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21T 27,

PMA (phorbol 12-myristate 13-acetate) % #IBEES ng/mlICA D & D ICH
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&5 HRPNIEH (+4%FBS) (TR L. 24B5MEE L, D%, s
BB O—RETH /LI FUBMAKIBEI00 uMIZA 2 & 5 ITHEMHICHRML
. 12B5FEIEE L, BER%. THPIMERE A Stotal RNAZIE L. REMT A b
HAVTHAHINFa RIL-6DFKIRE S realtime RT-PCRTRIE L 7=, RIER
REE1ICRT,

Bl1ep, TCTI &, IFNy & /XU &, RANKLS V /U &, RUEREREIES
OWTNEERIETWARWEERL. [FFA] ZEBERBEBAERIERL
E%xAL. TIFN] XIFNy #ERI /22 &% 0. TRL] (ZRANKLS > /3%
BEEAItEACEE2TRY (H2RUBDRIBICBVWTERKTH ) .
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100 FIEE % realtime RT-PCRTHRIE L7/, AEFREH2IZTRT,

Bl2&Y, RANKLY VNV B RERIERZ &ICKY., MBEMEYA MO
v (IL-10) ORRATTET ZZ EARIN (CTERLE DELER, IFNE IFN+
RLE DELEY, RUIL-4&IL-4+RLE DLHLE)
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M i5total RNAZHIH L. PPARyY DFIFE % realtime RT-PCRTAIE L 7=, Al
ERRER3ICRT .

B3 &Y. RANKLY VIRV EEERIE/I &ICLY. PPARY DRIREN T
HET B ENRINL (CTERLEDLEE) , PPARY I&. EILERAIDFEEICH
DIRFEERMLDILRZIF T D &AL TWS GEREFFXE2) . 2Dl &
A, RANKLAMEEMRBDABEICER THIITREMENSRHINL,




WO 2014/119438 11 PCT/JP2014/051202

[0041]

[0042]

[0043]

[0044]

[0045]

B4 : RANKLSY /N0 & Qi ifinfreExn R (faikifife — o) 7R

PN iﬁ

Z1>

RERIGEERRLRT 2 REHE (LPS) Tk 2RI A. LPSORMATE
7o IELPS & FIBFICRANKL A ER I 2 Z &IC L YIIHI IS B AE M E AR,
BEHEBICIERD & 5 I21T 2 7z

SE%2188 (BE2188) o~ ABRELNSHZER (BRMERTS
) PHIREDRESIREE) AHLY H L. NeurobasalifZth (+B-27. +5%HS) T10
HEEE Lz (RANKLIERIALIERY) . 7ZAd. RANKLEUALIEEE & LT, B&EIHEB
ICHWTRANKLY VX7 B A HKERE100 ng/mLICA 3 & D ICHRM L TX 51224
PERIEE LB E M Lz, —FC. RANKLERIMLIEREE L T, BSAZIKIERET
00 wg/mUTRD L DITHRMUBEEER Lz, D% LPS (RIRE100kg/m
1) . XIZRANKLS > /RO & (#RE100 ng/ml) 2589 BNeurobasaliEh (
+N2, +1%HS) ICx# L. SHEEE L, &R, #idle~—7—TdHh
BMAP2ICx g B4tk (Sigma-Aldrich, M4403) ZRWTHREREBL, BET
1 v 1 tORBEBOIEG (REMZHREEEZRY) Z2RELL, ZOHR
ERREM4ITRT, o EEROIBMADUN L., ZEHPOYA MhAa
v (INFa RUIL-6) OREAELISAICL > TAE L, CORIERRERXS
ICR9 s

B4, TNormal] . RANKLIERTALIBEY T4 > TLPS, BSA, R URANKL%
VIRVBEDOWThBERIETWARWEE%E /R L. [BSA] [IBSARTALIERE (RAN
KLIERTALIERE) TdhH > CLPSZ/EA I /8%~ L. [RANKL] (ZXRANKLREIALIE
BTHo>TILPSZEBRI /8%~ L. TRANKL simu] (ZRANKLIERIALIEEET
3> CLPS& FEIRFICRANKLA ER S B/ E T,

4 &Y. LPSORMABTICRANKLZER X B /213 E&. KR ULPS & ERFICRANKL
EERIELIBEAOEAICE VT, LPSIC L 2SR G I NG Z &N
T~ENT (BSAERANKLIZIERANKL simu& DELER)

K5, TLPS —| |ZLPSHKAIBETH Y. [LPS + ] IZLPSAIBETH B
o F7o. TRANKL —] (&, LPSALEERTICRANKLEIALIE L TWARWEETHY,. [R
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[0046]

[0047]

[0048]

[0049]

[0050]

[0051]

ANKL 10] 110 ng/mlDiERE CRANKLETALIE L /=35 T4 > T. [RANKL 100 i&
100 ng/mlDEE CRANKLBTALIE L/-BETH 5,

5&Y. LPSORNMBICRANKLZ EBR X H/2iga., LPSICLBH A1 bAA Y
DEEIFIINE I ENRINT,

EHEBIS - RANKLY >/ 0 B iR iR (REEMN R R AR S ImIEEmR)

LPSIC& » TRERIGHERI NI 07 7 — IV EEISHA THZMIE %
BEYT DI EICL 2R A. RANKLY VRV BEZERI TR &ICELY
HHEENEDENZRANTc, BEERNICIRD LD ICIT o7,

EHEFIT EERICTHPIMEAZ 707 7 —JIC b I /2%, 5%, RAN
KL /808 (BBE10 ng/ml) #E%8F Y bNeurobasaligtth (+N2, +1%HS
) ICARH L, 24BEREEE L, TO%R. LPSEKIBEI0 ng/mUCARD & D ICHK
MU CUREEEL. BEROEM (/07 7 —JIBEEH) ZEUNLE
o —HT. % (FR%) 16~18HEDOY Y ZREH, SEEMHEMEAERY
H L. Neurobasaligtth (+B27, +5%HS) A TI4EEEEL, TDE.
DEMAE, v /07 7 —VEEEMICKH L TABEEE L, EE%R.
B~ —Hh—THIMP2ICH T 2K EzAVWTRERE L. SRREFIY
DEBEDEIE (BREFHEBMEEEZTRYT) ZRAE L, BRERGIIRT,

6, [Normal] (v 07 7 —VEEEh% AT 2EIC, LPSKURA
NKL& RO BOWIFNEERI AN > /284~ 0L, [LPS] [EXFRAE DR
ICLPSOH & VER S /2B %~ L. [RANKL+LPS] (FEXEASLDRRICRANKL & UL
PSOBmAEZIERIELEEZTRT,

6&Y., LPSICL » THERIBIERINAT I/ OT 7 —VIEEEMAT
IR Z BB T 5 Z & IS & 2R MRRSE A, RANKLY NV BZFREH 2
CEICEYMEIIND Z EARINA (LPSERANKL+LPSE DLEES)

EEf6 : OPG/ v 2 7 b & BIEFRHNH]

OPGH > /XU &ElE. RANKLZ VRV E (JVAVR) OWbwaE &Y ZHE
ELT. RANKLZ VIRV BEDEDZBHRTH HRANKY /0B T 5, RA
NKLE > /SO B DOPGH » /N7 BICR T A M. RANKLS /37 B DRANKS
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[0052]

[0053]

[0054]

[0055]

VIRV BICRT ALY ER/WH. 0P6H /XU EICK YRANKLY >/
JEOEESIHEII NS, LEA>T, PG/ vy o7 NEINAKREBICBEWT
i&. RANKLS > /R0 B DHEEEILTIET %, £ I T, RANKLY > /30 E A MR M
BOBFHIBLAOY A IG5 ZA2HEE, OPG/ v I 77 MO RERVWTHEN
o EFEMICIERDL S ICT o7,

BFERT DR (C57BL6/J) RUOPG/ v oI 7o bR (HAILT) IIH
LT, BERAZAVTABNICKENIMEZREI L, EFRMICIK. B4
FERD S F M4 OV REFEENNEIIRICHEA LERRINENIR % —@MEICET
B/, EMEAFKEDNSSDRICERREINMYRE, MREEERIEL
o RIMEFEEMNOIHRICAKHZEY H L. bregmah HFEIKICT. 4, 0.7, RV
0 mOMNEICE TS, ENEBDRCEMRET2 =TI FZER L. ZUA
%Zcresyl violetTHRE L7, cresyl violetRBEMNDEEZMIEEER (
WEERAL) & L. FRRRNICLYNEEERRBOEIEEZ RO, BREZE7 IR
ERS
[#01]
MEEmEORE= ( [ERAIKERE] — ( [(MNMEEAIeEmE] — [KIFsE
miE] ) S EERIKEE) X100

BI7 &Y. RANKLY VIRV BDREEENTTEL TWB0PG/ vy IV FPU RT IR
(OPG—7~) Ti&., BHERT IR (WT) ICHEART, KEMBICHE U SNEER
BN IWCENRIN, TDI &I, RANKLY > /R0 EHREE % 0H T 5
lEETRT D,

EHEFI7 : RANKLY /RO EDIXNERNIESICE 58
SEFELARNDIES)

RANKLS > /R B DIKRERIRS A, MEMRDOEFERMAOY 1 ICE5 X 2%
BAFEAR, BEMICITROL D ICITo 72,

FAERT DR (C57BL6/J) 1Cx LT, Ehefl 6 & BARICHKE MERL % F 4
trc, ROEMFEENSTONRIC. BRAEZIMYBRE, MREFERIE
foo BMERRIFEED ST, 2405FEK. RUMBRFREEIC. 21 LORANKLY >
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[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

INOEBR (2.5 ng/ w |DBETRANKLY /0 BA22ET 5 ATINESEER (
aCSF) ) %, FEFC L YKERICHRS Ui, BIMEPAFEED ST205R% I
HELYH L. bregma™ 50 mOMNEBEICH TS, ERHORVCERES 220
OB AER L. YK Zcresyl violet TRE L, ZREBRREICETVT
. RS 6 EERICKEBERROEIEZ KD, BREZE8ICRT,

8 &Y. RANKLY v /N7 E3EHGEF (aCSF) ICLERT, RANKLS /N &
58 (RANKL(75 min)) ICHWVWTIE, BEMBEICE U DHEEEBEHN NI L
CEDNREINS, ThADE, RANKLY VRV BRSICLYEREIEITES
ENRINT,

£ 8 : RANKLY > /89 B DX L5 (- & BIEFINE (F MBI R4S
SEFEILA LI EEDIRS)

RE MERGIFEE 4 IEERI LA EIRBEICRANKLY v/ BAHBE L TH, ERE
METED2HOELEAR, BEAMICIE. RANKLY /R ERBDIRE %, &
MERRIFEE D HABFEER. 24B5E1%. R U4BBFERICT O UIAEERH 7 &F
BRICIT o e BRZB9ICRT,

9 &Y., EMEMFEEZRIFEZIBEICRANKLY /N0 BEZRESLTH.
BRI AMGITE D &I NSz (aCSFERANKL(4 hr) & DEEE)

EHEFIO : RANKLY > /8 B DX §5ICL B
BRI _FER B DI

RE MERGIFEE 4 IEERI LA EIRBEICRANKLY v/ BAHBE L TH, ERE
METED2HOELEAR, BEAMICIE. RANKLY /R ERBDIRE %, &
MERRIFEE D SOBFEE. 24B5E1%. R U4BBFRERICIT O UIAEERH 7 &F
BRICIT o7, f8R%ZM1 0ICTRT,

104&Y, EMERAFEEROREIFBEICRANKLY VN7 EZ/ELTH
. BRAHTES &M RI N (aCSFERANKL(6 hr) & DLEE)

1 O : RANKLEZ T8 510 & 2 IBFRHEI (FRIMBRAT F 4 43R R L IR
B DES)

RANKLS /IR B DR SEANE T TH->TH. EREZNFTEEH0EL %
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[0062]

AR, EFEMICIE, EMEMIFRED S4ER%K. 1205@E%. 2485FH1%%. 3685
Bk, 48BFREI&. RUGOEE&IC, Sug/mlDIRETRANKLY VN0 E%E2H
g BPBS 200 u L= EEBO—EFTO K TICES T UL, RHEFI 7 & BRRIC
Tof. BRZE1 1ILRT,

BI11&Y, RAKLZE THELTH, BEZMFITITZ I EARIN,
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s5RIA1]
[553K1R2]
[553KIR3]

[553K1R4]

[E53KIR5]

[E53KIR6]

[553KIR7]

[53K1R8]

fa R D&
RANKLSY VIR B EF T 5BEREEDOFTHXITAEREE,
BEMRBIEETHIHEKRE 1 ILBHROFHITEERAEE,
BEMRBIMEE, OHIFE, MEE. BEE. TREYBIREE
fE. ROV ERTHNBROMEEEIC L 2HEELH S DB L YER
INZDAKEBHTRETHBHEKRET XIF 2 ICEEHD FHXIEEER
EZ,
RANKLS > /R E A TEE (o) ICEEBET 29 NI ERUTER (f) IS
EREHTIIVNIENLAZBELYBRINGDVDAGCEE1ETHD
BRIE1~3OVWTIANCERHOFHXITEEREE :

(e) BEABESIXIFAIRIND T I/ BERIINLAZ Y VIV E,
(f) BESUESIXIFAIRIND T I/ BRERT) &85% L EDE—14E%
BT57I/BEIMNSAY, BHORANKSY VNV ERFEEMHAEAET S

yIRYE,

RANKL# > /X B W ELHBESINIZAICRINDE 7 X/ BEEIN SRS
NP ETHDEKRELICGEBOFHXILEERES,
ETi%E5H. BBRESH. XITBEHRIEEFTHDIEKRE1I~5D
WINMMIEERD FHXILEERES,
BEMEREOFHXIAEBEICSWTHERINS2HD, RANKLS /X
78,
BERE1~60OVWThNCREDFHUSEERERS, EEMEKR
BEEULIEELRRBARET DAREML’ D I2BRAEICEST DT
EEBET D, BEMREBOFHXISEERGE,



1/8

WO 2014/119438 PCT/JP2014/051202

[Ed1]

TNFa

012 .
0.1

0.08 -
0.06
0.04

Relative expression

002

FFA IEN4FFA  IFN+RL+FFA

IL-6

0.1
D08 -

0.04

Relative expression

0.02

FFA IFN+FFA  IFN+RL4FFA



2/8

WO 2014/119438 PCT/JP2014/051202

2]

25
s 2
“ %
& 1
@
a
2
s
S8
@
o
RL BN O IFN+RL H4 H-4RL
[53]
10 "
*
2 1

ive expression
(g

»

Relat
Fnd




WO 2014/119438

[2d4]

MAP2 immunofluoscences (% area)

=
g

»
<

B
T

N
<

o

3/8

PCT/JP2014/051202

LPS 10 ug/ml RANKL 100 ng/ml

- *
—— I
\
«‘& Qa"v. \sly \“\0
° & &
&




WO 2014/119438

[E45]
500-

4/8

PCT/JP2014/051202

#
400 T
E #
B 3001 i
il
S 200-
Z
100-
0-+—smp— T T T T
LPS - -  + o+ o+
RANKL — 100 — 10 100 (ng/ml)
1000-
800+
E 600-
g -
© 400- x
I -
200+
0 I ] ) I 1
LPS - - 4+ o+ 4+
RANKL — 100 — 10 100 (ng/ml)



WO 2014/119438

[E6]

pixel/field

=

NEEEHEOEE (%)

2000-

1500+

1000-

500-

5/8

PCT/JP2014/051202

1.4

0.7 0 -0.7 -1.4
Distance from bregma (mm)

1 WT
3 opG™”



WO 2014/119438

(28]

EZERBROIS (%)

[E9]

NEEEBOIE (%)

6/8

PCT/JP2014/051202

RANKL icv 2.5 ng/ul, icv (2 pl)

80+ .
o _agper
° "m
40- :i;
20-
[ |
0 . .
aCSF RANKL (75 min)
00+ [ aCSF
[ RANKL (4 hr)
80+
< T
. T
604 L T T T
40 | T T
20-
0
1.4 0.7 0 -0.7 -1.4

Distance from Bregma (mm)



7/8

WO 2014/119438 PCT/JP2014/051202
[E10]
fo\; 100 - ] aCSF
~ RANKL 6 hrs
a 0 T
0 l B T
S 01 I
ik r
I 40 - T . -
i "
EE’-( 20 -
E:% ) :::::: :::::: ::::::
0 ' ' I.._ I-...
R N

Distance from Bregma (mm)



8/8

WO 2014/119438 PCT/JP2014/051202

[E211]
] aCSF
RANKL

o
(=]
}

o
o
[ |
—
—
—
—

=
o
1
B o
—
—

N
=
1

NEEEBROES (%)

o
k

S NN

7
0
25
7

Distance from Bregma (mm)



INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2014/051202

A. CLASSIFICATION OF SUBJECT MATTER
A61K38/00(2006.01)i, A61P9/00(2006.01)i, A61PS/10(2006.01)1i, A61P11/00
(2006.01)i, A61P13/12(2006.01)i, CO7K14/47(2006.01)n

According to International Patent Classification (IPC) or to both national classification and [PC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
A61K38/00, A61P9/00, A61P9/10, A61P11/00, RA61P13/12, CO7K14/47

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Jitsuyo Shinan Koho 1922-1996 Jitsuyo Shinan Toroku Koho 1996-2014
Kokai Jitsuyo Shinan Koho 1971-2014 Toroku Jitsuyo Shinan Koho 1994-2014

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
CAplus/REGISTRY/MEDLINE/EMBASE/BIOSIS (STN),
JSTPlus/JMEDPlus/JST7580 (JDreamIII)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X ZHAO,Z. et al, Effect of RANKL on 1-7
transplantation of bone marrow mesenchymal stem
cells after cerebral ischemia in adult rats,
Chin J Exp Surg, 2008, Vol.25, No.1l0, p.1289-
1291, entire text, particularly, Abstract

X SAKAI,N. et al, Receptor activator of nuclear 1,2,4-7
A factor-xB ligand (RANKL) protects against 3
hepatic ischemia/reperfusion injury in mice,
Hepatology, 2012, Vol.55, No.3, p.888-97,
entire text, particularly, Abstract

X MARUYAMA, K. et al, Receptor activator of NF- 7
Y kappa B ligand and osteoprotegerin regulate 1-6
proinflammatory cytokine production in mice,
J Immunol, 2006, Vol.177, No.6, p.3799-805,
entire text, particularly, Abstract

Further documents are listed in the continuation of Box C. I:l See patent family annex.
* Special categories of cited documents: “T”  later document published after the international filing date or priority
“A”  document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand

to be of particular relevance the principle or theory undetlying the invention
“E” earlier application or patent but published on or after the international “X”  document of particular relevance; the claimed invention cannot be

filing date considered novel or cannot be considered to involve an inventive
“L”  document which may throw doubts on priotity claim(s) or which is step when the document is taken alone

cited to establish the publication date of another citation or other “Y”  document of particular relevance; the claimed invention cannot be

special reason (as specified) considered to involve an inventive step when the document is
“0”  document referring to an oral disclosure, use, exhibition or other means combined with one or more other such documents, such combination
“P”  document published prior to the international filing date but later than being obvious to a person skilled in the art

the priority date claimed “&” document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report

24 March, 2014 (24.03.14) 01 April, 2014 (01.04.14)
Name and mailing address of the [SA/ Authorized officer

Japanese Patent Office
Facsimile No Telephone No.

Form PCT/ISA/210 (second sheet) (July 2009)



INTERNATIONAL SEARCH REPORT International application No.

PCT/JP2014/051202

C (Continuation).

DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

Y
A

WO 2008/146753 Al (Mitsubishi Tanabe Pharma
Corp.),

04 December 2008 (04.12.2008),

entire text; particularly, paragraphs [0003] to
[0006]

& US 2010/0179157 Al & EP 2154135 Al

& CN 101679367 A & KR 10-2010-0022080 A

ZHAO,Yi. et al, Activation of cerebral
peroxisome proliferator-activated receptors
gamma promotes neuroprotection by attenuation
of neuronal cyclooxygenase—2 overexpression
after focal cerebral ischemia in rats, The
FASEB Jjournal, 2006, Vol.20, p.1162-1175,
entire text

SHIMAMURA, N. et al, "Nokosoku ni Okeru OPG/
RANKL/RANK-kei no Kino Kaimei", Anti Aging Sci,
10 December 2013 (10.12.2013), wvol.5, no.3,
page 219, entire text

1-6
7

Form PCT/ISA/210 (continuation of second sheet) (July 2009)




INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2014/051202

Box No. 11 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.: 8

because they relate to subject matter not required to be searched by this Authority, namely:
Claim 8 involves "a diagnostic method practiced on the human body or animal

body".

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. 111 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. I:I As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. |:| As only some of the required additional search fees were timely paid by the applicant, this intemational search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. I:I 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.

I:I 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.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)



EHERRERS EHERiESES PCT/JP2014/051202

A, RAORETIHHONE (BBREFSE (1PC)) o |
Int.Cl. A61K38/00(2006.01)i, A61P9/00(2006.01)i, A61P9/10(2006.01)1;, A61P11/00(2006.01)1,
A61P13/12(2006.01)i, C07K14/47(2006. 01)n : .

B. HFAEERIToSE

SEE R e (RS E (150
Int.Cl.  A61K38/00, A61P9/OO{ A61P9/10, A61P11/00, A61P13/12, C07K14/47>

%¢@§HU%®§HTﬁE%ﬁOt“§

aihé%@
AAEERHEAR 1922—19964
BAREABRERHEAR 1971—201 44
BARAEEAFERGAR 1996—-2014%
BAERBRERFTEAR 1994—20144%4

E%%ﬁfﬁﬁbtﬁ%?*ﬁ&_l(f“?ﬁﬁx®$%\%ﬁmﬁﬁbtﬁ%
.CAp1us/REGISTRY/MEDLINE/EMBASE/BIOSIS(STN), JSTPlus/JMEDPlus/JST7580 (JDreamIII)

C. BES5ERBOLNDUM

B| F STk , _ I EBE AT RS
VhFTY—% . SRk &U—%@%%ﬁ%ﬁ?ék%m>%D%ETééﬁwiﬁ HRENES
X ZHAO, Z. et-al, Effect of RANKL‘on transplantation of bone marrow| 1-7

mesenchymal stem cells after cerebral ischemia in adult rats,
Chin J Exp Surg, 2008, Vol. 25, No 10, p.1289-1291
'/\3E 2. Abstract

SAKAI,N. et al, Réceptof’activator of nuclear factor-«B ligand| 1,2, 4-7

X
A (RANKL) protects against hepatic 1schem1a/reperfu31on injury inf| 3
mice, Hepatology, 2012, Vol.55, No. 3 p. 888-97
&3, HFIZ, Abstract
|B ooz b xmmsESn TS, O AFU LTy U BT AR E B,
* . B AXIRON T Y — |  DROBIARS N XR -
Al B %@@&5iﬁfik< —REIET KRR TT) ERHER XEEE R BIZARENITRTH - T
Ho ’ _ mﬁ&%ETé%®Tit< ORI ER
rEJ@@ﬁﬁEm@&ﬁiti%ﬁf&é# EPERHRE B DOBEDT-DIZEIATEHD
PIglzaRENTZLD | (X BICEEDOH DL TH > T, BELROLTIHH
ML) EAHETRIC &%%&t?éiﬁﬂi@@iﬁ@% DFREXITESER N EEZ HNAED
EEL<M@@%%&@$%%4T6LbK%ﬁ?‘fYJﬁ ZBEEDH BT TH - T, M LEhEftho 1 8L
HXEk (EREAT) EOXERE D, HEFIZL>THARATHIESEIC
O] NEA L AR, A, BREIZEAT AR Lo THBERRNEZZBENBHD
Tp) ERHBERAIT, »OREEOEIROEML RHME &) RA—72 77 IV —#k
EREELET LA - ERTEARE D5 %A |
o 24. 03. 2014 » . 01. 04. 2014
AR DA TR Ul T 5 | mETEEE EROHZME) 0 | 4U| 3842
AAERHT (ISA/]P) B Fe
HEE2100—-8915 = : '
ARATRERESM=TH4E3% BEES 03-3581-1101 MK 34309

ﬁﬁPCT/IsA/zlo(%2&~V)(2oo9¢7ﬁ)



ERR AR EeitiEBS PCT/JP2014,051202

C (Ex) . BhETIEIRHLADXHR

SR ICERD £ SE
HF DY —% BIF kg RUO—EOEFFPEET S L&k, ZOBETZEROXRT WREOES
X MARUYAMA;K. et al, Receptor activator of NF-kappa B ligand and
Y. Josteoprotegerin regulate proinflammatory cytokine production in | 1-6

[mice, J Immunol, 2006, Vol.177, No.6, p.3799-805
23, #iZ. Abstract

Y WO 2008/146753 Al (M0 =ZERUSKENE4E) 2008 12. 04, 1-6
A 23, Fiz, By [0003]-[0006]
1& US 2010/0179157 Al & EP 2154135 Al & CN -101679367 A
& KR 10~2010-0022080 A
A ZHAO, Yi. et al, Activation of cerebral peroxisome 1-7

proliferator-activated receptors gamma promotes
neuroprotection by attenuation of neuronal cyclooxygenase—2
overexpression after focal cerebral ischemia in rats, The FASEB
Journal, 2006, Vol.20, p.1162-1175

508 '

P, X |SHIMAMURA,N. et al, PMIEZEIZ351F % OPG/RANKL/RANK & OHgEefzrr; | 1-7
Anti Aging Sci, 2013.12.10, Vol.5, No.3, p.219

BRPCT,/I1SA/210 (B2R—UDfHEx) (20094 7H)




EERRERE EHERLEES PCT/JP2014/051202

BOM FROBEO—MOFENTERVELEDER (F1—VD208%)

HEESAEIE (PCTITEQ) (1) OEERCLY. ZOEBRAEREIIROEBIZ LV BROUEDO—IHIC SV THE
L2 h o T, ‘
1. 7 3kE 8 : I, ZOEE ﬁﬁ%ﬁéiﬂnﬁﬁ%'é’é k%gbfotb‘ﬁ%u{;ﬁé’ﬁ@fﬁ)é
Oi@ '
Zﬂ%ifAWXi@%ww W5kl &8 aTé%@T%é

2. [T KA L AERELEREEZEZTLZ k#f%é&?if%mwgﬁ%ﬁtbfw
BVCERHBEOBSIZRDLEDTHD, 2ED,

3. 7 #RE . R ﬁ@ﬁ@f%ofPCTﬁ%ﬁM@@%ZK&U%&%M%E
- TRHREBIN TR,

BIM RHOE—EARI LTINS L XOER (B 1~2—U0 3 01x)

RIZIE~D &5 ZOERHBICZU EORAR S 2 & 2 OERATHEIZRD .

I(l

1. 02 M%A#ZE&LMﬁE$ﬁﬂ%TAT%%Wﬂ%HLt@T I OEBRREREL. $TO

TR 2 HR
Bz WA L, |

2. ™ EM%ﬁiﬁﬂ%%*Téi?%ﬁ<‘7&T®%§T EREREIC OV THET 5 &mf%t@f BN
EFHROMMS 2RO 2o T,

3. [ HEARLEREMBEFEE L —H0% LSRRI Lo 0T, ZoEREESS L. FRHOM
HOBHo R RORRADH OV TR L.

4. = mﬁA#ZEKEMW§$ﬁﬂ%%ﬁWKMHLﬁmotmﬁ;:@@%%Eﬁ%m EROBHEO BN TE
SN TV BHEAITHR D ROFERIBEIZOWTHER L7z, :

BIMAEFHEBORBORICIIETIEER o
[ ENREFEBRD, ZSTEEAITE. BBRPIFEBOMTEIZ, HBEANLBRBB I TRH o,
" AMAEREEOMS & HITHBA»DBFEBH T THEH o720, BREBP IR HNASEICTR LRI
RIzXhbhznro iz, ’ ’

[ ENREEEEEOMMIIH 7228, BEBRIL T o7,

BAPCT/ISA/210 (F1_—V0fE (2) ) (2009%7H)




