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YEYIYERY  10% 7 RRIBEREEL F LAy B4 — /LG (DMEM) H
[CH®EREL. $YDAL, MEFSHDMENT 3 [E%% LT-, B27:7h0%E i ;EDMEM
RTZa—AVEEEL, RU-L-U PP Ta—kLEFrYonR—X3
4 K (LabTek Il (&%) . T><—% ERoskilde®Nunctt&) EIZTL—
FLfzo TL—hkLfz=a—DO %#EZ £ FTGF-81(10ng/ml; R&D System
sttdl) RIFxERE L TOFE (PBS) & #IT2405M A ¥ a_"— kL1, #ifa
FAWRTHRILLTZILTE FTEEL., £/ 20—F)LHATud! (1:1000, Cova
ncett®) THELL, FTWIBE-Z21—0CTRL,EVAREZEOR S ZH
& L71=,

GTP-RhoAD 7 7 « =T « ikkx
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[0029]

[0030]

1% Triton X-100 (&%) . 0.5%TAF > a—I/LEEF UL, 0.1% SDS
. 500mM NaCl B 1r10mM MgCl, i tMZ&10ug/mLD O/ RTFUORUVF7 TOF=
DEEELE0mM Tris, pH7. 5FRICEM LT, MRAAEY%E13,0006T4C, 10
SEERODLTERIEL, LEZE, 20 gDRhotekinE—X (EgB) DGST-Rh
ORER AL ERIZACTAE A vFarR— Lz, E—X%Z3[E, %
Ny 77— (1% Triton X-100 (BE&&4&) . 0.1% SDS, 150mM NaCl B TF10mM
MgCl,idE MZ& IO ug/mMDOA RTFUORVT TAF 0 HEEL50mM Tris, pH
7.5) T#% L1=, HRhoABi{k (Santa Cruz Biotechnology, Inc. #t&!) #FHL»
fzoxz X270y MMZE YRhDADKRHE FIT o 1=,
ITERER

BiE#&. 1 28MICHEY, A—F2 74— FRAT, THDEE%. Bas
so-Beattie-Bresnahan (BBB) EZhZT{f REE (locomotor rating scale) (FEHFEF
Xk 8) Tl L=, BEINTLWEWMAEMRS Y b (n3)1F, BEATH-T-
. EEFEBMICIT ST,
RS
TGF-B 1D HFIELSCI ZEDEBERIERZIRET S

RFEMETGF- B 1OEEFA., SCIERDEEREIZHFST EMNENERAR. K
EREBITIE, TGF- B 1hF0inik (AF 5% : R&D Systemstt&H) ZALV=, &
f=. AEREHITE, BBROIREZIYRSETH=HIT, Ty FOEFRRE
ETILVERW:, BHLAILThY/TIODEE T, ERKFEEHER (FERAIH in
pactor) ZFWWTEME WG S, MTGF- B 1HFMANIT IR gGlE, 185
LD LEOBERICEN A T—TILERAVT 28MIChIZY, BBEES
ZARUTICKYEE L, BMOESREAL, B5% 1 2:8MICEYERL
f=o BAFMZ v b (E1) X, REDEE % 5T 9 HBasso-Beattie-Bresnah
an (BBB) EBIFMERETHRATH o1z, ETDHSCIZ v M&, EIFEHR1~7H
i, FETLICHRERETH Tz, BBBROATFIZRENDESIZ, ThdHdD
BWIE. RACEFTHORSHGEEZRLE: (B1) . #E&S5~12
EFORE, MIGF-B 1A ZIRE L-5 v FOESRENE. XHBIGZEBE5L
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[0031]

[0032]

=2 FMIHERTRMERZR LT, 51 2:8F%. dRBILxRELET
v k&, BBBRaAFZMEHTI0 1TH>1=h, TG-Sk EBRELISY
&, BBBRaAZMNEHTI44EFEIZEN 12 (B1) , 2DESIT, &F
EHIOT—2 &, RIGF-B1AEDTEIIEY, v MIBITLEHREBERD
EFRENARICHESINSLERLTWLS,
TGF- B 1DBEEIESCIEDMEE RV S B

U THEREN, FIREERCONS) BEEOBMERROBEENEELY—X
THAHICERFICHEILIEINTINS GEFHFXE9) . BIEICHTHT ) 7THIE
BICKY, 240597, ZEREBMMEMEAK, BEMERUEKMRANE
BEMIICRF S, BERNAICHETH2HO2 RN LI LIFEXEIZLY
 REHEORBREEZEL, CSPGs& LTHILNS, BEMHMEAT ) IR
DFIZHED, EOMFICEY., TGF-B1ZE{ETHEITK YT U 7HREMN
BMRIHIENBESNA TS GERHFXRR 4. FHFEFXES). £C T,
BLzoy bERPORGHERMEOEMEETESH L, T6F-B 1OEEM
JVT7HEREOHRIZEZT ENEINETTANT, RICHERMEOHER
B 50T, MGFAPHRAZANT., RBRURTG-BIIMAERSES v tH S
B-BEEHORKNFE, REZAE LTz, XBSCIZ v FTIE, SCID2:8
fi#. BEBEOEBIZENTFAPIZH T 2 NRERISENBRE I AN
. ITGF-B 1A 5SCl 5 v kTlk, GFAPIZX 3 5 RERISEDIEE KR
NR oIz, SCIM 1 EME. 2:@8MERY 1 2 BERIC, BEHELZOFLE
LD, GFAPIZH T b RERGEDEEELRE L CERMADCENEREL
o1, SCIM 1AMBICE LTI, TG-S 1HKIRES v + & EBHARS
Sy hOETT ) THBEERICOVWTOREEL LGN >, LHOLENS
. SClo 2:8M#%TIE, TGF-B1DMEFIZL Y., 1 7HREDRAH’E S H
[CEB SN, COERIE, SCID 1 2:8MRICITEAT- (B2i),

N=2h2, TLEAVRUZA—OAVEZAET HIEEAEDCSPGsHY,
SClD6rABETT Y ILFaLl—rINdIENRESNTHY GEEFH
X#k10), ChoDMENAT ) VIO RRFIBEOREZEETSHEEX
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[0033]

[0034]

BN TS, > T, RIZ, CSPGsDRBEIAT-, RIGHEDE2KMEZDOLEM
EFELT, MIGF-B1mAEES v b (RB2)) TlE, BIg6REZ v + (K
2j) EHEERL T, SCID 28R IZCSPGsDHEIEMBFEITIRF L 1=H., SCID 1
BEEE&TEEREICERLEN ST,

51T, SClEMaAZ—7T BB ERANT-, RIGF-B1IKESICERY %
A UDRBETOERALHIEER SN-A (E2K) . TG-S 1K
BESy FEEIGERES Y FORT, SCIO 1 ER%E., 2BMERUT 2
BERZEOVTRICEWTEEREEER SN o1,
TGF-B1BEEFX= /05 )7/ IV 077—VDERBRVERELZRET D

TGF-B1iE, FHEEN-2H/ 0T )T/ IO 077 —CDFERDBEEEEH
FITACENTEIMREFE L TOHREZELAZENIoNA TS (FE
BEEXER1 1), SO, SClIEDTHYOF)T7 /79 0T77—CDERE
ATz, BE 1ERBRY 2:8M%IC. Iba-1IT DWW TOREBRBILFEETL
2oRIYT /AT 7 —UEFEMAITZ, SC 1 EMES LU 2 BMRIC
 BEBERNIZEWNT, 2HDIba-1BES /AT 7 /70077 —UNER
Hiontz, FEEINE-EBY., ChoDlba-1BHEZIQT Y7/ X907 7—
COIE, MTIGF-BIHRABREICIYEMT 5L 3Rz, 2905 )7F
ARYODT7—CDERODEELZEENICHNT 5102, BIEHLOREAE
(BEHERLOREIMMDES) O lba-1BHEMRICEY SO 5hi-HEiEE
BELT-. TOHER. MTGF-B KRR EIZE Y, SCIO 2 BRE&IC, Iba-1k5
HMBEOEENEEICED O (R8i), XIZ. RED-1RAZENTE YA
V7 /RO T7—CDFERILERBEL o=, GH. ED-11F, FEHEETH
O77—Y0OY—h—TH5, MIGF-BIAKERES v FTlE, ®EIg6HRS
Zv MIHERT, BESEOBBED &L YLEWEREICEONTE-1FZEz o0 s
T /9877 —UMRER> T, MTGF-B 1A EIZ& Y, SCI 258
% DOED-1GHEMRICEH SN 2EBEIEKR LI 2 LA HEEHNEICK Y
mEntz (E3j), #>T. ThoDHMERE, SCIEDIBEHMEOAYDE Y
OJ )7 /729077 —DERRVEHALAIMIG- B THIEREIZLYESH
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[0035]

[0036]

bhfzC&ZRLTWAS,
TGF- 8 1(&, RhoA/Rho—F+—tCEERDFMLITIKET BT L U BiEZEE
DHEREZMBEET 5

EET—2I2&Y., TGF-B1DBEEMNSCIZDEHDERIEXRET S &M
TSNE=DT, TCF-BIEFICK Y, BESN-AHRERBARIEYT S AR
BEhf, TCF-BIBEFICLVFEEShS, JUTHEBEORIRVZIOY
D7/ 827—CDFERE " EBEDBRN, #EEEEEZXIFLTLS K
SITBRHNEM, TCF-L1AF, BE- 21— DV OBHRREREEEEBEET TS
BENZE-LTWDEREEELH B, TCF-B1A, 4 VE FOITEWNT, BELE
MOONSHBEEBREDEFICFE LTS EWSIRREERIET S-HIZ, I
AR EE R e #E 4R (CGNs) Z LM, HERD T v k (PT-9) M55 7=CGNs %, 10n
g/mMLDAEIZTGF-B1(rTGF-B 1) DFETRILEFET T2 4FMEEEL,
BREDREEHAT=, CGNsZrTGF- 8 1 TUE L =R AEREDRENT
EICEESh- (H4b), AREEEDHEREFTICHONDLE LT FILREREE
FIAT =012, TGF-B1D—a—0OVIxd 251EMN. &5 FEGTPase Rho
ARIZZFDTHROI I 3 —THBHBRho-BER) V" ALAZ=Z0FF—FER
ho-kinase) ITIKF T ANENETT=, 10uMD, Rho-FF—EDHEMEE
FITHAHY27632 CGERFHXI 1 2) DHEETREIFFETFTTZa—AV%E24
FfEEE L& 2 A, TGF-B1DBEFFEMENY276321C & VIEFT 6 Z & A
Enf- (B4b), TGF-B1D L T FIABEICRhoADEE T 2N ENFEREAN
51012, T7xH9 32—/ ETHHRhotekin (FEHFEFXHEL 1 3) DRhoA
BERAMVERW:, CORERICKY, TGF-B107FME 1 0 2EIAAIC,
R B PDOGTP-RhoAZE DY, *TERMMICHE L TEARLTLM=, Chibod
#ERIX, TGF-B 1A%, RhoA/RhoF+—E DFEMALICIKGT T SHMEIC & U miE3E
EOREZEFTTHSLEZRLTLDS,
TGF-B1oHMEEA FZ U EEMBMEROBERRVY/ XEREFEZFET S

HREERRT vt M OFERE, TF-B1IAERRNICEWTEHEEREZN
FLTWDAREEERL TS, £CC, TGF-B1DMEFEICKY., BELEZZ
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[0037]

A—OVOMEBERENMEESNENENERAT-. BEBEOTITIHEEBEAM, S
ClEDEBHEDEEICFS LTS, REMRBIEZESMICELY., lgtRE
SCIZy MIHEIFAHATITHEED = U FBIE IR ERRERZER 1. BF1
2:8M%., EBSCI 5 v b DIBGECIOERIOMIZH SFTHA TIE, BEELLD
BEAITOMAOYIF LB LT, S-E FAFT ) TE 22 G-H) BiERHEDE
EM40%RA LTV (R4T) . IGF-B 1A ZRELEEES Y b 0B L
N=RETIE, EBEEEOERNMIZE (T 5RTAPDS-HTGHEHRHEDOFE L
. BRI RDOMBEL FERLTHS Z EobhoTz (R4, LHLGN
B, BIEEEIA o ERITOmmO BT & R DS-HTGEREDFE (G, BRI FHRD
MERELLEELTERICBALTW: (B4 , D&, BTGB 15K
BEICEY., BEMLOERADEBREHRBROBRERV ./ RIEREN|ELES
nd, S-HTEGEREDRERE, BAMMICE T AAIRDOEF R/ RIFUIH S
N0 P UEFMENLDEERBERROBEEISERT 50 LN
EL,

Rz, MAIOBREEHRECEAFMLTHFRA ST I BN ZEAT
HlEICRY., TITHREFMICS) DTEMEZAR-. LMALEGELNS, it
TGF-B 1HKIRESCI T v FTEWTHLMEDIg6RE5E S Y FIEWTH, BiF
BEOHLEY L EATIHRER B IRE S G, o1z (T—FFET) .
RIZ, BIEEEIOFLH H40mEER TH LN -FHOEFERT FEZRART .
BEGL, COERITEITHCSTHNoDEIRFESFN, EFEEICE>TERT
HACENTEINTDNLTHS (FERHFXF14), SCIFv FTIK, IR
HE. HICREICEET SREEICS W TBABIEREDEF N ELE ST,
BDARSTESRIED FESF 1L, SATCF- B 1HUAIRESCI T v MMIHIFTHIKBEIZE T
tRESN=, LALGEMNS, BTG-S 1K SESCI 5 v FEXFBD g6 E
SCI Sy FORICIE, IREEDRDBIAIGERMEDBICHEEEZE LGN > (K4k)
o CDEIIT, BT —2IE, MTGF-B 1HAEIREIZEL > T, SCIEDIEBFZCST
DEFXIEIBEEMEESNDIEVNSI ZEEZEELTWLD,

[ e O 757 B 75 BB

B
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[0038] [H1]HREIEGER. AXKBADREFNERE LY FOEBRAIDEEZ, &
HiEGER. AFEHEOARERRZERE LGN =5y FRUBHEEESELTULA
WSy FEEBLTRTIRTH D, TG-S 1AEES v b (1 B#13m) |
HR g6 57 v b (1 HI3M) RUABFHZ>v M (1M OFATHLIC
DT, SCl#&, IROBATBBRa7ZHEL:, EHOFHLIELERE
TR Y, WIGF-B1AAKIESHE, SCIEDETROBIZHEWNT, xR 58#
ERRETFMICRG > TV, * EE & LB L TPO. 05
[R2]i &7 ) 7HBREBDEERRERIETH S, Scion Image Softwar
e (B&R%E) R, SEOXBEICEREZ Y ~ (BIREN—) RUBED
MIGF-B A EBRE S Y b L/ERIKVFZESH LT-. GFAPRE RIS
HOEEE, FUFOELER (BEBELOPLOEERIMORS) [IdT 5
BRERELTHEL:, T—42(&, 3EOMIN LE-EBEOFHLZERET
9. SCl 2 BMRICEVNT, 20DBDOETHAEENR o=, * XEH
ELEE L TP.05  JIFTGF-B AR E S v FRUREI6RES v MIH
(+4SCIM 1 AMFERY 2:BMRIZE T HCPHRBELAE L-ERERIET
H5b. SClEDCSPCRIZNDFEIL, MTGF-BFEREICKYINHE Shi-, CSP
GRERGENGHEOEEEZ. SV FO2EE (8GO H0 O FEBEAMMD
S ITHTE7FEELTEHL, T—421%, 3EOMILL-ERDFE
HHIRERETERY, * BB LELTP.05 k(EISClo 1:EMH#E. 28
&RV 1 2E8ERICETIREGEEERFDIS—T U ERELEREREZTRT
HTHd, a7—7 vRERBEAGIEOEEZ. FUAOEEE (BIGE
HOHRLOEBEMDORSE) ITHTH5EFEELLTELELZ, WThDRRIC
BWTHL 2 ODHDOEICAEEFR OGN ST, T—42IF. SEOHILL
-RBROFYEIRERETTY,

[RIFMHLT /AT T7 /7907 7—VDEERRERIETHDH. Scio
n Image Software (BG&) ZRAL., SEOXEMIGERET v + (BIREN
—) RUBEDOITG-B 1AKEE S v kM oFlz, SCID 1 BE#BRY 28
FEDEXRUFZESH L=, |ba-1&ERGME (1) RIKED-1%#E RIS (k) A5
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HOEEE, FUROLER (BEBELOPLOEBRIMOES) (IXHT B
DEELTHEELE, T—42&, SEOMI L-EBROTHHRERETT
¥, SCID 2:8M%E., 2HOBTHEEENR oMl * TRELLLE L TPO
.05

[BIA]TGF-B UK VEARDHEMNBEEFE NS LEZTITHTH S, CGNsZ,
RY-L-UP U PLL) Ta—brLiFY¥onN—XZ54 FET, 10uMDY27632
DHFETXIFEFE T TIGF-B81(10ng/mL) DFEETFTRIEFEFET T, a>7T
423V FIEMAT2 4ARMIER L, b, Za—0 U8 Y OBERE
DEHRESERT, T—21E. SEIOHIL LE-EBROFHHFRERETTT
o ¥ XTEBEF & LLEY L TPK0. 01 (StudentdtigiE) fl&. SCID 1 2 AR#%K®D
R 1e6RE S v FRUIRTG-B 1HERE S v MIB TS, S-HTEBMERED
EERREZTT, BIEHEO T O S10mEBERIOL] K RO 10mER DY) %
AWTtEO b= EBEOBREZRIE Lz, BESEZO LN S 10mmERIIC
BWLWT, 2HOBTHEEENR OGN, BIRE/N—: XHBHE, BEY/N\—.
PUIGF- B 1A 58, . BB &L LLE L TP.05 kik. SCId 1 2:E8M#E
DOXBIg6IZE5 T v FRVIMTICF-B 1IAEES v MIHITSH, EEHEOF
DM LAmMmEERIDYIFIZE TS, IREEFOBA-RHMCSTIRED K L, EEL
BHORUFICE T5HEDLZEZRIHTH S, MEIGIREFF EHRTGF-81
MIEBRERLEOBICEEZIL M o1,
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L. Claims Nos.: 12-14
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 12 to 14 pertain to methods for treatment of the human body by therapy
and thus relate to a subject matter which this International Searching
Authority is not required, under the provisions of Rule 39.1(iv) of the
Regulations under the PCT, to search.

2. |:| Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

L. |:| As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
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3. |:| As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. |:| No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest |:| The additional search fees were accompanied by the applicant’s protest and, where applicable,
the payment of a protest fee.

|:| The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

|:| No protest accompanied the payment of additional search fees.
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<Subject of search>

Claims 1, 4, 6-8, 10 and 11 relate to a therapeutic agent for central
nervous system injury which comprises a compound defined by a desired
property “a TGF-f1l inhibitor” as an active ingredient or use of the
compound for producing the agent.

Claims 1, 4, 6-8, 10 and 11 include all of the compounds having the
property. However, those compounds which are disclosed in the meaning
withinPCTArticlebarelimitedtoanextremely small part of the compounds
claimed in these claims. Therefore, it cannot be considered that these
claims are supported by the disclosure of the description in the meaning
within PCT Article 6.

Further, even though the common technical knowledge at the time of
filing the present application is taken into consideration, it 1is
impossible to specify the scope of the compound having the property
“a TGF-f1 inhibitor”. Therefore, claims 1, 4, 6-8, 10 and 11 do not
comply with the requirement of clearness under PCT Article 6.

Such being the case, the search was made on the relationship between
“a TGF-B1 inhibitor” and central nervous system injury, and also made
on a therapeutic agent for central nervous systeminjury or a therapeutic
agent for spinal cord injury comprising an anti-TGF-f1 neutralizing
antibody, which is specifically disclosed in the description, as an
active ingredient.
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