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BT HBENDDH D] [9.1.3 5]

2.3 WEERIFHERER E D B 5 B#(9.3.1 B3]

2.4 WM EOH 5 BH[9.2.1 ]

2.5 R OEEREDDH 5 HB#([9.1.4 B K]

2.6 RHIOWx UBEE O BERE O & % BH

2.7 TAEY UEEGER T O A NV S8 A SR X B R
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wheb 4

A3 (B%v 707224 M) %Ak LT60mg)
FLBAMY, bwEOaYFY Ty, KEREE Foxy

g1 Ju¥iltilu—A, kvrFoFiyro¥iltio—x,

SR AT T YR T AT A, BN AR

3.2 RAOMERK

We 4, Uy 707 x Naft60mgl &H7 /3]
- A | RHL/2FFA D O < ) TWHLEOFEE
HEE 9.0mm
% e @ 7
IR 600 ] JEE 31mm
Hit 250mg

4. BEERIIHHR
OTREBAECICIERDBE X - 85F

EEiU v~ F. ERMEHE. BRE. FESARX. §F
BRiERRE. e
OF itk IMBEHRICICIREHDERE - HR
OTFRERBOMES - 18E

AMHERER BUHIEXREMH IS EREREED)

6. AERUHAE

LS ES RO H

T REH AR T HEIR DT 4% -
BT A AN A N ]
Sl B T B R g
SR B ERE, S

Fafith, MBI OIS

DY - H%

WE, EACeFYy IO 7y F YA
(kM & LC)1060mg. 1 H 3lml k145
T2, WHOYEIE 1160~120mg % #1°1
®59 %,

B A ERICE ) EEIRT 5. T 720
ZEHERE O G ATHET Z D T EAEFE L,

RO O - S
AR b SGE g8 (B SV
Kbk Mk EAE KT
&)

W, BAlCeFyFa 7oy F M)A
(MKW & L) 1m60mgZ T3 5o

B, FEl ERIC K D EERT 5. 72
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A X 2 0BT A R SHALERE D H 2. (2.1 ]
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H2BEERL)
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L igELs LA %
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n<Twb,
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1. BER
WROBEWERDRHHbNASZLDH LD T, BIZ%E 5147\, £
RO LN YA G 2 Ik 5 % EEU R LE AT 2 L.

1.1 EXLEER

M 2ay 7 EHERW), 7+7 1 7% — BERY)
Yavr, TF74 7%= EKT. e, WREHTE, 17
RS 25 bbb I EWD 5,

11.1.2 SEFERIERAE (HUEA) . AIMBGRD LAY, BIEE
AR . BAERR MBI AW, m/ R GFEAT)
[8.3 2]

11.1.3 hEMRRIEFLRAFE (Toxic Epidermal Necrolysis : TEN)
(HEAW) . KB FEIERRAE %3 (Stevens-JohnsonfE & &) (i
). SRATEE HEAH) . M RRMRSHREE (HEAH)

11.1.4 aMBREEFEEAY) . X 70—EEREFEARN). M
BB R HEAR)

AVEEEICECE S ) Y APERD HbID I EHHDDT,
BICHEETHI L,

11.1.5 5 > Mm% OFRE GHEARKE)

11.1.6 BEMRR HEARH)

FEE, WUk, PPURIREE, BOERXARSE . AFERERIE S S kS ME
Mg 5bNB I EDRHIDT, DL LRIEREH LD
N EsIc&kG 2k L. BIERERVE S FHlORYS
FOBYRMEEITH Lo

11.1.7 SEEMEE CBEAD) . SEEE S AR
B 2 ML PERE 3N, KA S onklf, Fifn, fifisEo
WHALEMIMAHBL L, 2 Y ay 7 0db bbb 2 Lt
HDHOT, TNOOIERDFED HNHEITITE SIS % d
L. WY REEIT) 2 L,

11.1.8 JHLEZFFL HEARH)

DTG, BN SEOREIRAERD SNkl b icfky
L. WY REEIT) 2 L,

11.1.9 /5 - KEFDOKEE - BE (BUEAD)

NG - KB OB, Bz - BEXRHODbNDLZ LD 5D
DT, Bl - WEH B, S O REIRDTRD S YA
WSS ERIE L, EYRREET) S L.

11.1.10 BIEERTR (HUEAI) . FFRERE RS AW, BHE HE
ANH)

JrbgBebE s (WE, AST RS ALT RS, »p-GTPL5HE) . HlE
WRPHEDLNALEZ LD D5,



1.1.11 W R 5 GHER)

Wi RIEVESE O BMITREEEN D S b b L 0d b,
11.1.12 BRI X ORI

M PR g% (S 2, TR, L - MR, SEEREEE. BRI
BhHObNDE I END b, FICSLERIRAVER A6k o 8%
WCHEI LR TV,

11.1.13 &R BERAE OFEARH)

. B CK RS, MR OIRR I+ 7oy ERSN
BOBLNWAITE. #S5 2k, B RLEE 1T 2 L,
F 7o, MR RUEIE 12 X A SE R EOREIERTAZ L,
11.2 ZOOEIER

0. 1~2%Ai 0.1%Ai BEA]
WREEY 55, 2 )R FEEL FIRE
HiLe JE. H AP, | M AL BT,
AR, B, TR |ZRIPN 2 10%i:¢) 1N
FERS, =V LI 48, HILRR
NS RIS i, 1178
TEB g BiE, E L5
R | IR B, DT
LU
iR IR 2 M, H MR A
IR
Il AST k5. ALT RS |AI-P LS
WK =V MRy PERMEE R
iR
ZDft TEIE, A PR M, B FET

WG EETaZ L,

14. BAEOZEE

141 FHZNEOEE
PTPEDHEHNIPTP Y — ML) I L TIRH S % & 9 15
$AH5Z Lo PTPY — FOFBIKIZE D WS IR BRI BLA~
FIAL, BIZIE8L% B2 U CHERRIT %655 o B 1% 2 5 00E & OF
HIDIEDVDD,

15. ZOfDEE

15.1 BREREA ICE D 1FH
A 74 PSSR H & RIS S Tw b LEicsw
T —RWBEAEDRD SN2 DHED D %o

16. FEMENEE

16.1 IMAEE

16.1.1 B@ORERE
BERABMELIORIIC T F Y 707 = v F MY Y 25260mg % Ml
OG- L2 A, #HeIZWINEh, mhicidaesy 7o
7 2 ¥ (REALR) DIF A trans-OHAK GHTEACEHY) OB THEAE
U720 I hig g CBE T 2RI ¥ Y 7u 7 2 v TR
3043 trans-OHARTHIS0TH 0. iz v b R 1R
155 Cdh - 72"

o Cmax | Tmax | Ti2 AUC WU | e

(ug/mL)| (hr) | (hr) |(ug-hr/mL) | &% (hr) | EF(hr?)

h=4.04

a7 16 5.04 0.45 | 1.22 6.70 11.21 +(.93
0a7xy +0.27 | £0.03| £0.07 +0.26 +1.82 72=0.59
+0.04

21=0.99

trans- 16 0.85 0.79 | 1.31 2.02 3.56 +0.07
OHfk +0.02 | £0.02| £0.05 £0.05 +0.21 | 22=0.54
+0.02

mean =SE

16.1.2 RIRIR 58
R AN BMSBIc Ty 77 = v Y v 480mgk 1 H 35
HBBAERROPG- Lz & & W50 & iR Ic Rk & 2
IR L, FRBERD SN d o727,
16.1.3 EMEHIFEFMHHER
2%y 7a7 x Nagg60mgl i H 73] & 7 F Y = ¥ §E60mg
RIZOAF—N—RICL ), ERAS FICERENIGE (T F
V7a 7z rF M)Ak LT60mg) FAi AR ERIHYS LT
M RERBREZNE L, BONEYBHEART XA —F

(AUC. Cmax) (22 CHEHENT %17 - 72858, WAl o L4
MR SRR S iz

HENT A=Y BHEINGA—F
AUCo-s Cmax Tmax Tz
(ug - h/mL) | (ug/mL) (h) (h)
%y 7 a7 x> Nagt
. . 12.1+1. 0x1.4 5+0.211.6+0.1
60mg[ ®H 7] 3 7.0 0.5+0 6+0
o ¥ = YEE60mg 11.7£1.6 7.1£1.3 0.5+0.2]1.6%0.2

(P35 = R 2. n=14)

8 -
7r —e— %Y 717 x »Nafi60mg[ itH 73]
6l —--0-- U ¥V = ¥ §E60mg
’._IE‘ Py = RS n=14
S 5t
=
=4t T
=
. \
=4 3
b= a2l
1
0 n n n n n J
0 1 2 3 4 5 6
e G- 1% OWEH (h)

M4 BRI DN AUC, Cmax 50785 A — & 1%, BEERE O
PR DOFRIUR L - W E ORI L > TR 2 WMDY H 5,
16.3 2%
16.3.1 MFF[FEE

O¥y7u7 v, trans-OHRO MG 3 Z N2 N97%. 93%
Tho72Y,
16.5 Bttt

R ABReIcT Y a7 2 v F b Y A 5E60mg % H[H]
FOEG L7z & & RPAoOPRIEZ#EP 2T R ICHRk S h
2KEB A aF Y a7 = v Lidtrans-OHAAD 7V 7 1 v ¥
G TH o720,

- R

4 (% of dose)
(n=6)
trans-OHfk
JR
i S A
W uA
& \\ I 1
a¥y a7y
o s t t ‘ ‘ ‘ .
0 1 2 3 4 5 6 7 3
e t%REE (h)
AP
30} (% of dose) (n=6)
[sESVivas by
R 20
1 oo ]
Pk R SN 7
ik - [ trans-OH{K
# 10 L
Ja
W&
0 1 2 3 1 5 6 7 8

Bt (h)

- 5-8Ik5 [ 2 % TOIRPPEME (% of dose)
ERER ARG iy
u¥ysuyzy 2.07+0.29 21.0+0.4
trans-OHfE 2.21+0.47 16.0+0.6

1) AN O AKGEIR A 71X 180mg TH 5 o

n=6. mean+SE



17. BRERRRIE

171 BMEROREMICEET 2 55k

17.1.1 —E5HRIEERHR

(B I~ FOHEL - 855

(1) EIP9%E I AR EER
TREREIY v~ FREENRE L HERABRICBNT, A
YIRAY Y yomg/HEMEEE LTCu®:yTu 72+ MY
7 5180mg/ H 265 LR, uxy7uerz v+ MY
7 A TORMBERYEEEOUWELL 111323.2% (22/9561) . Rt
Pl 11355.8% (53/9561) Tdh - 7z, FMEMIZ. v¥ vy 7o 7 <
YF b AEETI5.5%(17/11080) 1B S5, FhbDIxH
J13.6% (4/11081) . 3895 - 952.7%(3/11061) TH - 727,

(ET4EERAEDHE X - $58)

(2) EIP9 %8 I AH AR
ERMEMEREZNSRE L2 mERABRICBVT, Yoo
7 xFrmg/HeMBiEL Loy Te 7o ryF YT A
180mg/H # 4B # G- LR, u¥dvy7ar7z M) 74
TORMERYEE O ELL F1361.8%(68/110%1), BREE
PLE1x87.3%(96/11061) TdH »72. EMEHIE. ¥y o7 x
YF MUY ABETL7.9%(22/123B) IR S, EARBOIRE -
JEERANHLIRG6 . 5% (8/123%1) . H 4. 1% (5/12361) Td - 720,

(BBREFEDIH % - t55E)

(3) EIP9EE M AHEAER
R EEZNRE LA EERARKRICBVWT, 1770
7z v900mg/HExHIEL LCuFySurszryF )7 A
180mg/H 2 2B G- LR, u¥vy7ar7 M) 74
T O OWE DL F1362.7% (52/8361) . %Rk 34 L
11E77.1% (64/8361) T > 7z EMEMIX. v¥Yy 707 v
U7 ABET16.5% (16/9760) 1CFED B, F 7 b O 1L H EAR

FUTaT S M)y ABET3.9%(7/1798)) IO b, E
% b DILMRAL. 7% (3/17981) TdH - 7210,

BMEREX (BEIEXIRE/HIAMLREREE) OB -

L))

(7) El 5 AR EBR

AR ERERE NG E L EERRABICBWT, £ 77
77z r600mg/HAMWHEL LCuryTu s M)A
180mg/H #5H MG LR, udvy a7+ b oA
TORMEMLEE O 11376.5% (62/8161) . BEEE 4L
11390.1% (73/8161) Td - 7z, EIEMIZ, ¥y TR 72
M) ABET LONASIBIRED B 7z,

(8) EI5E I AR&BR

AUrAERRE NG E L EERRABRICBWT, £ 77
77z r600mg/HAMRHEL LCuryTu s F M)A
180mg/H #3H MG LR, uxy a7+ b oA
T O TEE DY FI161.6% (69/11261) . ReReeELL
F1385.7%(96/11201) TH - 720 BIEHIZ, vF Y Tu 7 2 v F
MU ATET6.2%(8/13050) 1258 B, F 7 b O IX O N
2.3%(3/130%1) . EEMZHTE. HRAL.5%(2/13061) TH - 7219,

(9) El 5 I 4REBR

A FAEREBEENGE L ZEERRABICBNT, XY
U7y F )7 A60mg/H dLiEedFy7urzzrr Y
7 A120mg/ H & B4 b5 L7/ %, ¥y 7u - M)
260mg/ H#E T OB R OYE DL 111375.8% (25/33%1) . #EEE
gLl E12100%(33/3361) . u¥ v 7 a7 =+ M) 7 A120mg/
HEET OB RO %L 11375.9% (22/2961) . 1L 1
1389.7%(26/2901) TH - 720 BITERIZFRD S o712,

17.1.2 —RRERPREIER

— BRI B30 B DB AR A OB E XK D L B 1) TH 510102,

J&3.1% (3/9761) . HHi3.1% (3/97H) TH - 72",

(BHEHERE% - ERBERBEOHEL - 558

(4) EIP9%E I AE AR

JE B ET R PR 2% - SUR BRI R 2 R L L T EE AR
BWT, £ 77872 2r900mg/HExHELLCary T
7z vF b A180mg/ H & 2EM L LR, vy 7 u
7z v F MY ATONE BEE KBS O RS E oW

# DL E1357.4% (35/6161) . =g LA 11385.2% (52/6141)

P75 3% (0,
i HRE ) HALLE AL
BRI =T 65/233(27.9) 132/233(56.7)
25T I B 95/154(61.7) 129/154(83.8)
I i 96/127(75.6) 112/127(88.2)
G 7/14(50.0) 9/14(64.3)
S T (e 15/24(62.5) 20/24(83.3)
FAlits - IR 4/4(100.0) 4/4(100.0)
Pskith 124/177(70.1) 170/177(96.0)
Ak RAGE % 64/97(66.0) 93/97(95.9)

& 7 SR IR 0 SR D I M A AR UGE B O B DL 113 61.9%

(30/6361), % %W LA 11388.9% (56/631) T - 720 FIfEH ~ 18. FEhFE
. mEVTOT =Y by ARTI26%08/14300) (@ 18.1 {EAEE

b, b odHM, FIE - < A3.5%(5/14361), HEHA
Pek2.1% (3/1431) TdH - 7=

(FiiTtk - SMBEROHERE - HR)

(5) EI9 % I AHEER
Fifiteb L OB OB B L 2BF 2R L LA HE
BERIZ B WT, X7 = AMRI000mg/ H Z 3k & LT ¥
v7u7 ) b)Y A180mg/ HZ3H Bk G L7zki . Fiifr

¥y su7 .y M) ARG Sh-e & B
B A 055 W RZELRO T EHLF X DWINSh, 20D
BERLPIZIT R RS 7T Y A BAIEINER o5 E A
Yitrans-OHfK (SRSELAL) 1B I NCTHER T 5, Y7ot ¥
FrF—YEEHEE LT O Ry 7S5 0T A RIHEE-
0. TN EE - PURIE - MEVER A L. SRICEUEIEH
HERATTH BB,

BOERERILBHE BT %Y 70720 F P T A 18.2 SEAE{ER
T OISR DU LL 11379, 1% (53/67H1) . % %L Ll 18.2.1 0¥y 707z b)Y AKHYE T v MK

£1394.0% (63/67%1), SMGEHROERE B L 2EHICBIT 5
Ody7u7 . yF M)A TORBKBEREEHEEOWED RIX
71.4% (30/4261) . R Ll 11397.6% (41/4260) TH - 720 &l

L 7z & &, Randall-Selitto{%: (43 & INE ) 128 v TEDsofifi 1%
0.13mg/kgTHOH, yr7urz7r, F7uaxtry, f VKX
7Y AR 10~20f5 O iSRRI &R L 722080,

EHIE, BFY 7072 F MY o ABETE.2%(5/11961) 123 18.2.2 B¥ vy 707z ¥F MYy AKRMES v MRS L

DS, FE B, ME, O F VRIS E U TH - 722
(R DERE - HE)
(6) EI 56 I ARABR

72 e &, BRREMIEREIC B W TIDofE 1X0.76mg/kgThH V) |
Fraxt A yhTu 7y, A VY RAY Y D3~5
DBV %R L7223,

i, BHROKH L -BEi2d5 L L EEHRREBRICE 18.23 u¥v a7y MY AKAME T v MRS L

WT, A7 xF AERS00mg/HEMEHEE LTy Ta Ty
F Y A60mgd L<iX120mg/ HZ 5 LmE, afv 7
07 xrF MY A60mg/ HETOHEMEDHR L 1288.2%

7ok x| BRI SIS BV TEDsfiE 130.53mg kg & BRw
BEREMERL, A Y ATV, 77y, F7aF
+  D4~61E DR &R L7220,

(75/8501) . <2450l _L1398.8% (84/85%61), U ¥V 77 =« 18.2.4 u¥xv7u7 =z vF Y7 AKMY OB ERMET

¥+ MUY A120mg/ HEETOARPED AR L 1391.4% (85/93
Bl AR 11395.7%(89/9361) TH > 7z0 BITEMIZ. B

_4_

Y



18.3 MRAEEA
Xy 7u 7yt M) AKAWE T v MCREOES Lz
& DI VR (BHSEET V). T Y 2Ny % (18
HRIEETFTV)HIH LT, yh7r 7oy, F7ufkr iz
RS OPIAENER 2 78— L7229,
18.4 fAE{ER
Xy 7u7cyF M) AKAWE T v MCREOES LzL
ELA—AMIEBBEHEIHL, FhTurzr, SRR E
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