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[0001]

[0002]

[0003]

[0004]

[0005]

Bl =
FEADEH - FHERIT RENRY
T 5

AFRIE. BHERIGIRERY R OHEREIET 27-DDEMRD DR
SV -V THEEFICET 5,

BRI

MEMRICIE. SRBHOBEKICLZ2E0 (BEMEHER) . EHHEOE
BEILL2H0 (MBRREFZE  REBOBALE VKEBEETHEDETIC
£2E0 (EAMGER SH/TLNTHSY. HIL. TEPTE. BiFEH
DETIZ. HGERLVOEELERAD 1 DTHBEINTWDS, FEHEMREIC
JYU. HMENBPTIZEHIC. BABBMTLTLED 2 &AL, RICHEEHE
IKBWTIE, TECABICL 2BAUTHERIIEREOOEMRICELIEER
RETHZDN., TOREFBITTDICHON TG, BEROHEISEE
nTWa (FErak1) .

TOM, FERBIE. A N, 2704 RRE0ER., RO RES.
- OHREMERR, BUBRERA. BMITRER. BEOTE. D DRAEDREH
KEE BRAREBERICLYSIZRIINBZZENMMONTSY., BELOKX
TABEER>TVWS, BICNMICHE D BEMRTHD YN IRZT (MEmtt
FARBTSEE) &, SEMEMRICBITZ2EEREEDRED 1 DTH S,

FLEINFEFTICCXCL10 (C—X—C motif chemok.i
ne |igand 10) IIRTIMEN Vo<F. BEUHKREBE 7
O—, ERERMEAHEERAEODEERE LTRSS TWSY, HERE
IR L TOEBICOWTIRE S TWLWaW,

FoATHAT SRR

ST SRR

REFER] : 4FBE2019-094 30884
RIPOBE
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[0006]

[0007]

[0008]

FALFERLELD & 2FE
BEMmINEIRERMARB T 52FBEET D, £/, FEREMEDIK
BOBBEXEFHEERDZIRET I EEFED1 DTHB, . HE
BEIEIT 2/ODBMRDDRAY ) —ZV T HEZRBTE & HFED
1D2CThHsb,
R ERRT BIODFE
AFEPEESIE, YOVRADTREXFTATEET D2 &ICLY,. BEERFT
HBKLF15 (V)ayRIUVFRERF15) OEGFRIESERICENT 2
CEERHE L, ISIKKREBPELIE. FHELUHERBETILI Y ADERK
BRUORHCMEGERREDERGORBNESFREBAN S, TEHA
YTHBCXCLIOZREL., AEMEICLIYCXCL 1 ODHEIREHIEM
352&. KLFTBRIETIVATIE, FEMEICEZCXCL 1 O0ODRIRE
OIEMAMFEINBZ I EE2REL. ILHIKRREZER,
FAFEPBELIE, HBEC a2+ Fv RIVEEFZTIRIRETSZ &
ICk>TH, CXCLT1ODREENEMTEZIEEZRHL, SSICHRE
B,
AR, BIAEUTOBEICEROTEELETET 5,
g1,
CXCL 1 ORBUEF =BMHS & T 5. FHERHEIGRER.
g2,
CXCL1OMEREEMRDET S, B 1 ICEEE O EREIH AR,
153,
CXCL1O0ODHMRAEEMMSET S, IH1 XL 2 ICERBMOHEMEIDH
FRAERHD.
=
TRPV2DESHEBWNS & T 5. FHEREIGRER.
155,
CXCL 1 ORBEIMFIFEBMRDS & T 2. BEREMIKEDBEXILTF
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[0009]

[0010]

B FRHRE A

5 6.
CXCL1OMBEERNZEMINDET 2. EOICRHOHEREH IKRRDA
BT B R A,

B\7.

CXCL1O0ODHMINGEEBMMIET S, IHE X6 ICEEHOMERE
> R BOEEXIE T B AR,

158,
TRPV2DFEMCFEEMKD ET D, HEMBEEME D EBOBEXIL T
FRAERHD.

159,
BERPERHOBERTH S, H1~80WVWThMTERERDHEK.
1510,
CXCL1OBEFORREORDZEBEET D, HEBEZIH T 2600
BIRDDRAY ) —=> T HE,

FEA DR
BERIHBERMIREINS, $h. HEBENH T 2DDOERR
DORY) ==V THEIREI NS,

B DR & 7R A

[R1-1]HER TV ARIEERHHENKLF 1 5REYIROARHFEICEL S
CXCL1OMDHREE, FTREEICLZKLF150XREE. RUHHES
EEDELETT,

[1-2]¥ 7REEEELLBEICHITACXCLIODRRELART .
[BN-3]fBBEICHITDEMICELZECXCLTI ODRIREDLERERETT,
[1-4]KLF 1 5B RRHMICHIIZCXCLIODRREETRT,
[H2] R EMEIC L DHEMR T E S XFHDEERLETRT,

[BB3le S ABRBEREERT,

[B4-11LEEC a 2+ F v RIVBEAEERSICLZCXCL 1 ODRBEEDEL
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AN I
[K4-2]TRPV2F v RXIVHEEKSICLZ2CXCL 1 0DHRREDEL%E
=Y,

[E5-1IMREAC a2+F L — hEEFEICLBCXCL 1 ODRREOE/LER
ERS

[E5-2]#FENC a2+F L — hEEFEILLBCXCL 1 ONRREOE/LER
ERS

[B5-310 7/ Vv SREEEERSICLBCXCL T ODRREDE(LLER
ERS

[6]TRPV2F v RIEEZE, RUCTRPV2F v RIEHEEEESICE
2CXCL1O0ODHRREDEILZTT,
FAEERET 57-HDIEE
[0011] LR, ABERIKEEINDREZMPREICOWVWT, I SHICFHFMICEHRRAT %,
[0012] ARATICTEIN2HEMINFEIAMESMIE. CXCL10 (C—X-C

motif chemokine |ligand 10) OXRINFHF%=S
ATWTEHE LW,

. AETRICESINZHEEIFIAMERDIE. TRPV2 (Tran
sient receptor potential cation ch
annel subfamily V member?2) OEMHLLFESA
TWTH L,

BB, INSOBMHDIF. 1EERTXIZ2EBULEZHAEDETHW
52 ENTES,

REPEMZICEWVT, IhSOFERNFEIAERME [ABRROHEREIF
AR &RET DI EDDH B,

[0013] CXCL10 (IP=10&3#MIND) IICXCRIZEBKIHEELT
TOEMENNRERIETZCXCHIEAAVT7IY)—DI1ETHY., |
FN—yICRELTHE NSOGB INDZENMHREINTVWS, CXCL1
Ok, BIxIE, Bk, vr/0O77—Y, THEE. NKHE. SRERSEDE
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[0014]

[0015]

[0016]

[0017]

[0018]

[0019]

et s MEREHEEOERZETEZ SO TWS,

CXCL1OERBIMHEHHF&ELTIEZ, CXCL 1 OEEREIFRIND,
CXCL1OMEEHELTIE, CXCL1ODEMARETZRY., HHICIR
EINRL,

CXCL1OMHEEFELTIE, flxiE, CXCL 1 0DHIMMAEZEHIZE
Fohad, CXCL1ODHMIAELTIE, CXCL1OIKEAL., CK
CL1OMDEMZMEET 2MAETHZRYFFICREI N,

CKCL1OMDZEMEEI. HlAlE. CXCL10ICL>THEEINSBE
M ZRET 2N %ZAMIT 2 &ICLYHERINDS,

CXCL1ODHMmAEIE. mRETH>THLL, RHMDOHETHEHEL
TeEDTH->THLL,

mlRGEE LTI, MAB466 (R&D Systems#s) ZA6R
Thd,

F7/. CXCL1OREEH (CXCL 1 OFRBEIHIF) (&, CXCL10
BETORBELZMFETEIEICELY., CXCLT1ODEMABEETZI &N
HEEARBAFTHo>THLV., TOLIABEOFELTE. HlaE C
XCL10%ZI—RIBRYXIVLAFREENELAETFEVZH, siR
NA. miRNA, shRNA, XIFINLEEBONRI S —FINEIFLN D, B FHRR
i, BERMOFICEWTANOAEICK YRIN S,

KLF 15k AEMEFICL > CGEGFRENERICENT 2HBERFT
Hd, BBTZ2EREFICRTEY., KLF1E5RBYIRATIE, CXCL1
O DHEBEMAEIINZZE&NS, KLF15E, CXCL1ODHRRA
FHT2RFTHDEHRIND, 2OZEMD, CXCL 1 OEEAIE.
KLF15BGFORREMETII&ICEY., CXCL1ODFEMEREE
TEHIENFARAGKBOFTFTHo>THLWL, ZOL D BRES T & LTI,
BZIE, KLF1520—RF2RYXVLAFREENELETVYFEY
Z#H. siRNA, miRNA, shRNA, XiZZhbaSONIH—FENESFOLNS, &
EFRRE. YEZRMOFICBVWTRANOBAEICLIYERINS,
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[0020]

[0021]

[0022]

[0023]

[0024]

[0025]

[0026]

[0027]

RE, ARTOBHEEIFIEERDIE. CXCL10DSRAKTHS, C
XCR3IDFZVHATZAMEELEDTH>TH L,

TRPV2iE, Transient Receptor Potent |
al (TRP) Z—R=773I)—ICBT 3. AL I LAFVEREDS
WIEEIRMBA F v F vy R THBD, TRPV2IE, FIZE. EKE2E
L EDBRECHEREEBNERERBICEL Y., EHEEINdZEMbNnT
W3,

TRPV2DEMLFELTIE, TRPV2%EMHLT BRYEICRES
N,

TRPV2DEMIE, FAE, TRPV2AENLAEAILS I ALADEYIA
HERET IRNEFTMT 2 EICLYHERIND,

TRPV2ODFEMLFE LTE, BIZE. FORKI R Y7z )IKRY
VB2 -7 /ITFN, VYEKRRZ7FINLAYY, | GF—1 (Insulin-l
ike growth factor 1) \ AV FEIH—ILEHLNEIFLN B,

TRPV2ODFSLEFIZ. KA TH>THERMTH>THLL. XA
MOLRE L DOPHEENICAFAURAEDRE, BICREINRWL, &
R THZHBEICE. RHOFEFICLE>TERT D ENTE S,

AEIROBSEMREINEIBEHERYH. CXCL 1 OXRMEFRY/ XIETR
PV2DEHIFIOERERIZ. FIREINT, Hl2iF0. 01~100HF
ENDHEETHERET S ENTES, HIAIE. 0. 05~99EEST
Ho>THLW,

AETOBERIDEIAMERMIE. Lk LA-BWRDEEH. I SICHOK
DEBULIENTED, HEZMOMD & LT, EEMIHFEINSEA.
HE. RE (B EAEF, 28F. ZEE. BEF. REF. BER. &
BFl. BRIEF. ERE. MmBLEFH. ®EFH. I—FT v TEl EEK. BHM
[RIREFN G EDEDHMDERIE) ENMFIRINDE, CNOHDOHDIFE. 1788
MTRIE 2EULEMABDLETHVWD I ENTE S,

ARETROBEMRINEBERMOTEIL. BICREINT, THHEL fFHL.
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[0028]

[0029]

[0030]

[0031]

[0032]

[0033]

[0034]

REL AT EF BF. MBRE. BREL RF. ~Oo—FF. €Y —HL
BEF., TH+2F, 2K, BBH. FrFH. &KER. Sy TH, JE2F.
RAFL V=XV REL, O—23vE, T7YV-ILEEMIRIN S,

AFETOBERIDEIAERMIE. LR LABWRSE. BEBICISECTHO
RO EEMAEOETERICLYARTZENTE S,

[REMLBIRAELZLEDTIEBRWA, RAFEROCXCL 1 0RKIBIFHIF %
SUHEMRINE BEERYICENIE, CXCL 1 ORBIMEHFICLY, CXC
L1ODEEABEETZI&ICLY. BHEBEINEITZIENTE S,

T, RENLBBREZCHOTIRAVWS, XBERDOTRPV 20DEH(L
BlaSOREMNEAERMICENIE. TRPV2OEEHERICLY. TR
PV2#%&N L THEADSHIERADAILS D LDERYAHDEEI NS,
BT ZEEAICRTEY. TRPV2ANLAMBERADAIL ™Y LD
YA HHHEIINDE, CXCL 1 ODRENEMIEZENS, TRPV
2OFEMMAFICEIY. TRPV2ZEZNLAEMBRADHILY D LDEY AH
ZREL, CXCL1ODRREEZMWH TSI & T, BHEMENFITE &N
TZ %,

e LTid, WERR (BE) . FAHEH (0. FEH) MFinIhs
o FTH, RS (B THIIEHFELW,

BmEMRE LTI, BERMHER BREHERE SRREHEES IR
Ind, 1TH. BERAUEHEEITFELL. ARG/ XEREICLIYEL
DEAMGEBILYFE LW,

APHEICEWT, [RF] &iF FIAE. BFOBEERE, EEOE
HOBENANTRRAREZ VW, TRE & FIAE RO, 0
REQRE, BOEBZTEE LD ENTIRWREEZWV D,

AETOBERIDHAERMOBREES LT, BIKREINT, %57
DRROFR. FE. MR EROEE. BEFEZFICLYREIN S,

AETOHERINEIRERMOREAEE LTE, flzE, BO%S. &
CIERRO (B A (E88AR. EDAR. FRRS. RXT. BRRE. ERR. BR. BrRE)
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[0035]

[0036]

[0037]

[0038]

BEEIBETFLND,

AFEROBHEREIEI REXRYORERNRE LTE, WAEBMIEFE LW,
EhDHRET, e NEIABNTH>TH LV, RFERDIEME LTI
BZE BEREAETSAE N, XEFOHFEWHAHBE N ; HaRZT (
MEERRRRESE) #8795 b, XIEZTORWHAHZE LN ; HYR IO
1 —E0HRAMHEREETDE M XIZZORWAH D E - ; BHEREER
REMLE (ALS) FOMBRRMEGEREZETSE M XBEZORWAH D
Eh; R704 RREDRFIMHEREEZETDE M XIFZORWIHBZE
N Oy oV TERBEOADVERICL2HEREET 2L M XEZED
SEWHDHBE N ;B EREMEERRBICLIHEREE T E M. XIEZFDEW
DH3E L IEMHBRBICLIHEREEZE TS M XEZORWIHZE
b IEMERREBICL2MEMBAE TS L M, XIETOHFVWLHBE L ; 1EH
DARILEDHEBEBE TS M, XIETOHFEWHHBE L ; DDEAERE
MERICLDHEMREE TS M. XIEZTDERERWSHDE NELQRENEITFS
na,

Fr. e MNEAEME LTI FIZIERY b, REBE. EREMEE LT
FAEINIHAEBYRENMIRINDG, DL DAIEE MHAEME LT
CBIZE AX0 RO T, DY Uv. BYY YR T UTF,
YOR. Ty b S8 VevIEREFLND,

AETROHEFEIE BERMICENIE. HERENEHTZIENTES,
DI, LEHMEMIE. HEBEZMH D REODERXIEFRAD O ICIFEIC
AWRZENTES, APMSZSICEVWT, UERM%E [RBEROBENIE
FRARMEKT KRBT D&MD B,

AEROBEXIEFRHEAEMRDICOWTIE, £t Uz T/REROEERE
TR ICDWTORHELZERTEIENTES,

MEMREMEIERBE LTI, YLIRZT (IBMEHRRSEE) ; HY R
MO T4 —E0OHmEMHER ; HEBEAREE (ALS) TOHREREMNE
BEN; 7y YV TERBEOHEREN D RDBEE ; HEREHDIE -
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[0039]

[0040]

[0041]

[0042]

[0043]

[0044]

SHRMRR ; BHEREH O BUBER ; HEMREZMH D BIUFER ; HERE
EORBMDAE ; BEBEMD D OHEREDBHERENFIRINS,

ARTIZ. BHEGREZINHTIEOOBIRDORI ) —Z Vv THEEHE
29 %, XPEMEICEWT, HABAEE. [KRRTOR V) —=ZV THE]
ERBT DI ENDH B,

AKRRDAV)—=VJH%EIE. CXCL10EGTFORIREDED %I
BEFTBHIENTFELL,

CXCL1O0OEBEFORREIZ. Alxld. CXCL10EBEFEZHRT S
HMERRIC, R D ZRML. PCREZEQREICI>TRET S ENTES,
AKRRDAV ) —=VJH%EIE. CXCL 1 0EGETFARIRT HMEIC. #
B ERML, YZMEOCXCL1 0OBEGFORBEXAETDIRSE
BULIENTFFELWL,

ARTODRI ) —ZV THEIE. BBRRAERMLBWGEE &R L T,
WER D EHRINT 218581, CXCL 1 0EGFORBENED LD %
. BEREIET5O0BFYHRS E LTERTEIIREZATLTELL
o Tl RETDRY ) —Z v JH%EIE. #BRoE. CXCL10ERF
DORREEZHDIEIHS (WR) 2R LT. HREEREDOCXCL
1 0O BEBEFORREOBEIIERINLERKD %, HEREZINFT S0
DEMMDE L TRERTDIRESATVWTE L,

BAROEBHICRTEY . CXCL 1 ORRDEHF (LYEEMIZIZ, C
XCL1ODHFTAE) ICLY. BEEFHYE S XEhaE DFEEE THIHE.
FRIRHERR R D NS, XL REMRDZEINHIE, HEROIEIA TR TH D
. RETDRV ) —Z v TFEICENE, CXCL 1 OEGRFORRED
BDEEEE LT, HEREZNET2ODBEMRDDRI)—=2 793
ZENTED,

BE. APHEBICEWT 28] &k, TXKEMICALARZ] &0 TH5
5] #8595 (The term "comprising” includes "consisting essent

ially of” and "consisting of.”) . F7/. ARE=IX. ABBHEZICERBL L
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[0045]

[0046]

[0047]

[0048]

BREGEAROHAEDLEELTEET 5,

Fro. ERUAREROSEBFEICOWTHALALSERE (HE, &
B, HWEEE) F. ARRICEEINITEERBETZICHLY., EDLDIC
HAsbELONTHE LW, TAaLE, KRRICIE, KBEMZEICEEH I 54
AEDLEARARZRFEOH LW Z2HEAEDLENLRIZEIENETEEIND
=y

ARROARABTEZUTOERHZBVWTEANICEHRBYT %, LAML. AR
BRINLHICALREINSDEDTIEAWL, FERICBWT., BICERT 25EE
ERVWT. EREIASERVERRETTITI>TWD, FLBICERT 25
BEBRWVWT. %] IE TEE%] 28K %,

LEMETICT VR (. 1088) OB TRETSAF v IEF S THE
ETDIEICEY. REMEETILIIREHER L, SHEOREBRIEDE
KXY RAERBHR L. BERHERIL TEPNNIRFERTERE L, £RNA%
RNeasy Mini¥ v b (Qiagentt®) ZR\WTHIH L. Real-Time PCR system (
Applied Biosystemstt®) ZFHWTY 7ITIL S A4 LEEPCRIEZITL, Fifl
BICH 1T DRNARIR & f2AT L /=, &> FILDCXCL10, KLFISDHIRE L. A
EHIY FO—ILTHDIBADHMETHE Lz, BRE, 1 - 1IIRT

FEMT O (W) OBHREEETIE. B (IM) (C & > TCXCL10MDmRNASE
RAER (Control) &Lb® L THAMBEICEMLAE (K1 —-11 (A) ) .
—Fh. AEMEICL > TKLFISOmRNARIR AN B RBICIEIT 5 Z & AMEER I N ( (

[B1—1]1 (B)) . BREFEMKLFIGRIIEY Y X (M-KLF15K0, KLF15-f
lox® D R EMLCTf-Crev U R & DREBIC L YIERK) Tld. AENMEIC K BCXCLT
ODMRNAFSIRIEMABEZ (ICINBI S h7z (n = 6, *P < 0.05, NS; not signific
ant, 2-way ANOVA with Bonferroni post-hoc test) ( [E1—1] (A)

) o BB, BEUTYARUVEBBHREMKLFIGRIEY D RICDOWT, FT72
EEHOHBEHEESME LLE 5. BERTURATR., FFREEICE
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[0049]

[0050]

[0051]

[0052]

[0053]

Y, BEEHEENERICED LEDICH LT, ERHIFFEMKLFIBRIEYD X
Tl FTREEZT>TH, HEHEEORP IR INGL > ( ([
B1—-1]1 (C))

HEAFZEFZEHMBEREER AR E OHRHRE (BMRAFEAZREFZNR
BE EFMmEEZEER. &FH  20185F68 148, &FRES : 180059) IT&Y
. BFETFIREEEZELCERE (IM 216, EEB#:6.5 £ 3.6H)
IR L TEEME T TEBEMZTORICERBHEREZT >, Tk, BEN
D OHFFLERRIBEORETMEICH BBEHERZTL. R (Control, 227
) OEFER %S, £ MEREEB SRIROAETERNAZHE L. )T
TV A LEEPCRATCXCLIODMRNAFEIR & 8247 L7, ER%E. K1 — 21T
ERS

RENMEBECIE S BREY & L8 LT, CXCL10DmRNAFSIR AS26E LA EIC#En L 72 (
*P < 0,05, Unpaired t test) ,

NIREFOE FERHEREANEZFRTEBIME L (605K : 136, 48.2 &

10.45%. 60AL - OB, 72.7 £ 7.7m) . MEITL/, HERE, ®1 -3
=Y

60 L DB TIERMBORF & LEE L T, CXCLIODMRNARIR AV B RICIED L
7= (%P < 0.05, Unpaired t test) .

C2C12< ™ R ErEFflpa A growth medium (Dulbecco’ s modified Eagle’ s m
edium (DMEM), 10% heat-inactivated fetal bovine serum, 1% R=1) -
AMLTRTA4YY) ZAVWTA v Fax—4— (37°C, 95% air, 5% C0,)
TR L7, BEMBEEMA100%0 > 7L Ty MIELRLRIC, EEHREIIffe
rentiation medium (DMEM, 2% horse serum, 1% R=I Y- hL T hT A
V) IKEBLTHEFEE L, AHULERB L THEMRICEEICaE LR
ICRBICHEA L7, ¥ ZKLF15 cDNAZSAAIAATRET T/ D4 L R %&C2C01 265
BT IC R (MOI (multiplicity of infection, plaque-forming units pe
r cell) 30) ST, 48BFERICEUR L. RIRD T ETERRNAZHE L, Y
TPIWTNIA LEEBPCRETEMLLEREZ, 1 -4I1CRY,
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[0054]

[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

[0062]

[0063]

KLF15M @88 %R (Ad-KLF15) (& > TCXCL1OMmRNAZIR B RICIEM L 4«

(n =6, %P < 0.05, Unpaired t test)

CXCL10h #0454k (MAB466, R&D Systems) ZF7-ifNormal rat IgG (6-001-F
. R&D Systems) & F FREEMIHFIIC. ¥ 7 AANKIERIES (0. 1mg/ L)
L. 10BEOFREANIBEIT>RICER L. RESLUVBERHEESAIE
L7z, #&R%E. M2ICRT,

xfBRE¥ (Control) &LEBR L TAENMELEE (IM + IgG) Tik. BEEREP E S X
BOARELEYDEENMETT 35— T, CXCL10PFIIMAIREGEE (IM + Anti
-CXCL10) TIRAEMLICL Z2HMEER THERICHF INAL (n =10, P <0
.05, 2-way ANOVA with Bonferroni post-hoc test) .

BlR2ZICBEWTEBM LAYV RAES AFHERILTY VREL, N> T7 1 AR
BRARERIENME TR ZEKR L. HERB LA, BR%Z. B3IKTT,

xfBRE¥ (Control) &LbER L TAENMEEE (IM + IgG) T, FHRMRORED
B L CRIEMBOZRE%EEEHZ—HF T, CXCLI0PFIHnAFIEEEE (IM + Anti-C
XCL10) TIXTEMEIC & 2 ERHGFHERR IR A SRR A S S e,

C2C128h EHBRRIC IR IgfRCax F v R ILBHE R T3 % SKF-96365 (50 uM) %7
oL, 6BSRERICHAEZEUN L CRIMRD BETERNAZHE Lz, ) 7ILTIL
Y4 LEEPCRETENT LEERE, B4 —1I1IRT,

[KIHRCa2 F v RIVIHEZE DI 5 IC & > TCXCL1ODmRNAFIR B EICIEM L
7= (n =6, %P < 0.05, Unpaired t test) ,

C2C1 285 ERMARICTRPV2F v RJLFHEFE TH S Trani last (75uM) ZHOL
. OESRERICHIEZEUN L CTRIMRD AFEATERRNAZIE Lz, U FPILTILE A
LEEPCRATHENT LLEREZ, K4 —2I1IRT,

TRPV2F + RILPAER DS IT & > TCXCLTIODMRNARIRAAEEICIEM L7 (
n=26 %P < 0,05 Unpaired t test) ,

C2C128 E MR ICHERE A Ca2tF L — N EET 3 SEGTA (0. TmM) ZFRANL. 38F
B%ICHRADUR L CRIRD AETERNAEHE L, Y TILTILY A LES
PCRIETHEMT LIcER%Z. B5— 1IIRT,
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[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

[0070]

MR ACaz F L — MDD 51T & > TCXCLIOMmRNAFEIR AN E BT L 7= (
n=28 %P < 0.05 Unpaired t test) , DF Y. MFEACazF L — MEIIC &
> THIIEA DCaBEMME T 572010, MEAD SHBERANTRAT 50228
WA L. HMIBEROCaHBEMMET T2 &ICk > T, CXCLIODmMRNARIRAEE
ICIEINYG 32 2 &M RBIN,

C2C1 285 EHERTICHEREPCaz ¥ L — N EET 3 2BAPTA-AM (10 M) ZFRANL.
6RFEZ ICHIRE Z BN L TR D HFETERNAZHH Lz, Y TILTILE A L
EEBPCRATHMTLARKR%Z., BI5—2II7R7,

HIRECa ¥ L — FEDIBSIT & o TCXCL10MMRNAFIRIZZ 1L LA o f= (
n =6, NS; not significant, Unpaired t test) ,

C2C12EpEHARRIC) 77/ O Vv R BARBHER TH BDantrolene (20 uM) %K
oL, 6BSRERICHAEZEUN L CRIMRD BETERNAZHE Lz, ) 7ILTIL
Y4 LEEPCRETENT LEERE, 5 —-3ICRY, &b, VF7/IVER
HREEREREZRMT 22 EICLY. BIBEEDSHEERANDAIL Y T LOKE
PIHIX N B,

VT VSREEERDIERSIC L > TCOXCLTIOMmRNAFIR I ZE L LAt -
7= (n =9, NS; not significant, Unpaired t test) ., D F Y E/NBEEMND
HREARADDILY D LOREZHIHEI L TH, CXCLIOMmRNARIRE (C I3 RE
RIFX Mo/ &S, CXCLIODOMRNADIEMIZ, TRPV 2 (#lBafECaF
v RI) ZNLEMEADSHIEBRADAIL Y D LRABSICERT 2 &
NRBI N,

C2C1285 EHARRICTRPV2F v RILEME(LZETH HLPC (30 uM) . TRPV2F v
IWBBEZETH B Tranilast (7TbuM) ZRML. 6BFERE ICHEZ BN L TRI®
DHETERNAZIH Lize UTILTILY A LTEEPCRIETHEENT L /#ER %,
B6ICTRY (n=6),

TRPV2F + RILPAER D& 5T & > TCXCLTODMRNARIRA AR ICIEI L 2D
I LT, TRPV2F v RJLIEMIL R TH ZLPCOKR S IC & > TCXCLTOMDmRNAFE
WEAEADT B EMNHEERIN,
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s5RIA1]
[553K1R2]

[553KIR3]

[55K1R4]
[E53KIR5]

[E53KIR6]

[553KIR7]

[53K1R8]

55 KIR9]

[55K1R10]

sR K D&
CXCL 1 ORBUEF =BMHS & T 5. FHERHEIGRER.
CXCL1OMEREEMERDET 2. BRE 1 ICEHOHEMRBINE
FRAERHD.
CXCL1OOHMNIMFEEBEMMAET S, BHKIE 1 XIE 2 ICHRED
FRZE BN FAAE AR,
TRPV2DESHEBWNS & T 5. FHEREIGRER.
CXCL 1 ORRIFFEBVNDET 5. HEMHEMD KEBDER
X 13 F B FRHE B
CXCL1OMEREEMMDE T 2ERKIES ICBBROHBEMREEMD
KRB DEENILT B BHERY.
CXCL1OOHNIMFEEBEMMSET 5. BEKIEL XIE 6 ICHED
FRENEE M D RROEENIET M RERY.
TRPV2DFEMCFEEMKDET D, HEMHEEME D ERDEENX
1T 5 AR,
BERPERBOBERTH D, BFRE1~8DOVThHICEEHOME
o778
CXCL1OBETFORREORVZBEELT D, HEBEIH T2
TeODBMEDDRY ) —=> T hHiE,
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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:

Document 1: WU, C. et al., Identification of genes that elicit disuse muscle atrophy via the transcription factors p. 50
and Bcl-3, PLoS One, 2011, 6(1), e16171, pp. 1-9, doi : 10.1371/journal.pone.0016171

(abstract, "Quantitative real-time PCR of selected atrophy genes” section, “Discussion” section, second paragraph
from the bottom, fig. 1N)

Document 2: HUNTER, R. B. et al., Disruption of either the Nfkb1 or the Bcl3 gene inhibits skeletal muscle atrophy,
J Clin Invest., 2004, 114(10), pp. 1504-1511, doi : 10.1172/JCI21696 (abstract, fig. 3-6)

Document 1 describes the identification of genes that elicit disuse muscle atrophy via the transcription factors
p50 and Bcl-3 (title). The knockout of the gene encoding Bcl-3, which is a p50 or NF-xB co-transactivating factor,
inactivates disuse muscle atrophy. Therefore, it is indicated that these are NF-xB factors necessary for disuse muscle
atrophy, that Nfkb1 (gene encoding p50) and Bcl-3 deficient mice were used to identify the genes necessary for
causing disuse muscle atrophy, and that among these genes, seven genes containing Cxcl10 (IP-10) were identified
as direct targets of Bcl-3 in unloaded muscles (abstract).

Specifically, it is shown that 14 genes containing Cxcl10 did not show upregulation in unloaded muscles in
Bcl3-/- and Nfkb1-/- mice as compared to unloaded muscles in wild mice (the "Quantitativereal-time PCR of
selected atrophy genes" section, fig. 1N).

Furthermore, document 1 describes that IP-10 (CXCL10) possibly has a role as an immunomodulatory gene in
disuse muscle atrophy (second paragraph from the bottom on the "Discussion" page).

Document 2 (which is cited by document 1) indicates that disruption of either the Nfkb1 or the Bcl3 gene inhibits
skeletal muscle atrophy (abstract, fig. 3-6).

The inhibition of the expression of the p50 or Bcl-3 gene described in documents 1 and 2 corresponds to the
inhibition of expression of CXCL10, in view of document 1.

The claims are classified into the following two inventions.
(Invention 1: CXCL10) Claims 1-3, 5-7, 9 (part), 10

Claims 1, 2, 5, 6, and 9 (the portion specifying CXCL10) lack novelty in light of documents 1 and 2 and thus do
not have special technical features.

Therefore, claims 1-3, 5-7, 9 (part), and 10 are classified as invention 1.

(Invention 2: TRPV?2) Claims 4, 8, 9 (part)

Claims 4, 8, and 9 (where TRPV?2 is specified) cannot be said to share the same or corresponding special
technical features with invention 1, and are also not substantially identical to or similarly closely related to invention
1.

Therefore, claims 4, 8, and 9 (where TRPV?2 is specified) cannot be classified as invention 1.

Claims 4, 8, and 9 (where TRPV2 is specified) have a special technical feature and are thus classified as invention
2.

Form PCT/ISA/210 (continuation of first sheet) (January 2015)
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Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

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

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

3. D 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.: Claims 1-3, 5-7, 9 (part), 10

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

D 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.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet) (January 2015)



[EI R & ] % B 5

PCT/JP2022/016420

A. HERORTLI0FONE (BRFEHFIH (1PC) )

A61K 45/00(2006.01)1; A61K 39/395(2006.01)i; A61P 21/00(2006.01)1; A61P 43/00(2006.01)i;

CO7K 16/18(2006.01)1; €12Q 1/68(2018.01)1
FI: A61K45/00; A61P21/00; A61K39/395 D; A61P43/00 111; €07K16/18; €12Q1/68

B. FEZITH> 705

HE 2T o R NRER (ERRNAF2HE (1PC) )
A61K45/00; A61K39/395; A61P21/00; A61P43/00; CO7K16/18; €12Q1/68

BNRERUADBER CRHEZ T o722 BIZEENDED

HAREEMAFEQAR 1922-19964
HAEAFEEAFEAR 1971-20224
HAEEAFTRERAHR 1996-20224F
HAE S AR AH 1994-202 2££

nL

ERAETHAL BT T —ERN—A (F— A= ZADEFR, ZHR L 7 R
JSTPlus/JMEDP1us/JST7580 (JDreamlIl); CApl us/REGISTRY/MEDLINE/EMBASE/BIOSIS (STN)

C. B % 23 515 STk

WHLEO | aimame RO—HOEFRASIET 5 £ 313, TOMET 5 EHO%R Mo
X WU, C. et al, Identification of genes that elicit disuse muscle atrophy via | 1, 2, 5, 6, 9, 10

the transcription factors pb0 and Bel-3, PLoS One, 2011, 6(1), el6171, pp.
1-9, doi :10.1371/journal. pone.0016171

Y. 7 Quantitative real-time PCR of selected atrophy genes” @

I, 7 Discussion” OEOTn6 2E7%H., Fig. 1N

Y 1-3, 5-7, 9,10
X HUNTER, R. B. et al., Disruption of either the Nfkbl or the Bcl3 gene 1, 2, 5, 6, 9
inhibits skeletal muscle atrophy, J Clin Invest., 2004, 114(10), pp.
1504-1511, doi : 10.1172/JC121696
=R, Figs. 3-6
A 10
Y KIM, J. et al., Therapeutic effect of anti-C-X-C motif chemokine 10 (CXCL10) 1-3, 5-7, 9, 10

antibody on € protein-induced myositis mouse, Arthritis Research & Therapy,
2014, 16(3), R126, pp. 1-10, doi : 10.1186/ar4b83
B, M, Figs. 1, 2, 4
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AL FAOBR—MENRIL T2 L EORR B1RXR=YD30D#kE)

RITRARD &5 Z0FEBHREI L EOFARH 5 & ZOE RSB ITRD -,

SCERkl: WU, C. et al, Identification of genes that elicit disuse muscle atrophy via the
transcription factors p50 and Bel-3, PLoS One, 2011, 6(1), el6171, pp. 1-9, doi : 10.1371/
journal. pone. 0016171

(EHy, 7 Quantitative real-time PCR of selected atrophy genes” IH. ” Discussion” MOIAD K
nH 2B H. Fig. 1N)
k2. HUNTER, R. B. et al., Disruption of either the Nfkbl or the Bel3 gene inhibits
skeletal muscle atrophy, J Clin Invest., 2004, 114(10), pp. 1504-1511, doi : 10.1172/JC121696

(i, Figs. 3-6)

HERLZ IR, BRENTph0E K UBcl-3% /v U THEHMMZENZ 8T O BETORE (X1 ML) 12D
WTREEINTH Y, ph0FIENF- B b T v AEHALRFTH 2Bcl-3%2 2— R T D& EFD /) w7
7NN, RAMSREEENCTL20,. Ihoik, BANERICBELNF-kBRFTHDIZ L, 22
Tid, Nfkbl (ph0% I— R$ 58 EF) KUBel-3REY T AZAWT, RAMEMHEZEIIEZI 2012
BEDBEEFERELZZE, ZRO6DBEFDS B, Cxcll0 (IP-10) 2E5LTOELETH. EEROD
RIZ BT DBl -3DEHEDOEN EREI N (B P& INT D,

BARPNZIE, Cxcll0% EL14DBEFN, BERMT Y 21285 1T D EAMDBHN & HEEL T, Beld-/-
B L ONFkbI-/-F T AZE T2 EBEAMOBATIX, Ty Fal—YaryBShhozl e
(” Quantitativereal-time PCR of selected atrophy genes” MDIH, Fig. IN) | W RINTWVD,

F 72, XERLIZIE, IP-10 (CXCL10) A%, BERAMEAZEMIC 1 DB HERFOKE L H D i felt %
ETDZE (7 Discussion” DIED FMN6 2EH) | NI NTWD,

XER2 CCERLASBI AT 2E ) 121k, Nfkbl 2 13BelBETOWTNAOREL, BHEOZERE% H
=528 (B, Figs., 3-6) B\ INTWVS,

2T, X, 21ZFEE I N5 pb0XIEBel -SBEMART-OFHUNHNEL, XERIOFEHE & ), CXCLIOD FEHLHN
HNCAHY T B,

FEROBFHIL, U FO2DDOFPK Y IND,

(F&AH1: CXCL10) #&=kif1-3, 5-7, 9(&4) ,10

AL, 2, 5, 6RUFERIEI(DS B, CXCLIOZREE T 20 1d, XL, 21289, FEES R L
TWD 72, R BRI Z A LRV,

UZk2oT, @EkiAL-3, 5-7, 9(#4) ,10%, FHEHLUIKAT D,

(F6PH2: TRPV2) F5:kIEH4, 8, 9(GH4)
FERIE, SRUGENRIFEI(DS B, TRPV2ZRFET 2340 )1k, FHL &, H— 0 Xidd e 2Rl 2 HAf
PR EA LU TWD LW ARV L, FIHLIICH U TEER—XIFFNICET 2 BRIZE R,
U7Zzmo T, LEddERkiEd, SRUGERIEI(DS B, TRPV2ERIE T D) 1E, FEHLIZK AT I AN,
Z U T, @ERIEL, SRUEKRIEI DS L, TRPV2Z2HFET 203, Rl A2 EL T\D
DT, FHAUKXSTD,

FRZ PCT/ISA/210 (51 R—TYDkEZE) (201581 H)
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L[] HUBEA LS B2 B EE B 2 TR THERICHA L AZ0T, ZoEBHERSE . T TOFRETREREE
RIFIZ DWTHERR L 72,

Z[] BIEAEFER 2 ZRTLETERL, TRTOREARZFHFREIIOVTHET DI LB TE DT, EM
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