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Fig. 1. rhGAL-1ljox delayed the disease onset and
prolonged the survival of Tg mice (mutant H46R
SOD1)

The Kaplan-Meier curves demonstrate the probability
of onset of Rotarod deficit (A), length of survival (B),
and duration of illness (C) in Tg mice (mutant H46R
S0D1). The onset of the Rotarod deficit was more
delayed in the gal-1-treated group than it was in the
control group (P=0.0156) (A). The life span was
significantly more prolonged in the gal-1-treated
group than in the control group (P<0.0001) (B). The
duration of illness was significantly more prolonged

in the gal-1 treated group than in the control groups

(P=0.0072) (C).Control group, n=14; gal-1- treated
group, n=14,

A Rotatod 5 rpm

Bars: SEM
PR P S
2w D N
® ! \ s Convnl
oo S
Bog| OV \
Vil A
6 T X 1\

1Tw 18w 19w 2w HY 1w Aw Uw

B Rotarod 20 pm

B

30 h
30
u0

Bars; SEM

180t p=0o38
120 - (ANOVA)
(11

() RFI oY

1w 13w 19w Ww w w Bw Hw

Fig. 2. Motor function of Tg mice (mutant H46R
SOD1} tested with the Rotarod

For the 5 rpm task (A), there was no significant
difference between the two groups. However, the
assessment with the Rotarod task at 20 rpm was much
more improved in the gal-1-treated group than in the
control group (P=0.038) (B). Control group, n=%
gal-1-treated group, n=10.
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Fig. 3. Quantification of the remaining anterior horn
neurons in the anterior horns of the lumbar cord (Ls)
The total number of anterior horn neurons in the
anterior horns was significantly more preserved in the
mice of the gal-1 treated group than in those of the
control group (P=0.044) (A). There was no significant
difference (P=0.845) in the number of anterior horn
neurons between the left and right sides of the spinal

cord (B).
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E %

LEo#ENL ., L84V SOD1 HH
SK-N-SH #ifgi3/MEERX F LR, 7 eFT
V—LEERICL > TSODL 2B XHE5
EVWS T EBHLNELD, ERSODL %
B &35 FALS OREBME I/ MaER b
VARBETLFREESAR SR, Zhid,
o> FALS 03l F4t ALS ORAEMREIZ,
REA N ANREET AFREMENH S FE
THLTWA, SHBIIZOEFARERAN
DT LITED, EEFENT vEAL BT,
SOD1 o#FEEHMFRETEFETH S,
F7., invivo #AWEERLRRCIT-T
WS FETH S,

F fEsEfaBRiE

Bisiha L

G BFse3ek

L3R
AT B ILITEEH D EHA,
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BRAEFBREMIREMDE (BEE R BRI S
TEhZE Rt IR LAE DR - JRIBICRID 2 TR #MEOMRICRT 50195 Bt

DR

EHERS SR ERBICLSBEH -2 — 0 O AN XA GBI T 285
P IE EE iz
MEEA  BROREEFPIZMA BBl S TR
ST HRERBEREEM BB HER

MARE WSy bHEHRES ERERGCIZEH 21— O EOA DXL EBIIZEL, UTFO3
RIZDOWTRH L. 1. IE¥Iv b, BRSODL bIPATrw s Iy hEBIT, BIEHERME 1F
2 TOWFER = 21— 17 > iT ATF3, phospho-c-Jun, phospho-Hsp27 M5B L 7= %, ZHERBIKIZZ S SOD1 &
v hOBEHEET L. —, BB Ty MK EREHIC OONFHBRA T F /) I VAR ERT B &,
ATF3, phospho-c-Jun, phospho-Hsp27 @REAMIE L, @2 —D MBS, 2, FE¥ET v k8|2
K EREED MCI-186 (edaravonefE N 51T & 0, BB = 0 —- O MBS Nz, 3. IER Ty FH 5 LacZ
Bk 2 U Rk E R L, 51 EHERBTI~ OB ELREROREEER L.

FEPIAE  KAR L, JIRBT !, B
BARIEERS, KHENT 3 HHEHR,

FALD AT 3, RILFEAS

VRO UER AR R R B FE T 20 T I I BT 22 1Y
PL HEREHE T o ¥ — N
SRULKFE AR E S R FER R N

A. BIFEEH

B EECII BT AR, SRR, A
B EORMHMREOTIEHEFRAGICL> TEH=
a—OYRFRIZEERET S 885N TH
D, BB —OEETFTNOUDEDELTEA
INTVWS (@YX 1467). LirL, AFFINICH
FA5EEBI— a0 BD AN L AOEMTFH
THD, HEMEURELE ALS)ICHBU 5 HE)
Za—RXELORFAEHOSMITS &I, ALS
BEERRO—Eich s LEL NS, —F, B
BINET, Ty FEANARES &K HRUTH
KHEBOMBREBRTHBATT ) T INARY
F—ZEML, JUTHBKHEHEXERT
(GDNF), Wit AF(BDNF), hF X7
F— 2 TR TF(TGF) B2, A ¥ OF A4 %1 >
(MT-III; growth inhibitory factor, GIF) &% w71 )l

AMBGED - -0 EENMRT R EE2RE
LTER RX 147). £k, HEBHEFIIZHL
TEITLEY T-588 280/ 575 &, HEHE
B -0 ORENIFIENZ I EAbho i
(X 6). S5IChLIF, ERBIXUTERETIN
MEDL 2T EEOBRSIZ DN T#HEL T
= @X 3). £ THEINE, KRET v NEmAE
HERERBILDEH 2 -0 EEFIICH
LT, BIFO3RIZDOERTTEREAE.
1. HIEEE 2 — 0 2 IC B 285 KT activating
transcription factor-3 (ATF3), c-Jun 35 417K heat shock
protein-27 (Hsp2 7y (DR B
2. iIFEEH a2 — O >icHT B MC-186
(edaravone)#& (13 5 O R 8L 8L
3. LacZ @7y b - oV HiRBEORTT B
DS

B. BIEHE

1. Jv FERMET £ EHS : E% 12 Hi
Fischer 344 5w b, EEIHHRAHRT S804
1% 80-90 H Rl Ha6R Z55E SOD1 T v b & [REDIE
WHEZ v b, GBA ZER SOD1I BAS v hEXH
Zv P OAEMMNEEENEND EHREREL .



E#HZ v hO—#IziE, 5l EHEFBEHIC GDNF
HMMRATT /U1 A (AXCARGDNR) Z1Ef L /-,
—J, WOERHTy &5 EHERES, BHEX
0 MCI-186(1mg/g ¥ AR THI 0.1g/kg/day) & 4 i
M, EmfEO#EL7x.

2. MBI 4% paraformaldehyde #EHHE &
INT T4 AT DE, 1L RFUEE LT ATF, c-Jun,
phopho-c-Jun, Hsp27, phospho-Hsp27 IZ5%3 2 Hifk %
& Rl e R A (ABC #) 2 i fT L 7.

3. MBI a—DOEEH X574 EETR
ZHEML, 5 BEEOYHEF 25 D Nissl FAEA
D&, BFMEEZICBVL TR/ ME & Nissl
MEEETAZRM 2O OREEELE.

4. lacZ @I v b - aU MaskoMT  IE
W 12 B85 Fischer 344 Bt 7 v MR AR ER R Q53
% heregulin- 3, forskolin 22 UMM T4 » B
MEEZIA D — 2L, 227 #Hlakk 1RSI
830, FRMERIC pecDNA3.WacZ # I X7

»hL, Z5EH IRSILIL BB, BTl 27

>Rk O E & d oA Bk, RT-PCR THEEL,
B ARG I B L 7=

C. BIEHR

1. HBEE- 2 — OB 2HTRT ATR, ¢
Jun, Hsp27 OFE : QILHE 7 v MEHERET EHE
BETE, REETOHEEH_2—DO2IC AT,
phospho-c-Jun, phospho-Hsp27 A% RBET 54, £
Biggidth 4 (THEfT L7z, @H46R, GBA T v b DF
BaRlMA, BEMERZO—TES 2020 ATR3,
phospho-c-Jun, SRR A b - hZ phospho-
Hsp27 M BHL TV Q@E¥R Ty bERK, R
E BT HA6R, GO3A T v MMCEAM MRS EHk SR &
mA TS, SE#EE) = o2 -- 1021 ATF3, phospho-c-
Jun, phospho-Hsp27 MFM L7z, HE)—2—D>D
EEREIEES Yy FLOBRIERFLE. @ E
oy PEHEHMRAN THEHRBEREIC
AXCAhGDNF ZRFIEAT 5 &, HHEEH = 2 —
O /#ZB 5 ATF3, phospho-c-Jun, phospho-Hsp27
DOFEBELFAH S N

2. HEBEBH 2 -0 N T D MC-I86

(edaravone) #£ O 5 OREBRE « M HIEH S
(n=9) THHEQFREAFEEE o — O > OR%
2RO EEMO 303+64%0%, MCI-186 H&5
BE(n=9) TIIIEHE HTE FIZ M X 1172(50.6 +9.4%).
3. LacZ £R@iT v b - 220 U HIREROBIL &8
HOWRA : B 27 ik, Wdh b
B A HBOEEEZRL, BRELERBD TR
LacZ BAIZLHHEHOBLIdEBD S hlah o7k,
IRS1L11 MR RAE = v b RIS, MEEEICBRITR,
X-Gal BtEile & LTS L, BERRIIA SN
Mofe. [AkkIZ, IRSILIL MifRI3 Ak S bEBEm#
fEl e E UG SIC B MR e Uk,

D. %

IhZET, R&EIy bTR#EVINICZDIGE
M)~ a2 — 1B S ATF3, phospho-c-Jun,
phospho-Hsp27 OFEBEN LA L, MBI 12— D%
W U THIRIRIC @< & T 5ENRHS. Lol
Sl EHEMGTOHREERH o - icBT5
ATPF3, phospho-c-Jun, phospho-Hsp27 QR AH < 5
Hxhas—F, #Moa—DrBARFTBIE
M5, IHhSETOMBENHRZNIRE M OMRE
BHRFHPHEELTOWSAHENE, 50T ATF,
phospho-c-Jun, phospho-Hsp27 %4 3% i R 78 % 0§l
TEHERBETHAWIEEND S, 5 E2HEHRGEHE
DGDNFHBRA T T/ DA A DERIZLD, ATH,
phospho-c-Jun, phospho-Hsp27 ®FEE M L, M
BEMFIND LD SEOERGRIBEE
XRETHLDOCZIWMNDIN, SHOLDHEMA
BERREEEZ NS, 351, £R SOD 5
v MIBIEHEHGEMAS E, EW I v bichk
NTHBGET = o -0 ENR < HETT BM, AT,
phospho-c-Jun, phospho-Hsp27 DRI K E/LEN
id7an oz, Hsp27 WZEE SOD1 IZHEE L, £ 0%
RIS H Z 5 & D W (Okado-Matsumoto and
Fridovich, 2002)b &% 0, 5K EFRGBOEFME)
Za—DO BB Hsp27 &R SODI EBOH
MBI DWTERLIRNSHRETHS.

i, MCI-186 OREDOHREGICK D EHFHEIRET—
a— O REDENB SN, AEHNEEH -2



