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T TSR L WD ATREME D & 5 4otk [9. 5 B ]

TV AKX LT~ VIR A B G OB IR IE BT (7272 L
OB EIRFEEZIT> ChRBMED 2 hr— LR L<
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3. #ERK - MK
3.1 #8Rk
VAV 2 I S AV R/ 7 S IRV Vo I S IRV P N
544 $E20mg FE40mg $E80mg $£160mg
[F—nT | | TF=nF] | Th=nF] | TF—nF]
BEPRE e AR 15EP A LEEH A JR)
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20mg & & 40mg % G AT 80mgZ &H | 160mgZ G
REHE e M RE#REE Fexo e el e— R
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(E%+ 95mg 95mg 190mg 375mg
AR AV I A AV S VAV Ve - S BRI o
WIET 00 d—nT | 40 A—nT | 80 A—T | 160 A—T
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el %, 7ok, Fn, ERICE U CEESRET 528, 18
160mgF THETE 5,

W, 6RELL Lo/, S L Z b LT, RESBkgR
i OE A, 20mgA, (KHE35kgld EOEA, 40mgZ 1 H 1AL O
BeH 5, ek, Al KRE, ERICXVEEEET 5, 72
72U, 1HEE AR, KESSkg R OEE . 40mgs T 5,

1. HERUVAEICEET HEIE
EPNZB W TIF/NRITR LT, 1 H80mgZ iR 2 5 i iR BR 23 722
v,

8. EELERIE

8.1 AflzateT v VAT vy I ZREEFAIE G FICIT %
HOEBERITFEEND bbhl L OWENH 50T, ITFHAE
Mt g 2 70 BB AT O T & (1L 1.2 2]

8.2 FFAI2AREHITR G LA 2 EREE LU, TrPF Ty
v N Z B RSG5 0 BE L, RERR OFfFRic L=
T VHT Y ROMEWERNC & R A R Z 5 RTRE
Wrnd 5,

8.3 BEIEMEHICIE S D E WV, S62&BHobNDZ LD
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Z &, B OO RER PRI T O T I L Aol
BREZ BAL S E DB ETNAH 5,
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9.2.2 MZREHPDEE
BHENOEGZHMG L, HET 5013 HRAIITI 2 &,
WIEE G-, — IO SR AR T (i X ONERIE R % 2
) BRI TRENSDH D, [11. 1.5 Z|]

9.3 FFHEEERE
9.3.1 FEEDHZEH. HICHEAEFELERUVEHLS >#D

HhHEE

PR G TR CEBEICRE T2, AR EICHEA P

WCHEE SN D720, P EEN LRI 28Zh0NH 5, SE

WZRBWT, B~ FEE RS T L& ol

PR S, MEEERR N & L CHRIRFIC EHT A 2 s S

nTns, [16.5 1]

9.4 £HEREEET HFE
9.4.1 1iRG HAlEED H D&M

IRLCWA Z ERHBRENT T o7 v v BRI

FBHRIXT VAT v TR FRERA 2R L BRI -

BrAER~ORBEAL, BHE - i - BOEMRAE, S

DED SN FIAHEShTHWDD Y,

AENOPEHIZ N B, VB OFE L BE L TRAIR GO

VEEZEEICHRE L, BFE EOAEENEREE EES &

B SN DH/AICORBZGTDH L, £z, BHBLERY

AR OFEEFRHICHET 52 L, [9.5 2]

(AN G-BHARNIFR L CWARWD L 2 fERT 52 L, K
Gt HIELTWARWD &% EMOICHZET 5 =
Lo B EITERIEAHIA L= 8A T, mhIcE Ak
THZ L,

()R DFEIEIZ DWW T, ARAFI 5B AR B BT 5 2
Lo F, BEPLMEITSCHATSZ &,
ATRFICARF B R LA, IR - RIS &
FTVAIRSDH L,

CEIRAVEIB U= 35 DA 1T, BN E IS

ML Z L,
CEHRZE FTEY S AT, HAIEICHRT D 2 L,
9.5 134w

TR IR L T WA A REMED B B LI id &5 Lianw o
b, HBHFITHES A LG A1, BEhiIcE 5 2 PikT
HZ b, KAlEELT o4 T vy v D FERFERARE N
Ty VFT vy B REEE I ER T, IR~ R S
SNT=AEICKHIE - FAEREE., FAKEDE, BIE - #E
WolkiE, BAe, &h Y vLAE #EEORMAE, ¥
ARUBDIENC & B & HER S 5 U o HfE, fik, SHZEIR O W
B, MiOREEEAELEND bz EOWMERH DY, £
To. WIS CENESNT-T v oA T v o Vo EHEEHEILER 3
DL haARY T 4 TR T RIS VYA
Ty U BEERRER RS SN BEEEICB VT, BRI
A OFE%T U A7 ZBERI DN 5 ST IR W EREC R
BEnolc L OWMENRH DY, [2.2, 9.4.1 BH]

9.6 23LIF
BHLLRNWZ EREE LV, BIWER(T v hoRAMRN
Bh) O3mg/kg/H T, JitH~BITT2L0OBERH L, F
7o, B ERR (T v b OB PEY RO AL 0 & 5.) 0600mg/
kg/ 0 THIAEWROERRE M VEFEROE T RO LN TEY
200mg/kg/ H LA L THFRIMEDIZIENTRD BTV D,
9.7 IMNR
9. 7.1 IKHAREN, FrAl, L UL6RARM O I 2 x5 &
L 72 BE AR RRBR 1L 50 L Ty,
9.7.2 SRER{RYS M & (GFR) 7330mL/min/1. 73m* K & L < 12 BT
T TWD/INEEZ RS L U BRRBRIT I L T,
9.7.3 BHEEENR OUMIE D U U MEZFEEIRSBETH L, /D
WO BMIE CIEBEHIERE 2D Z &%, B, B
AR A JATTIRAE RN, WiAK) D BEFICARZ 5T 5
BAECmiEN Y v AMEE EH S5 6l 5EEN S Do KA L
BERTA5AIEET A2 L, [9.2.1, 10.2 B[R]

9.8 SimE

9.8.1 IRMEN O\ ZMMT D EEEIIRG T, —
M DREEITAF E LSRN E INTWD, EIEENE
ZHBENRH D,

9.8.2 il OB RERER T AH 0 M i B A3 I & i &
WCHARTELSRD 2B LN TS, [16.6.1 ]

10. HEEA

101 BtRAZSWALGLI &)

SEHI4 % ERAER -+ HEE 715 FEFY - fapRIR1
TIUAF LTV | FEBOEMEM AR, B | L=r-T U T
i3iy REBEE, @l U v Al | > RSN 8 S

TR JEK MRIMED U 27 | LD ATREMER S 5,

CHlf PR 93 B8 (i
THEE, 21E L,
fth DRI 21T -
THiaBmED=
Fa—ARnELL AR
ROBHEHRL,)

HINA S ST\ 5,

10.2 BRFEWAICEET S L)

HFa % BRIARLR - (D715 KT - falRIR -
TYUAF L T~b | BEERSE, 207 | L= T UF T v
FAtE A L B OME I FE 2 6 | o 5% B 1 L A8 i &

[9.7.3 =]

ZTBEhRH D,

72 $. eGFR7360mL/min/
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EOHHBE~DTY
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DPFHIZHONTIE, A
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Wr S 4L 5 5 A A bR & bt
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FA=E NN A AR T (R [TV D BREICIE L =
MU ZaARFT | OCE#BIEREEH) & | VISR TTE L TV D
VR EBoIBEhARH S, | BENSL, KAINE

[11.1.5 &H]
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HCIE, ERITHERENE
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F=)TAKNTY LMED EH L FrA Y
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FEAT 1A RYERZE | AHI O W AR 238038 | NSAIDs DB 7o 2 &7 7
$A 751 (NSATDs) THZEND B, T vV A L EER
A RAZ U L0, REOREEE
HARW T2 nd
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BHMEL B ST 5 NSAIDSOE 7 1 2 & 7
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[ /L = ¥ RV = /AT 1N
T ambEEZLN
%o
fERIR T« il
Y n e — ARFN O 1 F P ERKIB0 | U EE AR Y v —
~AOBTAR T L7z & o |1 kv FFFIZIRA L
HERD D, RANOER |16, RFIOWIE
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1.1 EXGEIER
k11101 METEZIE (B A)

Bk, FDE, WEE, TOMESNMERE L ThObbhDZ &

N D, if_ MEda, MRS, MR, ISR AR D N I

FER D HLONDZERH D,

11.1.2 B (BEARH)
(8.1 &)
11.1.3 BA£ (0. 1%A7)
11.1.4 ShH Yo LsE (0. 1%A4TH)
11.1.%/3 v BHEARP]) . K@ HEAR) . BHEEX0. 1%

ES|

WG, IEM, ERRN SN D SN SAICIE, BHISE)

TRRVE AT D Z &L [9. 1.4, 922102%%]
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FEESND L bNEEAICIEERS 2RIk L, #Y) e 0LE 217

5 Z &, BERFBIEM TP OBE TH L bLhT 0,

11.1.9 #EERRARAE (0. 1%ATH)

AR, Wi, CKESR, Pk ORFP I A7 rey B %

R L T AR RAE NS S b D ERHDHDT, D

L RGAICITE LIRS EFIE L, @Y REEIT) Z &

11.1.10 hEMRKZIRIFERARAE (Toxic Epidermal NecronS|s
TEN). R [E$5I=ARSE 15 B (Stevens—JohnsonfEIERE) . L HIBE
(W F0 b B AR

11111 XEE. EXREE (O b HEEARE])

A, BHAENRD b SAICE, RIERE %I 5
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11.2 ZO D EIER

0. 1~ 5% 0. 1% BRI
BEUE |95, 2o | WA ADE | LEBEUE
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. 1 ER A 3
PhEREs | IRILE, @i B, LFEAHED —
W, M L
s BT, R |
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R E A LEEIEDS —
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"
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13. BERE

13.1 E4R
AFlo@EEREGICED, EFLVMERTA4EL, EFL L
OIET, ERENICELZBZNRS D,

13.2 W&
FHLWRIMEDOSHEITIE, BE ZAVELIC L, 042
B OFFRIES 72 EEY) 72L& 21T 5 2 &

B, NP E o fES R L DR /D\}E 1393%LL ETH
Y. MEEEHTIC iaf%ffﬁﬁw

14 BRALDEE

14.1 ERIRFEHDOEE
PTPELEE D RANIPTPY — R Bl H U TR 42 X 5 fFiE
THZ L, PP — b OFRAKIC L 0 | BB T A R TR~
FIAL, BICIEZLERSZ L CHERIAR SO REE R A IHES
BRI ENH B,

16. Y EhAE

16.1 maEE

16.1.1 BEEK%SE
fEFERR A BT 12303 L Z 220, 40, 80K TN160mg (80mg X 2)
ZEEROEE LeGE, ol s, miEfoRE
(BRI 5% 2~ 30 Chemi I EE Lz, F72, Gk O
AUCIE160mg#e - F CH G- B OB LB L CTHER L, R
B ITA~6RERT Tdh - 720,

PR oo™ Crax AUC tie
(h) (ug/mL) (ug+h/mL) (h)
20mg 2 0.86+0.53 5.2+3.1 3.7+0.8
40mg 3 1.37%0.53 8.9%4.0 4.0£1.3
80mg 3 2.83+0.92 18.0+5.8 3.970.6
160mg 3 5.26+2.30 | 33.9+18.9 5.7+1.8

n=6, VHEEERA K HRE

A T 7335k g ARl L 1E35kg LA B oD /N HRE (T B 145% O /& I
JE. BIEBER. b L<IEx 7 o —BIEREEOBRE) T
N20mg X 1F40mgD /)L )L & o Z Bila 5 L7z & & DC KR
AUCIZUAT D B0 Th-727,

e PR Crax AUC
) (kg) (ug/mL) (ug+h/mL)
20mg 20.2~31.3 2.45+0. 86 12.0£3.9
40mg 38.8~61.5 2.11£0. 84 11.3£6.1

n=6, V) ERAERAE K HEPH R/ ME~ R E)

16.1.2 R1EHRE
T HERR N B 123 H L Z 2 160mg (80mg X 2) Z 1 H 1[5]7 A f K
TEROEE L& & iSER ORE(LARREE O 5B
) ERIFRO STz, £, HIRIROHEETH B O3
éﬁ]ﬁ)ﬁ/fi A= ITTEEETH Y, FHEIIRD SN2
- 8,

16. 1.3 YRR F AR

NS ILE U EE20mel A —n\S 1)
SNV L E L EE20mg A —NT | & T AN EE20mgE, T 1
AF—N—JEIZ L0 FNENISES LY L EZ 2 L TENE
A120mg) fBE A IS B AR O e 5 L T R 28 b ik
BEZHE L, HONTEYERE ST X — & (AUC, Cu) 1T
UNCO0%TE HE X MBS THREFHIEAT 247 o 725 5. 10g (0. 80) ~
1og>(1. 25) DFGEIH T W . WA DLW RSN TR S N
729,

FEENRE T A —H

N AUCo—a8 Chax Tmax tie
(ng+hr/mL) (ng/mL) (hr) (hr)
SV H B 2.50% | 7.92%
+ +
20mgl A | 24 | 68961897 | 1119+£313 0.98 2 06
. + +
T A AN EE20mg | 24 | 675912277 | 1078394 2'1535 8'21§J

(Mean=+S.D.)
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A140mg) fEEE AR A 55 - 12t B HEL IR 1 3 5 Ul p R 28 (kA
WEZAE L, BN EMENRE XT A — & (AUC, Cpux) DX}
FAE DO NEIE D D3 0g (0. 90) ~1og (1. 11) TH V. HOBEH
R CHHZEBNEL L TV 2 b, WA O LY FIR
SEMENHERR S,

WERENT A =5

n AUCo-18 Cuax tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)
PV B 11680+ L 2.96+ | 10.31+
40mgl A —~7 | 2 4778 1989821 1.02 4.01
— Ny 11460+ + 2.65% 8.50+
T 4 AN BEAOmg | 23 5193 1953%861 o7 316
(Mean=£S.D.)
OngimLO
—o—[JOooooood4omgloooog
B 2500 r —— 00000 040mg
0 T Mean+ S. D., n=23
0 2000
O
[0 1500 r
0O
0 K
0 1000
0
O 500 jf
0 4 8 12 16 24 36 48 O hrQd

ooooo
oooooooooooooo

ONILHILA D EE8OmgT A — /NS 1)

SNV H L BESOMg A — T | & T ¢ AN BESOmgE, T 1
A= N—IEIZ XY ZNENUEE(SLY L L L TERTE
80mg) TR A B 11T B AR O & 5 LTI AR 22 bk
REZREL, BB WEIRE/$T A — % (AUC, Cu) DXF
BB O - HIE D #2753 10g (0. 90) ~1og (1. 11) TH Y . H ¥
B CIRHZEENEU L TV D Z e D, WAIOAYFRIE
SEMENHERR Sz,

HHBRE N T A — 5

—— 00 000080mg
Mean+ S.D., n=24

AUCo-4s Chax Tmax tise

n (ng-hr/mL) (ng/mL) (hr) (hr)
U NI ] 19870+ . 3.13+ | 1L.21+

80mg[ A— 7 | 24 7928 34181559 1.08 5.01

— N 21900+ 2.75% | 9.63=*

T 4 AN 5ESOmg | 24 8980 3643+ 1421 199 14l

(Mean=£S.D.)
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NILHIILE U EE160mel A —/NT )

2OV L H L BEL6Omg [ A — T | & T 4 AN BEL60mg . Y
0 AF—N—IEIC XY ZNENIEECS LY L Z v LTER
Z3160mg) i BE e A 5 1 I A B AR O e Ll S R R
EALERBREZRE L, BFon-Epak <7 *— & (AUC,
Caax) 12DV TI0% R IX A THEFHIENT 24T > 7256 . log
(0. 80) ~1og (1. 25) DFIFA T 0 | WA LW [FISEME A e
WENTY,

SEBRE T A — X

0 AUCo—18 Crax Tinax tis
(ng+hr/mL) (ng/mL) (hr) (hr)
PV E R 41760+ 3.08+ | 9.08+
+
160mglA—7 ) | 24 14350 | 889726901 g | o 08
F 4 N 41500+ N 3.38+ | 11.07+
160mg 2 12470 | B21TE2364 ) "y agm | 6 51
(Mean=S.D.)
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O Mean+ S.D., n=24
0
O 6000
O
O
0 4000
O
0
o 2000
0 4 8 12 16 24 36 48 Ohrl
ooooo

gooooooooooooo

MAE YR EE 72 & OUTAUC, CondFED/NT A — 21X, HEHRE Ok
IR OEREUE S - RS OB GRS K o TR 2 FThE
MWRNH 5,

16.4 X5
TR B 71210 N Lt L & L 80mg & 22 i e B[R] % 1 15 58 IkE
M omiER 2L, & U TREBLENBTFEEL, T DM
L L Ta-b Fa X AR8D 5N, inviroDRBRIZE
WT AL LTCOYP2COD B G-3RI S L TW A (ARE A DT —
),

16.5 ittt
TEFE RN B 12108 LB L Z L 80mg A Z2 IR BRI 4% 5- L
T OPRIIUTO LB Tho7120 GMEADT—4),

P PR
LS7/RIIES 86% (168HF i) 13% (168 ] i)
REALIR 71% (12~ T2/ i) 10% (48R i)
4t Fa ¥ ik 8% (12~ T2 [H] i) 1% (481HF 1)

TR Y N B 12 3 L0 & 220, 40, 808 1M160mg (80mg X 2)
Z AR EIRE O 5 L7 B, % 51548000 & Tl 5 D9
~TANAREALIR & U CRPICHRES U729, [9. 3.1 &)
16.6 HENESEHT HEE
16.6.1 ScE

655 LA L D REHERR AT /S L 2 L 80mg A BRIk % 5 L 7=
& X O MBETH OREACRIBEHERS 1L, 655 AT ORI
BE L7 A 1T R T . 265, AUCHSL. 75 < . AUCK Y
IS BV T E A2 22 (P<0. 05) 23388 L7221 (4
EADT—4).[9.8.2 ]

17. BRPRALKR
17.1 BHERVRLHICET 238
17.1.1 ERERRRAR($ THRVE L)

B N % (FRIESE)
3.2 - -
PHIEARE % G Te PHIEREE) 2 BR<
NS 74. 1% 79. 7%
ARG MLFESE (366/494) (366/459)
U — 82. 8% 82. 8%
B A D e IEE (24/29) (24/29)
e 77. 4% 85. 7%
R FE (24/31) (24/28)
e 74. 7% 80. 2%
s (414/554) (414/516)

7pE. ARHEME B i EAE (BE~ R AE) R 2t g b Lz
%%mﬁﬁﬁT\Aw#w&yﬁ@ﬁmﬁﬁ%wanfw
5,

AR HEME &) i EAE (E ~ H40E) B2, 1H 1[[]40~160mg % 12
~3CTHMR DG LB, DR TR EBE R L ®B 2R
P RIS A D SE2E LB ER 2R L12Y,
ASREME &) 1 (HBE ~ T E9E) S 1, 1 H 1[E140~160mg % 12
H R OES LB, IEIRE - BEHEC A B R L8 23R



T RAREESR AR LY,

17.1.2 ENE T4AHER
ARHEAE R AR (BEAE ~ T AE) BB (2, 1A 17120~ 160mg 452
FJF‘HFJ@D&E-IJKW PNV L2 BE R E PR R SR
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