%3k 2018F10 AKET (55 4 hR)
% 20185 8 BERET

HABE PR 5 | 872183 |

= e MERREE]

FRBIX A @ 7 PSR
ey =al VDY Iy E 3
KXy fHT s L
B & AEAG ST
TR EoJEE I OES R
{EFEARR : AMASICFoR

’(’l’E?(?ﬁiOdmg

PARMODIA®TAB. 0.1mg
(N2 71T F—1E)

KB 5 | 22900AMX00581
SEAIDOGR | 201845 H
BRFERMA | 201856 A
] B A L 20174: 7 1

#®2 (KOBEHIZI/ELENIE)

D AF DB LIBBE DR D B % B E

(2 E 5 2 JF i, Child-Pugh /B AICONE D H % B#
HHVIINHEREDO D 2 BHUFREL2 TS BZh0
BB E I AFOMIPEFREN LATE2BZNDD 5,
([ BHRE | OTHBIR) )

QEED Eo SRk EDH L BE (HE: LTiE7 L
7 F = UAA2.5mg/dLEL ) (RERU lFIE A3 b B
ZERDH D)

WDINEDD % BH AR RE SR TWS,)

GVILIE AZIEIR LT B Rtk 0 & 2 i@ N ([HLIG . pEde, 3250
IEA~ORY | OHSR)

©¥YZ7uAE) Y V77 Yy EEETOBE(HELE
1R OT S B | D IHB )

WGy -

1k "= 74 75—1bF 010mg
ABEKFIY, 7 B A AN AT —AF MY A N
tru—2. v kfkedFysFurkiuo—A A7
TYVBI Ay A eTuAT—R  F T VB
MY ZFOV BB K T £ BRVBRILF F v AV
v Nug vy

& omoW

il -FE | A TEOBMAY 74 VAT —TF 4 VT

b & o
EA£71Imm. & 229mm. Hi125mg

k) a— ¥ &owd) 217

e - SR

EoNR I (K2 &)

e R ICEIET B EALOEE) |
LDL-I L A7 0 — b DR R IR ME L L 45— U
LidLliwnwZ &, ;

RiE-RE

AWHVEAICIZNT 7 4 75— b & LTLE0.Img# 1 H2EH4 1
FEOBGT 20 4B El RIS UCETRIR T 2 25 K
RIZ1E02me % 1H2M £ TE T %,

(RE-REICEHET ERALDEE) 3
O EEEDD 5 EH (Child-Pugh S HADKHBEEDO D 5 BH |
% &) LIS EDAEIR OB 5 BHITHS T 58101,
BEIE CCAR ORI E LRT 2 2 Lo (MHERS IR
P [SRMENE o BBR) i
- QB ERRRE O AL & B D BT A (R (1) JOR
L REWEROEBIR) BH H5bhE I LD H DT G
Hlzo TR AOFHEZREL MK 2 LT F= V1l |
A25mg/dLY Lo YA i35 2 Pk L. 1.5mg/dLEL k|
2.5mg/dLAT DY A ' S5 % RS % 2 55
MEZER LT 2L, 3

FRALEOEE
1EERE(ROBEICIEEICRETSEZE)

D) IFEED D 2 BE TR EO AR D H 5 B DR
FMHORELEDDRH SbNIBENDD L. L2 FEED
5 BH (Child-PughZWBADIFHEDH 5 BELR L) TR
AANDOMAEPIRER LR T 2BZN0D 5. ([HEWHRE |0
HZ))

QEEDOFIEEREDD ZBH (ARE LT LT F=
fliA31.5mg/dLEL F25mg/dLA) BT BUE D D Hbh
HIENH D)

QA OBERED D 5 BE AR HME S Twb,)

WDHMG-CoARTTRERIHER (FINAFFVF P T A TV
NWAZF Y TNNAZFUF bY L% ZHRE5ETOBRY
(TMHEAEM JOEBI)

2EELRERNEE

(D) 38 DR A55 7 WA 2 F2 0t U B MR LAE O 75 Wi A3ESr L 72
BEII L TORKRAOBNZEET 5 &,

@5 LOEIRILIERBEORKRTH HBEEELITVHIC
EENREE . BIE - B S o B I OEBEOY 27 7 7 2
Z—ORIRD +aEETH L,

Q) P& 5-r 3 MLIE MR 2 2 Z ISR U A OB B A3 5
NowHicBRRes5E3 k52 L,

@) RANI T BE B O PR RE M AL e B % RIS S & dh D
DT HG TR RE A 2179 2 &,

G) B HERERE S 2 A7 5 BEIT B W T AL Bk 0 AL % £k
5 R BUEE (TREIPER (D) ERZ2EER JOESR) 55 5
bNBIEDNDHBEDOTIGITHI-> LRI OB L R
H LG 2 L7 F = A 25me/dLUL E oA I35
Zhl L, 15mg/dLEL F25mg/dL A D354 i3k i3
LEBoEREZ1TH) 2 &,

sk (6) BRRAEIC IS 2 MR MRA IS R 250 S h B IS A A
LHMG-CoAR LA ERZ AT 2551 BE LR
EBGEVEH SN EICORINT S 2 & Atk
BERE AL % £F ) BB RUFIE 23 S b h 3 v Rt 24
PEHTAEEIR A2 VPEISHEGHIBT A E L BHIC,
SEWI I R RE A S A 920 U 1 BE IR (O O D 1)
DOFB.CK(CPK) FF i R I+ 7 u ¥ v ERIEY
KIiE 2 VL7 F= Y ERASOFREOEZZAD LA
RS A il | s Ry

D AA PG HIZLDL-a L A 7 0 — )Vl LR oW itk did % 72
D 5 PIZLDL-2 L A5 u— iz e MimichEsT s 2
Lo (TERR R o HB )

3.fEER

AFZ, F & LTCYP2C8.CYP2CI.CYP3AIZ X Wt & h

5o F 72 A#NZ.OATPIBL.OATPIB3D I & 4 %,

(N HAZZ BEALENI L)

JH 44 55 BRI - 5 | - ERET

YruaRAERY v BEHINC & 0 ARA o | ARLSEAIOOATPIBL,
(v 54 32v) |MAEH R 2% 15 | OATPIB3.CYP2CS.
(AF—51) L7z O 533 | CYP2CI K IFCYP3A
bo ([EWBTHRE | | OMEERIZE 2 &

HZBM) ZZONb
V77T JERRFEAIDOATPIBL
M77YY) K O*OATP1B3®DH
EEMICX B L%

AbNb,




QBREE(BRICEERT S &)

Bz 756
FEH IS 2

SH 4% FRARREIR - 358 8| B - a1

*% | HMG-Co AR TulE % | 28 4 B ke AL | e B 1 - B Ak

B 38 %0k 9 BERCY B | 1B 5 B IR M A

TINRAYF VN ERDODNRT | HICRERED S

F YL Vo HEEIR (N | s B

YUNZEF VR OFEHL.
T WIS A % F | CK(CPK) L& 1l
F hU YL BREOKRp I AT
vy ERIEONNC
MmE 7z vryrF=v
FREOFKED

JJ:TZ):_&O
70 ¥ FZUVIVERE B & ) ARA O | AZRLIEAlOCYP2CS
¥ MR EEAS 5 | L O'OATPIB1®OR
Lz oMENd | EMEMICLLEE
LHOT BT E|Z20N5,

sy AuTA Yy | HECRBRCIE g o Ccypsa,

HIV7 oy 7 —€ LCRAOREL oy rp1g1 g o

RiL 74 G5 Lo (5] oA TPIB3O Bl 45
D S L ) T

n5,

TNaFJ =) BRI X D ARF O | R HEH OCYP2CY

MAE R EEAS LA | R O'CYP3A @ Fll 5
L OMERD|I2LBEEZDRN
%o ([SEMBIE D | 5,

HBIR)

Ra A oF 2 ittle | ARA o MR | RS X ) A
TVAF T IV | HMET 55 REN: | A3 4 Gl A 1,
JLAFIF BB DT | EF S I AL T

THHAEC | THUEELRD S,
REZ MY Bk % B

T TH L

BEFE L,

TRCYP3AGEEA] | AH] o ML rh R | 7 Al 38 A o B v
ANNTEE Y | DT L AH O |CYP3ADFHEAEH
T/ NVEY — | KRBT LB 1T L ) AHOMRH
v ZNDd B PRESI NS LE
A=t N Abhd,

4 avt ¥

Vv (k¥ b

Ja—VRX-J—

M) & i
4.8EH

R F TIZHEHE S 72 BOR 3R ER IS B Vv TL 11,4186 120641
(14.5%) \ZEIE 23388 & N 720 72 BRI A % 2041
(1.4%) BE R 95208 (1.4%) . CK (CPK) 51241 (0.8%) % T
B o 120 ORFKE)
N EXLEER
BB BARE CGREAD]) © W, &, CK (CPK) L5,
MR ORI+ 70 e v ER 28 e 3 5 R e
BdHSbh, 2RIk TABA L0 BE L FREND
LbNAILERHEDOT.COLEI BBAICIIEL IR
ik ULl 2 s 2479 2 &,
(2 ZDOEIER
KD & D REWEH 5D 5235412 RIS U TR
BAERATH S &,

1%L L. 0.3~1% A

AT JFFESRESR R AST (GOT) 154,

Bt L ALT(GPT) L5

PERIRCE(LZ &) |CK(CPK) L& 7)) anz
rav v RLEY RE
HEM. I+ 27 ey 8

0 iR A

z O

5.5HENDERS
— WS T AEMEGEAME T LCTw 5 o T EMEH B
HMELZEA2 B L e s MECRG T2 &,

6.0 . ER  BRILFEANDRES
D SOIEHR LT W AR O H 2 I N3R5 L nw
&o Ul OP 5T 2 R L T, )
QEATOBANCIZHZEGT LI L 2T R 2 TR TS
WECRRAL MRS sk, (BWEE(S v b)) T
FAOBITRHE SN TW5,)
7. NREADHKE
AR A B 2L S VR SNBSS B e Al i A
LTV (TR DS 22\ o
S EALDEE
WHIZZAF R PTPREOIHKAIZIPTPY — F2 5 L TIR
HET5E5%ET52 L, (PTPY— FOBMKIZL Y TSI
TR AT A L EICI3 L2 B 2 LTtk e S0 i
ERaPHEZIRT A EARE SN TVS,)
9. ZDLDEE
< A DHAFEERE (0.075me/kg/ H P _E) TIFHRE & O
T T B JEE D FE B D B ASZRD SN0 T v F DB AR
Mk (HE0.3mg/kg/ H DL L Milmg/kg/ H BL_E) TR K
OF IV SHI0 e M Ik e T P M Mk e o 0 M I e R B 5 A
T4y MR B O LS B R B 08 b Rl N T B R o> 7 SR
DEMBRD Sz,

EYEHHEE
1.MFFRE
(1) BE 5D
ReRE 3 N B3k (16450) 12 AR H#10.1mg 2 22 I Iy HL R T 14% 5 L 72
& E OB R OB ST 2 —F BIRT,

(ng/mL) 2.5

FHfE+HRERE (n=16)

R~ — Ui A < SR

0.5

06
0 3 6 9 12 15 18 21

w5
MO AT VRN 350F 2 Z2 0 M I R 118 55 o0 M B8 i L4 S

# O AR 31 B 22 I R L 15 5 D S B RE S T X — 5

24 (h)

Cmax AUCo-inf tmax t1/2
(ng/mL) (ng-h/mL) (h) (h)
1.82+0.54 5.75*1.50 1.50(1.00,2.00) 1.88+0.31

Cmaxs AUCO0-ints t1/2: FIAH + H e {5 7

- IR (/ML 55 KA

n=16

(2 R1EH#REY
e e R N I3 (8451) 12 AR #10.2mg/ H X 130.4mg/ H % 1 H2[0]
W2 TS 7 H BRI G- L7 & & o518 07
HHOEYBIRE NS X — & 2R3 MHEhikEI2H H TR
FARRBITE L 72 AUCO- < 1283 2 REARE (B 505/ 4)
[ % G- | S + B ) 13, F R F11.0997 = 0.0688
11169+ 0.1814Tdh - 720

ORI BT B AR 1 G 1 O EYBE T X — 5

ey " Cmax AUCo-« tmax t1/2
g | 1doi= | 4884 2,000 _
02mg/H 0.249 1.201 | (1.00,3.00)
1H2 sy | 1593% | 5404% 2000 | 1528=%
0.366 1515 |(1.00,3.00)| 0402
g | 2968% | 10975% | 2000 _
04mg/H 0.905 2335 | (1.00,3.00)
1H2W iy | 3572% | 12207+ | 2000 | 1708
1.021 2900 [(1.00,3.00)| 0.158

Crmaxy AUCO- 7 « t1/2: X4 £ B 25, — (5iihe g
tmas - FYLA (J5e /Mt B K fif)

n=8



R EEOFEY
fRERE N B PE (1661) W2 AAO0. Img % M RIS Lz &
&2 5T 2 B O Cmax L NAUCo-t D # i
SEEE O B [90% 12 X W 113 0.873[0.803,0.950] & 150911
[0.863,0.961]1 Td - 72

2.0R4RY

AR DMK N4 F T XA FEY T 4 13615%Tdh - 720 FHEA

F—%)

3.MmFFHFEAFRY

AAlOE bR AR GFI399% D ETH - 72

44859

D EHEE NICUC-RY 7 4 75— P2 HERRIIHRG L &,
ER M RBWIEINR Y VNIRRT Y A VR ik
DTN A YBRAEERENET VEVEOREW TH - 720
HEANF—2%)

@Q~<74795—1MIZ.CYP2C8.CYP2C9.CYP3A4,
CYP3A7.UGT1A1.UGT1A3K FUGTIA8DILE TH 5
(in vitro) o

5.5kt

DR ANICUC- R 7 4 T — B HERIIHRE L &,
B 5-216¢ 1% F TOIR B TP A~Pe 5T e 0 14.53% B Y
7329% %5kt S 7z BHEANF— %)

@~=7 4 77— Mix.P-gp.BCRP.OATP1A2,0ATPIBI,
OATPIB3.OCT2R.O'NTCPDILE T 5 (in vitro)

6.Z=MEEER

WMy 7aAR) Y V7 7YY ZUu¥ FrLLV, 75 R
a4 UV INAFI) =N . IVITFT L I T7Y)ED
PEHID
FERE N (FREL) WCARH) & S FE3EH 2 BE AP G- Lz & & 38

)V 7 7 V¥ VRS R OARK B GRS ) 7 7 v Y VR
5.5 D ARH B 5K 0 Cnax B 08 A UC0-int D B AT 34l 0 e [90%6 42 HHIX.
]

b)AUCo-«

¢)3~9H HIZPTINR(Z 1 b1 ¥ ¥ ¥ B8 o BB I ) 251.2~2210 7 5 &
I PR ZFE U100 HUREIZPT-INRAS1.2~2212 % A MR 285 L
72

MPT-INRROPTOT VT 7Y ¥ WAE T G- W Ak 3 2 AH BF i A% -
WE D d5e /N — 3 e [90% 45 M IX 1. 1.0196 [0.9878,1.0514] (n=19) J&
0°1.0191[0.9869,1.0512] (n=19) T - 72

T8) ARH ORR S 7z i F AR 1E0.1mg % 1 H 2881048 5- 3 K11 0.2mg

Z1H2BITH %o ((Hk-FR | OHESR)
(2) HMG-CoA MR ol % FL 38 & o PRHo
RN T (BRI % & E) 12 ARH] & HMG-CoA s TohE %
EIEGG L2 & EYWHB T X — 5 ~DOEBILR
ROEBYTHoT2
R OAHEBEHAZ PG Lz EOEYTRE S 2 — 5~ (S
ANF—% %t

WEEIRT X — 5 HEANDBBEIREDEBY) TH 72,
FOARH L KA RIS L2 L S OBEWTIE T A — 5 EA0 B G

BEATEIS MO I [90% 15 BIX ]
g | PP T AR WIE 1 (g 1/ i )
D% | g | mhw | w% - -
Cmax AUCo- 7
ES] 1.166 1.098
(n=18) | [1.069,1.272] | [1.016,1.187]
7 MUN
1.032 0.934
. | 20mg/H | 04mg/H | A ¥ F ¥
TRAS T | 1Rz | (ae1g) | (096011091 | [08511.024]
AYF v
7HIH 7HIH AN E
7 RN 0.875 0.784
2% F > | (082609271 | [0.736,0.836]
(n=18)
ESH] 1.230 1125
(n=18) | [1.090,1.388] | [0.997,1.270]
PZAS
0.858 0.846
I 20mg/H | 04mg/H | A ¥ F
;;;\y 01E | 1m2E (n=19) [0.660,1.114] | [0.722,0.992]
THE | 7HE oo
2FFvA— 0626 0.405
TUT7 YK [0541,0.725] | [0.345,0.475]
(n=19)
ES] 1.061 1122
v ys | 4mg/H | 04mg/H (Ij=18? (09701.160] | [1.041,1.209]
REF¥ 17?;,15 17%25 ;f; N 1011 1.036
"7 7 | [0973,1050] | [1.007.1.066]
(n=18)
ES] 1.058 1.057
- | 20mg/H | 04mg/B | (0=18) | [0964,1.162] | [1.013,1.102]
7770 i | 1nzm 5%
2rFy |t 777 1107 1065
7HIH 7HIH Ay F : :
_ [0.9081.351] | [0.9221.231]
(n=18)
ES 1.181 1.207
. | 60mg/H | 04mg/H | (@=18) | [1.080,1.290] | [1.144,1.274]
ORI T .
AyFY 7nn 0989 1151
7HIH 7HH Ay F - :
_ [0.790,1.239] | [1.057,1.253]
(n=18)
ESH]
1.106 1.110
(ﬂ_})\‘ [1.048,1.167] | [1.046,1.177]
— 20mg/H | 0.4mg/H n=24
25y | LHLE | 1H20E o AN
7THIH THHE | 255> 1.092 1.025
FHEA. | [1.016,1.174] | [0.964,1.091]
n=24)

7R IT B E RUFTRE B E TCOEYEED

ANF—%)
BT D H[90% 45 X 1]
e | DRI AL B e e R )
e
Cmax AUCO-inf
89644 139947
P/A=YS 600mg 0.4mg
. . : A# | [75151,106931] | [12:6175,15.5223]
RS
Ry ¥ Hiln| Hifn| a4 =12
9.4336 10.9009
600mg | 0dmg | | 1o 36961064191 | [9.9154,11.9844)
Hiln| Hifn| - _
U7y n=20 n=17
ey 6010;“1‘*3[;]8 0.4mg 0.37922) 0.22212)
B A#|0.337804257] | [0.2065,0.2389]
VO ) g o n=20 n=16
HUphPe 5.
300mg | 04mg 14855 23728
Hifm] Hifm AA|[1.3915,1.5858] | [2.2473,2.5052]
. 4HH 4HH n=20 n=20
yav Ky T
L 7?‘3%51 04mg 1.3415 20876
B A# | [1.2583,1.4302] | [1.9811,2.1998]
SHIM | 7 n=20 n=20
5~9HH
- 1,000mg/ H 24246 20975
1
77020 b | A | (2163227174 | [191582.2964]
SH I n=18 n=17
400mg/H 14409 17891
K /’"jj 1H 1 Ogrlrﬁ_‘lg A |[1.2899,1.6096] | [1.6638,1.9239]
11 H R n=19 n=17
05mg/ H
(i E ZE:E)' O'fg‘ﬁl/ﬂu 10325 09463
SEEDM \ I7%32([09511,1.1210]| [0.9090,0.9850]
025mg/H | 6H 1o Sl
1H1E [11~16AH
16 H [
5me/H R 1.004 1.029>)
TH1EL | 04mg/H | 5y 5 | (09721037 | [1004.1055)
gy (L 2H )L 120 n=19 n=19
MRS | 8HRY 0929 0951b)
S-7 v
LHIEH4~2THHE] > | (088909701 | [09260976]
21H A T n=19

BRI F o B O I 28 B 12 A1 0.2m g & Bl 1% 5 L 72
LEDONBREIEFHZ T2 EWER T X —F DI RE
DEBYTHY . TFHEREIER HTE & R U TR
O BB CIIBREORIMA D SNz,



JHF B RE IE 5 #F (n=8) W2 303 2 WM I A8 5 B O IR R 5 B D Comax e
O AUCo+ DB FI Mt D L [90%6 45 MR IX 14 ]

Cmax AUCo-t
R IVG - R 1.198 1.194
(n=10) [0.819,1.750] | [0.836,1.707]
TRE O R 2 I 2 T 2.329 2076
Child-Pugh%#HA (n=8) [1.561,3475] | [1.425,3.026]
TR O P2 I T 3.882 4.191
Child-Pugh%-#iB (n=6) [2520,5.980] | [2.790,6.294]

8. BiREEREE TDEWENEY
ARl e S (R E L oo &5 JE L e B SLIROR R AN 42) 12V A
0.2mg7% HLIREITH: 5: L7z & & OB HEEIER 21203 2 5 H)
BRI A—FDHIIREDEB) TH ) ERMBEFHREL L
LT AR R T BT IIR I O WAt b 7z 8 TR
AERE 5 DFEREIARA L 72 IR R O MNZERD SN e o 72,

FOBEEREIE R BB (n=8) 1243 % K AR EBE D Cmax L NAUC0-t D
BTV 0 L [90% 15 HIX 1]
Cmax AUCo-+t
T O W R e O < T 1.644 1.629
[50=Ccr<80mL/min] (n=8) | [1.155,2.342] | [1.161,2.287]
P A5 R B e o T 1.093 1.154
[30<Ccr<50mL/min] (n=8) | [0.767,1.556] | [0.822,1.620]
15 R e o 1.545 1.296
[Cer<30mL/min] (n=7) [1.072,2.228] | [0.913,1.841]
KIEAEHBE 1.258 1.607
L pEAT CH#E ] (n=7) | [0.872,1.813] | [1.131,2.282]
BB R R

1EI/IET /7175~ b EDEBIRIHERY
MU Z Y &5 4 F(TG) A >HDL-2 L A 5 a— VK {E %
R IRE RERE RIS T T R AF0.2mg/ H X1Z04mg/ H %
1H2BNZ T Ty BB bt 72 2 74 79— A 7k
100mg/ H X 13200mg/ H ($£#180mg/ H X 1%X160mg/ H IZH1Y)
ZIHINSIERIAMELS L L & 2ERMETGELR I
REOEBYTH Y AFEEDOT T 2 REEH T 58,
A#]0.2mg/ H FU04mg/ ABEDOWAL 7 = 7 74 75—+ A
7N 200mg/ HEESK S 2 FEH 5D H iz,
F£ 7T R KRB L ARAN KT R I TG

PR Z I I35 T GZEALERD)
BOZEBERILETG | x—=254vb0 | 772 KED
N=A74 ¥ (mg/dL) | gfbk (%) | B 0% (%)
A A 2775 _
346.1 £130.9.n=43 [-11.783,6.233]
AF#10.2mg/ H -46.766 -43.991**
367.2%+153.6.n=128 [-49.985,-43.547] | [-55.455,-32.528]
A#)04mg/ H -51.902 -49.127"
362.6 = 158.5.n=84 [-55.841,-47.963] | [-60.922,-37.333]
a) P £ B

b EHGRIZONTR=2 54 Mz AR E L 3% 58,10, 1208 % # h &
Ui & U7z 0 ol U B 3L 5380007 (R#10.1mg/ H B 4G R 124 W
L72)

)t/ P [95% 15 BIX ]

d) I/ I AR 95 % 5 BEIX ] ** 1 p=<0.01 (Dunnetthe)

EOAHEREWIMLT =7 7 4 75— b AT RVEREOEBEIGMETG

2L
ZE IR L% T GZE L3
B WokE7 =7 4
BOZEBERITETG | R—=254 50| 75— h T
N=274 ¥V (mg/dL) | 25k (%) | 200mg/HEOLD
BALHRD7(%)
A5#10.2mg/ H -46.690 4844
367.2%£1536.n=128 | [-49.904,43477] | [0.3889.299]
A#10.4mg/ H -51.836 -0.302
3626+1585.n=84 | [-55.768-47.903] | [-5.300,4.696]

Z2 LI T G2 L3R
PG Wkt 7~/ 74
B OZRBRFIETG | R=254 2250 | 75— 17
N=274 ¥¥(mg/dL) |  %{k% (%) | 200mg/AROLD
EALE D (%)
MR 72 )74 75— 38961

A7 v100mg/ HY _
3620 135.1.n=85 | [ 12230-34291]

b7 2 )74 75—k

51531
71 7 200mg/ HO _
34731238, n=140 | ~0+616-18452]
) PRI B

b) EBEGHITOVTR=ZF 4 VMiZ bR E L %5810 128 % # 1 &
LI & L7z 0l U B IE 5380007 (R #10.1mg/ H I o kG R 1k A W
L7z0)

BN I 95 % BB ] S~ —Y v 110%

OWAMLT7 =) 74 75— b H T ENHI100mg. 200mgid. $E#I80mg. 160mg
1ZHHY

F72.LDL-2 VAT 0= VOHEBIIREDEB Y TH -7,

# #EEOLDL-a L AFu—Voifik

AHIHE

0.2mg/H

1314%355
(128)

1432+330
(127)

1478+357
(124)

- 131.8+33.3|149.1+33.3
1280 0 (192)

P + B G 5E (mg/dL) (FI%)

2FMH7 =/ 7 147 5— b &EDLBIREEHER
TGHfliA2HDL-2 L A 7 1 — VKAl % 7R 3 IR 284
IZARA0.2mg/ H X1%04mg/ H 2 1H2[MNZ /0T CTHIA £5. 7 =
7 74 79— M§E106.6mg/ H 2 1H 18] k248 ¥ 5. L 72
& & VBB TCELRIIREDEBY TH Y  AFKHD
Tx/ 7475 — bEEL06.6mg/ HEEZKFS B IELG M58 5

Wit 7= 747
5— bMA TNV

100mg/ H |200mg/ H

1338%359(1338+36.1
(85) (140)

1422+34.1/1365+305
(83) (139)

1482+32.6|1358 =309
(81) (136)

1488+325(137.0+32.3
(79) (128)

AR i

04mg/H

1259+335
(84)

1395+296
(83)

1417+306
(83)

1448+322
(80)

2,

— 2
4 v

RN

1338%339
(43)

1302%320
(43)

137.8+323
(43)

Sl Ik

7z,

F OKHEBEE 7 =) 74 7T — b EEREO 2RI TG L%

- %Hﬁﬁﬂn%m%jb‘%b)w —
ROEEHIETG | xe 2542 hb0 ;5m247§ﬁa
NR—=254 v (mg/dL) | L= (9 .6mg
ZACE) | s tekearse2s)
A#10.2mg/ A -46.226 -6.541
2424 +53.3.n=73 [-50.122,-42.329] | [-12.004,-1.078]
A#104mg/ H -45.850 -6.166
233.3%60.8.n=74 [-49.678-42.023] | [-11.576,0.755]
Tx/)7475—b§E 30,685
106.6mg/ H e -
9356+ 71.7.n=76 [-43511,-35.858]
a) Il + B {35

D) N—Z T4 MliE L L 42 158.12.16.20. 2458 2 4 0 SR LI X L
ot L RAB VRl B T i

IR/ [95%E X ] L~ —Y ¥ 110%

F72.LDL- 2L A7 0= VOEBIIRED L BN TH - 720
F KBOLDL-2Z L AFu—Lodik

AFHIHE Tz )74

75— M
NR—2 54 ¥ |157.8+29.2(73) | 154.0+27.4(74) | 152.6 £ 26.1(76)
438K 1454 +23.0(73) | 144.2+30.6(74) | 142.8 £ 27.2(76)
S I 1454 +24.6(72) | 145.7 +32.3(74) |139.7 £ 28.8(76)
1238 |146.3%239(71) |144.0+33.4(74) | 1436 +£27.9(72)




ARHIRE Tx) 74
77— M
106.6mg/ H &
1638 Iy 144.4£250(71) | 142.0+33.0(74) | 138.8=30.0(71)
2058 IF 145.1£215(70) |143.1+31.5(74) | 139.0+29.4(70)

245 144.6+265(69) [147.0+32.2(73) | 141.4£31.7(68)

0.2mg/H 04mg/H

24381 (LOCF) | 144.7 £ 25.8(73) |146.7£32.0(74) |142.2+ 31.5(76)
TR = BEHE(R 7% (me/dL) (150

LOCF :Last observation carried forward
3.%]]I>1=HTG‘.%‘E%7T<THEE£".%“E§% XK ELE-RBRESR
5&11
TGl %2 7~ 3 07— R FIE R ICAF0.2mg/ H BEA 50
WA 1238 LLREC0.4me/ HVC 8 T RE0T) %2 1 H 20125500 T
AT AT EB52H H G- L 7z & & L 2458 K U528 [LOCF
(Last observation carried forward) ¥:% @M 112 BT 5 22k
METCHNR— R T 4 ¥ (2497 = 775mg/dL CEIH + BEHE{R 7,
BUFFIBE) «n=189) 7 & DEALF L, Z N ZN-48.77 £2047% K
N-4593+2184%T&H 72 F 72 . LDL-Z L A 57 T — VIR —
AT A4 T1193%31.7mg/dL T 1) .52 HFT116.6 £29.1mg/dL
TH - 72 (n=189) o
4 FEMERERREEGH U -BEREEREEWNRE LAEREH
®REHEB®2
2RUBEIRIG & G 0F L7 IR R FIE B 27 7 2 R - A#02mg/ H
(248K XY 75 R HAF0.2mg/ HIZW Y B z) A A
0.2mg/ H X130.4mg/ H % 1 H 21811250 T4 £ XA & 1%52
S HE 5. U 720 2453805 J2 0523808 (LOCF) 12 3B 1) 5 22 [ I IfiL i
TGEALFK I KED EBY Th -7z
£ 7 IR AKH0.2mg/ HE & AH KR 22PN MG TGZEAL R (248 IR

T O°5238 1K)
Y5 Z2 ISR TG L 5D
T ORI TG - ReZFLED| TS5 RED
N=ATA 7 mg/dL) | gfeske () | 2{ERDED (%)
R~ 2A) 24 -10.814 _
e ) g | [-17.933,-3.694]
A#102mg/ H (2458 ~)
2843%1176.0=57 | 92 -46.835 _
HE | [-52.967,-40.704]
24 -44.347 -33534
A#102mg/H JE R | [-51.656,-37.038] | [-45.154,-21.914]
240.3%£93.5.n=54 52 -43.629 B
JAE | [-49.924,-37.334]
24 -45.093 -34.280
A#104mg/H HE | [-52.283,-37.904] | [-45.723,-22.836]
260.4%959.n=55 52 -46.552 B
IR | [-52.744,-40.360]

a) TIMH + R {2
b N—2J A IMli% AR L L 723855 bt
LOCF (Last observation carried forward) #: % @M L 7zo
)t/ 3T [95% 45 WX ]
d) fe/ e PRl [ A595% 15 BRIX ] ]

ERhEIF
1.(ER#EFEY
N7 475 — MIPPAR o 284 L M BIZF 0SB %2 H
W3asZETUEENY 7Y XS54 F(TG)REDK T HDL-
VAT = OMINEONN %R 1010
(DPPAR a 1233 %1% 2. PPAR y 2 O°PPAR 6 12003 51%
PEIZ G < JPPAR a 2R3 2 IR WG EALIE- 2R L
7z (in vitro) o
QN TOTGOEREZWHIL72(5 v Mo
Q) TCOFWHEEZHIET SR (5 v Mo
@WLPLIEEZHMS€72(F v Mo
GLPLIEM ZACHMB T A2KRTFTH 5 ApoC- L
Angiopoietin-Like Protein 3D IMLHEHPHEE %2 47 BT X
NI BT B BIE T (Apoc3. Angpti3) DFEBL % Pl L 72,
% 72 LPLiG T % FE 3 2 a8 IR e o p BALIC b % =
T-(dco. Cptla) DFERZ TLHEZE72(F v b)o
OMIETGZ VT T v AZTLHEERE(F v M),

(DTGEEZKTEEHADL-a VAT — ViBE2HN&EE 5

FHHTHAFGR21DIMHhREE NS 22 (5 v M),
2 EIR(ER

(1) mEFREEETIERS
TN P —=ZHEAMETGIIET v F~NDRIT 4 T5— D
RO G LD HRARAE RS TG EE AT L7z,

(QHDL-O L X 5O —JLEE{ER
EMAPOA- I N T VAV 2= IRTANDRIY T 4T F— |
ORI G X 0 MEHDL-2 L A5 a — Vs ke |k
ApoA- T IREEDSEEIM L 726

Q) BRI LIER™
BIR-BalA5Fa— vz Aaw LALDLZ R AR~ v
ANDNRT T 4 7T — hOROAFGIZ X Y RBIRMN O PR
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B ICEET 2EMEFEIAMR

—fi§% . X< 7 4 7 F — I (Pemafibrate)

1t2%% : (2R)-2-[3-( {1,3-Benzoxazol-2-yl[3- (4-
methoxyphenoxy) propyl] aminof methyl)
phenoxy]butanoic acid
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DF - C22H30N206

SFE 49055
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WERIVAT I FIZETFRT LAY ) —VIZRRBEITR
FLRTE P FY I T — )L (995) I2RREITIC
SV KIZIBEA BT RV,

B & 987C

SERERE (logP) : 4.63(pH2).4.62(pH4).2.87 (pH6) . 1.78 (pHS) .

159 (pH10).1.63(pH12)
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R
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ENd
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14) Fruchart JC. Cardiovasc Diabetol. 2013;12:82.

15) Sahebkar A, et al. Expert Opin Pharmacother. 2014;15(4) :
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16) Pawlak M, et al. ] Hepatol. 2015;62(3) :720-33.
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