20234E11 HEkET (5100

BEREEESSRES|  s2183 |
- S bR

FREE ¢ 34

ARES BR5Rls

%—Hﬁmﬁi’aﬁﬁﬂ 22900 AMX00581 2018461
NYT1T5— R

WS EERERY

’t’bE?(?ﬁi 0.img

PARMODIA®TABLETS 0.1mg

i) EE - EMSORTEIC LYV EHT s L

2. B2 (ROBEICEHBRELEVWI L)

2.1 REN ORI U BBOE O BRI O B % B

2.2 EERNIEE, Child-Pugh B IZCOMMED H % B
HHVITHEHEDOD 5 EH [8.3, 9.3.1, 16.6.28M]

2.3 A 0dH 5 EE HABKARE SN TWS,]

2.4 R UIIFIR L T A R0 H 5 Lt [9.55 1]

25 yruaxRyy, V77 ¥y rEFKGThoBRE [10.1.
16.7.1%:H]

3
3

1A 2N
SRR

G % % 7SVET A T $E0.1mg

H R 5 1% RX<v7475—1bF 010mg

FLBEKRAY, 7T XAV 20— ANa, it
O—Z, gy ruerkiao—2, A57
Y UWMg, b FaAu—A, 7T UEENY L,
WK A, BILF 5 v, AvFooay

& oA

3

.2 HEOMIR

W % % 7NVET 4 7 $E0.1mg

) e | TEOEBAY 74 VAT —F 4 ¥ TET
(¢ HIN .-

/e o e
oVET IE?

o W NN
BEA71Imm, EX29mm. FE#125mg

—

ik Bl 2R SVEFAT 01

4

8

8

. RHEEX IR

SEIE (KiEHzED)

. FIREXIIZNRICEHET B EE

1 LDL-2 L A7 0= VD AP E W ETRILAE ISR L, 45 —3#)
LI L RN L,

2 WO AT I L. SIRIUE OB WAL L 72
BEIT L CORARAORH % EET 5 Lo

. BERUHE

L. AR T 4 75— & LTLEO. Img% 1 H 2[H 5]
ARG T 5. 2B, Fi ERIS U CHREEKT % 25
R EIZ1IMO0.2mgZ 1H2MF TE T 5,

. BERVHABICEET 35

S B R OB L & Ak O BRSO BUEIE B S b b 2 LS
HHDOT, BHIIHIzo TIBEOBEKRIEE AL, eGFRA
30mL/min/1.73m*Ki DA%, KHED S ORS-HE. K
B ESMEOERE 2179 2 &, T2, BAJI®IZ1IH0.2mg
$TET S, [9.2.1, 9.2.2, 11.1.1, 16.6.1B]K]

. BEEREANEE

A B LORBMAEGRIRDOIERTH 2 EFHEEIT V. HIZ
SEFRER, BILE - BRSO R EED Y R T 7 o
¥ —OFEWD THEETHI L,

2 Be G i IR A 2 ISR L. REI ORI R 5
NeWGEIIEEREHEEYS. FIETHZ L,

.3 ARFNIIFHERE S O W A I B2 RUT T 2 e B DT,
B IR A 2 179 2 & [2.2, 9.3.1, 9.3.2&H]

8.4 AKI¥5HIZLDL-2 L A5 O — U li FA-OWEREMA D 5 72
B, PHHIELDL-2 L A5 0 — Ul x R eT 52 &,
[17.1.1, 17.1.2&H4]

9. BENHEZHI2REICHETIEE

9.1 AHHE - MEEEDH 2 8E

9.1.1 BEEDEEEDH 3 B&E
PRGBS EhCTw b,

9.2 BiEEERE

9.2.1 eGFRA*30mL/min/1.73m* RGN BIEEEED & 5 BE
R RRRE DS S 5B Z DD 5. [7..11.1.1.16.6. 1]

9.2.2 BHEEICHT IERREBICEEIROONIESE
AH L AMG-CoAs iR M ER 2 T 2 A1, HE L
RUEHRLVEHB SN IGAICOARPHNTLZ & BHEH
BERETEAL 2 0F ) MBI RRED D & b, R0 2851
W 5%5E0E, AHZ2LEPSHESRBT A E LD, B
POV SR 2 JEM L. HARIER (e, BiI&) 0%
., CKEHA, M LRP I+ ra s EAIEOCIE 2 L
7F = EAFEOFREOEAL RO LA ITE B IR E 2
3528, [7.. 10.2, 11.1.18H]

9.3 FFiEEEERE

9.3.1 EELIFEE. Child-Pugh9$EBRIICOFELNH 5 HE
EHDVIIEEHREDH 2BE
B LawZ L, WEELELLZELBZENMDEH D, £720 K
HIOIMAEFEEN LA 5 BFN0 D 5,(2.2.8.3.16.6.25 4]

9.3.2 FEENDH3HEE (Child-Pugh2EADHBEED H 5 EE
E)RIFEEOBREENSH 2 8BE (9.3 1LY T 28E2KRC)
VBB U CAAOBE A ZEET L2 L, 720 RHOMED
DA EEICHWT 5 2 & FHERREEOREZEHTH 5
PNDLEBENDE DS, T2, WEEDD 5 EH (Child-Pugh
SHADIFRZED B 5 BES) TIEAH O MAE T HEED FA$
LBENDDH D, [8.3. 16.6.28H]

9.5 1113
IR SUOIEIR L C O BT REMED & 2 KPR35 L v &,
[2.4211]

9.6 R3LE
BALBRWZENREF L, BER (5 ) TR ~D
BATOHMEIN TV D,

9.7 /NRE
INBEE R G & U 7oA L O eV F AR & L 2z R AR
FE LTV,

9.8 SpE
BRI EBICHE L., RHE2 Ho g L ar o EEIcHS+
bl ~HRICAEIRKEIMET LTS,

10. tHEER

AFNE, & LTCYP2C8, CYP2C9. CYP3AIZX s
%o F7z. AAHNE. OATPIBl. OATPIB3OREHT & %5,



10.1 GEARE (HiA

LW &)

[2.5.16.7.15H4]

V77TV
MW77vv)
[2.5.16.7.1=M1]

e IR EREAR - f5E ) | B - e
YouARY) v | PEHICK D ARF DI | ARLSEHIOOATPIBLL
(74 3ay) | S 1 L7 | OATPIB3. CYP2CS.
(A —=7FW) EOHED D Bo CYP2C9LUFCYP3A

OEEMICLEE
PRy (W

fEELHEH D OATP1B1
FOFOATPIB3DRHE
ERICE 2 E25
Nb,

10.2 HiRERE (A

ICEBTBE)

0 R % BTG
FTHIENEIL

HHN 455 BRARAEIR - F5E T | B - fERRNT
HMG-Co A G | B 70 B B fe AL | fabriR 7 - BFimeIc i
i S B 3 2 1 ) BRI R | 9 2 B R B A i 1T R

TGRS F|HEHDHSbRRT | ErROLNDEY
YF M)A v HESER (HR
DRZAV. L & E N Wil IRk N
TNNAEF | CKES, M Ko
FrUw L | RpItrues b
[9.2.2, 11.1.1 | Aoz L7
Z] F= v EAEO/
RO EAL % B0
A ITIE BT
HaHEd56ZE,
7UE F7 LV | BT 28ACE | £REROCYP2CS
il VP UCTAH | L TPOATPIBIO [
[16.7. 1] DWMEZERT S| EEHICLEEEZ
ZE, Fol KA NS,
759 An< 4 | PHEOLENLE g o CYP3A,
HIVZ 157 —| e I L0 RIQATPIBIO MMM
¥ WA HOMBHBIED | 1= p 7 e %2 5N 5,
YRk | ERALZEOHE
[16.7.10] | PH %o
TNaFy = |G RA DN | L EH OCYP2CI
[16.7.1%M&] RN EA L | KU'CYP3ADHEZ
REOWEDRDHD, | LBEEZOND,
Waf oF > St | A< i e il | IR 02 X ) A
IVAF T IV | HMEFTAHUREMEDS | A3/ RL SR A IS 75 &
ILVAFIFN | HEZOT, PEHTE | NUIRINAME T 5 % 0]
WiBZid, Wil | fetEhd 5,

FRCYP3AREEFH
AN EE ~
VAR AS A
7 —)
TJr= M ¥
A4 3avF
Fyvwy (k
YheTa—v
Z-J—=F) &
EEp=tTiE

AR O LA e E
AT L. KA D
RIS S % B
ENDD 5D,

kG #E A O iR v
CYP3ADFEEAFIC
L0 KH DA
REINBEERD
nao

1. ElfEA

ROFBWEHDH S5bN D I EHHHDT, BELE IV,

FEDRED SN A3 HG- 2 Uk b % L) R AL & 4T

)&

1.1 EXLEER

11.1.1 R R ARE
CKES., M EPRFPI A7y L%
Hf & T AR RRIE D D b, RIS TAVERRE
SEOBEERFEERDHSDLNLIENRHLDT, DX LY
FTFEB IS 2Pl Lol 2 0@ 2179 2 L. [7..9.2.1,

A i I,

9.2.2, 10.2&M]

CHEEAH)

1.2 ZOOREER

1%L E 0. 1~1%AAi
g IFREAES A AST LA,
i ik ALT L5
CKLEH, Mz +rur
L SR 5P
%M 5. 2%
W ELE D) | 7 a~E 7 1 C 5L,
2 0 FEH ) K FIRAL 1
SR BRI

14. BAEDZEE

14.1 EFZGEOEE
PTPREDHANIPTPY — M 25 Y L TIRMT 5 & 9 45
FT5I L, PTPY — FOBEMICE D, BB R A
FIA L. B3zl E B 2 L CRERT 2555 o B 5% 2 A 0HE % if
BTHLIEDNDH b,

15. ZOOEE

15.2 FEEREREABRICE D < 15
<7 ZADNBANEEREE (0.075mg/kg/ H L E) CTH-HIRLNE K O
BT IIE O FE B E OBSMATRD SN 720 T v b OWAEME
B (ME0.3mg/kg/H U b, Milmg/kg/HELE) TIH-H %
T O TR B . Rl h oM e . WA B M T RN, A 3 5
A 74 R IE 36 OV DRI b Rz e i o> 8 B g
DYEIMATFRD H Tz,

16. ZE4ENRE
16.1 MePEE
16.1.1 B@EES

e R NS PELI6 B AKI0. Img % 2R BRI G- L 72 & &
MR R B OSSR BRE /S5 A —F 3RO EB ) TH o720,
T HE S35 1) 2 Z2 IR B [l 08 11936 15 K D I 458 v it BE RS
(ng/mL) 2.5

1m i

£

e

~

K4 1.5

7 o =

1 FME +HEHRE (n=16)

7

7 1

|

k
;‘)%
= 0.5

0 T T T A — @ T T g
0 3 6 9 12 15 18 21 24 (h)

R

RO TR 330 B 22N HLRAE 15 G- KF D SR TR S 5 A — &

Cumax AUCo-inf tmax tiz
(ng/mL) (ng + h/mL) (h) (h)
1.50
1.82+0.54 5.75+1.50 [1.00, 2.00] 1.88+0.31
Camaxs AUCo-inty tuz @ SFIfili + FEHE (R 75
tmax * FPUE [he/IME, K]
n=16

16.1.2 R1E#HRS
fe e N B PESBINC A0, 2mg/ H X 1x0.4mg/ H % 1 H 2[812 45
TS BRTH B RAERIOHRG- L2 L 20k 51RVOTHH®
BHERE ST X — F IZREDO L BY) Th o720 MAFHILEE 2
HHTE®WIRREIZEL72e AUCe (2B 2 BRMR I (5%
HoRg /o0l e 5, I + B ) 1k £ En1.0997 £
0.0688 K% T°1.1169+0.1814TH - 727,



F R B1F B BRI G OB E T X — 5

s womn] S [ W0 [ T
gE | Lo | dset 2.000 -
0.2mg/H 0.249 1.201 [1.00, 3.00]
W2 ] LB | S0t 2000 | 1528+
0.366 1515 [1.00, 3.00] | 0.402
IqE | 2968 | 10.975% 2.000 }
0.4mg/H 0.905 2.3%5 | [1.00, 3.00]
2R || 3aT2E | 12207 2000 | 1.708+
1.021 2.900 | [1.00, 3.00] | 0.158

Coass AUCo-++ tuz P £ BHEMR . — @ Filed
tmas P [BU/ME, A
n=8
16.2 TRIR
16.2.1 BEORE
TEHERE AN BHEL6BICAKO. Img % HMRE IR G Lz & &, 2%
M52 005 B B AR50 Crna 2 ONAUCo- D AT 394l 0 He
[90% 12X ] 13, 0.873 [0.803, 0.950] /% 0r0.911 [0.863
0.961] TH 72"
16.2.2 N FATNXLSEY T«
TR A B PESFNCAHI0. 2mg % HRRE 13 G- L2 & &, AF D
MX N FTNAFE)F 11361.5%TH - 72" JHEAT—4),
16.3 9%
16.3.1 BERHEEE
RYT 4 75— b MIFEEAREEGFIZION ETH > 720
(in vitro) o
16.4 34
16.4.1 MmiFHRHEY
TR A BPEHNCMC-_~ 7 4 75— 10.8mg™ & HL#E [
el Lz e &, ERMFERICHWIEN Y VBRI D %
VERVBRO 7V 7 a Y BIEREN-BLT7 VE VIROREW
THho72Y HEATF—%),
16.4.2 BT
N¥ 7475 —ME. CYP2C8. CYP2C9. CYP3A4, CYP3A7.
UGTI1ALl, UGTIA3K O*UGTIASDIE TH B (in vitro)o
16.5 Hkittt
16.5.1 Rep RO EhikitsR
HERER A BPETENCMC-R< 7 4 77— 10.8mg™ % W[
B L7ze &, $e52160H % F TOWR K OFE P ~HE 5 U g
D14.53% M U73.29% 05k S /=¥ (DHEIAT— %),
16.5.2 S AKR—%—
N7 4 75— M, P-gp. BCRP. OATP1A2. OATPI1BI.
OATPIB3. OCT2}UNNTCPDIETHBY (in vitro)o
16.6 HENDEREH I 2E8E
16.6.1 BipEEEEE
(1) BFrEnebrEas (BREE, P&, BEUIRMEARS) 306
12y ARHI0.2mgx HEFRIIHES L7z & & OB BEEEIE# #1203
LIRMBIE N T A —F DIIIKREDO LB TH Y, BHEREIER
HREE R LT, B E R E I CIIBEZE oW INA R Sh
7oA, BRERERDE ORI L 2R BE O BINIERD Sk
ot [7.. 9.2. 18]

#F OBHRRIEFEAT (n=8) 1T § 2 & FHRAERE LT O Cna L T
AUCHDEM T39O I [90% 15 BIX ]

Crnax AUCo-«

T B R e e R 1.644 1.629
[50<Ccr<@0mL/min] (n=8) | [1.155, 2.342] | [1.161, 2.287]

R R AR R R 1.093 1.154
[30<Ccr<50mL/min] (n=8) | [0.767, 1.556] | [0.822, 1.620]

1o BE R R B R 1.545 1.296
[Cer<30mL/min] (n=7) [1.072, 2.228] | [0.913, 1.841]

KRR AT 1.258 1.607
L&A ] (n=7) | [0.872, 1.813]| [1.131, 2.282]

(2) FrpkhEREE (SRR 2 (eGFR<30mL/min/1.73m?
ALBAT) T O~ 5 EE B AR RERE E  (30<eGFR<60mL/
min/1.73m?)) 635 M) 7V X254 F (TG) BEORE
FHASEREZ, AFNO0.2mg/H % 1H2WN 4500 T4 120 [ %
H U720 1208BI2 817 5 AUCo- 12D W T RS~ rj 45 Bk gk
RERSEE ORPEATE) 12xhd % e BE BB B RE T O 3 AT~ 2 i >
R OZDN%EHEXMIREDO LB TH Y, BB
EREIIBWTORZEOWINNIFED SNHh o7z,

FOREE~ BT ETE (n=7) (T 2 R EARREREERE (n=8)
DAUC-- DFRATPIFMD I [90%1F X ]

AUCo - DEATFIMED L
[90% 12 HE X [H]]

155 BE PR AR IS A 0.9177
[eGFR<30mL/min/1.73m?Xi3:EH7] [0.6198, 1.3587]

LB, MEEPEYBHE T XA =5 IIREOLBY) TH- 7Y,
[7.. 9.2.1ZH]

#OERRREREE 2 AT A TCREO IR B SR EAE A 12 B 5 BRI 155
FOSREMEENT X =5

Cmax AUCO* T
(ng/mL) | (ng-h/mL)

TR~ P SRR B R R R 2.4483 % 8.6994 =
[30<eGFR<60mL/min/1.73m?] (n=7) 0.9535 4.0397
R R e R 2.0508 = 7.4130 =
[eGFR<30mL/min/1.73m?] (n=4) 0.6588 3.9548
o R R e R i A 1.8798 + 8.4470

LENT] (n=4) 0.5728 3.3054

Pl = B 2
16.6.2 IRBSHF BERUFELBE
BRI R OWFEZ 240, AHI0. 2me e WIRIREL T8 5L
72 & EONFRIEIE R H\ R 2 KW/ $7 A — 5 OHITRFED
LB THY, BFRAEEHHEEL B L C. IR H B R OB
S B BECLRR B O RIATED S 17270 [2.2,9.3.1,9.3.28 1]

#FREREIER AR (n=8) 1T 2 IR B O AR L B T O Crnas
B FAUCH- DM P35O I [90% 15 HX [ ]

Crnax AUCo-+

WM T H 2 T 1.198 1.194
(n=10) [0.819, 1.750] | [0.836, 1.707]

BRI o 128 FE T 2.329 2.076
Child-Pugh%3#8A (n=8) | [1.561, 3.475] | [1.425, 3.026]

FREE I O RIS L T 3.882 4.191
Child-Pugh%-#HB (n=6) | [2.520, 5.980] | [2.790, 6.294]

16.7 EMHEEIEA

16.7.1 >o0QXKY>, UTr EY>, JOERTLIL, 7
SYzZO3A4Y >, Z)aAFJ—ILEDHA
TRFE N VAR & K FRSEH] 2 PRS- Lo & &, YEiE T
A= FHEADWBIIREDEBY) TH-72Y FHEAF—%),
[2.5, 10.1. 10.2&H4]

FOARFE FHA R PNRG Lz & SOEWHE T X — 5 FAOEE
GHEANT— %)

e K| ATISMEDH [90%/EHEX ]
N E S S ity N Ju . m
E'S (B -5 / B A )
i R P < axk
Cmax AUCO*in[
8 9644 139947
vru 600mg 0.4mg -
Ay | w g | [7‘5151,_ 10.6931] [12.6175,_15.52231
n=14 n=12
9.433% 10.9009
600mg | 04mg | e | 15 3606, 10,6419 | [9.9154, 11.9844]
wel | M ] -
n=20 n=17
V77 i
vyy 60{)&% 0.4mg 0.3702" 0,201
W | A% | [0.3378, 0.4257) | [0.2065, 0.2389]
OFE 1 ey 120 w16
A *




- K| BATEMEOL [90%IE X ]
O FsE VR R G e )
R g | s | g L PR
Cmax AUCO*ini
00mg | 04mg 1.48% 2,378
WE | OME | A% | [1.3915 15858 | [2.2473, 2.5052]
a MHH | 4BH 1=20 n=20
Juey 5
a2 7??% 0.4mg 13415 2.0876
W | A% | [1.2583, 14302] | [1.9811, 2.1998]
oM g =20 )
5~9HH ! !
1 1000mg/ 9.4246 2.0975
1
UZ); IR0 Oﬁr[;]g A% | 12,1632, 27174 | [1.9158, 2.2964]
8HHH n=18 n=17
400me/H 1.4409 1.7801
1
7/’_:'; 116 Ogﬁg A% | [1.2899, 1.6096] | [1.6638, 1.9239]
1A n=19 n=17

K RTT4TF— b

a) V77 Y ¥y REESHOARK BB ST 5 7 7 v €Y Y RS
B DOAH A 585 D Conax T CAUCo-ie DT P3G DL [90% 15 HEIX [ ]

16.7.2 HMG-CoARTTERIAER & OHA
P R e N B PRV AR A & HMG-Co AR ICHE R =S 2 5 L
T2 &, BYBHENRT A= NORBIREOLB)TH-
729 BMEAT—7 2 E5T),

FORH & BIER Z PG L2 ZOEWTIE T A — 5 ~DFE (1
FNF—% %&t)

BEHEOL [90%EHXH]
it s | - L Y
i f’f’fi - ﬁlﬂ Wik (B PR -0/ e )
pES N pES N
Conas AUCo-«
A% 1166 1.098
(n=18) | [1.069, 1.272] | [1.016, 1.187]
| 2omg/i1 | 0dmg/ [ 7V zEFY | Lo 0.934
VavIZa
S | 1ngE (=18) | [0.960, 1.109] | [0.851, 1.024]
AYFv
THE | THE | e podsTh
2 0.875 0.784
8 [0.826, 0.927] | [0.736, 0.836]
(n=18)
A% 1230 11%
(=18) | [1.0%, 1.388] | [0.997, 1.270]
oy | 2ma | Otmg/ [ Ay | 088 0.816
Ul oimwE | 1mE (=19) | [0.660, 1L.114] | [0.722, 0.992]
ATFv
THIH THE | vyarsy
L AP 0405
g (0541, 0.725) | 0.3, 0.475]
(n=19)
K 1.061 1122
vy | Mg/ 0Amg/ e 070 11607 | [1.041, 1.200]
NI 0 —
255y CynasFy | Lol 1.03%
THIH THIH
(=18) | [0.973 1.050] | [1.007. 1.066)
A% 1.068 1067
g, | g/l 0dmg/E | 064 1062) | (1013 1.102)
UL | 1R ——
A5y 79525y | LI07 1.065
THIH THIH
(=18) | [0.908 1.351] | [0.922, 1.231)
A% 1181 1207
gy | S0me/H L 0Ame/E ey 080 12007 | (1144, 1.274]
Ul omE | 1mE \
255y TVARIFY | 0.989 1151
THIH THIH
(n=18) [0.790, 1.239] | [1.057, 1.253]
A% 1106 1110
DA Z?Efé] H Ofénzgé H (A, n=24) | (1048, 1167 | [1.046, 1.177]
AFY | e | | BV | L 105
(A, n=24) | (1,016, 1.174] | [0.964, 1.091]

AR RT 74T F5—}p

16.7.3 Z DD
REETXFy v, IVT7 7Y rEERERGFHEG Lz E
& NI T4 7F— MIINLOHERORYBIE LB L 5 2
Lhold FHEAT—%),

) AFORE S NIZHBE R OHEE, 100, Img% 1 H2BIRE 45,
K110.2mgZ1H2MTH %o

17. ERERRRHR

17.1 MR ORLM(CET 2 Kk

1711 BRET/NBT7 =/ 7175 — b EDLBIRERER
TGEAEDDHDL- 2 L A 7 1 — VKA % R 3152 5L i
277 kR, A#H0.2mg/H X130.4mg/H %21 H 2025515 T
AR, MMt 7 2 74 75— bH 7 EM100mg/ H ik
200mg/H ($£#180mg/ H X1x160mg/ H IZA1Y) #1H1H&
BI2EM PG Lz & &, ZBERIMETGEILRIIRED LB
THO. KAKHEDT T R T 2B A#I0.2mg/
HEE R0 . 4mg/ HEEOWMIAL 7 =/ 74 TF = h TN
200mg/ H LR35 RS PEASD b7z,

% 77w AREE L AR SRR O 2R M TG AL

362.6+158.5, n=84

PrEE ZENG IR TGE LY
RIS TG | =254 250 TI5ERED
N—2F 4 % (mg/dL) ZAAbE (%) BALEDHEY (%)
75K -2.775 B
346.1+130.9, n=43 [-11.783, 6.233]
A#10.2mg/H -46.766 -43.991*
367.2+153.6, n=128 |[-49.985, -43.547] | [-55.455, -32.528]
A#10.4mg/H -51.902 -49.127*

[-55.841, -47.963]

[-60.922, -37.333]

a) Pl = B 2
b

ERGRIIOVWTAR=2 T Ve 7 e L, 58, 10, 128280 K LK

ME LT R UIERIE ST (10, Img/ HBF ORI BME L 720)

c
d

/NIl [95% 15X ]
SN FETIE [ AE95% (5 HIX 4]

** 1 p<0.01 (DunnetthiE)

FOARREBELWLT = 7 74 7T — b h TRV EROZZERTETG

2EfL

ERasRiT
KO 22 IS TG
~N—=254 ¥ (mg/dL)

ZEERF IS TGZA LR

N—=RAFA 6D
L% (%)

Witz ) 747
F—Mh TN
200mg/ H#E &
ZALRDE (%)

347.3+123.8. n=140

[-54.616, -48.452]

A#10.2mg/H -46.690 4.844
367.2+153.6. n=128 |[-49.904, -43.4771| [0.388, 9.299]
A#10.4mg/H -51.836 -0.302

362.6+158.5. n=84 [-55.768, -47.903] | [-5.300, 4.696]
WL T = ) T4 T F—
-38.261
N 7 &V 100mg/HY | - B -
362 0+135.1. n=85 [-42.230, -34.291]
Wt 72 747 5—
k4 7% )1200mg/ H? o1.534 -

a) “PIGfH =
b

ERGHEIIOVTR =T A Mg dERE L, 58, 10, 12H%

Mok LI e L7c# Dok LIGERIE 55000 (AHI0. Img/ HBED

AT L 7o)

BT [95% 15 X T ]

FHM~—r v 1 10%

c) WAL 7 =/ 7479 —+ A 7ENAII00mg. 200mgid. §EH

80mg. 160mglZH4

F/72. LDL-a L A7 a0 — VOHERBIZKREDEBY TH o 72
# KZBOLDL-2 L 27— Lotk

o W72 274751
75¢ K A N7 Vi
0.2mg/H | 0.4mg/H | 100mg/H | 200mg/H

N—A | 133.8£33.9 | 131.4+35.5 | 125.9+33.5 | 133.8+35.9 | 133.8+36.1
FAv (43) (128) (84) (85) (140)

LR 130.2£32.0 | 143.2+33.0 | 139.5+29.6 | 142.2+34.1 | 136.5+30.5
(43) (127) (83) (83) (139)

Q3 137.8+32.3 | 147.8+35.7 | 141.7+30.6 | 148.2+32.6 | 135.8+30.9
(43) (124) (83) (81) (136)

L3 131.8+33.3 | 149.1+33.3 | 144.8+32.2 | 148.8+32.5 | 137.0+32.3
(43) (122) (80) (79) (128)

PR+ B2 (mg/dL) (B1%0)



AAFNFE G X HEIWEHSEBE S, 0.2mg/ HHE7.8% (10/128
B). 0.4mg/H#11.8% (10/8561) THh o720 ERRIMVEMIZ
FFBERE AT 2% Cy 0.2mg/ H#1.6% (2/128%1). 0.4mg/H
#3.5% (3/85f1) TH-7210 [8.4517]

17.1.2 EREOIET =/ 7 1 75— b EDLBHEEIHER
TGEfliZ»>HDL-2 L X 7 1 — VARAE % 7R IR RS i B 12
AF#0.2mg/ H X130.4mg/H Z1H2W2 550 CTH#A &%, 7 =
/ 7 4 75— FE106.6mg/ H 2 1 H 1A 248 e 5- L 7= &

ZeEHMIE TCEALFIZRED E B Y TH ) AA KD T =

/ 7 4 77— b§EL06.6mg/ HARIZX§ 5 I EA%ED H M7z

FOAHEBE T2 74 7T — M EEBEO BRI TG LR
ZEME RIS TG L=

EEE A
$£106.6mg/H#E &
DEALEDE (%)

Eiacnid
FOZEE R MG TG
R—254 ¥ (mg/dL)

R=AFTALIHb
DEALE (%)

A#0.2mg/H -46.226 -6.541
242.4%53.3. n=73 [-50.122, -42.329]1 | [-12.004, -1.078]
A#0.4mg/H -45.850 -6.166

233.3%£60.8. n=74
T )T 4T T— I E

[-49.678, -42.023] | [-11.576, -0.755]

-39.685
106.6mg/H ~ B -
ya5 an s | 43511 -35.858)
a) P = A

b) N—=2AF 4 SMEELREE L, 158, 12, 16,
W & L7zt D O Ul B 3655 o i
/N IETEIME [95% K] LS~ — 2 10%

F72, LDL-2 L A5 0 — VOHFRIZREDEB Y Th-o 72,
# FHOLDL-a L AT u— L oOHER

20, 240874k Y &

AFHRE Tx)T47

0.2mg/H 0.4mg/H 10656—]\&% :

.6mg/H#

N—=2F 4~ |157.8+29.2(73) | 154.0+27.4(74) | 152.6+26.1 (76)

43Ry 145.4%23.0(73) | 144.2%30.6 (74) | 142.8+27.2(76)

8y 145.4+24.6(72) | 145.7+32.3(74) | 139.7+28.8 (76)

1238 R; 146.3%23.9 (71) | 144.0%33.4(74) | 143.6=27.9(72)

1638 R; 144.4%25.0(71) | 142.0%33.0(74) | 138.8+30.0 (71)

203K |145.1+21.5 (70) | 143.1+31.5 (74) | 139.0=29.4 (70)

243HIF | 144.6+26.5(69) | 147.032.2(73) | 141.4+31.7 (68)

ﬁ’%ﬁ) 144.7+25.8(73) | 146.7%32.0(74) | 142.2=31.5 (76)
Pl £ FEEEfR A (mg/dL)  (B1E0D

LOCEF : Last observation carried forward

13, 0.2mg/ HEE2.7% (2/7361).
0.4mg/H#:6.8% (5/74B1) Tdho7zo EREMWEHIZZ ) I~

ARG & B EIVEH B &

EZOE UEMT, 0.2mg/ HH#EL.4% (1/7361).

2.7% (2/748)) ToH o7z, [8.4FH]
17.1.3 ENFENHETCEEZ I BERREREEZNRELLR

RS R

0.4mg/ H#f

TGl % 7/~ 3 PR BB F R ICAKIO. 2mg/H (BVREA T4

OiA . 128 UFEZ0. 4mg/ HIS@E TR E) 21 H 21|24
T R T BHS2E MRS Lz & &, 248K ) 052 I
[LOCF (Last observation carried forward) #:Z#M] 128

5 ZEBEEMETCONR—2 5 4 &~

(249.7+77 .5mg/dL (*F

Wil = R, DUFFEBD . n=189) 25 0&fLHEIX, Z
NZEN-48.77+20.47% . 1°-45.93 +21.84%TH > 720 T 72,
LDL-a L A5 a— W fligN—2 54 »T119.3+31.7mg/dL
TH Y. 52K T116.6+29.1mg/dLTH - 72 (n=189),
FIVEHISEBLEIA1331.7% (60/189%1) T - 720 ERFEIEMIX
MBAHET, 5.3% (10/189%) Td - 7212,
17.1.4 ENFEIH2BEERKTZEH U - BEEREREZNRE
L 7-REIR 55

2FUBE IR & A PF L 728
H Q4B L) 7F R 5ARH0.2mg/H 1
0 2mg/ H X130.4mg/H 2 1 H2[m|

|=Y 5l =2 PR

FE-E

SERES- L 7ze 2453888 J2 052K (LOCF)
HTGELRIIRED EBY Th -7,

LTSN
O3 CHEI G 3L 21452
1B B 225 R

JERFICT T LR ->AH0. 2mg/

ESl

# 77 ER-AKH0. 2me/ HEE & AH K BEO 22 M TCLILR (24

SIS J% 05238 )
BT 2RISR TG AL
FOZEE RIS TG - R=AFGALV 95 | TIRREDEA
~R=274 % (mg/dL) | 7 OEALTE (%) EDHEY (%)
. -10.814
TR (~2408) | 240N | . -
! [-17.933, -3.694]
A#10.2mg/H (243 ~) 16,55
284.3=117.6, n=57 Sl e -
SZRF |1 59 067, -40.704]
-44.347 -33.534
I
10 2mg/H 248 | 5 656, -37.08] | [-45.154, ~21.914]
240.3+93.5, n=54 -43.629
S -
OS2I 1t 49 904, -37.334]
-45.093 -34.980
Sl
10 4mg/H 2ARE | [ o0 983, -37.904] | [45.723, ~22.836]
260.4+95.9, n=55 -46.552
Jg = oY —
SZRF |1 59 744, -40.360]

a) Pt = Rk

b) N—=2F A Ml LR L U055t
LOCF (Last observation carried forward) #:7% M L7z

o) /NI [95% 5 HEIX ]

d) /NI [FAR95% 5 M IX 1 ]
AFN PG X B RWERSBHEEA X 77 2 R->AKH0.2mg/H
#21.8% (12/5561). 0.2mg/H#20.4% (11/54%1). 0.4mg/
H#27.3% (15/5501) TH o720 T BIERIEHERE (BEIR
IROIEAL) (7T R-=>KHK10.2mg/ H 3. 6% (2/5561) . 0.2mg/
H#E3.7% (2/5441). 0.4mg/H5.5% (3/5561)). THARE (7
Ft R—=FH#10.2mg/ HH#1.8% (1/5561). 0.2mg/HH3.7%
(2/54%1). 0.4mg/H#E5.5% (3/5561)). EAEY AT A Vil
JE (77 2 R->AH#0.2mg/H#EL1.8% (1/5561). 0.4mg/ H#
3.6% (2/55%1)), M I+ a8 (0.4mg/HHE3.6%
(2/5561)) TdH-o72%,

18. EExhIEIP

18.1 1EFA%F
NRY 7475 — MIPPAR @ ISHEE L. BB O3B %
iy 52T METGRIEDIT, HDL-I L A7 0 — VOl

DI & RFTW,

18.1.1 PPAR 129 5 i%EiZ. PPAR y 2 U'PPAR 6 I2Hf 9 5
IR <. PPAR @ 2R3 2 BRI 2 G HALER 277 L
727 (n vitro) o

18.1.2 B TOTGOEZMH L7227 (5 v 1\)o

18.1.3 TGO RFI& 2> & ML FF -~ 53 H % % 4 &
(v Mo

18.1.4 LPLIGHARIME 7217 (5 v M),

18.1.5 LPLIEMA# AICHIM T 5N T TH 5 ApoC-1 L
Angiopoietin-Like Protein3o Ifil 4 rhji B % 47 3 (KT S 4
I B B8 InT (Apoc3. Angptl3) DI %ML 72,
F 720 LPLAGYE % BHE 9 2 R NR i © p ERALICB b % #in
(Aco. Cptla) DFEBREZITLMSEZY (T M),

18.1.6 MIETGZ VT T v AT SE721" (v M),

18.1.7 TGIEEZK T SH¥HDL-I L AT 0 — VigE2 N &
B TH HFCR2AIOMAFEHRIREZ I S22 (59 Mo

18.2 MIFRREETIER
TNT b= AEAMEBTGIAES » bADXRT T 4 75— hORF
M52 X 0, R TGIEE MR T L2217,

18.3 HDL-O L X5 O—JLiEMN/ER
EFAPOA-I T VATV 2o IRTANDRIY T 4 T 5 —
P OREFSCX), MHEHDL-2 L A5 0 — ViR O b
ApoA-T HEEEAEM L 7217,

18.4 HiBARFE{LIERA
R - Ha VAT a— ) VA% ST L 7ZLDLZ AR KIE~ 7 A
ANDORY T 47T — FOROEGIE Y. KEVIRF O NG E LA
HifE DA L7217,

19. BT 2 BLEFA
— MR ZFR - X~ 7 4 75— b (Pemafibrate)
1t % % : (2R)-2-[3-({1,3-Benzoxazol-2-yl[3-
(4-methoxyphenoxy) propyl]aminojmethyl)
phenoxy]butanoic acid

ST S 72



)
P

G CasH30N20s

1 490.55

K OB ETHD, IAFIVANVKFY K, N, N-
VAFNVEVAT I FIZHETRTL, 27—
WZRRHEITFRT L, TR M=DMY N, ¥ )=
(99.5) IR RIFEITIZ L L KRITIZ E A LB T 2,

AL A
H3C/\/<002H

o H
o
Hﬁ/\Ti:j\
0" "N

o~

il H 195~101T

SR% (log P) :4.63 (pH2). 4.62 (pH4), 2.87 (pH6), 1.78
(pH8). 1.59 (pH10). 1.63 (pHI12)
[1-% 27 ¥ / — )V /Britton-Robinson#% flij i
(20+1C)]

20. BRV EDEE

20.1 PHIMRITIMAZ BT TRIFT 2 2 Lo

20.2 AH|ZpEIRIE, BEAZET TERTRED L, 47 HUA
WA &,

21. ARG
BE3E) R 7 PR 2 S o b, EENICEET S 2 Lo

22. A%
PTP : 1005 (105 x10). 500%¢ (10%E x50).
1000%% (10%E % 100)
NT 150088 (FFAF v IR

23. FEXH
1) BRT (k) LR 8 MAHEFH 0 R85
7k#&. CTD2.7.6.12)
2) BURD (Bk) #LPVR 88 T AP 5308k (20174E7 H3H K
i, CTD2.7.6.3)
3) BUAN (Kk) #EPNVERN T~ AN v 2 3ER (L) (2017
ETH3HAR. CTD2.7.6.1)
4) BRI (Bk) #Epvsl: JEERREER Sy shigalln (20174E7H
3H&FE, CTD2.6.4.1-10)
5) BRT (Bk) #LPVER 8 MAHE R e i 2 R & L7238
WyEhaERER (201747 H3H AR, CTD2.7.6.6)
6) BAT (Bk) ALNER:EERERE S g & Lo BENGE
7) BUFD (BR) #EPvER S AR e i A W R & L7238
WEhEER (201747 H3H 7&RE. CTD2.7.6.5)
8) BRI (bk) #LPERt WM EAEHRED GiEsb) (2017457
H3H AR, CTD2.7.6.13-17. 2.7.6.29-30)
9) BN (k) ALNE R SEWAH AR RER D GlEdt % &) (2017
E7TH3HIKFE. CTD2.7.6.8-11)
WAL (Fp) AENBRET/ M7 =) 74 75— ekt
AGERER (201747 H3HKFE, CTD2.7.6.22)
BT (KR HHNERHENM 7 =) 74 75— b LDk
FEERER (20174E7 A3H A&RE. CTD2.7.6.24)
BURL (BR) AR MAH TGS i 2 7R 3 3 58 3 o i
HaRMG L L7252 R 5308 (201747 H 3 H K2,
CTD2.7.6.28)
SR (BR) A PERL: 5 AH2PUAE IR 2 & Pk L 72 MR B 5
TIERE 2 NG & LRI (2017457 A 3H KGR,
CTD2.7.6.26)
Fruchart JC.: Cardiovasc Diabetol. 2013; 12: 82.
Sahebkar A, et al.: Expert Opin Pharmacother. 2014;
151 493-503.
Pawlak M, et al.: J] Hepatol. 2015; 62: 720-33.

g

ED
4
5 B

B (20174£7H3H

10)
11)

12

N

13

=

14)
15)

16)

17) BUAL (bk) *EPTRORE: JRRRPR AR SEBIEAR (20174E7H3H
A&, CTD2.6.2.1-8)

24. XBEBERERVEVEDESE
BRI S T ey 5 —
T103-8433  HpTAEHILIX H AFGANT =T H4-14
i 0120-508-514
03-3279-7587
ZATEERE 9:00~17:00 (£ H-#LH -#4AKH 2 <)

26. BLEERSTEES
26.1 BEERSETT

B Fu £ KX B M AR RRAAEAR =T H4-14

1D



