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2.1 BEGHEED S 2BH[9.3.18E]
2.2 DN LR ENE 2 B 5RO BE[10.1538]
2.3 REVA VVBREIEOBE [EELET ¥ T =7 E

BHobhdI ENd5b.]
(FEBTEFIEDFEAEINH)
2.4 MR AIIEIR LT W B RTREME O 8 5 201 [9.5. 15 1]
3. HERY - MR
3.1 #85%
HR7e# FIr v vay 75%
MRS |[ImLBERBNLVZaBF b Y Y A50mg

FE1025. EFEY. NSFTFILREFR IO
s IS8T F VRBEBEXF IV
ERRSGELTER =4 =)L, 7tV >,
FavLr s a—-)VER

Al

) AAIImLHIC FRE600mg 2 & H T %,
3.2 REIDMEIR

HR7e 4 FIRray 5%
S8 FRETEH
7S Hb
FEpHIEK 7.0~7.8
o KHI10

(120mLD & T NIVIZFRR)

4. FNEEMIEZHER
OBETAD A UNFIE - ERREE - BBHEBFEIERSUIC
BEFRE) BRUTANAITH S EBITEIRSE (TR - 5
REFH) Oia%
ORRB K UIR S DIRDIRIRED &

OR BREFIEDFAENF]
5. FMEENISZNRICEIHET HiF=
(R ERfRFAFDFEAENH)

5.1 BFNX. FEEEREOSMIIGEO A TIIHEESEICK
(A2 XL TVWAEEFICOAZRETSH L,

5.2 AENIFIR L HRERE2BRET A TIEE VDT,
AN SRR ENRIR U ZIGAICIIREIC IS CCHE
BRIEBEELEASES L, BERICCDZ 2B
ICHAICRRAL TBL 2 &,

6. FIENURE
(BETADABIUTADAICHSHBITEREDEE. B
RS KUE S DIRDERIREEDIEED)
HEIHE8~24mL (N V7O MY 7 A e L T400~
1,200mg) % 1H2~3ENI 53 TROKE T %,
7272 U, i - FERICIS CEEET 5.
(AR RIEDFAEH)
HWEIHE8~16mLONLVFufgr hU 74 e L T400~
800mg) Z1H2~ 33 CROKSE T %,
B e - RIS CEEEEYT 52, 1HEE L T20mL
(VLT EEEF MY AL LTLL000mg) @AW &

7. BENUHEEICEET 2R

GRRB LU S DIRDBRIREDBR)
NILTOBOERE LS DROERIREBICHT 5. 3EM
P EoEHERICOWTIE,. BRNOERKRRE CHEZ LY
FrRZELSN TRV,

8. EEREARNIR
(GhEELE)

8.1 HELITREE (BEMH6» HUAICZW) L o5bhb
ZEBHBHDT, HEWHA6n AR EAIC SRR
ETOoE, BEOREERTHICBRIT LI L, 20K
HEAFIEERNICFREREZTO ZEPEE L,
[11.1.1=H]

8.2 BT VETINEZ S BHMBELSDHSDONDZ ENH
DT, EHHMICT VE=ZTEZRIET 22 B8 %2+
IATH T &, [11.1.28H8]

8.3 HFHILERMNICBHEEME. MBREE{TY ZEHVE
F LW, [11.1.3, 11.1.58H]

8.4 IRR. FEEN - )1 - RKEEFHENEOETHIIRL 5
ZENHBDOT, AR ESTOBEICIIESEDEEREE
Bz e BB OIREICRE SR VLS ERT ST &,

(BETHADABIUTADAICHES HETEIEEZEDEE)

8.5 BAPICB I 2H/EEBOEELGE W LSRRI
KD, TAPAEBREBPSSDONAZZENHHDT,
BExdkd 5BEI103,. BREICBET AR EEEICITHYS
L, [9.1.4, 9.8.2%MH]

(FEEREIEDFAEHNF])

8.6 BEDHELEEANDTEY L o7z 6—BARA DS
kL, BE#HEOMEEICOWTHETTAZ &, FERD
WENFRD HNZVIGEICIE BREBES 2R Lanwa &,

9. BJEDERZEIHEEICAHAT I IR
9.1 &GHIE - IFEZEDH D EE
9.1.1 EYBEYEDEEREDSH DEE
9.1.2 BREHOBERUBZKSEDSG DEHENUERE S DR
DIFIREDEE
BHRERPEZRSEBPENT 28TNAH 5, [15.121]
9.1.3 RRY A JIVEEENTHONDES
PTRo &> zBECBVTIE. AAKRSENICT I BOH
LOMBEL2EZRBT HEEBIC. AFREFIZ. TVEZT
EOEHERL., +ORBEE2ITHI L, BEELRT Y
EoTMENHS5DNEBENTFH 5. [11.1.287]
- JRERARNHEOMAES L < ZRERAHOFEDOBEFEDH 5 B
c RBEY A 7 IIVEFIEXIRRARNHOI BRI T DORIERED
HoHEE
9.1.4 EF&E
(BETAD B IUTADAITHES HI8ITEIRZE D)
BEZTIET2BEAICIE. REYICHET AR EBICEET
5T &, [8.520]
9.3 fFiksEE=EEE
9.3.1 EERHEEZENSG2EE
BELRZWZ E, FEENESDODNEFENICZLBZ
nEH 5, [2.1201]
9.3.2 FFREEEN FZ DEIEED & 2 BE (EELITES
NHZDEEZRL)
FHBERRENSRL H 5N BENLDH 5, [11.1.12H]
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9.4 &hEREEB T &

HHRT HATREME D H 5 L EICHER T 25 121X, AENIC K
HEEFFEHICOVWTHFICHA L. AFIOFERASETH
LNEEICHNTT S L. RFITREEEITZDSA T
%o [9.5.4. 9.5.8%8]

9.5 1@

(FEETREIEDREH)

9.5.1 IR XIIEIRE L TV A AEEE D H B ctkicid, #5L
W &, [2.42]

(BETADAB RO TAD AICHES EEITEIREE
IR KU D DIRDIRIREDBR)

9.5.2 MR UIIER L T WA RTREE D B B L ikicid, iBE L
RUEHELTVWEHESNAEEERE, BELEWT &,

9.5.3 IHRFICRLEB/IARF 25T 5154, WRERRD
B 5952 EHNEE LW, O TADARIERITHIL
NeXEy) LRI, FEZET 2R %2 HE LIFIAR
HIBE 5 & B L T2 WL EOBRNTAERED H 5,

(GhEEHE)

9.5.4 —oBEHEIRZHE L-BEHORIC, RKEIORSD % TR
MEICERE SN FIPMREE L D 20 E OB ENFERS
BHO. iz, BHORS 2RSS NBHIC, DEFR
RIBEDODEERZIE. OB, RE THSEONERE.
ZOMOFEEETHREME L LOWMENH S, F /2.
WA O SR (BTEEEZE . TWHREER . BREE. < EL
A, HWOBZ) 267 2R2HELLZEOBEL D
%, [9.428]

9.5.5 RO EIC KD FERICHERREE, FREE, K
T4 7)) =V ME. RIS, BEERE CHRGRE. &
BRER, B [BEH)EFD S5O EORENH S,

9.5.6 AV CEM S NIZBIEMFEICB VT, HIRFICHTA
PAFERZEEINT-TADPABRE D SO IR 2244 % %t
RICOBBEOHBEIER(IQ) [TFHME (95%FHEX ) | % Heig
L7-#58R, RRlZ2HRE5EEN-TAPAREDP SOHERD
IQ[98(95-102) 11 & b YU X [108(105-111)]. 7 ==
Mo 2 [109(105-113)]. AL [106(103-109)] %
BESNIETAPABREDPSOHERDOIQE HE L TKE
Dol ED|ENDH B, o, KFlOHREEHN],000mg/
H (RB7EIC B % 9 E) RiE D5 A1 [104(99-109) 1.
1,000mg/H % #8 2 535&13[94(90-99) 1 TH - 7%,

9.5.7 BN TEBES NI-BIRHRITB W, HIRPICAH %
BEasn7-B#H» 5 oHAER5081%. Al Z2HE5E3INT
W WEEEA 5 DA 1655, 10761 & it LT, EEARES
FEY AT BED -1z DWED D 5 [N —FH 2.9
(95%fEHEX R : 1.7-4.9)1%,

9.5.8 MMEE (7 RX) T, RANVERNRM2HEL., ¥
EROEREFHICES T H06EE LI H 5 EOMED H
%%, [9.4%H]
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11.1 EXIZEIEA

11.1.1 BIEFFREOEERIFES. &8, BiiFE(Wdh
& SHEANEA)

HREEL EHICAHMAREBRBEENDSDNEZ DD 5,
[8.1. 9.3.2%H]

1M.1.2 87 VEZ7IEZ S EREE SEERH)
[8.2. 9.1.3%M8]

1.1.3 BMMEEM. FRIFERE, AMENEA . EERIIR
A BEREREA (LT B SEERIA)

[8.3518]

11.1.4 2MEERR (BEEAREH)

BUWEE. HE. ER. BEHREOERFH 5bNZD.
JERERED FREAERD SN BEaICIE, BE5E2RIEL, E@
B 21TH 2 &,

11.1.5 BEUERN, 77 Y I-—MERE (W h b HEEARH)
[8.3%18]

11.1.6 hES4RETIEIERIARIE (Toxic Epidermal Necrolysis :
TEN). BEZEFSERARAEI=EY (Stevens-JohnsonfEl=aE) (\»
ITNHHEEAR)

11.1.7 BEUEEIREE SHEAA)

MHEER E UTHRE, BEDALN, S5 VISHER.
FEREREREE . AIMBREEM. FEEERIE L. EAY) D OSEREH
EORERA D 5 bNI-BGICIBEE IR L, B4 0LE
DT &, B, B, FE HHEERESOERIH
MR BVIGBIELT B EDHEDOTHERET ST &,

11.1.8 BMODZEHE. SRAMEMRIEIR. /N—F Y VEREIK (W T

NHHEARE)
FRAMERNER E LTS, REMEE. SERE. 3.
HEEE TR, BEHREN DO DONEZEDDH B, /S—F
V UREIR & UCERIERHER., BEE. B8 - BITRES)
HobNBEZEDNDH D, B, INODERVFHEE L -4
TIEPRIEICKD, IFEAEN]LI~22ATHELTV S,

11.1.9 HEUEHRRARAE (SHEANE)

A, A&, CKER., mbRORBIF 7oLy o
FRE&ESBED SNEAICREEEZTIEL, B2 LE R
a2 &,

11.1.10 FIFRNIVE Y RNES 5 EIREE (SIADH) (3HE
NHH)

&5 b U AME., KEBEME. RbF b7 LEBDH
. BERIRED H 5 b BEICIE. KIEROFIRED
WY RMBEZITH &

11.1.11 BEIEEMRTA. FERERIMERGN (V37 & SHEEREA)
WMk, PEIRREE, FEENSFTRD SNLIBEITIE, EHP LIS
HIEEXAR. BECTSEOMREZERT 2 2 &, MBI,
FIREREAI R S EEDNIEE&ICIIRE 2R L, BIgRE
FIEVRIOBRESEDOBY L NBEITH &,

1.2 ZDMDEIER

5%DLE 0.1 ~5%K] 0.1%F%E | BEA
AMRED |Fl. 175 sE
- % /s
HET. B7 1
TV )2l
R KW, . |EEAL R, HF .
HAER REE, S, 15>
WY
B W T% T RO
y ORI, |
RfLa HRHR. (B
o
ASTEH. ALT
i R ALPLER
T T
B %P5
RS W - B N
FEAGIEE D
s GRIE.
Ai)
BER. B8, 9. 87> E=7 0
S8 7. BRI,
ot RER. 7L
—F A

) FBUAE SR ERSAEREZ & 4.

13. BERS

13.1 fEIR
RSP BRERIC X 5 EBIRAIC &K D EHES (R, &
WE), S, MR, &7 2 =7 IE. BKEZE L
TBIDPEESN TS, AETRETCHPHRESN TV,
13.2 WiEd
TAL EERES 2TV Rt Z(EESE 5, £, B
ZUS U T ERIMKER. MEEN 2175, Fudy o
BEPENTH 12T 2W|EN D 5.

15. ZDMDER

15.1 BERERICE I IEHR
BN TEBESN-AF 2E8CERORTAPAZIIBT
By TADA., BHEBEBEZEZNRE L7190 T 5 R %t
MR RRBOMIHERICB VLT, BREERVOBEBERD
HIRDV AT, I TAPAERORAB TS SRR
HE L TREEL HTADPAZERBR : 0.43%,. 75t
REE:0.24%) . MTADPAREDOIRARTIX. 75 R E
EHARL000AH720D1.9ANZ W EFIRE SN (5% EFEX
f:0.6-3.9)0 72 TADPABEDY 77 L—TTIZ,
TS5 RBEEHARL000AH7-D2.4NB WV EEESATY
%, [9.1.2%8]

16. FEYERE

16.1 MR
16.1.1 BERS
[RHERRASHIIC 7/ ¢4 > 82600mg (200mg % 1 [E136E) & BIEHE 1% 5
L7z & & O/ L 7 O BIE DB R CEBIE S5 A — 5
BUTOEBYTH-712", [16.2.2818]

(ug/mL)
60

50 —e Bipits
o—o ZEERSIE S

o 5 B i B

0 T T v T T J
0 10 20 30 40 50 60 (657D

BRI HERE O S U - & & O IME IR EHER

TR IC BRI EG Uiz & S OEYFBNT A -5

tmax Chax AUCo-» ti2 CcL® vd

(h) |(ug/mL) | (ug-h/mL)| (h) | (L/h) | (L)

0.92 | 59.4 %4 9.54 9.67

RS | 57| L7 +23 | +2.07| 07 | £1.17
. 3.46 | 50.6 363 7.92 9.09
BEESG | 06| 4.2 +195 | +1.78| 083 | 0.4

F)Vd. Kel& O HiH

mean=S.D., n=8
16.1.2 JUP 3SR
NLTaBORNEZI0%ERELZEE, RET)T TV AR
HLENBRERA (16 ~607%) T6~8mL/h/kg. HENNETADA
B# (3~16/%) T13~18mL/h/kg& DREDH 59,
NEABBHETIE. 27975V AERAEZ R VWD, B
BMOIIT 5V AMETRT 5 EDHENH 2,
NLTFaBOEE 7Y 75 ARFECHEEZ Y 75 > A &I
EHIEEOROPEEZT 5510,

16.2 DRUY

16.2.1 NAAT7RASEUFT «
NILTABONAFTTRATEY T4 ZHFEOEVICESTH
100% & DL H 5,
16.2.2 BEDHE

TR A 778 > $#600mg (200mg % 1[]38F) % 228 I OV R
BICHERFORS Lz &, BERRE EHRNTREBRE TR
INEEEBKR OV CrnaxDERZE T, tnax DABRLEENFRD SN
727, [16.1.13H8]
16.3 9
16.3.1 AHEE~NDH T

F v MZMC- NV 7 afgF b )7 4 (100mg/kg) ZREOHRE Lz &
& BE305BOEMBBEANDO SR E > /NG > B> Kg > B
> fifi > i > DV > BAL> B OIETH - 7212,



16.3.2 MR —AESPIEE M
F A ET O S E AR ES BE BNV T a S b Y7 A (600~
1,600mg/H) %#5 Liz& &, MMBEE., MAEFHRED6.8~
27.9%TdH - 721,

16.3.3 MK —RARERAPT @B
TEIRFP O T AP ABEMNNL T aiEF Y 7 L (600~1,200mg/
H) 2% O#%E5 Lz L&, ERHLPEEL, RMAmSERREDL. 765
TH-71=",

16.3.4 BIHNDOBITIHE
A BE U NIV T aEEF b7 4 (1,000~1,400mg/ H) %
B5 L&, BAPEER. IPBRED3~6%TH 7,

16.3.5 BERADEITMHE
TADABENCT NV VEEERORS Uiz & & BIRPIBE .
MEFREDI2%TH > 7219,

16.3.6 EAMBEER
NV TOBOIMEEREAFEEGRIZBBTH D BIEHEES B
X Z100pug/mLY L TIIAEG MY 5 L OWENH B 117,
EHBEESETLGE, EFRETEROEPREIETT
BEEZHNZD, FEARBEIETLAVESNATLRI0E,

EHEAE (in vitro)

VIR EL 20 50 100 150 200
(pg/mL)
ooy | 9139 91.36 88.63 85.52 80.03
HEERRT 10,72 +0.20 +0.72 +0.74 +0.37
SEEREITIEIC K S mean+S.D.

16.3.7 HHhEeHE
NV TFaBEOFHERIF0.1~0.4L/kgTH D . I ZITHAIHICHH
LI BEOHENDH B,

16.4 X35
NLTaBORFIFECRBSN, e vTldEIc, v rorEgia
A B-BIE. w. wkVwrfBtZ% 52 EPREShTNRSY,
59 5 RBBEEOLAIEF 70 —L4P-450(CYP) #°10%. 7L
7 a VBB EER (UGT) 5°40%. B-FR{bA30~35%EETH S Z
LG STV 5Y,
4-enfADERRICIZFEICCYP2A6. 2B6. 2CO5FRED . NIIL T OEE
DTN A Y EEREROERICIGUGT2BT FESEET 52 &
PHRESNTWB20 (n vitro).

16.5 HEtt
TR A6H % MR T8 VS 600mg B O#R S L & &,
PRI OB X3 555 H IR S & D £960% (VL 7 a g
B)Tholzo RbAIZEIC3ketofkE LTHRES N, DIRALS
afgn 7L s argiaak. 3-OHfE, 2-propyl-glutaric acid.
4-OH{F. 5-OHfEK. 4-ketof#. cis-2-enf&k. trans-2-enfADJET
HY . REE. 3-enfk, d-enfkiZIF & A EPEBS N 5722,
BB NILTOBORZEEO RPHEERIZ]~3% & OHENH 52,

16.8 ZDfth

16.8.1 BAMFEE

(BRECANABIUTANAICHES ERITHIEZEDEE)

(1) BRI 1240~ 120ug/mLE WE SN T VLS, BROBE
WH0. ZOTRIFS0ug/mLERET 5HE LRIZ1500g/mL
LI rMELH D,

GRIRD KUK S DIRDERIREDBE)

() BRI PR 1340~ 120ug/mLERE SN TV S A, FEOHE
BHY. ZORRIZ50ug/mL%ERET % EP ERIZ150pug/mL
LT oHELH L. BEHBELZENE LTV, JRAIKIC
MAEEE=F Y ¥ ZIZBAETIE R WA, KH ORI
KRREDOELN B - 12356 PHLUIZIGEIEPE SN0
AFEICE, DB CMFREE=Y Y Y 7 &2fTv, AREHAET
BT ENEFE L,

(FEBRRFAEDFEAENF]

Q) BEHMIMHEEDSHEICZ > T nio, JRARICIHEEE=
&V Y ZIEAETIE A WA, ARF O FH 2B RREOEL
BH-oBEHEITE. REZSCMHEBEE=FY > 72T\,
FHEFET L ENEZ L,

7. BRPRRR
17.1 BMERURZEMECET R
(BETCADABIUOTAD IS ERTEIRBEDEE)
17.1.1 EREEREER BFl. ¥ 0vFIckB)
ERICB T 22E0 —EEMLEHBRZ SOHRHBRICB LT, R
HIEXTRABIL, 30161 TOBEKBAEOBMBEIIL T LBV TH 57252,

A A B F5] fth 1 BF B
ABEhER CEZBIAEGIED | FHRhR CERIBI/AERI%)
2 TADA 87.7%(128/146) 69.1%(414/599)
HAFTADA 75.7%(28/37) 65.4% (134/205)
Z O 80.4% (37/46) 70.5% (189/268)

ENRAFME. MIERTE. TAPAIHES 1R - TEIRE. BEMERIES

GRRD K UE S DIRDIRIREEDSE)
17.1.2 ;BN _EERHEGER

KET, WBMEEERZFI7IFZ SR, LT aiE, JFTLR
7o REEMKRET 5 _EEREBRRRAERESI N, 2O
R, HHNE (BREMRE T % < EB50% M k) #R L
CEIEIX. NV T OBEEAR%. U F T LBA9%TH D NILT O
BRO) FILBEBIC T T REEB%ICHARERICENLT W,
BERERIIOVWINLVSUBETELREA L BRI, EHED
EROATH 12V,
17.1.3 BN _EERHEEER

KRET, VFILICRIELEWVADH S WVIZEBMED 2203660
WEBEREICOVWT, 75ER2RNBIINLV I OBOREEE
BN —EEREERBRIC K VRIS, 20ER. FEF
SR I8 E T d 2 B il R A SR R EO B L O ZI A 1IN
LVTOBBET54%. 7T RBETS%ENLTOBBETERICEN
TWizo TIERBICHAN VT OB TERICKEREE DSV
BEHRIIDOONZP 727,

8. ERpIIE

18.1 {EFHER
AHIOBEGIZ KV HMNGABAEE., FRIVEEOLEREEBIC,
tu b= UREDPEESNE ZEDPRDENT NS, TNHDH
E» S, REDOTFTA P AERIHREENE O 2/ L7z
HOMFIRORMIEMERICE D EHEEShTWVEY),

PLERVEF % O R SRR A O FEREMHIEF IS D\ T H GABAMIFR(R
EREERAPHFES L TWAAEEENEZ 6N TV E57,

18.2 EHIB{EMH

18.2.1 BEFERKZ(ICNT 21EH
BABEREH (T X, Sy b, UYF), AN Fo (<
YA), Era by o (v R), BEREES Y M), BBEE
W (v ), RYTF RV R (T A, TYF), XX
T FEEEE (<7 R) 2K 520,

18.2.2 2R TADAEFTIVICH T B1EH
B TAPAETIVORFEREE (), BERFEE(TT X)) 20
%u—g—éﬂ—mo

18.2.3 BR TAHLATETILICKT B1EH
WA TADAETIVOKindlingE# (£ 3) #1953,

18.2.4 BEERNERURMZOREEEREBICRIFTHE
BEBRER ORI OFRIEE 2 MH T 2 (75 %)%,

18.2.5 hENHBRIARIEIC K 2 BrARIBIREI DIE@MRICRIFT T HE
FF R AR AR 3 K 2 A PR S IR B o0 3 50 SR & S I 9 5
(75 F)9,

18.2.6 RO} ETILICH T D1EH
BROBMET VL EEZEZONS, TFY 7y 3Iverunay
TERFY FEDOHRAKEICE VAU EFRERUVEFHZEE
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