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REERRL
2) HEEGEAER
M ERR L

10




3) REMHER
U ER R L
4) BE-REMNFR
BREERR L
(6) AfAIEA
D ERARERE - FECAREREGFRRAER)  RERFTRER R (M REERER)

AR L
2) RBEMLLTRIEFEONE X ERELEHBROBE
AR L
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VI. EHEREICEHT HHB

1. EEZMICEAEH 5ILEYXIIILEMEE
NIvraentGgigth, 7v/7aen, A RZAT VY EXTEY, TAFTAENL

2. FEIBER

(1)

(2)

3

YEFRERGL-1E Rt 2

Ty A7 v ed, IRABESOICRH 2 S I HEERE S v 7 e e VB SIS,
R m eI T A LA DNA BRRORERE TH 5, HSV £ 7213 VZV EGLHIZ W\ T
N7 eI ET VA NVAOT IV F—BIcEy Y Vgbansg, N rmren
=V UBRIZ T AV A DNA R Y AT —BOHAMERE LT, Xvvrrenr=9
f2lX., VA /LA DNA R Y A7 —EBOREEEN, 77 o =1U RO 1/100 L5500,
2, FORBYGGMENORBEIZT 7 v e =0 ULV IED0IE L. T2 K0 BRI
T 5, Ny ru =0 CEEOMBBNERM te 3R <, 7 ~ 20 KETH LD T, KHIH
DT ANVAHER L6 END, Xy r7re/d, 3-8 Fex vz > TnaHDT,
Mot 972 DNA 80 1E 3 TI372 0 A, DNA O RS 2335,

ENEEM 1T B HBAN
AR L

{5 FISETRRS T - A
AR L
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VI. EVEBREICEET HEA

1. MAREOHT - BIEE Y

oy

(2

3

BEEEMGIMAPRE

MR L

B = I R FE B E B

Rk AN 1 1 BEf G-I

77 L7 EVEE 250mg [ H ANEER )
77 A7 v EVEE 500mg [ H AfESR )
ERIREBR CHERR SN MM RE
EMFHIEF R

: 0.85+0.39 ] (n=23)

D REERR L

1) 77 ALv 7 v e)LEE 250mg [ A AR )
77 L7 w EVEE 250mg [ A AR SARERAIZ . 7 o 24— "—EIZ I ERER
1 8 (77 L7l LT 250mg) AHREFER A BYEICHERHER G L Tl fEh -~ v
7 a EVREZAE L, 5o EYERE T A —% — (AUC, Cmax) (22T 90%15
HE X MBS CHRERHIRIT 21T - 7245 . log (0.80) ~log (1.25) O#FPHNTH V. MWiFlD4

Wy H IR S PR DS RS S T

EYBENF A4

AUCt Cmax Tmax T1/2*
u g*hr/mL u g/mlL hr hr

Ty AV ENEE

- 4.531£0.850 | 2.189£0.608 | 0.85*=0.39 2.12+0.30
250mg [ H Afjggs |
FEE HE LA
: e 4.468+0.888 | 2.213+0.685 | 0.90*=0.71 2.26+0.50
BEA]. 250mg

n=23 ‘FHEEEMERZE % :n=22

3 -
—— . T L0 IVEE250mg T B AR )
il -o- BRAERIAF (88H). 250mg)
;’E n =23, VM + FEAE R 7
~N ol
~
4
7
b
E
Vo1t
=
E
ug/mL
0 } 4
0 1 2 3 4 5

BFfE hr

Mg~ 7w e GEEGEY) OREHER

AR TN AUC, Cmax 5500737 A — 5 1%, Bl OBIR, (RIEOTRIRIEL - FF%S
DFRBREKMNT L > TR D AR H 5,

13



2) 77 AL v EILEE500mg [ H AR )
AR L
(4) HEE
ZMER R L
(6) BRE-HAXODEZE
VIl - 7HAFEAB LN 14080 EoEE (2) J 0HEBH
(6) BERGREAL—ay) @BTICKVHIBAL-ENFENEEESHER
AR L

. RMEERI/NSA—F D

(1) fRinAE
REERR L,

(2) WRURIEFEE#
EER R L,

(3) NAATRASE) T+
BREERRL

(4) HREEEHR
BREERR L

(B) VITIVR
A ER R L,

(6) HMBE
REERR L,

(7 mEEEHEE
REERR L,

- BRI
U EER L,

il
(1) ik —RxBEFT &

UEER L,
(2) ik — R ARBEFT & &M

UERR L,

<BE>

VL1040, Pl RAMFE~OEE()] OHE SR
3) AA~DFBITH

MEER L,

<BE ;>

[VIL10.4Ehw, s, ZHEFE~OEKE(2)) OHESR
(4) BER~DIBITH

EEERR L,
(6) ZDHOHEB~DIBITHE

MEER L,

14



5.

7.

e
(1) BB R R BHERR

REERR L,

(2) HKEIZBIET SEER(CYP450 F) D FiE
REERR L,

() YEEENROERERVZDEE
EUERR L,

(4) KEYOEFEOFERVLLER
REERR L,

(5) FEUNRBYDRERI/NFA—S
REERR L,

N 31

(1) BEtARAL R UHEER
T & U TR & HRit
(2) HEirE

YRR L
(3) HEittiRpEE
ALY E R L
b3 U RR—2—IZBET H1ER
AR L
. BWEICKBBREE

[VIL.13.E &R 5] DIHE SR

15



V. 22t (HALOEES) (B4 51EH

1. BEERREZDER
LN

2. ERARELZ0ER (RAEZZET)

IS LN
€35))

23] (ROBHRICFEELGWNI L)
AAN D BT L BUE DBEERE O & % /B4

3. MEEXIIHRICEET SEALOEELTDER
LR

. BERUVAZICEET AFERALDOFE L ZTOER
V. JBRICEET2HE)] 258K

5. EEREAREETDER

BEERE ROBBIZITEEIZERETDHL)

(1) BHREREDOHLEBE (B2 VT 7 ADK T, @A i+ 2 B2 hn
bHOT, BHMREOT OEET IR EEET S, (THE - ARICBEET 2648
DOEE) AU EE#E) OHESH)

(2 mEnE ( TEmE~o#h ) OESMH)

6. BEERERMIELTOEBHARUVLESE
BEELGEANIEE

(1) AFIOEGIL, BRI EDRPHIHTE 50T, RNCER 2B 52 L,
k. BHZE LT, #EZ OBRBICBWCREZ B 5 BLUNICRGZBGT5 2 &
NEFE LWV,

Q) AFNL, FAIE L CHEMEZ OBRFICBW T 5 B, £/, #EZ0RBRICBOL TR
7T HRMEAT 2 Z L, HEOIKLARLNZRND, D WVILELT 2HAITIE. 30T
ORIV B2 5 2 b,

(3) AANT, HIEHREOINT (&ML, Bam, HIV ERIZ L D) &0E 5 Bt
T DA O EMEIIMENT L TUR0,

(4) EH#EEEENRGLLNDZENHDLOT, HENHEOEERS, fGRAE O HBROBIEICES
TOBRITEET D L5 BEICHHICEHAT L2 &,

7. HEEHA

(1) BHRZEZEFOER
BEA=RANA

16




(2) HRFELZDER

BEREE BERICEET S L)
HEREE ERERAEIR - HEEAE W - fEREF

PASEaE SV AN TRy RRFIOEEREH | AR OFEERB TH L~
McThirXrv e | v EE LTE
By REGHH L7 a . JF | IR JRABE 73 WA K 0 HEt S
MWRIE SN, Nz (A2 ENDL, TrNR
DO MABEFRERFOIER | & Nickh Xy r7mrbero
S OMAFE rh e BE dh R T et A3 Bl < 4 % wTRENE
BEOXHINT 28600 H D, N b,

8. ElEA

(1) BMEROBE

AT VA FH pRAR AT 55 OO B S8 B D3 e & 70 2 A 2 SR ME L T/,

(2) EXLEIEREMIEIR

(1) EXRGEMEA LT, T RTHEETRH)

D) FReiRaEK « BHEL. LR, ERRIEAR, KR, AR, IERERELDND Z LD D
DT, BEE STV, RENRD ONTGAICE, &5 2HIET 257 Pt e uE %
1192 &, $EELIXFICERE CHLDLND Z ERREINTND,

2) EELREESE . TatEREESLAAE (Toxic Epidermal Necrolysis : TEN) | &%k
TERRIEMERE (Stevens-Johnson JEMERE) | ZIALBE S D EE RGN H HLND Z &
NHDHDT, BELEH5IATV, BENEO LN LGEICIE, &5 2019257 Pl e
WiEZITH T &,

3) SMERES SHEEEENHODLNDL I EBHHLDO T, BHEERELITO R EBEE 0
ATV, BERRBD ONHEEICITE G 2RI L, @URAEEZITO Z L,

4) FEEARRARIE - AW, B, CK (CPK) E&H-, ML WNRFI AT v ey B ZFE
BT HRBAIEN S LoD Z ENHDH DT, BIEE ATV, BENRDO LI
A G AP IE L, BYRAEEZTH 2 &,

5) AV TFTI43F—:vav s THFI74 7% —RhbobbhbZ tRndbidDT,
B2+ TV FRZ, WEIR T, PRI EES O BE 23580 b 7256 123k 52
L, WER0EZITS 2L,

(2) BEXRIGEMEAFEE)

JFET, DT ORIWER N HE SN TV D, BIEZ 02170, BENRD L5111,

Beh AT 57 PR EEZITO 2 L,

1) PLMERAD  BERERIERSE /s . REFEME NS NEEEERERE (DIC) | I/Mkis
SEEIH

2) FERRRRERIER © BRI E

3) FEMLHNH, AR

4) R MEZ%

5) Foe. HHREREE .

6) MERER

(BME) | =M, TAMATEIE, MEE

A

17




(B) ZoftnEIER

WD LD RIERDB D LD ZENHDHDT, BENRBD ONIZGEICE, HETRG 2 IET
570 EEYIR B ZITO 2 b,

BlER 248 SAETEA

R R GER L BRI, oDV, HEH O LR, Rk
JRAVEE G, BUN 80, JRA MG, JRGEE, 7L 7 F =480, FRFAE,
PRA A LER, PR FR ek
H M ERBEEIN, B iERERA | AR MERER D ~E T ae g~ R
m & U NED G BRERSEN., i/ IMREIEIN, f/ MBI E, 4F RERD . 4F
EREIN, BB, Vo SEREEIN ., Vo BRI | ~~ R U MEN
ALT (GPT) #9/in, AST (GOT) #&hn, LDH #n, JRhoaey —47 B0,

B OB

K = v —GTP #i1. ALP B0, i
- T, B BEERIREG, YR, BYE. R, DS, B, AelE, [FM, AW

7%, BB
B 8 EY TIB, FIWIE, ZOFEIE
B & i ERAR A i A 26 ™
® B’ % I, B
CK (CPK) #8400, im0 AH800, FE 2, FEEN, PREERGME ., FIE, & Fsid .,
WK, B 5 KR . CK(CPR) J8 . 11 ENREETR | i Eh A~ ek
E) ZOLDRIEREH L oNTGAITIE, EERILT 57 EEUIRAELITY Z L,

z 0 s

(4) HBAREFARREERVBRRAREEREE—E

WA L
(5) BHEE. BOHE. BEERUEHOGRESRA OB ERRTUIE
AR L

6) EYTLILX—IHT BEERVRERE

(2 RB] (ROBHEIZIZERELLGWLIE)
AHFN DR VIBBUE DB O & 5 B

BRGEMER (UT. 3 XTHETH)

2) BEELREES : TEMEREEXEAE (Toxic Epidermal Necrolysis : TEN) | FZiFHEI5HR
JEWERE (Stevens-Johnson JEWERE) . ZAEOEELRKEMENH HONDLZ EBHD
DT, BIEEL+HIATV, BEDNBD ONTGEIIE, BEE2FIET 57 CHEy) 7 0E 417
PRGN

5) AV . TFI7453F—:vavl TF747F0—BbobNbIEBHLHDT, #l
Lo ATV, FRRE, MEAR T, PR A O B 035580 b ic a3 G2 ik L,
W ZREEZITO 2 &,

Z DD EI1ER
RO XS IIERBHSOND ZENRHDHOT, BEDRO NG EITIE, BEXIHRE 2%k
57 EWUIRALEEIT O T L,

Rl 1E A 2048 BRI
O E B FRIE | THFEIE
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9.

=mE~NDRE

EImENDRS
AFENTFE L LTREIE PR S 528, Sl E TIEBHEMET LTS Z &M% < mni ik
ENFHT 20BN H L0, BEOKRELZBE LR OHEICRET D L,

10.

bR, ER. BRIBF~OKRE

iR, Eim, BRILBE~AOERS

(1) A SXUTAEHR L TV D ATREME D & 2 i NI G- 2 5E811%, 16 Lo/ RMEN a2 LA
LB SN DG EICDOHREEGTHZ L, UBRP ORGICET 2 22 MEITMESL L T,

Q) FHIHIZR LT, AFEG IR AT S e 2 &, [BPER (T v M) 128V T
HICBAITT A Z ERHEINTWD, )

11.

INREADERS

INRFEADERS
IRHIERER, FrAaR, AU SIRSUVNRISHET 2 2 EVEEHEL L Ty (RHAREIE, #r
AR FLRL BRI LTI REER 2 2 < /NS L TIERRBR NP 720

12.

ARRERRICRIFIRE

PRRIRERRICRITTEE
BEERR L

13.

BERS

BERE
77 Ly e OmBERGICET A ERIID RV, mEREG LS EIZIE EE. HERIELD
XEHRIE AT O Z &, BHREIR T OREIZS CEY a2 Th - L EEERETRE B
T, SEBEENHE SN TS, 2B, IHEREMTH L w7 mesr (IR TR 23
N rmeE LUTFES D) IXET AR TH Y | 4 RO MmREHTI &L 0 MR IR 75%
B3 %,

14.

BRALOIE

BRLOIE

(1) HEH ATy
PTP LD AL PTP > — bV L TIRAT S X 58852 L, (PTP v — F Dt
A LD | NG F A BRI A~ L BT 2L 2 2 U CHERRTA R S O BB 2 & OHE
ZOFRT D Z L mE STV D,

(2) AR
KRNI EEKDEL 2R T2d, 2—=T 4 7 &L TWHDOT, BEAlZ ST Z RIS
THZ L,

15.

ZDMDTE

ZDMDEE
(1) 7 MRS XIZENZE 10 B, 6 » AfRO#ESG LR, 7 v h Tk 500mg/kg/ H LA

19




EOEE T, A X TIE 150mg/kg/ UL OG- T, B HREOIKT, BREROEERD - ZHEN
BOBNTE, 2, B MZBWTThitZ, 1 B 250mg 1 H 2 8] 18 ¥ M58 B 5588k T,
20 2 EITERD BT Ruy,

(2 7y RO~ T R 2 FEEOFESE LR, 600mg/kg/ H#%5-CTHEZ »~ MTFLERERA A D H
BLROBEMMA A BT,

(3) Ny rvEE, v U R oREREEMIEZ AV ZERER T, 1000 1 g/mL LI CY AR R
DOIEE Z A BICHINSE, b U 8Bk E W23 B Cld, 250 1 g/mL LA CY R 48
FEAEMES T, /o, ~ U 2A0/MERBRTliL, B#i#ErE4 5”7 500mg/kg UL & # RN 5
L& X2, /IMEER T 529 AR M ER O HEBLE 2 8N S 72,

16. ZDfth
A% L7
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X. JEEREREAERICEeY HTRE

1. EEAR
(1) FEFEEHR(VILENDEEICEISERISHR)
(2) BIREIZEIEEAER
EUERR L,
(3) REMEEAR
M ERR L,
(4) ZOhDEEHER
EUEERR L,

2. HMHRR
(1) HEE5HEHRAR
FMER e L,
(2) REBESHMHHAR
MMERR L,
<% . #Hy>
VI.15. % O DIEE(2) ] DOEE S
(3) HEEHREZMAR
M ER e L,
<% #@HY>
VIL.15. %2 OO EEQ) | OEE S
4) ZFothotEkstt
MR L,
<%% . #>
VIL15.%€ OO IERE | DIEZ B
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X. EEMEIAICEEY 5HE

1. HHRSD

B A ppEEER (EE-EMFEOLTEICLVENTLZL)
BRIRLGT © BEE LR,

2. BExhHEARM XX EFARAR
FERHIRR « 7 7 53 7 1 B LVEE 250mg [ A ANESS] @ 3 4E
77 L7 m e /VEE 500mg [ A AR ;3 4F

2 TEPERBRARG SRAC F 5 <)
L FE PRI R ES <)

~~

3. & - REXRH
FiRfF (X, FHIFEHRICET 2HA 4. EABRB O EOIEFTAOEZMR) |

4. EFEFEVNLEDFESR

(1) ERTORYENLEDOBERIZDONT
TAIvue—fE%, HERBTTRETDIZE, AKXV EATIZENDH D, B
LTEbDIIERA LN &,

(2) EFIZABEORYFEWNCODNWT(BEHFICBEITRNESNVAESIES)
VL1438 EOVEE ] OEZ B
BEMERLTA K H, <FTOOLEY : HY

(3) FAFIHOBERIZTDONT
L2

5. RIBEHF
Y LR

6. %
77 Ly wa EOVEE 250mg [ HANEES )  PTP : 42 8 (6 $EX7)
77 A¥ 7 a EVEE 500mg [ HANKEZR)  PTP : 42 88 (6 52X 7)

7. BEROME
PTP : BV = L7 4 VA, TAIE
Po—: A=A RYTFL LTI FR— KT (VA
oAk
8. E—HH - A%hE
[Fl—p s« 7 7 L EVEE 250mg (< /Laikiath)

W 2 3. R"TrmelEBE, T rsael, EXTSEL TAFAEL

9. EfEEFEHB
NG
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10. BLERFTARBFABRUVERBRES
SRR GEARGRAEA H  20184E 2 H 15 H
KRS+ 23000AMX00196000 (250mg ) . 23000AMX00197000 (500mg $E)

1. EMELISEAR
201846 A 15 H

12. $EEXIEHREM. RERVAEZERTEMEOFABRUVZTONE
201845 H 16 H
- HMEIE D ZhRE - 22BN (250mg E)
- BEIZ O YL - A& ZBI (250mg #)

13. BEERR. BMERRARERABRUZTONE
Y LA

14, BEEHM
LR

15, BREHRGIREERICET 51FH
ARFNTIEAEIHBE s 97 B-CERR 20 4E 3 H 19 AfHICHES % 5/ O FRAZEIT ST
HEMEAIITEZY L2V, REBIZ PR CE 2 LBEHIRICHEY 2 &,

16, &Ha—F

A HOT (9 i) %% . LT IR
;')gig/rzl:;ﬂ%;;;j 126361901 6250031F1137 622636101
;)gig/rézgﬂgﬁgﬁ 126362601 6250031F2044 622636201

17. RBRA EDER
RANHIRGAEH EOBRIERRTH 5,
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XI. 3X#k

1. SIRAXE
1) 77 Av7 v beLgE 250mg [ H ARG | & OV 500mg [ HANRE: ) D&Y R SR 12 B
THEER  AENEE
2) 7y Rwy - ¥~ 3KmE (5 11 p.1589, JEJIIE)E,2007
3) 77 v/ b LVEE 250mg [ HAEES ) KON 500mg [ H AR | OREMEICEIT &8 :
N R

2. TOMBEXH
LB L
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XI. 25E8H

1. ERAETORFRR
BB L

2. BB HBERIEFR
EERR L
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XI. f§E

1. ZOMOBEER
R L
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