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BEERBWERND T2 BERET 2 Bl (BMBREE, BEE) . 78R
BET 1 B3RS 2 biz, 202 b THLF U EERTH LN
DEME, BEEORF & L OET SR S %,
2) BB
EERR L
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(6) B% - HEIHBR
R L

(6) AmEIER
1) EABAERE (—RERARERE. FECARERE. ERMELEHRE) . &E
RFERT —FN—RAHE. HERFTRERAROAE

U L
2) KBEM & L TRBFEONERSRIEL -HE - HROBE
AR L
) Z ot
BB L
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VI. E3hEFEEICER T HIEH

1. EEPHCEEHHLAMRITILEME
T VAT o s MR RSB
VL O T = R
HE : BEO D B AMOME I RS, RFOBTIRLE BTS2 L,

2. FEE{ER
(1) ¥ERERML - YER%R
AT HNE L R FORBEEMRZ, AN TRITGERRIZ B THO N
WIS iR S AR o T v 2 o b7y | BB B OT AT
VUV EA T 1TAT) ZRRICBNTT oA T v EEH L, 207
MAEIGREER 24642 2 L Ic k> TET 2 RMMERILOK FIC L D, &51T,
AT ZH/EEZN LIZRIBE TOT IV R AT o iR 23 HE R b BEER IS
—¥RE5 L CWA EEZXBND ¥ (in vitro, in vivo(T v b)),
(2) EEER T ZHERRAE
D LZo-7oPHT oI URICRIZTHE
& I FESE B8 74 151 (A B i L ESE 56 1, TR A0 5 @ ML EfE R 18 )
X, BT Y AZ U1 B R 1~12mg OKEBGREBROM R, miE
L=UAgEE, EET VAT v TIREROINE T AT v o TR E
DO EFARBBILTUNG 1916353
2) IDIMATENRE, BHAERUVINOREICRITTEE
ARREME = I EAE AR 10 Bl 28, BTV 88 1 H 18 2~8mg DX
WEG OFER, IHEIME, PRI E DT, A D EE, AR M E K
LWL DA ST, DR, 72 S BRI 5 B2 O DB RE R I 1T 8
DA DAV, ARREM: S M EAEEE 11 Bl T v & 881 H 1B 2~8mg
DREHE-OREF, FBEERC & B i E R, By, SREREEREIC e
AT, MM RS 2 A 7 D AREM: & i AE R 15 Flls, BT
VHE 1 H 11 2~8mg DR G- OFER, BEERFZ S MMk R EITA B
f.ﬁl/\ 36~38)O
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3) BHELALEZRODMITEESFICRIZTEE
BELDAREOREENGIT, BT A2 U881 B 1A dng %2 2~4 B 5
L. 0% 1 H 1[0 8mg % 24 HMF G L7 “HEMRLEGER (7 F &R %)
DFER, 7o VAT v vV EBREEREILER TIREIN TV D0, HDWIER
BEENT-ZERHLBEICK LT v IFT v BRI EANCEZTH
YTYNE BT T TR ERE LGS, BTV E BB ERET
T E L EEREGRTIC E USRI B O B 7280, 22 SRIHE AR IS ) OV
MES LD FE RO B H DN TND, e, BT HNE U EERGRTT Z
B ARG LB B O A Z M, KOO ER O B 2R B 23 7 5
naTunag 9,
() YEFAFEIREEM - ik
MR L
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VI. EMEEICET SEHE

1. MPREDER
() AELEDLGOPEE
HMEER L
(2) BRERABR CHESN M EE
1) REHS

AHEME i I SE ARE 8 (38~685%) (2. 1 H 1[aldmgZ g &% I Hmlk 5L, &

SIC T AREELE A7 H B E L=, Wb il I s 3 o
TR R OFEIE PRG-I S S5 08, REMIKIZIZE A ER
HERZwn, 1H B @R S%) KO9H B (THBIRERG%) DB T4
DML 3R G A~ %I — 7 ICE L%, BRA I T 5%,

NN

g

0 O 0
HO HO
N N
2~ 0~ ~CH3 \J)ZO
N

5§

A)
HN

HrTHIILY M-Il
SHIf = Cmax tmax AUCO"*BUH t]/zOL t1/28
HEWE 5 H
IEWE £ (ng/nL) ) gh/m) () (h)
HrFY 1HB 55.1+219.9 5.0+1.1 428+91” 2.2+1.4 9.5+5.1
L& 9HHBE 55.7+14.1 4.5+1.3 509+151 2.0%+0.7 11.2+7.2
I 1HE 8.3*+2.7 8.0*+1.9 136+48Y — 8.9+2.62
9HH 10.9%+3.4 6.8+t1.5 197+64 — 13.7%6.19
a) AL N— KM AV FETICEVHEE LT, CEYJE+S.D. n=8)
b) n=7

2) mMApATHILE VEERIEEZALT=Population Pharmacokinetics (PPK) 24

R RN - HE~ 16851, ASBEME i) i AE M OV i AS REME 50 116 E FR 5 SE 230
Bil, R A0 O A R 18, TR &1 5 & iR E R s, Fh224
B> AT HALTZ2, 886HF S DML H B T Y X PRFEERIEE 2 VT, P, 4
i, REE. FPREREFEARE (AST, ALT), BHEREFELE (LG~ L7 F =2 BIN), I
7 NLT I MEROEIMEDOEELE TN EZ DI VT T A AR
i, AR AT _A T YT ¢ L OB RE L2 R, TSRS
(ASTAE > 40 SUFALTED 3B IZ BT D 7 VU T T L AWM %IK F T2 2 & BNHEE S
NTNDHY,
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3) EMFHEEFHERERY
BTV Z EE2mg, 4mg. Smg Mk (N12mg (A — T LT a7 L REE2, 4,
B WN2%, 7B AF—N—EICL D ENENIEED > THNLE Y Xk
FL & LTENEN2mg, 4mg, Smglk OV 2mg) fatHE R A 5 - 12 £ HL[al#g 1 #¢
H LU CiEREEREY (0 o T2 ) BEEIE L, &by Ehne
NT A= (AUC, Cpax) 1T DVNTIO%E X AL THREGHIRAT 21T > To i L
Log (0. 80) ~1og (1. 25) DHIFATH V. WAL FHIFEFHEA R S Tz,
<A THNE EEmg [F— T

EWENRE T A —

n AUCOﬁAfS Cmax tmax tise
(ng+hr/mL) (ng/mL) (hr) (hr)
N WAV
BTy f fie 24 | 283.1%£84.5 | 27.60%7. 86 4.5%x1.1 12.8%3.8
2mg [A—/,~7 )
Tua L AEE2 24 | 251.5%+68.4 | 23.96%6.01 5.0x1.0 12.5%+4. 4

{ng/mL)

40

20

TR AR A s = F e =

10

CE#IE+S.D.)

== F W ILA AR 2 T

——7 7L iR
FHIE+5.D., n=24

_28_

24

RS
mFRHTHILE VREDHTE
I HE R B ONZ AUC, Coax HD /X T A —H (3. #EERE OFIR . LK OELEL
A1 - BRSSO RPRIC & T BT B RN B B

a0




<HUTHNE UEdmg [H—T |
HKYBRE T A — X

AUC0*>48 Cmax 1:max t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)

BT E R

22| 366.8%x72.4 | 33.28%5.84 5.0£1.0 | 11.4=£3.6

dmg [F—NT |
Tas L A4 22 | 382.1%£85.8 | 35.57+10.77 | 4.5+1.2 | 11.4%3.3
CEHME£S. D.)

{ng/mL)

50 F
it
73 40 - ~ . .
H o= A AR gl 7 - T
#H I —— L 2 ixd
< a0 T4l £ 5.0, n=22
=
qj..
B
220
v
B
=

10

1 1 1 1 1 1 1 1 Il 1 I |—L
0 246 81012 16 24 a0 48 (hr)

IR EIFE

miEhh o THILE VREOHTE
IAE R EEN NS AUC, Coy 0D /85 X — 2 1%, WEERZ DRIV MiF OELER
[« BERSE DS K - TR D ATEENEDR S 5.,
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<HUTHNE E8ng (4 — T |
HKYBRE T A — X

AUCO*’48 Cmax 1:max t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)

VEH LA R
BT Y f'/%ﬁ 21 | 866.0+192.9 | 80.10+22. 14 | 4.9+1.2 | 10.5+3.3
Smg 4 —T |
7L AEES 21 | 882.8+190.1 | 84.80+29.54 | 4.5+1.5 | 11.5+3.8

CEHME£S. D.)

(ng/mL)

120 r
miop F
13 1
a‘; i - == F LA AR g T
H g L —e— L iR
:_'1 S £ 5.0, n=21
o
¥ 60
I
&
=40
B
E

20

I I I I I I I I I I i r—L
1] 24 6 81012 1A 24 30 48 (hr)

IR EIFE

mighH o THILE VRED#E
TR TNT AUC, Conn ZE0D /85 A — 2 (3. BEBRE OFRIN . il ORI
[E155 - REREISE DS Lo TR D ATREM S & 5,

_30_




<HTHNE EEL2ng A =T
HKYBRE T A — X

AUC0*>48 Cmax tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)

BT E R

- 20 | 12217%296 101.5*+34.1 | 4.8*1.4 9.0£1.8
12mg [F—,7 |

A=A S V) 20 | 1253%313 102.9£33.7 | 5.4%1.3 10.0%2.8

CEXfE£S.D.)
(ng/mL)

140

[
)
[}
T
|

== A AR 2ng [ T ]
——7 DL REEL
F{E £ 5.0, v=20

—_

=

=
T

[ u]
=

(=3}
L}

e we gV BEE
e
]

20

0 24681012 16 24 30 48 (hy)
RSeS|
mEERD O THILE VIREDHR
DR EENS OUT AUC, o D /RT A — 2 1. BB ORI MK ORI

[E155 - REREISE DS Lo TR D ATREM S & 5,

(3) sl
BB L
) BE - FREOLE
) BEORE
LR L
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2) HAEOEE

c AFNT IRV UAER P OBELR 2B (54~T4 5%)5 FICH T L
Z8E1 H 1 dng ZHIRZICHERS L, 521 HKE&ER 7 B
MR LRICB N ThH, MY I VBT T b
G LTI O by, e, BTz om
B IR M EE BT S T U hEw B LG4 L1
&N EFEITERO D 112
VIl 224t (B LoEEss) (BT 2HA 7. HAEEH] 0HESHR

2. EYRERNT A4S
(1) FR#75E

EERR L
(2) IRUGEE EH
Y ERR L
(3) SHKEE TR 0
RN J F Bl 5
G55 | 2mg(n=24)" | 4mg(n=22)"" | 8mg(n=21)*" | 12mg(n=20)*®
Kel (/hr) 0.059+0. 017 | 0. 067+0.024 | 0.070+0.016 | 0.079+0. 013

CE¥fE=£S.D.)
@ vIFSUR
M EE e L
6) nHEHE
MR L
(6) ZDith
BMEER L

3. B&H (REalL—av) @H
(1) FRRAE

M ER R L
(2) NS A—3EFHEHR
EMEE R L
4. RN
MG E R L
5. 2
(1) mi%-AxBErT@aE T
EMEE R L
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(2) IMi&-RaAEREFT @B

c THRLTWD ZENEIRENT T U T Y VMRS ER LT Y
FT o MZFEEAIZER L, B - BraER~0R28 (B RL, vEE -
Jiti « BOFEALE, LS DROSNHNRHEES L TND W (T
et (R EOREES)ICET 5HE 6. FEOYREATLIREICETD
R WATEREZ AT 2E ] OHEBHR)

s THRTHEA R ORI T AT o DRI I T AT v
EHARE R EA 2 & 5 SN2 BE CTHKBRE, RIE - FraERORT, Bt
WKl E, BAL, &Y U AMAE, SAZEOEAMARER K OEKIEDIEIZ X
% EHER SN A IO G, SEEBEmOLEE, MOKRERERD b btz &
OWENRSH D, (VL Ltk (@ER EOEES) ICBET2EE 6. FFEDY R
EHTLEREFEICHETLER G)ERE OESMR)

Q) Ft~DFBITH

UERR L

<BE>

Z v b OJEFEM R O AN AH 2 58 6il#k N 595 & | 10mg/kg/ HEL EDOFET

HIAE WK BEIEDRARMAZRBD SN TWD Y, 7223, T v b OIEIRKRED I,

oD WIIRAM DO A AN Z G- LT GE . Wit h 300mg/kg/ H THIZERIZIK

FREDOHMDRD bV TV D, (VL 4tk EodkE%) ICB+ 525HE 6.

RMEOERZATH2EFICETER 6) R OESMH)

4) EERA~DFBITH

e EER e L
(5) Z DIDEBADIBTHE
LR L

(6) MIFEAFEEER
B THNE o Ee SOOI, 4%t MITET VT X UTEIRIZERIN LT RO R F
AT, EHIT9NLL ETH D Y (in vitro),

6. tH

(1) RHEBEL R U SRR
U hoFH sy xRt FUIhNLRE I LT AT T =8I L0 IEENH
Wi T ARSI, S BIZ—EBAY CYP2C9 12 L 0 IR M-TT I
REtEnN 52, AettEiEEREICh T L Ey L F L2 L
& E O M-T O H R ORISR 1T > 7 L & o o 1 i B K OVR AR 4k
MR IZ L A~ME < L CYP2C9 DSEARIIZ AN X D T T v & o DIl H i FE ~ D 52
b nEEZ NS Y,
F7-. B THZ UL CYPIAL, 1A2, 2A6, 2B6, 208, 209, 2C19, 2D6, 2E1,
3A4 ORFHEMZFLE LWV (in vitro),

(2) RBICEAET 8% CYP%H) OnFiE HE5E
VI SEPEhBIcBET 28 H 6. 1 (1 MREHBA L OGRS ] DS
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Q) VEBEEHNROARRVEDEE
EERR L
4) REMOFEEOFERWFEMS L, FHELR
(VI EPEREIC BT S IHE 6. # (D) IUHHPALKL OMREREES ) DS

7. Heid

AREME S R (38~68 1) 8 B, il AREM: i if T SE B (65~70 7%) 6 1,
B & A O i EAE AR 18 1 TR 208 5 M EAE A 8 FIIC 1 H 1 [A] 4mg
ZFIERICHIERG L, &612 1 AREREH 7 ARIEERS L2, Winb
PRANZITIREALE IR S0 IEEE O > 7 v 2 o OIS
M-I S D, &5 24 Rl £ TORP T 72 o KO- T ORI
(TARRENE = MESE A T 11~ 12%, A BRI = i A T 10~12%, fTfE
FEE D BILEESRE THR 10~11%TH D | 1FL A LETROR, BEEZMH
9 U EIEBFE QR PYEIERIL, MiE2 L7 9= 3.0mg/dL LA EOBETIT 1
HHL1% 9HHL8YT, MiFs L7 F =1 1. 5mg/dL A O BHEREEF BTl
1LHH6.8% 9 HH9.3%Th-oT,

LU EDRAES RO M PR RPN S AT, AR &S IEESE . S
ARREME e MU AR PR 4 £ O U E B R OV RS 2 5 s LS R
EHICEBEITGED ONRNEEZ BILD 8,

8. h5URK—5—IZET HIEH
AR L

9. BIFICLIREE
AR L

10. BHEDNDEREHTHESE

(1) BEEEE
X (Mg 7 L7 F =20 0.6~3. 6mg/dL) &£ 9 mflEiEARE 18 HC 1 B 1A
dmg ZHIEBZICOIEESL L, &5 1 BAREZEA 7 AMKERE LIZ5A,
HR B VIR BB 8 L EE B D6 L 1E & A EZEITRO by #),

(2) FFEEERE
JHFBE S (ICGRis : 15. 0~28. 0%) & 5 @il EAE £ 8 BllZ 1 H 1 [ 4mg & R &I
PIEEE- L, & 5121 BIREGE A 7 HRIEE G LI25E . iR IR
EIEIERE DA LITE A EETRD B %2,

Q) =&
T A AR ) if A AR (65~70 75%) 6 BIIC 1 H 1 [A] dmg & FRBZICHIEIEES- L,
5T 1 BREBE P 7 BEERS U2 A ., I RS 1A RE M ) i i R
DG 1T E A EZEITFED bR Y,
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11.

Z ot
BB L
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I. 22t (EALDOIESF) ICBJISEE

1. =&

AEEZDER
BRIE I TR

2. ERARLEZTDOER

=

2. 252 (ROBHIZEFEELLZWNI L)

2.1 AFN OS5 UBEUE O BEREIE O & 5 B

2. 2 WG SUTIER LT D afRertE 0 & % 4otk [9. 5 2R

2.3 7TV AX LY TN A G R ORERFEE (2720, MOBEEREEZIT> T
baBMmEDay hr—ARnE LI AROEBEZER) [10. 1 2]

3. MEEXRITHRICEET HEE L TDEH
(V. WBRICET2HE 2. EXERRICEE T 158 22RT5 2L,

4. RERVHEICHEYT 8L ZNDER
(V. {BRICETHE 4 HEAOHEICEETEE] 2283752 &,

5. EELEARMEE L ZTDER

8. EELGERMIE
(BheeaE)

8.1 BRIEEHICE S DTV, S0 0&R3bobNbZ ENR”HHDT, EmATEE, A
B B O IEERE fER 2 1 O B 2 B ET A BRICITER S5 2 &,

8.2 FIFAT 24 BERNITEE G- LW ERREFE L\, T o oA T v DR R A
BEHROBEIL. ML OFERRIcL = -T o AT o ROMEWERIC &
LRI EIR T 2 - 9 AR B B

(EHELARE)
8.3 WH, XX U RBH FIRFZELHT D, e, AFIOEME 5 COHHME
e AV PRQAVAJAN

6. RENEREATHEEICHT IR
(1) BHE - BEEZEOHLEE

9.1 EHHE - BEEZFDH L ESE
9. 1.1 HMAILESRREDNHLEEXIIAETEIIRREDHLEE

R Xz Gan Ll s o e 2R RIS 5 2 &, Bk
DR BRI A

el =1

LE D

DK TIZ LY BRHICEHEZ LS E 2B TNDRH D,
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9.1 66HE - BMEEFOHLEE
9.1.25A ) J LMEDEE
B ERDEGR N EH SN 256 2RE ERITHTL2Z L, Y UL
MIEZEE I BENNH 5,
Fio, BHEREREE, 22 br— A RRBOFERFFICEI D MIED U U LMEDE <
DT VRE TR, MEN VU AMEICEETDHZ &,
9. 1. IBELRIEERETDEE
(EMmESE)
DEIVEEL, HETH2HEIRME, BHEEL VEEZ OREL +oIcBlE L
RINBIRAITATO Z &, FNICMENBIITIET L, a vy, Ko, —i
DEBRHELCBHEDR T2ETBZENLAD S, [11.1.2 2]
(BHELTE)
MmE, BHERE. B ORIE (T 7 a %) R OEHE ORREZ Ho0IcBigg Lk
NOFGZ2BMML, HEICHET D2 L, 2 nEET, BEEERTHDL W
FEnLZEZTBENARD D, [7.. 11.1.2 BH]
9.1 41 EF YD LMEDESE
(S IMmESE)
DENGRME L, HET2HATME, BHEGEROBE OREE oI BlgE L
RINBIRAIAT D Z &, FNICMENBIIIET L, a vy, Ko, —i
DEHRHEIALLBREDRTZE-_TBEALND S, [11.1.2 BH]
(BHELFE)
ME, BHRE, BMOEE(~E 7o %) KOEBREOREZ HoIlciigg Lk
DO ERGL, EEICHET 2L, SRLER T, BEERTHL W
FRLEEZTBERRH S, (7., 11.1.2 ]
.1.5DF2NESE
(SIMEE)
DEI VAL, HETAHAIRME, BHERER VEE OREL o IcBlg2 L
RN BIRZIZATY T &, FNICMENSMITIRT L, va vy 7, Kpp, —imdk
DEBIEICBHEDIR T2 THBENRH D, [11.1.2 BM]]
9.1. 6 XKENARALEIERISEAEMRREDFHED H D EE
(EHLARE)
WEDMEK T2 KT &, ERBEL T 2B82n03H 5, [11.1.2 B3]
9. 1. TIEMEDEE
(EHLARE)
IME, BHRE, BMOEE (~E 7 a5 KOEREOREZ HoIciigg Lk
DO G, HERERIHETHZ L, AMANERT, BEERTHL N
TRMEZEZTBENLH D, [7.. 11.1.2 ZH]
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9.1 BBHE - BIERZEDHLEE
9. 1. 8NYHA DM REN M E D LR BEED S LVEH DT LES
(EHLERE)
M, EEE, BMOEE(~E7m %) KOEEORELZ HoIc#lgE Lk
MO G ARG, EEICHET 52 L, SRR T, BHEETHL W0
FEMEEZTRBEARH D, (7., 11.1.2 ]

9.2

2IBEEOHLEE
(S M EfE)

DELVBGL, METHHAIIME, BHERELEZTOREL +5ICBlE L
RINBIRAITAT D Z &, FNICMENBIIIET L, a vy, Ko, —i
DEFHERSCBHEDIR T2 R TBENRH D, [9.7.3, 11.1.2 BH]

(BHELTE)
/e, BEEE, il OfRE (T 7 r B %) KOVEE OREL HoIc Bl L
MO ERGL, EEICHET 52 L, SRDEET, BEEERTH LW
TEMEZEZTBENDRH D,
&P O AR EDERKRERICIB N T, BEEOGINBRER TRBEOER TH -
77 [7.. 11.1.2 ]

9.2.2MiEEHPDEE

(SIMEE)
LEI VAL, METHIHEETMEROEEOREZ +DICBIER LN G
WAIATH Z b, FNICMENBIITIKT L, v a v 7, Kip, —iBEOEHR
HREZEZTBZENRH D, [11.1.2 B3]

(BHELFE)
MF, Bl OFE (T 7 e v %) R OBEORREZ HoICBIEZ LR b s
ZBSAL, HMEICHEET S Z &, BMAMERTH S W TEMA R Z 382
N5, [7.. 11.1.2 BH]

Q) FFigaElEEEE

9. IFTHEEIES BE
VENOEGERGT A SEEICEE TS 28, FEESELTIBENNRD
Lo ET IR T HNE DI VT T AMETFT 252 EBRHEE ST
W5, [16.1.2 Z]
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(4) £HERRZEAY 2F

9.4 AMEREERT HE
9.4 1 1HIRT HRTEEMED H A KM
FIRL TWA Z EDN R ENT T O T o v U EBEE R ER LT Y
FT o NEZERETAIZER L, BT - ER~ORE (B AR, BHE -
Jiti « BOFRAL, FEIL5E) DR LTI HE STV D 148
AR DOEGAZN S REIEOFIEE & B [E L TAAIE G OBV 2 [HEH IR
L. 1B EOFRMIENERYEL LA D S S 258 IC0AREE5T5H 2
Lo Flo, BEPMERGAIITROFEFHICHE TS 2 L, [9.5 ]
(1) ARAHFEGBRBANCIER L TR W2 & 2RI 5 2 L, AFFRGT S, 4F
PRL TV WD &2 EMCHERRT 5 2 &, B FITRS A L7546
WZiE, BEbhicEGERIET 52 &,
(2) WOFHHIZOWT, KA GBGRICEFICHAT 52 &, £, &E5H
HLMLEL T 5 Z &,
© IERPIUCAAN R L7, IR - BrAERICEEAE KIFT Y 2708
bHZ L,
< AERAVHIB L7 3B DN A E TR, MY EICHET 5 2 &,
- HERAFTE T 5 A1, HYEICHRT D 2 L,

OR

9.5 HE4F
TR S ATAEIR LT B ATREME D 8 5 etEIc i3 G- L2 2 &, G0 TIEIR A
LA, BEbicgEashib+s 2 L, EIRFHEOERIICT oA T
UM BEAERAITT v O T oy B HE L EAR 2 G SN BE TF
ADIE, BRIE - ARG, HAROKMLE, AL, &4 YU v LAME, E
EORAEKOEAKEDIEIC L 2D &HERI S5 U o FfE, SEEEm O 2T,
ORI E D B bbbz L OFENRH D, [2.2, 9.4.1 B ]

(6) =2Lim

9.6 AL
ALV ENEE LV, T v b O E R ORI AA 2 50wt 0 & 59
%L, 10mg/kg/ B LA EDORETHIARICKBEDRAERMARD L TWD 9, 7
B, 7y bOIRKRMOZ, &L WNETRAMO HCHAZ 5 LIc G, Win
% 300mg/kg/ H THIANIZKBIEDHMNAFED ATV D,

(1) MR

9.7 /phR
9.7 VRHAEMRENT, FrAR UIALIE (1 R 235 & LA RO Z e+ iR
FE L U7 B R BR I 50 L TV 7Ry,
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9.7 NR%ZF

9.7. 2 RERIK A& (GFR) 7% 30mL/min/1. 73 niARiili /IR 255 & U= AME KR
LM A fRE & U7 BRIRERBRI L IEME L CU7e Ly,

9. 7. 3B NG N U v MEATFERSBIET 52 &, /NREO S IIE TIXERE
RREEAMED 2 LB, KR, BRI EL KT TREE B2, BiK) O f
FIZAKN BT HHE0MEN ) U MEE EF S5 AREER H 5 o3
HERAT 2L IXEET S 2L, [9.2.1, 10.2 2]

8) =tE

9.8 BHE

—MRITIBEE DREEITAFE L RN E STV D, MEZEENEZ 2B Eh0H 5,

7. HHEEHR
(1) HAZZEFNER
10.1 BtREZ (HARALGEWI E)
A4 A BRI IR - & 715 HEFF - fERIN -
TYVARF LT VR | FEBSEER AR, B L= - T VT v R
A FEEE U v A E K | B VR 23 HE 58 & U5 AT REE
OB PR B3 I 4 | QMR E D U 2 7 B | 3 ds 5.
HIE, 72720, fho | s S Tun b,
B EiRHR 21T > CTH 7R
BiFEo=zy hue—1
NELLARRDOBRE L
<, )
[2.3 /]
(2) #HEIELZFDER

10.2 HtREE (BRICSEET S &)

A4 5

BRPRIELR - FEiE 1A

B - fabRIA ¥

71V 7 BREFEFRI PR A
Av'wa /)77 b,
KT AT L

sy 4 8 YAV

71V 7 BARE A

[9.7.3 ]

355 U v AED A
L2EVDHD,

ARHNDOT VR AT 0 55U
kv BV o AEFREER N
Hm+ 5 Z iz kb,

fEBRIR T« RIS REREE O
D HBRH

F R
7utkI R,
FUZ B AFT IR

j\_f:
[11. 1.2 &M]

HMIPRANTIRRR &2 32 1T TV
% AR & ) T
542556 BEMERR
=D PR SR AW A RAY D)
T, DENLHEGT 57
CHEEICRGSDHZ L,

FURAI TR ZZ T TV DR
FNWIZ v =5 ENTIE L T
WHEBENE L REINED
L0,

G RRIR -« LR TR R A ¢
5.2 BRMh LT B

_40_




10.2 HtRAEE

(BrRISEET S L)

A4 5%

AR « FEIE Tk

B - fabRIA ¥

T AX L7~ )VERE
[9.7.3 &14]

EHREESE, s UL
M AE M OMEG I+ % S = 9
BENDKD D,

eGFR 7% 60mL/min/1. 73m’
Kl DEREREMRE D B D
BE~DODT IV AXL T
~ VERHE & ORIz oW
T, R LS E5R

W EHIr SN B 5E R
THET D Z L,
T T oA | B R E, s Y U A
FEPHEA MSE M OME I )£ % e = 4
[9.7.3 &HR] BENULRH D,

V2T VTV R
PE VA2 50 S 4 5 wTaEME
WD,

UVF oL

UF U LhER#E S
TW5,

EIRAMEIZBIT DY F LD
AR M EES LD,

W OIANT X0 OF TG
ENTWBEA
Tt srorvv
I WARE SR P E A ) N B
HERT A
(2) v — TR PR A Je Y
71U 0 BRERER R A
[7.. 11.1.2 ]

18 MO A 42 D B PR 3R ©
. OIS A E
ARz % &, 3%
L BB, SHOET KT
5 i = o> & B AH BE 28 i
<L DORREDE,

BRI T & 2 W3 E M
AEITEBINRDH D,

WDv=v-TooFTF iy
RBAEANEH AR X 5 ATRE
MR H 5,

@) FRAITHEFE L Z T T W
HEBEITIIL = TR U
LTWDEENELL, AFIN
FHLLT 0,

fERRIK 1« ik 7R R
DOEE, KT MU T LMIED
B KM EO-BE . NYHA L
RERE 23 S T 45 D BB ) B 0E J3E
DB LA BE . B
EOHDHBE, MKENT O
B

FEAT oA NPEIE R SR
#I] (NSAIDs)
AV RAR

e AR 28BS 9% 2 &
N5,

FEAT v A FHEHEREREANT
MEERIERA 2/ T2 71 A
275 DA A RET
L2 EMND, BRIEERZRET
SELHAEERHDHEEZD
nTnsg,

FIEEDH D BE TIL,
S HICBHERENEAL T D
BTN DH D,

FEAT oA MR ERA O
T AL T T oY AR E
ERIZ XY | B &S KT
THREDEEZLILTWVWD,
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8. ElEA

el

1. Bl{ER
ROBWER R LIOND ZENHLDT, BEELTHIATY, BREPRBD LN
JIE G2 IR 5 7 Y 2R AL E 21T 9

Zk
N o

(1) EXGEIEREMBER

11.1.1

11.1.2

11.1.3
11.1.4
11.1.5

11.1.6
11.1.7

11.1.8

11.1.9

1.1 EXTEMER

M EFHE FE AR

B, DR, & W - MRS OEIR 2 ER & T 2 MEREN D Hbh b Z &
N5,

Lavy BEAY), KM, BFEX BEAY], 7272 LEHROARDOYE
0. 1~5%Aii )

WG, MR, BRI RSN D SN BT, EHISHEURLEEZIT)
Lo [9.1.3-9.1.8, 9.2.1, 9.2.2, 10.2 BM]]

SEBEREE BEARN, 7272 LB L AEOSETE 0. 1~5%A)

=7 LIndE BEEARB)

FFHEREREE . =B (A

AST, ALT, y-GTP @ FREDHEREREENRH LD Z L1 d 5,
|EBRIBRAE (HE )

TR AR RAARAE (B L)

PR, MRS, CK B M R ORI A7 a e ER 2R E 2R
RMEEN S 5D ZENHDLDOT, ZO X I RGAICITE LIRS %2 H
L., @ER0EETS 2L,

e B M il ¢ (RS ASEA)

FEEN UZMR, PR ORI, M X BRER RS A O MBS D b g Z &
WHDHDT, ZOLDBRGHEITIIRGEZFIEL, RIBREFRLVE S FlOBS
FEOWEN IR ALEEZTT O &

{EC I 48 (A2 A )

Rk, ZEfEik, mit. FoBEx, B£TET, &g, EEEERH 5D
NG RITIIE 2R IET 5 2 &, PERFIERFORERE Th DL bIRT U,

(2) ZDtDEIER

1.2 Z0i0EIfEA

(SIMEHE)

0. 1~5%ATi 0. 1AM | SEANH
1t BB, WIB. FRE. £ D8, CHEEUE
1if 8% = DEW, SH0E, HL A, BE, 1T T | B,

" A 55 i )

FEthppReR | SR, BHERL, AR, RS, HO LUK g o L
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10.

11.2 Z0toEI1ER

PP A ] Tl R B
HIMERHLOALT < ME,
HZ L, B, mIMEEDSE

BB, SboE | KILE,
BRERE L OB M OFEEE (~E 7 b B 5
DEWERIC B IEEPLETH D,

(S MmELE>
0. 1~5%Aifi 0. %A | BAEE B
MER e ol Mar, BRI, BHEARE, DEL | KRR
JE. THI. BN
JHF ik AST, ALT, Al-P. LDH, y-GTP ® L5
ik 2, AMmERE, AMmERES ., HFERERIE S
LiIRANY 3 %
B M BUN, 7 L7 F =0 LR, EAR
Z Dt R, B, s, BUR, EEE, %, [ R U | B
MPHY 7L EH, arxara—L 5, | 7 AIMWE,
M CK ES-. CRP L& M fREE A s | B2 5 .
L AR/ B 5 T 5 A
(EHELTFE)

R RE B K O
)T

5%L4_E 0. 1~5%ATi
I8 E BB, £ O
5 BR VB BA RME, | D FE WV, RAR. BIE. WIS, 1T TY
SBHOE
KRR R AR . IRA. R, BEEE. L O
ML &% L, DR, ER, BEE. 0B, Bk
TR, W, BRAE, 50
T Wik v —GTP 5. ALT, AST. LDH, Al-P ®» k&
ik E=qii} B ek A . R ERIE % . B mEkE £, M
AN R
R ik BUN, 7L T7F =D |EHIR
E&H
Z D, Mmoo AR (B, B, %, #E, SRR, B
MR FH . M |2 2Fa— L EH . K- Y @A ME.
CK k& MmygEk & o) 7 Wb

. BRRERBRRICRETZE

\

EER R L
BERS
EER R L
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4. BHLDZFE
141 ZRIZFEFDOEE
PTP @ZEDIEANL PTP > — F M OHY H LU CTIRHT 2 K 5885252 &, PTP
U — FOFERIZ LY | BEOBLAINEEREA~FA L, B2 LT
AR FE DO EERAGIHEL IR T D 2 035 2,

12. TOMOEE

(1) BRERMEAIIZES < 136
AR L

(2) JFERBREHIBRIZHED
MR L
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X. JRERPREERICBII HIEE

1. FEEHER
(1) EhIEAER

( TVI. FEHHEBIZBIT 2HE ) 28)

(2) REMFEERR
VAR L
(3) ZDOMOEBHB
PH R L

2. HEHER
(1) ERRSEEHER
REERR L
(2) REHRGEMHAER
REER R L
Q) Ei=EERER
EEER L
4) AARMERER
EER R L
(0) ARERAFMHER
U EER L
(6) BATRIBIEFER
EER R L
(1) Zoto%srstt
U EER L
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X. EEMEIEICET SIEH

1. REIXS
ped} Bl e T NZ B 2mg [A—T | AFEEIRD
HUTFHIH B dmg [ — T | JUGEEEE IR
T THIE BE Smg (A — T ALIFEEE IR
T THIE EE 12mg [A—NT | AT ERG
) FE-EAEONFEICLVERATL L
BRES  HoTFHALE L xBTS LW

2. BxhHEAM
34

3. BENRETOIE
FEIRLRAF

4. FIRWLWEDZE
BRE I TV

5. BEMITEM
- BEMERLTA RN A/Y
- <FTYoOLEBY :HY
- BEMEEE AV
(o THNE 8 ThA—nT | T D LMEORBE I A

[Fl—poy3R . 7a S L AEE2, 4, 8, 12

F %h 7oA T v DR RIS
=R VY A% /B Ry NV, S VS N 2 - N S a1
By ARXY I, AP E

7. EFEEFEAB
1997 4F 4 H 29 H
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8. HERFTABEABRUVARES, EMELEWNHFEAH, RETHBFEAA
=] ity - o S b ; == Ly
14, %Lﬁiﬁﬂ;ﬁ% AR %{ﬁiﬁgﬂﬁémﬁ Ejzgl}jﬁ;n
jj‘/?*"j‘/l/&:‘/ﬁ 20144 8 H 15 H | 22600AMX01074000 |20144E 12 A 12 H|2014 412 A 12 H
2mg [A—F )
jj\/qu_/I/&;/ﬁ 20144 8 H 15 H | 22600AMX01075000 |20144E 12 A 12 H|2014 412 A 12 H
dmg (A —1T )
jj‘/?*"j‘/l/&j‘/ﬁ 20144 8 H 15 H 22600AMX01076000 (2014 4= 12 A 12 B |2014 412 A 12 H
S8mg [A— T
jj\/qu_ﬂ/&‘fﬁ 20144 8 H 15 H 22600AMX01077000 (2014 4= 12 A 12 B |2014 412 A 12 H
12mg A —/, 7 |

9.

MEEXFZREM, RERVAELEEENFNFEABRVEZOAR

BANAEH A
2016 4F 4 H 27 H
BN
$hie - R R - AE
(ATHILE 8 2mg, dmg., 8mg | 1EH ., BAICIZ 1 A LRI T s v
[A—n\S] ) LRt FLE L Ting OO %
TEHEOKREBT. 7ooFTooY | BB L MLEIZSU 8mg ETHETE 5,
ﬁ?@ﬁ%iﬂﬂ%ﬁﬂd)h%b\a_ BVFAE LT, 7oA T o UR
HWMEE PR L E A LIS X 2 JERETR R 3k
BELDTE (BE~PHEE) | TDHIL,
BANAEH H
20194E10 A 2 H
BTN
i - AE
(S IMESE)
/]\IE

. 1A 6 AR O/
kLTO%Nomy@%@D&5¢é T
@ﬁ/Tﬁwﬁ//VV%?%W&LTZNMg%ﬁﬂﬁﬁb\%%Lmb
12mg ¥ CHEET D, 7272L, B
WBL, HEICGUT 8mg £ THET S,

i1 H 1@73/7“5‘/1/5/ A el A

fEEZ D SE

6 Ll Eo/NR

Wik AR E &G B

X1 H1

10. BEEHR BIMBERLAREABRVZORNR

11.

B LA

BEAYM
BEA=RRANA
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12. REHREHRIZEY 5158
AANTIEATTBREDED D THRFEHIRNC LIRAFR T TV D EREG] 12544

L7720,
13. &Ea—F
L =] Pyo fh 2N SHE Y V'E ° [S=R=lh
W54 HOT9 giﬁ@‘f iﬁﬁ%ﬁ : f I EEJE&\&@

IV EH G 2 — R VAT Lha— R
TS B 2mg [A—/T 123805102 2149040F1018 622380501
TP E E Ang [ — T ) 123806802 2149040F2014 622380601
BN THNG B 8ng [A—T ) 123807502 2149040F3010 622380701
BT INH EE 12mg T — T | 123808202 2149040F4017 622380801

14, RIRIEHFLDIE
ARANIIRRZIR LOBRIEEKMTH 5,
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X 1. X#k

1. BIAXH#E
1) RIFHES T3St &R - o U5 (88 2mg) (2014 4F)
2) RIFFEM TS #NERE - W ES R (BE 4mg) (2014 4F)
3) RIFHEam MRS AENERE w7 R (FE 8mg) (2014 47)
4)  RIFFEM TRt #RNERE - Wi el Bk (BE 12mg) (2014 4F)
5) RIFFEM LEEMA S HNEE &IOR3 (5E 2mg) (2021 47)
6) RIFFEM TR #HNER BRI (B 12mg) (2021 4F)
7) RIFFEM TEMASHE ANEE BRI (52 4mg) (2021 47)
8) RJIFFEA TIMRASM FENEEE - & WOk 75k (BE 8mg) (2021 4F)
9) RIFFEM TS #NERE - Il F R (BE 2mg) (2013 4F)
10) RIFSES LRSS AENER : IERR (52 12mg) (2013 42)
11) KIFEEGS TRt BRI U (B8 4mg) (2013 47)
12) KIS T3St PR s U (BE 8mg) (2013 47)
13) YA BEfth : BrEE LSRR, 2014 ; 63(10) 1664-1688
14) BRI © BRREESE. 1996 ; 12 @ 3281-3297
15) SRJIES M« BRRZEIE. 1996 ; 12 @ 2195-2211
16) Sl EREM « BEPRESE. 1996 ; 12 : 2267-2296
17) FRJIBUEES M - EEIREESE. 1996 ;5 12 : 2213-2230
18) JRJIBUEE A - EEIREEE. 1998 ;5 14 : 2765-2800
19) JEH=54h : FERESE. 1996 ; 12 : 2297-2322
20) AT Bfh : BEPRIEZK. 1996 ; 12 : 2323-2341
21) FREIERUL - BRRESE. 1996 ; 12 @ 2343-2371
22) [ EAGA  RRIREEEE. 1996 5 12 @ 2373-2392
23) PR - BRREESE. 1996 ; 12 : 2393-2411
24) FE)IHESAM - BFIREZE. 1998 ; 14 : 871-918
25) PRILFEEAM « BRIREEHE. 1996 ; 12 : 3299-331
26) FKIFE T - BEIRESK. 1996 ; 12 : 3211-3228
27) ALILSERERM ¢ BRIRIEZE. 1996 ; 12 : 3229-3264
28) A " EE MRS (7 0 7 L A5E 2005 4£ 10 A 11 B @M LARE—E
KRR, RS EEHMBEEE (3) P135)
29) FHHIN\SEH ARG g E  E)IENE ; 2021 : C-1466-1474
30) By HE AR 0 FKPE LR, 1996 ; 24 : 2215-2220
31) ZRAEHMHZE Tl - FEEL LRI, 1996 ; 24 @ 2207-2213
32) Wada T. et al. : Eur. J.Pharmacol. 1994 ; 253 : 27-34
33) #9K  fih : BRIREESK. 1996 ; 12 : 2413-2428
34) HI W ERREZE 1996 ; 12 : 2429-2441
35) RS IEMU - BRIREESE. 1996 ; 12 : 3333-3352
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36)
37)
38)
39)

40)
41)
42)

43)
44)
45)
46)
47)
48)
49)
50)
51)

52)
53)
54)
55)
56)
57)
58)
59)
60)

SO IRMEE—f : HTIE S ERAR. 1996 5 45 : 1655-1661

PR« BRPRZESK. 1996 ; 12 : 3265-3280

M) —f : BRAREESR. 1996 ; 12 : 3319-3331

B (70 7 L ZEE 2005 4E 10 A 11 B @PEORE—ZEKGR, HEEEk
EEL 1. 2. (1) 3)P262)

B \OE A AR R A fEaE BIESE ; 2021 : C-1455-1461

LARIRTAM - HTEE LK. 1996 ; 45 1 1662-1668

SEPENHE N OSSR AR (7 e 77 L R g 1 2005 45 10 A 11 B 8P LARLE—
LR, HREERHEL A~ 1. (D1)
KIFHE S TR NERE : AR
RIFHES TR S FNERE - WA
RIFHES TR S FNERE - WA
KRIFHE S TR NERE AR
R[S - JEPERAE 22, 2017 ; 47 @ 1353-1355
PERERHMiM - B S PE R AR MERE. 2021 5 29 : 49-54

KEFERERML : FEBE L V5. 1996 ; 24 : S875-S888

VTFEZE A« SRFL L JRJR. 1996 ; 24 (Suppl 6) : S915-S943

R (2= TEHAHE LD,/ 2= T ELEHEHD : 2010 424 H 16 AR, HFh
EEMERE 2.7.2.3)

PRI —Ath - BRPRPEEZE. 1996 ; 12 : 3353-3368

KRIFHS TSt HNER it O E MR (BE 2mg) (2016 4)
KRIFHES TR HNER it O E MR (BE 4mg) (2016 4)
RIFHE S LRSS (ENER - o ﬁ*rﬁﬁﬁmmﬂmmﬁ)
RIFF S TR AENERE - itz O 22 e R (B 12mg) (2016 4F)
RIFHE S TS HNER : § Bk (52 2mg) (2016 4F)
RIFHE S TS HNER : f Bk (52 4mg) (2016 4F)
RIFER G TS tENER . R Bk (52 8mg) (2016 4F)
KRGS TEMRASHE (ENERE : RE RER (BE 12mg) (2016 4F)

FRER (BE 2mg) (2013 47)
R (B2 4mg) (2013 4)
R (52 8mg) (2013 4)

P
PE
PE
SRR (B 12mg) (2013 4F)

1t
1t
Bl
gl

/e
A
/e

A
farin

RO R

T
M
(: M
M

pGi]
pGi]
1
1

-

2. ZOHDSEH
EER R L
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XI.3EZEH

1. ELSNETORTERR
AFNTFEI TIEFRITE STV,
W, BrTH AR LR FOUBAIE LS CRE STV D,
(2023 4F 12 H 5

2. BHYVZH T HERR R ER
A% L7
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XII.

o]

. BAAE - REXZIEICIEL CERKHIEZTSI12H-> TOSEER

AREOERIZBET 21EE  REICIFEKREZZ T TW R WEICEET 2R NG £ 5,
R AFEEPHEL L CORVANRLEEINTE Y, H ETHLRIMIN TV HBRS
ETHEONEREZEREL LTIRR LTV 5, EREEENKHEETN 2R+ s BT
DBEFERTHY ., MTEOAEEZRTEHDTIHR,

(FOHARIL - TP EIRS OMRFEERIEMTEENCEE T 2014 R 74 BT 5 Qe
IZOWTC(ZD 3) ) HFIE9 A 6 BNEAEE R - AINAA RS - FREE
KRR

(1) Hge o~

rtein 2 PRA7 U, ZEMERER (MR, MR GEmE) . E8) 2117,
BT IVH L BE 2mg, 4mg, Smg. 12mg [A— T |

R BRS A i R
25°C. 60%RH. 1 » A GEE: - BHAR) 2T L,
FERRS & 120 75 1x - hr(25°C, 60%RH) (BHA%) | T2 LR L,

(2) B - BAMRUREREF 12— T 0REBME

AR 15

U R AR

T A AR —DER N EREEY, T AR —NIZEE 1 EE AT
A RCERRL, T 4 AR 55°C OIS 20nL ZWVERY | o EE L
T 5 R ERELE T 5,5 BICT 4 AL —% FC 90 B 15 {HE RS L, A
RBOIRREZBIET 5, 5 DRICHE LR WEE, S 5125 RE%., [FEkO#E:
TEZATH, 10 /oHE LT H -8 L 722 WiEA . sEflad a—T7 ¢ v Z Rk L C
N T A4 AN —NIZ AN TREROBIEZ TV, FiE- IR OREBABIZE T 5,
e

AR B T O N2 RBIR E . 7 4 AU —IZRWIRY | BRETF 2 —T7 D
HEAGGL D 2~3nL/ P OME THEAT D, Ta—71 3y FEOBELZEEL, (K
WAL D 353D 2 Z /KT L, s (EASR) 2 30em DSty L, F=
— T (A X ;8 7 LT DimimEtE R BT 5,

BB, 8 ZJLrFOFa—TFBERLAVESILZ, 18 7Ly FOFa—T%FHWN
TlRBRIC 2 BlE2 3 5,

BT YA CBE 2mg, 4mg, Smg. 12mg [A— T

BRI 15 FA SRR AR A MERAER e

RERER | 10 LR - L, | 2 BTV &

wmL7,

_52_



2. FOOREEER
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BES

FAFEF 0331015 & (CFp% 1743 A 31 H) 12X < KGR
BIFE 1 K OBIFE 2- (1) ERH EFRR G X &2

AL YR VR

HE SR e | FITEBINICER D
IO P 7 et |
(FersEHK M) (PRFsEHMN)
A EFSOIFROK |1 BRI ROR o % o
R OSNEIC BT i
DEERIRILEEICREE | 2 4hENC B 2
+ 5 R e O X ©
3 HRME KL UM o = 3K
By & DL © % ©
= %ﬁﬁ&ﬁ@mﬁl T IE R E S O B o % %
B KM OV 57 155 (bR %
BT &R 2 HEHIE O A O
3 B R OB 1A O O O
N RBEMICETE |1 R TRER O X A
Bt 2 Ak ER O X AN
3 N R O O O
= EEEMICHET S |1 & BT 5 5 y y
gk B
2 RIRAEEH - 24
P © % %
3 ZOfhdIER] A X X
AW, A, ARE, | L BRI O X X
PEMIZBIT 2 &8 |2 254 O X X
3 R O X X
4 Pt O X X
5 ‘BRI X @) O
6 FDOfhOIRYERE A X X
~ Ak, AN |1 HEE S O X X
fﬁ#ﬁﬁfﬁbz SR ia O X X
Ry e =
e = . .
5 ARG EE O X X
6 R AITR A X X
7T FOoEME A X X
~ %%ﬁ&®ﬁ%ﬂ Bk R SR A O % %
BE9- % &k}

O I X AR E A flx OEELIZED b

SATBFNT AR 26 4F 11 A 21 BIR/FR 1121 2 Bl X W E SNk
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