*3k 20264F 4 Heg] (55500 D16
% 20264F 3 HYET (45 4 Hi) BAEZEEFATEES
Bk ¢ SRR 87119
AR : 34 = N
I 71 7/771b7§71§//v
B 55 5 3 ) BAERSF I4I7KREHEK
SnYk
IV NI =525 30mg
RADICUT 'BAG for LV, Infusion EEEE | 22200AMX00224
) EE— BSOS L) RS o b BRI 2010 5 J]

2. 83 b&@%%t:(i?"%bt:b\;t)
21 B LEHRREEOD 288 ([921 S, HZEmIE

kA (ALS) E&ICHEAT 256 [832, 833 %
1)

2.2 RH OB 20 Lo OB D & 5 B

3. AR - IR
3.1 #5%
Vg0 % e
(145 (100mL) ) Hi > 74> 0mg
wINFH| Wil /kFZEF +Y) 74 20mg
(148 (100mL) ) L-v A7 A UHEEAMY  10mg
3.2 EFI DMK
MR - #E AL B B 0 IR TR
pH 35~50
ZEE I 1 CEFEAENERICHT 5
4. ThEEX [Exh R
O BIEFESMEICHES BBER. HEEEEMERES. HeeE
EDHE

O BEMERFRELE (ALS) (IS5 B MEEREE OMEITHH

5. RHEER IR ICEIET 3FE
(HEMMRRTEILE (ALS))

5.1 EERER ML A A S N7z B O ALSTAE B 448, Ak
LOBWERORFET L0 REBIL . RAOHF R %
EMEFSICHEHR L LT, MIEEEORIRET ) 2 L,
[17.1.3-17.15 ZH&]

5.2 ALSHE 3845 DL b o B T OV 7 P i 12 VB il L 5 1
DT0%AIALT LT 2 BEIC B 5 ARHF Ok 5585134
L AR ORI L T v, SRS DOEHID
KA EHGTHIEIZOWTIE, VAT ERRT 4y M 5%
&L CEEICHETAZ &,

6. AERUVAR
(BIEES MRS MIRAER. AEESIERE. BERS
NHE)
L RAZLELEE (5T R & LT30mg) =. 30507 )
CT1IHFAS 218 O SiEEEE T o
SSER2ARF I DI G2 BlfR L. 98I 4H DI E§ 5,
(HEMMERZFELE (ALS) (ICH 1T BiEeREZ NDEITINH])
HE L. BAICIERE (245K L LT60mg) &, 60507 1F
C1H LA SEEEE AT o
WE, RAEGH L R A A S DY 28HMELY — Lk
L. SHEYES, $17 — VX140 HEH %53 5 #%5-14
DOBIAHBRIEL, 27 — VLIEIZI4A B O 9 H10H &5
T ARG M OHIAH BKES 5,

8. EELEKRER
(hEedE)
8.1 AHDFGAd . RANZBIT 2+ 50 7% Atk e EISH B O IR
FEBR 2 FF O & DD D LTI T &,
8.2 KL Tk, BMENRZNICRD D52 B 2 E KL
T RHAOREWERSIZOWTHA2FHR 1T 2 L.

83@@* fE s AL B RER S O W . A 2 IFRE, BN
BFNEEREMER (DIC) 2% bbit, E’J?Zcﬁl_%tté
ZENRBH D, INHOIERITIE, BERERE, TR
ML RE 455 4 RN L5835 % T 70 4 Bl i&iénfuxéo
8.3.1 MFLfi B 7 AL, H GBI T 5 2 L%
WOT, FHHIUT S EHESL 2 ICBUN, 7 L7 F =
>, AST. ALT. LDH. CK. #RIEk. If/MrEE o B e
MAs, FFREREME K O iR 2 T 5 2 Lo RAIES:
b BB, TRERERTS KON MM & AR 0] |2 9 Ht
L. #5B LML CHoaBlEsr) 2 &, 911913,
921. 922, 93, 11.11-11.14, 11.16, 1662, 166.3 ]
R REALE (ALS) B T, WEERE I
FEIC LV IMEZ L7 F = VEORT 2 780 5 W REED B
L, —EEOME 2 L7 F = Ul FLefl b s 5
DT AL, M7 LT F= oM 2R L, E{LE
MOEMEEHERT 52 & T 72, BUNME IR KD =512
L OVEBT 5720, —FITOBUNE % Sl & i+ 2 0
TiE4 <. BUNMEOHER 2 #EFR L . ARG 0 & I % 52
T5HIE, [21 2]
8.3.3 MiZEf D b 5 BH TlE. FG-BlAH K OG- dE I
Mig 27 L7 F =l - BUNMHOMIEICIN A T, Il /157

> i

8.3.2 0 "

FCIZ L BHEEARIME A BEOF B, BIRIZCEL 7L 7
F=r )T T AOREE, HREICX BRI

CWIERRRERTA 2 S5 9 2 2 Lo [21 ]
8.3.4 B BYHEFOGIMERSE L . BUEME PN L2
EITIE, OB O T 2 EEICHE L. G 2 kY

%J‘%é\bifﬁb:%ﬁb:%‘ﬁﬁ%iﬁﬁ?% Zko T KT
e b B OMRAE % F25E L TBISE 2 Ho01A7) 2 &0 [9.1.2,
10.2 1]
(RS IS S MEMR. BREBHFRE. RitREE
DHE)
84 RIS LT D A TG 2R T T B LA EWTHZ Lo

9. BHENEREZEI2BREICHTIER

9.1 AHHE - IEBEEDH 5 BE
(GhEEiE)

911 HKDH 2 8H
BOCHBLEGEMAMKT 2 2 &, SMEERERE KR
fEEDOEALZ KT I EHNH D, BUN/ Y 1/73"~/H:7J§"f‘r%w
7 ERACKREDSFRO SN BE TIEHGN "R -5
BN C His s Twb, [831. 11.1.1 =]

912 BREFEDH 2 BE
FTHICBLTEV A EXRLT 4 v b2+ 5EET L
WA i % 72 & BB % ey éhfwéoéﬁﬁi
DEALIZ L) BEEEESCEREREOE/ L RT L
Hb. [831. 834, 11.1.1 =]

913 DREBDH 2 BE
DREPET 2 BENEH D, T2
PNBEBENDDH S, [831. 1111 K]

[V(VO

BREEEYD 5



(BIEES MR ICfE S RAER. AEEEEERES. HitES
DYE)

9.1.4 BELEHEE (Japan Coma Scale 1001 E : FIHL TH
HELAEW) OHEE
BEHICBELTIZYAZ ERA T4y M2 ToEETLI L,
e e a 72 E A BN S CIE SN TS, [1111 &
eyl

9.2 BEMEEEERE

921 EELBHEREDH 28E

B Lawnwz & BREEPELT 2820055, [21.

831 Zli]

9.22 BHREEEDH 25E (EELBHEREDH 2BEERC)
B ICELESEHA» ST 52 L, SEBEER T
FEEOELE KT LD L, G OBUN/Z L7 F
ZVIDECEE TIEEG N LR % 72 LD 0% I
ENTw5, [831. 1111, 1662 BHH]

9.3 FFiREREERE

JTFERERE EATEAL T 2 BE A H 5. [831, 1663 HHiH]

9.5 iTiF
BHLAanZ ENEE L,

9.6 B3I
HEELEOFEER AR BOF SN EE L. BILOMK
AEHIE AR 95 2 Lo BIFER (v M) I8V TRHA
DAABATDVRD LN T 5,

9.7 ZNR%E
INREE R E LR EBRIZFER L T,

9.8 EiE
BIWER DS S & b 72613852k Uy 88 2 L& %2479
Tl —MICERE CIEAMBRESETLTEB Y, e
WA 72 8BNS B SN TW A,

10. #HE1EH
10.2 fHAER (BHRICERTS L)

A BRAEIR - ST BT - el
PUEmH B RBERLE DS BRIT XA TH B A

LbBENDEDH LD
T, PFHT 2 8E1C
VAR LB RE AR A
EGT S % LB
o N i B

(77 ) > b
VoL, T 5F7
LRI, ¥ RT
DI R 3
[834 ]

AFNTE L L CHE,
SRt E s 720, B
He T DY & D
PEHIC LY BlE~D
FEHA RS B W RETE
HEZ LN,

1. BER

ROBEWER DD 5 bND I EDHLHDOT, BlEE 4512970,

FENRO SN E IS % Pk d 5 7 YY) LE & 4T

5Tk,

1.1 EXEEMER

1111 2MBEE (026%). x70—EERE (0.02%)

B REIR T T B Z IR OSEIRDSFED SN2 A1,
BIZHG R W L, BRREAR 2O BHIC T 5 7 ik & Bk
FHETAEMEOHEED D & THY R MEEZIT) L,
[83.1. 911914, 922 k]

11.1.2 BIERFR GHEEAH) . FFEREREE (024%). B|HE GHIEAW)
BIERF 2255 O 2 fF %, AST. ALT. ALP. y-GTP.
LDH, ¥ VE Y ED#E L\ LR Z 0D FkfemE, #E
VBHEbLNDLZ DD D, [831 2]

11.1.3 /R4 (0.08%). FERuEKm A (BEEAH)

(831 ]

11.1.4 BEMOERNREERE (DIC) (0.08%)

R A I A B A A B % 3 ) IV I LR IR AT & b
WAL, Gk L, W) LiE & Lo [831
%]

11.1.5 2MMEE EEAH)

FEB MMk, DR OREE, BORBXREE A L ) BV D
bbb ENDHLDT, HEDIRELY T IZBIZL .

4 =

179 <

-
—

D& BIERD D B b 2a12id, G2k,
AV E CHIE GO R LE R 1T H 2 &,
11.1.6 {E&MERERE (HEAH)
M. B, CKES.. MR PRE I+ 7oe y BEs
WRRO LN EIE, 52k L. #Y20E 21T
Z &, [831 ]
Yavy. 7Fr747%Y— (TN HEAH)
vav oy, TF74 7%y — (FYE., MEKT. K
HESE) D HbND T EDNDH D,
11.2 Z DO EIER
5% I

AU

11.1.7

0.1~5% A
&%, IR, FBE (B
PERLFESE)
ARIMERIRA . (MBS . H
MERRA. ~~< b7 1) Ml
WA, NEZOE A, I
ANEREE N I SRR
ESERESE . IR A AR AR
MYV E LA, AST L
7. LDH LA, ALP LA,
y-GTPESH. )L E VIR
BUN_bA I bR B o
THRERAKT . &EER. IR
i 5,
FEE MEILATH— )V E
H.MmiEa L 27 a— Vi
T, MUY T A FESAL
ME A& 4. CK LA
CKIETF. HiE» ) 7 A&,
PR TR WER . B, I
E LS EA VY7 AEF
W) FEBUHE L, MBI RRE O R E ST,

BREEAH
AR
%) R

BB

iR

TEGTER AL
JFF i

ALT b5 AR IV

A 1id

T fik ZR, 7 VT
F=r b5

M -
Mg 7 7 A

L5 BE

H1kas
Z Ol

14, BRAEDREE

141 FRIRRBEOEE

1411 PUEEEOEGHE (P 7 ¥4, Jx= b v+ M)A
) LRAELZWVWIE, HBETLIEND D

1412 VL IEEN ) T A ERELBEVWI L, HBET2Z L0 H 5.

14.2 BRI EBEOER

14.210 B0 1) —#p, 7 3 BB & R A UL —FR 2 5
DHFEIELENWI L, RAETDLE, TOHBRIY TR DR
ERTE2kT Db,

15. ZOMOER

15.1 EERR{ER ICE D < 155k

15110 REHEG Hd 5 W IFHE 5210, BNER o 58 LBk i
WRD LN DMEDD 5o

#15.1.2 AANLFEMH & L CHiRREZ &6 L T b mEEET
<

(RN X0 b WIS 2 BEUES S
NDEDOWEDND D

15.2 FEERARABRICE D { 1E#R
24T W FFRE RIS & B A X 28 H M G- H R BT,
60mg/kg/ H LA ED ST, A X 398 [ AR #E 145 5- 3 1 2l Bk
2BV T, 100mg/kg/HUL EDH&ET, WUEBIEDORE, #&
TR SF O IR UIR BRI A0 12 35 07 & SR A Je OF 35 il
() OMIERHEEILPBE SN EOBEND Lo

RO bH

16. EHENEE

16.1 MAiRE
REFE NS F-5BIC AR & EE kg4 72 ) 0.5mg. 3077417 C1
H 2112 H M BE rGE BRI S L7z & & o Mg R LIk
FEDHERS Je U0 Il ¢ 516 o I AL v AR ZE AL AR FEHERS 7> & 5K 8D
T8 A=FIROEBY) T bo HMMEIFED SN o720,



(ng/mL)
199907 pprgenic An P
A
meanS.D.
1000 ,% o e g (h=5)
. d i i i
B 00d b
L] _
gﬁ o] R
" EN: ] 5\
1 o
0.1 T T T T
0 0 T 20 1 30 T a0 50
1
125 IREFH] (h)
G ¢ TEHER NS F
HWBYREIXT A — ¥ (56)
Crmax (ng/mL) 888+ 171
tiza (h) 027+0.11
ti2p (h) 2.27+080
(mean+SD.)

16.3 9
16.3.1 EAKAE
IRy GuMRECI0uM) v MEHEEE KL M
HETNVT I VICRT 2REEFEIL. 92% KL 1V89~91%THh -
722 (in vitro) o
16.4 X35
TR T K OB B 12 31 2 AH 0 EEA BB AL 1L
JFEI & 3 S, MmAERIc B A BRI IRBIBEHTH
D, Zuvruarigraakdb i sz, —k RBIZBnT
BRIV 0 Y BEARTH Y . BBRIAERD RO
Sz,
16.5 Bkttt
TRERRE R AT R OV e v i |2 A1 % 1 H 20012 H RS S48 s i e
PRAHE S (05mg/kg/30% x2lal/H) Lz& &, KE$%512
B TR RZ(E L L T0.7~09%. R LT
71.0~79.9% 03 S /ey,
166 HENEREHT2EE
16.6.1 EHE
657% LL_E O HE s n SIS AR A & (R E 1kg24 72 ) 05mg. 30
Sy A CLH 212 H B BAE s s iR N 5 L7z & & o lfidg
REACARIEEE OHERE I O (B4 5- I8 D AT rp R 28 AL AR i B
WA HROINRTA—FRKDEBY TH D, MHEHE
BACARIE R (SR A T R IBFARICH R L. BRI
DN o7z,

(ng/mL)
100009 peHEEi & e
A
mean=+S.D.
1ooo¥ IS , * (n=5)
wo |
i3 *
o 1007 %
#+ »
gﬁ 10 !
*-. ..
y 4 Jd
0.1 . . . T
0 0 T 20 T 30 T 40 50
1o W (h)
SHe A B 5 s e
EYBIE T A — 5 (5;“)“
Crnax (ng/mL) 1041 +106
ti2e (h) 0.17=0.03
tizzp (h) 1.84+0.17
(mean+SD.)

TE) ARH 0 iR 28 B TAKER S Mz 1A 13 30me. #
AR RAEALE (ALS) TR SAZ1IMAEIE
60mgTd %,

16.6.2 BiREEREEE

BEEERRERCER (66)). PAEEE RS GH) Ui

BRERRIEE S (861) 1Z T4 7K 2 30mgE 60552 CTHIE

FOEFIRNIZ G- L7z & & oA RZURIREOHER 2 5

ROINRNFGA=FIRDEBY) TH DY, AR EDIE

WVt P9I IE R § 2 HIAARED b7z, ke

IEHF T % Cnaxs AUCh DEAMFIGMH O (90%15 58

X)) 1322 it e g ik ek B <1150 (0.967-1.366)
1.202 (0.991-1.457) . &Rk RE IR 5% <1.247 (1.063-

1463). 1294 (1.083-1547) Tdh o7z [831. 922 ZH]

HWERENT A — 5 | BEERGERE | TS | FREIEE

Cmax (ng/mL) 5454 +92.59 5932+1154 47599532

AUCoe (ng-h/mL)| 771.0*1536 826.4+1494 6449+1531
tizz (h) 5.38*6.04 731583 2.87%0.38

(mean=SD.)
1) ALSTHAGE S /21 = 1360mgTH 5,
B eGFRAY60~89mL/45/1.73m?, W& 1 eGFRA30~
59mL/%/1.73m?, 1EH  eGFR=90mL/%5/1.73m?
16.6.3 fFikEEEEE
(1) FmEEMFFREREEE (68) SUIIFRREIER A (66)) 12
57 3R 2 30mg & 60453 70\ T HL N RE IR G- L7 & &
DM REARREDIERE 7> 5RO 72T X — 7 1dk
DEBYTHEHYs Cmax X NAUCo-00 D HATF-IGH O L
(90%EHEIX ) 1321211203 (0.819-1.766) J U°1.190
(0.835-1.696) TH -7z, [831. 9.3 &E]

EYBRE T X =% R AE R I RE IR H

Cmax (ng/mL) 347.6+146.8 280.3+101.0

AUCo (ng - h/mL) 497.0+1838 416.3+165.0
tiz (h) 388*1.12 9.51*6.62

(mean=*S.D.)
1) ALSTHAGE S L7210 & (1X60mgTH 5,
HJE 1 Child-Pugh#iC
RN A RER 2 (861) . rPEEITARRER S (661) X
WEATFHEBEIE R & (861 12245 K »30mg#x 6054 F T
| SRR S L 72 & & O e R LA 3
BPSROIINTA—=FIZRDOEBY) THAHY, FFHFEIE
HHEIH T 5 Cmaxs AUCo DFATFIME O I (90%15 #H
X)) 122 g R R R 5 T 1.203 (0.992-
1.458), 1.065 (0.860-1.320). r&:JTHAER: &4 C1.235
(1.003-1521) 1.142 (0.906-1.440) T& -7z, [83.1. 9.3
2]

S
)

FWEENT A — 5 | WEERFRRREREE | SRR E | I ARAEIE R

Cmax_(ng/mL) 538.1+182.3 5334 +88.57 429.0 +44.36

AUCoe (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.)
7E) ALSTHAGE S L7210 = 1360mgTH 5
WERE ¢ Child-Pugh348A. &R Child-Pugh%-#EB

17. ERPRRHE
171 AR OREMICET 555
(R iR ZE S M HA)

17.1.1 ERF LHEHE
FEAE 27 205 [ LIPS o0 Jpi 1 2 MR AR ¥ % ) SIS AR HI30mg
X7 7 RE2IH2M4HBE#HS L. 77 R 5Ro =
HEMRERM BB IC B VO, AR B RERE. HEE
EEHEREOUZE LR LIz, R UEEICBI 5 0E
D#1332.8% (95%FHEX M : 20.3~45.3%) TH Y. NELL
HMRECAKIE L 75 L REOBICH B LD Sz,
ZON, FIER24ABE B DA G 2 BtG L 2B EICB VT

A UE RS B A YR O £1348.2% (95% 1514

X :26.6~69.7%) Td o720 LREHI T UTEHE %240/ T
BRI L 7o e s (G E) 3RIoEBY TH B,



Rl RERUGEE TUED ETH > 2 EEOEE

TR 75 C R
ZoHE B 64.8% 32.0%
SOEBTSMLA S R B | (SIB/A256) | (4061/1250)
738% 256%
TP RO DA |- 2
SRS A= F5  Blk (311/42f51) (101/39f1)

T, EMCBIT L3 AUNOEREHD (ABEFOEA
3x AtR) IZEH L 72#%fEF % (modified Rankin Scale) 12
BAL. RABEE 77 2 REEOMINEA A E TH B2 2208
oL, [EERR L] OFRIZBWTERFIFENT T 2R
BA bLllo7: ORFIEE : 22.3% (2761/12181) . 77 &%
B 100% (12190/120080)) 0 T DN, FEIE L 24BE R LIANC 3%
GERGLZEEIIBWT, [ EKRZ L] oFITARA
M 341% (14fil/A180) . 75 L ARRE  29% (161/3561) T
Holz
BV FE BB ISR BN HETT 2% (9/12561) K U7 T+ REf
T112% (14/12561) Th o720 KFBOLAEERIE, %
1516% (2/12561) IFHERERE£32% (4/125061) TH 727,
B, WAL SRBEEE LR Y ) v - Bl Z EH|
BEHLTWA,
17.1.2 EIRERAREER
HREENE F COERKRREIZ BT 5 1R30mefk 5-9E H O 4i%
UEEOUESR (WHEL L) &, BERT2EH A O E
FTHUZBVTIE65.9% (17861/270%1) T > 72h% FehEfk
24BER AN O 12 B CIE70.3% (7161/10181) & %h 51t
L VEHETH o720 9,
PR T Uy P E3OmeB S O B BRI & U CSE (R 72 LA o0
D OSEAMEIEE A R TS N DA R A RS LIRS
BOTHDYEATRD S AL72A% R OFE T, S (22415 1 DA
B2 B L ZIERNC BB T EA L W EETH o220, KBS
PR R ORI B Tl TSR 24 I DU B 5% AR ] & s
SNz, !

HE) 7Y N ER0med KT S A7 IR O OHeR © R 24K I
DI BG 2 BI L, BG4 A L § 5, |

(BhEmMERIREBILE (ALS))

RFNFEGAZ X B A~ OZE RS 2 ABIIEm S 1

T\,
1713 ERELIRRR (777t RNB_EERILEHER | RN
HER2EE)

ALSHE# (El Escorialttgl Airlie House# Wi 5k i o
[Definite] 3 i% [Probable| 27%4 L. ALSHEERE /7481
2B, BRI R (BFVC) 2380% L K O e 5w 4 1
HR2AELIN) A HIZ, BHI0mg XL 7T AR %67 — L2
FURHHE L 2A5 R, EREEHIEE Td 5 ETALSHEREEHifi
RJE (ALSFRS-R) oZfbizF20 LB THY, &G
ORI IS B R =R b7z,
BIVE I ZE BB EE I3 A HIHEC2.9% (2/6961) J N7 T & REE
T74% (5/6861) T o7z KFBOENEHONTUL, 1T
EHAPUK, {95 K OB A SR w9 b 14% (1/6961)
TH-7:19, [51 ZE]

%2 ALSFRSRAZ o721 b=

ALSFRS-RZ 2 7b) 77 X R L O g
PGB | REGIER | 17—V _ R o BERHE
| A k) o I[:1
wsm 5%famem| 2
TIREE| 66 419+22 | 350+56 |-750*0.66 249 00013
e i 68 419+25 | 37553 |-501+0.64| [099, 398] |

a) #3727 = THI ($%5-BAG81 H HELERER]) 2S3HMliR 5

b) Tl + A

c) 67 — NG T 2% 3 ERE (LOCF)

d) AR + kR

e) 5B, BIEIZWIALSFRS-RA 2 7 2. El EscorialtZzT Airlie
Houseis Wi L Jy OME i & K- & L7250 BT £ 7 VI 3o <

1714 EREIHRR (77t RNBIESKRIEKHER | RN
HER1EE)
ALS#E# (El Escorialtti Airlie House# i % # o
[ Definite |. [Probable] Xi& [Probable-laboratory-
supported | (2344 L. ALSHESEEDIELIE LIZ2E., %FVC
AT0%LL 1 e OSREFR I AS34E DUA) - &5 Q1. AHI60mg XL
377 RE67 — VREGHEE L o/ R, EEFHMEEE T
& HALSFRS-ROZALEIIFKIDEBY TH Y, KGHMT
MATEICE B 2 2GR0 SN b o 72,
BRI S BB RE IIARFIBHETL13.7% (14/10260) KOS 7 5+ R
HET19.2% (20/10461) TH o720 AFBEDERENER TR
7 R ERTE2.0% (2/10261) Tdh o7z, [61 &)

#3 ALSFRS-RZ a7 %A1bw

ALSFRS-RZ 21 7b) 75X REEE O
PGB | B | B ZALRD o | B
b BT A ) o (i1
s gy | o] O
F7AR| 99 [ 411220 | 35174 [635+084] 065 | oo
AEIBE | 100 | 40535 | 35371 | 570085 [-090, 2197 |

a) #37 — VIR TH (B5-BAMa81 H 23 EmR) 2% aF i f
b) I + e =
¢) #5627 — VG T 2% dH kR (LOCF)
d) ARG + RS
e) HGH. BIBIEMALSFRS-RA o 7 L&, WEAER (ERAER/1Y
R RO v — VA % KT & L 7240 BriT e 7 v ic sk
o<
1715 ERFEIHERAER (777t RHB_EFHRILEHR)
ALSEERE /T H3EDALSEH & K G 12, AHI60mg X it 7
TR E6T — VRN L 7oA R, EEEHEHE CTh 5
ALSFRSROZALEIZFEAD L B ) TH Y, % GHEE CHE
B R ETRO SN o7,
BRI FS BB X ARANBECT231% (3/1361) 7 T+ R #f
T83% (1/1261) Td o7z, KHFORINEMOWNHRIL.
THET . WEROEENITNE77% (1/136]) Th-o7212,
[51 2]
%4 ALSFRSRA a7 Z{tE

ALSFRS-RA a7b) 75X R L O Like)
BB (RS | BL v | s o BEWE A
fi AT ) - B
s g | o P
751 K 12 346+33 | 292%+49 [-6.00+1.83 -0.52 08347
ARFH)BE 13 325+55 | 266%99 |-652+1.78| [-562, 458] |
Q) #37 — VS TH (5 BIa81 H B m) Aarilic %
b) S = e
C) #67 — VLG T 28I LR (LOCF)
d) TRl = i

e) 5HEN OHIBIEIIALSFRS-R A o 728 b % W1 & L 240 #u#r

EFIIHETL

¥2 1TH1R4H B o# HEe S & 2 lHe < 14 H H O RSEH] [
B =V E L, Ely -V THIC, 4HM® ) B1H
1HFHOH M o5 & ZilHi < 14 H M ORIEHIFE A 5 5
57— VaSEHED R L7 (552~627 — ),

18. FEMEIF

18.1 1A
v RaF s Aa0 (-0H) FE071) —5 T HIVHEILC
PEO IMMERED FERINTCTH L2 LML L HE s T
BY. R URII—FFREREIET T % 8 BRAHRO
FHTESICI D7) =T ANV OEEDEINT 5, 2D 7
V=T ¥ h VAT ISR E O A SRR & MR LS 5 2 &
12 & D Mg E VT R EE T Z R 2T,
F 7o, WEMIEERTEALEE (ALS) OZSRENL O RFE R 1T
FERAPTH LD, 70 —F VAL BBILA P L ADH
HLTWAWEEIREENTWS, K&, 7V =57
VAR EE LIRS A B S 2 /ERC L 0 L e (i
PRI - FhE) D ERILAYHE % % )5 % .
Thbb, EgEATEICN L Cid, RigE, s, fR
FERE . FEFEVEARGHIIAE 72 & 0> B i 2k ok i 85 it 5 0D S8 B T O
FERE (BATE) AT A 2 LS X Y RS 2R, R



MEE IR LRE (ALS) 12k L Cd . il o Lry i &
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18.2 EESMHICH 21EH

18.2.1 Bt {RE(EH
NAA (N-acetyl aspartate) |&4FE 89 EAFAEMIL~ — 7 —
Th ). MEEREE % L D A L 24 B DL S48k T
FEFLEACBE SN L b END, MEESHNES
WCA# # %5 L. 'H-MRS (magnetic resonance
spectroscopy) (ZX DHEL2E T A, FEEREF.LERD
NAAZ., H2HWHICBWTI ¥ b a— VEIZI LA ISR
Fahcwniy,

18.2.2 {EEFE AR EE T I3 2 MHlER
i 28 S R 8BS AR K 2 $25- L. 39Xe-SPECT (¥~
TN 7+ b WD) &) KRR E e L2 E 2
5. BEHEF# (modified Rankin Scale) o BAFBISHITIE.
19 2E 5 30 RE I 0 R T AR AL AR T Sk LTI E F YRR
57z,

18.3 BMRRINE 7 IVIC K4 2 B{REER

18.3.1 BZRER O REEMFIER. HBERRRIEA
BIERINEREE TV (T2 ) 12BWT, BIEE L
EBIMAFB A OFIRNTES: (Bmg/kg) (&, BRHE R O°
EARZE DAL A3 L. BERES 2 HiRE R 2 B L 7219 1) ~19,

18.3.2 :BHMMZ Mt mHI1E A
BN MAREE TV (52 b) 1I2BWT, HRMEEHZD
RN S (3mg/kg) 1. IRFEEEAESHINLAE & B0 L 7219,

18.4 7 —2 T HIVHEER

18.41 7 U =35 T HIVEEERARUIEEE AR LMFIER
IFSRVIE, e FaF v VI VA VEFEEREZRL .
T/ B FOF NI UANICE DY) ) — VRO EERIL K
O € 2 A — b O R B IR AL % i B 9 23 L 7z,

B2, KEME R OIREEALVEF LTI HNICL DAL
U VIRER ) Ry — A O RREEERAL A HIH] L 7219 20 (in
Vitro) o

18.4.2 BEMETIVICNT B 7 -5 T HIVEEER
Zv PREMET VIO LMGREERZR L&
(3mg/kg) DEFARPIFLG-1E HE IR 500 T OF 1 i P B 57
BB A e RO X2V T D VO Z ] L 729 19,
18.43 7 =3 AN KB MEANEMIEGEE O3 2 MEHHER
1 uM7*515-HPETE (hydroperoxyeicosatetraenoic acid)
(2 & B RFRRIMAE B AN 5 & B L 722 (in vitro) o
18.5 MEMMEMRIZHEILIE (ALS) DRREICEEEL /258
FGEMEALSO R BIRT & SNALLBRMA =) —F F L FY
ALE—E (SOD) #BALLPTI VAT 2=y 7Ty M
* L. =¥ 5K 3mg/kg/h%x IEF 20 CHEIRNIE S (2HTH
e L2H MRS #E D K3 HE) L. 7 v b OIEMBEHEE
B E TG Lo L &, WU OEEFERE % 6 12 5Hifi 9 2 1
FHROAEEIZOWT, MTHEZRTIHIER 250 5 hiz?,

19. BRI CBET 2 EB{EFRIA R

—f§& : =% 5K (Edaravone)

%% : 5-Methyl-2-phenyl-24-dihydro-3H-pyrazol-3-one
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22. ‘i
100mL x 1048 (BiEERHFIAY )

23. EEXW

1) FEHNE—, i @ EEAREEHE 1997 5 28 (3) : 693-702

2) IIARFEZT- M« P& 399 1997 5 25 (Suppl7) : 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.
ed

5) KA&¥E— i : Ther Res. 1998 ; 19 (4) : 1311-1332

6) MCI-186/N B g Bk I 782 - EF O &H @ A, 1998 ;5 185
(11) - 841-863

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

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

9) =FWFE, f - Ther Res. 1998 ; 19 (4) : 1333-1345

10) Hl 7 7 —~ (#F) @ MEEREER2IBNE  (FEPTERE) (201546 7
26HA&F2, CTD276.1)

11) Abe K, et al. : Amyotroph Lateral Scler Frontotemporal
Degener. 2014 ; 15 (7-8) : 610-617

12) Hl 7 7 —~ (#) @ ALSEIERE 3D BE 2R L L7
FayaEk REEEL) (2015456 H26 H KGR, CTD2.7.6.4)

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

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

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

16) EASHENE, At - SEPE X 3G 1997 5 25 (Suppl7) : 1785-1791

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

927

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

VEPRRA, L SEEE X 5. 1997 5 25 (Suppl7) ¢ 1691-1698

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

Watanabe T, et al. : Prostaglandins Leukot Essent Fatty

Acids. 1988 ; 33 (1) : 81-87

22) Hil 7 7 —=< (k) : Effects of MCI-186 in superoxide
dismutase (SOD) transgenic rats (amyotrophic lateral
sclerosis model) (FtA&EE) (201546 726 H &G,
CTD26.22.3)

18
19
20
21

- = =

*%k 24, XBFEKRERCHOEHEE

TREp sk ol RS v v —
T541-0045 KBS XA IEHT3T H 1885
Eah 0120-956-734
https://med.shionogi.co.jp/
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26.1 SGEERTETT
M7 7 =~ kA&
KRBT 9 X BB RT 3-2-10
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