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A EE, BAICIZLR_RF T Z0E LTIHI000mgA 1
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%8 Z 7R O Ol BT 2 03 R X 2 I DL L oo [E bR
ZHIFCIAHEE LTL000mgll FH2179 2 &,

INR EE. 4L EO/NRIIZLRF T AL LTCLH
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(1

¥3%2015F 2 BRET (L &R, HE9kR) BN R i e
%20154 1 BekET (A, E£8HR) 871139
RTAMAFE
————————————————————————— A—7T5% | A—r T35
MAEEER 1, 77— Arty 250mg _ 250mg 500mg
R EREONAEE L AT HC L) — 7 + 7B T 5| 2220000086400 | 2220000865000
o ° @ EE ST I | 20104E9 4 201049 A
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((BIRLEDEE] OESE) o sox| 20 8 8 2015421
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1) EXLEER
1) hEUREIEFEMEGE (Toxic Epidermal Necrolysis :

JEAREA®)
BEE 0T TV, FEL, ALBE, K- b A, %9
FE, WREEN ., IRFEI, OANKSORFENRD LS
AT EEE PRI L, WEUARAEEITY Z L,

2) EFIMEABEEIRE MHERHY)
PIHEIR & U CTHRIB BN A D, BIC P RERE S
VU REIENR, AMEREEN, FERERIE S, BB Y L%
BRH IR 2L 0 B RME O EE 2BBUER2H 5 b
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M/IMRID R B b Z L RN 5 DT, BlEx L 4
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(1) -85 XUTENR L CTW D ATHEMED & D8 N ITid. 1RIF
EoFRENEHRMEE EED & SNAEAICD
BG4 5H b, UEETORGIZET 223
ML TWARY, F72. B MIBWT, FHERICLR
FT7EZLOMPBENMET LIZEOFENHY
FIMU ARZ—HIRNZZ <, K TIHIRRTO60% &
RolcbORENRH D, T v MTBWTIHRERITH
BREDOHINLTWD, BMERIZENT, 7 FTiE
b h~OBERER L FREEN EOBRE CE KL R L)
BRE OB O, BRERE, oM
NBDHIL, VXTI, & F~DBRTREDI~LE
DIGEEE CTREGE, B E OB & QAT OB A
RBOLINLTWD, ]

(2) A O NTIIARFIR G IR LT SE5 2
Eo [B FHHHA~BITT D Z 0 MESIN TN D, ]
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1. BERE

1) E®
AEOHREREIZBNT, LRXF T X LE—EIC
15~140gfR A L7=BiA & v | IR, Wk, ZogrE, &
LUV O, MR R OVEREEA S S Tn B,

2) wiE
MEIG U CHWESEA217o 2 &, 2. AANTIME
BITICEDBRERETH D, I L T DIERORRE
WG U CIRET O FE e &2 BB 2 2 L, (IEyEkE)
DIELH)

8. BARALDIE
ERFIZTAHRF : PTPALEEDEEFNIPTP S — F S HLY H L TR
HATa Lo ESAHZ L, [PTPY— FOEAIZE D, AW
PN RIEREA~TIA U, EICITZRfL 2 2 U CHiEhsiR
REOEERAGIMEEZIPRT 5 Z EBREINTND, ]



9. ZDMDEE

(1) AT ST A K 2 GBI T AN AZEIC
BII5, TADLA, BHEEEEZRSRE L2190
7 B AR SRR ORFTRE R I W T, AREE
FEOHZBEROREBEOY 2713, FuTANAVEDR
BT 7 ARHEL L TR2EE LS L TADA
HEARARE © 0.43%. I EAREE: 0.24%) . FLTAMN
AEDORMAEETIZ, I BREEL LER1000AH7- Y
LIOANZWEEHBE SN (95%(EHEIXART ¢ 0.6-3.9),
F7m. TANAVBEOY T 7 V—FTlk, &R
BEL HERI000AHTZ V2. ANZ N EFHE EN TN S,
(2) AAEARANTADABEL2088 235 L LIz T
A PRER R SR O OF S FRATIZ RV T, FERSARIR AT
BEROA ER G (BB, W, &Y, Re, &
T, BEANJE, #1952, BEIARLE, WE. EihE

B e 2000 mg/B_(N=6) 3000 mg/B(N=6)
NTA—4F | YEREE | RREERSE | YERS5E | RKRERS5E
Coer (ug/mL) | 24.1%3.0 | 36.3%5.7 | 33.3%£3.6 | 52.0%+4.6
tor (h) 22412 | 2.8%1.0 2.2+0.8 2.5+1.0
AUCo-120 191. 3426, 7| 318.3%63. 2 | 253.7+30. 3 | 445.656.9
(ug-h/mL)
tie (h) 8.0+1.4 | 83%0.9 7.5+0.7 7.7+0.4
SE¥)iE = SD

3) AERMIRNGS EROBSOLE
BERERRA25BIIZ LT T & # A 1500mg 4 1550 [ A SRR £
BB OBELEE X, LF X A0MEPRERRE
KOEDEFE T A—H I TFOLE) Thoto, ROKE
B & bl UL A SR IR P % - 0D Coax (39 1. 64351 < AUCK
Qe L Tz, BB, L_F T X AR OEGRFOA
PR SR ITKI100% TH > 7o,

%, SR, AR PRRE. A& D o s oS —e ABHRARS -o-BOE5
BURIIAKIBETI3. 3%, 7' F £ RBET6. 2% Th 7=, oo (g
R, AME AR CAMABRE (4~165%) 1980 o
ERB L LT T 2R REERRBRIC BT 5 Y% ] ER
HEFRORKBRIIAARETI. 6%, 7L REET o™ L
18.6% Th -7, % 70 z
Eio, SENNETANABE (4~161%) 980145 £ oo ] ;o
& U7 i re K O TN St~ DB A LT 5 77 % 50+ ;i 20
AR BB T, ERIARETH 523, L o e
7T AR & s LRI TEI OB LA ST, i o 12 s 205 8 7O
SOKEMERE
1. IeiRE
) BA

1) BEES Y 5 R
fERERL AT L_F T & & L 250, 500, 1000, 1500, 2000, 3000,

4000, 5000mg (##x5-fk 6 ) ZZEERFICHEIE Q&S L7 & HERERQOEYEE/ NS A —4

&, TATORGETLAT 724 LAOMIEHRETERGZIE EPBE | ABESEAES | #0085 LA
F 1R @il A 7R L, VI (L) 13 G5-&IChnb NS A—4 (N=25) (N=25) (90%{E#8 X )
HF T~ B TH 7, Cnas (ng/mL) 97.0 [27.6] 58.9 [37.0] | 1.64(1.47-1.83)
(ug/mL)
150 AUCo-« (ugh/mL) | 472.3 [15.4] | 487.4 [15.9] | 0.97(0.95-0.99)
,EE tuax (h) 0.25(0. 17-0. 27) | 0.75(0. 50-3. 00) -
E‘g —0—250mg
L T ooos te (h) 71 (117 | 7.23 [12.7] =
Z T aoome ST I [OV (%) 1. o AR G M oA
5 —e—3000mg a) AUREIRP 5/ 1 O
+ —=—4000mg
2 —e— 5000mg
L (N=6:F491fi+SD) @ MR )
e 1) HE%kS GEAT—4) ?
& 6~ 1285 D /NI C At A EBBIZ L ST T 2 A& L C20mg/ke
48 (h) FHEROKZEG L L&, VR_F T2 X 2O MFEFRRE TR
EL=Rt AT 5% T 2RF i mff & 7 L, TR e T o 72,
ﬁ@;&%ﬂ%o)%%ﬁ%,{a}_g ;Q%E Cnax tmax AUCo-24n ti2
E%‘E Cmax tmax AUCO*ASh t1/2 (mg/kg) (u g/mL) (h) (u gh/mL) (h)
(mg) (ug/mL) (h) (ug-h/mL) (h) 20 25.8+8.6 2.3%+1.2 226464 6.0+1.1
250 6.9+1.3 1.0+0.6 56.7+6.2 6.9+0.9 2461 (tue: 236 | SEHIEESD
500 16.44.8 | 1.0+0.6 | 148.7%18.4 7.941.0 T
- N R SiE=R HE g 5 C
1000 29.749.3 | 0.840.6 | 288.9£34.0 7.941.0 BEAD - [ A % OB E A D EEEERR AL OC At (7 L
1500 40.8%7.2 | 0.8%0.3 | 458.1%50.9 8.1%0.4 TF=2 7 VT T A 49, 2~256. 8ml/min) 2 BBV
2000 53.3+8.3 | 0.840.6 | 574.6+71.4 | 8.0+0.8 PR LANF T 7 NEET— 2 &2 W, RHEFSREefRT
AT olm, FORE, AFoeg s U7 F % (CL/F) (Zxt
3000 829474 | 0.6-0.2 | 925.2+102.1 | 7.8+0.8 LCRE, M, CLer R OVFRBL T AMNAIE, BT OO0
4000 114.1411.0 | 0.9£0.6 |1248.2+152.4| 8.6*1.0 B (V/F) 1oxt UCHRER . BERIHTC A s AR Ok BR % oo e
5000 116.1+14.3 | 1.0£0.6 |1363.3%151.9| 8.1%0.7 IREE (R A UL TANABE) BHFEICAERRT &

L CHEE Sz,

INRD: BARANE (~165%) ROBA (16~555%) OTA
PABEPLH/LNTMEFR L RXF T & MRET — 2 % H
WC, REE ISR BN RERRAT 21T > 7o, T OREH, CL/FIZ% LT
RE KL OBHHPLTANAIE, V/FICK L CTREDSHRIICE
BOOBERMICEROH LR & LTHEES Lz, BARAN
BROPRATANABEDMETEYREZ I 2L —Ta
VLERER, BARNNETANABEIZ 10~30mg/kgZ 1 H 2
[\ G U= B T MR L, BARANRA TANABEIC
500~1500mg 1 H 2\ 5 L7=BE & R & TRl S 7,

#He 6], SFHfE +SD

Cuax : FRr LR E o+ S5 i85 AL H I P TS

AUC : ifn PRSI IE-REMT AR IR t1e TN
() EWNCTRRSNAA O HEE RS R113000ng TH 5,

?) R#EHREY
A LT T # 5L LT 1H1000mg X3 1500mg  (£3%5-
B6H)Z 1A 2E 7 ARG L-EE, #5 1 B B (FEH%5EE)
&7 B B (R o g bR E 1T e 555 2~3 B
M Crax %7 Ly DK 8 R DTS IR T L7z, F72,
MAEPREE IS 3 B BICITEFIRIEICET 2 L S hor,
(3)



2. BEOREY
RERERR L2061, L_F T & & A1500mg % Ze s £ 7- 1T % Ic
FIRE O BE Lz & &, Z2IER L LT, BEBREBEGR ClEtmdd
L3R L. CraxlI30%IK T L7228, AUCIZRIZE CTH o7,

3. /\ﬁ 7,9, 10
HARNTADAERED BT O RIL, REER S EhaefiiT
DOFEED 0. 64L/kg & HEE S, RINRAAK S BTV Ml & 72 72,
S E AR RR A 1T % 5 12 L _F 5 & &Z 5 1500mg % BB ER R
w&gbf L x9  SHRBOFEHEITAL 1L (0.56L/kg) Th
RNKAK S BIZITVMETH > T2,
1nmndﬂwxwmﬁ%m@¢%\V&?ﬁtﬁbﬁwiﬁ
BT H Huch LOSTOMIE- A FFEARIL. 10%KTHTH 5,

4. Rt

LARF T & ML, JFF N2 o — AP450%fREHEEE ClIfeH X
v, FEARBERBIZT & N7 3 FEROEERIKSET
HY. ZHICEVERSNDDIZERF Ducb LO5T (F1/LR
XK THD, B, AHIIEEEOEMEL RV,

in vitrolRBRIZB W T, L _XF T X ALK Rucb LO5TILCYP
(3A3/4, 2A6, 2C9, 2C19., 2D6, 2E1/% (MA2), UDP-Z L2 1 v
fRtnfs iR (UGTIAL K (NUGT1AG6) RO RF T Kk Fu v —+8
Wt LCHERER 2 RS ehotz, £, ST alilgr )Y
LDOT NI v BT LB E RIFE S o Tz,

5. ittt 210
ERERR N (B 586 12 L RF T+ ¥ L250~5000mg % ZEiE
BEICHEHR O3 L b &Y, #5481 % £ Co G R’ICk)
T 5 R FHEIESR OB IX, RE LR E LT6. 3~65. 3%, uch
L057L LC17.7~21.9% Th -7,
TEEERR A BE BMEA) ABICHC- L _F T & Z L500mg % B[]
ROFE L L &0 R h4skER% £ CIcR5RD92. 8% D i
HHREM R D . 0. 1% FH 2 DRI S 417, #5481
TORG I 2 R T, RE(LEE LT65.9%. ucb
L057% LT23. 7% CTh-o7=,
L R_RFZ X AOPEMIZ T RERIK A K ORI TR LAY, ucb
LOSTIZ IR ERIA A i & ﬁ%%ﬁﬁ”M#%ﬁbfwé
(FF) EWNTERSNIZAFOLH &% 5 8133000mg TH 5,

6. BiggerEsEY
EHEREDFLE O R DR E X RIC, LRF T X L%
HEROEE LZEE, ANTo2E 7 VT T 20 A XBHEIEE
W (CLer : >80mL/min/1. 73m%) & Fbiis LT, BEEEAK T4 (CLer :
50~<80mL/min/1. 73m%) TI340%, L TFH (CLe : 30~
<50mL/min/1. 73m%) C52%. B L F# (CLer: <30mL/min/1. 73m%)
T60%IEFL7Z, VL _XFTEHLEuch LOBGTORZ VT T A
W7 VTF=r 7 T TR EFEICHE LT,

. & BHEEDEE
s % BE hEE i
(N=6) (N=6) (N=6) (N=6)
CLer (mL/min/1. 73m?) >80 50-<80 30-<50 <30
e 500mg 500mg 250mg 250mg
LRF S8 H A
Crax (p2.g/mL) 22.8+6.3 | 16.0£4.1 | 11.0+2.2 | 9.5+3.0
e () 0.5 1.0 0.5 0.5
(0.5-2.0) | (0.5-2.0) | (0.5-1.0) | (0.5-1.0)
AUCo-« (pg-h/mL) 167.9+27.9(250. 541.0|171. 2+27. 8{215. 3+£41.0
tiz (h) 7.6%+0.5 | 12.7£1.4 | 15.7+2.6 | 20.3%5.5
CL/F (mL/min/1. 73m®)| 51.7+4.1 | 31.24+4.8 | 24.9£3.9 | 20.6*4.0
CLe (mL/min/1. 73m%) | 32.5%8.3 | 15.7%=4.1 | 10.0%2.4 | 6.6%x2.7
ucb L057
Cuax (1. g/mL) 0.36%0.03 | 0.77%0.17 | 0.58+0.17 | 1. 10£0. 36
e () 5.0 8.0 12.0 24.0
(2.0-8.0) | (6.0-12.0) | (8.0-12.0) | (12.0-24.0)
AUCo-+ (pgh/mL) 5.9%0.6 | 24.0£7.6 |20.7%10.0 | 66.5+45.8
e () 12.4 19.0 20.3 26.8
(11.3-15.3)| (17. 3-19.9) | (19. 7-23.6) | (17. 2-33. 3)
CLg (mL/min/1. 73m®) |251.4+35.8|111.8+43.9| 88.8+44.1 | 31.3+11.6

SEAAE +SD, twax B O uch LO57 D tue lE i gufl (B M- KfE)
CL/F: RDNTOEHEZ VT A Cle: B2 I T I A

~J

MBI EZ T B RYIBEEEEEREY
MABHT % 1) T B R BRI E O R AWRE 2 LT T
& & L500mg Z BT B ARAARF R AMIC IR O 5 Lz L & L
F T H LOIEBEHREOEICEIL34. TR CThH o 7203, &
HMred2. SR ARG LTz L_XTF T & Z A K Qucb LOSTDIEHT
WZ L DBREZRITE L, 81% K V8T% Th -7z,

EMEFRENTA—4 LRFSEH L uch L057
Coax (1 g/mL) 18.7+1.6 8.86+0. 63
tmax (h) 0.7(0.4-1.0) | 44.0(44. 0-44.0)
tie (h) 34.7(29. 2-38. 6) —
AUCo-4an (1 g+h/mL) 464. 6+49. 6 231.0+18.0
CL/F (nL/min/1.73m®) 10.9(9.4-13.1) —
ZAT T4V —DBREHE (%) 81.3+5.8 86.9+5.9
AT P OW I (h) 2.3(2.1-2.6) | 2.1(1.9-2.6)
MKFENTZ V75 A (mL/min/1.73m%)| 115.7+9.3 123.1+8.6
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BERIES2holz, VXV b LAR_F T X LOEYE)
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Hotz, RT4 1y 750% &500mgdE i EMFERICR%ETH D
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B2 OESRERBHDRIZITEOLBY THY, TR
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it 20.9 (p=0. 006)
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