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RPEDEETTCIBEELLEZOREEKRERT IS T THD,
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[E3C]JATDCS#fE%s#M# Xt N\CTRP B6DEFHETFXIIIEFEET. BED
. MAPKRESHIOEETFTEE LA L XOMBRERT IS5 7 THS,
[M4AJAd ipoR1 siRNA, AdipoR2 siRNA, X0
vhbO—=J)Ls i RNA-1%28AL/AATDCSHEA, X FCTR
PEDEETXIIFEFEETFTEE L ZOMBRERT IS 7 TH S,
[E48]Ad i poR3 siRNA, AdipoR4 siRNA, X0
»hbO—Is i RNA—2%Z8AL/ATDCSHiiEA. X EKNCTR
PEDHBEETXIIFHFEGEETTEELALEEZOHMBH AT /S 7TH S,
[E4C]JAdipoR1 siRNA, AdipoR2 siRNA, X0
vhO—Is i RNA—1A#8AL/ATDCEHlEAMMRAENCTRP
BOEETTIEE LLEED, ERKEUVp—ERKOYZR4> 7Oy b
BRERNTEHTH D,

[4D]JAd ipoR3 siRNA, AdipoR4 siRNA, X0
»hO—J)Ls i RNA-2A2EBAL/KATDCSHIIEAHEBAENCTRP
CDTFEFTEE LAEED, ERKEUPp—ERKOYZRY>rJ7OvY k
BRERTETH 5,
[5AJATDCS#ifa% /At RCTRP 6DEFETFXIIIFEFET. BED
. AdipoRT17OYVYH—DOHFEETXIIFEFEETTHEE L& OB
BRI TSI TH D,
[BA5BIATDCO#ilaE 7T A RRIFUDEFETXIIFHFEFEZT. HED. A
dipoR17O0vH—DHEETXIFIEFEETTERLLESOMBEKE R
TS THD,
[5C]ATDCES#fE5Ad i poRonDEFHETFXIIIEFEET. BED. A
dipoR17OvH—DHEEFXIIIFEFEETTEELLE XOMBHEZ =
TIT57TH>,
[E5D]JATDCS#fE% /MMt NCTRP 3DEFHETFXIIIFEFET. BD
c AdipoR17OYAH—DEFEETXIIIFEFETTHEE LKL E X DMK
BRI TSI TH S,
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P3DHBEETXIIEGEETTEE LA ZTOMBERETRT /S T7TH S,
[E6B]JAd i poR3 siRNA, AdipoR4 siRNA, Xi&3
YhfO—JIs iRNA—2AZ8ALALATDCSHifla%s, #HiftZECTR
P3DEETXIIFEEETTEELALLEZOMBREZRTI IS 7TH B,
FRAZXRET B 7ODFRE

LU, AFEBOEBHEICDOWTERRAT 5, 2L, AFRBITLLTOER
FEREICEEEIND 6 D TR,
<EEHRIBTE(R ER >

RNEFMBMEICHRINEMABIBIERERIS. PT1RRXIFUZEHET (A
dipoR1), PFraRRIFr28%H2 (AdipoR2) ., PFa4R
ROFEEAE3 (AdipoR3) . RUTPTARRIFUVESHKSL (A
dipoR4) "HERINDDALK EE 1 EOZSERKICTTZ27I=R b+

(LF. TBEAdDd i poR7ZIOZARAM] &WH, ) 2B ELTEE
I 5,

AFERAESHGERAREERLBR. HEAJ i poR7PI=ZR MHEHE
RIS 3 28R EERAH T 5 2 ARSI N, AEBEREICINIE
. REMBEOIBEARET 2HODREAD i poR7PIZZXMDERAEE
REINE, £ AREREBICEINIE, SREMBEISEREER ERET S
ODEEAD i poR7ZIZXMDERAEFAEMRIND,

BEADd i poR7PI=ZZR,&ELTIE, AdipoR1, AdipoR?2
. AdipoR3, RUAd i poRAHIMLEBBIRINDIDERLLEE 1RO
BAEEZEHELEIMWETHNIEFICHIRI AW, FIZIE. FEAD I p
OR7I=Z M. AdipoR1, AdipoR2, AdipoR3. &
TAdi poRANSLEBERINDZIVWINNITEOSERFICTT 2BRMW T T
ZARTH>THLL, WINDEREOZERICHTZ27I=_AMNTH>
THELW, Fh, HFEAdipoR7ZPI=ZZ NI, AdipoR1, Adi
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[0025]
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[0027]

pPoR2, AdipoR3, RUAd i poRANSERINBIDAELLED
10T ZEFHLELESZRY. ZOMROZTEAZFZELELLEBZ2EDTH
2THLL,

BHEAd i poRPIZRAMD—HIELTIE. PTF4RROFY, CTR
P3. RUCTRPOEHILBIRINZ VAL EB 1 EIABIFOLND,
T7T4RxIF, CTRP3, R'CTRPG6IE. WFNECTRP (
Clg/ TNF—related protein) 727IY—ICBTB%
VIRVETHD. ARAESICLD2EROBER. PTARRIVFUVIEAL
poR1DEFEMNELENLT, CTRP3IZFAd i poR2DFEMILENLT
. CTRPBIZAdi poRI1RWAd i poRADEMILENLT. Fh
ThRESMIEOBIBREEREZTRT I ENBELINER>TWVWS,
TTFA4RRIFY, CTRP3, RUCTRP 6DAEFEIFFICHEINT
. ENBERTHOTEYIREOHOBMEKRTH > THLWLA, E hEXK
THDIENTFFELW, ENTFPTARRIFY, EFCTRP3, RUE K
CTRP6E6OD7I /EEIIL. XKEEMIZEEHREVSY— (NCB 1) OG
enBankF—49R—-—IICEHFRINTWVWIEBERESRBIDENTE D,
BlZIE. GenBank7—4XR—X[TIE. ENTTARRIFVDT I/
BEERFE L TTF Iy a3 VvESAK291525% 8, ENCTRP3®
TI/BEIELTTF7I/Ey avBESAATI12926%FH, EMCTR
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FRECHI D THREBDIEEIR R A A > (gC 1 agRXA1MY) 2R,
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ACTGWMAG I PGHPGHNGAPGRDGRDGTPGEKGEK
GDPGL IGPKGDIGETGVPGAEGPRGFPGIQGRKG
EPGEGAYVYRSAFSVGLETYVTIPNMPIRFTKIF

YNQAQNHYDGSTGKFHCNIPGLYYFAYHITVYMKD
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PKGEKGYPGIPPELQIAFMASLATHFSNQNSGI |

FSSVETNIGNFFDVMTGRFGAPVSGVYFFTFEFSMM

KHEDVEEVYVYLMHNGNTVFEFSMYSYEMKGKSDTS
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GPMGLPGYMGREGPQGEPGPQGSKGDKGEMGSPG
APCQKRFFAFSVGRKTALHSGEDFQTLLFERVFYV

NLDGCFDMATGQFAAPLRGIYFFSLNVHSWNYKE
TYVHIMHNQKEAVILYAQPSERSIMQSQSVMLDL

AYGDRVWVRLFKRQRENAIYSNDFDTY ITFSGHL

I KAEDD
PTIT4RERIFY, CTRP3, RU'CTRPG6IX, HHRABEFEALTSH
&<, EC-THBEZAENIZEBEEREICLYEELTE LW, ETHEEBLZ
FICKYTPTFARRIFY, CTRP3., XIZFCTRPGB&EET LES.
BIZIE, BENRIY—F2AVTKEE. BESFOMEY. EYHMEE. 2R
fa. XIEEMMRICT T RRxoF>, CTRP3, XIFCTRP6AI1—
KeBEBELEFEEAL. NIV EZRRBEIENEL W, EMNTTARRY
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Fv., ENCTRP3, XigbE hCTRP 6 #&ETZIES, IIAEEDR
R UOHRBREMOBR LS. HIBMMELSFFELIAVWLNZ, tFE
BEICLYTFaRRIFY, CTRP3, XIZCTRP64A8ET 2B
. AR, BER8E. Bocihk, FmociZEsEETYITHEASHLE TELE
ER=P AR

T7F4RXIFIE. AdipoR1, AdipoR2, AdipoR3
« RUAdDd i poRANLERINZD DR ED 1 BOZEAFZFZMHLLLE
BBRY. BERTTARRIFUOT I/ BEIICSWT 1 EXITEED 7
T UBRENEL. RER, XN INATI/VBEINNSRIEERTT
ARRIFUTH>THELWL, @RI, CTRPIRUCTRP6IE Ad
ipoR1, AdipoR2, AdipoR3, RI*Ad i poR4MNDE
RINZDEKEET1BOZRFETFTEILLEBIRY., BEBCTRP3I K
UCHERCTRPO6OT7 I /EEIICSEWT 1 ENXITEEOD 7 I /EBERED
B, RE., XIIMMINALTI/BEINSLIZBZEEBCTRP IRUTE
BRCTRPB6TH>THLL,

ZBEVOET7 I /BRI EFERORT7 I /BES & OEIBE—1EiE. 7
ZIE. 8O0%ULETH>TELL., 85%ULETH>THLL., 90%LLE
TH>THLL, IB3BULETH>TEHELL., 95%ULETH>TH KL,

T, TEEIE—M] &k, 22007 I /BEFIETSA XV N LE
BEOERNBO—HEEEKL, FIZIE BLASTOVS 4L (http
s://www, ncbi. nlm. nih, gov/Blast “cgi
) ZERLTEERET B ENTE S,

BHE., PTARRIVFUVEDCTRPIZIY—ICET DY V/ISUEIL,
FOEIKREAAY (gC1agRXAMY) ODATHEEFRRICETL. FRIKF A
A VD EBEERITH D EEZLNTWS (Trends. lmmuno l
., 25 (10) :551—61 (2004) )., #ZT. HEAdipo
R7ZIZRAME. 7T4RFXIVF>, CTRP3, XIFCTRPB6DHIKKN
A VHEBRT DRTFRTH>TH KL,
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NV E,

[0036] E&E8 (c) ICHIT2EmMIIA—HIF. 85%ULETH>THLL. 90%L
ETH->THELL, O3BULETH>TELL, 95RULETH->TEHELW
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R1IRUVCAdd i poR2ICHTZITFTIZRAITHZZ&ELMENTWS (F
BRABE®E 201570465 955%5%0E) ,
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(B), (Rm

-
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T7U—LYEAETRL, b1 ~3DEHAERL., XIEIDMANBTZERES
52 &ETRT) ERL.

Zig, 7Y—IE AFOF7) —ILE RUC, ., oaT7ILFILEDNLE
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[0039]

[0040]

[0041]

RINBBIREERL.

Bid. ZTHRINBZBERREICEVLLBDZIETHY., —CO—R4, —O0—R
4 (22T, RUIC, L, T7IFIVE, BEELLIEIEEROT7 2 ZIILE, XiF
BfE L IFEBEBROE Y VIILEEZRT) . —CONRSR® (ZZT, RoIZ
KFRRT. Co 7,707 IFIE C, ,7ILOAFTC, ,T7ILFILE
WARILERZIVC L, PZILFILE, XIFAr2—C . 7ILFILE (A r2dEB#
EULLKIEEBERD 7 ) — L XIETERE L FHFELDODATOT7 ) —ILEE R
9) Zanl. ROIFKEREREF. Cr o T7ILFILE, CL 7L )LE XiF
CowaZFZNINEERT) . Cr;7IFILE Ci ;2007 ILFILE
NAC, L, T7IFIE 7z )E NOFVEF. —NO,, XIFLUTFTTH
INhaE:

O

O

S VN

nik, O~3DEKERL. nHM2ULDIBE. nEDOBIXA—XITEA
STWTHELW, ]

EER (1) AL TC,7ILFIE]I ELTE AFILE TFILE. n
—OELE, 1V FOELE n—TFILE AVIFILE s—TFI
HE t—7FILE. n—RUFILE n—A"FYIE n—ATFILESEN
BiFoh, FFELLIEC L T7LULFILETH S,

T7Y—ILE] &LTE. Zz=E FIOFILE A VFoILE 7V
RUIWEZFEDCe 1, 7V—ILEDRZEIFON, FFELLLIFCso107 ) —ILET
HY, FYFFLLLIFET7ZZILETH D,

(A~FO7)—ILE] &ELTE, ZUILE, FIZDLE, AFHVVILE
EUDLE BEYVIZYVZDIE ESVUILE RVVISDIE RV
FFHITFVIYLEEZEDE~148DATOF ) —LESFBIFSh, FEL
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[0042]

[0043]

[0044]

[0045]

[0046]

[0047]

[0048]

[0049]

IEBRIF6EDAFTOT)—ILETHY., FUBFFLLIFT7VILE EVY
JIE RURVYVISZIVETH D,

[PU—ILAFEI IZHFZT7Y)—ILELTIE, EET7Y) —ILE &R
DHEDHETFLN, BELLIFT7/FVETH D,

7U—LYE] &LTE. £ERBT7Y—LEOFERICEA LA 1EDK
RERTFERVWEEEDIZTOLN, BFELLRE 7L VERVPTI7FLVET
HB,

LTV —IWE ~AFOF)—ILE T —LFFIE ROCTI—L YV
BEICBMLEBZ2EELTI. CruFPIFILE (XFILE ZFLE n—7F
OEILE, n—TFILE AVITFILE s—TFILE t-—-TFILESH)
AAC L TILFRIVE (AR XFILE, TYTFOXFILVE MUTL
ZOXFILE, 7O00XFIIE, Pr/O0XFILE, RS osO00xFILE
) . \NOFVEF (7yRETFT. BREF. BEREF. IVRETH) .
Ci.7)ax2E (AMFVE I hFPE n—7ORFIE, 1V 70O
REVE n—T X HE AYVThFIE s—ThF2HEH t—T %
TEE) | KBELESBTFLN S,

[Cs722O7IFIE] &LTE r7O7OELE, r7O7FILE
CoORYFIE, voOAFIUNEENEBSF LN D,

[Cooa I ZIE] ELTIE, EDIE, 7ORZIJIESHBSFOSND

[CLo IV FILE] & LT, IF-IE, JOEZILE, TFoILE
EHrEETFON, HFELLLEFE2 - 7AOEZILERV2 -TFIETH D,

[Ch eBI3IMTIFILE]l LT, t —TFILE t—RVYFILE t
—ANFVIILEEDLNBETLN., HELLLIFt —TFILETH S,

ATRINDT7Y—ILEELTE., ZzZENTFFEFLWL, £/, ATH
ThEATAO7)—LEELTE, ZUNNE FIDUE BEUJILE N
VISR RURVYYFAFHIOTIYILENFELW, F. ATRH
INDZTV—LFAFEELTUI, 72/ FEDFHELWL,
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[0050]

[0051]

[0052]

[0053]

TY—IE, AFaT7)—ILE RUT)—IAFOEICBRLISZELE
LT, CraTIbFILE (XFIE, ITFILE n—T7OENLE n—-TF
WE, AVTFILE, s—TFILE t—TFIESZ) . NOC, ,FILFI
ZE (ZAOXFILE, YoLAOXFILE. M) TFOXFILE. 0O
OXFILE TorOoOxFILE KRy orsOoO0FILESE) . NOTVIET
(7 vHREREF. BFREF. RRETF. AVRETFTE) . Cr o, 7HaxTH (
ANFVE I hFVE n—ORFIVE AVISORFIE n—-T K
FUOERE OAVIINFVE s—TJhEREUVE t T MEIVESE) | KBEAR
ERNFEIFOoNDE, BT —ILE B#EATOTU—ILE, XEEB#®RT' —
WA FIEHE LTI, LEBHRETI ~3BBINhATY —ILE, ~AFO7
J—ILE, XIE7 V=LA FIENREBIFLEND,

Ald, FYBTFFLLIE., 7222 EXIE LEEBRETT ~3EBRINALY
TZIIETH D,

YT TrENd— (CHR2) ,—&LTiE. R2ZHAKFERFXIZC ;7
FLE (TFFELLIE, AFLERVTIFILE) THY., ald1 THZ2OHIEF
FLL, SYFFLLKIE—CH,—XIEF—CH (CHj3) —Ths,
RITHRINDBC 7 7IFIEELTE Crioa7ILFILE (X FILE.
IFILE n—OBLE, 41V OLE n—TFILE A1V ITFILE
 S—TFIE t —TFIEFE) PFFEFLL. XFLERVTIFILELNE
UiFFE LW,

T, mid, OXIF1 THZEDHFF L,

XMNCHTHBBEE, Y2i13*—O0O—CH,—CONH—, —0—, *—CO
NH—, XIFEERX (2) THRINDETHY., FFELLIEF*—O0—-CH,—
CONH—-T#%H3,

F/. ERER (2) TRINZEIIBWT, pRUTgEHICOTHSH
cWIFROA—BDNOTHAEN T THH2DOLFZE L. RITCRINBC, ;7
WHFILEELTE. CruaZIbFILE (AFILE IFILE n—OELE
E) PFELL. ridOXIET1 THZIZOLRFE LWV, rA20FE. 2D
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RIIE—XIFEQ>TWVWTH £\,
[0054] EEX (2) THRINZEEL T, FIAE. UTOEIEFLND,
[0055] [1t5]

o O
I H O
i Ol (A g Ly
N N
CH2

* * * |
*

[0056] XANTHBBE. Y2k, *—~CONH— (CH,) ,—CO—, *~NHC
O—Ar'—CHy,—., *~NHCO— (CH,) ,—. XixF—CO—ThY. ¥
FL<LIE*—CONH— (CH,) ,—CO—RU}*—NHCO—ATr'—CH,
—THY, SYBFFEFLLIF*—CONH— (CH,) ,—CO—T#%#2, bif.
2THDONFFE LV,

[0057] ZTRINZEBREIZ. 7UV—ILE ~FO7U—ILE XiEC;.,>o0O
TILFIETHY, FELLETIV—ILETHY., LUFFELIEFT7z=IL
BERUVCFI7FIETHY, ILIKTFFELLET7ZIVETHSE, C;,>v 0
FILFILEELTE, >2070BLERCL 70T FILELFFE LU,

[0058] Bid. ZTRINZBREICERLIBZ2ETHY. nH 2 EDHE. n
BOBIRA—XIEER>TWVWTHIWL, nid, O~2DEHTHZOHHFF
L\,

[0059] BTRINBE—CO—R4XIE—O—R4ICHWVWT, R4ELTIE. Cru7
IWEFILE (XFILE IFILE n—OBBLES) . 7z E ~O¥y
VRFXEFIZMAETIXE 2BH#RINAT I ZILE, ROUE ) JILEDEF
F LU,

[0060] BTRIND—CONRSREICHEWVT, Re&ELTIE, KERFRUVC, -,
oOF7IFILENTFFELL, Re&ELTIE, KERRF. Ci 7 7ILFILE,
BRUC, ,7ITZILENMFELL, RERUVRIAELICKERFTHDIDON
FUFFELW, RICBWT, Ar2—C, ,7IFILEDAr2&LTIE, 7
TILE, TVIIE, ESVULE RUCEYILEIEFEFLS, Ar2—C
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[0061]

[0062]

[0063]

1 s FILFILEDC , L, 7IFILELTHE, Cr o FIFILLFELL, RSIC
BWT, Cr,7NaAFLCr,FIFILEE LTI, X MFOITFIE T
R TFILE, RUTMFTOEILEDNFELL,

BTHREINZC, ,7ILFILEELTE, AFILE IFILE n—70OF
IWE, AV TOELE n—TFILE AVITFILE s—TFILE RV
t — T FILESITFE L,

BTREINBC,,>7O7)F)ILEELTE. o2O07a8LLE. >0
TFILE, RO 7ORVFILELIFE LW,

BTHREINZ/NAC, ;7ILFIIEELTI 700XFILE, /OO Xx
FILE, 74O XFILE, DA AXFILE RN DLAOXFIL
EAFAFFELL, MU ZLAOXFILELILYIITFFE LWL,

BTrRIhaNOFVEFELTUI TvREF. BEREF. BERETF.
BRUOIORERERFIFE L,

B&ELTHE, Cr7ZILFILE, NOFVEF., —NO,, ZxZILE /N
OC,-;7IFILE, —CO—R4 —O—R4 KU—-CONR®RsA LY
FE LW,

@R (1) cRINBbEMOARTE. T2 (i) ~ (vi i) s
MHEFE LW,

(i) XBCHTHY., Y2hH*—O—CH,—CONH—-—THBZH, XIEXH
NTHY, Y2HA*—CONH— (CH,) ,—CO—TH 31L&,

(i 1) XACHTHY., Y2R—0—ThY., ZHp (\37) ALICEBZH
T2T7IIIETHY, YA—CH,—XIEZ—CO—THY., ANBHBREL
IFFEBID 7Y —ILE, BRELLLIEEBROATOT Y —ILE, BRE
LIGFEBRDT ) —ILAFE, XIEC, B3MTILFILETHZLEW
(i i i) XACHTHY., Y2H*—CONH—-THY., ZAmMm—XIldp—
2007z THY., Y'BA—CH,—ThHhY. ANRTJZZIETHZLE
.
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[0064]

[0065]

[0066]

[0067]

(iv) XANTHY., Y2pA*—NHCO—Ar ' —CH,—THY, Ar A
T IETHY, ZB 7z ZIIETHY., Y'BA—CH,—THY., AND
TZIETHDIEEY,

(v) XDBINTHY, YeBA*—NHCO— (CH,) ,—THY, Z2h> 40O
TOELETHY., Y'BA—CO—-—THY. AN TzZILETHZILEW,
(vi) XBXNTHY, Y2A*—NHCO— (CH,) ,—THhHY., ZH»7=x
ZIETHY., Y ' HREHFEETHY., Ao —ARMNFUTDZINETHBILE
o

(vii) XB’NTHY, Y2HBA-CO—THY. ZIH7z=ZIETHY. B
BDp— (BRUmMm—) X FIETHY., Y'"B—CH,—THY., App—-C
Fs—7xzZILETHZILEW,

L& (i) DIEEMD 55, iF@EICIE. Tk (1a) . (1 b) TKRE
nNaiEMHETFOND,
[1E6]

RN
| 7—€R7)s

=

@\ H (R")m
( B){ O/T \@‘*w = N
] Lt
@ - © \/\g/ \Fv)m

(]a) RT)S (—] b)

(. Y'. B, R'. m, RUnik. £&BEBX (1) &EEFETHY. R7IE
CieaZLFIIE NOC, ,TIFILE NOFVRF, Ci,7)aFY
H, XIFKEBEATRL, sid. O~3DEBHFAERL. sH2LLEDFE. s
BDOR7IZA—XIFEDL>TWVWTH LV, )

TER (1a) . (1b) TRINZEAEMO—HIELTIE, TEERTE
Ehdea® (TAdipoRon] &I ND, ) BEITFLND,
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[0068]

[0069]

[0070]

[0071]

[1E7]

0O

W@

FEEX (1) TRINZEEWE. > AE. b5 AEFEOBAIZMER.,
diE—. | FE—ZSOXAFEMFREOLTONFEELAFEETES L. YHEN
FEERDEETELREM TH> TH L,

LERX (1) TRINZEEWE. BAIEXISIEENINEOHETH >
THELWV, BIIIEE LT, BB, MBS OIS OIR ; FEE. EFfEg.
TV, MUOOEER. M) TIILAOFER. T LA UBEOR
BEHILRVBBEDIE ; XYV RIKRVER, RVEVRIVEKRVEE, p— MLT
VRIWKRVEE, XAFULUVRIVKRVEE, F 7LV RIVKRVBEBEFEDIIVIRY
BREDIR ; RENETFOLNDS, BENNMBEELTE., FhVDL AUDL
EOTIANVEBEDIRE; AL DAL, RTRIIVLEDOTIVAY LEESRE
EDIE; PYEZULE; RUXFILTIV, NUIFLFTIV, NUTF
LWF7EY, BYIY. N, N=IXFLF7ZY>Y, N=XFJL—D (=) —
TINAZT N=AFILERYT Y N=AFIEILRY Y, STFILTI
V. voanFIATIV, TOAA Y, DRVILTIY, N=—RVIL
—B—T7IFxFINTIV, 1—T7xF+3Iv, N, N —IRVIJLIFL
VITIVEDEERAMEE S DR RSB TFL N D,

T, LXK (1) TRINDIEEWRITZTDERIF. KNP XITBEY)
THh>TH LU,

AREBFREIC R DREHMAIBREREERIZ. BEICIKELCT, HFEAD I po
R7ZIZZAMNUADOHEDESEBELTVWTE LWL, HEADd i poR7I=R
MUADEKS & LTE. BRI, BRIER. BEF. BRF. FmEEs. &
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[0072]

[0073]

[0074]

[0075]

[0076]

[0077]

&F. AEAEBE. RELF. FREF. BBLEF. EH. BEF. BF
ENEITFLN D,

RERMREICR 2N EMIISEREFIOFFIXFICHRI NG, HRICK
UCTBIRT DI &N TED, BIZE, AERIEICIRSEREMATIEIERER
*EEARICAWVWDEES. REMEHEREFRIOFIR & L TE. TR
 SENRREERIEMARFIFOIROHF ; fEFl. FENF. hTEALH. BHE
OROF ; EIEF NS,
< EHRIBTEIRE T IE>

AERFEICHR DS MAISIERESIEIE. Lk U 2 EMRB8TEE ER
EHEMEICERBIE 220, REMBIE. EANICEET 28REH
EThHo-THL, BEIINAHEMETH> THE LV,

HFRWICERET 2MEHMEICRESMIEERER ZEMIE2HEELT
&, EEERNEOIERORES, BOKRSREDNEFOND, REMAEDOIENE
NHELQBEICN L CTREHMIEERER 25T DI & T, £EEARNICH T
SHMEHBEDIBIEARET 2 &N TE S,

Bl Z L, BRMETESOMEEE LG T 5 BE ICREMITEIERER %
%59 5&T. MEBEELBLBETDENTEDS, £ MENMBELEL
BEICHBEHREBEEER A5 D& T, REEELHE L. BEIEE
NOMBEMEANDET. I SICEREOERERETENDEITEFRT 2
ZENTED,

A, DAE] ICE. EREMEAIEIERI T2 &0IEH. EIROET
DEGVWENHITIIEEZFEND, . [Fh1 ICIF BEZHBCIE
DIEH. RECKPZESEDZIEEEZIND,

RENS - 3R EMRICREMARIBIE (R ER 2 MM I 2 555 & LTI, B
BB IR BMAEE ISR T 2EMISRMT 2 553ERBFL N5, REXL
TR B XERE AR & BT S ICER B MRS E (R R R0 T B O
ET. MEMBEOIBEAEET D2 ENTE S,

BIZ I, ERMHEESOMBEEE2E T 2EECHMENBELLLBED
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SENEMBX IS EMEAZIRINL THEE L. BEROREEBISHREME
HILDOBEICBHENIGEAT 2 & T, REBEEPHERE L LBEILHNE
IBIEMNTED,

[0078] <EREHMIEIEREFIOR V) -V THE>

REFEFREICHRIMEMIBERER DR V) — =V JAER. Adip
oR1, AdipoR2, AdipoR3., RUAd i poR4AMNMLEIRX
NBELRLKEE 1 TEOSZSEFADOFELEZEBES L UEEMEEZR V) —=>
T EHEL, ERDEBY. BEAM I po R7I=ZX MIEREHME
IO T B ISR EERABET B/, AdipoR1, AdipoR2, A
dipoR3, RUWAd i poRAHMLRBIRTINZDGL EE 1 EBOSHEK
OEMILEBIEE T2 &ICL Y, REMIIBIERERER V) —=2JF
B2ENTEDZ, AERBREICRLINEMEIBHERERIOR ) —=VTh
FEELTE, AIZRIE. Adi poRADEMILAEZIEBESE L TZEYMEEZR Y
J)—=Z2 092252 HEDONFFELL,

[0079] AdipoR1, AdipoR2, AdipoR3, BAdipoR4
NOBRINZ DA ES 1 EOZEADOFE ML %M Y % HE IR ICHIR
INT. EROFEEZMATZDIENTE S,
eyt

[0080] LARICEMEGIC & > TAFRAE &Y BEBICHAT 2. ARBE IS
EREFICKL > THIBRINDEDTITAW, b, HABRA1ICH T 25T
IEx 2REICL YTV (x*P<0. 01) . REHI2~6ICHTDBEHENIE
AFa—JFTrvhrOoEAItBREICLYIToR (*P<O0. 05 ;**P<<0. 01
; **¥*P<<0. 001),

[0081] <GXE&MHI1 >

HERGI1TTIEZ. CTRPE6AZI—RTBZEELFTHBHClagtnfesr/
vOTFTIRMLIEKOTYYR (Clagtnf6-7""IT9R) 28 L. BEF/
VOTINMILBEEAHA LA, Clgtnfb6-—~""vDRIEF, C57BL
S BJIT IR AEE EICEEER (Na t. Commun,, 6:8483 (2
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[0082]

[0083]

[0084]

[0085]

[0086]

015) ) IC->THERE LA, BFER (WT) OC57BL.6JTIoRIE
. BRI LUV TFPHRASHEDSEAL &,
Clgqtnfb6-""ITORRVHFERTIR (WIFnt 1 288 =#EHEL
. BERHEESEOREZRRICEYHIELE (n=8) , . EEFHEHO
HEIAEAERLTH 7SO0 THRE L., HEERZE 1T o7, EFM
FEETEDREEREZR 1 AR L. FIBEEZHEREZXR1 BICRd, 1A
EUM1BOERNS, Clgtnf 6"~ RILEHMHREEES BARFE
T ENPN B,
<EABRfFI 2>

HERGI 2 TlE, MEBRBMICHIIZCTRP 6DEEEMETL =,

(1) C1lgtnfB8""TORRVFLEAETIRICETIDHEFK
Clatnfb6""ITURARUVBERTIIDFEIR (5~ 6 HEw) DORIEX
BH@%AE. 0. 5mg./mL OS5 F—tH¥DAEEITZDMEMICLYE
FHEL., FRREMIEEZSZ. RVWT., 2X 1 0EOHMAEZ1O0OuL DI
0% FCSEEDMEMIZEEBELT247 )L —MCEREL, 37C
T2REBELLE (WThHtEn=3) , R\WT. 10% FCS&KEDME
M%EEED T)IHYBS00ulLRmmML. 7HEEEZ#E L, RWT, 1
0% msHFRIL<) iICLYMilEZEEL. O. TN HC I THFLE
. MBHREHRTZEHDICT1% Alcian blue 8GXEK (
Sigma—Aldrich) [CkYRELi,

Z LT, &B%OME%ERAEME (BIOREVO BZ—-—9000,
MASHF—TUR) TEHEL, ImageJVY I b7 (NIH) ITE
YEdsaEzEEb L, BREZK2AICRT, H2AICRT EBY, C1
gtnf6-""TIOATIE., HEEITIIICERTHEERIPPEEI N,
(2) MBERICEITHCTRP 6DFE
EFEEEREBRICLT, Clgtnf 6"~ ANSHUREREHEESLIE.
2X10°@EDHMEEZ1OuLD1 0% FCSEEADMEMICEEBLT24
D)L —MIEREL, 37 CT2REEE LR, RWT., 10% FC
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[0087]

[0088]

[0089]

[0090]

[0091]

SKRUBERE (0. 2. 5, 5, 10ug /mL;WwgFhtn=3) OH
##XERCTRP6 (Aviscera Bioscience) #2587
5DMEM%Z&D T IHAYE00ulLRmML., 7HAEABEZREL 2, R
WT, 10% mRERILT)VICLYIlEZEEL. O. TN HC I TH
HL’, MBEMEWRTZ7-HICT% Alcian blue 8G
X@B K (Sigma—Aldrich) iIc&ysgml,

Z LT, :EB2OMIERLEME (BIOREVO BZ—-9000.
MARHF—TUR) TEHEL, ImageJVT7hox7 (NIH) IZEL
VEnsEsEElb Lk, BREM2BICTRY, H2BIZng &Y. C1
atnf6""TURTIE #HfaxE RCTRP 6 DRBREKREFENICHRERMKL
REI NI,

BB 3>

HERBI3 TIE, O RMEBMBEKATDCS5%#HEVWTCTRP 6 DHAERE
=17 > 7=
(1) BEHMAEOMEIBIEICSITHZCTRP 6 DRE

ATDCS5#ifiEa5X104E "V zIOMBEEETI 27z FL—hIZ
BREL. &2 (0. 100, 500ng./ mL ;wWwFntn=3) DO#A
ZERMCTRPG6 (Aviscera Bioscience) OFIETF
TEE LA, EheLTE 5% FBSEWMTI% =YY/ ZAKL S
AP vEEFTBZHAM s F—12EMmaEaRW,

Z LT, IBREA4HEBRRUVT7HRZIC, ANETA XA =4 —ZFWVWTHREZ %
AD Y bhLE, BREE3AILRYT., H3AIKRTEEY., #HRZEKCT
RPEeDHRMICEY. ATDCS5HEEOHMAEISED TENEER I N,

(2) MAPK®D Y VERILIZHEITDC TR P 6 DRE

ATDCS#ifiga1X106@E 2 z)IOMBEBEETEOMmRLY T 1Y
TalliEEL. EIMEFEOHAM s F— 1 2iEthaBUVWC4ERIEELL
o RWT, PBSTH&L/AE. 10ng, / mMLOMBEIAERNCTRPG6 (
Aviscera Bioscience) 289 5EMEOHAM s



WO 2019/159925 23 PCT/JP2019/004980

[0092]

[0093]

[0094]

F—12gzAWT, 19E. 59E. 1598, X3 0oEEEL
fco RWVT, PhosSTOP (Sigma) ZFRMULAERI T 74—t
BNy I 7—THELE BNy 77— (0. 1% TritonX-—
100, TOOmMM NaCl, 50mM Tris—HCI (pH7. 5
) ) ARAWTHIRR 2 A6 L7,

RWNT, BoENHBEEKR%E=1 2. 5% SDS—PAGE&IJLICHKE)
L. VRV BEPVDFXAYTLUILEE L, BBEEROX T L UId,
5% BSA /TBSH, EERIKTIKEIREI C&ICLYTOyFr Y
L7, 7Ry F 2Tk, —RHE (O FE/70—-FILiME) OFET.
ERICTIEIRET S &ICELY —RAAERIEZIT o7, —REMEELT
&, MTERK 1 2%k (4695, 1000fF&ER) . fir—ERK 1/~
24k (4370, 1000FFKI) . I NKHifx (9258, 1000
EEF) . Fip—JNK#HiE (4668, 1000EFR) . Hp 3 8Hiik
(9212, 1000fEHM) . XiFFp—p38HmAE (9211, 100
OfFEFEMR) 2. WINHECel |l Signal inganrSEALE
o RWT, 0. 1% Tween—202HTBS (TBST) TH%,%&LE
#%. HRPE#EM Y F | gGVv¥XRY/O0—F Ik (Jackson
ImmunoResearch, 111—-035—-144, 2000{E=FHR
) DBEAET. BRICTIREIRET S 2 &ICLY ZRMERBEZT >/, £
LT, TBSTT3EHESHLA%, ECL Primewz24%>70vF
A THEI 2T (GE Heal thcare) ZEWTHRKRIL LA,
BN RO@EIF. Imaged VI hoxz7 (NIH) ICLEYEEILLE

DxRAv 70Oy MEREZHI3IBICTRT, M3 BICRT&EHY., iz e
RCTRPOEDHRMICEY., ERK1 7201 VEBEATTEL /=,

(3) MEMEBDOMRIEIEICSITHMA P KIEEFIDOHE

ATDCS#ifE%Z2X 1 04@E, DI DHMIEBEET48 7T L—KIC
BEL. 50ng,/ mMLOMEEEZERNCTRPG6 (Aviscera B
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oscience) OFEFXIEEFETFTT2HMEEE L, BihE LTI

5% FBSERUW1% R=VYVY /" AMLT A vEE3BTZHA
M s F—12iFaAw, B (DMSO) . 1TuM ERKI1 72
=X (U0O126, Sigma). TuM JNKPHEHEH (SP60012
5. Sigma). Xix1uM p38HEH (SB239063. Sig
ma) ZXLICHEMLE (WThEtEn=4) ,

[0095] ZLC. EE2HRBIC. NEYAM M X—F—FRVTHEEREDD VML
oo BREMICICTRY, I3CIKRT ESY., HHBEAEMCTRP DR
mckY, ATDCSHIREDOMABIENTELLD. ERK 1 7 2HEHEFIOD
AIC LY, MEEEAREIhAZ, o2 &S, CTRPBICKZEHE
HHpEIEYNEIE. ERK 1 720D VE{EEZN L TWR I EATRERINS,

[0096] <<GXE&HI4 >

HEABI4 Tlk. CTRPOODSEHRERE L,

[0097] (1) BREMBEOMBEIBHEICS T 7T+ RRIFUSEHEDOES

ATDCS5#ifiga1X108@E "V zIOMBEEET247 )L TL—MIC
EEL. 2. 5% FBSAZ&H95HAM s F—12E#aHEWC2
ABFEEE L, BEB%. 30pmo |l MAdipoR1 siRNA, 3
Opmol MAdipoR2 siRNA, 3 0pmo l®oaxbtO—JIs
iRNA—1, 6pmol DAd i poR3 siRNA, 6pmol DA
dipoR4 siRNA, Xid6pmo ldadvhOd—JiIs i RNA—2
HEAN (MSYR7x9K) L, 4 85EEEAMKELA, s i RNADE
Alciz. Lipofectamine RNAIMAX (Invitrog
en) ZRAW,

[0098] ##3. AdipoR3 siRNA, AdipoR4 siRNA, RO
O>kO—J)Ls iRNA—2Z I DT Teck#hDEALE (TriT
ECTa RNAi Kit), AdipoR1 siRNA, Adipo
R2 siRNA, Ro*ar rO—Jbs i RNA—1DEREEREIIILUTOE
BYTHb,






