 50320361 H 4141 (20.2%) IO BV,

< FE LB (245 B LARR) (2B CL IRBRERE B S Il S - A EH S (BIER) 1T
20351 341 (1.5%) (258 BAV, A& ARALMED T, B SR 141 (0. 5%)(&507‘_
- FE LRI (247 B DARR) 1238\ T, EHFEZR A 1”5)1%&1 IALPED EODNE] (0.5%) 1238
OOz, LT KOG IEIZE ST-RIERHIIFRO HLeh o7,
(OSLER-1/20F A it D22 MRS 1. TV, 5. (7)%@1&@1@3%)

< AARNEZG T v— VA ARHERR S RG] (L4 B ) M ORI (24F B DUEE) >

- FE MR BRI (1R B 123V T A BRI IARH) + B vER AR C88261 726151
(82.3%) . FEYESRVERE 44205 132901 (74.4%) (ZFRD BV, AH| -+ HEUERIEREIZ IS0
THETCIE201 [0.2% (LMFEZE, Hima161) ], EERA FH G (KA LOBIE BT
WHDZEET) X736 [8.3% (M EEAR 3B ], # 5 ILICE ST A FFHLIL2761 (3.1%)
RO BT,

- FE MRS et FRUITH (14F B) 1238V T TRBRIES Bl L LS 7o A B4 (RITEH)
V&, A+ AR AR VEREC882%51 1114451 (12.9%) IZRB8DH BTz,

AR E R PR AR (1A B) 23T DAH + EEERSERE O T2 BIVEANE, VSO 13
B (1.5%) . B9 1041 (1.1%) | I HFCKEENNSHI (0.9%) & Th-7=,

FELLE AT (247 H LARR) ICBWC, A FRIT2FH  MFEH  4AFH KM TENE
AL, 14761584741 (73.8%) | 1,082051 H1 72861 (67.3%) . 96361150741 (52.6% ) K TR54343]
H1204451 (37.6%) IZFRD DIV, 2BILL_ ER B 7= EE A EHSR (KA EOBHE I S
TRWEOEETe) 12248 | 34F B | 44 B K ORI TENE T8 [6.8% (2T BRI AT
JiE BROMEE  FOdR | FE OB R 45 315155 1, 84451 [7.8% (ZEFAMEBAFIAE6HBI . FE Lot
%ﬁm PR, REER A 20155) 1, 46451 [4.8% (BUMESBI, ZE TR BREIE . B & 261

) IR O [3.5% (Mg 2fp12E) NZERO BTz, G- IRICE TG ERGIL2HEH ., 35
H. 4 B R OUEBTENENTHEN(0.6%) . 1141 (1.0%) . 541 (0.5%) KON (0.2%) 1258
OB,

HEFHLGIMedDRA 19.0kZ AW Ca—R kL=,




. ARICEY T AHE

(i)

< JE LIRS (24F A DL IC B W TWOE OB T5% L BICERD NI AEELRIL, &
MHEAZE [24F B 1,147619 16651 (14.5%) . 34 H 1,082 51 1194 (11.0%) | 44F- H 963451+
56451 (5.8%) . 44EHB54A351H 1061 (1.8%) 1. EAGEIEY: (24 H 6841 (5.9%) . 34 H 4241
(3.9%) . 44F H 4441 (4.6 %) . 44810451 (1.8%) 1, 5567 [24F H 64451 (5.6%) | 34 H 48431
(4.4%) . 447 H 35451 (3.6 %) . 44EAR 1041 (1.8%) 1% ONEAE TR [24F H 5941 (5.1%) | 34EH
5011 (4.6%) . 44 H 31411 (3.2%) | 44F- H LARE 1261 (2.2%) ] T -T2,

< LB (24F B LARR) 12V T, DIE AU ROFRBIRIZ2HER | 34E B M UM4ER T
FNFENL.2%. 1.2% K T0.9% TH-7=,

« ARFHI D W T B R LA DR A~ NI AEZRIL, HT BRI FIE T2.8% MR A E
T0.4% ., MHAREHE T4.7% CThH-7-,

A2 (BIRFHGEE H )

- FHHLDL-COBRBRO RN —AT AL D LR
LHAXRANZE L7 v— )V M OVH A NS - A igef¢ G-k (B -1 208 55 5 J% TY52
FRERD >
Ak G- AR OO $e 51 208 R 5 K OB 2 g A5 361 2 HHLDL-CO BB O — 27 1
UBEDOELRT, BRBROB R DB T, W5 1201 S T/ a— V] 13-
58.49~-59.12%. H A AFEM13-69.3~-70.5% CTHY ., T DK F 34 5-52 B s TH#E
Rranr-,

BE5128R AR US2ARRICEITHREHLDL-COBRBRDR—R SN DEILE
(REREX RN O AT R EH)

BLARER  AHIRE BB 7T REE
. R AH+ o A+

B G- AP g i PRSI e
7a— VAR (513 322 643 120 239

Akfe i Gk 120 |-5.13+18.11 [-59.12+19.53|-2.49+21.88 |-58.49+21.34
AHbfgE P ek R 52 B A | -3.01420.70 |-56.44+23.31|-2.55+22.86 |-56.86+22.88
A A NS (511550 49 99 24 47
AP G 1238 | —2.2£13.70 |-70.5+11.43 | -1.4+11.82 |-69.3+11.13
A HkAgE 5 53R 0BR : 5238 FRF AL 1.2£16.46 [-69.6+15.70 | -2.0+12.74 |-68.0+11.32
%, FEJELSD

KHAERNZGT 7 v— SOV FEH ] (24F B PAFE) >
FEFCEHI (24F H LA I3 ST SE BT DN T Ak 1 -3k 0 1 5-6 4308 IHf 14
10038 I A3, 1603 IF i K U208 IR A2 31T 25 HHLDL-C (H i) O BLERER DR — 27 A
U HBDOIEALHEIL, -5T~-60% THY, AFIOLDL-CIK F1EHIXEBIMR LI (7 —%
AT 20164E8 H26 H ).

2564885 55, 100885 5. 1608 B 5 R U 208: BB R IH TR HEHLDL-C(FhR{E) D
BRBOR—RS/UM5NELE (JELLBHIB O S MRT xR EMH)

B 5-6 430 5 i |1 5- 10038 IRF i (156 516038 IR | 1% 5-208 3 IRf
Ja— VR (B15%) 1215 1122 1057 812
BABRO N —2T A5 B B B B
DL (%) 60 59 59 57
95 %15 FE X [H ~61%, -59% | —60%, ~57% | —61%, -58% | —59%, ~55%




V. ARICEY5IEE

(i)

< HANAEFT : FE bl BT (24F H PABE) >

FELLl T (24F B LARE) IZEH S 72108122, Ak -3k D 4% 5100 IRF
S L OGRERKE T (2601 I A2 BT DR HLDL-COBIERBR DX —RT A LB L
CEHfE+SD) 1%, 2N EN-63.2£15.9%., -58.01+19.1% THY . AHFIDOLDL-CIE F1EH
R HIHIRRRE L 72,

B HILDL-COHER

K AARNZEG L7 m— VR FELI ] (242 H DIRE) >

FELLEIE (24 B LU ISRl S H AR N A & Te 7 o — S VEERNIZ DWW TLDL-COHE
BEBEILIZEZ A, LDL-ClIBRBR DX — 25 12-133.0 mg/dLHD . AFIE 5-BHMA %1
60 mg/dLATRIZAR L. 2088 FCTHEFES LT,

AFERBICH=5HEHLDL-COBRFABRDR—XSAU Mo DELDHRE
KBARANZEDLTO—/NLEMY

0 1Bl o b — Ve ORFIHE R R AR A
| 24 BB b — VR EEUERR R R AR R
X 3 BIEBRARRIRE ARFI AR B E AR FI AR
A A BB EIEE, R AR AR 1
HR REFE X RAARM JELLEHARS
25
S
Eﬂ
S o0
=R
Sm
D s
R
3
<
”\mﬂ -50
T’é«(
K¢
-75 v
R—2 %Hm 12 24 36 52 64 76 88 100 112 124 136 148 160 172 184 196 208
SqY BHER
12:8
OSLER-1ERER#ART (&)
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 32 315 306 301 292 285 268 264 265 268 265 264 250 257 249 213 202 199 193

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  [EBELLIR R4 5308k (2016471 H 22 A &3, CTD 2.7.6.23)
10) Koren M]J, 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.




V. ARICEY5IEE

QEFR# R E MER R 5HER
<HE AT —FE T > (20120138788 : OSLER-2545k) ¥
ARAN D FE N K OE /55 AR G R 3B 2 52 7 U7 RO P & iR I E e ONRE A R E S B % JiE (primary
hyperlipidemia and mixed dyslipidemia : PHMD) f83 % % 512, AHK|% BEWIE 5 (B R3ER]) LT-t& D& 4
P M OB OW TR L 7=,
TR I N [E] /el K E L BN 4 E (T ~—7, FeadfE, 35E, ¥ — KAV AT
B NH)—= AL AZVT AT z—T o OV T TTA AL A VT x—)  A—ANTIT
7700, HH, —a——T0R8, B #HE, BAR

H H N B
BT A | ZhtiEk I, FEER, BIEAL, IR (14 ) . Bk 5705k
L SIS PHMD 33,4784 (H AR A33741 & ¢)

TENRINEYE | HESNE A OH R (201201225888 . 201101093888, 20110114388k . 201101153855
20110116388k, 201101173808k, 201203483 Bk . 201203565 Fk) & 28~ 36, 37,40, 41, 46, 47) gy 5z
MiFtEZTE TL, AERFEREDOMONOIH TIRBREEK 52 (k52 L3 T-BE

Fik BURBRAL T 14 A UEPRERE I ARIRE (RHI140 mez- 238 (12 1[0] 13420 mgZ-438 [ 1]
BT 5+ EEHERRTE) OWT IS E A ZEIO AT, VAR (48 [H) B 5- L7, 24 H (¢
548 B LARE) | XTI, FEERIEDFH T CARAI140 mgZ 2812 1R 1%420 mg
ZARENCLE], R TR 5L,

TEGHEEE | A EFREER

BIREHIIEE | - S HUEREERCBIT D LU T OE E
—LDL-COBLFER D RX—AT AL IHD AR OV &
—LDL-COBIEERAL TRENDLD AR K OV &

il B AVt (EEFE ) < HANERM >

- H AR NEE O brge sk BRI 36U VT A FH FRUTAA] + IR ERE T 22441 1 15661
(69.6%) | FEUEFVLERE T3 7641 (67.3%) IZRED BT, FETINZE ST H FEHGILR
OO T,

ARERERD B AR NEFICB W TR EBED ) S - a8 E 55 FEIER) 1%, A4
HERAERVERE C22401 R 15451 (6.7%) 12RO BT (T ) .

ARH - AEHEFRERE CRRD DI ERIEANIE. BEIRIEABI (1.8%) . T, TESFEBALIEG
A5 PR 23452451 (0.9%) 5 T 72,

B G- IEICE ST EWERIZLH(0.4%) 12580 6, EEREIERITRRO b1,




. ARICEY T AHE

(FiZ)

A F A F e
140 mg/258 420 mg/438 o
VAT R 55K 101 123 224
A EFEGRBUIE CEBLEY) 75 (74.3) 81 (65.9) 156 (69.6)
EIE FH R B R (FEBLER %) 8 (7.9) 7 (5.7) 15 (6.7)
BElEADTELE BI1E AR BB (FIRER)
Ul 1(1.0) 0 1(0.4)
T 2 (2.0) 0 2(0.9)
U 1(1.0) 0 1(0.4)
BB IE 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)
SRR R 0 1(0.8) 1(0.4)
ek 1(1.0) 0 1(0.4)
IR YR E AR 1(1.0) 0 10.4)
B R Jpi 0 4 (3.3) 4(1.8)
i LT 2 (2.0) 0 2(0.9)
PR SR 1(1.0) 0 10.4)
TOFEVE R 1 (1.0) 0 1(0.4)
S JELD 1 (1.0) 0 1(0.4)

MedDRA 18.0filt C=2—F1k,

(OSLER-1/20f & T D22 2 MEREFIE, TV, 5. (7) Z DM DIEER)

A b (RIKEHEE H) < H AR AR >
HHLDL-COBER D RX—AT AL DHDOEALR

AP G-k D P 5-1 230 B a5 B QM8 2 BT A HLDL-COFERER DR — 2T A
VNSO, B 5120 -67.89~-72.53% THY . ¥ 548 IF 1 13-64.62~
-64.71%\ZHERFS LT,

BE5128ERRUV4SEERIZHITA2EELDL-COFRRBOR—RASA/UMoDELE

(RERZHNBHMOGHERITHREFA<KBRALE D)

AFN140 mg AFAI420 mg
2 PRI | P | e
+ AR +HER SR A
A AL (511550 100 110 113
Ao AR - 1230 IRF AL -72.53+18.06 | —67.89+22.44 | 11.34+33.64
ASFkATE AR AR« 483 FRF AL -64.71+32.69 | -64.62+30.42 | 18.66+28.92

%o FHIEESD




. ARICEY T AHE

(FiZ)

B HLDL-COHER

LDL-CIZE B DO —2F42102.0~109.4 mg/dL7>5 . AHI P 5-BAEH 135930 ~40
mg/dLIZAK F L., 48 F CHER ST~

EHIDL-COERBRDR—RSLU Mo DELDHTE
(BEFENBHBOGERTNREA<KBERAEKRD)

<mg1,r;0L3 - :fg ;oﬁ r!;/ﬁﬂ —o— fgg:ﬂ rgﬁgmi! -~ A Ti{E+SD
(ELE)
140 T
1210251
1204 [weed e -4
105.3 - Bt S
=294
1009 4gp0 [
= +342
@ g0
|
a
= 6o+
AB.EE29.3
o] o
— —— M71£21
204 (-66.8)
0 3 T LDL-C M E % : Frisdewald=,
ﬁlﬂ'ﬂa} 12 24 1 ()
A—ATA
iE (15
BL 124 244 4814
AF140 mg/23H+SoC 100 94 96 82
AF420 mg/ 43 +SoC 110 107 104 99
SoC 113 110 108 96

SoC: fEHERE 1 BL: _N—RAF A

13) #:PNEEE: 2012013835k [EBEIL R 18 5.5k (2016471 H 22 H 7GR, CTD 2.7.6.24)




V. ARICEY5IEE

CEM#ME S I /M+E RHAk G 5B
<HMEANT —HETe> (2011027138058 : TAUSSIG#kER) 14 12 19)
FEMEmaL AT e — VIIEREHEA KL & D EIEZEME S L AT a— VIUE B 2 5P RFl%E
MG R[] LTzt D2 M K QBB PEICOWTRIHMEL7=,
SR S [/ HE KR E, 2 BN S E (F =tk fiE ] AT & TTU A AL AZVT | L
X HEH, XVY)  HT IV LR ARTI) A= AT ma—U—T R BAR, ik

H H N B
BT A | ZhaskdklE, IEE M. Bk 575k
Il O 125 LA _EDOHoFHEE 106451/ EEHeFHERFE 194451 [ A A< A 841 (HoFH741, EEAEFH 1)
vl
FELRPULE | RN 1255 0L B8O LL T
FHAREEA R U THEFHA~T i R 2 s &
AL EOIEEIR FRIEZZ T COAZEITNZ , IROWT DD A 7=
1) _X—=RAF7ADLDL-CH130 mg/dLLA k., 2) EEIREBOZE 2517 CT\a, H1LL
1, ENERIZEDY AT ZFF> TCWNAERZWTE L, _X—AF A2 DLDL-CA3100 mg/dLLL E
3) 2EMEEBEDOT 7L — A% T TNNA
EEERANEESE| 55 H LAINOMipomersen, CETPRHESK (W 1B ENREZE) . BIXE RO A
« 22RO TG00 mg/dLLL E
35 H VISR SE | REEEWLME , 7R R BRI . TR BNIR SA 7S AT, F7213 06
RPZARERL TWDE 4%
Ik AR B AR 1, BRI B ERRISTE B LANIZ T 7 =L — v AP EE Z 1T QUo7
BE (JET7 7 2L — VAR I ZIEAAN420 mg/438 | BERIFIZT 7 =L — 2 ARIEEZ T T
T-BE (77— ARE) 121X [R420 mg/ 238 TR F 5 LT, LU, SkFeif oA K 0¥ 5
BAPE 13420 mg/ 208 X 13420 mg/4BIZEFH AL LT,
FEFHMMIEH | - A EFRSETIR
BIRGFHMIE B | - &3 8 KPR BT 5L FDOIE H
—LDL-COR—RTA L NHD LR
—LDL-CHR—=ATA D 515% L FIE FLIZBEOE S %
AER eVt (EEFHnEH)

B EFESLY T HoFHEETL106/45] 4194451 (88.7%) . EAEHeFHEET194451H 174451 (89.7%)
RO BT,

- A EERY X, SIHEESR [HoFHEE: 1761 (16.0%) . EAEHeFHEE : 36451 (18.6%) . LA T
FNE], A2 7 1746 (16.0%) | 2141 (10.8%) 1. E5GEEGE[ 1841 (17.0%) | 1741
(8.8%) ], B L1861 (17.0%) . 16451 (8.2%) 1. M L6651 (5.7%) | 2461 (12.4%) 1} O}
THI8HI(7.5%) . 2261 (11.3%) 1 TH -7z,

CFE A EFH LY |3, HoFHEETL10661 42941 (27.4%) . FESEHe FHEE T 194451 HR 574
(29.4%) IZFBDH B, FT=, HoFHEE T34 (2.8%) . EEAEHeFHEESH (4.1%) T, AEH
G DI AFN DR G2 1R Uz, EFRBALSSIIEE A EDNBEBTHY , AF| D G-
1RIZIEESRD T2,

a) TR B 5000 TR T XUTAAIR 54 T OWT N BN D30 H R ETICHBL A EFR

A5 (B EEAT A H )

cHHHLDL-COR—AF AL NED LR
1238 . 4838 & 2163 512 31T B HLDL-CO_R— 2T A L bR (LYl +
SD) 1%, HoFHREE T EN-21.2+25.0%. —24.8+31.7%. —24.0+41.3%., BEIEHeFHEE
T-54.9%17.4%., -56.9119.2%. —47.2+27.9% CTh 7=,




V. ARICEY5IEE

it LDL-CINRR—ZF AL 515% UL FAR F LI BE OEE
(frx) 123 R S DB 2160 I S 2HNT T LDL-CHIR—ZF7 A 5 15% L FE FL-BE O E|

A%, HoFHEET56.7%0°572.2% ., EAEHeFHEE T88.5%72599.0% Téh -7,

T T L — 3 AD
LDL-CIX Fi&, HoFHEE ) OVESEHeFHEEE DI T 7 =L — 3 REZ T B F LT 7o —
L AREZ T IRl BB L TCTRIRE Th o7,

14) *E R 201102713888 M oL AT o — L EREHS BT 252 L U E L R E 335
(201641 A 22 A #&RE., 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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@EAFENMEFERMGERGHER
< HARANT —#> (201402343088 : GAUSS—4 3 5R) 15 16
AFNOENFE A EERHEGRER OIS AZ TF AL DB E S /2 B AR AHC A &%)
ST BRI ELOFR L CAAIZ B 5 (B 528 ) LTt 2D LMK BRI HOWT, HEER
Fikoe e G- a BRI M A SR L 7=,

H H N &
RERT A | Zhusx 3L, IEE MR, ket Gk
P AL T ARtk D B AR NHC B 5961
FEORPLYE | [ ENFE I E SR G (201402343880 —EHE R 2B W T2 oD ARHIRE
(140 mgZ 23N 1RIF5 L <1%420 mgZ4H 1 7 F&E+7F2R%1 B 1alEE 0 &
), D20 DB FITRE (10 meZ 1 H 1ERE D% 5+ 7' 7R 22 34 B 1
[ FHEE) OWT I IEEL BT SH, IR 12 F 5L, JEEREICE
1TUI- B
ik CHEERHO12B R A0EMOIFERINBATL, ZEERIZIB W TED AT
ONTEHEROCHEOAROIEE R A OGN | EERIEE T,
FOEFRITIE, FE B Mk G HT X G246 [ (OLEAS) 5t 1T, I b7z d -~ T
DEENTESNTI KA T X0 T XITRERZ B h IR L 72X 1232 i L 7=, OLEAS
1%, FASOBRE DL | IEERINCAFI O 52110 LL 521 7- BE8HIE LT,
VERBOEEAM | - & HE AN AU BT ALDL-COR— 2T AL I BD AR J OVl &
HH
i S Ak GRZRAEERIE H )

& E S A BT ALDL-C DR — AT A L B D AV R J VAL &
K HE R A (% 5-24, 36, 48} Q521 B 5) 12 BT DLDL-COR—RAT AL NHDE
B3R CEME) 13, —E R CABIBHCE T O Q- BE TlE-59~-62%, —HE
BRI TP FITRICE TN T BB TIE-62~-64% ThHY , R 2L
TLDL-COR—ZF7 AL LDK T AR ST,

Ak

FEERINCRW T, IEBREIEE B E S S A (RIVERD) 13, 5841 1741
(12.1%) IZ@Bb BN (FFH#),

- E7eRIERIL, FFREREF 5 23201 (3.4%) . BEHHBADRLEE, JEGERALIEIZ 234 1451
(1.7%) % Th -7,

BRI IS, EEARRIER IO LN o7, KRBRICBIT D G- IEICE S
“EIVER &L TSR B 23 141 (1.7 %) ISER D BTz,




V. ARICEY5IEE

(e

i R

&)

—EERHPT ZEERYT a5t
ARF|EE IEFITH =
FEERET FEERET FEERET
AHFIEE5 AEIEE5 AEIEE5

2 A VEREAM R G2 515K 38 20 58

BIVERZS B E CRELHE %) 5(13.2) 2 (10.0) 7(12.1)

BlERDIESE B E BB 2R (RIREW)

— W% - BB E K O 5L O AR AE 2 (5.3) 1 (5.0) 3(5.2)
e G ERALALEE 1(2.6) 0 1(1.7)
e SR I NVRITEZS 1(2.6) 0 1(1.7)
E SRRz ST 0 1(5.0) 1.7
TR R AR 0 1(5.0) 1.7

JHFNEE R P 1(2.6) 1(5.0) 2 (3.4)
FFHRE S 1(2.6) 1(5.0) 2 (3.4)

55, g M OV E A GHE 1(2.6) 0 1(1.7)
i i 4 1(2.6) 0 1.7

R B O AR [ 0 1(5.0) 1.7
QTR HE PR 75 0 1(5.0) 1.7

FhE H R R OV AR i 1(2.6) 0 1(1.7)
i IR 1(2.6) 0 1.7

MedDRA 21.0fl{ Tz —K1k

15) #EPNE HE: 201402345888 H A A I AHFAER (2019456 A 18 H KGR, CTD 2.7.4.2 2 'CTD 2.7.6.1)
16)Koba S, et al. :J Atheroscler Thromb. 2020;27:471-484.
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(5)EBE - fARE Al AR
BRI

<HE>
DA RUAZ D3 E HAR ANHC S (HeFHEE 25 10) 2RI, BELTEHZEOAZ T U FTOAR
KlDZ2 2 | DR OLDL-CIZ T 58 I DWW THRETL - 2 e [n — F SR EEA{LBRIL
TR % R T R Fhie 2 BR (20120122385 : YUKAWA-23R5BR) 9123\ C, BE 15 5L A 7 BN & BT
L2 A, B 1008 M S K DN 2 I U2 31T ALDL-C DR — 25 A L B0 2503 ([F] U F 54855 D

T RARREEDLE) 1L, TROLEBY TH-TZ,
GREEZENX, TV. 5. (4) 1) @a.[HANFEIFE 5 5 EEER OB M)

reflexive LDL-C?DR—RFA U HDNEALE : T5REEEDERE (FAS)

BeGHE TRV ASAZF 5 mg T IV ASZZF 20 mg
AHI140 mg 23T [AF1420 mg 41T | AF1140 mg 238 RIZ | AH411420 mg 438 B2
1A% 5- (n=50) 1A% 5- (n=50) 1A% 5 (n=51) 1A% 5 (n=51)
reflexive LDL-C" D_X—Z7A LD HOEAL R ($-5- 1018 B 25 K% OV 23 B s 0¥

BEE=RET 1) : 7T REEL ORI 7Y (%)
i ()

<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)
syl

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

pegies -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)
MPEERE DI BE

2TRUHE R 7 -73.26 (n=25) -73.48 (n=19) -75.39 (n=20) -72.25(n=29)

AARY 7L Ra— A -74.38 (n=13) -71.83 (n=18) -72.60 (n=10) -78.77 (n=13)

Bl -73.84 (n=12) -72.59 (n=13) -74.99 (n=20) -74.62 (n=9)
1 I

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

7L -69.97 (n=12) -79.35 (n=12) -81.78 (n=14) -74.37(n=11)
CHDfERERH 1 (N—RAT A )

=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) : @ JJkJE £

a) B HLDL-C7340 mg/dL (1.0 mmol/L) K. XIZRZVUEURAH3400 mg/dL (4.5 mmol/L) D4 . UC LDL-COMIEiE% H

W, EOMOEE FHHLDL-CE Mz,
b) [FC G- O 7SR EEL O Lhig

8) tENEEF: 2012012258k H A A ZH IAEFER (2016471 A 22 H 7&GR., CTD 2.7.6.22)




V. ARICEY5IEE

< Z D DEGREER >
DMERKEEEZDNRELDME AR MNFIZ L -5 (EFR LR EHER) S 2
<HMENT —HETe> (20110118785R : FOURIERER)
AB T CIEWR ST O DL A SR R R R 27, 564451 (A A N4291 % &t e) skt G L= 7 TR st i
HEMR RGBT, R EOAZ T LI T, AH1140 mga 208 12 LEE L I3AFH420
mgZ AN 1E, XTI 7 TR 22 I R <T@ BT 1E]L, 26.16 5 [ (B A A TIE25.35 H B, Wih
& HA) P2 G- U7z FEERHATE B O OB EeRIKREME B O O RIT TR, FTRIOEBY Tho7-, ARAIRE
TIL, 77 R L CREERHMBE B THH LML A X NS BU AT B B 72 (p<0.0001, J=51]
s S IRRE)
A A N & e REER27 52501 H AR N A42861% 5 1e) COA FERRREHRILT TR RE, AFIREHTT7.4%
THY, WT IO GHETE% L FIBLLT A FHFGR GEARGER) 1%, BERIE (778, AFFEONET
8.2%. 8.8%. LA F[AIER) , Ml (8.7%. 8.0%) | &MHSAZ (7.4%. 7.8%) K T FXGEREY: (4.8%. 5.1%) T
o, BEGRERI TR EIEN1.0% L LR H ERGII0 o7, mBRIEEBTHH LW S - EHRO
FHRY | 7T EREE.0% (1,240/13,756/451]) EARKIRE. 7% (1,341/13,76941)) L BT eda[FIFEE THholz, A<
FIRECHRELEIS0.4% L EORITERIZ, MR 0.9%((123/13,7691), #EIKIF0.5%(66/13,769%1), T#10.4%
(56/13,76931). JZ570.4%(53/13,769%1) Tdhr 7=, FD O A ERLOFEEE K O E R, 4EE, MR KO
AT I DB, 7T 2R BEEABIREL TR CTH-T-, B AR NEM TOAEFSREHERIT, 7T REET
92.0% ., ARAIFET85.3% ThoTe, EAaf EHFG GEAGER) IXEMATAZ (33.5%. 30.4%) . HEIRIF (8.9%.
11.8%) e OM5 589 (7.1%. 9.8%) Thro7z, ikBRIEL BRIl LY SIS B EFRORBBLREIX, 77 'R Rt
T10.3% ., AFIFETI3.2% THY, RAFET2HILL FRBILI-H IR, EXGERGE, FERWE, 192, |,
SHEACALERE, B CiE, B #m M Ok Cdho Tz,
a) 2 M LA O E LT IR AR T 5D % ICLDL-CA370 mg/dLLA_F X idnon HDL-=1L 25 2—/LA3100 mg/dLEA
toEE
b) 7 RARZEF 20 mg/ B KR &L
T I ARAZF L 20~80 mg/ H ., 0 /NAXFL40~80 mg/ H . TANAX T2 5~40 mg/ H . B4/ NAXF 74 mg/ H
o) DB RIEBICEER T AIE L, OAFEZE, IdAcH | EEh R M T U IR L E R EIZ LD ABEDWT I3
BANFEAET D ETORRM]
d) O SRR BT RE IR 32501 | O FEZE ST ZE R DWW T U D AN A T D ECO R

DINERERBBEEHNRELEZEEREBOKBR

SIRER H AN

TSR AF N TSR AFH s

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

N 1,563 1,344 0.85 28 12 0.47
ERFIHA (11.34) ©.75) 0.79, 0.92) (12.44) (5.88) 0.24, 0.92)
2 IR EEA 1,013 816 0.80 11 6 0.61
THH (7.35) (5.92) (0.73, 0.88) (4.89) (2.94) (0.23, 1.65)
FEFMGIE B O KL TR
DI I==2 7S i 240 251 1.05 1 3 3.27
X3 AT (1.74) (1.82) (0.88, 1.25) (0.44) (1.47) (0.34, 31.42)
BFEE, FEESE 639 468 0.73 6 3 0.57
PO A JE (4.64) (3.40) (0.65, 0.82) (2.67) (1.47) (0.14, 2.28)
FHEME, FEESE 262 207 0.79 6 2 0.37
P25 (1.90) (1.50) (0.66, 0.95) (2.67) (0.98) (0.07, 1.83)
. - 965 759 0.78 22 9 0.46
LB 117 7 78 (7.00) (5.51) (0.71, 0.86) (9.78) (4.41) (0.21, 0.99)
L TEFMEIZ 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)

#: EAELALERIR T (B A7) — = 7D LDL-CE ) 12X > TERIHE L= CoxETF /T H <




V. ARICEY5IEE

TEFHERE " ORBRERMEEE (REEH)

0.16 -
NH—FEE 0.85(95%{SHEX ¥ 0.79-0.92)
014  p<00001. BRIOY S UKRE N
TotREH
0.12 -
g 010+ AF B
i
z
= 008+
#
E
fE 006+
0.04
0.02
0.00 T T T T T 1
0 6 2 18 24 30 36
. B (A)
B BRAE L
TSuhE 13,780 13,276 12,822 11,837 7,589 3,589 672
315 13,784 13,349 12,937 12,034 7,743 3,652 681

51) Sabatine MS et al. :N Engl J Med 2017;376:1713-1722 (FFAb S A7 TR SCEEET RO SR B
52) #LPNE R 201101187 ER H A NFE Rt & (BT L SN2 CEUGT IR O FEAME £

() T ARREF ORI CTABISNIZHER ORI, @b A7 — VIIE B RAIET ML ASRZF LU TL0
mgZ 1 B1EHR A 595, 7ed, 4, SERICIVME BT 523, BIEOEEIL1H20 mgE TH B TE5, |, Fiktk
Bl 2T a—/VIIE D@ I A ASAZZF LU T10 mgal BUERR A 595, 723, 4l ERICIVE T
T 503, BAEDZEIXIHA0 mgE THETED, | ThHD,

U NRAEZF U DAFTARESNT-HIERL OB, B IE, FRtEEar A7 o—/ VIIE N8R RIS /3 A
HZF L ELUTH megxl B1ERR O #5925, 7235, 4Fl, ERICEVE T 223, LDL-2L A7 a— U EOK T AR+
SRBAITI A 20 mgE THETED, | THD,

OANRAZ T DA CTEBINTHER AT, maL 2A7a— Ve, FEE oL 27— VInE & . RS
IERANRE T LU TLH AR5 mglW 54543203, BHIZLDL-aL A7 n— VLK TS5 L ENHLGEIT
135 mglV G EBIAL ThEW, 228, il - ERIC KV E TR . B5-BBH%HOVITHER . 48 LIEICLDL-2 L
AT 00— UEDIR TR AR 5372388120, ik 10 mgE THEETED, 10 mgz 5L THLDL-aL AT 1—/LEOK T3
F43 Tl FEMEE VAT — VIIE B 72 E OBEEBE IR, SHITHETEX58, 1 HRK20 mgETET D, |
THD,



V. ARICEY5IEE

6)aEp6EFA

DERARERE (—REARERE. FEEARERE. SRARELRRE).

HERFTERT—IRN—RRE. HERFTEBERABRORNE

< R T A A (R ) (SEhE )

H fifi F F2HE T CTOARKE % 5-FE24E (10458) D22 M o O DMWEIC DU THERR
Do
AR A WHEUE ., e EME, KON L T BE ~0#& 5
FiEMm AL AT — VIEREEA RS ONEEETe) . milE (75mLL B) |
JFH e R R CRF R ANV A KB | R EIMEH (LDL-C40 mg/dL
[1.0 mmol/L] A\ D % & Te)

AT 201644 H 21 H ~20224E4 430 H

B g I 201644 H 21 H ~20204F4 A 30 B (FF & &kb & Te)

H A 51 5 24F (10438 ) FETBLZE B & L T3,00001 (B ERIE R £26,000451 2L 1) | ZDHE &l
(75m% LA 1) B OV RE R 25 FB 8 4300451 LA 1

ELESWIRrR PostMaNet (EDC) % FV V7o Hr Sk g 75 =
B FEMEE oL AT 0 — )V IE B IOV TR, ATREZR R 264 8k 52
LT 5,

NRBEHELTERFEOARIIERELI-RE-HBROBE
P10
(DEDft

EE£ RS O AR EAHEES 5568 (201101105888 : OSLER-1:K88) R U EE £ R & M H R EA#E S 18 5 56k
(2012013854 8% : OSLER-2:85%) M & 2T HAANEMA?

ARFNOEN & OHES S A 5 MARGBRZ 58 T L7z H AR APHMD [ 3 %2 3t 512, KH % E &5
(OSLER-13BR Tl fe KA. OSLER-25UR Tl R34EH) LTz & Z D2 BME K OB PEIZ OV TRl L
770 HEFSLIIMedDRA 21.0fk % AW Ta—R{kLT-,

KA w G- 2RE RN T, Db 10 F FEFLR 2R - BE OE|IG 1354241 H1492 41
(90.8%) THY, HELA EFFHLILI0141(18.6%) . A EFFRIZILE G- ILFNIEL1861 (3.3%) IZFDH B,
T FEFHG L EFTE 542451 H1 282451 (52.0%) . HEFRIFE 76451 (14.0%) . BB 7161 (13.1%) | & %k
THI£-52401 (9.6%) Th-7=,

ARFNE GARR O FEREGIBIRIT, 1FH, 2FEH, 34 B, 44 H KOS H TENZ 15424 141564
(76.6%) . 501451 H1356 451 (71.1%) . 414451 H1263 41 (63.5%) . 196451 H1 147451 (75.0 %) Je TN12541 19141
(72.8%) THY ., 14F H OFEUERIEREL[RIFRE ChH 7= (18661 H 13241 (71.0%) 1, EELA EF R ERIL,
4R H, 24EH ., 35 . 4B L OSE B TENZE 4061 (7.4%) | 3541 (7.0%) | 2041 (4.8%) . 104511 (5.1%) K
U8H11(6.4%) THY, 147 H OEEAERIEREL RIFEE CTho72 [1741(9.1%) 1.

ARFN G EROBAE /B BUE OB L, 1FEH | 2F B, 3 H | 44F H X OSF H TEILZE 676
(12.4%) . 5441 (10.8%) ., 3541 (8.5%) | 16631 (8.2%) K TN 261 (9.6%) IZ5RH BTz, 4EH | 24EH | 34EH |
44F B J OB H OFER 7215 SOS 1, 221161 (2.0%) | 661 (1.2%) . 261 (0.5%) . 261 (1.0%)
KON (0.8%) . MR BIED A EESRIT. 2EN276] (5.0%) . 174 (3.4%) . 1541 (3.6%) . 745 (3.6%)
T OO0, BB O A FEHGIL, 223161 (0.2%) | 2651 (0.4%) | 141 (0.2%) . 161 (0.5%) K V0B
WCRBOLIZ, ZIVHOFBLERIT A H OFEEIREREE[FRRE CTh o7 [ 2211961 (10.2%) | 041, 5%
(2.7%) . 0f31l],

(FBEZEE, TV. 5. (4) 2) OREBRILFE S T AH R ke G- 580k M O [E BRI R 2 TLAH = ke i H-ak
B DIEZ )

12) Hirayama A, et al. :Circ J. 2019;83:971-977.



VI. HREIZEHISHER

1. REFMICEESH S ELEMRITLE M
LR

2. ZEBEMA
()ERERGL-fE R
TRu s~ 71X, LDLEZ BRI fRAEHE S L /7 Tl HPCSKIUT B W ELAIMEE /R LY | PCSKIDLDLAZ R~
DFEEEEFET LY, TOREF., LDLZ FEO S EAMHIS v, 1 LDL-CO RN ~DEIA Z ARt
D,

NLDLZ B EPCSKID B (TR E)
PCSKI T E Il CA RS, MW TCLDLEZ FIREAE ST 5, PCSKINHE A LIZLDLEZ 2FRIE, T
P IAEN 3RS AL, LDLZ BAERD A7) 7 i+ 5,

TR0 TOERBF (TEA)

TR 7 IZPCSKAUZHE AT 52128, PCSKOLLDLEZ BIEDFE S ZIREL . LDLZREOU A7
THENNT 5, FOhER . P LDLO AN ~O B A B AMERES L, M LDL-CHE R 1ML T35,

PCSK9I2& % | TR0V 77(CLBPCSKINEE,
LDLZBEVYL ) T O LDLEB&EVYI1 ) I D&M i

Bl : ENTPR IR A [ BRI L ¥ — BRI Fih sk



VI. ENEREICRETSRE

QEDZEEA+HABRBEE
1)PCSKIIZxt " 2 & B (in vitro) ™
th, W= AP NDAZ— K RN ADOPCSKIT KT DR s~ 7 Oht G O &% (dissociation
constant : KAMfE) iZ. ZNEH16. 8. 14 K& 117,000 pmol/LTHY ., b, H=T AP IL K PINLAZ—D
PCSKIIZX L TrEW Bt EZ R LT,

PCSKOI=xt3 5 & R Mt
B fiF i %% Kd 4 (pmol/L)
ek 16
H=I AV 8
INIAH — 14
< 17,000

HER G e A=A NDBZE— =T ADPCSKIZK T DRy <7 Ok it 2 KinExA & O°
BlAcore® - flifs & T v A LVEE L=,

2)EFPCSKIEERLDLZ KR LD FES I3 T DEEFE (in vitro)™®
TARrr~71%, EFPCSKOL L FLDLZ B L OFE A /EH 2 5 L 72 (50 % BH.ZE 2 £ [50 % inhibitory
concentration : ICsofii ] : 1.94=%0.32 nmol/L[ E¥E E=SD]),

AR 715 ERPCSK9ELE RLDLZ AR L DS G Tkt T H AR r s ~7 O EFIG A | ELISAIZXHIE L 7=, LDLA
BEREAZLZ, 384V = VT L — DU = /VIZEARLL Bk A RIREO = Rnr <7 b ice 4 F o1k
PCSK9%Z A > F 2 _X—RLTIRINL 72, 7 ) /Up H I Zidstreptavidin—horse radish peroxidase (HRP) &
OHRPEEZM LT,

3) A~ DLDLERYAH 25 % 5% (in vitro) ™
TRuZ<7 %, ML (HepG2# i) (238 T, PCSKOFIIZ o> T F L7ZLDLEV IA A A B N & H-7=
(50%%h FIRFE[50% effective concentration: ECsofi] :129.6+22.3 nmol/L[XE¥ME +SD]),

BT Hep G2 B4 RIEFE D =R a2~ 7 LA F 22— LIZE FPCSKOZ RN L | HOCAEFRLDL D HY
DIAFEBIE LT,

4) MFALATO— LR U ELDLZ AR B READER (V\LRS—)®
TARuZ<7 (3,10, 30 mg/kg) 1L NLAAZ—~OHEIRZ TR EGIZED, MIGHIEELHBEIRNEAIL AT
11—/ (non-high density lipoprotein cholesterol:non HDL-C) Z& F &H7~, non HDL-CiZ#&5-3 H #121%
TRTOHETE0~T0%IE TL, 2O FIEMITHEICBIEL TR L7, £, =Ahrs~7 051250
FTIRLDLAZ 25 A F I EE O ANFE O T,

B ITE  NDAF— (T =)L T U T n=4~6/FF) 12, =Rur~<73, 10, 30 mg/kgz HlafZ F& 5L, 1, 3,
10, 14, 18, 22, 26 X O30 H & (I iGHIEE L BV AR E AaL A7 u— VR EAHIE LTz, £z, FF
REY =M AW, FILDLEZ BIRHLIAZ AV /= Western hybridizationtZ X0, IFIELDLS RAE A e
FEARIELTZ,



VI. ENEREICRETSRE

5) M;EPLDL-CIRE~DERA (HL)™
TRrr~7(0.05, 0.2, 0.5mg/kg) I%, F/~DHEIEZ FHE 51280, MiFHLDL-CIREAIK F S, K
THER O KA & OFrfe e fa] i3, A & ICBSE L T,

IM;EPLDL-CRE DHTE

(mg/dL) —&— TRAS<T 005 mg/kg
o —#— TROS7T 02 mg/kg
- TARAZTT 0.5 mg/kg
~-O-- X8

60—

401

O-1a 1B

20 )
o Qe F 14l +SE

*}* ok *p<0.05, *%p<0.01, *%*p<0.001 Xt XIHA
BILESHRETILTHEM (p<0.05) EHERE.
gl SHHLERE
0o i 2 3 4 5 6 71 8 & 10 11 12 13 14 15
5 %850 (B)

HRER I L (=AY n=b) |12, =TARBEZ~<70.05, 0.2, 0.5 mg/kgZ H B THEL., 14H#ZETOIMIE
HLDL-CIEE AR E LT,

(3)¥E FA S TR s ] - +r 4t B )
<HNEAT—H> (20110168388k . 201201333 Ex) 1 19
SE BRI, =R <7140 mg 13420 mgZHEIE TG L-L&, MRl ~7 B E L
HA%3H T4 B (Wb I fl) Tl CRIEELT-#2, B 5-%21 H T42 R ICE R FIRETER T L, 1A
B I TP 7 BEPC SK O B | 3% G- A 34 I ARE IS L . Z DB LDL-CONZF N 5414 H X321 H £ T
R AR B LT, ST R a7~ 7 JE O E, IEEEPCSKI M LDL-ClIZhFh % 5428
HREOB6H, IE5%42H R U84 HIZR—ATAMEE TR,

mFhTARAHSTT . EEEPCSKI, LDL-CEED#TE

TIARASTT140 g TR 5 IRAYTT 420 mgBi[E T %54
—4— IRAYTT (n=80~90) —a— IRAYIT (n=124~134)
(ug/mL) ~CF LDL-C (n=81~91) ) (ug/mL) ~C LDL-C(n=134) ©)
75 —o— HAEPOSKI (n=81~91) 75 —e— SHBEPCSK (n=134) _
1 & -
60}

i i
Ao -
27 27
Tim W 20 g;_( T 20 g;}
= \ o7 A= 5 7
/B a5 0 oA [ i oA
HH a0 22 5 -0 2
<23 o M <k © M
71_5 309 | 0 &5 7"'7’5 &5
wa v Ba RN
EE HE EE HE
--g0 1k --go Hi1E
0 FiiE §$ §z§

o 14 s 42 56 o é o0 é

®E &R (B) &5 &R (H)



VI. EMENREICEE I SIRE

1. mpREDHS
(ARLADGOHRE
i E Rl

(QEERSEBRTHESNA-IPRE
1NEEES (BERKA)
<HNENTF —FEETe> (20110121 3008k) 19
A AR @R R A 18IS, =R 7 ~770, 210 X 13420 mgh HEIF TR 5. U= & X 0D My i B e R e K
IR ENRE X T A—H| _ou\ﬂaﬁwf ZA, TIRAY T D Crpa S OVALTE R FE - AR T A (AUC)
1. 210~420 mgD[E TEEEITIZITBIL THML-, F2, BAANZZFRar~7210 mgh B[R T#
B L7-L& D3R EREIL., H%g;%&ﬁbfﬂ)\@%zkﬁmmﬁ ) SHERIL TNz,

HRR THEROMFPIROIITRERMER (BRAARVEARRREAN)

(ug/mL)

| gt
50.0- ﬁ' l A 70 mg BARA
151 I o —e— 210 mg BARA
i - 210 mg A
F-- 420 mg BAA
m
& - Ein=6
th F9{E+SD
i
e i
0
g T
~
P
Jd8 . ..
= ..
0.5+ R
0.14
0 20 40 60 80 100

‘G ®ERE ()

BRI TREFOMEPTARAOITTOENEE/ SA—2(BXA/BAREREN)

MBS ( EIA[-JUE;?nL) ( EIALEJE? iq)L) (u(;/n ?;)L) t(“EIXb))
HAN/T0mg 76.3+=58.0 (n=6) 108+51.5(n=5) 9.53+6.37 (n=6) 3.0(2.0, 4.0) (n=5)
HAN/210 mg 501218 (n=6) 511220 (n=6) 31.9+11.1(n=6) 6.5(4.0, 9.0) (n=6)
HA/210mg 504 +139 (n=6) 542 %160 (n=6) 33.0=7.06 (n=6) 6.0(3.0, 7.0) (n=6)
HA N /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) *FEIEESD
b) TSRl (B, e k)

Conn: T LT PR EE | AUC: 5512 ORI DD I B AT REZR A A& I Eifmﬁl{ﬁ e JEE — B i A S T
AUCys: B¢ 542 0 [ BE BRI F] FC 0D i 175 1 5 HE— R ] AR T T o 50 ML P08 P 0 R )

(V) AN TEABENTHD HIER O &I
[P oL AT 0 — LU E~T O AR L O AT 0 — L IUE D@ . B ACIE =R s~ 7 Gafa i z) LT
140 mgZ 238 L2 1[E] 3213420 mgZ 4 I 1 T % 595 (A — =R —% —13420 mgDABRIC 1B Z FE5DH)
FIREEaL AT o —/VIUEREEAS A 8% RIS AR o~ 7 (B Tl 2) L L T420 mga 4l R IC 1 B TS
@“70 WA+ 2EA 1213420 meZ 2 IS 1B L TG T&2, 28 LDLT7 7L —V ADMB EL TARKIZ 95
i, BHAEH EE L T420 mgZ 2 I LB T #5952 TED, | THD,




VI. EMENREICEE I SIRE

<HEANT —#> (20120133588 . 201101683k 5k) 4419
ShE AR R AT, =R~ 7140 mg (17248]) 13420 mg (13544) 2 Halfz T#5-L-&% | & miiiE |
T P )RR ] (P i) 1:3.0~4.0 A T o7,

2) RE®RES (BaLATO—/LIEEE)
<HARATFT —#:12FT> (20110231388 : YUKAWA-138588) ?
AR ANEaL AT7a— VIGER N BEIC, =Rar~<7140 mgZ 2 EZ 1Al (n=52) X1%420 mgZ 4 M1
Al (n=53) 123 M S AE f2 T 5 LIz & i m g i 1T G- B0 N> THEINL e, o, =Ruas
~ T AR TG LT EEDO N7 OIMIGH IR, F12~3FOEEMHBIZEII, =R~ 7 DChu Y
AUCys-12l T EIRTFEH Th-7=, Tihar~7 OGP IEE ORREHERE & NAUCws- 12030, TR 7~<7 0
Y ENREIT140 mgll Lo G & THRMIELE A bV,

RERTHREROMANIAODITTRERMER (BEATILATO—/LOEERE)

140 mgZ 2;B M 1B E T % & (n=26~27) 420 mgZx 4BERRIZ1 B E T 5 (n=26~28)
140 mg 420 mg
A0 TR T S A R ¢ (/) § 3 3

SN ] (o 61

1 1 11111l
1 11111l

F L <\ O S H B i B
Fa L <\ O SE H B ik B

7 n=26~27 7 n=26~28
EHYfELSD(FSTRE) TH{E+SD (4, 8, 12BH (IS TIRE)
l 0 é llt (Ii é 1|0 1|2 l 0 é Alt (Ii é 1|0 1|2
#5840 GB) &5 840 GB)

REERTHREFOMERIROITTDENEE/ SA—2(BXRABILRTO—IILINESHE)

AUCWk812a> Cmaxa) tmaxb) Cmina)
(H -pg/mL) (ng/mL) (H) (ng/mL)

140 mgZ- 23 iz 1[A] 490277 (n=21) 26.3+12.6(n=21) | 7.0(7.0, 25) (n=21) | 12.3%£9.84(n=21)

MEEOHE

420 mgZ4AEMIC1E] | 1,140544 (n=20) 68.8£27.0(n=20) | 7.0(4.0, 15) (n=20) 17.2£10.9 (n=20)

a) *FEIEESD

b) H A (Fe/ ]y, eK)

Conax : 18 MLTE IR EE . AUC 120 3 5928~ 1 208 T D LIk HP i - Pl b T T
v - 55 10 LL 77 35 BE BUEERRF ] | Crio: LT BT 7 2 EE

<HARANT—% 64 ET> (201101 10385k : OSLER-135x)) 9

JERE M R AR E e ONEA TS B 5 e Al N FB R 1,324l =R e 7 = 77420 mgZ 4 M 1 [F1 AR B2 R #%
HULIzL&D H RN @=L A7 o — VILGE B 219623810 5., Mk 53R #6512 ~6 40 K 5.0 1L -
N7 HEEEI14.9411.9~21.5+18.1 pg/mL CE¥E +SD) Th-o7-,
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REETERSBROMERFIARODITTREREHE (BXATILATO—)LIESRE)

e 8t B #ARE JE L 8 HARS

(ug/mL) (0~52:8) (52;8~)

1002 FHELSD(FSTRE)
i i I I I I ° i
/B
2 ol e
T =
R ]
D =
v o
Z
Z 14
b3 =
E :I

0.1 T T T T T T 1

o

20 30 40

RE5HREGE)

50

60 70

80

RERTHEFOMFEPIROIITRE(BRABTILRATO—/LNEBE)

kot 5% 53k BR D45 511
1H 418 12 24 18 36 1 48 H 52 14 64 1
MiEHhoRer< | 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 ¥ (ng/mL) (n=124) (n=122) (n=144) (n=132) (n=130) (n=134) (n=133) (n=42)
LA £ SD

a) EIN & OVEAE 1T AEEER (201102313084, 2009015835k . 20090159285k . 20101154348k, 201011553k 5k) 7> 2627 34, 35, 38, 39) J g
1T U7 B B AL [R) 55 MLAR = Hi ke % 5-55R

) REXRS (REEFSaALATR—)LINEREESAEE)
<HMENT —# > (20110271588 : TAUSSIG ) 1)
T 7 2 — Y AE T CODFE R FE 2L AT o — /VIIERE A R BE 34BIC =Ry~ 7420 megZ 23 1
(1A TG L2 miE T I A MR/~ 7 EE L, & 52~ 12128V TT7 7 =L — 2 AR
32.9~77.8 png/mL., 77 =L — 3 A% 0322.3~59.0 pg/mL CEXMHE) THY T 7 =l — 3 ZAFNT K120~
30% & o7,

FREETERSEBEOMERIAROITITBERMKERS
(77— REZ T TOWASHEARKEEEIALATO—/ILIEREESHES)

(ug/mL)
100 i
4 FEHfE+SD
- I ig Ig Ig ‘g @ 7IL— RHI
o I 5 O FIzL—L R
/B g
i N
I
,5' 10-]
=4 7
2 I
= -
B |
1 T T T T T 1

0 2 4 6 8 10 12

RE5HRE GE)



VI. EMENREICEE I SIRE

REERTEREROMSEPIAROITIRE
(77— REZTTOASHEAREESIL A TA—/LIEREESHKES)

B 581 R
0H 21 438 636 83 103 1234
T 7 L —3 AR 0 32.91£15.9 | 51.9£24.6 | 61.8+23.6 | 68.526.7 | 68.3£24.9 | 77.8£29.0
(ug/mL) (n=34) (n=30) (n=30) (n=32) (n=34) (n=33) (n=29)
T 7z — A% 0 22.3110.6 | 34.1£16.2 | 42.5+21.8 | 48.94+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)
HfE = SD
B)hEE
AT L
MBS -tEEOEE
AT AL
<HE>

G (RZ T2 ) ~D B (1))

T =T AP (n=3~5/#E/HERE) 12, =R v 27~710, 100 mg/kgD 2 W 1A T 5 DR ARZAZF 5
mg/kg?1 H 1[EIRE O #5235 A M, BASUIOFA 5 LBV T, i o hn s~ 7R & O
P AR A F AR E LT-E 2 A, DANRRETF L OB 6 TR~ 7 DEEIIZED LI
7einotz, (NX. 2. (2) KEH G- ERER | OIS HR)

2. XYEERANTA—S
(WEHEE
FEEE M SR B REARATO) 13, SRR 5 UL TR G- LI & ORIE K OFERIB IS 5 B ORI IC 5 1-
L R—=R A NET VA W T L=,

() AFNITHEREN TWD HEL O A&
[F BT AT 0 — L IUE~T O AR O AT 0 — U IUE @ . BT mR s <7 GG 2) L LT
140 megZ 238 2 1[5 13420 mgZ 4l I 1 T % 595 (A — =R —% —13420 mgDABRIC 1B Z FE50H)
FEMESaL AT o — VIEREHAE B E . AT A0y <7 GBI 2) &L T420 mgZ4lfRIc 1Bl F# 5
T 5, B0 A 1213420 mgZ 2B B 1B 7 F 5 T&5, 728, LDLT 7L —V ADHiBh E U CORAIZE 3 548
AL, BE L T420 mgZ 2RI 1Bl TR 5 42ZENTED, | ThHD,

(2)B Y552 FEE TE 3K
<HNEANT —4 > (RHEEMFEYENRE R 2L — 2 a PKIf#T) °
TRaY <7 OUESE MAFHFRER % 5 6O 7 RESE [ S B REMAT DA F . WIPGEFE 4% (ka) 130.319 H !, {EI{A
A ENET74.6% EHEES LT,

RVHEERETEH
MG R
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@DIVF7IVR
<HME AT —F > (200803973 ER) 20
SAE N 6BIZ, =Ahrs~ 7420 mgZx HLAIFRIRNE 5-L7c L& 2 707 70 A CESJfE+SD) 1T
11.6£2.26 mL/hr& M HS 37,

() A THAEENTWD HE R O &I
[F R E oL AT B— U IEA~T O &R L O\ oL 27 o— L IUE @ . AR nr <7 G s T z) L LT
140 meZ 238 I 1[7] 313420 meZ 481 2 F&% 595 (=P =F—%—13420 mgD4LARIZ 1A FHE5DH),
FEMEEmaL AT o —)VIIJEREESE B ARy ~7 (BE i Z) &L T420 mgZ 4 MIc 1Bl F# 5
?‘50 BT 7238541213420 mgZ 2@ I 1B R T 5 T&5, /B, LDLT 7 =L — 2D & LU TAKIAZE A+ 585
i, BAs A L T420 mga 20 RIS 1EI R THR G §HZENTED, | ThHD,

G MBEE
<HE AT —H > (200803977 5R) 20
ShE R 6612, =R a2/~ 7420 megh HAIEHRINIE G- LI-L % &k
1%, 3.3%0.5 LTHh-o7=,

() AFITHARENTWDHER O &I
(R E oL AT a— U IEA~T o SR O\ oL 27 o— L ILE @ . IR nr <7 Gafs i z) L LT
140 mg#- 238 M2 1[8] X 13420 mgZ- 4 I B7 T 532 (F—F=RF—% —3420 mg D4 I 1B FEE5DH),
FiEM BV AT o — /VIIEREES A @ T AT TR~ 7 GEfa - 2) &L C420 mgZ 4@ I 1B F &4
?“5 THRA 3725 81213420 meZ 208 IS 1B T 5 T&D, 728, LDLT 7L —V ADHBE L CARAIE #3515
E1F. BAEHEEL T420 megZ 2 1 [ TR 5T D2 ENTED, | THD,

znb
By

D AT CFHE = SD)

©)E D
AL

3. BEMAGREL—ay) @
(WEHEE
RHEE SR BN RE AT 13, RN 353U TR T35 L7 E ORI K OFER I 2 B ORI Z LD 1-
2L R—=R A NET VA W THIT L=,

(J8) AFITEBEIN WD HER OHEX
(R E oL AT o— VI EA~T O SR O\ a L 27 o— VILE @ i ACE R nr <7 Gifs 7 z) L LT
140 megZ 238 2 1[5 13420 mgZ 4 I 1 T % 595 (A — =R —% —13420 mgDAERIC 1B Z FE5DH),
FEMESaL AT o — VIEREHAE B E . AT A0y <7 B 2) &L T420 mgZ4lfRIC1 Bl F# 5
a‘é R+ 53 7235601213420 megZ 2 I 1B TG T&%, 7235, LDLT 7 =L —V ADOHB) EL TAKIZ 6 H 3255
A, BAEH EL L T420 mgZ 2 IS I T 532281 TED, | THD,

(QINSA—FEEBNEE™
FEEE RSB REARAT X, VSRR SRR 1 13RBR (55 1 FHERER : 23R, 25 T AH AR : 4308k . 27 IILAE R - 5505%)
20, 244D T EEFESHTZ5,4TABI DT — 2 % JLICEfi L T- (R nr <7 03 % 5-840 ., ek i07e REHE M SR BhRE A7
Hric v =3,414051% & T0)
R T USSR R L7258 1M RO B TIE, JEE AR R a s~ 7 OB HE 6 LT, R,
L ARF PR =P FIT O R R — 2T A DO PCSKOE B N 72 e | ThHZE MBI B G
PRt AR, N, R ~ A R RE PR I O F M oL AT o — )V IIUE ~T o S IR IT 8% K
EISYAVIRoY it
B, BARANZXRELT-3FBRT & 92BN C, WG RSB O RHEMN Y BhEET L2 B H LA
(ﬁﬂﬁﬁ%&e& 70845105 %3,84441 [ H A N424% & & te Ic Ry <7 I3 5.8 Tz | VSRR R BR e
NTOIREREITMA, ANE(BAN) bIFEAToR s~ 7 OB DA B/ LB B THHZLNAL)E
TpoT,



VI. EMENREICEYSIRE

4, RN
<HEANT —H > (RHEMERYERE R 2L — 3 a PKIfiEHT) *
AR B~ T OUESE AR R 20 1= RHE S B REARAT ORI s~ 7 % BT %5 LIz L& DRty

INATT _ATGEVT 213K 72% EHEE STz,

5. 9%
(1)1 % — Hixi B P98 @ 14
MG R L
<BE>
S 7 17 G (Immunoglobulin G : 1gG) HiIE, F D4y FH A XD 1= (M iEM DI ~D 44 D3R BH,
PEER I OHLAIR FE LT DML OEIA 1T, EHIRAETO0.1~0.2% EHEESIL TN,

(2)1fn it— s 8% B8 P B @ 1
MR
<BE >
H =T AW (GEYRME, n=18/F) |2, =R/ ~750 mg/kegZ 238 T 1B AR B b (e REH11IE]) L7dk
FERH A BT e ONHH A% 738 A2 5 (enhanced pre— and post—natal development : ePPND) #BRIZRBWNT, HAEIR
DIMIEH AR~ 7 R EIT A% 14 H THI100 ng/mLTh o7z,
(M1X. 2. (5) AFE% A M RER | DTESIR)

@EA~DBTHE
AL

DBEEA~ DB
AL

()E DDA DT
AL

(O)M¥EE AR
AL

6. (X

(DA AL B UM SR 2%
TR TIE, ENMgGHUR THLZEN G, BAUERIZLD T FRHDHWNIT /B~ ERfRENDLE ZDBND,

QRBICEEET IR (CYPE)DHFE. F5F
MG R

QHIEEANROEREVEDOES
AL

ORBDOFEOERRUEML, FELE
AL
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7. HEitt
(P ERGL B U BR
LB L

<HE>
TRar~7 L, B/ 7a—F PR THY, ED 50 BEODLBEHEIN I EHEES LD,

(2Bt
UL

(R E
ARl

8. RSV RAIR—A—IZB89 2153
YRR L

9. EMEFIZKEKRER
Mg R L

10. BREDEREFTIESE
(DFstEEEE RS

<HENT—42> (20120341 3850) 2

SMELA O TR RERS 8 (Child-Pugh/yHA: 2=7°5~6) | H 4 FE TR AE IR & 3 (Child-Pugh/34EB:
AT T~9) B OBERE A A8 (Wb | FHHLDL-C70 mg/dLEA L, 190 mg/dLEL )2, =R R <7140
g HAIRE T - LT b B E J N 45 HE AR BB I 35 FB B 1 381 DR = 7 O Cand S RERE AR & Fle
LTENEN21% K VB4%K F L, AUCLZZNEH39% K U4T% K F LT (O3 b fie/ s — 3 e (i
EHED L) A3, LDL-COMK FRhRAC K EZRIE N TR0 5T,

BRI R THREROMEPIROSTTRERMERS (O EAFSEREEBERTRERA)

(ug/mL)
1005

—e— fEEA A (n=8)

~0-- BEF#EEEEEE (n=8)

-~ R EAFHEEER B E (n=7~8)

F4fE+SD

=)

IEEEET

1 1 il

FR e\ <\ O SEH B 5B

& TBR (0.800 rg/mL)

0.1 T T T T T
1 3 5 7 9 11 13 15 17 19 21

RE5®ERE (B)
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HERTHREROMBERIROITTOEDPEE/ SA—2(NHEAFRERSEERTRRRA)

o AUClast Cmax tmax‘
A5 (H -pg/mL) (ug/mL) ()
R P I BB SEHE +SD 81.5+=62.3 10.6:6.48 5.0(1.0, 5.0)
P 2 R B /N RS T S E 58.8 8.6 —
(n=8) TR 615 (90% 238X [#) | 60.8[32.1, 115.3] | 78.5[47.8, 129.1] —
rp 25 BT A HE SEHE +SD 59.1+32.5 7.724+2.80 4.5(3.0, 10)
P 2 R B/ RS T S E 51.5 7.3 —
(n=8) TR 615 (90% 1548 X [#) | 53.2[28.1, 100.9] | 66.0[40.1, 108.4] —
fAEEERR A SEHIE £ SD 116+=71.3 12.5+6.34 5.0(3.0, 7.0)
(n=8) B/ IS A 96.8 11.0 —

a) FARAE e/, e k)

(Q)BEREEERE
<HNEANT —H > (2014021 3788%) »)
S\ [E 0D R REE BB (eGFR: 15~29 mL/min/1.73m?) M ONALIE BT AR BB 4 R 38 -6 45112
TR~ 7 140 mgh MR R N G- L& HEBHEREREE RS KOS R 2B TR0 <7 DC
IR &Ll L CTE N I35% K TR63 %K T L, AUCLulE, ZIE 3T % K T6T %K T LTz (W
AU /N TR GEBED ) 73, LDL-COIE R BT R X258 TR -T2,

HERTHEROMFPIAROIITRERMER N EATHRERESERUVRERA)

(ug/mL)
100
—o— R A (n=6)
~a- B BRI E B H (n=6)
-0 MRBEH P RABE T LEE (n=6)

i
;E ol T E AT E#{E+SD
T 3 K7 7 Tt
R
a
5
2
2
=
i3
0.1 T T T 1
1 8 15 22 29 36
BEHREER(B)
ERETEREBOMEPIAROITTDENBRE/SA—2 (N EABHBEESBERUVERRAN)
L. AUClast Cmax tmaxa)
ks (A -ug/mL) (ug/mL.) (B)
B R SEHIE £ SD 141109 15.1+8.86 4.0(3.0, 7.0)
(e /N[ S E 105.2 12.8 —
(n=6) TERER TR DL (90% (248X ) | 62.8(19.7, 199.7) | 64.9(24.5, 171.9) —
%ﬁ;ﬁ;@; A+ SD 102+80.1 11.747.20 | 4.97 (3.0, 5.0)
e fie/ N RSB T 55.8 7.4 —
‘E‘;ZG) PREER R TR b (90% 348X M) | 33.3(10.5, 106.0) | 37.2(14.0, 98.6) —
fEEERR A SEHAE £ SD 185+92.5 21.349.00 3.1(3.0, 7.0)
(n=6) BN RS S 167.6 19.8 —

a) FIAE e/, e K)

b)n=5
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11. ZDth
EEMEIRTIAROZERERN)

<HEANT—%> (2012013358 8R)
AME NAERERC NS, 7L 7 4 VR U Y (prefilled syringe : PES) XU L7 4 VR A — A V75—

(autoinjector/pen:Al/pen) Z T, TR/ ~7140 mgZ Hila|Z FH5-L7-EX, PFSOAL/ peniZ %35 C
O AUC 10 D FL D Fig /)N 5 58] - ) HE E A [ 90 %15 #H X 1132412 411.02[0.98~1.07] & U'1.01[0.95~1.08]

T,
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1. EENBELTDOER
BRESH TN
2. BEEARBLETNDER
2. BR(ROBEIZITEELLENS)
RHND RN R T AR BUE DBEE O &5 B

<t >

WBEUE 92— fiRA7RIEE FEHTDH D,

AHNZEA SN TODRGTT L TRBUE DTN O LB E ICF — il n 2 G a8 T 2ANBR G SNHE
B OWBIEIERZ IR T DB TNRHL120 | KR O GZ2RHTHTL,

3. RhREX IXZhRICEET DB ETDER
(V. 2. R XUTIWRICEET A E 22T 528,

4 RZERUVREICEET S EELTOER
(V. 4. HIEROHEICEETAIER 122 RT5H2L8,

5 EELEXRKIELENER
8. EELGEANERE

8.1 AKIHIZHT->TE. HONLDEIL AT a— )L IAETSIED AR CTHHEERIELITV . B EBE
B oI CIR B DOV AY 7 77 2 — BRI 8 L TEAESE) O S+ B BT 528,

8.2 &GP i PR E A CHMNCHAEL . KBNS T ARG RO HLNRNEA T G2 1952
L

8.3 HMG-CoAi& yrli% F FHHE A & ML O ARE F A EIRIRIE L O T 25 51%, OFH T 23 H O BRfT SCED
2. S EERANEE., 0.5 EDOY RAEA THARFICHETHERE L O IERZREIERHORL
Wa LT HERT L, (1.2 0]

8.4 H &G D ENEIZHOWNT

841 HEOHKGEENTHITHTz-> T, EMNZFDZ Y AEEIHREFL- T, BTG LU TER X
IRERMEFEE D072 H CEGICRT TOHE - JIE 528, 20k, BEBEOEEICAT
BN TEDIEEERID MR LI LT, ERIOEBREDOL L CTHEMETHI L,

8.4.2 H O 5D EN% . AFNCLDRIER MR EDNLT G0 A OG- OGN R #7235 511, 3D
(IR BT HIOREL, EHICH CR G2 LSS5 S MY LB THZL,

8.4.3 AFNL 1A FHORAITHD, A%, FEHLRWIIICEBRFICEEEEL, BRI IEICHE

THEEARIET DL,




VI ¥£% (ERLOIEF)ICEETSER

< i >

8.1 mAL AT I — /VIETRHAN @ T D IER FHEL CGRIELT, Ml AT — VIELZ IS5 51T
X, FTE - ICE L AT o — )VIETRE O AR THLH R FFIECHEBEIEE & O I AR EE 01T
W ENIET T REDBA 37235 B DO HIEY L DR A BRAGT HZ LR S D,

o, mab AT w— U IGE O MU M R B O fERR R - L35 2 BV TWD & PR E DY X0 7 77
A — DR ONTH B ETHIENEETHD,

8.2 Bl AT m— /VIMIER AN BT AR FHEEL CGREL,

BV AT — VIE ORI TE RN D570 AFIER G R EMRIC P IR EMEOMRAEZFHEL |
AENON PR T HIENEETHD,

8.3 A&ANZ, JRAIEL TR F U L0203 LD REE EEFETG RO HSND TR 8D, Flo, AFT
W CEDIBE D ST W FE IR E 2L AT o — LV IIUE BE H DOV E L AT 1 — VIIUE B TR T, A
Z B 5 B A AT ORE LT, AHIEAZTF L K OO RS B8 IE TR L 0 SR B AR 3R
HENTORW, T HAZT 0 R OO REE BT IEOE R F L ET T 20 E R B D,

8.4 H O GITIFL 8=V FiE140 mg XU BHDHWEIAL20 mg AA—FR=RK—PF—%2H\5Z L, B &5 Oxt
Glip BB ~D+ 5372 80E - RO FERCRIE R NSO D5 A ORI 515 M OMFE F 9 A 85 D22 427
BEFE ST DONWT R FHEL CGREL,

6. BHENERZHTIREICHTHEE
(WWEGHE-BIEEFDHL EE
BRESI TR

QBHEEERE
FRESHL TR

QO HERESEE
9.3 FFiREEEEE
9.3.1 EE DTt AEREE £ & (Child-Pugh7)%8C)
INHOBEERIGEUBRARRBRITERL T 70, [16.6.15 ]

< iR >
AHNDOAGRE CTORGRRER ClX, EEDOIFREEEREEL A T HHRF IR ORI ST TIY , AFI O H R
7‘1)\)‘72&‘1/ \o

MENEREZ R T 5E
FRESIL TR

(5) 1w

9.5 1t hm
B0 SUTHEIR L QOB ATREME D H D L MEIZIE, 1RE LoASENERIEE ERls SHErsn b5 A10
BB G-FHZE, HMG-CoAR LR BLER EOFH 3285613, 5 L7 2E, HMG-CoAiZ Tl A
FNZIBNT, B SR T A DR | A7 FE B IR T2 R DA RO LR E il K&
IR OB T ENEESI, EN TR RO RIEFERH LN EDOWMENHD,




VI ¥£% (ERLOIEF)ICEETSER

<fif i >

ARF AL DIRENE S WFE RS oL 2T 0 — )V IUERE H D WOITE L AT 10— )V IIE B E 16U T,
AR B ET 55800070 E LT, IR OISk 52 VTN L QRN 20 | R U3 AE
R QWA ATREMED D LTI, 1R LB ISMENERMEE BRI LS A A DG4 HZL,
Flo, AFTF BT, B FEBRCTHAEIRKORD A7 B E T2, BIROEGFROK TEREM
il & OV W OB a7 3 i s &, ER TR RO R E RO b EOREDR DD, ZDT8, AXTF &
GFAT 2581, I SUTEIRL TS RTREMED B MBI T B L2 &,

(6IRELIR

9.6 IRELIW
1B L0 MR OMAREOHIEMEEZEL . IO T L2 #EFT 2524, HMG-CoAiZE T
BEF L ER LT 285 E 1. BE LW E, HMG-CoAE il Z FLEANC BV TTY N THI R ~D
BATH MRS TUND,

< i >

AR F AN L DIRED S W FE M E oL AT a— L IE BE H LW E L AT 00— L fE B Tk LT,

AHN B 53555800570 E LT, FHAF O LI E G355 I3 A s IEEE52 8,

Fo, AFTATEBNWT, FY N T ~OBITHRERIIN TS, ZO72h | AZT U LT 28618, BHL9F

DOLMEITIT G- L2l

(MNRE
9.7 /©NR
(RIEMSILRATO—/ILIEATOESA RV EIL AT0—)LISE)
9.7.1 /NREZ R G LU BRSBTS TR,
(REHEILATFO—/)LIVEREESHK)
9.7.2 125 A O /N A et G E LT BRI BRI X T S CQuveuy,
< fifin >
9.7.1 FEMEIL AT a— VIIGE~T A K, Eal A7 o — U IMSE B E 2B T E N & OYE Ik iR
BR G/ Tl R BR D20,
9.7.2 FiEMEIL AT 0— VIMERTHES R EE 2BV T, ENEEFRRBR TIN5 Coff FRBR <,
HE MG IR FRBR C I 1 2m% AR O FRRBR N 2 u,

)EEmE
BRESN TR

7. HE{EA
(WPtRERETDER
BREII TR

QAR ETDER
FRESIL TR
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8. Bl1EH

1. 8l A
WOBRWER MRS HONDZENHHD T, BIEEZH5IATV, BENROONGA TS 2 1ET 5
TR VE A TOZ L,

() EXZRIER E N EARE K
RESN TR
@)D DEI1EA
11.2 ZDHDEIER
0.5%L4 0.5% R 7ii B A
MR N o R fEE 2 1.
ol 2 DR i, B
H ke T, . RS L
Bl R
— iR R EE KOS TE B AL S (&9 . L M HE | PR, R E AT PRER R

ERALODYR e

BE, N HL, JERRSE)

HE

JTRRE R PR

JITH&RE 52 &

GE | T ORLE S BHE

PRk, BT R

W R AR AT

CK_E5-. ZHBRPIAEE
JIES S HE 4 0

IKIEEYARE AR M
IMREEEETUHEE, JRPEA

Btk JREPE Y LE L H N
R R O i BRI
B A T B OV AL 77 PR L e BEHIRE . 158 m . PUR
= P, R, A 1IR T
PRI E JEE SRR, SER
Fth S ABRIE
EE R R O e ZHEALILE
R B K OV RR R 2 1B ME SV S, K RBES b AGE R
FERE B OV T AL b B MR E . KRE 1A
K, RIELb, #=fE
Ifn A B WAL
JEGIE K OVE AR HUE AT NT P
< >

AFNCHEMUIZERARRBR([ENTEBLIZmaL AT — VIE, FEE RSV AT 11— VIE~T 24 7R 3
B G E T3 A K OV AR BR R RRBR (1238) 8| 58 TUAH K OVES IIURA (IR S ) R 01488 -3k (14F) 19 K
RS aL AT 0 — VIVER TG R EE 2R LU EBRIERRER'Y | R ORFF AL DB E S/ =
VAT m— /L MUSE B 2k G & U7 85 AR E SRR BRBR 1 19 11238\ AFID RG-Sl B AR NGH625611 0t
HENBIEMZ, TOFRBSELLBITRRLT,



VI ¥£% (ERLOIEF)ICEETSER

SEIERBE—RRE
TH H B EIVE I S8 B K O AR A S —

2RI S 625

RIVE R BUE B 6815

EIIERZBLR 10.9%

BlEFADIESE FIRGI% | FHIEE (%) BElEADIESE FEGIE | FHERE (%)

(R ANINZAE A 2 0.3 R R O AE E E 9 1.4
E=qiiil 2 0.3 B R I 9 1.4

Ot 2 0.3 TH B SR B OV A i i 15 2.4
D I 1 0.2 77 PRI 5 0.8
E 1 0.2 iES 4 0.6

B Wl & 4 0.6 il KT 2 0.3
T 2 0.3 VU 2 0.3
537 1 0.2 RAfHim 1 0.2
T b 22 1 0.2 i 1 0.2
BIEFHIRE 1 0.2 O fie A e Je 1 0.2

— e - A By R OV G-I DK RE 12 1.9 P R 3 0.5
TSR 9 1.4 GIEpE 2 0.3
e 2 0.3 TR BIURR 1 0.2
9 1 0.2 T e 1 0.2
KA R 1 0.2 RHRSE 1 0.2

FHREE R e 6 1.0 B R VLR R 1 0.2
JF Rk BE R 6 1.0 AL LA 1 0.2

B, & OWLE A OHE 2 0.3 W g B0 K OVl e 2 0.3
BN 1 0.2 MBS R 1 0.2
e 2 1 0.2 BT 1 0.2

R R A 13 2.1 FZRE B OV T L b 7 1.1
H 7L 7 T RARSEF—E RN 4 0.6 355 2 0.3
FHEN IR PR P R N 4 0.6 E-q77R2 2 0.3
KL EYAE A 2 0.3 FEOFENE RS 1 0.2
PR 2R B B 2 0.3 R &4 1 0.2
M/ R TUAE 1 0.2 &L 1 0.2
FRAEYLE L HEN 1 0.2 I 2 0.3

AL 2 0.3

MedDRA 21.0kt Ca—R{k



VI ¥£% (ERLOIEF)ICEETSER

R, B
K TPRRL
<HE>

BAEE RO EEZIBME GNEANT —22ate)

OHIE, BESE K ONFAINOA B4 0 O B E AL

EHEYAREHIL A TH—IL (low—density lipoprotein cholesterol : LDL-C) 374" )L—7 Bl < K328 >

oS B EELRE B/ eVl S5 [ F BL=E (%) ]
EaLATa— L MERE (FREE IV AT a— L IUE~T 2 SRR E 25 T) O H A ANEM
LDL-C HRBROFEY VB (gl BRI Y | 247 B DAK: GF B Bfikisc 1)
YT N—F 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< 40 mg/dL 165/348[47.4] 232/313[74.1] 8/25[32.0]

LDL-C=40mg/dL 33/ 59[55.9]

45/ 56[80.4]

14/45[31.1]

JRSEAE e i HE K VR B U B R E A 07 m— VSR
LDL-C BB OF5 V(B BRI Y | 248 B DARE OF & ke )
YTIN—F 2,017/3,946[51.1] 1,946/2,976[65.4] 850/1,675[50.7]

LDL-C< 25 mg/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]

FitEEaL 27— L ERESES KRB O/ a— L ER]

FhEEEaLV AT — VIEREEASIRRE 2R E U5 T /MR ©
<. LDL-C<40 mg/dLIZEIZEL /= BE T DTN o722 805 7 70— AT I I L TR0,

L, N—RTAUEOLDL-CIEEE AR FERF I

a) 2011023155k (YUKAWA-150%) /20120122505 (YUKAWA-2308%) - ANHK 70 313140 mgZ 23 [

420 mgZx 4B 1B, 123 [ 2 T 4% 5,

b) 20110110385k (OSLER-1785%) /20120138385 (OSLER-27X5%) : #1140 mgZ 23 812

b+ R YRR IEE R RO G-

¢) 20090158358 /200901593 5k (GAUSS-1385%) /2010115435 (MENDEL-1

1A X 13420 mgZ 438 I

IZ1EI&H DV NMF280 i

iE)an

BR) /20101155708% (LAPLACE-155%)

/201101093 5% (DESCARTES 2 Bx) /20110114348 /2011011535 /201101163 5% /2011011734 5% (RUTHERFORD-2
FRER) /20110231585 (YUKAWA-17RER) /201203487852 /20120356 75k : AHKI70~420 mgZ Hila| WIXKE K T# 5,

d) 20110233705k (TESLAGER) /2011027 1585% (TAUSSIGERER) : A#1420 mgZ-2 3 13438

() AAITHRRS N TO D HTE L O S

Z1El, A RSEER B T 55

[FEEE IV AT a0 — VIIE~NT 2 AR & B2 L AT 10— )V ILE : Ll% BAIZIE=Rers~7 (B Fffz) LT

140 mgZ 2308 12 1[5] X 13420 mgZ- 4 fl

CE R P 595 (A —h=

— Y — {3420 mgD4RA MBI

WZABEIE FEEOH) .

FhEtEEalL 27 o — VIUER TSR O8E . RAITT AR ~7 (@l z) &L T420 mga 4B

(1 PG

T2, SRR 072861213420 meZ 258 [#

C1EE F 5 Tx%, 7208, LDLT 7L — I AD#B L U CAKI A T 55

A, s EEL T420 mgZ 23 12

1R TR G5 3AZENTES, | ThHD,

9. BRRERRICRFTRE
RESIVTUR




VI ¥£% (ERLOIEF)ICEETSER

10. BAEERE
RESH TR

<BE>

BRIGE A (BU) OURAESCEICIE, LT ORRE RS D,

L3 —H 420 mg/ H £0H300 {5 RTEE (AUC) IR W T, 81 (W=7 A )V) 12 ER BT 2SN 20>
7

LS =B B G T DRI L OOV, BB 505 A . MG U CRE IIRMLEREN
HLDNDORETHD,

1. BALEDIEE
14 BARALDEE
(LR —H 2 FiE140 mg <)
141 ZEFIZERIDZRE
14110 F GR35 R L 7OREECERIBICR L TR 57528,
14.1.2 LLIRES LR L,
141.3 NEWE BHRICIOMERR L, 26, 1220, FiliEm DGR DDA LN L,
142 ZEFIIEBHOIE
1421 2 FIZORBHT5Z L,
14.2.2 FEHERALIE ERBEES, H’EQBX IXRBREE L, [Rl—3AL~D AR B G- 134T D72k, BFE MUK
TR Z A PG FEAR SUTREAE L QDL ~DTES TR T 2L,
14.2.3 RAIOEREHHN—1T, TV A — KR E I /[ REMERSH D RKIRT NTGT v 7 RA) N EF ST
W5,

(L R—=H BT 1420 mg A —h=F—+—]
141 BRI S/IDFE
1411 BEHRTAGFEEE | L L7ORIE THRIRICEL TR 593528,
14.1.2 LIRED L2 &,
141.3 NEWE HHICIOMERR L, 26, 1220, il 058 Do GA 3 H LN b,
142 EEIIZREBEOZE
1421 2 FIZORBHT5Z L,
14.2.2 JESHPALIE RS B I HREREAE L | [Rl—OL~D AR B G- 13 TN & B2 DU
TRl ZA PG FAR TR L QDL ~DTES TR T2,

< iR >
14.1.1 MIRICEDRPUEAE LS T2 D10, AR T BRI LT REECHRIRICR L T D& 5352 03 HE
xns,

14.1.2— BT, JREDIZ L X IE D SLARKE | :%2*&.“%526:&753‘%%%@5@\ AFNEFLLLIELEI LR L,

14.1.3 WEWZ HHIC KO L, ABIDNEEN Q2D RO E M (220, BiEM RO SN 5A 3 %
Hikd 52,

14.2.1 RENIZ Pz THZLEL, ZOMDE R TIIE G- Lanae,

14.2.2 ARANOVESERALIE ERBEER. BT I R BRER2NE LD, BHARICIE— EBAL~D KAE G131 Th 72
&, Fio, ARANBE GRS B G- 5L SR FRD HIVTNDD T, BRI R EZ A, 15, Rk
MAITHEFREL CWODENLA~DTEFH IR T D L,

14.2.3 =D I
KRENDEFE I S—1X, TT VI A E/LTNDTD  TT v 7 ARBUE DBEEREH D T ATREE 0 H 555
B R —= DD DNIAFN O G LY, TUAX = e NBIAZENHLDOTHETDHIL,



I 24 (FERLOIEF) ICBETSER

12. EDMDEE
(DERERBE A <& S<RH#

15. ZDHDEE
15.1 BRERfE ARIZE O IER
Bl AT a—/VIE, FiEM STl 2T 0 — VIE~T a A R BRE 1S5 A E N T E G L7 R
BRI BWT, flodiar~7 HiRo A %2 Eh L, 555014 2610. 4 I AFN kT HHioRiRu s~
THURD RO BT, FEMEE L AT 1 — )V IERE SRR 2k 2 AR R ER 99 (B AR NT
Bl ETNIBW T, PloRur <7 HiiRIEEEd S oTz, FRPUAD FEA TV TN oORBRICE

W THRD BN T,
<S>
HRFFETORKRB CHRBL oAy~ 7 HURD FEEITESEFEHEL,

(2)FERGERRABRICE S<1EHR
BRESI TR



X. JFERERHERICREI STHA

1. REHER
(DENFEEHER
VI AL B I H ) DB
QRSB HER
. T/ R | BGR | B ik e
PR #ERin) | B | (me/ke) PR
DR B OAREE | 8 R /S5 A— | T/ , o
7805 00 70 S0 3 | 0 ok (T | =g | Lo gop | BEEE
(FUAR—RR) | BYAROBRRE, (MR | [ 4] PR TS

REDIMOEERER
AL

2. BB

(DEE RS HEHER
ARl

<BES>YI)L NDAZ—

TRus~T OHEE G EERERIL ML TRV, I =AYz mRrs~7 300 mg/kegk HAIFFIRN £ 5L
7o MR PREERY | U NLAS — R N =T A PR ns <7300 mg/kgE CTh TG LI-IEHR 530
FRERY DA 554128V TC, Ak B0 R EITBES o T,
(MIX. 1. (2) ZZAVEIRFRER, 2. (2) KIEH G- ERER OTES )

QRERGHEHRER®
B TE/ R B Ge (B 54H ) BE5 & TR B
CMER 0/ BE] P 53910 LRSI ] (mg/kg/[H]) [ e 2 ]
INBAL— /T =T )T | R ERRIZLE) .
CHERE 4307 28 F S L1638 0. 30, 100, 300 Rt 300 mg/ ke
INDAZ— [T — )T YT | T (LEREZ1E]) _
e 26 50 A B 0. 100, 300 WERE - 300 mg/kg
YL/ =T (P T (A1) )
i 45 638 [ 213 03,30, 300 k300 ms/ ke
U = % B2 (LA 1E) )
(iR : 6] 60 11 25311 0.3, 30,300 k300 ma/ ke

Vv / = AP

BT (2 Rz 18]

e 4 3~5] S0 18 L4 A 1) 010, 100 HERE: 100 ma/ ke
A xRz &2F | a1 A 1E]) 0.5 MERE: 5 mg/kg

QBrEECEHEHER

M ER L
(DA RERER™

S S BERYE s
[HER: n/BE] i L PR
/:;fzxvé;“_‘//w?‘/ %E?EEZ?UE) 0. 10. 30, AEPER 5 RRICHE N T, SET R OVE
e + 5 60] i - 863 100 mg/kg/[H] BT SUTIEIE S E OB 7L,




X. JFERERHERICREI STHA

GYEERE SRR
s/ R P58 (B -4 ) e b i R
[PER /] P 541 (mg/kg/[m]) Eii s
ZHRHE & OG5 IR £ CO WM A I B 45
/ij&v / BzT(zﬁFaEJ\_llﬁl) i 0. 10. 30 Folfe e (— %73 E) : 100 mg/kg
T F YT i&:&ﬁaﬁﬁzxﬁﬁa ~/§@E~%rﬁ(‘§+5lﬁl) 1(‘)0 YUY | FolfERE (AEFHEE) 1100 mg/kg
(iR - 425 ] B - AR FiT 230 F] ~ AR ~ 75 TR (2~ 3[A]) F, (FI8IIR % 2E) 1100 mg/kg

LTS AR A B ON AR R FE AR 721 (ePPND) 3RS
Wi B D3 A R OV IR O FE TR 3 DI E A E A7 I

BT (23 iz 11=]) AN T 5 Mg A&
B/ 1Bl B i iR20~22 H 50 mg/kg
H=I AV 218l H : 41435 H 0. 50 IEX L7/ IS e R C TR 23
[t (4TH%) < 18] 3EE LI (HEETOERMM) : T, A%6H A O AR R Ak
2 1A (e REF111E]) BT R E IR,

ePPND :enhanced pre— and post—natal development

<HBE>P LW

B =AWV (MR, n=256/FF) 12, =R/~ 70~300mg/kgZ ARIZ1[E65 H R TG L~ KiEE 5%
PERRBRIC BT, AR O & & QYR BRSPS, A RRE ], XU\ A— X Z B3l g nsz
Mol

(M1X. 2. (2) G- FHMRER | DESR)

<BE YHEE > YL

It G L UT-FERRR BRI L FERE L T euy,

H=I APV (HERE, n=455/FE) 12, =RRZ~70~300 mg/ kg 1IN 11638 [ B2 T % 5- Lz S £ 5 3k
Y TIL, 2.55% (ERORILOBRITHYS) OBAME IS, F7, =2 L (GTIRME, n=18/F) 12, =R
Y750 mg/kgZ 20N LA 1 HE T 5 (e kEFLLIED) L-ePPNDEERS) Tl REENM ~DIREEIZ LT,
ERDO~2BRIT S F 24 %I B TR~ 7 DN RIE T IHEN 2 BTSN, W RORBICE
WTh, BB SN ST,

(MX. 2. (2) KB G- MR OHS M)

(6)/3 P Rl 3 1 B BR
O EE o ST e
CHER:n,/BE) i g PR

PNy ST () Omg/nl | RIS A 15 60

. B [A] 1 mL M ETIZFERIZHEER)
[ 51
) W R Y (7 30 4

* k)
Sa—U—TRATAN | R () TSmO L
[H:3] /b

AR DRI




X. JFERERHERICREI STHA

(MEDHD4E%REN
SIS R R
TR T 5 o BRI .
CHER:n/BE] ROE g PR
KO E R, R0~ DI
o RS ~Of o MRS,
W g in vitro Alexa Fluor 488 | "0 i m pg e A
e ey | S | ety | b SECH R, L. RO
FRELTT — \ ;\u;'\ ,(/‘J‘{’J :\\/ . ,\" e
DRARSHLARDLTICHEEL ) 5, 20 pg/ml L BT R DI T (AT
) B OISO TR
in vitro Alexa Fluor 488 ROIEFHT, THRR7 <7 Oiffifd
N —ikE ot 7 . . N (4 ~DFED VB £ -
s GRGRILE | Ry | AR SOROIBESL.
T INT SRR E) S HE | 5. 20 pg/mL, BEBCE RS DA, B O
AT ‘ i e

<BHE IR > AN LAE— YL

SRR A T A2 8% B B E LT FERR R BRI X 256 L T Ru,

INIBAB—ZmRa <7 w5 Ui R R ik, freRus~7 fiRidRHEnianoiz,

iz eRns~7 E K5 UEEERRS VW, mhus~7 &K 5 L2 =249 L 100+ 10T
(109%0) Izhim=Rur~7 FURA S, X R bR e cdh -7,

(TX. 2. (2) AR5 FERER, (3) AFH3 AL RS D ES )

<BE SEEE > Y

N=I AP MR =T e G- LTe 20 O RAZ ¥ G- R BR (60 H FIHLAIR G- O35 A AL F
FG)ZB W THRE ML 72825, 2R n <~ 7LD BB E ST,

(MX. 2. (2) RE# G-t | OIEZ )



X. EEMNFEHICEATSHEE

1. RERX 5

BUR L S—HF 2 FYE140 mg 2, L S— 12 FIE420 mg A —P=R—H—
FEM SICH | AL S S )
) VR — ERT S DI K0 52k
HEhsy  mhnr~7 (Bl z)

2. HhHAR

LoX—HF 1140 mg X : 364 A
LR —H 420 mg A — =R —H—: 367 /]

3. A RETORTE
2~8°C TIRAT

4 /W EDZEE

20. IRV EDEE

20.1 BAEZWET CIRIET D28,
20.2 AFNIAE AR CIRIE T 528, SRR BRI L CTIRIFT 228,

5. BEMITEHM

BB MEREGETAR 720

<FVDOLEY:HY

6. Fl— R4} FIZhE
sy 3 2L

A3 : =BT IT | BANRIF U ANT TN CHNAEF TN T I T NVRARETF U N T I T TIRAS
FLF NI L, T )T 4T T—h, AL ZAFIR FUns~7 | aIZeR

7. EfRREFERB

20154E7 A 17 H [BMEA (EU) ]

8. MERFTRRBEFERA HRURRRS. REELENEFERB. RTHAKBERH

A === —

Hr7e44 BOEIRTE KA H B KRE = EAMFYEIHAFEA A eG4 H H
Z\;_ﬁ&?&m me 20164E1 22 22800AMX00023000 20164F 45 20 A 20164E7H 8 H
LS Y RCTEA20 me 20174E8 F 23 H 22900AMX00949000 20174F11 H 29 H 20184E1 H 12 H

9. hEEX (I EEM, BERUVAEEEEMENDERBRUVEFDAR
NRE AT S — R T (D) 1201946 A 18 H
FiRMEEalL 27 a— VIIE ., &2l A7 12— L ILE

72770 L FoWT iz 756812 RB5,

DL AR ROFEIY AT I3 E
*HMG-CoAiZE TR L ERI TR REA+47 . UTHMG-CoAiE LB Bl EANC L DRI S /20




X. EEMEHRICEATSRE

10. BEERR. AMERRAREABRUZORE
A% L

1. BEEHM
SHER] 1201641 H 22 H ~20244FE1 H 21 H

12, TR HIRICEE I 5188

YL

13. &fEa—F
Z’;%%BZW}MO T8 218940162026 2189401G2026 124889001 622488901
;:;4;;5}21?«;4_20 M8 918940163022 2189401G3022 125791501 622579101

14. R/ FLOEE
(MRRZRICEITSBESIE(REFKAIFE1E Tk285F4H 198, REFHK03315E9E FRi2953A 31

. RER0428F38 Fri29F48288 ., REHR1215%128 F29812A158 . RER0618FETE

$SHxE6H18H)

(LR—H R F7E140 mg SV ~2)

OARANZOWTIE, Fed il AHEET AR T A AR, AR V22T 2B En + oS+ 5%
TOM, ARHFNO B EERIZ T DI ENFFSNDEE U TERT2EE0, BIERNREELZERIC
VBB A L DT LA RE R — B D B A - R R T T 550 o8 E 5L,

QARBA|DONRE W FIT T F M m oL AT — )VIE, 2L A7 a— VIILE, 72720, BL FOWT b G-

THEITRD,
< DMILE AR RDFEBL AT )3 E N
*HMG-CoA& el FLEA THRA T4y, XIFHMG-CoAE TTls# HEANC LA TR HE S/ |
THHZEND DIILE AR POFRIY 2703 E< . HMG-CoAE TolE 35 P E K 0 e Kt B2 AR L T
B0, FTRIEEN BN TORNERF . ITHMG-CoAis JeBE F IR EAC LAE AN B TIE7au
B (RIEAH OBEEZEIZ IV HMG-CoAE Jrli# 54 B E A O H 23 R 872 FB 35 XIXHMG-CoAiZ Jrf# & fH
ERNOME AN ESNDRE) IZIROFEH T8,
Fi- ARF O EOEEIZRBWT, TRFIF 512H7-> L, HENUH EaL AT n— LI ESED
BEARTHLRIFRIEEITV, FICEE R, 280 tho Btk IR BOY R 7 7 77— (BERIE ., & i E
JES) OIS 0B BT HIE 1 LS THDHO T, BE T L TR ERTRE L OREE +/01f o7 =
T, ARFIOF HEEETDHL,

QARBIFN D 5-BAAAIZ Y 72> L, RO FIAZ LN I A E O B CFRd 2 2 &, ARRIF| Ok

FAz M-, #5-BRAARF O 1 S A 2 ORI M = O R EICRR# T H 2k,
DRI DHEE DD, %24 3500 (Tiisk B 7 ) UL T ek BEA | SRtk
7 ERGEFEUSL  6E LA EOBRIRAIMEREAH L, 20O B3 LL BT R AR 2B T 2R IHE
R EA ¢ DIERT ST S 2 f s
A [ERRR RS 6L EOBRRIHEREZ A L, 2095 34 DL EITEhIRAE L 2212 B 3 2 B R A S
A4 ¢ DIERT ST S 2 f s
2) ABUFN O f S B2 L B0 7= > T L7 LDL-2 L 27 10— L DR A B K U4 3% M A 0 S Mt
#£AHR



X. EEMEHRICEATSRE

3) BERIEAIToTCWVDHE, MOVRE ORI T, B, MRS B84 A F6 8 ST R IR | & I SE
LD A DR B O BRI 123t T DIREE LU EA T VD E

4) HMG-CoAZ Ll R L EAI TR+ 072 BE IR 5T 2561213, # 5P OHMG-CoAZ JuliE
ERNOB KRN BRGE, 2B, |HESENRKHETRWGAIL. kKHETHLELHD
RERNEETAY 1 Ar RS N

5) ALK ZHMG-CoAIE JelE R BLEANC LD IEH ) 8 S22 A (BIVE R O BEE 2812 KV HMG-CoAIE Jt
B 5 B E A O 23 A 72 BB UFHMG-CoAR TR L ERI O AN S ESNDBE) I 5
DEEITIE . ATREZRHMG-CoALRE TTEE R L E A A3 e M L 7- B

6) F ML A7 e — VIIE A D BE TlE, LT OO MAEA N SDOYAZ R A DWNTIUTFE S T 50>
(TAZR AT 1IPBTVAZ R AA | ETOIGE S THHDEFEH) .

7 NI B (2 TE S UME NS )T BN IRIE i fiT - & T ) O BEAEE

A FEL U A ZE 0D REFE R

v WEIRI

18R i

F REHEhRE B

) FEMEm ALV AT a— VIELSNA O BT, 6) DTVARZE A7 | BITVATZ R A | ETOWNT NI
ML, HMG-CoAR LR F# L EAITRHRAR+ 072 BE B G556 # 5 OHMG-CoAE i H#
EL =71 0D #5341 R

@420 mgD1[BIF 5-A21THH A L/ S—Y R FHE420mg A — =R —F—&fFiff{ 352k, 72720, FRk304:5

H31HETIE, ARANCE D420 mgD1EI G- 2F8OONLHZEET D,

OOz BT IROBEEITBNTUIR ERRBDOLNIHDET S,

1) FR%294E3 A 31 H BARNCBEICARRIFN D4 5% 52 1T CTODBFIZ OV, EFHEPATARRIF O£ 5
MARFELLLETORITEGRROLNLEDET D, EORE, @FFLE TEXRWIGA X, #ERTD EIBVIR
DOFEIEZ DRI ZEOREMICRE# T LEbIc, 5T ThorE (MG AE | L) KUY
BENIHIO TARMANZ P G- LT A Aftdl 352k,

7 AR O LB A4 72> TE R LZLDL-a L AT 0 — L O A E K QY 3R A D 3
4 H B

A BHEREETOTVDE, MOEREOIRPLUCISET T, JEh, WL B9 2 H8 TR IR . & £
JiE 55 O ML DR BB OO FERR IR 71t T D16 LTS AT QD

7 5 OHMG-CoAiR iR A EAI D4 KON B B b5, 708, 1 H &G 'E0N R KHARE TRV
Al RMAECTHLIELODOE CGEHET D2,

T FiEMEIL AT 0 — ) VILE LIS O A T, D LS AU RO FEEY R 3 E R L7 F R (G
RS L FE O PR AR ZE | AR BRI FR BRI A LI B MBI IS PR L T D Z & LI
ZOWTNDOOBERER T8, FEEOERKT-RROLNHZE),

2) %2943 H 31 H LLRTICASIHI O Ff 238 DERRR R BRI B\ T ARBIAIZ 91D T3 544
BN U7 R IR LTl SRk 294E4 H 30 H £ TORIIHR G-BIAE D b, F7-. B FHITA
AN OGN ARELLLEFTOMITEGRROLNLEDOET D, ZOBE, @%R#E TEXRWEEIT, it
AIOEBVB) 1T HFEEZ 2R M E ORI AR ZFE D b I0, YRR BRI Tofl
HFEERSD T (MEHFEA | Lrid) L O EE D CARRAIZ B 5 U4 A 2 itdli 952 8,

OARBAN TR~ T R-ETHY, L8—H R FiE140 mg ~ D H CEFEZITo TWHEE I L THE

EELEITST5A81, 2R O R E 515 CERL0AE A G788 &5 /R 555975 ) BIFE 5 — R B 2 S i o

#¥E CATFTERSHEEE V), ) KBS TCL01/EE H C MR EE R 2B E TED,

7B, AA|OMEH EOEZIZEWT, TH &R GITIL =T FiE140 mg U ZHWDIE, 13T

WHDT, LX—HEFHE140 mg SV IAZONTE, ERAEE X 0E S TCL01TEE B G i8S

PREHIE E XN LICE BT AL,



X. EEMEHRICEATSRE

DOARBANZ O TIEHHEAZS KR OXF F THHD T, ER S FEX 0E S CI01EEH e
BEEIAZETETAGE . ERSEFEX T 5 CLI51 JTEALSING K O C153) FEAZS S $HINFEI T E E
TERWEDTHAZL,

(L= F{E420 mg A —F =R —H—]

OABANT ST, S FHHEME T AR T A ANZRE N A2 R O VR B A5 s+ s+ 5%
TOM, ARFN OB EZEZ T DI EN RSN BE I U TEA T L8012, BITEANBELZEIC
VB et a L DT LM AT RE e — E OB AN - T R TR 2J0 + o E 528,

QARBF|DhEE S RIL F M m =L AT e — VILE, B2V A7 e —/VIE, 72720, BL ROV b i/
THEITRD,
< MILE AR RO IEERY AT I8 E N
-HMG-CoAR TLEEE PR EHITEEAR 45 . UIFHMG-CoAIE JTEEHE HEANZ L ATRIE /200 |
THDHZEMND, DLE A hDOZEBL 27 055 <, HMG-CoAiE Joli# 35 B E# od f Kt E4 AR L T
BN, T TRIBE R NELN TORWERE | UTHMG-CoAR TR Z L EANC LA NE T TIEZ 0
B (BIEA OREE S IZ IV HMG-CoATE Jr i 3 P55 Al o> (5 FH 23 K 7 B85 U XHMG-CoATE Sl & FH
ERNOERANERLEINDEBE) ITROFEHATLZLE,

F7- ARFN O FOREEICBWT, [AKFIE G ICHI-> T, HOLLD EaL AT a— LILE TG ED

FEARTHLRFFIEEATV, FISEERE, 2850 o i EEBOYV R 77752 — (FEIRIAE & i

JELS) OIS T 0BT DL LS TWDD T, BEITH L CRERIRIR N O EE 312477 |

T, ARAOFEREEETHE,

QOAIA| D 5-BRIRIZ Y 7= > ThE, RO FIA 2 AR BN E O/ B L 52 L, ALK DMk
HAZH 2oL, B G- BB O A 2R A E O M M IR 228,

D RIZHT 2HE% D5 | 3% 47550 (MhEx BT | XX Tt sk EAf A ) ERE#)

7 EAI RS 6ELL EOBERIHERZ AL, ZOHBELL IR e 2R BT DR RS
JE A& T DERT IR 3D i %

A ERREFESE . 6L EORRAMERZ A L, Z0H B 3ELL BIXEhAREE L 522 B 2 B R AHE
FR %A T DERSAT IR 3D i %
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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 Summar

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.

ERADOR ST SigsMER (A —XNSV7 5 8)

g
F—ANTUT D5
The Australian categorization system for prescribing medicines in B1 (202248 A HifE)
pregnancy
<BE>SFEOME

A —AMZU T D434H: (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.

Q)NRE(CE T HECHL
HARDOEAALSNIRA SCED19.7 /NEZE | OIRIZLL T O LD THY, KE L OBINOFF CELIT R 725,

AFBICEITHERLDEE

9.7 INR%
(REMSILRATA—/LIEANTOESA R U EIL A Ta—/LIfE)
9.7.1 /NREZX G LUK RBRII I STy,
(REHEILRATO—/LIEREESK)
9.7.2 128 AT D/ S A% G L UT- BB X E i S TRy,

PREADHREICETSB/MER (KERUVERMES (EV) FXE)
gt FLEA

KEDOWRAS SCE 8.4 Pediatric Use
(20224E8 A B /) 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 as an adjunct to diet and other LDL-C-lowering
therapies for the treatment of HeFH have been established in pediatric patients aged 10
years and older. Use of REPATHA for this indication is based on data from a 24-week,
randomized, placebo—controlled, double—blind trial in pediatric patients with HeFH. In the
trial, 104 patients received REPATHA 420 mg subcutaneously once monthly and 53
patients received placebo; 39 patients (25%) were 10 to 11 years of age [see Adverse
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Reactions (6.1) and Clinical Studies (14)].




XI. &E&H

BRI A (EU) @

Paediatric population

VNP The safety and effectiveness of Repatha have not been established in paediatric patients

(20224E8 H I ) with heterozygous familial hypercholesterolaemia (HeFH) or homozygous familial
hypercholesterolaemia (HoFH) who are younger than 10 years old or in paediatric patients
with other types of hyperlipidaemia.

T E O SCE Pediatrics (> 10 years of age) :

(202248 H i 5) The efficacy and safety of REPATHA have been established in pediatric patients > 10

years of age with HeFH and HoFH. Data on efficacy and safety in HoFH patients aged
10-11 years are limited (see 14 CLINICAL TRIALS).

The efficacy and safety of REPATHA have not been established in pediatric patients <10
years of age with HeFH, HoFH or in pediatric patients with other types of hyperlipidemia
(see 7 WARNINGS AND PRECAUTIONS, Special Populations, Pediatrics).
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