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3.1 #mk
W5e44 LY TR Y iR 30mgl H &L
1% (20mL)
BRI IYTRY
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1%
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8.1 AHIOFxH1%, ARFNEIT B 45 7 HIdk S OHAT 28 0 R
EROEME OBFEED L & TITH) T &,

8.2 HHICK L T, BEXIZFNIRDb Y E LB 2E 120 L
T, RAIOEWEHS IO WTHo Rl EIT) 2 &,

8.3 SVEEEE LA E ORI, L FEE, B
PEEEEBERE (DIC) 25 bbb, Bz -85 2 L8
HbHo TNHOMERITIL, BHERERE, IFRREREE, MiEkEEE
% [AEF IS 2 mERER S HE SN Tw b,

8.3.1 MAEMOZW I, HSHEWIICHEIT A Z L 05%w
DT, TG EGHEHZERL2ICBUN, 7 LT F =2,
AST. ALT. LDH. CK. #RIER, M/NMREEOEREREMRAT, IFHE
ReMs e MM 2 T 5 2 & o ARG, Bhkatm
. FFREREM A K OV AR A 2 BE NG L. 5 b ikl L C
ThahBlgEs1T) 2 L, [91.1-91.3, 921, 9.22. 9.3, 11.1.1-
11.14. 11.16. 166.1. 1662 =]

8.3.2 G WICIERIESE DO GHHEZE SSIE L. JUAEME %0 L 72
Al2iE, BGHBEONE A EEIIHE L. 52T A58
FRIZBRNC R 2 £S5 2 &0 T2 HGHTHROHER OB
YN L Tl T512179) 2 & [912, 102 ZE]

8.4 FERICIE U TL D I TG 2T 352 L EETH
fl:o

9. HENEEZ2EI58FICHTIER

9.1 AHHE - IEEEDH 2 8%

9.1.1 BKkDH3HEE

BH B LS ERE RSS2 2 & BB REE S E RS 0
HALZRT Z ENDH D, BUN/Z LT F = v 72 ERKIR
REDSERD BN BE TGN LR® % 72 8 D004 s S

Twh, [831. 11.1.1 ZH]
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WEAIBE LTI A ENF T4y N0 EET 52 . Sy
W7t % 72 E B B05% CIMEEN T b, EREOELIC X
DAMEEECEREREOTE/LE KT LD S, [8.3.1.
83.2. 11.1.1 =M]
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BHIZB LTI A2 ERRT 4y N2 H0EBTLI &0 iy
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9.3 ATiREEEAE
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11.1.1 SMBEE (026%). x70O—EEEE (002%)
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11.1.4 BEMOENEEERSE (DIC) (0.08%)
FEAE P I P FEE B T % B8 ) U LR E R A & b7 E
ZiE, TG ek L, @Y R REYIT) 2 & [831 2]
11.1.5 SMMHEE (BUEAH)
S R, DPE R, B XA A 0 O AR ED D H b
NAHZENDHHOT, BHEOREL HHICEEL., 20X %fE
KRB BN EIZIE, B2k L, BIBREFRVE S HIF
SGEOBYRMEYIT) T Lo
11.1.6 HENBBRE (BEAH)
ARG, B, CKER., MK RP I+ 7ae sy EA)FE
OLNHAEIIE, S ERIEL, B LEYIT) L,
[83.1 Z:H]
117 Yav 9. 7F745%7— (OFRLHEARD)
Yav s, TF74 9% — (FHRRE. MERT. IR #HES)
BdhoSbILsIENHb,
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iR/ ARIMERIRA . AMEREZ . 5
MERHA, A< 27Uy ME
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JRAT R R, Bug, I
JE RS I vy 2T

) FEBUHE IR, REPULHRRAORR T &,

14. R EDEE

141 ZEHFAMBOTE

1411 RANGEHI & L CAMERB CHMT L2 b, &HEMES &
G EIRAETA L, ZOBIY IR OEERT 2T L8
H5bo

141.2 PUEEEOWPGHE (P THE/A, J2=bf Y F Y DA
) LIRELLWIZ L, AET LI LD D D,

1413 YV EED )L ERELZVWIE, HET LI DD
Z.)O

k1414 A D=5 — (BFEWNH € v 7 aofeH) KOBEE

FHNTREEREZ BICH AL TWA 720, BEICHMRL 2nwa
to

14.2 FEFIREEBEOIE

1421 SESh 0 —#nE. 73 7 BREK L ORA LE—&H» 5
DEFHIL W b, BETDE, TOHRIY TR OEERT
ERTIENDH D,

15. ZOMOEE
15.1 ERPRfER ICED 153K
RHNBEG- @ B \DIEIT IS, BHZER O FFFE SN H A3
LN DWEDD 5o
15.2 FEERPRAHBRICE D 15
Q4R HFFREFHES £ 2 A X 28 H M G- AERIZ BV T, 60mg/
kg/HPLEDET, A X398 M SRR 3% F-aE BRI B v T
100mg/kg/H UL Lo HE T, WEEIEOME, SATREFEDRER
K ORI MRAT IS 510 2 AR e OV (B3R) O
BUNPBIRE SN OWMEDD 5o

16. EMEE

16.1 MARE
HERER A 50 L5 7 R v 2 fkE kg4 72 D 0.5mg, 3045 2F CLH2[m2H 54 A
HIIRNEES L7 & & OB G-R M R ZACRIRIEIERS 22 5 sk 72X T A — 41
KOEB)Thbo HEMIEZED LN o7l

MBS T A~ 5 R AT
Cumax (ng/mL) 888171
ti2a (h) 027+0.11
tizg (h) 2.27+0.80

(mean+S.D.)
16.3 2
16.3.1 HEEMBAE
IR GuMETI0uM) Ot MIEEAKR T MILET VT I 28T A
L, 92% K% UN89~91% T - 722 (in vitro ).
16.4 1R
TERERL BT T O HE S5 (2 B0 B 247 T 1 ¥ 0 T EARHHBAL IS IFRR & HE5E S, i
BB 5 ERWWIHEIAAETH Y. Fv o vEHA RIS s, — )
REICB TR EH#WIE 7 V7 0 BaEERTH Y . EHaEHR LD Sz,
16.5 Hettt
BEHER AT T OB RS A\ &7 5 AR > % 1 H 212 H [ S8 s IR A% 5 (05mg/
kg/305r x2[al/H) L7z& &, K0 51200 F TSRS RZA L LT0.7~09%.
K & L T71.0~79.9%7) kil S 7=,
166 HENEREHTHEHE
16.6.1 E=HeE
65i% UL L o e s B 5 T 475 R v & R 1kgi72 ) 0.5mg. 30472 T1H2ME2H
8 AR SR AL G- L 72 & & ORI G- 0 M v R LRI RS 22 & SR d 728 5
A—=FEROEBY Th Do MY RZEICARBRE TR AT T L ATIZRBICEE L
LREZFO SN dr o720,

MBI T A — 5 i
Cumax (ng/mL) 1041 106
tiza (h) 0.17+0.03
tizg (h) 184+0.17

(mean+S.D.)

) AHI OB S TR S Nz A 330meg T % -
16.6.2 Bi¥pEREEE

PR R (66)). AR (86) SLIERERIERE 8F) 1ty
7 R ¥ 30mg % 6055 20V F CHLE SUE RN T L 72 & & o b REACIRIEE OHERE 2>
5RDINTA=FIZRDE BN TH DY, BERREREEOREIZMEV ., 1120 P HIZIE
R 22520 5 N7z, BRIEER #1285 Cnace AUCo DML (90%
[EHEIXI) (2 N2 b ke % T 1150 (0.967-1.366), 1.202 (0.991-1457),
rh AR R R RE 4 T1.247 (1.063-1.463) . 1294 (1.083-1547) TH -7z, [83.1, 922

SEMBIE T A~ WRRETRRERE S | SRR ERE TFREREIE R
Cmax (ng/mL) 54549259 5932+1154 4759+95.32
AUCo (ng *h/mL) 77101536 8264 = 1494 644.9+153.1
tiz (h) 5.38*+6.04 7.31%+583 287+0.38
(mean*SD.)
R 1 eGFRA%60~89ImL/%5/1.73m?, W41 © eGFRAY30~59mL/45/1.73m?, 1E% :
eGFR=90mL/%5/1.73m?

16.6.3 FTiaEEEE

(1) EENFEREREE (66]) SUINFRRRIE®H (661) (218 7K > 30mgx 605 72) T
HA IR S L 72 & & oS R ZAURIRIE OHERS 22 5 R 7278 T X — 8 1ERD
EBYTHAHY e Coax L WAUCO-= DEMTFIFMD I (90% 15 HIXH) 1$2241.203
(0.819-1.766) 1% 081190 (0.835-1.696) Td-7z. [831. 9.3 ZH]

SEYENRE ST A — 5 TR AR R JFHERE IR
Cumax (ng/mL) 3476+ 146.8 280.3%101.0
AUCo (ng -+ h/mL) 497.0*1838 416.3%165.0
tiz (h) 388+1.12 951 £6.62
(mean=S.D.)

AL ¢ Child-Pughs#C

(2) BEENFRRER SR B0, EREIFRRER S (66)) JUIMFHGEIER® (8F)) 12T
57 K ¥ 30mg# 60557 CHR RUH IR 5 L 72 & & o e KUK E OHR
PHRDIZINT A=FIEROEBY TH BV, FHEREIETH I T % Cnaxs AUCo0 D3
fPIGED I (909%EHIXH) (42 12 Ui e I A a5 8 3% C1.203 (0.992-1.458)
1.065 (0.860-1.320) . Fh&FEEIFHEAEM % C1.235 (1.003-1.521), 1.142 (0.906-1.440) T
otz [831. 93 ZH]

EYBIE T A =¥ BEREITRRRERE | R RRERE I BEIE R

Cmax (ng/mL) 5381+1823 5334+ 8857 429.0+44.36

AUCo (ng-h/mL) 7276+ 2620 751.5+148.3 654.3+107.2
tiz (h) 314=0.58 4.37=1.90 470£692

(mean+SD.)
WEE ¢ Child-Pugh%#HA.
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171 HHMRUREM AT 5558

(IR S L)

1711 ERFE THEHR
FEAE P T2 ) AN O A ZE S B A R RIS 875 R 2 30mgId 7T £ R A 1H2
M4 H %5 L7z, 77 2 RO “HERBERLEHBRIC BT, 57K i3
RERERE . HREGIIEREOWE R R L, R SREEEIC BT 2 WHEROET
32.8% (95%(EHAIX ] : 20.3~45.3%) TH Y, MEMAMETLY IR BEE T T2 KB
DN ERAEDRD SNz TON, FAEHE2ARI LN 5% BiG L 72 BF 2B
THE IR BT AR D #1348.2% (95% X : 26.6~69.7%) T
o720 GFEBI R OFAE 2R M TRAFI L 72 ik e (sl b)) kRlo e B
DV Thbo

fPEEF ¢ Child-Pugh43#4B

1 RRERUFE CUFI L TH- LBFORE

I TR 7T bR
Sl 64.8% 320%
S TSR BUN 14 5 % A (8161/12560) (40%1/12560)
o R 738% 25.6%
FHEGARM LIS it (3161/420) (1061/3901)

F7o, AEONIBI 534 AUNOBEH (Kb ogE133s Atk) (23 L 7-H6E T
#% (modified Rankin Scale) IZBJL. T I KV #EL 77 L RBEO MR IZIE T
HELEDPBO LN, [ZUERE L] ORICBW Ty IR HPT 72K lEx L
Ao 7z (=87 R0 223% (2760/12161) . 77 2 RE 0 100% (1261/12061)), =
DW, FREBR2ARE DN 52 B L 72 BEHICB W, [£<ERZ L] oFizry
TAREE D 341% 4B1/4181) . 7T L REE 2 29% (161/3561) THho7z.

BRI S BURE (X = 5 9 RV BETT.2% (9/12561) RUNT 5 RBET11.2% (14/12561)
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12561) TH - 729 0, 17) FkAHEME b SEFE L (A8 1997 25 (Suppl?) : 1785-1791
B, s i)%ﬁz( L LT )2 v BERFERIBEH L Tw b, 18) Kawai H, et al :J. Pharmacol. Exp. Ther. 1997 : 281 (2) :921-927
17.1.2 EINERRRER 19) Nishi H, et al : Stroke. 1989 ; 20 (9) : 1236-1240
AR TOLRAERZ BT 5 1EI30megtt G-E B O ik eEE oeEs (%) 20) Yamamoto T. et al. : Brain. Res. 1997 ; 762 (1-2) : 240-242
W, SRR T2 DA 0 U B\ TIk659% (17861/27061) T - 7275, FiEf424 21) PEDERW b SEELE BIE 1997 5 25 (Suppl?) : 1691-1698
ER DUA O B 12 B\ TIE70.3% (7T161/10161) %13 X Y BEE TH - 725 12, 22) Yamamoto Y. et al. : Redox. Rep. 1996 ; 2 (5) :333-338
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1 BSEIE O B BRI T & L C S (e T2 I LA P 0 I 2 S P 1 3 % 50 12 5B (1) 8187
N7zo T OEFEB A TR LZMENTIC B THEEDTRD S L7205, T8 HENT DR e R
S ST oA T BN (S 5 R L - S BV TR RS L ) ST o 727200 24, MEEKRKERVBEVWEDES
KRB INTZHER OHEIC BT [FAER24RE I AN G- s ] &- ’“”’én HETHASH BEEFE—Ftr s —
7o T930-8583 & L i1 T H 6721
TEL (0120) 517-215
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HUEI4H PN E 5 5,
. REHRTTEEE
18. EEXNEIE 26.1 SUEHRFST
18.1 1EAKE
EREF LT VAN (-O0H) ED 7)) =5 VH VAR MIERED EE 421
w+f%5:au&%<ﬁ%éhfﬁb\Em&wtﬁm PRGBS ICIE T 7% F U8 z
HEORIIIFIL D7) 7 VORI Be S07 )7 27 Vsl E |§ HIXS%
&2} z A2 O M RERE E % — s -
zﬂfi” V)Tﬁ’aﬁllﬁuﬁbﬁ&’&ﬁﬁiﬂtff? 2 &) MR E O IR R A 5 | & Nichiko E L m® 1 TESE2]

IE TR, 7V =TI NVEFESE UREERRIZ WS 2FHIIC L) Bl (i
EN R - AEETL) OFRILIEE & WS 5.
b, RSN UCiE, B, Wmge, e, R rEhi et 2
OB MAEREEOFBR OER (ME) 20632 2 &1 X ) RREEH %2R
F18. 14),
18.2 BiEESMEICXW T 2/EA
18.2.1 FM#ZRFEMER
NAA (N-acetyl aspartate) (d4FIRAAELFHFIE~ — 7 —Tdh ), MWFEISER KX
1) 8 U 24005 ] AR5 .fﬁf%fli FLAEBR NG b ESND, IHZEAMIE
HIZLY TR 25 IH-MRS (magnetic resonance spectroscopy) =& 0 ifll5E L
VARBN fﬁfiﬁé%qj‘ﬁ\%E@NAAli‘ FEFHIZBWTa Yy bu— VI LAEICR
FaInTnizy,
18.2.2 EEEDFEHMTRET IO T 2 WHIERA
ﬁmﬁ%ﬁ B ESHIC T 5 T R Y &3k L, BXeSPECT (¥ > 7V 7+ b Y WiEik)
XD RFTImE R A EE Lok 2 A, BEREF % (modified Rankin Scale) o EAF#15
TﬂJT W, ARSI FE I O SR AT I AT VR LTI E AR S 710,
18.3 BREMLE T IV $ 5 BfRE(ER
18.3.1 BRiFHER U RABZEMHIERA. #ﬁ E RER R AF A
RIMPERINEREE TV (7 b)) I2BWT, Rk L LRI HBROFIRNE
5 (3mg/kg) (& BRI K OV 2E o0 HE J A B L. B RE S 2 Rk 5 A SR L
f:lf)} —19‘,0
18.3.2 ERMEMRSENSIER
Hi B R E 7L (59 b)) ICBWT, HHEEZOBIIRNEYS (3me/kg) |
FEFEVERRE AN SE & 0 L 72200,
184 7= hIViHEER
18.4.1 7Y =3I HIVHEEARVIREERLMEIER
IYIRVE, e XU T IAIVHEEZR L7z, 2, e Fud v o0
— VRO BERAL R O A€ 2 — T DR EEERAL 2 3 BEARAR 19 () L 72
C OKIEEROIREESVA F VLT AWML D AT VIREEY) BV — LA ORE
SEERAL 2 T L 7220 2 (in vitro)o
18.4.2 BRIMEFIVICHT 27U —5 T hIViEEIER
7 MERE 7 VISR LIGGRGEET 28 L7 (3me/kg) OBIRMES 3, il
SRR O R ML B A 1= 31 2 & N U X 20U T 270 L ORI il L 7219 20,
1843 7V =3I HIVICL 2 MBER KRGS CHT 2 WHER
14 M7*%15-HPETE (hydroperoxyeicosatetraenoic acid) 2 & % 5532 145 P4 Kz 155
EERIH L 722 (in vitro) o

19. BRI S ICET 2E{EFRFER
— MR %R - =4 5K (Edaravone)
1L4%4 © 5-Methyl-2-phenyl-2,4-dihydro-3H -pyrazol-3-one
53 F2 1 CloHoN20
g3 F o 174.20
MR A~ A o R U REOR R TH S,
I =) (995) JIEEERE (100) (2R <L KISEITIZC W,
bt

N
Hch/Q
o)
A A 127~131T

20. RV EDEE
% 201 A ET7 4 VAREEZRH LAV,
202 7 4V A EERERIGERLPIHHT A2 &,
% 203 74V A AENBELIHPNTOLE, (I r—5— (BRERIH  Er @
DFEH]) PHFE~FEIEELTODLE, 7 1)V AONEIZKFEDTRD 5B BT
Lawnwz ik,

22. A&

20mL x 108 [WiERH]. BRFMAHIAY ]
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1) HEHIN— Al ERPRSEHEL 1997 5 28 (3) : 693-702
2) IARFESTF Ml EELLIEK. 1997 0 25 (Suppl?) : 1755-1763
3) Nakamaru Y. et al. : Clin. Ther. 2020 Sep ; 42 (9) :1699-1714
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9) Houkin K. et al. : J. Stroke. Cerebrovasc. Dis. 1998 : 7 (5) : 315-322
4$ﬁ<ﬁﬁﬁ flL = Ther. Res 1998 19 (4) :1333-1345
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15) Mizuno A, et al : Gen. Pharmacol. 1998 ; 30 (4) :575-578
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