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Br % EIRRAT

AR - 30

BRER] (V=5 PHILRARY D v—)
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20114£6 H

) EE-EEOLGECLIVEMT LI L

L2 (ROBEICFF/ELENI L)
2.1 BELBHBEREDHLEHE [9.2. 1B]
2. 2 RFNOESICxt LBBUE OBERIED & 2 B
3. 4R - MR
3.1 ARk
HENASY e e
(1% 20mLH) HRE=4% 7&K 30mg
G E Al NNV N ERREE 10mg
) TNT 7 FA TV e 8mg
f%% HAL T P U DT beeeeenneees 162mg
(1% 20nL 1) KB T RV W Laeeenneenns S
U e eeeronrontoncancns ih e
3.7 HE DMK
Ttk - A PRI « KMEES A
pH 3.0~4.5
2B 0.9~1.1 (EFEEERIZIIT 5 k)
4 EERITTHER

6.

9.
8.
8.

3 BB IEESUT B EERE ORI, HERNTEE,

RIEERERICH S MiRER. BEETHERS. BEREOD
&

AERUVRAE

WE. RAICIENE (& TR L LT30mg) &Y o4
AR S TR L, 302703 T1HA 2[00 S #2147
9,

FIEH 24 LINICHR 5 2B L, REGHMIZ148 AN &9

Do

ERGERNIRE
N KA OBGIE, AFNCBIT 2 5 7 il B O AT ZE D TR #%

BRAROEMEOEEO L & TITH 2 &,

L BREICE L TR, BEXEENICRD Y S EE ZRF TS L

T, AAIOBRWEASICOWTHRmH 2175 2 &,

75 P 1.
BENREEERE (DIC) bbb, Hmiafkiiz=rs 2
ERBHD, THNOOERTIX, BHSREREE, FSEEREE . ik
P 2 [FIRFIC RS 2 EEERNHE ST 5,

31 BAEO R EA I, BRERBIIIICEIT 5 2 &S

WO T, FHRTUTE G BB%RIECONIBUN, 7 LT F =
AST. ALT. LDH. CK, ZRILER, if/’iEFDEMERT. ITHEE
AR CMERE 2R 5 2 & AFIERGF L, BElER
. FRERRE L O A 2 AN R L, 5514 bike L
THoRBE2TH 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]

3.2 BEPICRYYEFEOAIHEZ FIE L, FUEME Z2 0 Lz

LA, BSOS A HEICKRN L. S5 kT 28
AlXEFICHEENCREZ RS 5 2 &, £i2, BER TR LR
DA & JEh LTI A +51TAT 5 2 &, [9.1.2, 10. 28]

IERIEC T v EM TR ER TIHZELBETDH
L,

BEDERZETHEREBICHET IR

1 &8HE - BEEEOHI8E

1.1 BkobsEE

BHICE L2 EFHEZRIET S 2 &, AMEBEESBIRERE
DEALZE KT ENH D, BIN/Z LT F = ledd@mne Stk
IRFEM D B BE I B % 7= & 56108 % < e
ENnTW5, [8.3.1, 11. 1. 1&R]

9.1.1 BREFEDOHDEE

BHIZB LTIV A7 ER_RT 4 v b HEETLHZ L, &
MR E 72 EDBIN S HE SN TWD, EFIREDE(L
R AEBEECEHRERETOEBLEZRT I ENH S,
[8.3.1, 8.3.2, 11. 1. 1=R&]

A MEBOHDEE
DRENEETI28ETNWNH D, iz, BHEERENH S DI
LRENNH D, [8.3.1, 11.1. 15MH]

9.1.4 EELEHMESE (Japan Coma Scale 100LLL : RIBLTH
HELEW) ObhdEE

BEICBEL TR A ER_RE T 4y b t+oEETH L, B
MR A 7= E D HINE < Mt ST s, 111 15 #]

.1 BREEEERE

0 EEGBEREREOHLEE

BHELR2NZ &, BEREREENELTIBZERBIH S, [2.1,
8.3. 1]

L1 BREEEOHLIBEE (EELEREREOHIBEZR
<)

BEIC LA EHAHET D 2 L, AMEEECEMRERE
DEALERT N H D, FRZEERTOBIN/ 27 7 F =
EVERE TIIEMOARREZ - 80N fESH TS,
[8.3.1, 11.1.1, 16.6.2%M]

w o

9.3 FFeEEERE

FrHsREREE N BL T 28 F N0 H D, [8.3.1, 16.6.35 ]
9.5 1F4%

BELARNWZ EREE LU,

9.6 RELIE

TBIR LOBFRER ORFLREOF ML BB L, ROk X
FhiEzREd 5 2 &, BER (T v ) ICBWTAAIORL
HRATHRBO LTV D,

9.7 IMNRE
AN b B & U T B R RRBR 1T M LT U Ry,
9.8 SEE

BERZ S S oNSE 3R 2 P L, @ER0AE 2175 2
Lo —RICEERE CITAEBBREME T L TR Y, Bi it
B EDFANLBESN TN D,

10. tAE{F A
10.2 BFRERE (BFRISEBS S L)

A4 % WK - RFE IR | WY - fEBRE T
TUEMH R RE R T N Y | AR IR T B A8

(77 VY vF
FU T A BT H

TorBENLND D
DT, T

AFNTFE L L THIE
MBIt EN D20,

F T AR, © | SR B | BRI o LA E

NIV Y PN | EREEZERT S| EoHIcky . B

) REBEE DI O ARSI

[8.3. 2] 1TH2 L, HAREMENEZ DR
%o

11. BIYEA
WORIWERN™ S Sbd Z ENHDLDT, BEEH5ITITV,
FENRD SN AT G 2 P IT 57 Y AR ALE & 1T
PR
1.1 EXAEMER
11.1.1 2EEESE (0.26%). F7O0—EIEEE (0.02%)
EHREIR T AT AL Z R DIER AR SN HAICIE., EbHIC
BhHEZPIEL, BHEREORBEICHamiktRBRE2HT5
Al & oD L & CHEY AR NEEITO 2k, [8.3.1, 9.1.1
~9.1.4, 9.2.2%M]



.17 BERF2 (BEEEARHD) .,
RIH)
BEAT 2 % OB A AFJ5, AST, ALT, ALP, y-GTP, LDH, £V

FFEEREE (0. 24%), /A (

NEVEOZE LD EREM D FHEREEE, BEASLbND D
EBH D, [8.3. 1]

11.1.3 MR (0.08%) . FRPIEREAD (BEEERHH)
[8.3. 1]

1. 1.4 BEEnERERLERSE (DIC) (0.08%)
ﬁ@ﬁmmW@lfﬁﬁ%&om@ﬁﬁ%ﬁﬁﬁ&%bnt%
ik, BHEPIEL, EMYARMEEITY 28, [8.3. 123H]

1LL5%&WEE (BB A H)

FEEN R, RUR IR, XL AR D BVERIEEE S H
bhbZENHBHDT, %%@#‘ EHSICBEL, Zok)
IR H B b HA i, &5kl BIBREHRLE
/ﬂ&%#wmw&k%%ﬁok

11.1. 6 HEBUBRAREE (BH/E AH))

LSRN H;“/Jﬂi CKES-, mMAERORFIAZ vy EHRGE
DONTEBAICIE, BEEPIL, BURLEZITY Z &,
BJJ%%]

171 2avy, FHFo453F0— (OWTRLHEERY)

av s, TTT74 7% y— (FE, MEKRT, TR IE E
E) DL HZENDD,
1.2 Z0HDEIERA

oLl I 0. 1~B% A SR TR

B . MR, FLHE (2B

PERLBESE)

AR, Mg
B, €D
P

1% ARIMEREAD . AMEkEE ., B
ek, ~~ ~27 U > ME
W, ~EZ e, i
ANy [ N AN R
HEEERE ., RN IRIER
Bwre el EA. AST E
5. LDH E5-| ALP 5.,
GIP 5. vV VR
BUN B 5. ImiEREE LS. I
ERBIKT, EAK, MR

TESHRAL
gy

ALT |5 lyA=N=)}
J =
(168
LR, 7
L7 T =
v EH
g -
g 4 Y
2N
H. 9

v -

€
=
ety

HbE
Z O

&

FE, MiEa L A7e—/L |k
2 ofEarATFe— LK
T, PV VT A4 FER,
MG EEHD . CKES. CK
KT, ESY 7 AETF, R
TR DB, B, fE

L=E7 If[L‘ZﬁiJ/V‘/I?L\{fET
) REBLT, RERTEEREDO R E T,

14, BREDZEE

14.1 EFIFHBFOEE

11 ARFNTFRANE UCABRBERCHRIRT 52 &, SHEEE
GURWRERAETDHE, TOBRTE TR ORERTFTERTZ
LB 5,

14.1.2 PUEBIROAFE (T EBRAL, Z7z=bAf T VD
LE) LIRALRWI E, AWMTAHZENH S,

W13 BV BBV VLAERAE LW E, ABT DL ZEN
H5D,

14,7 EFEEHOEER

14.2.1 &b ) —igik, 7 J BREIA & DRA
6@uﬁﬁbﬁw:k
KFERTZEND

15. EDHDIE

15. 1 BRERBEAI=E D < 1H4R
AANFE-F > D M E R &I
DO DBERD B,

SR — RS 7>
BTLHL. TORTL TR ORE

+ MEEAE D PR IE S PN Y 1. A3 58

15. 2 JEBREREABRICE D < 1F¥R

24WERFFE IR X D4 X 28 H & 5 MERBRIC BV T, 60mg

/kg/ BLA LD ET, A X398 MR 0 & 5 mERBRIC BV
'Clmm&yHuL®m§T MU B E DR E | $ﬁ£ﬁ%
DR K QIR BEAR R I 1T 2 RIS L O (5%R) O
MRERMEEMENBER 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
EHMIIEED bR o,

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 38
BEFER A D 7 MO S 21 2= & 7 AR v 0 AT
ACITHTN & HEE &4, i bj‘éif‘t?ﬁi%liﬁﬁiﬁéf?ﬂéﬁi’ﬁ
by, vy BEaEbLHRE S, - R :JFol/\T

FERBIT IV 0 VEBERAERTH Y, m&ﬁ“%%w
niv,
16.5 HEit

(R A B T K ORI =X 7R &1 22 A XK E
AEERRIN P S (0. bmg/kg/304y X 2|/ H) L7k X, &A1
L 12WF [ F TICRTPICRZE bR & LTO0. 7~0. 9%, {R#@ime 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, MIEPRECANRE IR A S L ISIEFRERIC
MR L, BFRMEIRD bR,
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,
1662?%&@%&
BHSRERTE S (6f]) . PEERERERES 8H)) ULE
& E%%(WW I57T/%m%%%#HT$Eﬁﬁ%
WRINEE G- U7z & & o i PR Z(VIRIRE OHERE D H RO T T
A—=FIZRDERY THDHY, BHEEEREORE IV, t120
EHEITER T A A F8 0 b v, BHREER & ICTT 5
Craxs AUCo-oo DA EHIME D L (90%(ZHEIX ) 1% Z AU g
B REREE R T1. 150 (0.967-1.366), 1.202 (0.991-
1.457) qﬂ CRCELMERERE EE T 1. 247 (1. 063-1.463) . 1.294
(1.083-1.547) Th o7z, [8.3.1, 9.2. 28]

EMBENT A =5 | BITERRERE | PRIERRERE | EREEIE

Cnax (ng/mL) 545.4+92.59 | 593.2%115.4 |475.9%95. 32

AUCo-co (ng + h/mL) | 771.0%153.6 | 826.44149.4 |644.9+=153. 1

t1/2(h) 5.38+6.04 7.31+5.83 2.87=+0.38

(mean=S.D.)
[ eGFR7330~59mL/ 4y

/1. 73m?,

eGFR2360~89mL./ 43 /1. 73m?,
EH

HRARE
1 eGFR=90mL/4y /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

PR I 0 BRPRRABR 1T 32 & U CRIE R T2RE I AN O i dE 2 |
PEHIBE 2 RICER STz, T ORIER A 4RI L7 Mg
HHZ B W THEZIMERTRD DT, BRI ORE R, FIE |
H24ARERILANIC e - % BiAE L 72 JE B\ TR L v B
FETHolow, KRENTZHERCHARICS T T3]
SEM AR LANIC IR G- 2 BRG] L RRE S 47,

AFNDOFKGE S I 7= L O B OH: « FEIE% 24FF LI |
G ZRA L. BEHMIZI4B LN ET 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 <,



Bl 127~131°C

7. a%
20mL X 104

13. EEXXHR

1) FRMAE—, fh : BEPEIEFE. 1997 ;28 (3) :693-702

2) WWAESET, fh: SKEL AR, 1997 ;25 (Suppl.7) : 1755-
1763

3) Nakamaru Y, et al. : Clin Ther. 2020 Sep ; 42 (9)
1699-1714

4) Nakamaru Y, et al. : Clin Ther. 2020 Aug ; 42 (8)
1467-1482. e4

5) Otomo E, et al. : Cerebrovasc Dis. 2003 ; 15 (3) : 222-
229

6) FHBIAHRER (528 > FE30mg : 2001484 H 4 H/KER, HFHEE
EHEE . 1. (4)

7) KAKYi—, ff : Ther Res. 1998 ; 19 (4) : 1311-1332

8) MCI-186/MfHZE MM - IR D H WP, 1998 ; 185
(11) :841-863

9) Houkin K, et al. : J Stroke Cerebrovasc Dis. 1998 ; 7
(5) :315-322

10) =FRHFH, ff : Ther Res. 1998 ; 19 (4) : 1333-1345

11) zhee - VR, Ak - A&, R LoEE (8 KOZ0ORE
R (7 > FiE30mg : 2001454 H 4 A &GR, HEEEHMY
%)

12) 5 (27 > biE30mg : 20014E4 7 4 H/KFR, B E R
&)

13) BRIRZNAR 2 SR 24EM (Z 2 » MAE30mg : 2001424 A4 A
GGR. HEHEEMEZIAR. 2. (3))

14) FEAERICBET 28R (F V8 > E30mg : 2001454 H 4 A 7K
. FAWEE

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

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

17) EASHERE, fh o SKBR L AR, 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) LR, fh: JKEELVRE. 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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6. ERTEEF
26. 1 BERRFET
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BRI 8558
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