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E
CFC1
(NM_0325
45)
= | N2
223-894

CACTGCGCCCCCGACCCTAGCTCAGGGACTGCAGAACTCA
AGATACCATCCCGTTTCTCCTGGCTGAGGAAGGGAAGGGA
ACATCCACATCTTCTGTACTCGTCCATTCTGTGTCCCCGGG
GCCTGGAGTAAAGACACCTTCAAATGCAGAGACTCTTCAG
ATTCAGCTTTCCTGGAAACTGATCTTCAATGCACTAAGAGA
AGGAGACTCTCAAACCAAAAATGACCTGGAGGCACCATGT
CAGGCTTCTGTTTACGGTCAGTTTGGCATTACAGATCATCA
ATTTGGGAAACAGCTATCAAAGAGAGAAACATAACGGCGG
TAGAGAGGAAGTCACCAAGGTTGCCACTCAGAAGCACCGA
CAGTCACCGCTCAACTGGACCTCCAGTCATTTCGGAGAGGT
GACTGGGAGCGCCGAGGGCTGGGGGCCGGAGGAGCCGCTC
CCCTACTCCCGGGCTTTCGGAGAGGGTGCGTCCGCGLGGCL
GCGCTGCTGCAGGAACGGCGGTACCTGCGTGCTGGGCAGC
TTCTGCGTGTGCCCGGCCCACTTCACCGGCCGCTACTGCGA
GCATGACCAGAGGCGCAGTGAATGCGGCGCCCTGGAGCAC
GGAGCCTGGACCCTCCGCGCCTGCCACCTCTGCAGGTGCAT
CTTCGGGGCCCTGCACTGCCTCCCCCTCCAGACGCCTGACC
GCTGTGACCCGAAAGACTTCCTGGCCTCCCACGCTCACGGG
CCGAGCGCCGGGGGCGCGCCCAGCCTGCTACTCTTGCTGCC
CTGCGCACTCCTGCACCGCCTCCTGCGCCCGGATGCGCCCG
CGCACCCTCGGTCCCTGGTCCCTTCCGTCCTCCAGCGGGAG
CGGCGCCCCTGCGGAAGGCCGGGACTTGGGCATCGCCTTT
AATTTTCTATGTTGTAAATAATAGATGTGTTTAGTTTACCGT
AAGCTGAAGCACTGGGTGAATATTTTITATTGGGTAATAAAT
ATTTTCATGAAAGCGCCTTTGGCTCCAGATCCTT

ek
CFC1

BNDE

MTWRHHVRLLFTVSLALQIINLGNSYQREKHNGGREEVTKVA
TQKHRQSPLNWTSSHFGEVTGSAEGWGPEEPLPYSRAFGEGA
SARPRCCRNGGTCVLGSFCVCPAHFTGRYCEHDQRRSECGAL
EHGAWTLRACHLCRCIFGALHCLPLQTPDRCDPKDFLASHAH
GPSAGGAPSLLLLLPCALLHRLLRPDAPAHPRSLVPSVLQRERR
PCGRPGLGHRL

T IR
CFC1
(NM_0076
85)a Fy
256-864

CAGGACTGTATAGGGTCAGCACTTCCAGCCTGGTGGTTCAG
AGCTCCTGACCTGAGAGGGCTTCAACACCTGGACTCCAGG
ATCTTCCTTTAACCCTGCTGTCTCTGGTCCAGGCAGAGGGC
AGAGACATCTTCATCTTGCAAGACTGTGCATCCTGTAACCT
GCTATAGTGATTCCAAGACCTGGAGTAAAGGGTGCCTCCG
GGGCTAGGATATTTGAGTTICAACTTCTGTGGTCATCGATC
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CCCAAGCACAGATGAGAGCGAACTCACCAACCCAGGGTAT
CAGTTTGAAAATGCATCAAGCCAGGCCTCTGTTTTTGGTGA
CTGTCGCGCTGCAGCTCATCGGTCTGGGATACAGTTATCAG
AGCGAAGGAGATGGTGCCAGAGAAGTCAGCAATATCCTICT
CTCCAGTGATCCCCGGGACGACACTGGACAGAACTCTGAG
TAATTCCAGCAGAAAGAATGACATTCCGGAGGGGGCGCGC
CTATGGGATTCCCTTCCTGACTCCAGCACTTTGGGAGAGAG
TGCAGTCCCTGTATCCCGCTGTTGCCACAATGGCGGCACCT
GTGTTCTGGGCAGTTTCTGCGTGTGCCCTGCCTATTTCACTG
GTCGCTATTGCGAGCACGACCAGAGGCGCAGAGACTGTGG
TGCCCTAGGGCATGGAGCTTGGACCCTGCACAGCTGCCGCC
TATGCAGGTGCATCTTCTCAGCCCTGTACTGCCTCCCACAC
CAAACGTTCAGCCACTGTGACCTGAAAAGCTTCCTTTCTTC
AGGCGCCAGAGGATCAAGAGAATGCAGCATCCCAAGCCTC
CTCCTGCTGGTGCTCTGCCTCCTCCTGCAGGGTGTGGCTGG
TAAGGGCTGAGGCTCCTAAGTGCGATGATAGACTCTCCTCC
TGAGCTGTCACCCTTGATTACACCACAGTGTGCCAGCAAGA
AAGCTGGGTGGTGGGCATCTGACTTGGTGTTGTGTCCTGTA
AATAACAGATTCACTGGAATATGCTGGATTCTCATGCTGTA
CAATAAAGAGGCTTAATGGT

TOR
CFC1

BNDE

MRANSPTQGISLKMHQARPLFLVTVALQLIGLGYSYQSEGDG
AREVSNILSPVIPGTTLDRTLSNSSRKNDIPEGARLWDSLPDSST
LGESAVPVSRCCHNGGTCVLGSFCVCPAYFTGRYCEHDQRRR
DCGALGHGAWTLHSCRLCRCIFSALYCLPHQTFSHCDLKSFLS
SGARGSRECSIPSLLLLVLCLLLQGVAGKG

7yb CFC1
(XM_5765
38)
kY-
675

ATGCAGATCCCGAAGGCTAGCTATGCGCGCATCCGGAACC
CTAGCCCAGGAAGACCTTGGCTAACGTCCCCAGTGATGAC
GTATGTGAAAAAGCAAACCCTATGGGCACGTTGCCCGTCC
ACCCAGAGTCTCTTCACATCAGCTGCACAGCTGCTTATCCA
TTTGTGGAGCGGGCAGTTGAGAGAAGGAGATGGTGCCAGA
GAAATTAGCTATCTCCTGTCTCCAAAGCTCCCAGGGACGAC
ACTGGATGGAACCCTGAGTAGTTCCAGTAGAAAGAATGAC
AGCCAGGAGGGAGCGCACCCGTCGGAGGCCCTTTCTGGTT
CCAACACTTTGGAGGAGAGTGCGGTCCCTGGATCCCGCTGT
TGCCACAATGGAGGCACCTGCGTTCTGGGCAGTTTCTGCGT
GTGCCCCGCGCACTTCACAGGTCGCTACTGCGAGCACGACC
AGAGACACAGAGACTGTGGCGCACTGGGGCACGGAGCTTG
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GACCCTGCACAGCTGCCGCCTATGCAGGTGCATCTTCTCAG
CCCTTTACTGCCTCCCACGCCAAACATTCAGCCACTGTGAC
CTGAAAAGCTTCCTCTICTTCAGGCGCCAGAGGATCAAGGG
CATGCAGCATCCCGAGACTCCTCCTGCTGGTGCTCTGCCTC
CTCCTGCAGGTTGTGTGTGGCTGGTAAGGGCTGAGGCTCTG
AACTGCCCTGACAGAATCTCCTCCTGAGCCTGCAAGGTGTC
ACCCTTGACTACCCATGGCACCACAGCACGCCTGCAGGAA
AGCTGGGTGGTGGGTATCTGCTTCAGTGTTGAATGCTGTAA
ATGACCGAATGGCTGAAATATGCTGGATCCTCGTGCTGTGC
AATAAAGACGTTCAACAGCGA

39+ CFC1
BIINDE

MOQIPKASYARIRNPSPGRPWLTSPVMTY VKKQTLWARCPSTQ
SLFTSAAQLLIHLWSGQLREGDGAREISYLLSPKLPGTTLDGTL
SSSSRKNDSQEGAHPSEALSGSNTLEESAVPGSRCCHNGGTCV
LGSFCVCPAHFTGRYCEHDQRHRDCGALGHGAWTLHSCRLC
RCIFSALYCLPRQTFSHCDLKSFLSSGARGSRACSIPRLLLLVLC
LLLQVVCGW

Ooooooogodg

OOooooogdg

OooooooQgodg

Ooooooogdg
OOoo0ooood
OOoooood
O O0O0oO0ooood
OOoo0ooood
O O0OoO0ooood
OOoo0ooood
OO0OoOooood
OOoo0ooood
O O0Oo0ooood
OoOoo0ooood
O Ooo0ooood
OOoo0ooood
OOoooood
OOoo0oo0oood
OOoooood
O 00O oood
OOoooood
O O0OoO0ooood
OOoo0ooood
O O0Oo0ooood
OOoo0ooood
O Ooo0ooood
OOoo0oo0oood
O Ooo0ooood
OOoo0ooood
OOoooood
O 0O0o0ooood
OOoo0ooood
O 00O oood
OoOoooood
OO0OoOooood
OoOoo0ooood
O Oooood
OoOoo0ooood

10

20

30



JP 2011-522224 A 2011.7.28

(20)

oooOao

ooono

¢’ Did
s 2 2
by 5 & 34 2
S & § 3 =z & B
L7 0
) +0lb
_ sl 7
7 / 7 0 2
0 B E
\ M wEi
7 Z R
e A \\ oh
27 % r0S 21
7. N
r09
EYA0EW = N -0L
LGAECEEREH/ SN A
1"Old
08l 091 o¥l 0OCl oo_
|
® i ..z... .
] mEm
RIS =0
19C ~_ \ 08
. 8-1u7
1040 CIVNA. . -
) 001

(FEH) 1

goooaon

oggoao

EO1d
oEBE!l

V¥ Old

BWWId
OEI¥06

EHoRd]
OUEEDOI

IEWTBEICERS N -Cfcl

~N—S sl

w120

FIG.3



JP 2011-522224 A 2011.7.28

(21)

goooao

ooooao

J1°Did
(Wwrol) mee (W) mem
0 WO
Olts0s |WEos ik | OWE0s |Wisos wike |
v r
o \\ Lo
Cog
\ 08
| .@
2 Loy
Lol
i
E¥ROY—CN LY LIIHW 0P
av ' oid
N
B0 BWOW  EHOME! N
[GGI=]} E&06 OIEEMOd =
7 | \
v
W.
<
T
~.
3

AN (1L OMHR

(lw/6d) 1r>-11125)

goooao

2011522224000001 . app




(22) JP 2011-522224 A 2011.7.28

gogooodoagdo

INTERNATIONAL SEARCH REPORT International application MNo.
PCT/US 0940156

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - GO1N 33/53 (2009.01)

USPC - 435/71
According 10 intemational Patem Classification (IFC) or to both national classification and (PC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
IPC(B) - GO1N 33/53 (2005.01}
USPC - 435/7.1; 435/7.2, 435(7 21, 435/287.2

Documentation searched other than minimum documentatian o the extent that such documents are included in the ficlds searched
IPC{8) - GOIN 33/53 [2009.01) - see keyword balow
USPC - 435/7.1; 435/7.2, 435/7.21, 435/287.2 - s0e keyword balow

Elecironic daa base consulted during the international search (name of data base and. where practicable, search terms used)
PUbWEST(USPT PGPB,EPAB.JPAB); Mediine, Google

Search terms: CFC1, cdpio, cryplic, antibody, pancreatic beta-cell, mass, solid phase, moenoclonal, treatment, DPP4 inhibitors, GLP-1,
positron emission lomography, PET, magnstic resonance imaging, MR, glucagon-like peptide 1, dipeptidylpeptidase 4

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the reievant. passages Relevant to claim No.
X ZHANG et al=fhhibition af Activin Signaling tnducas Pancreatic Epithellal Cell Expansion and 21
e Diminishes Terminal Diffarentiation of Pancreatic beta-Cells. Diabstes. 2004, Vol. 53(8), p.2024- | ———— ———
Y 33.Abstract; pg 2024, col 2; pg 2025, col 1; pg 2027, col 1; and pg 20289, Fig 4. 1-20, 22
Y US 2004/0077025 A1 (BIANCO et al.) 22 April 2004 (22.04.2004), para [0002], [0004], [0006], 1-19
[0 3, {06161, [00235). [0030], and [0036]
Y WO 2007/005283 A2 (HARRIS et al.) 11 January 2007 (11.01.2007), para {000T7], and [0013] 11-20
Y US 2005/0255117 A1 (SANICOLA-NADEL et al.) 17 November 2005 {17.11.2005), Abstract, 14-15, 19-20, 22

para {0078], [0088], and [0122)

Y US 2007/0141145 A1 (CASTILLO etal.} 21 June 2007 (21.06.2007}, para [0076], and [0374] | 8-9

EI Further documents are listed in the continuation of Bax C. D

*  Special categorics of cited documents: “T"  laterdocument published after the intemational filing dae moﬁty

“A"  document defining the general state of the art which-is not considered-- - - date and-aot in condlict with the application but ciled 1o understand
1o be of particular relevance the principle or theory underlying the invention

“E”  earlicr application or patent but published on or afler the international X 4 of particular rel . the claimed i ion cannol be
filing date considered novel or cannot be considered to involve an inventive

e dpcsmem w‘(',if:h “::y thrgr. doubts dﬂon Pl'riﬂl'in'; ,f"i"-'[,jl’-“ Whicg' is siep when the decument is (aken alone
cited 10 gstabii e publication dale of another citation of OMET wy joinene of particular rel - the claimed invention cannot be
special reason (as specified) considered lnpairlrvulve an inventive sigp when the document is

~0" documeni referring 1o an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious 10 a person skilled in the an

P g published prior to the intemational filing date but later than g ;
the prioriry date ci ] &"  document member of the same patent Famsily

Date of the actual completion of the international search Date of mailing of the intemational scarch report

18 Juna 2009 {18.06.2009) 0 6 JUL zunq

Name and mailing address of the 1ISA/US Authorized officer: I

Mail Stop PCT, Attn: ISA/US, Commissionar for Patents Lee W. Yaung

P.Q. Box 1450, Alexandria, Virginia 22313-1450
i PCT : 57N 2724500

Facsimile No.  571-273-3201 PCT MM-ml

Form PCT/ISAf210 (second sheet) (April 2007)



(23)

JP 2011-522224 A 2011.7.28

gooooboooood

(51)Int.CI. 00
OoooO 45/00 (2006.01) 0ooo  3/10
oooo 35/39  (2006.01) 0000  45/00
0000 0000 35/39

goad
oooo
ooog

goooooogoo
gooon
goooo
goooo

@enHoooooono  ApP(BW,GH,GM,KE,LS,MW,MZ,NA,SD,SL,SZ,TZ,UG,ZM,ZW) ,EA(AM, AZ,BY ,KG,KZ ,MD,RU,TJ, TM),
EP(AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI,FR,GB,GR,HR,HU, IE, IS, IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,RO, SE,SI,S
K,TR),0A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW,ML,MR,NE, SN, TD, TG) ,AE, AG,AL ,AM,A0,AT,AU,AZ,BA,BB,BG,BH,BR,BW,
BY,Bz,CA,CH,CN,CO,CR,CU,CZ,DE,DK,DM,D0,DZ, EC, EE,EG,ES,FI,GB,GD,GE,GH,GM,GT ,HN,HR,HU, ID, IL, IN, 1S, JP,K
E,KG,KM,KN,KP,KR,KZ, LA, LC,LK,LR,LS,LT,LU,LY,MA,MD,ME, MG, MK, MN , MW, MX, MY ,MZ ,NA,NG N1 ,NO,NZ,OM, PG, PH, PL
,PT,RO,RS,RU,SC,SD, SE, SG, SK, SL,SM, ST, SV, SY, TJ, TM, TN, TR, TT,TZ,UA, UG, US,UZ,VC, VN, ZA, ZM, ZW

(72000

(72)000

gooo
oooo
oooo
oooo

ooooobooboooood

ggoobboooooooboooooooboooooooooobooooooboobooboooooo
ugooooooodgod

ooooobooooood

goooobobooooooboooooooboooooooooboooooooboboooogoo
ooooooooogd
OOOO0(@O) 26088 EE02

OO 4C084 AAL7
0o 4C085 HHO3
OO 4C087 AAOL
OO 4C096 ACO5

EE29 FFO7

ZC352

HHO7 KAO4 KA28 KA29 LLO5
BB63 ZC35

AD14 DC21



RiES

PRI E (R FIR)A(F)

RF(EFR)AGE)

FRI&R BB A

RN

L 5ER
ShERaELE

BEX)

8 T RIRR-ARE K £ AR | AENERHEMERCFCINA
T, EWEEMRET BT URRBPARENERALTE , 23T |8
AFENRSRL (FIMBRIZERS  SERSARBE ) 0857

e

FRAR B4R R f5T & 4 AR S

JP2011522224A K (AE)HE
JP2011506354 g B
RREELRERAR

MR EENSRRNLF

A= P %

ND—=KF> KU1
V=Y RU—F Y-

I3V A4V
NI—KT> kJI-
Y—YRU—F T —

snap

2011-07-28

2009-04-10

GO1N33/53 A61B5/055 G01T1/161 A61K49/00 A61P3/10 A61K45/00 A61K35/39

GO01N33/6893 GO1N2800/042 GO1N2800/52

GO01N33/53.D GO1N33/53.Y A61B5/05.380 GO1T1/161.A A61K49/00.A A61P3/10 A61K45/00 A61K35

139

2G088/EE02 2G088/EE29 2G088/FF07 4C084/AA17 4C084/2C352 4C085/HHO3 4C085/HHO7 4C085
/KA04 4C085/KA28 4C085/KA29 4C085/LL0O5 4C087/AA01 4C087/BB63 4C087/2C35 4C096/AC05

4C096/AD14 4C096/DC21

61/124941 2008-04-21 US

Espacenet

Cfe1 highly expressed in beta cell

FIG.3


https://share-analytics.zhihuiya.com/view/6b246425-1d76-434b-a5a4-280218db2a83
https://worldwide.espacenet.com/patent/search/family/041217129/publication/JP2011522224A?q=JP2011522224A

