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) EE-EEOLGECLIVEMT LI L

22300AMX00271000
20114£6 H

LER (ROBEICEFRELEVILE)
2.1 WERBHRIERED D LEE [9.2. 13H]
2.

1 AFN DR LIBBUE DBEEE D &b 5 B3
1 MR - R
3.1 #AAL
BRKSY R
(148100mL ) HR=X 748> 30mg
AR KSET DU & Laeeeees 20mg
3 VA= 5/ &L R 50mg
(1”??))8?&}:) WAL T R U 7 eeeeeeeenens 860mg
# I T R U T Leeeeennns i
U U fRereeereescneaceanens e

3.2 WHOHER
PEIR - HIE

HECERH - KPS

pH 3.8~4.8
12T b 0.9~1.1 (EEEEERICHT D)
4. EERIETHE

RIEERERICH S iR ER. BEETHERE. BEEEOD
BE

6. AERUVAE

WE. RACLEILE (& TR L LT30me) &, 3043700 F T
1B 914 2[00 s FEEIT 9 o

FEIEL24REM LN IC B 5 2 BitA L, BSR4 RN E T
%,

EELRERNEE

A KB OEEZ, AANCET D 50 72 Ik L O 2E o Ta %
AR OEMEOEEEDO L & TITH 2 &,

L BB LT, BE I TSR DV S5 ETIRE I L
T, AFNOBWERZIC W TR EAE4T S = &,

8.3 SMEREEIRMIEREOWE, EELIFESE, FREMEmD
BENEEEERE (DIC) 2d bbh, Bmliikaz-8s 2
ERBH D, T ORERITIL., BHAERES, IFRERET . ik
W 45 % R R L2 8 B3 2 S 7 E B AN ST b,

8.3. 1 REMOEMRE L, BEHRBYMICRIT S Z &1
WO T, FHRTUTE G BBHIECOIIBUN, 7 LT F =0
AST, ALT, LDH, CK, ZRILER, M /IRZEOBSIERA, ITHEHE
MAELOMERE 2 F T 5 &, AFERGDE, BHEE
. IS RERAE K O iR A & R e L, %51 bike L
THohBEe2iT5> 2L, [9.1.1~9.1.3, 9.2.1, 9.2.2,
9.3, 11.1.1~11.1.4, 11.1.6, 16.6.2, 16.6.3%M]

L1 B EFICEMESOARIHEERRIE L, FUEMEEZIA L
LA, BSOS 2 HEICKRN L, &5 kT 28
AR ELZ ERT S 2 L, Fo, BER TR bHER
DO & JEhE L CRIZ A +H31cdT o 2 &, [9.1.2, 10. 2517 ]

8.4 FERITG U TRV EM CHREEKRTID L EET L2

k.

E
1 APHE - BEREOHLEE

1.1 RKkOHZ8E

BHICBR L2 EREMET 22 &, AEBRESCE KRR E
DOIEALZRTZENH D, BUN/Z LT F =R E W7 ERK
REEDTRD LN BH TIEEAN 2R & 72 & 50032 ik
ShTWwb, [8.3.1, 11.1. 15M]

LRENHERERT HBAEAICHT IR
g.
g.

9.1.1 BEFEDHLEE

BHICBEL XY AT ER_XT 4w Ne+aBETHZ L,
MR Z 7= E PN S HE SN TV D, EFIREDOE(L
WLV AMEBRECEMEREOE/LZRT I END D,
[8.3.1, 8.3.2, 11. 1. 1]
A3 IMERBOHDLEBE
DERBAENLT2BERH D, £io, BHERES S Hbh
LRENRH D, [8.3.1, 11.1. 1]
1.4 EELSEHES (Japan Coma Scale 100LLE : RELTH
HELEZW) OhdEE

BHICBEL TRV A7 ER_x T 4 v b E+HEETLIZ L, &
MNZRRE - EDPINRL L HEIh TS, [11. 1. 15H]#]
.1 BREEERE
0 ERGBEREREOHLEBE

B Lenwz &, BHMERENELLTIBEZNARH D, [2.1,
8.3. 1ZH]
.01 BRERETOHLIBE (ERLEREETEOHIEEER
<)

BHIC LB HARIST 5 2 &, AlBEEOB RS
DEALERTZ EBH D, FRIZHEGRTOBIN/ 7 LT F =R
EVEE TIIEMB AR E - E AN STV D,
[8.3.1, 11.1.1, 16.6.25M]
9.3 FFREEERE

JFRgteE N EL T 2 RBENNH 5, [8.3.1, 16.6. 3]
9.5 1F4%

BELRWZ EREFE LU,
9.6 2%

1B EOF MR O RARBORFIEMEEZ B L, O X
Pk ERET 2L, BMER (T v b)) ICBWTAAIOI
HRBATHRBD LTS,

w

w

9.7 NRZ
NS Z %R L U BRI I L TR,
9.8 =EEE

BIER 2 b oM BE 3R G2PIk U, @U@ a17 5 2
Lo —RICEERE CITAEBBERESME T L TR Y | Brr 2kt
I ELHRLEMESN TN D,

10. HE{ER
10.2 BiREE (BFRICEET S L)

SH4 % HRREIR - RFE TR | W - SEBRIN T
PLEwE B BRI E N | IR T H D A8,

(B7 7Y VT | T25BEMRH L | AFNITEL L TER

FUTA 274 | OT, BT 25| podiiltshdo,

T LR, B SIS ENS E R | R o Sl E

NFZVY T Y | EREEEET S| EoffHicky | B

7 L) R BRI | B~ 0B HE R

[8.3.2%H] 1752 &, LARENRE Z BN
Do

11. Bl¥e B
WORWERNSH b d Z ENRXNHDHD T, BEE +5I124TW,
HEPBO DN LT G 2P IET 5 7 Sy e diE 24T
Iz,

1.1 EXLEMER

11,11 SEBEE (0.26%). 7 O—EEEE (0.02%)
EHEREIR T AT AP Z IR DFER RO S BA T, BEbi
W AEFRIEL, BEEREOBREICHYRmMERBRE2ET5
Efi & OBEEDO L & THYIRAEEZITH 2 &, [8.3.1, 9.1.1
~9.1.4, 9.2.2%M]



11.1.2 BIGERF 2 (BEEERE) . FFISRERESE (0.24%) . BE (BE

ENiD)
BIENT RS OREE A IFS, AST, ALT, ALP, 5 -GTP, LDH, BV
NEVEOZE LD EREM D FHEREEE, BEASLbND D
ERBH D, [8.3. 1]

11.1.3 MR (0.08%) . FRPIEREAD (BEEERHH)

[8.3. 1%M]

1. 1.4 BEEnERERLERSE (DIC) (0.08%)

FRREME 1M PN [ E BB & 5 ) IR AT RSOIE R & & b =55
Alix, #5EFIEL, WURLEETTY Z &, [8.3. 1]

11.1.5 SHEMESE (BERH)

FEEN R, RUR IR, XL AR D BVERIEEE S H
PRHZENHLDT, BEDWRELFSICBLZEL, 20k
IR S b b=k, EE5E Il BIERERLVE
VA SO Y e B EZITH Lk

11.1. 6 HEBUBRAREE (BH/E AH))

e, B, CKEF, ML ORFIA 7o s EAPE
DoONEEAICIE, BEEFRIEL, @URAELZITO Z &,
[8.3.1%M]

M1 2avy, 7r245F0— (W TR HBEER)
vav g, TF74 7% — (FHMKB, MWERT, kK
) BN ENRH B,

1.2 #0tnzEEA

5L

BRI
L N .7
B, €9
PR

0. 1~5%Titk

R, MR, L (2B
PERLBESE)

B

i ARIMEREAD . AMERES ., B
MEREAD . ~~+ 27V v ME
WA, ~NEZ I LA,
JINBREE AN, /N>
SIS, SR IR IERR
WweUare o fd bH ., AST k
. LDHEH. ALPES v -
GTPLH.. B UILE VR

BUN B 5. migREE L5, M
EIRFAK T, BAR, MR

TESHBAL
ik

ALT B A==
J =
(163

E2
L7 T =
v ER

gt

Mg A v
72V N
5. TEIE

T ik

HIbas
Z Ofhy

M 5

FRE ML AT r—L |
H,miEavare— g
F. UV ZU®TA FER,
MiEHE AR, CKES. CK
KT, gL Y o AETF, IR
7RO BESYE. Uk, MmE
S mEALY T AMET

) BB, RERTEEREDOKRZE T,

14, BRLEDZEE
14.1 2RMEER
#ix, FLROLAERE (OM) ICEEIZP-L VT &, #
WIZHIL7Z5E, W FORAROEIRNOEIR & 72580
Bbo, Fio, SHIR—EFTICHRYE LIS N2 &,
14. 7 EFIARBFOER
14. 2.1 FURBIEORHK (P78 L, ZJxz=b A F YD
LE) CRALRVWIE, ABTDLIZENDH D,
1422 >V BAYDLAEREG LW E, HETLZ &N
5D,
14.3 EFIZEHOER
1431 & eV —dmig, 73/ BREAI & ORE LR —FE»
LORIILRNZ &, BRAETDE, TOBRZF TR ORME
KFERTZEDRHD,
14.3.2 RO BBV IZFARE LTHERTSZ &,
14.3.3 BXKEHIARETH D,
14.3. 4 FRIIER L2V &,

15, ZOH0EE

15.1 BRERBERIZE S < 1HHR

AN G- 8 TR GRS TR OB ST H i A3E8
HHNTZE ORENRD D,

15. 2 JEBRPREABRICE D < 1H¥R

24WERARFE IR X D4 X 28 H M 5B MERBRICEB VT, 60mg
/kg/ BLLEORET, A X399 MKER O &5 HERBRIC W
T, 100mg/kg/ ALL EOMET, WURBIEDORE, #4785 %
DFEWR B R EAAR R IS B B KR L OER (%) ©
TRERMEEMEN ISR SN L OWE R D D,

16. ZEMEHE

16. 1 mchiBRE
RSB 5Bl TR 2R E1keg472 9 0. 5mg, 30437
FCLA2[E2 A MKE SRS L7z & & o)EE 5RO
MR REBCRBREHRED S RDIZRTA—HFROLEEBY T
HD, EMETRD N2 -7,

R
SIIE < T A — 4 sl
Cnax (ng/mL) 888+ 171
tiza (h) 0.27%0.11
tizg (h) 2.27+0.80
(mean=*S.D.)
16.3 &

16.3. 1 EE#EEE

X TR BuMEO1I0uM) Ob bijEEAKOE MinjE T
VT IR DRSS BRI, 92% K 89~91% Th o722 (in
vitro),

16. 4 X5

TR A B F R OMERE S i3 1B D = ¥ T R v 0 FEAHHET
REIEFIR & e Sh, ERIc BT 2 B REY ITmBRA KT
by, IvrarBERAeRbBRESRTZ, — RPIZBWT
FERBIE IV Y B VBRARTHY . FRBRAERLRD S
niv,

16. 5 HEit

f ek A B R MR A Ic =X 7 R &1 2002 A BXKE
PRI S (0. bmg/kg/304y X 20/ H) Li-& &, &KEl¥
G120 & T RFICRE bR & LT0. 7~0.9%, S#m e L
T71.0~79. 9% kit S 47D,
16.6 HEDERZETHBE
16. 6. 1 S#EE

65i% LA E DO E I E S = & TR & (K E ke 72V 0. 5me,
30432 T1H2[A12 H S8 A E IR 5 L7 & & o f)E
SO LRI AR IR EEHERE s DR D T2 8T A —Z Tk D &
BYTHD, MIEPRE(CAIREIXEER A S & IRIERERIC
WL, BRI behoT=D,

EIIIE T A — 5 i
Crax (ng/mL) 1041+106
tiza (h) 0.17%0.03
tiszg (h) 1.847+0.17

(mean=*S.D.)
1) AHI o i ZE 2R CORER &S AUz 1 [EH 13 30me,
16.6.2 BiSeEEEE
IR RERE R (645]) . AR REIEES 86) XIXE
KEREIE R (81) (2 & T 7R 2 30mg & 6047 7> ) T H[E] S i 5
WRINEE G- U7z & & o i PR Z(VIRIRE OHERE D H RO T T
A—FIFRO LB THDHY, BHEEREOREIZHED, t1p0
SEHEITER T 2 EI AR D, B IEFRHEICT D
Craxs AUCo-oo DIE(TEHIE DL (90%(FHEX ) (X Fh 2 HisE
B REREE R T1. 150 (0.967-1.366), 1.202 (0.991-
1.457) . WA RERERERE S E T, 247 (1.063-1.463), 1.294

(1.083-1.547) Th o7z, [8.3.1, 9.2. 28]

SR NT A= | BIEBRRENEE | PRERRERT | B IEE
Crax (ng/mL) 545.4792.59 | 593.2+115.4 |475.9+95. 32
AUCo-c (ng + h/mL) | 771.0153.6 | 826.4+149.4 |644.9%153.1
ti/2(h) 5.38+6. 04 7.31+5.83 2.87+0. 38

(mean=+S.D.)
X eGFR2N60~89mL/%y/1. 73m%, EEEE : eGFR/330~59mL/ %y
/1. 73m?, 1E% : eGFR=90mL/%y/1. 73m?



16. 6. 3 FFiSEEREEE

(1) FEEREREREE (661) UIFHEEETE (6f) lc=& 7
R 2 30mg A 6057 >3 T HEL A EAIRN G Lz & Z o R
TACARIRE DHEB N O RD T NRT A —=ZIRDOEBY TH B,
Cmax&()\AUCOfOO@%{EJI‘Zf}jﬂE@tt (90%1%@&&5) ‘i%ﬂ%m
1.203 (0.819-1.766) M TX1.190 (0.835-1.696) Td o7,
[8.3.1, 9.3%M]

SKMENRE T A —4 | EERTHRERE A REIE &
Crax (ng/mL) 347.6+146. 8 280.3+101. 0
AUCo-co (ng + h/mL) 497.0+183.8 416.3+165. 0
tiz (h) 3.88+1.12 9.51+6. 62

(mean=*+S.D.)
EE : Child-Pugh4y¥%EC

(2) ®REENFHEAERE RS (8M1) . HEENFHEREREES (661) XiX
AFESREE R #E (8f)) 12 & 7 AR 2 30mg & 604y 7> ) T HA[E] A3
FrRN S G- L7z & & O SR RERRRE OHERB ) bRk 728
AUCo-co D AT EEME D L (Q0%FHEIX ) 13F - FUiR EE TR RE
&84 1. 203 (0.992-1.458), 1.065 (0.860-1.320), 1%
FERTREREME = 1. 235 (1.003-1.521), 1.142 (0.906-
1.440) Th o7z, [8.3.1, 9.3%M]

SENRE T A — 5 | BENTRRERET | DEEITRERE | ITREREIER
Crax (ng/mL) 538. 1182.3 | 533.4+88.57 |429.0+44.36
AUCo-co (ng * h/mL) |727.6+262.0| 751.5+148.3 |654.3+107.2
tiz (h) 3.14=+0.58 4.37£1.90 |4.70%6.92

(mean=*S.D.)
S . Child-Pugh3fHA, ¥ : Child-Pugh4y%HB

17. BRER AR
1.1 EERUREHICET 558

(IRFEEIERD
17.1.1 EREIREER

FIEB T2 LA O MR FE A E M 2 Rlc o L TR v
30mg L7 TR EIA2MEM4A ML Lz, 77 2RBO
EERBELERBRICBO T, =4 7R UBHIMRIERE. B
AETEBIEREOYCEZ R LTz, REEMRUGEREIZBIT HiEs
DF1132. 8% (95%IEHEIXR @ 20.3~45.3%) TV . NELZFIK
ETCEZXTRUHE T T ERBORICERRENRBD b,
ZOWN, FEIEH 24N AN 5 2 B A L 7o R IC B W T,
B BRI EE LR T 2 ER D348, 2% (95%F X :
26.6~69.7%) Th o7z, BIEH]K OFEAEK24FREM TRERIL 72
Bk B (WEML) 3RI0EBY TH D,

F1 ERERSGEE CWEM ETh o BREOEIS
T TR URE 7T v R
IE 64. 8% 32. 0%
FRIER 2R LA 8 5- 2 BtA | (8141/1254) (401 /12541)
e . 73.8% 25. 6%
FAEGARRANET LI | )50 | Lo/ 3001)

F7o. BEGNCRIT D35 AUNOERER (ABRFOHAIE3
H#) (Ml L72HERE %% (modified Rankin Scale) (ZEJL.
THETRUEEE T T 2RO BINEN Fifi & TH B A2 2035880
Liv, [E2IERAR L] ORIIBW TS IRUVHENRT TR
Ba bRl (mFTRBE 0 22.3% QTH1/12141) ., 77 &R
AE 0 10.0% (1261/120%1)), Z DN, RIEHZ24RF I LINICIR 5
ERIG LIZBEFICBOWT, T2<ERR L) OREF=F TR
B :34.1% (1461/4161) . 77 B A EE . 2.9% (141/35f%]) T
HoT,

BIERARBBEE T X 7R BETT. 2% (9/12501) ROT T7+&
AREETIL 2% (14/1256)) ThHotz, =X TR PO EA2EIE
FIX, 351 6% (2/125061) . IHFHREREE3. 2% (4/12561) <

o 7= 0
e¥, WREE BEMIERE LTRZ Y Y v - BhEERAIOFH
LTW5d,

11.1. 7 EREGKRFER

FAGREEE TORERRERICI T 5 1[0130mg % 59§ D 2k 35
FEotkER EU L) X, BIERT2RERILIN O BE X W
TIE65. 9% (178f5/2706]) Td 7223, FIEHK 24 LIN D B
FITHBWTIET0.3% (TLEI/10145]) LR ITLVBEETH -

5. 7~11>o

B3

BH R I O B R R BRIL 2 & L CRRE AL T2 LA 0 i 38 2 |
VEMIEBHE & RICEIE SN Te, Z ORIEGIE R/ RIC LI
IV THEZIER GRS BT, BRI DR R, SIE |
H%24RE I DL 4 5 & BIAE L7 SEBIC BV TR AR & 0 B
ECThorlow, ARBSNIMELOARICINCE 3]
JEMZ 24K I ANIC I 5- 2 FildR) & 3E Sz,

AFN DG S VT R O RO PRy « FEIE 4 24WE R AP |
IZHe 52 BEA L, 5 EIZA N & 5,

18. ZEXhIEER

18.1 {EFAERF
ERudirIPhn (- 0H) %07V —F DAV ik
I MM EREED EERIKTFTHD Z LIRSS MESNTE
0. BV UEM—FBERIET 7 % R U ER o B
THEEICE Y 7V =T PHNOEADPENT S, Z07)—F
OB VTR E O A faFn g iEE A R E L35 Z LI X D
JafE B OV CII B RE R E 2 5 & 27,
T X ITRL, TV =TV HAEEE UIBEEER A T D
ERC X 0, Bdfiia (/& RN - AfAE) o ki E
T 2,
T bbb, MEEEAMEIICR L Cid, INERE, BMFEZE, AhiRE
fe, FEFEPEAPRMARSE 72 & oD i i 1A i i B 5 0D FE B R OV

(B 22 2 &2 L0 MRS 2R~

18.2 BIEZESMRICHT 54R

18. 2.1 RApZ{REE/ER
NAA (N-acetyl aspartate) IZFFRAAEFMHBMIN~—F—T
HY ., FEFERIE E % & 0 D L24RF R LA G LA CIRiE &
MEBEINRLS b EaND, MEELHEMBTIC=L TR
VAERBE L, H-MRS (magnetic resonance spectroscopy) (2K
DIE LI E 2 A, MIEFRPLIONAAZ, 28 A BT
ay b= VB LEBICRFF ST,

18. 2.7 EERIAEBLREETICS 2HE/ER
AR FE S E B8 = X TR U 2 B L, 13%Xe-SPECT (v
INTH N UEEE) ISR RATR R A RE L s 2
%, HfET#% (modified Rankin Scale) o BFfFI5H Tk,
ZEJE 50 FE I D JRy AT N I A N S L CHIE I 23ER e B
7»:10)0

18. 3 BRI ETIVIZ*d 2 iREER

18. 3.1 BRERCREZIMHIER. HEERERER
BIMPEMIOLEREE TV (T > b)) IZBWT, Bkl LI
REIM FFBR @ % ORI G- (Smg/kg) 1. MMTRIE & OV A ZE 0>
HERR A NHI U, Bk 2 AR (s 2 R L 7219 ~19)

18. 3. 2 ERMEwEMAaZEINHER
FIME M FEB@EET LV (T M) 2BV T, HR@E% Ok
WS (Smg/kg) 1. EFRMEARAIISE 2 B L7220,

18.4 2U—35 T hIVEEER

18.4.1 2U—3 CHILBEEERRRUIEEGELINHER
THEITRE, B ReXU LTI HAMEEEMERLE, £
72 ERRX I TIAINMTE DY = ABROERE L& UM
EVR— NOIFE BB E RERAICHH Lz, T2, KE
PER OWNREEMESV AR VT O KA NT Y VIRER Y R
Y — AOSEBER L 2 L7220 22 (in vitro),

18.4.7 RERMETFILICHTEU—3 P hILiEEHER
Z v MMEE T T Tk UINREER 2R L& (3mg/ke)
DOFFIRNFL 513, BRI JE 5L R O i FBRG@ S ALIC B8 1T b &
Ra %3 LT DA LD L7195 20

10.4.3 V=5 PANICL I MEARMBESICXT 2HE
A
1 u M2>%515-HPETE (hydroperoxyeicosatetraenoic acid) 2k
DB A NI E 2 MH L7222 (in vitro),

19. 3RS BT 2 BEEMMR
%4 . =X Z R (Edaravone)

fb524 : 5-Methyl-2-phenyl-2, 4-dihydro—-3H —pyrazol—-3-one

53X 1 CrotlioN20

Sy 174.20

MR BE~EEE R AORS X ITEREOBR R TH D,
& =) (99.5) SFEEEE (100) (ZEEFRT <.
AKIZEEFIT <,



(b2 E
HSC\CN\Q
0
Bl 127~131°C

20 R LDEE

20.1 WEHORENEAFEET - OMBERZEAL TNDEDOT,
SRR FERTE CBHE LanZ & F7-. BEBZITERHIC
R+ L,

20.2 UTOHEITIIMHA LN &,

HMEBBEHE LW D & ERRFERSIRHE L TS & &,

AUV —F— (BT OREA) BER~FRIZEALTWS
L&,

s NFEIRICIR®, Fritis PERERBEO ORI L X,

s TAREO S —ABINNTND & X,

0.3 AP —2— (Er7OER) ZEFITENE LM
FHEgICES &N &,

1. |%
100mL X 1048 (BARESEAIA Y )
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TR, HEEEEME R, 2. (3))

14) SEHE/EAICET 28R (20 > FHE30mg @ 20014E4 H 4 A 7K
. FhEWAE)

15) Mizuno A, et al. : Gen Pharmacol. 1998 ; 30 (4) : 575-
578

16) Abe K, et al. : Stroke. 1988 ;19 (4) : 480-485

17) wEkaHErE, fh o SEER L VAR 1997 ;5 25 (Suppl.7) :1785-
1791

18) Kawai H, et al. : J Pharmacol Exp Ther. 1997 ; 281
(2) :921-927

19) Nishi H, et al. : Stroke. 1989 ;20 (9) : 1236-1240

20) Yamamoto T, et al. : Brain Res. 1997 ; 762 (1-2) : 240-
242

21) WEDEEER, il KPR LIRFE. 1997 5 25 (Suppl.7) : 1691-
1698

22) Yamamoto Y, et al. : Redox Rep. 1996 ; 2 (5) :333-338

23) Watanabe T, et al. : Prostaglandins Leukot Essent Fatty
Acids. 1988 ;33 (1) :81-87
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26. 1 BERFET

FI-VIJIUAFLAAUIEH
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*26. 2 BR5ET

HMRERASH

RRATHHXAFA—TEIETS

21

2405A





