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FHEAISOEANC & 2 MEMHFE. EEENEEEE, K%
MEMFE, FRENERFES) (BEONREEL £S5 mE
HIZEEZRIRT D EDD 5]
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5k 536 BN O BE [10.1308]

3. #8RK - MR
3.1 #8m
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2.5mg [H#] Smg [H#r 10mg [H#1]
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NEWVWEEFICOA, KFZENEET 5 &, B, REIOBRM
BETOEREIIHEII SN THER L,

5.2 EEOEBE LRI T 2ARAOFRMEIIHEILSN TR,
AR D 0,

6. FIENURE
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BL. B - BmEEEmEEISEESMEDEH T1d2.5mg
POREERIAT 5 ENEE L,
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8.1 WEHZS5%. —BtOEM Lz MERTZEITEEIHSD T,
MEZEDOER % +7I1/75 2 &,

8.2 FMEIAEMIITEE LW EPNEEF LW T IFT I
EHRBEEAER R SThOBEIL, BMEEROFERFICLZY - 7Y
VAT ROMEWERICK AMFEERZREITBEETNIH 5,

8.3 BEEERICEDLLDFE WV, LA6DXNH6LNEZIENHHD
T, BAMEE. BEEOERSERE ML BMERET 2B
EEIERIE,

8.4 AUBEENSHLDLNLZENHLHDT. EHIICHEZEE
T 5% EHEE T 2 EL[11.14808]

8.5 EELIMEEENSHSHLNET EAHHDT, EMWITHEEZ
EWT 57 EBER T T EL[111.52E]

9. BENEREZEIIEEICHTIER

9.1 BIHIE - BIEESDHZEE
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9.1.1 WEIMEEFIRIERDH D EENEHE CEHIRIEREDS B E

=
BELESLOZERVWEHEN2EE2BRESFRIIERITSZ &
FMiiE DR RIKAEABEDETIC K D 2R ICERE~ E(L
SHLEBENDDH B,

9.1.2 §HhVUY LMEDEE
BELESLOCZERVWEHEN2EEZRES(FRIIRITSZ &
EAY Y LMEZEESEEBENDDH 5.

7o, BHEEERE, OV PO L ABROBRRSEICEDIMES )
T LAEFEL B DRTVEETIZ, MEHY T AEICEET S
s

9.1.3 RNMEBEEDNHDESE

BEOREPMIFEAL2ERE L JRELZELLSELZ WD 5.



9.1.4 BERXEEEPOES
KEIOHB S 2 EAED SHB L EET SR L 1T T &,
MEEGHS, —BtEoa8 s IEETE2ECTBFNAH 5,

(EIMEE)

9.1.5 EEDSMEEEE
KEIOHBS 2 EAED? SHB L EET SR L 1T T &,
WEEGHS, —BtEoa8 s IEETE2ECTBFNAH 5,

9.2 BikgEEEEE

(GhgEttE)

9.2.1 EEILIBHKEEEENDHDEE
JVTFZr )T T AN0mL/minbl N, IEMmiE Y L7 F
= H3mg/dLEL EOBEICIE, REBEES T, b L3R
S5flEz DT n CEEICRST 52 & ARIOEERBEY O Mm
FRBEAS LR L. BEOMEET. BREOE(LFEELBEN
W5

(EIMEE)

9.2.2 MFBHPDESE
KEIOHB S 2 EHAED? SHB L EET AR L 1T T &,
MEEGHS, —BtEoa8 s IEERTE2ECTBFNAH 5,

(IBEDAE (BE~DPEHE))

9.2.3 BEEDHZEE
KEIOHB S 2 EHAED? SHB L EET BSR4 10T T &,
MEEGHS, —BtEoa8 s IEERTE2ECTBFNAH 5,

9.4 &EREEE I 5E

9.4.1 HIRI ZTIREEDH D4
FRLTWAZENERENT 7o VA7 v ¥ U EREREER]
N7 oF T vy VIIRERERAEZER L. BRE - FiElRA
OFE (BA%, HE - i - BOERARL, EEEH) FRvs6N
BB RE SN T VB,
AEIOFGIZHNN S, REZEOEEEDLEE L TAFRSONE
HEEEICHER L, WELOEREDSEEEZE RS S HETsn
HBEICDOARBEETHIE, o, BESRELRIEEICIZROE
BEIEICEET 52 &, [9.531]

(1) AHEEHARNICHFRL TW AW E2FERT A2 &, KA
S, HIRLTWAWS &2 EINICHERET 52 &, HE5H
IHHRASHIB L 23581213, BEbiIciRE2hiEd s &,
WOBIEICDONWT, KNASHIBRICEEICHAT LI L., &
7o BEHRLBREIS CHAT 52 &,

ORISR ZFER LG E. BRIE - FTAERICEEL KITTY
ATWHB E,
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BT L,
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9.5 1w
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TUIFT YU ERBEREER A RS SN BERICBVL T,
BRBFEOHET Y A7 ZBEERISHRES SN TV WEEEICHA
B ol EDHREND 5. [2.5. 9.415H8]
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5o

9.7 INE
EHAAEIR, #i4E R K eGFRA30mL/min/1.73m>RiE 0 /N2
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OREFIIFE L ZNnEESNTWS, MEESEPE2BZND
D5

2

10. #HE{EA

10.1 HAER HALBWLWI L)

B

ERARAER - FEETT R

W - fERRE T

FE AT URHEEREE
fttra—=z, v 7
b7y VEEAR) E
ZUTIL =L IE A
JIFLYFLTH
L— hERHWZRES
IC&B7 7L —Y R
DHEFT

AR —N—

4 5V —\TR
Ly —N

&

[2.35H]

MEET. B B,
&, R, LTh,
ERk, DRIRREE, SEAR
DY a3y TERZIE
29 TENDH B,

BEtEIcHEB LT+ R
b7 UREBEE/LE L
Oa—2, NUT T 7
VEEARYEZ LT
L= )LXIERY TF
LyFL78%L—hIC
omFr=rRoR
BWATLEL, 75VF
ZVEANEKRT B,
HICACEHEREIZ 75
VF_VORBEEE
TB-D, TI5VF=
COEEIHEZ D ED
EADNRESNT NS,

V7R =0 BV 4

YIVAIKR BT Y

v LR 2B
AN69

[2.4, 132%H&]

TFIATF %%
HTBHZEHB 5o

ZfiA A kTHB
AN6OIIZ £ D ffi % =
Y RORHATUE L,
FANCED T TV F =
Y OREPWT o &
ByreEILONTY
%o

TUAFL Y

FYLA
(HEFRRBE ICHEAT 5
BE. 7L, ok
EHRBEZ{To>TbEB
MESITY ba— LA
§%<$E®%%%@
[2.62H]

FEBUEMEMZE . B
BEMEE, @AY YA
ERCEMED ) R
EMPRESN T2,

e PP E
2V REERRAER
SNAFREMEN D 2.

TUIFTFUVURE
ExT)54 2 VIRE
# (ARNI) :

B E R UL
VE I R U LK
iy}

IVLUAR
[2.7%H]

MEMEZENIH S5 b
HBENDDH B, AH|
BEKRTHICARNIZ #
59 5541 KAlO
B 5 » 5368 M %
FTEHRE LV &,
7o, ARNIDES SN
TWwaEFEIE Pl
& b ARA K 5 5 IR365
FRfcHIEg 22 &,

PRI K DAEMAIC T
SIF U DHEHI
#Hlah, 799%F=>
OIMFBEN LRI 2
AHEEN D B o

10.2 HAER (HAICERTS L)

A B E

BRARAEIR - SEETT IR

W - fERRE T

71 7 LMRFFERIRA]
A¥ua/) s hr
M)TLTLY

71 7 LREREA
b (v RN

%UXFfUA%ﬁ%

#

AN T 7 A NFY
V=)L hYRXNTS
DN

miEHY o LEN LR
THIEND D

AENET VR RATFT >
SWIMENCE D R
AD F1) 7 LHER ]
%8BT 5720, Bf
FIC&D AT LEEE
TEFAMIEERT 5. B
HEEDDH ZBEICIE
BICEET S &,

VF T
REEY F 7 L

U F T LRENRES
NTWa, MY F7
LBEICEET S &,

RENDF bV 7 LFet
fEFICKD. VF T L
DEBPRL D EEZ
5NTWVA,

TUAFL Y

=
=R
St =

. eGFR”60mL/
min/1.73m? ¥ D & 1%
HEEEODH HEBEAD
TUZAFL Y EDHMA
122V Tid, BEL®
LEBTZVWEHRTEN
2GEEREETLH
Eo

TIIFT N

BHRERSE, 5hY Y

A P E
VU REEERPER
ENHEEEEN D 5.

BARESA Ly ME T OME I JE 22 62
ZIBENFDH B,
FIRBEEA] FIRA : | EREGR, —@E | FIREERRASOE

[l = == A
s

M MERTZEC
TBENDDH B, KA
DHE5 2 EREY 55
Gl HEJITLHEHEAIE
HEIITH T &o

HTIE. MY T LF
FRICEDIMAFL = iE
WP ER L. KEIORE
FER R ERT 52 &
WH5.

AF & D Fe I F R EEE
Flz#s5hoBE (5
IR S % FE L7
BE) IC3RICERT
BHT L,

FV T — Rl

M FEAR R A 5] &
NBFRENED H

(il |
i
%S

KA D F = > 55 R INH
ER&ERY Y ) 75T —
YERIF D F = > EAE
AIc&D, mfF=>
BEMSELLLE T
i ORESERS NS
A[REED B %6




A E

ERRAER - $EEST R

WP - fElRE T

= v B R 7

fEEERPHERENS
ZENDHB

TR N

JERT O A FHIH &
SRRl
E2 T

FEEERPRETE SN
ZENH B

A RAY T VIZME
WRIEAZHET 270
A8 75 2T VE b

DERZEMHT 2720,
KEIOTa Ry 75
VU ERREERIC &
B E(ER % W5 S &
HAREEN H B & E
5NTW5,
EAELLTWS | Tuxy 750900
TiE, SHICER | GREZEEMAICED,
BitgrBeny | BMRENETT 27
o HEEZOHND,

B EER P EE S N5 | BEAH

ZEND B
MEMWEZED Y X7 | HEFRA
g 282D H 5.

Lk
He

2L
BE
2
%

V77 ¥y

[ 7 g

1n. 8HER
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1.1 EXGEHER
*11.1.1 MEMFE HEAH)
WRIRERIEE 2 £ 5 ZHIE . &, A REOBERZER &9 2 mEH
FEPD S bNHEICR, BESICREEFIEL. 7 RLFY Y
TS SEEREHETZAEZITS L. o, BE. BRA. 1B
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MN1.2 vavo (HEARH)
11.1.3 DEFEE. JRDE (W I NLHEARR)
11.1.4 [HEBRE EERH)
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11.1.5 FUIMEREIAME  SEFRRIERE . I/ VRAIA (V9 M LS RE)
[8.55H]

11.1.6 B¢ (BHERH)

MHO7I7—E, VIS—EDEREVPHSDONLIENDH 5

11.1.7 FEIEEMERR (SEREREA)

FEEN, WZMR, PPIRAEE, EXMREES O MEEM AL S 5
BNEZENH 5,

11.1.8 FIBHMERER. PHERIRSERIAFE (Toxic Epidermal
Necrolysis : TEN). RESRERIEIREF (Stevens-JohnsoniE
1REY) . REE (IR LEERHE)

11.1.9 883, (SEEERBH)

11.1.10 FFEEERRE. FIFE (WL SEERE)

1M.1.11 §AYILME (0.8%)

11.1.12 HIRIRBIVE Y FEE 5 BAEIREE (SIADH) (SHEEREH)
K b U7 LM EEE M. FRFAF b~ L 50RO #,
BRR. ER, BREES LS TARAILE 2 REE S UER
B (SIADH) &6 bhizHaicid, BE5E2HIEL, KEA
DOHIPREE) 2B AT T &

11.2 ZOtDOEIER
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™. IFEEIRIEZ
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ki E Gk, 410
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WiLE | SRR BRE.
pa5s
R ASTER. ALT LR |EB
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BREL 13TH, O|FE, MEF bU 7 [ EL, S, A VK
ot 1B REEE. B AEET 7Y A, HIE, HiN
& LUh R (IR

13. BERS

13.1 fE4R
FERIE BEORMETH %,

13.2 WE
BEORIMEICN U Td, AMAEROBIRITHNEEY) 2 0E &
175 2 &0 RAIOEHERBYIE, MPTBENTIC KD M SFRET
Do 122l TV UZ MY IAZYNALEVEF YT L
& (AN69) =W -IEBER 2/THhK T &o (24 10.12]]

14, BRALOFES

14.1 EHIZAEOES
PTPEZEDOEAIZPTPY — F 6 MO H LTIRAT 2 L5 EE
THI L, PTPY— FORAUC KD, BHOSAT A EEREA
FAL, EICIEFLz B 2 UTHERIAREOERE 5 &6 53
T5IENDH 5,

15. ZDhDFE

15.1 ERER{EAICE D < EER

15.1.1 4 > 2 Y IR OMERE N o/ EFRICT > IO4T v
VEMBEREER 2 HRE5TH I EICLD., BIESEI DTV
LEOHMENH B,

15.1.2 AHENCB W T, AREIRAFOBENVEHEE (NFE) I
LBBAERICT F 74 5F Y —2RM LI EOREDNH 5,

16. ZE4ENEE
16.1 MouEE
16.1.1 BEOH%S
BEBMAICZ ST VI~ LA VEESKRO0mg % | EHE O 5 U 7258
BRI E N TEEERY 7 & FMEO MR IR 54 E Y —
ZIEL, BRI 4R TH Y,
16.1.2 RigHRS
BEERAICTF T TV~ LA VERESR U 10mg#% 1 H 1[E7H ME G AE D
BE LGAEONSEFEEY S, EREERD SN N,
16.1.3 EMRHEE AR
(IFSTFUIT LA VEESESmg [B%])
IF+I7VNT LA VEEESESmg [H#] &L =R—Z§E5%, JuAA—
N=FEickzENZN 1§ (TFFTULT LA VERELE LT5mg) &R
RABFICHEERREEREORS L CmERREMRBEZHEIEL, FoNn
7o REIRE/) ST XA —% (AUC, Cmax) 122\ TI0%EEXMEIC THET
FRIFT %17 > 72755, log (0.8) ~log (1.25) QHEHENTH D, WEF D%
MRS SRR S s

HEINT A —% BEINTA—H
AUCo6 Cmax Tmax Tie
(ng - hr/mL) (ng/mL) (hr) (hr)
IFITIILTLA Y
+ + + +
Betdesmel 37 44.0+14.4 30.9+9.5 0.8+0.2 | 1.3£1.7
L =~R— Z§E5 45.2+14.7 3l.6+11.7 0.8+£0.2 | 1.0£0.4
(Mean=S.D., n=20)
(ng/mL)
50 r
40 T 5577 LA VERESESmg [H#]
—o— L =R— Z$E5
% 30 Mean=+S.D., n=20
A
o 20 r
10 r
O 1 1 1
0 1 2 3 4 5 6

HefE (hr)

MAFFBEELNICAUC, CmaxFD /8T X —¥ 13, #HEE OB, (KR
PREU[E4 - RS OFRBRSEMIC L > TR DN H 5,

16.5 HEtt
BERACTF I TYILT LA VEBESKR1I0mg# | [ERRO#R S U256,
FICRFBICHH SN, BEBRBEMETORTF I TSI LA VEEE
(REZFFTTIILT LA VEBRIE+Y T ¥ BR) ORAPPEHRIZIFS2Z
64%TH %Y,
16.6 HEDEREHIDEE
16.6.1 BHEFLEE
BREIEH 72 A REME B I T 5 T OB M B AR & % £ 5 AR E e I e 2
EICTF T TYILe LA VEEIOmg# | ERE R G L2 5E. BEERE
BEOMBREREIL, SHELYEZHICHNEHROERE, REmbEE
LM EE R TEROEAD RO 550,



16.6.2 IR

820 A~ 15RO/NROBEIMERERZIC, TF 7TV LA VEiE (6
AR A ¢ 0.15mg/kg. 6% PA b TR E28kg A ¢ 2.5mg. 6% L L THRE
28kgll_E 1 5mg. 128850k : Smg) ® % 1H1E7HRERERORS Lkt
BICBWT, EHEY T Y RMEDAUCoun % O Cnax IERIC & & T RIEE
ThH-olzo KEDH7-DOHEITHE L7z AUCo20: % U Craxl LERITHES T
U722, AEERED -0 OFEICHRE U 72 AUCo 2 & U Crax i HE ML
RN olz. EHRREBTEEMED T ¥ NMEOFXFMIXI4RHTH -
7N HEANT—%),

¥) BILEEICOWVWT, REIOERRBSN/NROR&EIE, £%l» AN E
DNRICIZTF 5TV LA VERIEE LT0.08mg/kgTh B

16.8 ZOfth

(IFSFVUILT L1 VEERR2.5mg [BFi])
IFI VI LA VERESE. mg [H#] X [GBYP R 2FOERR
HlOEMENRSENRE T A RS540 > (CERRIZE2R4H  EHEE4S) |
IKEDE, 275 7Y LA VEBESMEE F IZHRIF & Lz & &, VAT
ZHHSFESE ST S . EMFNICRSE AR SN,

(TFSFUII LA VEsESRI0mg [B5])
I )N LA UERESEIOmg [HE] . [E8 P EL 2RO R
RlOEMZNEEMRER T A RT 4> CERISEIIH24H HAREFKE
1124004%5) ] IcED&E, T+ 57U~ LA VERESMgHE & EERHF & L
oL & BHEEEECHE SN, EVMENICRIFEE AL SN,

17. BRIRREEE

17.1 BMERUREMEICET 2H5R

(BIESE)

17.1.1 ENBRRAER
HEEREESMEERE 2R E L RBERBEOKE, =75 7L< L
A VHIEOERENRO 5N T NS0,

(BHDAE)

17.1.2 ERERREIER
ENMER TERS N 7T REMEBE L ZEEHRESRABOWER
1349% (32/65() THV. TIERICHNERICENTEY, T+57
v LA VEBEOBEREPRD 5N TS,

18. ZEZHEIR

18.1 1EFEER

(SIMERE)

18.1.1 T+ 5 VL= LA VEREIIEORNG D7 ¥ FMRICIK S S .
ZOVTYRERT VXTIV U ERBEREFEEL, £AENAENE T
BEZTUIFT I NOEREMGIT S LK > THRENREZHIET
61210

(BHDLFL)

18.1.2 TS5 PN~ LA VEREDERATH B V7 ¥ NMES, TU#EL 2
Loy TP FTF Yy PLRZRTFUYRZMEIT A EICK ST
FICAHMEER 2B S8, fIEHROBRAETEZERT 5. ZO/BR,
MATENRED T SN DIFHBOHEAD 2 VIR EGIC K2 Em R,
DIERORESRD SN BT,

18.2 BIEICK T B1EFA

18.2.1 7V IA Ty U EIREZRBE/ER
invitrodRERICBWTIZF S VI v LA VEBBEO Y7 Y RKIZ 7 ¥ oM
POBMLLT VYT VY VERER, EFMET v b O MR OHEE
FROT7 Y IFT Y U ERERICN LU CGRVEEERZRT. $/20 T
FNEOA RICTF T TV LA VERIERRORSE T 3 RO T > Y
FF vy LI 27 ERIGZINEH T 219,

18.2.2 [REER

) =757V LA VBBEEEMEERIET v b, 1 BREEEME
T b, 2BRBHEMES v FOMEE NESE, ZOEMEH T T
VLRGN, 2B, FOREMNRII2BHEEEMET v MIBNT
FICEHTH S,

2 =TI IV LA VEERBEBEESIES v b BILEBRKIE
Z v MIBEGRORE T 5 SR EGHMEPRE L BEMEPB SN, £z,
Bt b ES MED ) N~ FERGIZA 1020,

18.3 BEOLA=ICH T B1ER

18.3.1 M{TENAEICRIF T RE

M v FOBHOALRETVICBVWT., V7Y MEIOHEE. DIFEEC
FFEAEHELG 252 &  HTAT (ZEIGRRIE) ROBEATR (F
HEIRE) 2@EESE. DEEZEET 29,

Q) 1 XOBELRLEFNVICBVWT, TFF VI v LA VB

IKIKIEEALEERZ 52 528 REMEERRZBD SE., DMHHE
EERSELY,
B, A XDEBDARLEETIVICBWT, Y7 ¥ NMEIZ, ERLUZIMmEY
VIFF UV VI ROTLRATO VEERZIHIT A EICE ST, BB
i (MEAREEAE) ROBER CPYBIRE) 2®E L. DAHEEZHER
SHELHZENRDENSY,

18.3.2 MR
v FOBELREEFVICBVWT, TF5 YL T LA VERER IERM
BOFES URER, SHBEICHAREFRB 2V UAEERSERICHEMN L,
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