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RNy & —EA SN, S e T 5 TR 28D RIkO W
B, RPKESAE T BERMEY. UHEESET 2BERARY. EHEO
HERER Fr . BRI B 2, |

B RN

S FMIERT (FGF) WFGFLE7%— (FGFR) 3/ F )%
LT, BBR. MR ATAY S ABIORBICEBAREZRZLTND
ZEMHSNTND GERFF 1), E T, 220FGF (FGF 1%
14, BLW FGF16ME23) BLIUFOI > FF—VRASVEHT

' 54?0)FGF1/“lZ7°5’~‘ (FGFR173E4 : U TFXEEDT IFGFR s

EWR) DFEET S, FGFRsid, 20%20WE3D0%E /07 R
A1 (1 gD1PFE3) NHERDUH Y RESEM 2S5 TMmIasEg. 1|
BESHEN, BRUFOL 2 FF—¥ RAC P E2EDMBAERD 5 HES N

"TW%, FGFR1, FGFR2BIUFGFR3WIZE, I TIbBXVUII

[ cEMENBE2DDATIA T INIT 2 MINFET S, 2507 A
U7 4—AiE1 gD 3OREBNTHSE 00T I/ BRFANER>THD.
RALEMAABI O H L REREZRT. —#I, TTT1b7 1Y T 45—
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BREBER7YTY—EAEOY Z)— M EREL. MAPKBXUPI 3K/
Ak tEBEED. 2ROV FVBEOBRILERETS (1), TORE.
FGF s BEUENSIHET 2L LTy —id. W, b, EBB L OER
F e DR L IR & T 5, |

FGFR s OREEAEMLE. BEOE FOEMEEIZEH S 2 &850
T3 GEEFSCH 1 &RT2), BICF GFR 23 /LR L4 & ORI
BALTIZ. FGFR2&ZDUHY ROBERE, L7y —DERDBET
BB, BEOTAY T A= LDOAA v F > IR EDMRNH D, BN,
FGFR2DA > O 2HO—HELRSM (SNP) . FGFR20D®
BN L DA OB AL TV EOFENDH S GERFTIR 3 &
'4), FGFR 2 &EEMITEMILT 23 L2 ABRIT, FENBE, JIER
M T, RS L OHETHE S NTV A GEEITR 2. 3RU5), £/
FGFR 2 BEFORECENEEAEES VLB TREINTND Gh
# 2, 3/U5). Bz, FGFR2I T IbMS5FGFR2I 11 cAD
55 ARA v F BRI CEEOEST PRI D, PRARLMETSE

CBASNTVS GRS 6 RUT),

BlEDX Sz, FGFR2BERHHZVEZR, TT11bASTIIcn
DAL Y F 7B DI TOBMEDBEIS 5. FGFR 2 2ICHT 5

BNABEENERIFREENRREIN TS, ERICEEERIZBIISFG

FR2ODBEZHLMITBHELEBIC. FGFR 2 OIBEREENE L TOAAE
xR 572012, FGFR 2T 2E 7 O0—FIIVHUENERE SN, #H
BRI B THUBEB MG N T WD GRS 8 RUN9). WINDHiE
BFGFR2I 11 bIZMIZVAY RSO TFIVERET HFHEME
BEIHZEIERENTVED, ADCCREDI Iz VI —EARI I I ciT
A3 RRIE 2 A9 SRR IIRE ST,

ST B SR |

FEREFT S
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05%2H1HEFRER. LE2— (Review) |
R 2« ¥ —F— KU/ o0—t (Turner, N and Grose, R). XA F
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20094€3AF. 23% (38). 307HE311H. LE¥a— (Review
JERAIME « Fv 77— Chaffer, CL. et al)y ¥4 T 7L > yT—
3> (Differentiation). 200 741 1HF. 75.% (9%8). 8317
EQ42H, 20074801 AHETAE. LEa— Review
RSN 7 - h— A5 > XM (Carstens, R.P., et al.) F>av—>
(Oncogene). 199 74412H18HT. 15% (2558), 3059%E3
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ARAO—DOBEI. FCFR2ITMTDHAZRETHILTH S,

ARADMO—DOMEIFUEERAEE T 2HFGFR 252 SHT 2E
A Y R IR T B 2 L TH B,

. AREFORBEICI, RHANETET I/ BESNEI-KTEIIL
FFR, BT LAF RBBAINERYZ —, ZXZLAF RXERY & —
MEA S NMIN, HMIRE T B TR ESURIIAORE FESNREEh
%, | | |

S5, ARPOMO—DDME. HHiER NI OB L LIRS
5ZETH 5., ]

MEEMRIRT B0 DFR |

YIS |2 LM R MR T 50 ITHE, R BT, HIRRMFGFR
2HURZRAIL L. ZPUEDPIRIEAEE T 52 L2 AL, ARBEZR L7,

AFEHIL. |
(1)

Gk T 2 L. B, ﬁﬁ%%@ﬁ%@% 7k (fib
roblast growth factor receptor:FGFR)

RS T B R SUEZ DERERT
(2) |

S RE R 258Kk (FGFR) MERFGFRTH S, (1) &R
Bk 7 D N I | |
(3)

SRR T 244 (FGFR) "FGFR2TH5. (1) X (2)
E DY LT ORI
(4)
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b MM RER T 2542 (E NFGFR2) 111 b&U/XE k
S EREERTEAE2 (EFEGFR2) 111 ciiada. (1) 7
E (3) OWTNH—DICIROFUK UL Z DERERY
(5)

b SRR T 25Kk 2 (B RFGFR2) 111 bEOE M
AR T2 (t FGFR2) T 11 ciciads,. (1) E (4)
DNFNH— DI ERD iR UL Z DISHET |
(6)

b NIRRT 20K 2 OB T2 RB 07 ) S AL D —D
XIZZDPUEIZTHEET 5. (1) BE (5) OWTh—DIZiE# ok itz
D HEREN F |
(7) | |
b NIRRT 2K 2 OB T B RES OT U AR R AL > 210 H
B9 5. (1) PE (6) DWTNH—DICREOHIHITT OBAEN.
(8) | |

b MMM R TR AR 2 OB TH GBI O T Y SHE R AL > 310k
&T5. (1) PE (4) BT (6) OWThh—>DIZ RIEROHik L7 OHhE
Wi, |
(9)

E MBI T 2AK2 (C FFGFR2) 111 bRV b
BETFMAER T2 (EFFGFR2) 111 ciokdshiEikz
TS, (1) BE (8) DWTNH—DIZ LD Hilk itz OHAENT I
(10) |
b MRMSFRIRMAR T2 2 (ERFGFR2) 111 bRUE M
SFMIIBER T 28K 2 (L RFGFR2) 11 1cioddahmEksnd
%, (1) ZE (9) OWTNhL—DIZ B O FIR UL F DHERENT .
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FIRBELEZET 5. (1) E (10) oLFnh -2 BROKE L
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(12) .
YR (in vivo) THEEBERZRT. (11) BROFKIM

T OREREWTFr
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BAEOREMEE52 (6 0) LRINDT I/ BESIS L IZET I/
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HCDRH 1. BFEQRAESS53 (6 1) KASNBY I/ BEFSL
RWBETIVBEINCIBWTIDOXIE2DO7I JBENBBREINTRDT I
EERESI/ 5725 CDRH 2 RORAEORABES5 4 (M6 2) KRANBT
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BFNCBNT I DRI 2007 I/ BABRINTRD T I ) BRSNS D
CDRL 1, BAXOWIES62 (M7 0) KRENET I /BEIBL<
BET I BESICBNT1OULI2 D07 I BABRINTRST X B
55 575 CDRL 2 RURSIZORFEEG6 3 (M7 1) ILREANBT 3
JEEFIS L < T I BRI BOT I OXE 2007 3 S BABSREN

Thed7 2 BEEMNNSIS5CDRLIZFUD I ENSRIEHNSRD, A

DERFGFR2IZHEETS,. (1) IBE (4), (6). (8), (9), (11) &
QN (12) DTN —DIZ DB PR ITZ DHEAEW
(14)

BAEOREMERS5 (M6 3) IRSNB7 I JBRALLZHT I/
BEFICBVTIDXIE2 D07 I/ BABRENTAST I /BRSNS 7
3CDRH1, BFIRORSIES56 (W64) CREN2T I/ BEFAIDL
SHET I BEIICBATIDOXII2D07 2 /BSBRENTRST I/
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C EHAEORFIERE6 4 (M7 2) TRENETI JEEALLIBZTI /B
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CDRL 1., B5IZORHMNEEG6 5 (N7 3) WRINDT I JEEISLL
RT3 BEAICBVNT 1DXE2 D07 IV EABRENTRSY I B
gl 5725 CDRL 2 ROEFIROEFIEE6 6 (W7 4) WraEnsd7 3
JERMS LR T I/ BEFICBWT1IDOXE 207 I VENBIRIEN
TR573/BEFAMPSHES5CDRLIZEDIENSRIBMMSRD, B
SERFGFR2IZEESTS. (1) BE (7) KUK (9) BE (12) OWE
N/ —D I RBOFE X2 T OREENT.

(15)

EFIEORFIEE 58 (M66) KRSNHTS /BEAS L RET S/
BEFICBVWT1IDXII2DO7 I /BB INTRS T I /BEFI» SR
5CDRH1. BFIEORFIBES 9 (R67) KREANBT I/ BERFILL
QWEFT I I BESICBNTIOXE2D07 2 JBABBRENTRST I/
BB 5725 CDRH 2 RUORFAEOERFIBFES6 0 (N68) KRahD7
I BEAHLEET I/ BRAIICBVTI DX 2 D07 I VBB
NTH57 2/ BESINS75CDRE S AN ENSHHER, WK,
WAIEORFIES 67 (M75) CRENDTI /BEAG L < HKT 3 /8
MWKBWT1DKMZD@?S/@ﬂ%ﬁéhfﬁé?i/@mﬂﬂamé
CDRL 1, MAEOEMNEE68 (M76) WRaEhd7I /BEMNSLL
327 3 BEAICBWT1IOXE2D07 I JBABRINTRST S /B
575725 CDRL 2 RURAXRORMNES 69 (M7 7) KRENDT 3
JBESID U I3ET I/ BESMICBNT1IOXE2o07 3 JEAEREN
Tha73 /BRSNS 5CDRL 328D EM6RLERN520. B
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(x) MFIRS73 (M8 1) TREINDTI/BEADTI /BEZ21Y
E2352808E, BLU. MAEKES5 (K93) TRENBTI/BE
FIO7 2/ BES20PEA6 7E2E0EH, £5ATRSE Musitk (hF
R2—-14_H6,/L1); |
(x 1) BFIFS73 (M81) TARINDTI/BEFOT I /BEE21
TE2 352 G0EE, BLUK, RAIBESST (M95) TRINDZTI /B
BHOYI /BES205E46 7 250EM. 25ATRSE Mebifk (h
FR2-14_H7/L1);
(x11) BEFES73 (W81) TRENSTI/BRESDY I/ BES2
15E2 35 250RE, BLU. EHEZ91 ("99) TRINBTI/
BEMNDY X JBEEFS20HE46 7T280EME, 23 ATRSE Mebik (h
FR2-14_H9,/L1); -
(xii1) MFAIRET3 (M8 1) TRINATI /BRAOT I ) BES
2122352850 RHE, BLY, BEAIEFI3 (KW101) TRINDY
S/BEMNOTIBES20NEA6 TEGUERN, £F5ATRDOE MUk
#k (hnFR2—-14_H10,/L1), |
(xiv) BFIBET3 (M8 1) TRENBYI/EEADT I JBES 2
15E2 35 250RM, BIO EHES99 (M107) TRENDTI
JERINOT I VBES20/E46 7TESVEE. 25 A TS E MEHUK
(hFR2—-14_H13/L1):
(xv) BFIFRET73 (8 1) TRINAYI/JEBENDY I JEBEF21
T2 35 2 EVEH, BLU EHES101 (M109) TREANDTI
JEBRHIIOT I/ BEB20E4 6 7T ERDEM, 23ATRSE MUFiE
(hFR2—-14_H14,/L1);
(xvi) BAIEST73 (K81) THRENSY I /EEINDTY I JEBEES2
179E23 555088, BEC. BABER103 (M111) TRINBY
S BEAIOT I JBES20NE4L6 7 E2A0EM, 2BATRSL Mub
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#k (hFR2—-14 _H15/L1),
(xvii) BAIEBE73 (K8 1) TREINDTI/EBEBEINOTYI  BES
2179523 5580%YE. BLY BMNES105 (K113) TRaN?
73 BESIOT I JBER2 0NE46 T ESDER. FEATRHE M
pik (hFR2—-14_H16,/L1); ,
(x1i1) BFIBET73 (M8 1) TRENBTI/BERFIDOT I ) BES
2175235 BDEM. BIY. WABS107 (F115) TREND
TIJEBEEINOTI ) EBEES20E46 7T EEDEE, 2F5ATRSE M
Wik (hFR2—-14_H17/L1); Bk -
(x1x) BRAIBET3 (M8 1) TRENBTI/ERFIDT I /BES?2
175E2 3528 08M, BIK BAFS109 (R117) TRENY

R/BESIOTI/BES20NEA6 7T EA0EM. 2E5ATRSE MU

15-

20

25

27N (hFR2—14_H-1 8/L1).
(21) .
(20) CEBROFUEOERBLOERHEO T I VBES N2 5%

CLR—ART I BRSNS DERB S OBEESATAY, BOE FFGFR

2128692, (1) BE (12) OWTNH—DITREDHUKILZ DHERERT
. |
(22)

(13) 9% (16) BEY (20) OLWTNH—DICEROIHKNRRT
BHE LOBMEITRAT S, (1) BE (12) OWThh—DIRRoHik
EEoL T
(23)

(13) W% (16) BEY (20) DWFRA—DIRHEOIAE. bk
FGFRZ2ADHEBIZBWTHEEST S, (1) I'E (1 2) onwgFnh—2IiZi
D HIE 37 D HERENTFT
(24)
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BSIZE70 (M78) XFEFHZRET1 (K79) TREINDT I ) BE
Fldp1l55&HOFOLY (Tyr), 157HHDPALA=> (Thr),
176%HDPUY> (Lys), 181&HDTYI=> (Ala), 182%H
DFVTy (Gly), 183FBBDFUTY (Gly), 184BHDT AN
¥ (Asn). 185FBHDYOYY (Pro)., 186BHDAFF =

(Met), 188BHDMALA=> (Thr), 200%BD (Fy3),

201 BHOINYIE (Glu)., 205&BDOZUS> (Gly)., 20
6FBDOZUT> (Gly), 208FHOUY Y (Lys), 209FHDN
UV(Val% 210FBBDOYIF= (Arg). 21 1BBDODTA/NSF
> (Asn). 212&HOZLEI> (Gln). 21 3BEOEAFIY (H
is), 214BBORI T 77> (Trp), BLY, 21 7FHDOA VO
132 (11e) ORBRENSWRINS, ENFGFR2EDTE h—7k
BETSH, (1) BE (1 2) ONWTNN—DIZEEDOFE XL Z DOHEEERT
(25)

Mﬂ%%?O(H78)X@MW$%71(H?9)Tﬁéh67i/@ﬁ
Sl 15 5%B0FOLY (Tyr), 157HBOALF=> (Thr).
176FHB0YY> (Lys), 181BHDYI=> (Ala), 182%H
DT> (Gly), 183FBHDZILY (Gly)., 184FBHDY AN

11

%> (Asn), 185FHOTOUY (Pro). 186BHDAFAZ

(Me t). 188FHDALA=> (Thr), 200BA®D (FIF3I),
20 IBED/ NS ILEE (Glu), 205&FHOZ UL (Gly). 20
6FHO/ULY (Gly), 208FHOYY> (Lys). 20 9BHDN
J> (Val), 21 0FHOT7ILVFZY (Arg). 21 1BBEDTANSF
> (Asn). 212&HOZNFI2 (Gln), 213BHOEAFVY (H
is), 214BHOLYFL77> (Trp), LWL 21 7&HOS YD
12> (11e) DEBREEOMTHAMMEREATS, (1) HE (12)
DNTNN—DIZFERD TR XITE OBERENT

1
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- (26) .
MEERESN6F > 2 FO—LUFTHS, (25) RROFEITZD
HERENT 1

(27)

WEERERNS 4T YA hO—AUTFTH2, (25) £7213 (26)
DYl 37 DA

(28)

Bkt MUETH S, (1) HE (12) BXY (21) HE (27) OV
TN —DIEE DAL E DHERENH |

(29)

EFFGFRZ2ZADOFGFOHEGZHEET S, (1) BE (28) ondhnh
—DIZERR DY X DAGRETH

(30)

Fibk 7 MR RS S 1 e O U HR R A A R 25 T 5,
(1) PE (29) OWTNH—DICREDHE X ITZ DRI,

(31) .

T (1) WE (11 1) OWThh—DIRBHKOXZ LAF K

(1) (1) 75 (30) OWFNH—DIRBMOFEDERE - 12D —
¥R AHOT I BEMNE - RTOEERMNEZGATRE XY LFF R ;
(1 1) (1) 5% (30) OWFhh—DLRHOFROER T /= I2EHD—
HELZEROT 2/ BEFIZ T — BT HHIAEF &S DEERID 575 X

h=(108

cHk

COVAF R BV

(ii1) (1) BE (30) OWTNH—DIZ MDD R E /138O
—BELIEHOT I/ BEFIE I~ RT BHERIIN 535X 0 LFF R,
(32) |

(31) RROXY LAF RFEASNHBMINY 5 —,

(33)
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(31) BEBOX I LAFRXIT (32) AROHMANY &y —PEASH

Bt iR

(34)

(1) W% (30) OWFNH DI RBROFIKX LT O AT
B, |

(35)

TROIE (i) AU (1i) 2802ennins, (1) BHE (30) OV
FID— DI RRO VI U OB DB 51 |
(1) (33) 1 (34) EROMMZERETLTE ; BLO

(i 1) MRTE (1) THSNABENNS (1) IE (30) OLFns
—DIZEROFUE I Z DERENR A 2| 5 T8,

(36) |

(35) KEHoHEICIDBESNS, (1) HE (12) onFnh—>IK
RBOBURE 1T OBEET |

(37) |

BREE - EEBEOT I/ R IIHVEF ILRBICBNT 1 hE 5 @O
72 BARELTRS, (1) BHE (30) BXY (36) @#owThnn—
DI D HR T 2T DRRENT

(38)

(1) 9% (30). (36) BXU (37) OLFNA—DIRBMOGIHX
17 DRI DA,

(39) _

BN S N T, (38) FikoENIE.

(40)

Bikns (20) @ (1) BB (x 1 x) OWThh—DOhSRBIRENS, (3
9) FHDEIE,

(41)



10

15

20

25

WO 2013/154206 , PCT/JP2013/061340

15
(1) 75% (30), (36) BXY (37) dWTIA—DIZ B%ﬁ@f’“ﬁi%
L3O 213 (38) JiE (40) @blfhf}ig')lﬁﬂﬁ@ﬂ%
ﬁfﬁﬁi%&ﬁfﬂﬁi > & LTEATIRDIEEMEY).

(4 2)

PFigsIThsd, (41) LEOEEMERKRY).

(4 3)

BWINFGFR2BMHTHD. (4 2) iBEOEEMRY) .
(4 4) | |
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BEFITHD, BHEAEHORANFR2-14_H12BKU*hFR2-14

_H1907 = /JBEFIZIIES NN,

K106FhFR2—-14_H1 3DHEERESF (ﬁﬂ?’lﬁ@ﬁﬂﬂ%%’9 8). o

_BR?V??F%HIExS?M/?%W@ﬂT%D BERE T OR#NLF

R2-14_H1 3 OHERFICIEEEHE. | .
M107@dhFR2-14_H130D73 /BES GHIEORFIER09).
5530&1?F£%1E§19m>ﬁi»%ﬂf%0\Eﬁk%ﬁ@%%h

FR2-14_H13073/BESIICIEENRN,

M108IXhFR2—-14_H14OHERY EINEOEMNESL00),
SEXHLAFREELNES TR FIVEFITHD ., BEKBHORMD
FR2—14_H1 4 0EERFICIIEENRN,

M109WhFR2-14_H14073 /) BES @EHEOHIEE1 0
1), 55X LAFRBES1IPEL 9FSFFIVEFITH D, B KRS DR
%hFRz—l4_H14@73/@ﬁﬂﬁuﬁim@mo

M110dhFR2-14_H150HEERS EAEOEFES102).
SEXZLAFREBZLHES TR T FIVESITHD. BH KBS ORMh

FR2-14_H1 50HEAEMIZE TN,

K11113hFR2-14_H15073 /8EY @WHINEOEINEELO
3). DEXTVLAFRESIHAEL QI TFINEFTHD., BEKEDDK
BhFR2-14_H1507 3 /BREMIZSENZN,

1123hFR2—14_H1 6 0HEES (BIAXOREFIEE104),
DEXTVFAFREFTLIIES T TFINESTH O, @EKESDREHD
FR2—-14__H160HEEINIZE TN,
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B11 3}1hFR 2—1 4__H 16072/ EES (BAINEOERINES10
5). IBXVVAFREBINHEL QR FIEIITH O, WHEKES DK
BhFR2—14_H1 6073/ BEACIEENA, |
B114idhFR2-14_H170HEEES EHMNEKOEINES106),
360 LAF RES LVES 712V FMRIITH D, BHKEH ORI
FR2—-14_H170HEERINIZSENRWN, ,
M1153hFR2-14_H17073 /&R @AZORINES 10
7). SBXULAFRERLPIEL QEL I FIVEINTHD . BERBHOMR
MhFR2-14_H1 7073 /BEMITEFENZ N,
M116RhFR2-14_HI 8 OHERS EHNEORABE10S8),
SEXYLAF KBS LHES TR/ FVEITH D, BEKES ORFh

FR2-14_H1 8 DFEARINTITFENZ,

M1173hFR2—14_H18073 /@iy (RHIEOEMNEE10

9). FEXILAFRER IHEL 9IS T FVEFITHD . BEKEH O

MhFR2-14_H180D73 /BEMCIHEENZN,
M1183hFR2—14_H2¥( JEHMTIAY—VHIA—F (&
AROEFES110) - |
Bl119/13hFR2—-14_H2%1(7EBEHTIITIY—VH3A-R (&
FROESNES1 1 1)
M120@D2WEATS1~—D23 fw (BFIEXOEIIES112)
121D 2HBATS54v—D23rv @HAECKMNEE113)
®12214 4MEOL MUHFGFR 25k (WFR2-14 H1~H
4/L1) ROE FFASHFGFR 2Kk (CFR2-14) OFERF
GFR2NUTZ > MNEABIZHTHGEEZEZBiacor el DHlEL =
RTH2, &bithe29 3 FMRTRBEE, HBLTHEICHELE,
12301, 15MEOL MUFIFGFR 25k (hFR2-14_H3,/
L1KUhFR2-14_H5~H18/L1) OLRFGFR2—111c
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N7 FEREIMT OEAEEZBiacor el DHELAEKTH S,
&Yitk%E 29 3 FMMTRE S HLEE LEERECHEM L.
K124, 3EEOL MEHIFGFR 2%k (hFR2—-14_H3 /L
1, hFR2-14_H8 /L1%KUhFR2-14_H12/L1) Otk
FGFR2EBRIOEAHECe 1 | —EL 1 SAERLVRIELZETH 5.
§125A1. 5EEOE MUHF GFR 2HEOT—E7 5 A% %LER
Th5. | |
®125Bid. 5@EOE MUHFGFR 2HEOY—ES 5 455 LM
Th5, |

[125CH, 10MENE MLWF GF R 2O TmlER LR TS
3,

[M126/% hFR2-14_HI1 /L1%i# hFR2-14_H2/L
1Hifk. hFR2—-14_H3 /L 1¥ifk, hFR2—14_H4 /L 1 ¥k,
hFR2-14_H5/L 1%k hFR2-14_HS8 /L 1%k hFR

" 2—-14_H9 /L 1%k, hFR2—-14_H11 /L 15K, BELLhF

R2—14_H12/L1#ifk, hFR2—14_H19 /L 1 k0B
BRIKIZDNTO, HIREDKDEZRLAENTS 3,

K127A1k BEMEHIFGFR2#iE (hFR2-14_H1/L1, h
FR2—-14_H2,/L1. hFR2—-14_H3,/L1. hFR2—14_

H4,/L1) BIUOE FFEAS{EFGFR2Hik (cFR2—-14) ok b

FGFR2IIIbRHTHI/FNFREREZE k1 FI AL K- —
7 AR LD RLERTS 5. -

M127BE, EMUIFGFR2¥ifk (hFR2-14_H1./L1. h
FR2—-14_H2/L1. hFR2—-14_H3/L1. hFR2—-14_
H4,/L1) BEUOE FFASHFGFR 25k (cFR2-14) Ok b

FGFR2IITIciZHTLITIIINHREREZE]L kK1 FSALR—F—

FobABEIzEORLEMTH S,
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12 8Al. EMUHFGFR 2K (WFR2-14_H3,/L1. h
FR2-14_H5/L1, hFR2-14_H6,/L1, hFR2-14__
H7,/L1, hFR2-14_HS8/L1) Dt hFGFR2IIIbIZHT 2>
VI HRIEIEZE L k1 b5 AL RS —7 vt A Kk DR LERTS
.,
®128Bit. EMEHFGFR 2%k (hFR2—14_H9 /L1, h

FR2-14_H10/L1, hFR2-14_H11/L1. hFR2-1

4_H12/L1, hFR2—-14_H13/L1) P REGFR2IIIbiz
HTBTFINFHEEEZE k1 NS ALVLER——7vE1EICKDRL
ERTHD. | .

M128CH. £ MEFIFGFR 24 (NFR2-14_H14/L1,
hFR2-14_H15/L1. hFR2-14_H16/L1, hFR2-
14_H17/L1, hFR2—14_H18,/L1) ®DERFGFR2IIIb
KHTHLTFNFFERZE LK1 RS CALR—F =T w1 *KICL DR
LIRTH 5. “

912 9AM. b MUFGER 25k (nFR2—14_H12/L1.
hFR2-14_H19/L1) OLRFGFR2I T I b5 FL
HHEMEEE 1 k1 bSO ALE—F—F vt BiRLDRLEZRTH 5.

M129Bi. EMEHFGFR 2K (hFR2—14_H12 /L1,
hFR2-14_H19/L1) OEFFGFR2111 ciRMTBIIFI

CHRHEREE LRI RS DALR—Y =T oM KICKORLERITH 5,

©130AR. EMEBFGFR 24k (WFR2—14_H1,/L1. h
FR2-14_H2/L1) ODADCCEME7LEKNTHS, L RFGFR
211 1bRE293T-1ac ZMMEEGME. £ NPBMCEI 2%
—fifE & L TR W,

[130Bid. E MEHIFGFR 24k (hFR2—14_H3 /L1, h
FR2-14_H4/L1) BXUE hFASLHFGFR 25k (c FR 2



10

15

20

25

WO 2013/154206 PCT/JP2013/061340

33

—14) OADCCERZRLENTSH S, EFNFCGFR2IIIbRE29

3T-1acZMEE0ME. £ FPBMCELY £/ 5 —MlaE L TRV,

1311, EMEBIFGFR2%i4k (hFR2-14_H3/L1, hF
R2-14_HS8,/L1, hFR2-14_H12/L10ADCCHEEER
LERTHS. E hFGFR2EHENCI -H7 1 6 MilaZEMME. £ P
BMC2IL7x/4—#laEL TR\,

K132 e MUAFGFR 2%k (hFR2-14_H12/L1, h
FR2-14_H19/L1) DADCC#EMZERLERTH S, ENFGF
R2%BA) NCI-H716. B) SNU—16. C) KATOI I I#if
EEMMN. L FPBMCEI7xr 5 —HlE L TRV,

B133id EMUAFGFR2¥ik (hFR2-14_H12/L1. h

FR2-14_H19/L1) OADCPREEERLERTSHS, L RFGE
‘R2HBA) NCI-H716, B) KATOI I I 2. thPBM
CupfbEAER IO =Rl E T T o 7 Y —HIE LT W,

K134AF EMEBIFGFR2HiAhFR2-14_H1 /L10Okk
BREMBHESNU-1 68X —RIT2TBI5in v ivoilEEEk
#RULERTH 5.

K134Bik. Et MUHiFGFR2HiAhFR2—-14_H2 /L 10Ok R
MRS NU- 1 6 BEX— R8I35 in vivolilEEEs
ERLERTH 3,

R134CiH, EMEHFGFR2HMAFR2—14_H3,/L 10Ok N
%ﬁm@%SNU—l6@%7—P7@XKEH%in v i v o bilEEENE
ERLERITH 5. | | |

B134Did, EMEFIFGFR2Hi#AhFR2-14_H4 /L10Oth
BBHEKSNU -1 6BHX—RIYTAIZBITISin vivohBEERESE
ERLERTH 5, |

®135A EMMUIFGFR2HKRFR2-14 H5,/L 10Kk
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FEMISNU - 1 6 S FBMEFIICBI2 i v i vohiEliEks
RLERTH S,

M135Bid. EMUFGFR2Hi4AhFR2-14_HS8, /L1DOk k
BEMIKS NU -1 6 F FBBEFILICBIFS in v ivolilEsEts
RLEMTHS,

M135CiE EMEHFGFR2HAhFR2-14_H9/L1Dkk
SEMBESNU -1 6 K FREESICBYSin v ivoliBEEits
RUERTH 5, - |

M135Dit. L MEHFGFR2HikhFR2-14_H11,/L10Ot
NS NU— 1 6 E FBHEFVICBTS in vivoblEiEt

ERLIERTH D,

K135Eid. EMEBMFGFR2HANRFR2-14_H12,/L10Okt
FEEMEERSNU-1 6 ETFTBETETIICBITS Iin vivobiEEEH
ERUERTHS. |

B135Fik. EMeBIFGFR2H#AhFR2-14_H19 /L10Dt
FEEAIIES NU— 1 6 B FBMESVCBYSin v ivobilBEEt
ERLERTH S, o

1361t E MEFIFGFR2¥i4k (WFR2—-14_H12/L1. h
FR2—-14_H19/L1) Ot b REBEMBEKNCI -HT7 1 6f@E 70O
YIEFIMCBIB I v ivolEEERLEZETSS, (A) EhF
R2-14_H12/L1, (B) BhFR2-14_H19/L10&RETH

®137i. b MEHFGFR 2Kk (WFR2—-14_H12/L1. h
FR2-14_H19/L1) Okt bXBEMEKNCI-H716-1uc
BEFFEET LICB TS5 in VivoﬁﬁﬁﬁﬁéﬁbtﬂfﬁéoUUbi
Luciferaseﬁﬁ‘@fﬁiﬁ%%%bt%%fﬁéo

1383, FGFR2D2 /H3L1F abBEAKDUREFINERL
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£RTH3. FGFR2D2%#EFAIC, H3L1Fab®OHE #nIL—)
BRI G EHIC. LEETNSOARICENENER L,
M139i. FGFR2/FGF1&FGFR2D2 /H3L1Fabo®&
nebEERLENTHS. FGFRD3 (1gD3) 2R FAHIL. FGF
RD3DEHIZFGF1 (#\n”/L—) # FGF1DFAFGFRD2%,
FGFRD20# FAIKH2L 1 FaboH# (BW/L—) ELEEEZNE
n#ERLE. |

M1403. FGFR&Y7IU—HF2RMERIE/209 3 oMy D
Y PR L. Tv RFKFR 2 — 1 0 2N TREREEERLZHTH 5.
K141, A, D) SNU—16. B, E) KATOIII. BXUC,
F) NCI-H716MiB70y 276l T, AEREEERLEZKTH S,
A~ClEIy FAFR2—-1 0, D~FdmdiRiAczAWEHERERTH S,
K142iF. A) SNU—16, B) KATOII I, BXWC) NCI—
H716MAOY /757 NEEY > TIVIZHL, 5w FfkFR2 -1 0 %
ROTREREEERL R TS 5, | |

M1431, cFR2-10, hFR2—14_H12/L1. BXUhF
R2-14_H19/L1§fcksUH > RFGF7TOFGFR2LET¥
—ADRGEET BEERLZNTH 3,

S % EHT B 75 DAL
1. 5% '
ARHICBNT, EET &3, BEEOT I /8% 1— R H ARG

CBENDRIVAF RERBLOMMEEZZWRL, AL EAEOTI B

B O— KT BRERFINEENE XY LA F REFRZOHBRETH DY X

JVFAFR, AUTXZLAF K, DNA, mRNA, ¢cDNA, cRNA%

i TRiET) OBRIIEENS, ﬁ\ﬁiéiﬁfi?li~$ﬁﬁ‘ TSSO =AU
FOXIVLFFETHD, DNABERNAEHOKXGHK, —E£OX I LFF B
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BONZBDOITMA, MBABRTEZANTELGREEMRBICBNTEESN
HEBAEAETH-> THIWN,

ARFEHIZBNT, JiEIEES ?%>WMH Tm@%#%#mﬁﬁéfﬁuj
Ei, PUARE A IR T 2R EOF 5 R TF R XUIE 5 & K S E Bk
T3, AFRRHICBNTIE, DOBWBEOIEETE F—F HFihOREEE
HIER, AFEPEOHF GF R 2HEPHENIRHMTS5FCGFR2ERE LD
e LCld. FGFR2EME FOEHH P RTF B IOEE S @ K S S & FIoR
THIENTED, |

ks T-0 BRI BB IIZ N 2N 3 B OB R ERES (CDR @ C
omplemetarity determining region) 2%
HZEMHONTWS, HEEREREE. BeL#Es (hypervari
able domain) &b, Fifko BB EHOMEREACS

—REBEOERESRFICE VR TH Y, BEBIOBRHORY RTF R

CBHO—REELITBWT, BE. TNTN3 yANICOBEL TWd, AFHIZ

mfm\ﬁw@mmﬁ&iﬁﬁmomf;Eﬁ@ﬁﬁﬁ%ﬁﬁwéiﬁys/
BESIOT I ) KBMMASCDRH1, CDRH2, CDRH3 &EZL., &
HoOMMBEREERZREY 2/ BEMNOTY 2/ Knf@ln5CDRL1. CD
RL 2. CDRL 3 E£@T 2, 2N 5 OWIIIIAMSIED FTREIGERL,
SAT B FRICHT 215 BIEEHE L TV, | |
AREIZBNT, (HRERIK) L1k, TORENIET2T I BESIC B
TT I JWAER, K%k, HIRDURBA LT, (ER] EBHTE) L
THBHY I JBEAEAL, BOAFWOF GFR2EAECKET 5 R
TFREBUT B, HOBHRE R BT BERT I ) BOKE. 1% 2
B, 1PEIME. LAT4M 1HESE. LAE6HE. LHETE, 1HE
SfE. 173F9M. 173210, 13FE1 2. 17355;15@\ 1753220
., 173E25M@. 1BE3OME,. 1H5E4A40BEXZLBIESOFETHS, N
BB ERAD Hilk) 1ZBEEN5,
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KRBT, [1EHME) 0B )5 D) St 3/E 1 0fEEHET.

ARIOFANET DEN - HEE LTI BRI, AMITEE. L3
WESEETE LN TE, BN, SEEREE, FROIE b=
T BRAEN. BEDEERIIBTIRENE. BREENSEH T I ENT
=32, ' )

AERICBNT, [ARY STy hREHEF TN TY S XT3 &id,
5% S S CREDBENT6 5CITTNT T FLE—3 a2 E {0, DT
2XSSC—0. 1%SDSESDKAEKFTE6 5CIZT204M. 0. 5X
SSC—0. 1%SDSESDKFKRFTTE 5CIZT2 04/, RSN, 0.
2XSSC—0. 1%SDSEEFLKEMKFTTE 5CICT2 040/, #1En
T B AN I TN EASEORMETNT TUTA T2 EEEB%KT 5, S
SCLiZ150mMNaCl—15mMy T @) b)Y AOKBKTHD,
nXSSCHNEEEDS S CEERT 5,

AR BNT HRGE S MShORT. MRICRENEELE b
FoTIEEEL, EENEAMICEEE ST, DNAOYKOHED R
DWM. REEOTN, MRHREEORE, SBEREROETLZES50

DI DRSO FOBE S B%T 5,

Zﬁ%fﬁ :beC A T 1 c‘:;‘fJ:uB%[Hﬂ@lﬁ ZElER ?_x_.c‘:%‘&‘?"}k
T3, : )
Sl mfrrwmr@mm% Wi bW, Tantibody d
ependent cellular cytotoxicity(ADCC)
ﬁﬁléhb NK%%ﬂ#%éﬁbf@ ﬂ@%@ﬁ%ﬂ@%ﬁ$?6¢%
EEERT B, : |

AT twfr#Wﬁr@mmmﬁﬁﬁﬁl&m fantibody d
ébendent cell phagocyt081s(ADCP)E&J
ZigL. Bk o7 7 — /%@ﬁf%%@bfﬁfﬂ@#@ﬁm%@éﬁ
ﬁ?éﬁmﬁﬁ%a%?énlf%ﬁf%ﬁﬁﬁ%@ﬁl&%moo'
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T TR — fERIER) £, Tcomp leme
nt dependent cytotox1c ity (CDC) &) E1e
L. ?ﬁ?ﬁﬁ‘rﬁi%/beﬂﬁrflﬂﬁﬂi‘gr@*mﬂﬁfﬂ])i@%{% THERIEEEEIRT 2. .

ARREICBNT BB & TS BRCE%THWANS,

AFEFICBNT MRt ¥® (immunohistochemistr
y: IHC) 1 &Li#ﬂ%ﬁﬁ*ﬁzkﬂF'@fﬁ%’rﬁtﬂﬁ"éfﬁﬁ%ﬂ’J (AL EW) Fik
ZE®L. Tﬁa&fﬁi{ﬁ &H%T&‘DD rﬁ&%@ (immunostai
ning) ) bEACHKIIALSNS, | N

2. VIEEMAH

(2-1) %t

FGFR s 385 MBMEEAT (FGF) I0Ha T 228 REHETH 5.
AFHIHNT, FGFR s ZBHBMEK, il IMLBMRE TS D,
L 0IFEICIZE K TH B, E REFGFERUNFGFRsIE. 220FGF (F
GF1hE14, BX FGF16HhE23)., etNicFoy>FF+H—ER
AL VERTHADDFGFR (FGFR1ME4L) KZNZhHEES N5,
FGFRsd. 228303 D0%ES/TOTYHRASLY (1 gD 1h%
3) MEMB YA KA ES DM ER. | FEEEER. BLUF
03 Y FF—H KA > ESDMBARED S HRENTNS, 055, F
GFR1. FGFR2BLXUFGFR3IHE, 11 1bBXUI I c&IFi
NB&E2ODATIA LY INIT > MAEET B, CNEDTAY T4 — 1
21 gD 3DBELIBNTHS 007 I/ BREANELSTHY. BixsHE
ARBET)H Y FEBIEE R, FGFR s WADE S a2 435 (1)
FGFIZKATS ; (2) MBKAICEDFGFR s BoBAkETS ; (3)
B =BHLICEDFGER s OREDF O S BEMN) S EILE NS ;
(4) M2 EIZEDFGFREB 20 (FRS2a) BO7F 75—
BEEOY J )b — FMBES NS ; (5) ZFGFR s 2REL TV BHIMUL
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S F GFRIZE 53V F VB EET BT VT VA E T 5.
ARWCHWTFGFR2EAREL FOREEHT 3,
(1) FGFIZIaT 5.
" FGFR2II1II1IbEAEIX B¥. FGF1. FGF3., FGF7 (KG
F). FGF10, FGF22KUFGF23MnoqsBHELI0BIRINS 1 XL
2B EITHOT 825 MOFGFICRALTHEL. ZRUOBAIIMEIIE
ﬁiﬂéFGFT%OT%%éLEWC&ﬂ%éo
FGFRZIIIC%BEM\Eﬁ\FGFI‘FGFZ‘FGF4‘FG
F6. FGF9. FGF17,. FGF18., FGF21, FGF23»5673%
BEXDBRENS L U2 B EICRATS. MOFGFIHALTHEL, &
AROE AR EENEF GFTho THEA LR S4B 5,
(i i) FGFR 2REMEUIMAMAICF CFRBMICEDELD LI F )%

cET 5.

FGFRIBICE DAL B 7 IVEEE L TR, HIREIND OTIRA

Wi, fizid, FGFR2HEY VBt FGFREEDY 7 )— NRUED

B, FNo5E2ALEMAPK, PI 3K, Ak t. fiflans 7/ HEsr
—+¥ (ERK) B0V VREEOERLEEHT S &M TES, FGFR
HBEELLTIA, FGFREE2a (FRS2a) H&2HIRTHIENTES,
D 3 FIEE DAL O DH % 34T 5 7230 DRBR A L, #
CEESNDHOTIHELS ., AMOF D SEZITRRT 52 ENTE S i
A, ERKYZFVEEEFHT5REL T, HBOE 1k 1V T7x5—
PLR—F—T vt BT 5 ENTE S, |
(i11) ARPCBWTFGFR2 11 I bEAEL. KO (a) BE (d)
DNTNM—DIRROT I /BiH GAF. [FGR2 111 b7 3/ #ES
EVd) EBATRDN, FGFR2I111b7 I /EEMNEEDT I/ BR
SIS 5M, ¥7EFGFR21 11 b7 S JBENNSRS
(a) BAIEORARET 0 (M78) TREINDT I JBES;
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(b) BAFIROEFIFEST7 0 (K7 8) TRENDT I /EBEFIE 8 0 %L L,
82%LAlk., 84%LLE, 86%LLE. 88%LLE., 90%LE. 92%LLE,
BLAE. 96 %L L, 98%LNEXIX9 9 %L LOESIRE—EE/RLHED

FGFHEEWHZAITHIRIURTFROT I /Bl ;

() BAROBRFBET 0 (M78) TRENDT S BEINCH AT
E50M@. 13245, 175FE40H8. 1H5E3SHE, 1HB3E3O0HE,. 17y
256, LHE20M. 1HEL5E. 1%L 0E, 15ESE. 1%
6. 17/E5ME, 1E4AE 1 HEIE 1ELA2ME. T3 1EO
TR BAER. K%, FNEERBALTED BOF GFREEEERT D
FRTFROT S ) B ; RO

(d) RALOEANBEET 0 (M7 8) TREINDT I JBRALZI—KT5
SRR R A T B X LAF REZ MY > Vx> MRl
TN TUFL T B2 LAF KOFT BHBEAIC LD I~ REh, B
O, FGF#AEEEATIRURTF ROT I/ Bisl,

(b) PE (d) BROVTNO—DIAROEY XFF KIE, FGFS
BHIMA, FGFR2OHT HMOBHEE L TOTHEN,
CARBICBNTFGFR21 11 cBAEE. X0 (a) BE (d) ond
NH—DIRROT I /BEF UF. [FGFR2111c73/BEH &
W3) #GATESN. FGFR21 1173/ BEMESDT I/ Bs
MEIBHH, ELRFGFR2IT1 ¢T3/ BEINEED -

(a) RFIEORABEST 1 (M7 9) TRINDT I/ Bliahl ;
(b) BAIEDRSBES 7 1 (M7 9) TREINDY I JBEFE 8 0 %L,
BLAE, 84%LhE, 86 %LLE, 88%BLLE. 90%LLE. 92 %LLE,

944UL 96 %LAE, 98 %LAEXIZI 9 %L EOBFIFR—Z2RLED

FGF#AWEZETA RIRTFROT 2/ BEES ;
(c) BARDOEAFERT7 1 (M7 9) TRINDT I /BEFICBNTL
E50M. 1E45M. 1/E40M. 1HE35M@. 1HE30M. 17
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F2 50 1AE20M 1ELSE. 1AELOH. LHESH 1NE
6f. 15FESM. 1H5E4ME. 1 HE3ME. 1E5LIE2MHE,. AR 1EHD
73 BAESR KK MMERIBEALTRVEDFGFREAEEEZAT S
NURTFROT 2 ) BEFH ; BN,

(d) BABORNBET 1 (M7 9) TRINBT I/ BEAZI—RT5
RPN REN E T DX LAF RERA R > D> el
FENATUIART BRI LATF ROHET 2MBRFIC LD - Kan, B
S, FGF#AEHEETIRURTF RDT I ) B, |

(b) BHE (d) ZROVTNM—DIZERHBORIXRTF RiZ. FGFEA
HPIZIIA. FGFR2OATBMOEREHLTHTHEN. |

¥/, LFFGFR2I1IbERUOERFGFR2I 11 cO7 S /BEES
LLTIE. ZHERLERE (a) HE (d) Wi, NP_075259KUN
P _000132LLTREINTVETYI/ BYL, TNTNHITHZIENT
x3, o

(1v) ARWOFGFR2EAEE. FHEDY. FEICIHABN. X0
BETY A, Ty MEOT S WAKOE b X0 —BFEICEE R, Ty b
XIEYWAD. FGFR2ERELTONAMME, R8I, 25556
RO, 2 HMBOEENEL DBEZENTES,

FGFR 2 #8%E L COWATEAMMICIE., B, A, FURE. T B
RESZZPIRTHIENTES, FGFR2ZEZEHEEL TWAIEIZIT. HIE.
A7 SEETMEN RSN S D0, B, HE, 5075 2B R
BENBLONBS, FGFR2 1 11 bEERELTNDEEMIEE LT
W BEMEKE, EMRKREEGIRTS2ENTES, FGFR2II1Db
EERIL T A BEMAKE LTIL. K18 (51 MIEEPRT 5 2 &
%3, FGFR2111c2RELTWAHEMEME LT, FHEM. 3/
MBS EHRT 5 EATE. 205 5TEEECHBRRL VS,

ARHIOF GF R 2 BHEERAR GHHAN) ROMBAMOLTNTS
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STHEW, Hiz, HESY VRLMORTF ROBEARLOMAENHFGF
R2EHEODEWKIZEEND, X512, PEGEHORY—{INMEETMLEE

i, ROV R Bz OEMFENEMNTTINZbOBFGFR2E

HEOBRICEENS. £/, FGFR2EHEAWF BARHOFGFR2E
HEOE®IZEENS. FGFR2EHEMF DS B ERE (i) RO/ XiF (i
1) RHROMEZEMLZHDZF GFR 2EHEKER T SIES,

(2-2) HEBET
AFEHPIZBNTFGFR2I 1 I bERTFIX. KD (a) HE (¢c) OWT
NI RROEAES CUF. [FGFR 2BETES £103) FEAT
%M, FGFR 2BETFEESDRERFIN 5250, £FFGFR2
BETFEFIN 5725 : | |

(a) BAIROERFIBEE70 (R78) TREINST I/ BEFEI— KT
AR | | -
(b) BRAIEOEAMEET70 (M78) TRINDTI JEESZEI— RT3
PN R RSN SR B R LAF REA MY > Px > Madkl
TTNATVFLXLADFGF{BHEEERETHIRIURTFROT 2/ ER
10— KT BIEREI ; RO | |
(c) BALDOEFIZEET70 (M78) TREINDTI/JBEIICBANTLY
E50M. 1HEASE. LVEAOM. 1VE30ME. 1/E25MH. 17
#20M@, 15E15M,. 1HELO0M, 1HESHE. 1HE6ME. 1HES
B, 17yE4E. 1VE3M. 1ELIE2ME, £213 1 BOEESER, &
%, MELEBALCRST I/ BEFIZEI— RUEDF G FRAELES
THRUATFROT I ) BEESIE D — R BHERS,

(b) Xt (¢) RBOMBRINCEDI— K573/ BEAEZHTS
RURTFRIZ, FGFH#EBEMHIZMA, FGFR2ODFEITHMDIENEZFL
TWTHIN,
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AFEWOF GFR 2EAM. BWMAS (KREED), ZHBEROMES
L < BREAMIRIERND 5 OMBE R, BETAMA . 12 € FOBR, (L
LERECIVART DI ENTES, |
(2—-3—1) JEMMMF GFR 2 ORM, H5

JEMME GFR 2BAEIL. FGFR22RELTWAMIN. FRMks
U< BAE 72 132N S I HOR T B M S D B, MBS 52 2N TE 5, F
GFR2ZRELTLHIEMEMG. BAG BURELTE (2-2) © (i
V) EROLOEFRT S EMNTESA, FAMMFGFR2EHEDER
HENS IR E NS O TIRAN,

AP B, WL, AREENSN S ORE - BETSEH I HNOSE,
ORI 5T A —BOFEEMBEDES LK DED T ENTES, H
MBFECI, HF, FLBB, (AR ORI ST~ TT4ZF
A—70XNTIT4—, BAKIZORINT T T 40—, JBHXTHER IO Y
I 4 —FENEENDID, TNSXREINDHOTRAWV, 7T 4254 —
VORI S5T4—ROH S L. FFGFR2E /2 O—F LHUKERIEL
T T4 2T =N EERLTHRET 2 2 LI K 0ERT 2 2 ENTE S,
MBN S ACF GFR2EEHE&EAT SHES IMMEME S 2 Hm L,
ROTIRE L7z ) CBEEHEEAKK (PBS) THERNEENERELE
. EUHAEHERERNTSZEI2E0 F GFR 2 BEE 2RI ERT 2
T EMTESD, FGFR2BHESHANEL #L23BOCentripre
D EOWREB TNy 7 7 — KRR ULBET 5 - EHTES,

(2-3—-2) fiBMFGFR 2EAHDHRL

AEBOFGFR 2 EARIE, MIHE LTHHNT 52 ETES, T7
HDE, FGFR2EPENXIWEIFGFR 2EBREBEWFDOY I /%EEEH%:—F?
BEETEEEMLICEAL, 205 MROEEYNASF GF R 2 BHEEH
WE %2 EAMTED, PAE. FGFR 2EET AT OMH ERBIAY 5 —



10

15

20

25

WO 2013/154206 PCT/JP2013/061340

46
WHRAL., RWT, EEXIIEEOEFEFMBICEZHABA R Y —28 AL THE
SNHMEMA M ERETNE ZMRICFGFR2EHHEEREIES &
NTES, RERESL T DWRE., #MRNTERE, 122 )—2a
ﬁ?4—&@£@ﬂ®%%émm5:&ﬁT%6°it‘Yi/Xﬁ(NX)
RO/ XAV F LK (CHK) BEABEF DR FOREET, ST
TN, MBRRELS T FI. T4 =274 KBRS T, NX—hF—XT
FREOMBENEE L TRES DL TES, M) 5HEHMIFLEEY
MEDFGFR2EABOREE, HEid, (2-3-1) LROFMBHFGF
R2§EE@%§‘$%Kﬁﬁ®%@‘ﬁm?kﬁ574—%®&¢éﬁﬁﬁ

BEDEBIEREDFIZENTES,
FGFR2EEFXIIZOMAIX, SEFIZCHAOHRIILIVFARIT L &
MTE 5, |
BlIZiE, FGFR2ZRE AL THHMlRCHBSENSRELZcDNASA
TIU—EHRE L, YHEFEERNICHEIBELES —HOT I %MW
RV AT —VPEEKE CLF. TPCRI EW5:Saiki, R. K., e
t al., Science (1988) 239, p. 487—-489). FG
FR2ZRHHL TWAHIECHMED SHBLZmMRNABES 2HHE L, %4

RN EYEELBRL T IR —ROSEEES 2 RRAICEELES —HO T

SAT—%MAWEREEPCR (BF. [RT-PCRJ &W3), #ET vt
S ERELERB/ O—22 /7, #MFGFR2EHEOBST I/ BESI%
MALZcDNAYVO—Z  VHEHTHIENTES,
(2-3-3) 1> ErOBIR
AFBOFGFR2EHEIEA 2 E FOBRICE> THRENT 22 EANTE
5. MNHEREE LTI BERVBRICKELS, REALNCTFILFE
—WF % & D RHIBBIRR £ FUR L2 H A THNEHIORE S N5 bOTIA
WAS BRI, O a - 51T T AT 4 v P ARBOTE Y R RS2 AL —
$avIyAFA (RTS) 2RHBTHEEHT S EMNTES,
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(2-3-4) {LEam -
ARBOF GF R 2 BEERMEAARICE > TOAMT 52 LA TES, 1k
SAREE LTI, Wlzid, Fmo c &Mk BocAREREDRTF KHE
ROREEBIFS ENTES,

3. bk

(3-1) FubkosE |

REHOIKR, £/ 7 O—FVHifhBETR ) 2 O—FLFHEONTIT
BoThEv, FEHOE /2 O—FLHEE LT, JEE Bk Rk
GEE NEIHUR). & FHROFUIE (E R, %A SHEHR (%2 5 ik
EH109). b MUBKEE BT ST ENTE S,

e MRS LTI WS, BESOBEBNICHKT DRSS B
T 5T ENTE S, WHLEHROTKE LTI, < A5, 5 v bHUESES
S EEBROFEEE BT D2 LN TE S, BEAROHAE LTI, =7 k
UHKSEBIFHZ ENTES, FIE NFGFR 25y ME/ 2 O—F Lk
SLTik. FR2-10. FR2-13, FR2-14%%5F52LNTE

%)o

FAIHikE LTIE. FEE FEMHARSROAIEER S b Mtk (B R

CEFOTY L) REERE A LTS EHITE D LTRSS, £

NKREIND O TR, b FEMFURHROT AR E b SHUkER
B E L TRDF A THikE LTR, Moy e/ 7 o—F )ik

"FR2-10. FR2—13XIdFR 2~ 1 4 13k E K OB ] 25608,

BN, B MEERUCEREEFSEA TS, cFR2-10, cFR2—
13, cFR2-14%%ZNTNHFDIEMNTES,

B Mebith& LT, L FEBUAD MABERTOCDR % & Mtk (&
Mg DT Y D OREHER) CBMLEZDO, CDRICMAEE FEMHik
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DTV —LT— I FHORHS—HE MIFICBHLEZbD, ThEongh
MOIEE FBMFEEED 1 DT 2 DU DT I JBAEL FEOT S BT
BILEDOSEBITS T EMTESN, THSIEE SIS bOTRAN,
b N EFAOTAFRFOCDR & LTI, #BOFR2-10, FR2
—13XEFR2-14HKOEHVTELHERFOCDRHLIBIECDRH3 S
FOREHAAEFEFOCDRLIBECDRL 3EHIRTHIEMTE S,

B MUK E LTI ARPIORE 2 RAT 2 HATHSHIZREE NS b
OTIIRWAL ARFOFHEDCDR 247 2 Filk & Fl— O EET5 b
Mgk, B OFR2—-10, FR2—13XIZdFR2—14&FGFR2E
TRA—-OHICHET HE MIKSEPIRT ST EATE S,

AFEHRL iob)‘%)#ﬂibi FGFR2IZTHETHEEZRA L TWLNE, %’E%c@
R73 B HKIC KT BEAD S MR SN DR TH > THE< . HAE. B
ORI DFEMTERERD, VABHERR L b0, BHEL ULEREO
SEETHRLEDD, AEEROS ULEEEROLELMUEHD, CDR
DEBXE—HOBELZMU S DBEBITSZ ENTED, F A FLHKD
TR, & B AR, RS ARHOMEKICERLTHEN, E b
(eHitk O BB O BRBEOAEEHHOCDRH 1 HECDRH 3 HNZCDR
L175ECDRL 31, 2 UIZN EOARAOHAKIHAL THIL,
ErHGROEEEOCEBEOAIEEETOCDRH1IBIECDRH 3IERNIZCD
RL1ECDRL 31, 2EBXEZENLULOERBOFKENETSCDROD
HEBTHoThEWN., 0L MERORRSFUAIZ KT 25D 5 M

SNDHHEE. (3-3) BHE (3-6) ZBRO1I DI 2D LOEEEFL

TNTHEW,

ARRADE ) 7 O—FIHEDT AV 51 TIIHIZRESND SO TN
M, BzE 1gGl, 1gG2, 1gG3. 1gG4%DIgG,. IgM,
IgAl, 1gA2%DIgA, 1gD. [ gEZ2bF5ILNTE, IFiE
i1 g GBEULT gMERIFZZ L TES, £/ 2 O—FILHEDOT Y
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54 TROYT 5 5, BRI, A/ Fh0=— (OQuchterlony)
#., ELISA%, Radior immunoassay (BAF. TRTAJ &
W3 EETRETDIENTES, HROBEADF Y b (RIRL1/5—
Fyh NAATy R, RAT MONOCLONAL ANTIBOD
Y ISOTYPING TEST KIT:serotect: %) HFH
TBIEMTES, |

(3-2) FitkOMERRE |
i%%@ﬁ%ﬁFGFRZ%EEéM&?6ODmﬁxhﬁ KFEH DHiE
MFGFRZEEEK%%?%;@@5H%MTﬁFGFRZﬁ%J&%ﬁé
N5, £z, FRAOHFHEZFIAKIIFGFR 2EHEEZFHRNICRLTS. 5
hﬁihd\$%%®ﬁﬁﬁﬁ%ﬁFGFRZEEEK%E%K%é?éOé 
Siz. AR, LOHEAFKEFGFR2 11 1 bEHERY, XLF G
FR2III cEHEIIREMNIESL, L0—BIr@EZFHAEIIFGFR2I1.
11 bEHERY,/ UAFGFR21 1 1 c BHEOHT 2%/ TOTY LR
AL WU (T g AL >) EVD) KHRIICEET S, 15 1 ghk
RACSELTIE, [ gl RALT 2, 1 gl RAL Y 3EEHIRTE T &
TE B, |
ARWIIBNT TBRINZRG . Thabb MRS LIk, SRR
BRETRIRVEEEERT 5. BOVBERNTHINENOHELLES LT
= WJKOi\ ﬁ@%ﬁﬁﬁ( (Dissocia:tion Consitant B
F. [KDEWS)) #HT5HZENTES, ARBOIERFADFGFR 2
FEECHTHKDEILX 10 BT, 5X10 °BF, 2X10 "BFE
i1 X 10 PR, LOMFEICIES X1 0 BT, 2X10 "BTFEAIRL
X107 BT, 0—f@HEIZIZ5X 10 3R, 2X10 SAFEAITL X
10T, Eolckn EEECESX10 BT, 2X10 "MFEki
1X107LAF, BdEizids X 107 LT, 2><1O‘1°LJ\Fi7‘J;tl><10
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TOLTFTH 5, |
AR BIAHE SO AIE. ELISARE. RIAE, Sur fa

ce Plasmon Resonance (UUF. SPRJ WD) L

FICEDHEELITHET DI ELENTES, SPRENICHWSHEREL T
BlIAcore™ (GEN)IVAS7#HE), ProteOn™ (BioRad#
#) SPR—-Navi™ (BioNavis#®), Spreeta™ (Te
xas Instrumentsf®), SPRi—-PlexII™ (RUNt:

“®). Autolab SPR™ (Metrohmi) $2HRTHILHT

5. MEEELORBELTWAHR L EORER, 70—Y—FARY
=% Cell ELISABFILDRETBILNTES,

(3-3) HEOHEEEE |
ARVIOHKI. WBBFEEEZEL, FECET> - ER (in vivo)
THBBEE AT 5. FRBIC BN T, FEBEE S FRELIRSETH 2,
FRUNC BT, FIBEENE S, WHESL 0, SR o Rk,
Pefl, B, R, MBI IR U T B 2 P 6 b 2 BR T 5,
FUBBHEE L. EIEIAE > TEEIT 5 C EMTES, 1> - ERFIEEN
. Bl b MERSUIEAIREBE L 2L N BETF (€557
N ZRWHZEIZED, b MNEBICHT 28REFMTHIENTE S, ¥
J 75T MIAVAEE MEME LTH. X—KIYABOTIADT y M

EHITDIENTES,

S7-. FUBBIETER. BRI O MR 5T 5 M £ EEE S LT
BT 5 7 EASTE D,

(3—4) FukOMiEEE
ARBOHF G F R 25ikIE, HifkkEtiiags (ADCC) R/
R ERITGE (C D C) BT, Sk RS R (A
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DCP) EHEELTWTHEN, ARIIOIF#RFIKIZADC CEMEA L,
X D FE ik, FGF R 2 BEHMIMICH L TADC CIEMEEH T3, AD
CCiEtE. CDCIEMBETADC PHEEATOHIET LD MET 5 &
TE2, |
ADCCERORMEIE. BIET 2HEERET oM GEOME) &
ZOENWRERET AT T x5 —MEHAV5N5, T 1y 5 —MKid
Fer2BanlT, EOMRICES LARKOF c ERERET 5. Fcr
SEEPSBEEENE LT FINCED. T7xh 5 — MM % 2255
3. £ FEROF c EREHT3HKOAD C CIEHZRFET 288, T7x
»&—filE LT FNKAIRAH L 5N5, bk NKARIZE bk
B (PMBC) 25 AMOHEITLVABT S ENTED, HHVIEPBMC

FFOEFEI TV —MRELTHWAZ EHTES,

ADCPEHORFIG. BMET2HEERET 5/ GEOME) &
ZOEMMIAE AR T ARRPT /O 77— REDT T 7 7 —HIKIAH U
5NB, TNSDTT xy & —HliE. b FRAMEEER (PMBC)H 5 AH
OHEZ LD HBELIZE ) B4 NES EAAOFECID T/ OT 7 — DAL
MEAB SR THET 52 ENTE S, | |

(3-5) 3 7FMREITHT 2 kD IE

AFEFOIF GFR 2HUEOE T H5EWFNEEROEEIZ. FGFR2%
ﬁthGF&ﬁ%»éﬁDfﬂ%?é:&hf%éoFGFRZ%ﬁLtF
GFHBIZE DS/ FIVREE LTI, BICHESNS SO TRV, fiX
X, FGFR2BCY VBt FGFR%E@U?)I/“—I\&U%@ﬁf@‘ N
5N L7ZMAPK, PI 3K, Ak t., filgs> 7 FiElE+r-—+ (ER
K) O T FINREBOEEEEZHTHENTES, FGFREBHELT
3. FGFREE 20 (FRS2a) BEARTEIENTED, PNDIY
FIVEREOEEAC RO OMH 25t T 2 =0 ORB AL, BicHEIND
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DTS, AAOHIED SEZITRINT 52 EMTEBH, pixid. ERK
LTI MEEETET B REL T, BEOE Lk LY Txo—HLE——
7wt BUIRT DI LN TED,

7. ARAOIFESHAIIF GFR 2ICHT 2P MEEEE L. L 0IFE
ICIFGFR2IITIIDbRUG/XIZFGFR2I 11 clizcddahfiEiz4a
5, TRIEMEIE. FGFR2DUHY KIZEHF GF R 2 H(L 2 X
AT BIER E KT 5, BIAIE. FGFEKEMOFGFER 2GRS 7 F
Ny VU FMREEERET UK. DD DHIEEEE TS S HET S

ENTED, ERHI2D2) — 3BIERH 1 117 PAEEREOR E R

(3—6) HikOZTRIK-VY T REOKE2HET 2E R
ARHOHERIAIIFGFR2EZDV A ROMEEHEEL., X0IFHE
W EFGFR21 11 bRU/XIFGFRI 11 cEFGFOMAEMET
5, MWNDZEE—UHT D FEOKEGHEEL HEWEEBLNEFGHHE
DWITNTH->THEV, FGFR2I T I bBLUFGFR21 I cicxt
FHUHLKELTH. FGF1. FGF3. FGF7. FGF10. FGF
22BLUFGF23, 2502, FGF1, FGF2, FGF4., FGF 6,
FGFQ\FGF17\FGF18‘FGFZIB&@FGFZSE‘%h%
TWIRT 22 ENTE S,

(3—7) &/ 7 0—=F Ltk
FRUNLE /7 O—F VHk 2 RS 5, €/ 7 0—FEid, 5y b
bilk, T RGUE. TUEGK. =0 UK RRAESORE NI
DE I O—FUGHE. FATHUK. £ MEFik E Nk, 2h5 Ol
fro 205 OEMESENEENS. C035, Ty ME/ U O—FHIEOH
ELTIE. FR2—-10¥4k, FR2—13¥%itk. FR2—-14H#Kk%%HT
BT EINTES, |
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FR2—1 051 ICREOAKEICLVEBSNEEINFGFR2 Y
e/ 70—FIHkTH S, FR2 - 10 QEHAEFELOHIETIET
i@ﬁﬂ%%ll(HlQ)K\Yi/MEﬂ@EW§%12(EZO)KE
HENTWD, FR2—1 0 OBEAABROEERFNIA/FE ORLFIES 2
0 (K28) 1. VI /BEFMIEMNES2 1 (K29) KEHkanTna,
FR2-10DOCDRH1®O7Y 3 /BEEFIESIFF52 (K60) IZ. CD
RH2D7 2 /BRESNIEFESS53 (W61) iIZ. CDRH3DOY I /EE
FIIESIEE S5 4 (K6 2) 12, CDRL1DO7Y I/ EBEZIESIES6 1 (X
69) 2. CDRL20O7 3 /EESIESIES62 (KM70) 2. CDRL
3073/ BESIIEFES6 3 (N7 1) KEhZThERIN TV,
FR2—133EMH 1 CEROAECLVBEONEHERFGFR2 Ty
NEJ Z O—FVFUETH B, FR2— 1 3 0ERAIZEROHERFIIEF

XORFIREL3 (M21) 12, 73/ BEMNIAFERE14 (M22) i@

HENTWS, FR2 1 30BHALEROELETIZEIIEORIES 2
3 (®31) iz, 73 /BRAGESNSES24 (M3 2) CERKINTHS,
FR2-130CDRH1OT 3 /BEFIEFNEES55 (K6 3) iz, CD
RH20O7 I ) BEFGESNES56 (M64) i2. CORH3ODT7 I /Bl
FIAESI%ES 57 (M65) 12, CDRL 107 3/ BESIIENES6 4 (K
72) 2. CDRL2OY I /JEEIIESFES65 (W7 3) IT. CDRL
3073/ BEFIREAEE6 6 (M7 4) KENZN@RINTNS,
FR2—1435EMH 1 ITRBOAEITIIOESNZHENFGFR 25y
NEZO—FNHERTH S, FR2— 1 4 OEPEATLEELOHEILENIE 5
ZOEFIFEES15 (M23) 12, 73/ BESIEFIES16 (M24) 2@
HENTWS., FR2 -1 4 ORMAEEROHFERFIIESIROBRFIEE 2
5 (M33) 2. 73 /BESNIRAEE26 (K3 4) KafianTws,
FR2-140CDRH1O7 3 /EREINIESNESS58 (K66) 2. CD
RH207 3/ BESIIRAES59 (K67) <. CDRH3 D7 3 /B
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SIAESIEE6 0 (96 8) I7. CDRL 107 3/ BEAEARE6 7 (1
75) 1. CDRL 2073 /BEAIEFIES 6 8» (M76) iz, CDRL
3073 BEAEENES 69 (M7 7) WEREN TN,
ARBOVHERKIIE, FEICE, BEEOMRS L < 3BT 58

ZHOET, EYEEOKEE, JURKEGROUGE, I FIERb L <3

BRI E O 5EA 3N TWD, 20L& D RFUREREOH & LT, Hilk
DETDT I /BEINCBVTRENT I/ BERINTRS T I ) BiRs %
T A EBITB T EHNTES, N7 S BEBREIL. 73 BN
BEOH 2T I /BN —TNTELBERTH S,

WY I VBTN —T713, LFOEBOTHS . BTN —T=7 ZF
SB. FVF I MENS L —T =0T, FLEZL. ERAFIL
*@‘l‘iﬁ)l/?‘j’:??:‘/\ NYZ, Oa1r, 4‘/1:145‘/‘/‘ oy, Jx
SATIZY, AFFZY. RUTRT 7 BEUESERE Y 7> I —=
T, TANIE, U2, YAFA > BUS, AL, F

0>, thOFERY I JBIIN—TIROEBOTH S : Bkt FoF

GN—=TF =t Y RUOALFHZY ; T3 REEIN—T =T ZANTE RS
WEI Y BHFREIN—T=75=0, XU, a4 koA n1 s ;
WRHEERT N —T=T 2T =, FUT T 7 SRBFOL S, B
NBPUAERIKIZ BT DT I BERIE. TOVRIE T 5 FUER S1E N 2 K
TEEBRWEHBETIT D OB E LW,

EHERICEENS T ANTF B, TOCKMEKET ST I /BN
SV E AT AL EIRRERICEDA VT ANTF URIZEBEING S, —
FHT. TANRTELOBEEMT I MLk D 7 AT BICERENS <.
X SITRIEIZE DA Y T AN T E VBITEBMS N D AR NS 5. DL
B LR Y 2 MENEDIX, EREOLZERICEENELCES, £ T,
% RO Y 2 Nt’é@i&%@“%f:&bt, EHETOT ANTF BT
ANTE L HDBVITNS KT BT I/ BEEOT I /B TERT S
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EMTED, DPDT I BBRNR I NEHAEREZ. TOHGBNET S
HEREAEEZRIFEL TR ZEMIFE LW,
$%%@FR2—10\FR2—132@FR2—14$€?575/@M
FIZ BV TRFNT I ) BERNSRSNAET I ) BENEET B FkZ Rk,
265002, FR2—-10, FR2—-13XIdFR2—-14HKDCDRHL1Y
ZCDRHISKUWCDRL1IMBECDRL 3OWTNNDTY I JEEERFINIZBN

TR I JBERNREINZT I VBRI ZEZETHDXCDREFDTYTA

Hitk, 5w MUK, FASEHE, b MEFik, b MRS DERRERHICEES
ns. |

AFEPOFR2-10, FR2—13XEIFR2—14BKDCDRH1JY
ZCDRH3KUCDRL 1 HECDRL 30LFNA1 DI 2D EDT
3/ BEAICBNT 1R, FEiCE 1 ESE. L 0FEI 1 32
B RECEIEOY I/ BAMOY S ) BICERINTRSY I BESI%
ﬁ?éCDRHlnECDRH3&@CDRL1E§CDRL3%€UHW@

ZERETH->T. BDEPFGFR2IZHAT DD, AEPOHUEDER

AN,

FR2—140F#ksEREkELTE. flzid, CDRH3OT I /BE5
CBNTT I BAMOT I /B CERENTEST I/ BENEHETSHCD
RH3 2&0HkEHITEHZ EMTES, |

FR2-14EHCDRHI DY I/ BAPEBR S NS HERERA L LTA,
Fizid, 1BREOTI JBTHLTANTFX B @HES51. K590 1
1 8EHDT I /W) WIUNEY I VBTERSNLERE, 2HBOTI /B
THHIILL @HBEE51. M5901 1 9FEOT I /) AFOL L,
T7IZ2, BUT T 7 N2 PFZ TANGF 2, AFFZ,
D13, VP2, ALY, EAFTY, T VT I ERRTN
&I UBTEBRSNEERE, 8BEOTYI /BTHIALAZLNT S
TEMSSNERKEEFIRT 5T ENTE 5, |



- 10

15

20

25

WO 2013/154206 PCT/JP2013/061340

56
£z, BROPKICHKXTSCDRHLIECDRH3IBLUNCDRL 1

. ECDRL32HT 55D, HAEREICSENS, Z0L>5REREDH

LUT. CDRH3 D& H2HkICHRL. CDRH1KURCDRH 25T
W CDRL 173ZECDRL 3BROHFMKICHKT DHEEREKEHITL I EH
TE3,

AFEHIZBWTIIHARERAED THik) T8&3h s, | ‘
ARAOFHOEEEEE LTI, &< ITBREINDBOTAANA, b b

DEBEWEELEATHT B0 OARAOIEE LTIE, FEICIEE bk

DHLOMEREND, b MROERHEEERE LTI, WA, Cr1. C
TZ\CTB\C74.Cu‘Cd‘Cal‘CaZ‘Ce%é%ﬁéléﬂ
TE3, b MNAKOBBEEEESRE LTI, HAE. Ck. CAZEHITFSEC
LISTE B, |

(3-8) *FATHilk

KFEBOHF GF R 2% A FLHA I T OBAEN L. FUBBEEE4E L.
IS - EF (in vivo) CHEEBEEEET S, £, hivs
F A LUK Z OHEERT I, F8ICIAFGFR2 1 1 I bEAERY
XIZFGFR2I 11 cEREIZERNIIHEAL., LDFEICIEXENSOEH
BOATS 1 ghf E AL LA T 5, X512, MhbF A SLHKE. T8
IZIZAD C CIEM RN/ XIFZAD CPIEHEHET 2, F/. ARHDF A S
XS Z DHEEM T IZF GFR 2 1CH 3 2 MIER 28 L. HEICIFGFER
2111 bR/ XAFGFR2T T ity aRiEEaL. &0 iHE
WIXFGFR21 1 I»b&ZﬁFGFR 2111 cizdsahiEEE2ET 5,

CXDIT. ARAOF A SHE XL MR, FEICRFGFR 2 &2 0

DAY ROMEZHET 5,
KFEHAD Ty b—bE bFAIHRE L THREINScFR2 -1 0 DFH
ARSI RO 2/ BRESVE 5 NCEHBER S R OY X / BESI, BFIE
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OESIBES3 1. 32, 35KU36 (K39, 40, 43K1U44) KTh

FRFENS. AU<. ¢ FR2—1 3 OEQHERSIROT I / B 5
NI ERERE SR OT 2 ) BESIE. BEYERORFIES39. 40, 43K
044 (M47. 48, 51KU52) 2. ¢ FR2— 1 4 DEGHBEFL
T 3/ BEFI S N EEEARFIR DT 3/ BESIL. BAIEORSIE S
47, 48, 50KU5 1 (M55, 56, 58K&K59) Iz, ThENmS
N3, TN5ORBOHERINCBIZR I LAFEESLHE6 0. A5N
2. FNOSOBRBOT I I BEAICBIST I JBES 1 NE2 01, S FF
VERFITEH 0, KRS O RIEHE ORI B L 07 3 BRI IIZh
ENEENAL, AR, T 0EEOELRFICBITZR Y LEF KBS
17ES5 7. BN, TNEOEROT I/ BESICBIET I BES 1
TEL 9. LY FMERTHD. BB ORNEROERESB LT
2 BEANIZIZZ NN TN, |

(3—9) HitkoHaemifr | |

ERIIZ—DOOMEELE LT, ARFOHE GF R 2 HikOMEEN T 21265
b. VKON & 13, BHKOHT IO &b E REFT U
BEERT B, PHBTEOMEES LTI, —RIIIE. FERATENE. HR
DY & WETT B, HUMKFEMINE (ADCC) Wt ROk
MmN E (ADCP) HEHELHITL2ENTES, ARHDHFGFR 2
FkOMiEE LT3, FZiE. FOFR 2EAEEAER. ADCCHER. A

DCPEM. FGFR 2ICHT5HANENR. 1> - ERFESESE. FGFR

2LEDUAY ROMEERET 2ENSEHITS T LATE 3.

Bibk DR & LTI, OB T BIEIE D7 < & b — i E R LT
B R OB  TH LRI BE S haat, Bl Fab. F (ab)
2. Fv. TEEOEROF v #5847 ) > h— Tl S 873 > ZNF oA
YFv (scFv). diabody (dia’bbdies)\ BIRPUR, K
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FUAB & DR E N SHRIEHE. F (ab’) 2 B4t FoLELE
Bk ORI ZEHRO OB THEF ab’ BEHITF2ZENTESN TH
SRBEINBHOTERN, U h—BRERETEs cFvokdik, &
FEHDFADK A LS OHA 2B DR TS, AFEYID HHkDEEENT O kI
agEns,

FABEEDT 2/ KRG/ XA NRF L RROT I /A 1 HEKME
NidZFNBEERELTEY, BOSFKOET DO < & b—ME R
BLTWDHTH, FkOBIENF OERICAE S5, FlAE. WLELS
MR CAEEE S B FA O EBD AL RF L IVRIBO U & > BEARKT 52 &

HIAENTRD (Journal of Chromatography A,
-705:129—134(1995»‘§t\ﬁu<§ﬁﬁwﬁ#v»$%@

FUL. UPID2T I JBBENREL, FECHLAF LRI AR
TBF0YSREMRT I FESNBZEAMENTAS (Analytica
| Biochemistry, 360:75-83 (2007)). LAL.
ZNS OEBEFIORKEERIE, FEORFMARRRT Y = 5 & — i

(BEOE AL SHRKE S EER 2 E) CIEBERIEE RN, 20
&5 IR HUR OB ORI D . ARBOHED L < 3= OHEEN . X
oMk (Bd) IcasIns.

AT O FiIA UL Z OBERTIE. Db 2 BEORBIHFICHLT
BREEHTLEBREFIKTH>THEL, SBRIEFKL. 2 MEORA
DHBICHAE T —ERENbA (bispecific antibody)
CIEEENT. 3 L0 RSB HEIC K L CRRIEEET B kb AR
(BEREIRR) ORRICASENS. ‘

RIEB DS RILFAIL, 2BV XIIZOBEA THoTHEN (BIX
2. F (ab’) 2 BB, — B RIEFEIL 2 SO R L
B (HLX) ZHASBTHERTHIEHTES, Sk, T/ 70—
HEEET BN T K—< % 2 BEN ERIA S €T, —E Rk R
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ARBERERTE LIk oTH. BHZENTES Millstein e
t al., Nature (1983) 305, p. 537-539), K&
TS EBROFIECLIDRBT S ENTES,
FHEPAOHUED—DOmEIL. —FA#HFUE LT, TscFv) &Wwd) TH

%, scFvid, FiAOEBVEMEBEEVEREEZRYXTFROY 25—

T@%T%Z&K&D@EM%(Pluckthun,The Pharma
cology of Monocllonal Antibodies, 113,
Rosénb'urg&Z)\‘M'oofe%ﬁ, Springer Verlag, N
ew York, p. 269—-315(1994). Nature Biote
chnology (2005), 23, p. 1126-1136), £/, 22
Ds cFvERURTFRY VI -THEESETHERENDBiIscFvED
BRRILHiRE LCHAT 32 EASTE S, 251230 EDs c FvEDM
ULt iscFvoBKRIERkE LTEATS I LA TE 5,

AFHIZIE, FUAEOEBEKOEHOEEENZEYIRY > h—& HWTER
L. —A#it5/ /070> (single chain immunog!
obul in) W&FEN5 (Lee, H-S, et. al., Molecula
r Immunology (1999) 36, p. 61—-71;Shirrm
ann, T. et. al., mAbs (2010), 2; (1) p. 1—-4), Z
DESI—AYA L/ /0T VAT RENT ST LIk > T, AKIIMEE
T B E AL R S S RIS B T L AT TS B, £, AR
OHEE. B—OEBAWEEBEZAE L, BHESNZHEIBRNWHAERTH>THEX
W, ZOXD7RFiKIE. B—RASHik (single domain a
ntibody:sdAb) XiZF/&AF+1 (nanobody) &FENT
BO, FRKEESREEEN TSI EMREEINTNS Muy ldema
ns S. et. al., Protein Eng. (1994) 7 (9), 11
.29—35, vHamers~C‘asterman C. et. al., Natu

re (1993) 363 (6428) 446—28), ZN5OHED. ARMIC
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BB ik ORAEME - O BRI G XN B,

(3—-1.0) b MEHikBEOE itk

AFEBIIZ D~ DOBEBKITBNT, b MEHUEUIE ORI 2 12067 5.
ERFOHE GFR 2 & MU UL 2 ORAENI L. FIRBEE£4 L.
A > - ER (in vivo) THEBEREETS, £ b3
b MR UL Z OB, FEICIRFGFR2 11 1 b EHERDY X
IFGFR2IIT I cEAEICERERMNCHESL., XDFBIZITFNSOEAE
DHTS 1 gl kAT VITHET 5. 3512, hh3 L MBI T Z DR
BRI, IFEICIZAD C CHEMR Y,/ IZADCPEREHT 5. £/, A%
Db MEBiE I3z OMEERT A F GFR 2 1ot 2 hRiEEEH L. iFiE
CIXFGFR2I I I bR/ XEFGFR21 1 I cicdd 2hmEitss

L. KOFEICIEFGFR2I T IbROFGFR2 1 1 1 ¢ izxid 5 g

WEETE, 3512, ARBOL MLFh R Z OBERA L. FEICIZF G
FR2EZDUHY ROMAEMEET 5,

ARBEOIFEA L MEFEOBIE LT, UFOATNECIZERT L1,
5wk FR2—-10%4k, v bFR2—13%ikFE/~d5vy hFR2-14
PO EROCDRH1VECDRH 3 BLUEOCDRL 1 HECDRL
3EHTHE MLHih%EH T2 LN TES, |
(A.5yrFR2—1omwmﬁﬁ@cnRH1Q§CDRH3£;U%%
OCDRL1JBZECDRL 3289 5t Mebik)

ERHOFF GFR 2 b MeHibh U2 OBBEBI & LTIk, AL, BSl
ZOBMHMNFES52 (KN60) KWRINDTY I /BEFINSHESCDRAL, K
SIRORFIESS53 (W6 1) KRaNs7 I /BESIH5%25CDRH2E
DRSIEORSESS 4 (M6 2) IKRENB7 I ) HESN 5725 CDRH
3EGUABEREAT S EM, LN, EAEORARE6 1 (M6 9) i
FENBT I BENSEBCDRL 1, RAXCRAEE62 (K7 0)
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IRENBT I ) BESIN 5725 CDRL 2RUOEFIEDOEFIEZE 6 3 (07
1) IRENAT I/ EEINNS/ABCDRL 3280 AHEEBE2F T 584
M50, ARHOFGFR2EHAZRE#MT 2 Mebitkd L <IEZEHAD
FGFR2EHBEABEMEZEFEL TWAEIUKOWY., £ F0ERAEKSE
EHITHIENTES, ,

(B. Sy hFR2- 1 3HihDEROCDRH 1 HECDRH 3 8 & U5
DCDRL17AECDRL 32A7 %k ML)

F, MOHFGFR 2 & MEFUARXITZEOBEEN & LT, #lziE. &

FNEROBEFNES S5 (K6 3) ITRSNDT I/ BEFINSHS5CDRHL,

RFIEORSIZES 6 (K64) ITRENZT I/ BEANS25CDRH 2
ROBAIEORFES 57 (06 5) KASINBY I/ BESIN5%25CDR
H3 2BV ALMEREA T 2EE, W, BIIRORFIEES64 (K7 2)
ICRINDBT I/ BEFINS25CDRL 1., BAIEOCERSIZEEG65 (K7 3)
CRENDT I BESIN 5725 CDRL 2 RUOESIEORMNES6 6 (U7
4) RENBT I BEANSRSCDRL 3 #EUTARRE AT 5B
M50, ARFOFGFR 2EAEERMT 2 L MEFUE D L < IZZbED
FGFR 2 BHERAEN £ 0L TODEFUEOW . 272137 0% RS
EHIFBILWTES, |

(C. 9w hFR2-1 AHEROEHOCDRH 1L BECDRH 3 BXLU#RH
DCDRL 1VECDRL 3 2487 5k Mebilk)

X517, fOF GFR 2 b MEHifk X2z OBER & LT, FlAE.
RAIRDOEFIFEFS5 8 (M6 6) ITRINBY I/ BEFIH 5725 CDRHL,
RAEORFEES9 (K6 7) ILRENZT I/ BEMH525CDRH?2

KOBHNIRDOESNES6 0 (K6 8) ITRaEN5SY I/ BESINS/25CDR
 H3Z2BUWEHEBEETLHEME, W, BEHIXRORFINES67 (K7 5)

CRENBT I JBESINS5CDRL 1. BAEORFEE6 S (7 6)
RENDST I BEFN S5 CDRL 2 RORAEOESES 6 9 (U7
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7) LRENBT I BEAINSBCDRL 3 R A AAEIRE AT B EH
M50, KEWOF GFR2EHEEART 3L MUFUhD U < REHiko
FGFR 2 BEHAATEEE BRI LTODUGIROMS, £7132 DZRES
£BIFH T LHTES.

RO b MUHIE ERRA TYEC RO b Ol HRE S Ha L,
DB L MEFAIZE MEFR 2 — 1 4 BB L 0B RIKTHD . LT
K’.%@{i’]c‘:bthRZ—lél_Hl/L lﬂ;zﬁhFRZ—lél_Hl 9,/L

1 22J 20, TNORXRESNSHBOTIEARL, HlAE, hFR2-14_

H1/L15EhFR2-14_H19,/L10DWFNH—DDE MeHkD
BRALERE SOER, 25007, hFR2—14_H1,/L15EhFR
2-14_H19/L10WFNHn—o0t MLbikoBMEaEES 24 DE
B, mE A TRONKS, ARBOL OIFER L MKz G ENS,
hFR2-14_H1 /L 1M S IcBNTESNEE MLFikTH 3.
s ik DBHOHARINIRABE 7 2 (M8 0) DX LAFKES6 1
TET05%, 73/ BEAGEANEST 3 (M8 1) 073 JBES2 1
%23 5%, EHOHARFIEESNEE74 (W8 2) OX/LAFKESS5

8ME1401 %, 73 /BEEINIESESTSH (B83) 073 /@%%’.2

075%4 6 7%, TNENEA TS, BRI Tmilhws < s Z e
ZEN., FGFR2IZMT2MWESIEE. FGFR2UG Y RKBE-HOFG
FR2 7 FIHfniEE. ADCCIEH. 25Nz in v i vobiEEEt
EHLTWE GERifIZR),
hFR2—14_H2/L LIZEHH 8 IZhbBWTEsNt MuFithTH
o BEHAROBHOHARINIEINEST7 2 (W8 0) OXULAFRER
61ﬁi705E\7:/@Mﬂi%ﬂ$ﬁ73(.81)@7:/@%52
173582 3 5%, EHOEARSIIESEST6 (KN84) DX LFFRE
H58E1401%, VX /BEREIIRANEST7 (M85) OTVI/BE

B0 E46 7R, ThENESATYS, ZHKRIZTmENS < ST G %
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EHIZEN, FGFR 21T 2@ WKATEE. FGFR 2 UMY MK
FGFR 2y ZFVHREE. ADCCIENE. 250 in v i v ol
EHEA L TR (CERHIBR). | |
hFR2—14_H3 /L 1 dEH#8 IcBNTHESNEL MUHATH S,
LB DR O HESIEFIEE 7 2 (M8 0) OXILAFREEG 1

THET05%. 73/ BESIIESIEST3 (M8 1) OFI /BES2 1Y

F235%, ERORARFIIRIIBEETS (U86) DXV LAFREES
STVE1401%, 73 /BESIEFNIEET9 (M87) OV /BEE2

OT3E46 7%, TNTNFATVD, ZHURETmENE < LAEBELE N

BN, FGFR2IIMT2BWEAEME, FGFR2UN Y MKERHDOFG

FR2V7FVRHEE. ADCCIEME. 50NCin v i v oHiBEEHE

EHLTWEz (EREFIZR).

hFR2—-14_H4 /L 13EEH 8 IzBWTHSNIZE MUHUATH 5.
BHIEORHOBFAEINIERNEST7 2 (H80) OXIVAFFES6 1
HE?Qa%‘Y:/QMWiMﬂ§ﬁ7S(ISl)@?:/%%HZlE

E235%, EHOHRERINIEINESS0 (K88) DXILAFREFS

STHE1401%, 73 /BEFMIEINFZES 1 (N89) 073 /BESE?2
ONEA6 7%, TNTNAALTND, KHHEET miEAE < SRR E
WZEN, FGFR2IZHTHEWESIEE., FGFR2YU N RMKEFEHRDOF G
FR237FVRMEE, ADCCHEM. 2502 in v i vobillmiEt
BELTWE (EEHIBIR).
" hFR2-14_H5 /L 1 3%EHE# 81 £MT STz MEbilETH %,
LR OBRE DR FIEANEE T 2 (M8 0) OXVLAFRES6 1
PE7T05%. 7/ BESZENEET3 (R81) O7I/BEES21
F235%, EREOHERMZEIEES2 (M90) OXILAFRESS
8THE1401%, VI /BEMIELFESSS (M91) OV /BEEE?2
OB§467E\%h%hﬁhTW6 ZhERIE TmENS <4¢% &2 M
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BN, FGFR2IIHT Z@EmWREETERE. ENBLed. FGFR2UJ
> RKFEHEDOFGFER2 *‘/ﬁﬂ‘)lxqﬁﬂiﬁ‘@\ mo5WNZin vivobiEEE

HEHLTHD, BELRRKECERL TOEWEREGEE MR L (GEF

BIR).
hFR2-14_H6 /L 13K 8IcBNTESNEE MuHETH 3.
LR DB OEEEFIIEANES7 2 ("8 0) OXILAFRBEG 1
PET05%, 73/ BESEMAEET3 (K8 1) OV /BBE2 1M
£235%, EREOKHARIIIAFIEZESS 4 (M92) OXILAFREES
STHE140 1%, 73 /BEMNIENESS5 (M93) OFI /BES2
OTvE4 6 7%, THENAATWS, HHEIET MmN < STHBEL TN
@1, FGFR2ICHT 38 WHATEE. R5UCFGFR 2 YN Rkss
HOFGFR 237 FIVHfEEEE L TN (ERHISHE).
"hFR2-14_HT7 /L 13EMH S KBNTHESNEE MUk TH 5.
LFHFUEOBHOBHEFIIEFES 7 2 (M80) OXILAFRES61
BET05%, 7 MEAGESEST3 (M8 1) OFI /EES2 17
%23 5%, EHEOHERFIEFIESS6 (M94) DXV LAFRBES
STHE1401%, 73/ BEMNIENESS7 (M95) OV I /BEE2
OTVEA6 7%, ZNENEA TS, FHAKIETmIEAE < ST EZ 2
CEN. FGFR2IHT 2HULMAER, B5NCFGER 2 UH > Rkt
MOFGFR 2 ¥/ FVREMEH LT (EHHISH)
hFR2-14_H8 /L 1IZEMH S KBV TESNAE MuFihTH 2.
L S R D ESE OB SIESIRE 7 2 (M8 0) OXJLAFREE6 1
BETO05%, 73/ MEMNIEMNES73 (K8 1) OFVI /BEE21Y
£235%, BRPOKEMINILINESS S (K96) OXVLAFREES
STHE1401%, 73 /BEMNIEANES89 (M97) 073 /BES2
0TE46 7%, ZNENEATNS, ZHUKITT mMEAE < STHER &M
2N, FGFR 21T 2HBVMGEE. BN Et. FGFR2UN
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> RKFHEDF GFR 2 2 7 FUHRIEE. ADCCHER, &5z in v
L v o BRI 24T L TH 0, BER SRR LT b B L R A6 1 21
FL7 (ISR, |
"hFR2-14_H9 /L1EEmMHISIIBWVWTE SN/~ MebikThH 5,
W B DR O HEAISAAFIER S 7 2 (M8 0) OXILAFRERG6 1
BET05%, T BEAEINEST3 (M81) OFI /BMER2 1
F£235%, EHOMMRSIREANESS0 (M98) ORI/ LAF KBRS
STHEL40 12, 73 /MEAIRIESI 1 (M99) 07 /BES2
O34 6 7%, THENEATNS, BHUKIE T mIEHE < MBS E
ZEN, FGFR2ICHT 2BWKATEN, BNEM%EEl. FGFR2UA
S REKEMOFGER 2 L/ F VISR, A5NCin v i v o FilEE
HEELTWE (ERHIBE). |
hFR2-14_H10/L 1I3EHHASIZBNTESNEE MebikTH
5. YHHKOBEHOBERIIIEFIZEST 2 (M8 0) DX/ L+F KBS
61PET705%, 73 /BESIESNES 73 (R81) OF I JHEE2
179523 5%, BREOEARIGESNES92 (M100) OXILAFE
BE58HVEL401%, 73/ BESIIENEEI3 (M101) OFI/

 BEB20ME467E, TNTNEATWS, ZHEILTmiEAE < ST

WREMIZEN., FGFR2IIMNTHEHWHEATERE. RoICFGFR2U N
CREFEHRDOFGFR 27 FIVARNEREH LT (ERifISR).,
hFER2-14_H1 1/L 1IR%EMHH 812 BLTESNEE MUk TEH
2. MFPUKOBBEOBERIIEFEE7 2 (M8 0) OX/LA4F RESR
6 1BET05%, 73 /BEFIRIFSTT 3 (K8 1) 07 I/ BES2
1Y% 23 5%, BEROHERSIZENES94 (M102) OXILAFE
BE58ME140 1%, 73 /BEANIMHIFSI5 (M103) 073/
BES20DHE46 T2, TNENEFATNS, ZHERITITmENE < SLIKHE
BEEMHIZEN., FGFR2ITHT 2EWEGTENE. ENELEE. FGF
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R2UA > MKEDE GFR 2 3 75 LG, ADC CIEH. 7258
in vivoEBEEEAL TS, B AR T b EVHERS
R LT (RIS . |

hFR2—-14_H12/L 13EmHSITENWTELSNLZE MEHUETH
5. UHHAOBROWERIIIRANEE 72 (M80) OXILAFRES
6 17VE705%, 73 BEAGEIAEE73 (M8 1) 07 /BES?2
1 E23 5%, EEOKERAREIES06 (M104) OXILAFE

 BE587YE1401%. T3/ BEFRENESIT (R105) OV

BEE 2054 6 7%, TNENEATWS, ZHMKET mIEAE < LK
ELEIZ BN, FGFR 2T 280 EAEN, Bhisaett. FGF
R2UH> RIKFEHDF GFR 23 7 FLhfIiEf. ADCCHE#. ADCP
B, FGFR2U%>KEFGFR 2 OBAEMET I, 2502 i n
vivoRMBEREELTHY, BEALREIIRL THEVHELATERS
Y Lo (EMFISR). |
hFR2—-14_H13 /L 13FEEHSIZHWTEHELNZE MEHUKTH
5. SEHHOBRMOBERINIAIIEES 72 (K8 0) ORXYLFF KES
6 1PET05%, 73/ BEMIEINES73 (M8 1) OV /BES?2
1hE235%, BEROBERFIIESNESIS (M106) ODXJLAFR
ES58PE140 1%, 73 BEAGEABE00 (M107) OF
BES20PE46 7%, ThThAATWS, HHUKE TmEAE < SLAH
WM EN. FGER 2ICKT 2@mWEAIENE. B5NCFGFR 2V
> RO GFR 23 7/ VRG24 LT (ERAISE).
hFR2-14_H14/L 1358 Iz TELNAEL MebikTh
. HBGKOEPOREARSIIRSIFRS 7 2 (RS 0) OXJLAF &S
617VE705%, 73 BESIREANES73 (M8 1) OFI /BES?2
1 HE2 3 5%, EROKAERIIRANEE100 ("108) OXZLAF
RBE5S8HEL40 1%, 73/ BEMIENBEE101 (K109) OF
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T/BEBEFT20E4L46 TR, TNTNFTATVDS, ZPFEETmENSE <AL
%%ﬁfﬁﬁﬁ@ﬂ\FGFRZK%?%%m%é‘ﬁ‘KBUEFGFRZ
DA RMEFEHEDOFGFR 27 FIVRFESEEE L Tz (EiEFIZH).
hFR2-14_H15/L 1 A%ERAS ITBNTESNEL MEFUATS
5, UZPEOREOHEEARIIEFNEST7 2 (M80) OXIJLVAFRER
6 1WE705%, 73 /BEAIEAEST 3 (M81) OF I/ HES?2
1Y% 23 5%, EROEERFIIESIES102 (M110) OXYLAF
FEESL8ME1401%, 7 BEFIESFESE103 (KH111) ©F
IBBE20ME467TE. TNETNFATWS, ZHEITmEAMAS < 3L
HEELEMRICEN. FGFR2IZHT2EWEAENE., BRoWNIZFGFR 2
DH Y RIEEROFGFR 27 FIVHRIERZE L TV (EHFIBR) .
hFR2—-14_H16/L1ZEHEHSIIBNTESNEE MEFiETH
5, BETEORFEOEREEINIENES 72 (K80) DXV LIFREE
6 17yE705%, 73 /BESIIRFABET3 (K8 1) OFVI /BEE2
177%2 3 5%, EHOBERSIGRIES104 (N112) OXILATF
RESS58ME1401%, 73 /BEFIEMNIES105 (K113) 0F
I /BBE20ME46 758, TNENGATWS, ZHKIEITmENE < 37
RS EMICEN, FGFR2IHTAHWATEN., 25T FGFR 2
DAY MEEEDFGFER 27 FIVHFIEEZE L Tz CERHISZR) .
.hFR2-14_H17/L 13%HI8 W THLNLE MEbTH
%, BEIAOBRBEOBERINIESNEST7 2 (K80) OXV VA FRES
61VET05%, 73 /BEARARST3 (WS 1) OFI /BES2
17hE23 5%, EHOHERFIIREMNES106 (M114) OXULAF
REE58HELI401%, 73/ BEFAIENBESE107 (K115) O

IBEB20MNEA46 7R, TNTNEATND, ZHEKTITMENE L

HEERERIZEN. FGFR2IZHTHEWHSTEME. M5NIFGFR 2
VI MEEHEDF GFR 27 F)VfiEEZ2E L TWe (EEFISR).
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hFR2-14_H18 /L 1dEMHSBLTESNEE MLk TH 5,
W2 AR DB O W B SIESIBE 7 2 (N8 0) ODXILAFRERG 1
BHET05%. 73/ BEMIEMNES73 (M8 1) 07 I JBEE2 1Y
F235%, EHEOERERINIESNES108 (N116) OXYLAFRE
H58/FE1401%2, Y /BEFIEINEFES109 (K117) OV
BMES20MEA6 7%, TNENEATWD, KHFIET mEAE < ST
EEEMICEN, FGFR2ICHTBEWREAENR. 250K FGFR2U A
CRKEMOFGFR 27 hfiElk, ADCCHEM. in vivoh
WEEEZE LT\ (EREISER)., ,

hFR2-14_HI19/L L IEMH 0 IZBVTHESNE, MWL
fishizb MebiFECTh 5. YRHHOBREORERFIZENES7 2 (M8
0) DXZLAFREEG6 IHET05%, 73 /BESNIRFIEST3 (D
81)IXO7VI/BEEF2 1/HE23 5%, BEHOEERINIEIES I 6 (X
104) OXZLAFREESSTIEL140 1%, 73 ) BESIIESIEE 9
7 (M105) OFI/EBEFEF20E46 7%, FNTNEATWD, #&hl
MR T i < ARSI EN, FGF R 2T 5B AT,
EN-BLEt, FGFR2UN D REEMHDFGFR 27 IV g,

CADCCEM. ACDPEMH. FGFR2UHNUREFGFR2OESAZHE
CFBEM. ALUICIn vivobBEEEEALTEY. BELSEICE

LT bl AR ATEE 25 L (ERAISNR),

E. CNBHOEMLFR2— 1 4HET Y RICBE LS5, KER
b, FOMOEEREEFRRIRD 5NN >, hFR2—-14_H12/
L 1IMfBEChFR2—14_H19,/L15ifkEh =1 FNIK150
me/k g MERG LT 4 HRIZBIER L& 25, BHRERRAT A ik
WL, KERD. ZOMOBEEREET LIZRO s NBhoT, Z0LS1
ARHO U M IREROBIRE XTI O DEKMRM & L TEN:
it BIHL TV 2,
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AEHOLOIFELEE METHSHhFR2-14_H1 /L1/3EhFR2
—14_H19/L10O%HT, S5Iif@ERyiAidhFR2-14_H5 /L

1. hFR2—14_H11/L1, hFR2—14_ HS8,/L1. hFR2

—14_H12/L1BXUhFR2-14_H19/L1THD, T5IT—
Eir#ERyikidhFR2—-14_H12 /L1B8LUhFR2-14_H19
/L1THh2, o |
ARHDTY FFR2-10, FR—10FRBLUFR2—1 4%k, *
AScFR2-10, cFR2-138XW cFR2— 145k 5,
EMEhFR2-14_H1/L15%EhFR2-14_H19 /L 15ifkd
WINA—DRRROFFOEHKXIIEHOY I /RESIL 8 0 %L, 8

%LAE. 84%LAE. 86 %LLE, 88% LJ\J: 90%BE. 92%PLE,
94%LAE., 96 %LLE, 98% BUAELXIZ9 9% DRI —727 2/ BES %
SDEWELIIEWEESH, BDOF GFR 210HA T 5 Hilk Xt 2 O HaemF
b, ARRCAEIND, HHBEFF T, FEICE9 4 %L, K0T
WIZIX9 6 %L b, XD —J@iF#EI2id 9 8 X LA L, BiEITIX 9 9 %L L TH S,
iz, TS ok, HFEIZE (3—-3) hE (3—6) ZE&HOEEZ—D
XiFENUEHL TS,

“REOT X BESIMOR~H 5 WIHAKIL, Blast algo
rithm version 2. 2. 2 (Altschul, Steph
en F., Thomas L. Madden, Alejandro A. Sc
haf fer, anghui Zhang, Zheng Zhang, W
ebb Miller, and David J.Lipman(1997),
f[Gapped BLAST and PSI—-BLAST:a new g
eneration of protein database searc
h programs], Nucleic Acids Res. 25:338
9-3402) OFTAININRTA—F—2MHATHIEICEIOTRET S
LN TES, Blast algorithmid, IZIE 12—y T
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http://blast. ncbi. nlm nih. gov/IC7 7 XT3 EICk>THHEHTH &
MCED,
AFEHOIYFFR2-10, FR-10FRBLIULFR 2145k, F
AI9cFR2—-10, cFR2—-13BX cFR2—-14%HA., 7&5@51\
tMEhFR2—-14_H1/L173FZFhFR2—-14_H19,/L1H5A&ED
WA — DI RBRO O ERE - IBHOT I BESIC BT 1 RS
0. 1PE45M@ 1HE40M. LAEI5M@E. 15E30MH 1HE2
5. 13ZE20@. 13F158. 1ZE10M8. 1528, 1 /E6H.
| yE S, 1 HEAE. 1PEIE 1ELH2E. $AR1IECTI
BEASER. KM%, HMERIZFALCRADT S BRI E D B E 2 LB
&%, HDOF GFR 2IC#AT 2HilE U T 0N b, ARICEES
N5, BB 7 I/ BERMGEICIIERTHY ., BRINDT I BOFEK
I L YE 5, X DEFEITIE L DE A, k0 —EFECE 1 E 3
B X5l k0 EFECE LS 2B, Bl LTS, Tk, Tho
O, FEICE (3—3) BE (3-6) REOEME—DUITAME
HLTW3, ' |
AFBHOIYFFR2—-10, FR—10FRBILULFR2-14¥Hik. *
AI7cFR2-10. CFRZ*lSSBJZU‘ cFR2—-14%9uUk, 5N,
EMehFR2—-14 H1/L17&EhFR2-14 _H19/L 195440
NWFND— DI RO DER F 2 EE DT I ) BEFIE O — R T B3
AN AR RS A T BRI LAF REX MY > Dz Y Mgl T
N TVIAXTHRIVAF ROBT 2HAERSNCLDaI-Ransy/
MRS E S DENE L IEREES, AOFGPR 21088 T 2HA I Z0
BRI . ARBICASING, TN5ORKE. HEIcE (3-3) PE
(3-6) RROBEEE DO XTZNUEFL TN,
ﬁ%%m%®~jmﬁﬁ’ﬁmf b Rk R Z ORI 2 1T B,
ARBOL Mz, FGFR21C ?5tb$%®f¢f%h@%kmﬁ
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ANBHOTEAVA, FUESEEEEL. FEIdr> - EX (in vi
v o) THEEBEEEHET S, £/, Mh5E MOFkILE OBAN 1.,
GFEIZIZFGFR2I T I bEHEKY/ XIZFGFR21 11 cEBAEIZH
ROICKEL, KVIFECRZTNSOEABEOET S 1 gl RA( AT
%, 51T, HDBE FUEIEEOBEEN L. FEICIZAD C CERRD
/RIZADCPIEHEET 5. k. ARWOL FEUTT OMEERHIEF
GFR 2T HPHEMZEG L. FBEICIEFGFR2 1 1 1 bEO/ I

GFRZIIIcKﬁ?%¢mEﬁéﬁb‘iDﬁL_@FGFRzlllb
BUFGFR2 111 cichtd adfEaad s, 351, ARWAOL M
R ZOBAR R, FEICRFGFR 22D A ROKAEHET 3,

(3—-11) TEM—TIZHET DHiE

ARFEHORMET ZHiEE TR—OHMAITEE T 200k BAFKHOFEKICE
N2, HOYUAL TR—-OTLITRE T DHUE S, RFUENREHT 4
ROF LOFAICHEE T 2MObREERT 2, BE—HENEET S50ESF
LD RTF RIS SIAME I E RO BT IUL, HE—Hilk &5
PURIEE — DB IR THELHET D ENTES, £z, HF—HKORNE
R DA U TECRRAEAT S, Tabs. SoFkaE—bik e
HROWEZHTH I EEMRBTHIEICL> T, BANAKABIMORTF
REFISUESTAERE R E SN TWaRL Th., F—Hilk S B HEDF— 05
PICHEGTHEHETHIENTES, TSI, HBHiAREEHENFE—D
WALickEE Ly BB - huUBEE 7 EARFRFDHURD —D DRI
B RERT 256G, BHRORKOEIEEZ AT SHERERIBO TEL.
BST, F—DOHF GFR 2HADET 2 EA7 ”*@#FGFR2#¢%_

BHTNL. BHihEEC f%ﬁFGFRzmaﬁimﬂ DERALIZ

éc‘:#ﬂ'ﬂ:"ﬁ“é &737\'(%5 Fr, B—DORFGFR2HMEKDFGFR2EH
BADHEEB IR LU TE_ORFGFR 2HANES T 5 Z & &2ERTENE
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Yk BN F G F R 2 BAE LOR 0B AT 2 Fifs & HE
THTLINTED,
$%%@%/7D~TW%WPR2-IO,FR2*13XMFR2*14
HRIMT BT GF R 2 BEH EOMIIRET HHilk b AR S TN 5.
GO AL, BT v b1 B & MR E I HAOH K L D RET B
CERTED, AR FUROT I BRI CRELANRD S WM ST
BE—MORTTF ML, ThEIHT BHURORIE R L, KEN
BRI A WE L7RIT, 3 5IENRTF FEBARLTENEDRTF R
ADFEDRISHE 2 RHT 52 EI2 LD, A ERET S 2 ENTES,
FURWTH X7 F ML, BETRIR. XT7FRESREOEMREMNTHART S
LINTED, |

B TR DR RE IR UIRBL THBEE. 202 FkORS
R KEREIRNT 2 FT, MaH I BT B R L0 T I ) R
BT 52 LItk VRET BT ENTES. AL Hifk 3T OB 550
FE A7 OB 2R A= B TRBEL . MBMRIFETS C &tk . bitke

 RERRERETTANE LT I BRBRERET S T ENTE S, MEE

RIS AUFTHD, FHHICIZ6 ABTTHD, KDFHICIE4ANTT
BB, TOLIBYIKEOREFRAEREET ST S ) BEEE 1 DERLIET
NULETHAEDHEK B (TE F—7) 2HRLES. H05T 3 BE
RS2 DU LOBE, &7 I BIE—KES ETEVICEEL TWAL THE
2

Sy b, FASXIEMEFR2 -1 445iKDFab 757 A hEERF
GFR2IIIboD2KHF (B¥ES70 K78D7I /EBEFEFT128Y
T2 A9NORHRTFR) EEESE, 1. 1HE2. IMERY VT
A—0. 15MTr | s im@EE%E (DH6. 577ES8. 5) O&ATFTHE
ket se, EAGRTEMENP 41212, HROBIHETFNa=b=6
0.57A‘c:331.2A@%%b% 5Nd. TOZRITHIGEEREZ BN
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Tﬁ?ﬁﬁ&éﬁm‘ﬁm%%ﬁﬁé:&ﬂféé(%%%15%%%

Iy b, FASNFEMEFR2 -1 4%, e FFGFR2I 11Dk
DD BEELRET 5. MWD 2HkOTEMN—T71E, EFFGFR2T T
I b7 /BB EHEST70:”78) XAERFGFR2I11c®
75/@%%(@%%?71:H79)*@‘155§E®?D92(Tyr%

57THBOALA=> (Thr), 176&FBOYY> (Lys), 181%
HO75=> (Ala). 182&HDZU> (Gly). 18 3BHDY Y
22 (Gly). 184BHDOTANFEY (Asn), 185FHDTOY Y
(Pro), 186BHDAFF=> (Me t). 188FHDAL A= (T
hr), 200&80 (JI¥3), 201 BEHOIVINYIVE (G1lu), 2
05BHDFVUTY (Gly), 206F&HDFUS> (Gly)., 208%H
DY (Lys), 209FHDONY> (Val), 210FBHOT7NVF=>

(Arg), 21 1BBEDOTA/NFF> (Asn), 21 2FBBD/VF3I (G
In). 213FHOEAFY> (His), 214FBOMYT 77> (T
rp). BEKX, 21 7HFHOAVOLT > (1l e) DEFRENDSHERIND,

BWHZBE, POSHEKIIENFGFRITI I b7 I JBES (BHEF

70 :H®78) WAENFGFR2I1 1 cO7S /MBS EHEET 1 -
K79) dn, 155FB0F0> (Tyr), 157HHDALA=> (T
hr). 176&AOUYY (Lys)., 18 IBEOYS=> (Ala), 18
2BADZYYY (Gly), 183FHOYULY (Gly). 184%HD
FANTEY (Asn), 185FHNPTOVU (Pro). 186FEDAF
=2 (Met). 188ZBHMPALA=> (Thr). 200FHD (FI¥
3I2). 20 1BEGY LS IVE(GLlu). 20 5BHOZV > (G1y).
206FHOZULY (Gly), 208BHDPUY> (Lys), 209%E
ONUY (Val), 21 0BHOTILE= (Arg). 21 1BHOT S
%> (Asn), 21 2&BHOS/LFIY (Gln), 21 3BADEAF
> (His), 214FBHOMIT 77> (Trp). BLKY, 217FHD
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AvVaaA4 2 (1 le) EHMAEREEEZETS, ZOHEKDOIYE F— 78

1. BERFGFR2IIIcOT I/ BEFMPICHLEETS, DS IE h—

TRKEGTDH, £ P0s7 I ) BEXCMEEMERZET DHik,
%@%%%ﬁih@%@%%@%\$%%®ﬁw‘%@%%%%itﬁ%@%
fifkicmE =N,

(3—12) kot

AFEBE, Hilk 3T DMWY OEME 2T 5. ARRAOHKITE
DHEREWT Fr DR & 13, AREUID Fifs XL Z OHREIT I 1L 389 X %
M EMN I N T2 bOEEKRT 5, LFHRENkIE. 73 BEk
AD(LEBA OB, N— a8 7120 —#A RAKLMB O EMKS S
FND, EVRARENKIT. BREEN WX, N—#aErido —#
SAOWEEM, NREEBCEDTOLY 2, BT KMo, 7ANTE
SBORMA. AFAZLOEBL) Shibo, EAeYEEM % fN TR
HagnZ&lzk ONKIZAFAZDEENMTMLU S OENEEND, iz,
ARBO TR £ XU ORI 72 B2 TR T 5720 I BH# S N b O,
PlzE, BRI, BOCERBME. 7 7 4 25 ¢ BEEE B D BB O ok
CEEND. ZOLIBAREHOHUR LT OEREN F OEMMIZ. TTOAR
WA DHIE 127 DS DR FE IS & M PR R DR E. FUEE DKM,
I B H UL R ORI X BT T B,

(LHOBEMECE TN ERHE L TR RUTFL Y a—)l, TF
LVoZya—=)b,/ a7y a—)LaRyx—, HILARFI AF)ILE)O
—Z, TFEALT 2, RUEZINTIA—INEOKEERY T —Z2HRTS 2
LITES, |

EPERTMENE E LTI, BRI & 0 B SEE R b
O, EETEBZ LD S VEMORTF RIS NEE K. 725 R
R SRS R OB M REE 2 R T oMM EE EE L TR R b 0%
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EHITHIENTED,

KRB DFiE X2 DB TR LTV 2 BE M 2 0E T 5 2 & (7
Ua b, BT a—2{e%) 1I2&-> T, HEKEERREGEEE 21%RT 3
ZEMHARETH D, FikOBBEMOBMELN & LTI, #lxiE, Wo9 9,/
54342, WO00,/61739, WO02/31140%caiahrd
EVRHISNTVWDA, INSICRESINDHO TRV, RFEHOFIA OB
34 BB AR S N A b & £ 5.

MM, FUk 23T ORI IC B 2 EB OB, Y
DRBBNTHENTSHEL, 1OXIF2 DL\ EOM B —Xid 2 M8 -
DREBEHNBINTHIN, | |

RRINTBNT THRB OENIK) 13 THKDEMIEOR | %5208
KIZEDHDTH D, |

AT B TIFUE OB, T ORIEN OEAZ, Bz Tk, 5

RDOBEREWT ) EIERZ EAiH 5,

hFR2-14_H19/L 1 3EMH BN TES N, HHEENIH
HixN-b MEFUETH B, 43 ?L{ZIKOD%%ODfEﬁEEﬁU}iEBﬂ%ﬁ? 2 (K8
0) DX LAFREBEGC6 ITIET05%, 73/ BREFIEFIEZEST7 3 (K

81) OYI/BEEFES2173F 23 5%, BEHOBRERINIEIESI 6 (X

104) OXOVVAFREFLSIHIEL1401 %, 73 /) BEIIEIES 9
7 (BM105) OV /EBEES20HE4L46 T2, TNENBFATND,
% & MEBUR B AR OHUE, ARIDHFUROEMIEIZEE I N5,

4. FiikosEHik
(4—1) A T7YR=—TZHWDHIE

CARAOHFGFR 2HilkiL. 1—F—EINAYA>OHE (Koh 1 e

r and Milstein, Nature (1975) 256, p. 4
95—497, Kennet, R. ed., Monoclonal Antib
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ody, p. 365—367, Prenum Press, N. Y. (1980))

WRoT. FGFR2EMBEXIZORER T + — A TESE LB OMEEL

DHIFGF R 2FUAOEEMINE BEL . ZMIE S To— <Ml e 2Ha =
EBZEILEONATY R ERIL. BB T K=< OREYH 5
£y O—F Bk ERBT 3 2 ENTES,

(4—1-1) HUROHR

FFGFR 2 Wik EMT 22005 EIR. ARHOMOBSICERE N
KAME MM ABMOFGFR 2ERMEORAMESIZH>T, MEBTDIE
MTED, ZOXOILTHBLASHEELTI>. FGFR2EAREL <
ETOSL &b 6 BRSNS T I BEAEEDIENS5BBFEGE
R 2 BETBHY. £l 2Nns CEROT S /) BESISE A IS N7 H
k% (UF. £20T (FGFR2HIE &5 2T EMNTES,
MHZMEFGFR2HEN. FGFR2HEOHTS7 I/ BEFEDI— K
THHBRANG ENRET EHEMRICEA L, ZHBOBEEY 5%
BEENT 52 &2k 0, AUT B EMTED, MnBEBEEEL.
YO SOF ¢ HBASHOEATE OMAEHHTH > ThEN, i,
FGFR2HEDT I/ BEFZ1— RT2HERFNS TN I2EET &A1
S-ERE (in vitro) BMRAICKDEMBAICBNTHENEEGE
R2FIEGMIMAME GFR 2HiBICEEN5, JEMIMMF GF R 2 5B
(2—2) @ (1v) [ZiE#EiEN/=, FGFREZREHL TWAIEEMALE, @M

. BRI, RMAOREMSN SR, BT I ENTES,

(4—1—2) {iFGFR 2%/ 70— itko ik

£/ 7 0—FVHEORED., %, FROL> B TRERS.
(a) HiRZHAMT 5 TIH.

(b) PifkEEAMIRZFAET 3 TH,

(c) BHMEME AT, TSTO—<) &0W3) 2ABTBTHE,
(d) FkEEAEMIREITO— L 2@ASEL TR,
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(e) HWETBHUREEAT BN TY R—YRHEBNTZ TR, KU
(f) B—ifay n—>%@3TH (JOo—227),
WEIZIEUTESIT, (g) MM 7Y R—TDEETLRE. \1T7Y -T2
WLESomE TR, (h) T/ 20— )Lk 4y oRie TR - 4
EFILRENMND 5, |
BT, £/ 20— FLHkOERIEE FRTRICH > THB YT 575, &tk
OISR 2 ICHIBR S 109, 412 SR A OFi kB MR & A T o —
REERTHIEHTES,

(a) HIROBY

it (2 —3) B|MOFGFR2EAEORABIRICHET 5,

(b) HilkEEMInZE RN 5 TE

THE (a) TEASNEHEE, 704 2 FOREXIRELT V2N b,
REHVIaINOEIRBREEREL. RERE L TEREBMIZGET
5. EBREYIINHONA T R—<EREICA N SN DB % T < A

T BIEMNTESD, BAEMICIR. FEZEYTA Iy bk, PE, BEYDL D

. UREERERATHIENTES, 20, L HAREAME /S S
#5ITO-VHHOAFTERREOBAN S, YIAIIT v FEWRGED
MET B DIHFE L |

. EBICERAT BT I AROT v F ORI HEIZES . TTR0
ek, mizid. AL AKR, BALB/c. BALB/cAnNCT j.
BDP. BA. CE. C3H, 57BL, C57BL, C57L, DBA, F
L. HTH, HT1. LP. NZB. NZW. RF. R II1. SJL., S
WR. WB, 129%7% Sv hOBEITE. HIAIEX Wistar, Low,
Lewis, Spraque, Daweley. ACI, BN, Fische
TEEAVDIENTES,

INEDORIARNT w MRHIZEHAZ LY, BAF v —)VAUN—, &
RREVFERFEEELVATTEZENTED,



10

15

20

- 25

WO 2013/154206 PCT/JP2013/061340

78

IO, BEOITO-IHMEEOMSESEEHRTE. IUATE
BALB,/ c #H4. Sy hTHWI st ar&OL owkE/smssme
UTHEITIFE LW, |

. HEOE REYURATOMMEEEEL. AOHKERET 2 EHKE
BERETIEETYR, TRDBHCAEKEBIIAEA NS Z EbIFELL,
BB, TNSTIARIET v FOREROERE. FELE5HEL 28
B, TSIHFELLIZ6IESEBTHS.
FGFR2ERATEMZRET DI, #IAE. Weir, D. M., H

andbook of Experimental Immunology

Vol. I. ITI. ITI1., Blackwell Scientific P
ublications, Oxford (1987), Kabat, E. A. a
nd Mayer,‘M. M., Experimental Immunoche"
mistry, Charles C Thomas Publisher S
pigfield, Illinois (1964) BOKFEERNDIEN

T%él}

FUkmOREEE LT, FIAK. R1AK ELISAKSORET vt
A EHT BT EMTEHN, THEOHECRES NS bO TR,

REF S N/BW D 5 5Bk S N7 IER R S ) > /NBRIZHSR T S Pk EE A H
fd, #iziE. Kohler et al.,Nature (1975) 2568,
p. 495,;Kohler et al., Eur. J. Immnol. (19
77) 6, p. 511,:Milstein et al., Nature (1
977), 266, p. 550,:;Walsh, Nature, (1977) 26
6, p. 495,) HFONADOHEKIIHN S THAET LI ENTES,

Mg OH &2, Mgzl THREZ XA T L AAYy 2 TEAL
%, 1 —J)VE/AAEH (MEM) I ES B ThAEAMZ 2T S
IR E RN T D T ENTES,

(¢) ITO—VEHAMT 3 TH
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MRS T WS 2 T 00—l IRICIEABOBREIZR <, DA, S
BEHERLUTHWSZENTELSN, EMRMNONI T F—<2&RT S
BROMEEZEEZBL T, TOERFHRAIHMILLTHNSHGPRT (Hipox
anthine—guanine phosphoribosyl tran
sferase)k%%‘?Hb57¢1$%®X63—Ag8(XGM‘N
S1-ANS/1 (NS1), P3X63—-Ag8. Ul (P3U1), X63
—~Ag8. 653 (X63. 653). SP2,/0—Agl4 (SP2,/0),
MPC11-45. 6TG1. 7 (45. 6 TG). FO. S149./5XXO.
BU. 1%. Sy hl%D210. RSY3. Ag. 1. 2. 3 (Y3) &,
b REkOU26 6AR (SKO-007). GM1500-GTG—A12 (G
M1500), UC729-6., LICR-LOW—-HMy 2 (HMy 2). 8
226AR/NIP4—-1 (NP41) 2AWVHOMFELWL. INS5DH
GPRTXxEHKIIH XX, AmMerican Type Culture C-
ollection (ATCC) HNSAFTHIENTES. |
IS OMKEEKIE. WMk, FIZIES —TH ST UM [RPMI —
164 0MIZTINE I 2= ANATPIE )= F2EIAL 2 R
Ko URRImE (BAF TFBS) &EWD) Z2MAREMICS - T I 7%
A7), A AT TEES NNy M (Iscove' s Modifi
ed Dulbecco’ s Medium;EF NTMDMJ &W3), X
FRy AREA— )G (Dulbecco’ s Modified E
agle Medium:BF IDMEM) &3) TH{ABET 54 il
RGO 3VEABRICERER H2iE, 10% FBSESDASF104
%%(%0%(%)ﬁ@&]fﬁﬁ%§b‘ﬂé%BK2X1O7HL®m%ﬁ
ERRLTBL. /

(d) PikEEMRE I TOoO—<llEoMEe e 5 T

piREAME S TOo—-<filE OREIE, NHOAE We i r, D. M.,

Handbookof Experimental Immunology
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Vol. I.11.111.,Blackwell Scientific P
ubl ications, Oxford (1987), Kabat, E. A. a
nd Mayer M. M., Experimental Immuno-che
mistry, Charles C Thomas Publisher S
pigfield, I1linois (1964) %) IZEtW., Miao4ER
EMEICETSRRNWEEORHETTERT 5N TES, HIZIE, RUT

‘?yyﬁu:—w%@%%gﬁu7—@@¢fﬁ¢ﬁ$m@aszn—vmm

LEEE ?%W%Mﬁﬁ BRI E RIS 2 BRI TIEE & 105 T &8
TE3,

(e) BMETHPUEEREAT BN 70 K— B2 BRI T 5 TR
MBAEIC LD BN NS 7Y K= OBRAEIHICHRIZAZ N, B
ﬁHAT(Eﬁ#ﬁy?y-YE/f?Uy-?EVV)Eﬁ%(Kohle
r et al., Nature (1975) 256, p. 495;Mils
tein et al., Nature (1977) 266, p. 550) »H
WBNB, TOHEE. T3 TTU L TERELERVEG PR T RIEHKD 3
IO—<HMREZHANWTNS T R—TEE88I89THD, I2bb. &k
BEHIBEEUONA 7)) R—YA2HATEMTERT 22 EI12X0, 7277

U ACH T oMMEEHEEDLEAENT T R—Y0OHEBIRMICHBES R, »

DI /LT ENTED,

(f) BBy O—>EB5TE (yO—=22)

N TYR—ROrO—Z 7kE LTI, BIAE, AFLElo—Xik,
By 00— Ak BRABREZORNAOLEEH NS ZENTESN BIZIE,
Barbara, B.M and Stanley, M S.:Sele
cted Methods . in Cellular Immunology,
W. H Freeman and Company, San Franc i
sco (1980) &), ffE!l iBE???E‘%RYi&T%%

(8) N1 TUR—<TDEBEITRER, N{TYUR-— véﬁﬁbtﬁ%wﬁﬁiﬁ
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BIRINANA T R—<EEBETZEICED, £/ 7 O0—F L bikaE
T2 ENTESN, FEICEFEONT T K=& 0—=2 7 LTh
5 Filk DA I T 5. |
@ﬂéA%?UF—?ﬂ%i?é%/ﬁ:ﬁdemmi.%A%fUP—V'
DEEMNSERT S ZENTESD, ¥, BE/ 2 O—FHIKEET I
AE NI MO EY S HEA TS LCEIT 52 &b TES, S512,
BIRHEOTT X BIAIX, FEOBALB,/ /cAnNCrj). %%bwiNu/.
N U™ 2ADBIERIINA T R—TEEH L. #N1C T K- &
BIEIEY. ZOMADBERT HIEHTES.

(h) /2 O—F)VFKOEDELORE ] - HiE TR

MM E BNICECTRBRL . AT ST ENTE 5,

(4—2) RS LEw | | o
KAMOF GFR2EAELRET oM. MHPAMFGFR2EAES
OB ERET BHINS 2 R E LTHERT 52 &0k D, MDA

U R—REICKOFF GFR 2K ENNT 5T EATE S,

FAMOFGFR2EABERET5MMELTIE. FGFR2ERHLT
WBHIK, FGFR2E2REL TWAHMUIEICHRT 2MHak,. FGFR
211 1bABFGFR2T 11 cADAL v F 2 FNRENBIEMERIC K
THMMGEEYIRT 5 T EMTES, FGFR2EMEHL TLHEITI,

. A CHETREEAR NS B0, BLUR. M. VR S EE

HEIBENBbONBE, FGFR2 I I [ baEEEL TS HEEANSE
EUTIE. FEHIE, TBHRIKS 2GR T 5 A TED, FGFR2 I
T camRELTLaEEMaKE LTI, A (5 MRS ZHRT 5
ZEMTES, FGFR2I11 Ibf)\BFGFFRZ IT I CcANDAAYFUT
PR SNAEAME LTI, ML, WIS, TS EPRT S C EATE
%, FGFR2 111 c2RBLTOAEMEE LTI, FEEm. H/NIm
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WS ERRT 52 EHNTE, CO>EFEFBTHERIL TS, £
FGFR2ZMRBLTOAELMME LTI, B KB, FIRE. 75, 1B
%, HESEEPIRT DI EMNTE S,
FGFRZ%%%DT%%%@M‘DHJWE§1X1NﬁLﬁ@Km1x
1O'AE IX10MA, K0FEICIZ0. SHEZ2X1I0TE. XD —EIEIC
H1X 107 @% | EOEEICANSE, FGFR2EAEORERICEL TR
T B MMM EEA D T EATED, D REEIL. —AHI MR
BT BN, ENSIRET ST ELTES, N T K- OfRTHE
LTIE (4—1-2) RBEHOAEZEHITHIENTE S,

(4-3) BEFHEMA ﬂ

ARAOHIKIE, TOEMT I/ BEFIZ I~ KT MERFINEEND
PLAFE (EBERY VAT R) ROTOBERT 3 ) BEFE I~ KT 255
BANEEND XY LAF K BHA Y LAFE), Xt HosE#R YL

 FRAEAZNEAY Y —ROEBERX I LAF RRBEASNERY ¥ —EEE

MIIZEAL, ZMil 28 L eRTOBENN SO DT ZEIT DI &
CEDRAKTEZENTED, —DORI I —IZEHI I LAF R L UERHX
pUAF RAHASNTATHE N,

BEMILE LT, BRI U & T\ 5 Z S 05T E 5, ERHINY
FEEELUTCHEMTSHE. BMR. EYME,. EEMEYMEZRND Z &N
TE5, N
CEPERE LT, FAE WEEEROMIE. Tab5. FILEROCO
SH#B1 (Gluzman, Y. Cell (1981) 23, p. 175~
182, ATCC CRL—-1650), YUAHMFMUEANIHITI (AT
CC No. CRL—1658), YUANS 0ffifak (ECACC). Fx A
S X NLAZ BB (CHOHIM. ATCC CCL-61), Z0Y
b R ORI R R KR (.CVHOdh“‘:Ur laub, G. and Cha
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sin, L. A, Proc. Natl. Acad. Sci. U. S. A. (1
980)77,p.4126—422W.CHOK15V(LonZa Bi
ologics) ZUMIESHBEROMB. BREROMBELEREITEZ L
WTEBD, | | |

¥, FKSOBEHEOEMBEN AN T L ORE TN MR bEESL
THWBZENTES, IR, FUKOF c HEICKAT BN -/ U a3 i
BEATEREDS 5. BIETABON — 7 EFILI N IHI 2z 72— 20
HELTVARHERS TR TEORE SN CHOMME HWT
Fik% 2B L, BT I—RME Uitk GHEQERikE bIES) %M
BB LATRETHS (WO00,/617398 WO02,/311408
%), o |

BB S LTI, BIAE, BREEBIT5 e TES,

BRI E LTI, RS KBE. HEESEHIF5 2 EnTE3,
ERBOFE (FRIMEROE ) 7 O—FIFE. T v Mk, <9285
. F A S{LHUE, b MEbik. © NES) 2HWIEBEDOT T TN

'7?P&bfm‘%&ﬁ@tﬁﬁ\ﬁ&%?&@@ﬁ7547®ﬁ¢®ﬁ%9_

TH. 16N, SENEBRON WS T FIVIBRESI NS D Tidik<,
o514 TH LIV TIA TOFUED WL 7 F )b, £i2id. MOBEEY
BH LU HEEEMHROEREOR L TN THNL, FEDDD ZER
LTHIATBZENTED, |

(4—4) & MEFEDT YA kBl USRI
E MepiAE LTI IR FEMBIRO CDROAPE S ERDFUFIZHEA

FNHik Nature (1986) 321, p. 522—-525%MK. CD

RBMEEIZLXO CDROBINIMA—MOT L —LT—0 D7 2 JBEEEOE
MUKICBEL 2Pk (WO90/7078615, US69723235nH#
ZH), TNSONTNNIBIT L FEHARD 1 DEZIX2 DB EDT
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JEBRE MOT I B TERINTRLVA%EER T LI EMNTELN, %+
NSIZEEEIND HD TN, o

(4—5) k& MUKOFEE .

AFEHOHAE LTI, 51T, E MK ER T2 0 TES, HiFGF
R2E Mifkeid, b MROFKDT I/ BAESIN 52 5HF G F R 2 Hifk
2T 5. HFGFR2E Mk, bt MikOBEREBROBETEED
E Ry ADNABIKEET L MUKEET Y ZAZMA VLSS (Tom i 2
uka,K. et al.,Nature Génetics(l997)1&
p. 133—-—143,; Kuroiwa, Y. et. al., Nuc. Ac i
ds‘Res.H998)26,p.3447—3448@Yoshid&

H. et. al., Animal Cell Technology:Basi

c and Applied Aspects wvol. 10, p. 69—7

3(Kitagawa, Y,Matuda,T.and'Iijima,S
eds.), Kluwer Academic Publishers, 199
9.;Tomizuka, K. et. al., Proc. Natl. Acad.
Sci. USA (2000) 97, p. 722—-727%%28MH,) I7L>TH
BITHIENTES,

b hMREEBYIL. BARNICIE, e MHABYORERREIOTY >
HHEVREOBRTENBEIN, ROV ICBRATEREK (Yeas t a
rtificial chromosome,YAC)N&&"EE%ﬁbT
tF%Eﬁijyiﬁ&ﬁ%ﬁ@%&?@ﬁ%léhtﬁ@iﬁ%‘%MB
OEYFLEFEDED I EICL VD B NEHBABYONTNTH -
THRUY, .

T, BETHBAKRCED, TOL5RE hifkoBEE KRB & &
#1—F95cDNA, #EL<IEZc DNAZEDARY & —Ic & b EZHR
EWHEML . BETAMAL NE & O—FIVHRE AT 2
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B#THI LWL, ZOFKEEREEFNSEBLIEHTES,

© 2T HEE LTIHAA TR, fE L <IXCHOMM, > /55ke
TTIO-NEOHABYMRZMND ZENTE S,
it\tFﬁ%?%jﬁU—iD%%bt77—9?4va4$%®tF
ik zWG9d 2% (Worms tone, I. M. et. al, Inves
tigative Ophthalmology & Visual Sci
ence. (2002) 43 (7), p. 2301—-2308;Carmen,
S. et. al., Briefings in Functional Gen
omics and Proteomics (2002), 1 (2), p. 18
9-203; Slr1wardena D. et. al., Opthalmol
ogy (2002) 109 (3), p. 427—431%%%) HHSN TN
B, | '

FIZE, & MUKDORIRER Z —A#Hifk (s cFv) LLTT77— VKA
CRBEET, FECEATET 7 —VERRT 27 7 —UF 4 AT LA (N

ature Biotechnology (2005), 23, (9), p. 11

05—11186) ERANDILENTES,
RIS TAIETERNEINZT 77— /@ﬁh?é%ﬁ?5 EWTE- T,
FiRICHAET 2L MR ZHEEE I - RTADNARSIZHRET S Z tﬂ

L TE 3,

NRICHEBETSs cF V@DNAEE?U#% SMMIZRNE, HEESEFT S

REARYF—2ERL, BHBEECEALTRBEIES 2L I2E0E Mk
FRBTHIENTES (WO92,/01047, WO92,/20791, W
093/06213,WO93/11236,WO93/19172,WO9
5,01438, WO95,15388., Annu. Rev. Immunol
(1994) 12, p. 433—455, Nature Biotechno
logy (2005) 23 (9), p. 1105-1116),
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(4—6) HikOBRENH QR |
RS B AL A I BDTHATSS WA, KE
WEFE4, 946, 7788, KEHHES, 260, 2038, KERKHE
5, 091, 5135, KXEHHES, 455, 0308%&8MW). ZDsc
FyvizhnT, BRALEREBEUEERIE. a0 Yar— R eEShng
SBULH— HELIIRIRTFRYLH—2ALCHESNS (Hu s
ton, J. S. et al., Proc. Natl. Acad. Sci. U.
S. A. (1988), 85, p.‘ 5879—-—5883), scFvithiFoESH
IS R VRS AI A IR, R— BRIk LT &<, B4 OFikizh
FLTHIW, | |
AIEEBEERTERIARTF RS A—ELTIE. BIRIEL 2HEL 95
B0 5 HEEO—ABATF KA SN2, |

s cFv#I—KT5DNAW. AEhiko BRI EMmZERET— 1
THDNA, ROEHEIBHAIEESEZI - RT3DNADSE, ZhoD
AID S EOEMXIAEDT I/ MEFI 23— KT HDNARKS EHHE L,
FOWRHERET DT I5AT—HZ2HVWTPCREICIDHEIBL., KT, &
SITRURTF R Sh— 5 ET— KT BDNA. RINEOTHAE & B,
B EERINDEIITHET ST/ IA v — e MA bR THIET S &1
ro@Eshs,

scFvEI—RIZDNAZAWT, ZDNAZERTHIRERY F—,
ROERENY 57— X0 WHERI N2 B MR 285> TRRT 5 2
LHTE, E, FOREMBERET ST EI0ED, B Thh 5
EMP S s ¢ Fyv&EIT 32 ENTES, |

FOMOTUE ORI S, FMIRROHEICHE L CRESIER 20— R9 58
EF AL THRICEA L. M0 EEY D S ZERH 2N 5 2 &
kD, BB ENTES, |
 AREBOFIKIZ. SR THEICHT 2RI EEDEHDTH > ThE
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W, SRIETBHARELTIE. LFEOHKTH>TH, A—DHEOEKD
TE h— 75 RHTHEROFRTH o THEN, Filke2RILT 5 HIEEL
Tit, 18G CH3RASLE2DDs cFvEDRED, ARLTRTEY
SEDHREER. NUYIA—I =2 - AN I AEF—TDEAZFEEITHI &
MWTE D,

ARAOHKIL, 73/ BEHI RS EEMEOTF G F R 2HikDRA
¥, bR 70K TH> THbIW, RUZO—FIHifkE LT
i3, #lZE. CDRO—EBXIEEHARA S EEEEOTADREGYEE TS
ZEMTES, TOLSRRY Y O—FIVFiKIE, B3 DHEOE AN EE
EGEEEL. SBEYNSEINTEIENTES (WO2004,7061104
). £z, JECHRLZYIAZRET B EbAEKTSHS. S5, KUY

O FAREO—D OB TH AHMIEI. B EFRLORRTREL, Eik

15

20

25

RS T, FEMASMIEEERY 2 L DRART I ENTE D,
FUEOESME LT, BUVIFLLFUa—)L (PEG) SORMNT LR
& UEHRERET 52 L bTE 3. |

AFEOFEIL, EIZ NS OFEEMOEFANTL T ar— M EBRLT
WwWsHD (Immunoconjugate) f‘bc}:blo :O)J:57‘;ﬁﬁ<0)m
LT BRI E SRR 2T LA ERA L TV EME
$1F257 EMTE% (Nature Biotechnology (2005)
23, p. 1137—1146).

(4—7) koK

BonHikiE, ¥—ICETHET I ENTES, FUEON M. HEIE
HEOBEHETHEAIN TR A0H. BRALEEHTIEL N, |
BZE7 O] NI T 740 —H I L, T 40—, BAER. BT B, 7
SAAEY T 7 UILT I RV ELRKE. SEAEIKRBSEHEEER. fas

CbhENE buRESEE BETLENTED (Strategies fo
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r Protein Purification and Charcter
ization:A Laboratoy Course Manual, D
anief R. Marshak et al. eds., Cold Spri
ng Harbor Laboratory Press (1996);Ant
ibodies:A Laboratory Manual. Ed Harl
ow and David Lane, Cold Spfing Harbo
r Laboratory(1988))a. ZNSIKEEINDHD TR,
paRMTT 74— LT, TI4ZT74—o0I T T T4 —, 4%
KW OINT ST 4 —, BktEr O NS5 T 40— FILEB. 0%
NIST 44—, WEIOR RIS 4~ NS,
IN50r0%br574—1d, HPLCR®FPLCHOWMHI/ O TS
T4 —ERANWTIT D ZENTE S, |
TIA T4 ORI T T4 —ANB AT LELTIE, TOFAZA
NIL, TOFA2GhAI L, RN LEE2HTHIENTES, ,
FOFA YANTLELTR, FlAE. Hyper D (R—LW.,, PO
ROS (77914 RV AFTLAHE), Sepharose . F. F. (GEA
VAY TR HFTEND, |
EbiREZBEEALZBEEZANWT, FIRAOKEHEZFIHE L THikE BRI
THIEBARETH . |

(4—8)HikZ2I—RITBXILAF R - ffIRT &I — - MR

AR, ARAOHED L IXEOEEF X-idFogMikEa— R

BXILAFE (HHEET E1W5), ZRETHEASNEMBARY S
— BBET IS ¥ —iSEA SN (HARETEAMR &0 9),
Z DRATEI DTS L < IZHREI0EF $ 700 5 2 OBk & AT 24K (T
KRR &0 5) &HIRETS,

ARAOHARETIE. FECE. KO (a) HE (e) OLWFRL—DI
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SEOEEERS (LUF. THEBETFESY WD) 2EATRSD. HikER
?ﬁﬂ%ﬁ@ﬁ%ﬁﬂ@%ﬁ%#\itﬁﬁ%ﬁﬁ?ﬁﬂﬂ%ﬁé:
(a) 5y hFR2-10., FR2—13BXUFR2—14, $A5cFR
9-10. cFR2—13BLUcFR2-14. 502, EMELhFR2
~14 _H1/L13FhFR2-14_H19,/L10WFRH—D0HHE
OBEEY I/ BESNE I-FTHEERMNEREY I /BESZI-RT 5K

EERPIOMEE ;

(b) vy hFR2—-10. FR2—-13BXUNFR2-14., FAFcFR
2—10, cFR2—-13B&XU'cFR2—-14, 25N Z, e MLhFR2
~-14_H1/L 1731;éhFR2—14_H19/L1@'bhfhﬂ\~j@ﬁﬁi
OCDRH1HECDRH3ZFOVEHOT I/ Blid & 21— KT 5IHHES
ECDRL15ECDRL3Z2EDEHOY I/ BEFI% 31— R 2 HRES
DHEER ;

(¢c) 9y bFR2—-10, FR2-13BXUNFR2—-14. FAScFR
2—-10, cFR2-138&NWcFR2-14. 250, EMthFR?2
—14_H1/L173%EhFR2—-14_HI1 9,/L10oWwWInh—D20DHEK
DEHTEEROT I/ BRAIEEOEHT I ) BEHIE 1— KT 5 HE LR
EERTEEROT I/ BESE SDBHT I/ BESI0— RT 2 HRESI0
HEE o .

(d) (a) TBE (c) DWTNH—DITREOE ARSI A 7215 HKAFI
SHBRIVAFREARI >V MREHETFTNL T F A XLEDFG
FR 2SS BHEDT 3/ BE51% 01— KT 2HEES ; BLO

(e) (a) BE (¢c) PNThH—DIRROT I ) BESICBNT I HES
O, 1hZE45M. 1753408, 173E30M. 125, 1/5E2
Of. 1% 158, 17PE1 0@ 1HEsHE. 15E6M. 175% 50,
1AM, LHEIME. 1HLE2E 403 1 BORESER. Rk,
HMEEHALTEBY I /BESIZI— RUAEDFGFR 2 MAT 54
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HO7 2/ BESIE I R OHEARS
(d) Xid (e) BHOBEREEINZEDI-FENDTY I BEFNEZRET S
pukld, FGFR 2HAEMHITIMA, L& (3—3) J3E (3—-6) @Z&#HD1

DX 2 DU EDEREZAL TWTHIN,

EEL. ARBOFREETIE. LR (a) BHE (o) DHOBOIEES
N7z, |

KRB (4 3) BEOED . ARWOHEBETEAMREEET
TH. BLU. TOEEYD S FikD L < 13T OBANE F 72137 OBk
BT 2 T8, 281, Fifk L <132 OBEEN A £ 72137 OBk o mis
HEBIRIT S, HHBEESEICEDESNIFIED L < 137 ORI
I E OB D, ARFICEEND,

5. EZEMRY | |
AT F GFR 2HiAD L <I3ZOHEEE K E7- 132 0B/ 25D E

 BHBRMERMNT S

EHPOELMAEMIE. FGFR26LIZZ0U A KOBHEEE -1
FGFR2ODZEBRHBLKWPIELGFRBIZESDFGFR 27 FHIIVEE XIITLE.
£7213, FGFR2OT AV TA—LDAA v F U AT L DERENBNA
ML SN2 AEESE GUF. (FGFR2IZHDSER] £115), &0bid
BRI OBE I FYHICEATH 5. |

MBI L T B DA S & 73 B QR ULMB DR E LTI, FG
FR2EETFOA > O RO HEER (SNP). FGFR2OHHEE. F
GFR2&MEEHIERILT 23 222 AER, FGFR 2&EF MG
BERFEE, FGFR2IIIb®ASFGFR2I111 C«@Z-’f‘)‘?‘?ﬁ%’&
BIFT %2 EMTES,

PHBEREE L TIE, FAE, A, TENE. TV, AR
E O, FE. WOTEE. B, TEROE. DEURTE. AR, AR, WEDLE.
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FEHEE, MR, )/, BEREESE S TS LA TE, FEICEF
GFR2EHHEEZREL TWITNEOBEBITD 2 EMNTES,

ARIACHNT, KROBEEZETHICI, HHDESR, HBEICIEFGF
R 2%EE%’%“@%b'Cbl6@1&:?507‘673%‘6%%@5%%@%@1 R L XX
EFOMBIUIEE, Hh3ERICEEL ZEKSRT 5—D =D Lo
AR OERE, WEE L < SR OMB £ 3EM, —KIEBOBREULT
BEASENSA, TS IEEINS HO TR,

ERPDEEMERNICIE, WREZIFHICADRBORF GFR 25k

PR ORI & B2 PRI NS ARAL Bk A, LeE. #
FRRO USHBR £ S E L5 T EHNTE S,

TR E TSR L. BEORE, BEMED LR EE

COEBEXRTFHINREETIREERL. [RELNCENRR &FA%
TH 3,

ARFOERMEYICIL. pH, BEE. WE. BUE. G, SEE 55
B, BHLRMUR TN E ENBHIK ORI, B, R, BRKE, B
B, KB, RE. MR RS ELMESBED, $HELED, #ELEDT
200WE UITF. T8MHAROWME) tW0Wd) 2B LD ENTES.
ﬂﬂﬁ@%ﬁtbfﬁ EHFNIHESNBPATHIUIHICREIND

TV, BRI, #mﬁlﬁﬁa%f%% LV WER OWEAEEIC
BT B IETH S,

WAN OWEE LT, HIE. UFObOEBIFHT ENTEBA. Thb
KIEEEN2 5O TR 70// FIZv, FIWII L, TANTFE
> 1:7\9"// FREZLFY DL EDT I JEERE. PiEAl. Y Aa)E
S BB R U AT REKES kU ASORBIER, USE. s T
SR RUBNY Ty —, REKRFRUT LA, RUZ M8 (Tris—H
¢ 1) HREOEHR, Y= k=YY L EOFREH, TFL VT2

WEE (EDTA) 0% L— il #7x1>, RUEZIEOU T,
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B—3/OFFARYLREROFLTOEL - -2 OFFEA R %D
BLH, FTO—R. T2/ —AREFFEA Y L EOMBA. BEE 8
AU O~ T2/ —ARFEA R VEOMO B, AR, Bk
. FERH. AR EDLEOY UL EOBARY T —, EHFREY
RTF R, FRRA AT 4>, BEAS XTI A=y A, REERE. +UFILE.
FAOY =)V, TxRXFNTNO=), AFIVNSXR, TOENTX,
pOLFL VY, VIVECEXIGBRILKESORBESR. FUtU . FOr
L2 70 a— U XERYTFL 2P I-)VEOEE. <> b= XVl
Eh—LSOE7 IV a—)l, BEF. PEG. YILESZIAFI. £UUL
EF— 200U Y IEF—h8 0SRYVIIEF—k, RURY (tri
ton), hOA¥I> (tromethamine), VLIFUOIIAVAT
O—VEQREEH-F. 27 0—20V )L E N—LEOEibsmA. HitT
FUDLA, LAY T A, XD F—ILRVILE h— )L ORERERA, 0k
M. BWA. REE. RO ULEE EOBBE., |

IS OHFHOMADOKRMEIL. FiF GF R 2Hi&D L <137 OHhel
F I3 E OEMROERIZHLTO. 00 1/5%F 100 05, MF#EIZIZ0. 0
175E 10 0%, LDMF@EIIZ0. 1LAEL 0ETH %, |

FF GFR 2 Hifk® U< 132 OBEENT & 72 (32 OERRE 2 U Y — L
SEHELDEA L VR — L, HikE URY — L ENEE L TR 2 HkE
fk CKEISZHE6 2 14 38 8B%) 264 T oERERNS. ARHOEE
AR EEh s, | ' |

RIACHA, BMREULEATH D, EHEOK, EEAEK AT
BB, ZOMO, BIHEGXIIERNEESHOBA AN SN SYWETH
EHCIE S N, ARk E LT, FHEOB0. FTIVTI > E
EDLOEEHITEIENTES, |

BESE LTI, EEARYORKPDHMNT. O0FES. 5253124
BMENETrisNy7y—, AU<4. ONES. 5RDESCHAREN
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FEEE Ny 77—, FU<5. 07ES. 01AsLS CRBENLY T8
Ny Tr—, WL 5. 0VES. 01AZESCABINELIFI Ny
77 —SEPIFT B ENTES, N |

ARWOBEEREYIT. Bk, Wk, BRESTH S, FRERNAE BT
5 EINTES, REETREAERET BITIE. A O— X BORBHZ L
5T EMTES, | |

AFHOEERMBEN OB 5B E LTI, BRSBTS R IO
SONTNTHEL, AL BIRNES, BIRNRS. BRRRS. KRR
5, EFRE. MENES, BERE. BNEE. BENESSEHT5CL
MTES.

P HEEMBA ORI, B5H %, FUEOF GF R 2 BEEM AR
LB UTHRET DI ENTED, ARHADOHF GFR 2HiED L ITZFOH
BT 7 32 OEMIA D F G F R 2 BEEIHT 2 8RB 1ZE (KD
EAYENZE), DRVBESRTEOENERELES, |

KRYIOVF GF R 2 flkOR SR, HBEM A7 8 THNIRE S
T, WO, RBOME, K. R E#. BH. ZHEOFGFR 2
BEAEMEEAEXZZ0EWEE, TOMOERIIE U THEHERET S I &
MTEDM, B, 0. 01/3F1000meg kg, HEIZIZX0. 1H5E1L
00me/kg# 17518 0HMC LA, K31 H2EEL<IX3FEME
BET BT ENTED, |

EFARDOMEE LTI, EHH GUSEREAL SR ED) . S5,
IR, R TIRAURAL, B AL Tl SR, WL TR,

T VAL R B BREA. T R DA A% £

Bl/RGT DI ENTE S,

FiFGFR 2§D L ITZOBEN T X3 T0&fitkz a3 kns & LT
BUOEZEARYIIMOEE EFEIZH 2 WIEHEL IR G TLHIENTES,
2. MOEEEES UBICHF GF R 2 HiE UL S UE OHA HEWTH 2 A %)
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WA E L TADERRRNERET 50, M 3ERMERNEEE LB
MOEEE BT 5, Ehid, UREELRY & MOREEE 2 RBICRS L
THEV, MOERE LTIE, (L2msa, BEEEs & &SmEHSs b
FBEMNTED, TNEEEEDTARIOHIRE TOREH & OB &
IPOR, ARIOHK, T O E 72132 OEMEI A TE 573 3 %A%
SUEERMRY bARHCE TN,

AR EF G F RICED 3K BOBRMAEE I THHIE HRBO

|

BB E T AE R E AR T 50 OARHOFEOM . ZRE

DIRBEER X T OO ORREOFRDMEH. 2042 d 5, ARADHIK
EEUBEAELETHAESY FbARBICEENS, |

6. BWAMERY
AFEFOHF G F R 2Hifkd L < 132 DBEENH 372137 DBk % S D
gmitc%%mmww<u?‘iawfr»%mmmmjamo>éﬁ&ﬁ
%o |

AREODW ML, BAREFGFR2IZEbSEA. FGFR 2%E
DREEZIIZBECEATH 5. FRAICBNWTREZ/ZIZBENC i B,
RERU 27 OHEZEE, BEOEEOHE, EFCHELOREDRE,
FiF G F R 2 FikZ OEEMBYNC L 2 EMBBEODROWE UTHE. %9
BB OBRROPREORE RHE, BRY A OWE. BROEB/OHE
SREENBH, RET-EIBH THNTZNSITRESNS O TR,
FHEHOBUWAARYIE. AFEROFAS U < 137 DBENH £2ide 0l
fitk, TH5EEDHRY. Tho 2B DEEMERME R 5T 2EAORE
HRTH5, -

M BBWIMALRMIZ L, p HEH, 2BBEREH. 508, L. 0
WAL BEGH, WA, BN ISR G LB ENTES,
ARPIFEEF GF R 2 CHID 2 RBOMEHEEIZBNHIE, HRE
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DA ZRAET 22D DEAFEPOHEOEH ., ZREORELIZZ
%@t@@$%%@ﬁ%@ﬁﬁ‘é%%ﬁ?éo$%%®ﬁ¢éﬁﬁﬁﬁit
IRy FOERHIIEEND.
RFEAOHFREZSORERZIIBWHOAEELTEIY >R+ v FELIS
ANEELWA, BEDEL I SAKPRIAE, EL SPOT (Enzy

me—Linked ImmunoSpot) ik Rybrnoyhik %

O——j, CIE (Counter immunoelectrophores
i s) HREOHARZRNAM LR AELFIHARETH 5. FikOERERE L
TIREAFFDEN, HRP. VWAV T+ AT 75—, FITCAREE
SEHATIC NG A A7 BRI T % 5, BEREEAR 2RI L2 HNCIZ T M
B (3, 3,5 5 —tetramethylbenzidine), BC
IP (5—bromo—4—chloro—3—indolyl phosp
hate).o-NPP(p—nitrophenyl phosphate).
OPD (o—Phenylenediamine), ABTS (3—Ethyl
benzothiazolLne—6*sulf0nic acid), Sup
erSignal ELISA Pico Chemiluminescen
t Substrate (W=—FT74vIY—YAL2T4T74v o) &
DREXEPQuantaBlu™ Fluorogenic feroxi
dase Substrate (W—FIT49IY—YAL LT+ T4 vI%)
HAEEE DTN, LERNABEEZANDZENTES, AREITIE,. B FMXZ
e FEMWHSROREEHTIN A, MBS EAEHSO AN LTHZUE 22 723k &
BT 2 LNTES, EVEEREROHERERE L TiE, flA. k. B
i, MK, U SN, B, MELRE DR — bR MRS B
LT ENTEDLN, TNSITREZTND DD TIL/RN, _
AROHIE G DREELRBIAOT > Ky 4 v FEL 1S A%y ki
¥, FGFR2EAHEEFEER REARAE, FRAZER. BEHEMUE. R
Pk, o NTIRFREN T ENTI W, HRICES L ZFkEZRET 2 H



10

15

20

25

WO 2013/154206 PCT/JP2013/061340

96

CRE LTI Wik, WOGE. RBNE. RI (Radioisotope) {&

EAGFBICER SN, BRI, AL — R —F—, BT —RhU—F
— BHTL—hY—F—, RIS >FL—a hyy—EiEEis
R EN, |

COAFRHIIGEHESEY (immunohistochemistry: IH

C) OHMITE MY, TOHBEF BIOZ0EME. Rottitensz

- BUMEN ERET D, DO LHEEMOERFAO ZEAMRY) Ta&Ih

A

EEMEIE. MR EREICRAT BHIE (—RFih) 2REEE,
FRICRA Lz — K2 RH T 2 FETHNUIBHITEE S NIV,
MY, B3NS 740 AT D, NT T4 DRBLHBY &
Bi/N5 7 ¢ AR L7, BURRRIE AR 5 & Ok R RA RSB B 217 5,
FIEIEQEOFEE LTI, MELEL, R 7 8 & 5 BRI £ bR
THZEMTE, FECINBLE TS 2, MBILEOREE LTI, 8%,
BEQ9OMNELLO0C., pHEVEL 0. M2 079F 6 0 5 D HIBAT
BTHB. pHOWEIZHT r | s ~EDTARE® BIAZ, 1mMOED
TAZSHETS 1 0mM kU ZEHHR) BEHEATSIENTES, FFHRLH
RSB & LT, S 3 5Bk & R 7 R O M £
T2 NEEOBER £ REIILT 2 HENBEAVEND, T FIY—ER
Bk DREIESEE. TOMMTICEET 2ROV TFS 5~
H,0,%THETSZEMFELW. H,O,DiEEIIK. Ay J— )% %A
§HZEMNTE, H,O,OBEEIZO0. 1hE3%. Fm@icid0. 37383 %T
%5, H,O W37 I N LERNT 52 LA TES, /o, Mk
RAYA LD T Oy F T BHELIBROCMELEE L THEAT
B ENTED, MEPHEA IE. —REERS ORI EUET 5 2 &
MTEBH, 1 RFKERRT DBBICEEELDEIEHTE S,
RYUK DR A I B S A, BIE2 0 TVE 5 0°C, ARl
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257%42C, LOFHEICII3 TCTHS, KIEHEIESHHE—BK. IF
ﬁtm10ﬁﬁﬁ6ﬁ%\i@ﬂ@ﬁﬁSOﬁE%Zﬁﬁfééo

—KBRORILICE, I, THIET 5 2 &n5CE D —REUkICH S
THHK (SRBUE) #HVEIERTES, SRAEKOREEE LTI,
RIVAFL T —BRT NN T4 AT 75— CEOBEE “RFKICHE S
LM, ERIBZRHERICESTF EEMAINL ChiidBZZ2#ES8-A NS
N EULEIRAI Y, TIN5 OBRICHIET 5 RAREE KIS 85 A
EIEICHERT S 2 EATED, BEESRIKICEASE2HEE LTI
?#XFU/$U7—%7:/@$UV*:m%%%&:%m%éﬁﬁﬁé
BEREEMNDHIE (B T—H) EHIRTEHIENTES, EFF T
RFEBEOANAF S —CERLEA ML T R T EV S RIS €5 H1k
(LSAB#) T, RERELLTDABSERNSZ EMNTED,

GBI IR D IBE, RS, RISRME. WEERSE 707540
THFEBICHBAL, BBLLTHRS 2 ENTES,

RFEHDO BRI ENDYIR, T ORASN N 37132 DMK,
IFICIZF G F R 210483 35k, T7ab5 F GF R 2 B 26T 2 Hifk,
%@&%%ﬁiti%@%%%f%@ KVFEIZIZE FFGFR2II 1D
SIS BHUE. OB R 72T OB TS . ARHOBE

MR OB OBEIZBNT, K OFERUR. T ORI 23T DBk

iZ. ERFGFR2I1IbBLUERFGFR21 [ I c OFAICERIES
HT 5.

ENFGFR2I1 11 bBEBREZFTZHAELTIE. 9y hFR2-10
PkOEMOCDRH1IBECDRH3 2D HE, 250 F%@CDR
L1B§CDRL3%€UE%\éﬁhfﬁéﬁW\5vFFR2—10#¢
DOHEMEFERB L OBRHEALEEBEZTATRSHE. v hFR2 -1 04
KOBEHBLOBHEEZZATRIFEEFELHIRT DI ENTED, DhDHUE
ELTIE, vy hFR2-10#ifk, ¥AFcFR2—-10%i{k, & MELFR
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2—10HMEEHTHZLENTEDN, TNSRBEIND DO TR,
ERFGFR2I1IbBERERFGFR21 11 c OmAICEREES
THHkE LTI, Iv RFR2—1 3HihOEROCDRH1 YECDRH
3EFUEM no5NT, BHOCDRL 1WECDRL 323VEM, &8
ATl Bk, SvRFR2 -1 4HKOEHOCDRH1HECDRH 3 #
SUEM, 250N, BBEOCDRL 1ZECDRL32EDEH, 285AT
oYk, Tv FFR2—1 3HAOEEIEESS L NERAIZERES A
Th5¥ifk. v FFR2— 1 4k EH A A EES L R HAIEEKZ S
ATIRBHE, 5Yv FFR2—1 3FROEMB IR ZEATRSHE.
5y FER2 -1 4HikOERB L OB ESATRIFUESEPIRTHZ &
MWTED, DN2PikELTIEZ, Sy FFR2 -1 35K FAF5cFR2—
1 3%itk. E MLFR2—13%ifk. Sy hFR2—14%ifk, ¥AFcFR
2—14%%‘tbkFRZ—l4%%%%@ﬁé:tﬂT%éﬁ‘%h%m
BRENBbOTERN, -
AFHAD—DDIFHEIRERIZBNT, ZHAMEYIE. FGFR2RIEAE
FRREATHD, LOMFEICIEE FFGFR2I 11 bAW,/ Xtk FEG
FR2T11cORMAEAGHERTSHY, L0 —RBIFHICIAE NFGER
2111b. $2WEE FFGFR2I 1 I bBLBERFGFR21I1 1 c
DR EENER TH 5.

AFEIRY > TN HOE RFGFR2I 1 I baRBEAIZBET2H
A IRIT B, |

%70, (i) #RY>7NHFOLFFGFR2I1IbEERFGFER21 1
[ caMiftEdEL. (1 1) FH>TNVHOERFGFR2IT I bz
HEARIEL, (11 1) (1) ORBELERMEORRE (1 1) ORiLE
IR OB E BTS2 2L, B3V (1) ORIBERZHEOK
Bhs (11) ORMELZRBEOEREELIIZEIZED, &Y TILH
ODERFGFR2 111 c2RIERGMETHIENTES, MMBHERF
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GFR2I1 11 coRMERBREAEbARAICASEINS, |
INEOMRIELPRERETT. ARHOBHAMRDEFERT S &M
T&E 3, 20 HREHED L OB AL, ERNFGFR 2 MBI b
:H:I\FGFRZIIIb)j’zZJ\/XiI:I\FGFRZIIICF@I@F@—J/‘
FERRREHE L THARRACEEND, |
ARFOEEMEYIIEES ENLBEERET 2HEDARRICLEINS.
M B FEREAECB VTR, ZEEERY > 7O NFGFR 2 #HIE L,
ZHY> SN, E RFGFER 2RI E NN, Eid. fEEEmERT >
7W$K&&éhttFFGFRZ@%&%%bTiU§<®tFFGFRZ
PRIBENBEI, ZEEREREEUET D ZENTES., MHDEEHE
BT, e FFGFR 21, ERFGFR2T 11 bR/ Xk
FEGFR2II1TIcTHhD, XOHBEIZIIEFFGFR2I I 1D, 3661/3
@tFFGFRZIIIb&UthFGFRZlIIcT%%
2RI ARAOLY MR EEAT D LN TE B,
i, MO BEEHEOFBA—EEIIBNT, ZEXIBICRREL TV
MERRZDOYZT BB,
512, ARACEEMBRYIT. ZO—EBECBNT, MO BREHEICS
T & HE SN AR E X NES

7. ik
AFERAOHIKD L/_< WXZDOREMT R £ 13 ZF DR, ELLTHEH
ThHB, PRBRER. BEOREIBEA. HEABEIRZOMOMRT

EHEND,

8. A== Tk
AFEHIFGFR2HIERZA T 2MEOMREHIEERBET 5. DDA
®IZ kMTm ARPADHEREAT IR LOBILICHAET2YEE2RIET
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5. WlZIE. BRWEEE FFGFR2 11 1 bEAE T IEe OWH 5

., KATTy hFR2—1 45ifk. #AFcFR2— 1 4HifkBEUE b
{thFR2—-14_H1/L173%EhFR2—-14_L19/L1oWwdFhnh
—DDOHNKEPEETHAERFGFRITI I b EOTIE N—T2HRTETI )
EETRIE & E O A NIE L. ST B E A E AR A A T A e
BMEEBIEE T BT EASTE S,

i RIS £ 4T 2 MEOREAEE LT OEATh S,
FHEITBOTHIE S HE SN WEOMIBBE 2 51 lET 52 L b T
x5,

BB, FEICIIRTT R ERIIFR, T OBEEE B L <137 D&
KTH 5,

MDD HEITBNT, Bl & HE S MR T F K230k, 2 ORAERT
b U< T EOBMIKE . BETARL, TFRERERIIA > E FOBRI
EOMET BT LB TE, TOLSRATF FORKSEMET 2 HED, &
FHRIZEEND.,

ey 7!

LUF, %ﬁ@{ﬂ %bxfﬂi%%%ﬁ RIS 200, ARHLINSITR
EEN, |

reb, FREMHIC S TRET R 5 & R IR B |
[ELFa25—r0—=2% Molecular Cloning) (Sa
mbrook, J., Fritsch, ‘E. F.. BLManiatis, T.

e

# Cold SpringHarbor Laboratory Pressd

D198 9FERAET) ITRBEDFEROZOMDYZEHNFEAT 2 EBEICTRK

OHECLOFI D, 2 FHOREDF v b2 M5B EHIHO
HREICH > T o 7=



10

15

20

25

WO 2013/154206 , PCT/JP2013/061340

. , 101
EHiB 1. T Mk FFGF R 2 HifkofEs
1) =1 %

SEHOWKY/T zm5 v hoOl (HATATVS—#) BEUTHROC
P13 WISy kol (BAFv—ILAYN—#) &R LE. WKY/I 2
m7y FTEOHAIL50gPRecombinant Human FG
FR2B(IT11Db) /Fc Chimeyl’a‘ (R&D SYSTEM##H) &F
reund ‘s Complete Adjuvant (FIEHZEEE) %‘:?E

& URRIETL: 2) LEbOETy FORBIHICES L. 2 1HERS 0

wtgPRecombinant Human FGFR2B(II1b) /Fc
Chimeraz>y hORBREICKRES L. 35HBIZS Y FDOU X /\HIH
LV EZ R LN 7Y R=<HERICAWE, Cr1j WISy Tl
OHBEIZ500g®PFGFR2B(II11b) /Fc Chimera&Freu
nd ‘s Complete Adjuvant%ﬁé(%%%fl:l)b
FbOETY NOETHBWREANICES LA, THE, 14HHE2 1HE
KSO@g@FGFRZBHIIb)/FcChimera&Freund
‘s Incomplete Adjuvantz#ES (KEETL: 1) L
EbDETY FOETHBWEIRMICES L. 38HEI5 0 gPFGF
R2B(I11b) /Fc Chimera® 5y hORMIRAICESEL. 42H
EK?@Z@U)N%E%WM%WER@bA47UP“VWﬁK%MEQ

1) =2 NT)R—<fER |

U >N EiIRS B IEMEHILE YA TO—S P2,/ 0—ag 1 44
le#zHybrimune Hybridoma Production S
vstem (Cyto Pulse Sciences##l) #2RnTESMH
faial, ClonaCel |l -HY Selection Medium
D(StemCell Technologies#H#) IZHRLTHEEL .
HRELZNATY F—-Xa02—2@ERTHIETE/ Z7O—2 N1 T F—
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REERLZ, EIENZENA T R—=an0—2&L, 55N
T R—<EEFEAVWTHFGFR 2HAKEENA TY R—DAZ ) —=

T EITOTz,

1) —3 HEHAHREZY Y-  JHRENY 5 — D%

1) —3—1 ERFGFR2IIIbBXUIFGFR2II I cEHEARYY

— (pcDNA—DEST40—FGFR2I111b3LUpcDNA-DE
ST40—FGFR2I11c) OHE |
ERNFGFR2IITIODNYV Y NEHE (FAYT74—L2 :NP_07
5259) BELRERFGFR2IIIcNYTYNEAE (FAY T4 —A
1:NP;0001325EJ*FﬁécDNAépcDNA—DEST4O

RIF—EpO—Z2 L, FNTRONY T N EEEERET R 5 —

pcDNA—DEST40—FGFR2II1IbBLUpcDNA-DEST
40—FGFR2I1 11 cAHELE, |

1) —3—-2 IgMRASCRIEFGFR2I1 11 DbRERYY—DOHE
FGFR2IIIbO&ETI /B (1-822) ®55054—110%
OERORIEK AT [1 gD 1 RIEK] SRT). 154 —24 6 BOERD
itk AR M1 gD 2RIk SET). 26 3—3 5 8 BOEKOKIAHE (U
T I'T gD 3XREMAEK LidY) 2RHEITHRI 5 —%2pcDNA-DESTA4
0—FGFR2111b&HMLTPCRECLDMELS,

1) —4 Cell—ELISAEKEBHHhAZY—=2Y

1) —4—1 Cell—ELTSAMAEEETRBMIEOMHL |
HEK2 9 3#ifla210% FBSEADMEMEHAHT7. 5x 1 0°Hif

/mltﬁéi5%%bto%htﬂb\Lipofectamine 20

00 (Life Technologies#®) #MAT. pcDNA—DE
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ST40-FGFR2ITIbHL<EI>hO—ELTpcDNA-DE
ST40Z2FAL., 96—we l IN—T7TU7Y platé(Cornin
gH®) T50u 1 TDOHEL. 10%FBSEHEDMEMEH#iF T3 7C,
5% CO, D&M FT—WEELE, B5NEAMEEESRECEE. Ce
1 1-ELISAIEMALE,

1) —4—2 Cell—-ELISA

K1) —4— 1 THBLERBAY 5 —BAHEK 2 9 3 0%
FiEZRE®, pcDNA-DEST40—FGFR2I1II11bZEElEpcecD
NA-DEST4 0#AHEK 2 9 3fil20ZhZcd LN TU R—< 85
% ERERINL, 4TTIHMSBELE. Yol HOMBES% FBSAH
PBSTLMEHE 5% FBSAHPBSTS00MIARLEAN ¢ i
—Rat.IgG—Peroxidase antibody produé
ed in rabbit (SIGMA#H) Z2MAT. 4 CT1EM®EL
o mLHhOMIES5% FBSA&HPBSTSEESLAE. OPDRE
W (OPDWME (0. 05 M ST E3FRUSLA, 0. 1M UE
kFE2FRUmA- 12Kk pH4. 5) Lo-TxoLIU7s L il
ROEMIEEAR) . H,0,22N2h0. 4mg,/ml. 0. 6% (v./v) i
BHESIEM 22501 /T VTEML, BeBkL s RaR
7, 1M HC1%25 0 1 /T x)VEFRNL TRARGEE LS Sk,

L —hY—%— (ENVISION:PerkinElmer#) T490

nmOEIEERE U, MBBER EICRBT 5 FGER 2 108 RGICES
THHREEAETHNT 7Y R—T £ BRT 275, 1> hO—)LOpcDN
A-DEST40%AHEK?2 9 3#la&t#iL. pc DNA-DESTA40
~FGFR2I I I bRENIS—BAHEK 2 9 MDA TL DEWIA

EERIEELEEEERTAOINATY =<2 FGFR2HKREERESE L

TERL 7.
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1) =5 JO0—YA rAMI-RLBHHEAIY -2
1) =5—1 70—=8Y1 hA M —BITAFEEREGTRBMEORR
HEK 29 3 THIlE5 X 1 0 Ml cm?ic/23XL5225F cmTJ
23 EEN—2 51 M) ICBEL. 10% FBS&ADMEMEH
T37C. 5% CO,DEMHEFT—HEERL~., BH, NKHIgD1 RAA
> %R#EL7Zp cDNA-DEST40~-FGFR2I1I11b [gDIlKXi#
th&a> hO—)LELTpcDNA-DEST40%ZNZFNHEK29 3T
MilgizcLipofectamine 2000ZHWTEAL, 37C. 5%
(X%@%#TT%BK*%%%btoﬁﬁ‘%ﬁNﬁ5—§KHEK293T
MimzTrypLE Express (Life Technologies
HB) CHEL. 10% FBSEADMEMTHBERHLER. 5% F
BSE&HPBSIKMEL . B5N/MBERE 70—Y1 AN~

WERALUE.

1)—5—2 TO—HA b AR —fEH

EFl1) —4DCel 1 —ELISATRBREEHEEINENTITY F—<
MEATHHAOFGFR2 I 1 I bicxtd 2#aKREEZ 70— 1 P A b
Y—EK XD 5B Lz, EHEF1) —5 - 1 THBULAHEK293T
MR AR E SO L, EEEBRELZE. pcDNA-DEST40-FGF
R21I11b [gDIlREABAHEK29 3 THIMBESp c DNA—D
EST408AHEK 2 9 3 THIBIOZNZIUCH LAT 71 K—< b2k Ll
EMATEHL, ACTIRMEBELL, 5% FBSSHPBST2EKEY
L7#%. 5% FBS&HPBST320EIFERLAEAntI—Rat I
gG FITC conjugate (SITGMAtE) Z2MATHEL, 4C
T1MMGELE, 5% FBSAHPBST3EMENLAE, 2ueg /ml

7—aminoactinomycin D (Molecular Prob
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esiB) 25805% FBSETAPBSITHEEL., 70—HYA hA-5—
(FC500:BeckmanCoul ter#®) ThREZzFo%F. F—4
fFTAFlowjo (TreeStar#®) Tirok. 7—aminoac

tinomycin DBEOEMEEY — NTHRALZE., £#HROFIT

CHAMEOLA N S LEER L, 3> hO—)THS5pc DNA-DE
ST40BAHEK 29 3 THIMOMAEEEL A R 5 AIZKHL p c DNA—
DEST40—-FGFR2II11b [gDIlXREHEBEAHEK?2 93 THK
DEA RS ANBUKABERCS 7 FL TN TN EEETHENT TY.
R—<ZHFGFR2I 1 I bHAEENTI T R—TE L THEL =,

1) =6 YUFIHFIERAZ)—Z22T

/BoENNA T R=YHNEATHHF GFR 2HKRD T 7V e 2
T 572D, UNRTHBHFGF THIBMICEADFGFR 2IE®LICEDE
BXNBERK (WSS 7 VHEFF—1) EHEEERIETSE 1k 1))
Y72 7—ELR—F—BETY v REUTITRTAETHEL . BEH
(R DER 2 3l U 7=, | | |
1) —6-1 LR—5—7 vt A fRT 5 —OHE
EITHOIZIPFR-LucCPARYY—ZHE L. pFR-Luc (St
ratagene #219005) Z2Hind I I I TUMLTEKNWZT4
DNA polymerase TPEHE{LLZHE BamHITYKL., 5D
GAL4 #BITLVARETATA boxZ&FU140bp OWHZED
Hl7z. KicpGL4. 12 [luc2CP](Promega #E6661)
#EcoICRIEBg | I I TUBLTHY SBILLAR. MEO140D
pOWiIF&ETA15—2a L pFR-Luc 2CPRIY—EEHMLT,

1) —6—2 Elk1NI7xz5—FLR—F—EBEFT7vES
LWl 1) —5TRERIRLAENA T R—TEELEEZHAWVWT, E1k 1)L
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TP LRI —BEFT v 2ER L. 1 2FFU > avBLUA
VFF) LB 3RENSSF—EHEK 2 9 3HIIMNICEERER A L 7= Mtk
293 alzx LT, Lipofectamine 2000 (Invitro
genitt) ZRVWEHEBAFIEICRKY, pcDNA-DEST40-FG
FR2III1b., pcDNA-DEST40, pFA2-E1k1l (Stra

tagene##), pFR-Luc2CP. 8XUpGL4. 74 [hR1u

c/TK] (Promegatt®) T—BUEIIRKENS AT a2, H
B9 6 o)VilaEETL—F (Corning#i) THEL, 37C. 5%

CO,T—hEEL]z. ¥H, BELFEZBREL, 5% FBS—DMEMTS

BIZRRLUIENALTY F—Vf%%J:?%sé_S 0 nl/wel 1 THML3 7T,
5% CO,T1 Bfi®#OM%. VA KTHHEFFGF7 (R&D sy
stemsti) ZHRBE1Ong/m 1l TYIVIZHFEMLUZ. 6RO >+
anN—2a 0%, MREMYEREL, Dual—luciferasel
R—F—=7vEAT A7 (Prome g attf) 2HNWT, vFMN T
F—YiEE RN 7)) BLXUORenil l a7z o—YiEM (F
RiLDlzDdD 7)) ZRIELE. EU)VOT—F ZIEFLT 272012,
K&/ Renillal#stBLs, FGFR2EBHEKZ2 93 LH—%
—fiC BT, FGF 712k% U A Y RIKERL R— 5 —iS e e U 7> K
HLOMBELXIINETHHITAHFGFR 2HMKEENS TY R—=YFR2—-1
0. FR2-13. FR2—14%2RL%.

1) =7 HAOT71VIATHRE

WiFGFR 2HikEENTTY K—YFR2-10, FR2-13, FR2
—140714Y%147d. Rat monoclonal isotypin
g test kit (seroteci®) TLDREINE, ZOMKE.
FR2-10D714VY%1 7131 gG2a. k#HTHD, FR2-13KUVF
R2-140714VF 17 E1gGl. k#THDI LRI N,
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1) =8 T/ r0—F koML

T/ O— %W#Wi NATY R— 7?&702@@*(MTF#¢F§
B E05.) PORERLZ.

T AU TOLS CABL:E, 7. 7 -SEBHOBALB, cAJ
cl—-nu/nu (HEIZZXTILI—#) #FUAF> (S1gmaitil) W
BL. 91— 4BREICP BS TR LNS 7Y K=< &Y 1 LB D
1-2x 10 RIBCIEEAICEELZ, 1 - 2 MRS RN EE Lk
ERMLO0. 22 4mD7 4)L5 — 58U Tl LHHERER & LTH N,

pikidHi trap MabSelect SuRe (GE Heaftﬁ
care Bio-Sciences#®) THEINE, FAKUEEE?

FLIZHRMLUPBS THEE, 2M Arginine—HCI1 pH4. 0
T L. BHINAFABRIIPREG. PBSIKNy 7y —BRIN .,
BRU-FEDBEEIX, POROS G 20um Column PEEK,
4. 6mmxX50mm, 0. 83m! (Applied Biosystem
sHB) IHA S PR EEI L, BHIEOEKEE (O. D. 280 nm)
ERET D T iz kDR, BRI, TNy 77— (30. 6mM
JoE2kEFRU DL 12K 19, 5mM USEIHUDIL, 0. 1
5M NaCl, pH7. 0) T¥#tL7ZPOROS G 20umizPB
STHRRUZUES > TV EFRML, FHib/Ny 77 —TH T LEEREER.
SIS Uitk amEK (0. 1% (v v) HCI1, 0. 15M N
aCl) THHLE, BHEOWNE (O. D. 280 nm) OE—VHEE
BEL, RATEBEZEM UL, Pk 7VEE (ng/m1) = Giky
SINOE—IER) / (R (EF1gG1) OE—/EED XEIERHO
%F(mg/ml)xﬁ/7w®%ﬂ%$oit BONLFRITEENS T
CRMNFVVEBEZYALINA ES-—II //7w7xb 7 a— (FoEHisE
IT¥ 295—-51030 a>hrO—) LAY Y —RICRrFI %5
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) & bFPA—H— FIXMETE ET-301. £ZRET-50
00) ZAWTHEL, 1EU/mglUFTH5I L eMBLUFOERIH
L7z,

£l 2. Sv AL NFGFR2HK (FR2-10, FR2-13, FR
2-14) ®in vitrod¥ |
2) -1 W%?yFHFGFRZﬁﬁ(FR2~IO\FR2—13‘FR
2—14) Ot FFGFR 2EROESHEDOK
2) —1—1 BERFGFR1IIIc., EFFGFR3IIIb., ERFG
FRSIIIC\%&UthFGFR4%ﬁNﬁﬁf®%%
ERFGFRITIIIcNUTY NEEE (FAYT75—A1 :NP_07
5598), ERFGFRIIIIbNUTY Y NEHE (FAVT74+—Ah3 N
P~00115668®‘tbFGFRSIIIcNUY&FEEE(Y%V
7#—41:NP_000133), BXUKEFGFR4BEE (7174
—L1:NP_002002) 231—K3%5cDNAZpcDNA-DEST
4O0RYy—zrO—=F L, ThZENON) T > NEREERRET B Y
#—pcDNA-DEST40—FGFR1IIIc, pcDNA—DEST
40—FGFR3I111b, pcDNA-DEST40—-FGFR3IIIc,
BEUp cDNA-DEST40—FGFR4ZMEL.

2) —1—2 JO—HA kAR —fHF

£l 1) —3—-1HBK2) — 1~ 1 THELZEFL FFGFRERA
pH—%1) —5— 1 TRIAKICEIVHEK 2 9 3 THIIITEA U7l
BikZzELL, FEERELER, BBERNFGFREEHANIF—EAHEK
29smeﬁiﬁpCDNA—DEST4oﬁAHEKz93Tm%®%m
FHIZRHLFR2—-10. FR2—-13, £AIEFR2 - 145H&KEEDNA
7UP—7%§L%éMXT%%L\4@?1%%%Ebto5% FBSH&
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EPBST2mEPEHLE®%, 5% FBSEEPBST320fBICHERLEZA
nti-Rat IgG FITC conjugate (SIGMA#E)
EMATHEL. 4CTIHMBELE. 5% FBSAHPBSTSEMkSE
Lt 2ueg/ml 7—aminoactinomycin D (Mol
ecular Probes#®) #505% FBSAHPBSICHKEL.
JO—Y A1 hA—%— (FC500:BeckmanCoul ter## T
Bl ZEfF o7z, T—FEHIAF lowjo (TreeSt ar##) Tork.
7—aminoactinomycin DEBHEDOEMEESY—FTHRALE
%, EMIIEOF I TCHAREDOE X MY I AEMERL. FHUNERE (MF
1) 28HM L. MLITRTEBY, Sy FFR2-1 054k, EFGF
R2ITIDbERMIIHESEL., 9y FFR2-13BXLUNFR 2 -1 45K
ERFGFR2IITIDbBXUNFGFR2I 11 cO@AICH LU TRERIRBICH
BT B ENRINE, |

2) —2 W5y MAIFGFR2%ifk (FR2-10., FR2-13, FR
2-14) OIY F—TORE

FGFR 2HIBENEBICEETZ3 D01 gl KA1 22— D RES
HTHzRNIF—2HNT, BIETy MIFGFR 2HMAEDEET B ILE RN—T
ERELE. 1) ~3-2THELLFGFR2111bpdIgD1, 1gD
2. 1gD3X|EFEFRANY ¥ —2EHHl1) —5— 1 TRIHECIOHE
K2 93 THIBICEA L AIMERGEROL. LHERELEE. &1 ek
RASRIEFGFR21 11 bREANIY—BAHEK 2 9 3 THlaB L
pcDNA-DEST40#8AHEK2 9 3 THOZNENICHLFR 2 —
10, FR2—13. #213FR2— 1 4WikEaDN1 7Y K<k Fig
EMATEBL. 4CTTINMBELE. 5% FBSA#HPBST2EkE
U7z, 5% FBSEAPBST320ICFWNRLZAnti—Rat I
gG FITC conjugate (SIGMAME) 2mzTHEL., 4C
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TIMSHEL. 5% FBS&HPBSTI3MEEHLAK 21/ /m]
7—-aminoactinomycin D (Molecular Prob
e i) #485% FBSEHPBSICHEEL. TO—H1 hA—5—
(FC500:BeckmanCoul ter#i#) ThiteiTokz, 7—%
fIIIF lowjo (TreeStar#f®) Tffok. 7T—aminoac
tinomycin DEBHEOREMIIEY — TR LEE. EMBEOF 1T
CHNBMEDEA LT ARMERL. FHHELHRE (MF 1) 2EHLE. @
21CFTEBD, FyRFR2—10Fifkik, ERFGFR2I11bOT g
BRAL S 3IRATHIENRENAE, —H, ERFGFR2I11citd
GaltERTIYRFR2—13BLUFR2— 1 4Hifkidt RFGFR 2 1
[ IbEFGFR2IT I cTHBTEI gl R AL 2IHERT BT &R
N7z, |

2) —3 Ef85v MAFGFR 24k (FR2-10. FR2—13, FR
52— 14) O FFILERIER
Elk1NVy7e5—FELR—=F—BETTvEAIZIOBREIHKDOS T

OVHRRIER 2 RIS B 7200, KB 1) —3— 1 THELZD cDNA—DE

ST40—FGFR2II11b%7i3pcDNA-DEST40—FGFR2
I1lck, pFA2—-Elkl (Stratagene#®). pFR-Lu
c2CP. BXUpGL4. 74 [hR1uc/TK] (Promeg atti)
BEMBIL) —6— 2 TRIAEICED 29 3 afifaicBAL. 37T, 5%
CO,C— Bk, BH, Kk LEEHRER, 2% FBSEEUDMEM
TERLESw FFR2—-10, FR2—13. £2IEFR2— 1 4Fifk&t
Klﬁ%fv%y#lx—bb‘kmf‘UﬁyﬁﬁﬁétbFGF7(R&

D systemsﬁ@)it@tbFGF9\peprotechﬁ@)%

HBE1O0ng/ml TYUIVZHEMUZ, 6 O > FaX—23 > DRD

ual—-Glo Luciferase Assay System (Pro
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me g att®) EANT, FFIIVT T —VEE RO T BX
URenillals7xs—CEl (ERULOLDOTTFL) 2@ELE,
BN OF—F BT Bmic. ¥ /Renil | alkzatB L,
M3 AIFTEY. v hFR2-10. FR2—-13. FR2— 14/ F
GFR2I1IbREMEIIBANT. FGFTI2L2U Ny RMKENL £—F
R AN L7, F72. M3 BRATHED. Sy FFR2-13. FR2
— 141 FGFR211IcREMIICBNT, FGFIRLBUA Y ik
BHILR—5 —EEME L, U EOKE. CN5OHAKIIFGFR20OY
Ho Rick BERICERET ERMEHAT 52 ENHLMER ST,

29) —4 WEZy MIFGFR2HHE (FR2—10) OF MEMIKIZS
FBFGER 2 373 LNEIFE |
FGFR 2 Z#NEMNCERTEEMEKRSNU -1 6 2HNWT. REHIK

DFGFR 23 7FVMGER ZREEL, 1272V T L —FEIZ, 00 1%

DY METINT IS —RPMI B CEELZSNU—1 68§ (3X10

°) EHEE, HWA > FaR—Yaliz, Sy RFR2—1 0HEERMLT

37CT1BMA > Fa~—3a0%Ic, 10ng/mlOFGF7 (R&
D systemst®) 2FEML. T512. 1091 >Fa~— kL7
RAT, complete mini (Roche##) BIXUNFAT7r&—
YHHER (Nakarai tesquett®) 2EHIBRIPANY Ty
— (1% NP—40,0.5% Sodium deoxycholate,
0. 1% SDS in PBS) THRZEMS Y. TOMKRERENS
B RO L. BCAY NV ETY vt (PIERCE#HE) Z2HN
T NVEREZRE Lz, BEMEDTTEERT /Ny 77 —HICHE
wmL. 9 9°C'C‘5§J\Fﬂﬁirx"lié‘@‘7’:o 5~20%DTNIZBIIFTBHSDS—-PAG
EiC&oT,. NNV HE (20pnug/ V—>2) Lk, PVDF (B i
oRad#$l) HicFy NI BeTOyT 4 T Uk, TOBEEERIRT 1 K.
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5%AFLINYG (ZEF) —TBS—T (2mM Tris, 50mM Na
Cl, 0. 1% Tween—20 (pH7. 4)) T/Ovs L, FGF
R2, YU E{tFGFR2 (p—FGFR2), FRS2. U EILFRS 2 (p
~FRS2). ERK., Y BLERK (p—ERK) HilkZiFEmMLT4CT—
BEA >Fan—b Lk, ®kEFO%, BER—ZATIT 4 vaTFIy—
P TYEXERPK (Amersham) &#iZ1>FaxX—kL7%=, E
CL plus#H (GE Healthcare) ZHWT. XB714I)VA
THRERISEN FEREL Lz, M41TRTEBD, YA RFGF 7HI#
izk>TFGFR2, FRS2, ERKDOY VELATL#L., 5y hFR2 -
1 0 FiRDEHRMBEKRENIZZNS DA TDOU VEALDTTEDMH = iz,

Efifl3. I Mit NFGFR2¥ik (FR2—-10, FR2—-13, FR
2—14) OEEEEEI—RT%cDNADHEREFIORE

3) -1 ZyhFR2-10. FR2-13, RKO'FR2-140EHEE
HONKIRT 3/ BEFIORE

Sy hFR2-10, FR2-13, RIFR2— 1 45ifkDEH - RBD
NHRT 2/ BB ERET 272017, Eiigll) -8 THELEZSY FFR
2-10, FR2-13, RUFR2-14HifkeZnTNSDS-PAGE
THEEL -, DEEOTZ VM5 Sequi—Blot PVDFE (BIO-
RADH) K7 N0y AV BEEESL, EH#Ny 77— (25mM Na
Cl. 10mM K VEFFITANyTZ7— pHS8. 0) Tl
Wit (50% A¥/—). 20% B 0. 06% < —TUU7
DRTN) HAMEBBLTRAELTNS, 90% A& /=)L THALZ,
PVDF B ETIIbE Nz ZNENOES BBEISNEWAHDNLK) B
SO (BEENRKREWHADNR) IZHYET AN K200 ED, P
rocise cLC 7or{>i—r>¥— Model 492cLC
(Applied Biosystems) 2AWT. BBTET E (Ed
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man et al. (1967) Eur. J. Biochem. 1, 8
0BH) XD ENENONART 2 BRAOFARZRABE, ZO/E. T
R2—100EEICHST B> KONKMOT 2/ BEFIIE. EVQLVE
SGGGLV RAEOERFESL (K9 THY. BEICHLTINS KO
NEE7I /JBEFAIL, DIQMTQSPSSLSA (BAMMEKOREINES 2 :
M10) THolz _

FR2—-13DHEMBEIIHYTANRONEKRDY I /EBEESNIZ. QVKL
L (ASIROEFESS3 :K11) THO, BBEITHLET BN RONKHKT
E/@mﬂﬁ‘DIQMTQSPASLSASLGE(ﬁﬂi@ﬁﬂ§%4:
K12) Thor., |

FR2—140EHIHLT BN RONKBOT S/ BEFIE. QVKL
L @AEOERAESS :K13) THO. BREHLT BN KONKHT

3 JBEMIL. DIQMTQSPASLSASLGE (BHAEORFIESG6 :

X14) THo/,

3) —2 FR2-10., FR2-13, RUNFR2— 1 4FENA T k—
<A 5OmRNADFHE |
FR2—-10, FR2—-13, MU'FR2—-14OnLEEEEcDNA
ZET5/7~%, FR2—10. FR2—-13, MU'FR2—-14EENTT
JR—<XPmRNA Isolation kit (Roche appl
ied scienceth) ZHWVWTENTNOMENSMRNAZFHHL =,

3) =3 c¢DNA (5" —RACE—-Ready cDNA) 0GR
¢cDNA (5 —RACE—Ready cDNA) OORIZENM3) —
2 THBMLEZMRNAD7OngZMW, PrimeScript ReVe
rse Transcriptase (TAKARA#) *SMART RAC
E cDNA Amplification Kit (CLONTECH#%) #H
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WTERML 7=,

3) ~4 5’ -RACE PCRWIX?FR2-10, FR2—13, KUF
R2—-14 @Eﬁﬁﬂ%ﬁﬁfﬁ%ﬁﬂ c DN A DBEIE EBFIDRE 7

FR2-10DEHEDT VI 7M1 gG2aTHh0, FR2—-13, &
UNFR2-14D0FNNTI gG1THDIENS EmpI1l) —7) . EEE
EFOREEED c DNA%#P CRTHMIET 200754 <—& LT, UP
M (Universal Primer A Mix:SMART RACE c¢
DNA Amplification KitiZftg. KX, 5° —GAGTT
ACTTTTGAGAGCAGTTCCAGGAG—3" (RG1R1 : figsl
ZOBRFEFEFT :K15) OEERINEZEFETLHF)IXILAF REAVWE,
UPMIZSMART RACE ¢DNA Amplification Kit
(CLONTECH#) HEDHDEHAL. RG1R1EF—IR—20
Sy RES (1gG2aRkil gG1) OREEROEFH 53t L1

ZDTIAR—DiAGHEE, EfifI3) —3TEHRLAEZcDNA (5°
~RACE—-Ready cDNA) #M&L75 -RACE PCRLK
KVFR2-10. FR2—-13, RUFR2 - 1 4 DEBOTLERESD
cDNAZZNENH#IEL/. PCRIZ. Polymerase&lTKOD
~Plus— (TOYOBO#) R\, SMART RACE ¢DNA Am
plification Kit (CLONTECH#) ®<=27LIcfew,
HwFFTPCRIOTSATERL.

5" “RACE PCRTHIBLAEZNTNOEHOWEEBEZEL cDN
AZMinElute PCR Purification Kit (QIA
GEN#) ZHAWTHREL R, HERIOL —J T ABTEERL /=,

S ITYATIAT—ELT. 5 —GAGTTACTTTTGAGAG
CAGTTCCAGGAG—3" (RGIR1 :EAEORIFEST :[H15)
DUHRPIEATHF) TR LAF R &AW |
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X517, ZOV—H TYAFNHERAED &I, FRIZRTENENO e DN
ACHBRIZHT S — I T AT 51 v — 52t L CHERFIO S — /T
TR R LT -

FR2-10MDY—FVIAT 54—

5° ~-GGTTCTCCCACTCAGTAATC—-3" (10HF :figs%
DOEFIESS 1 K16)

FR2-13ADY—VIAT I — _ |

5' —=CATATGATCAGTGTCCTCTC—-3" (13HF :Esi%E
OEFIZS9 : F17)

FR2-14MDY—JLIAT T~

5" ~ATATGATCAGTGTCCTCTCC—3" (14HF : iFIE
ORFIEE10 :[18)

2= LY AR ETRFIIEE (TABT PRISM 3700
DNA Analyzer ;Applied Biosystems) 50
X TApplied Biosystems 3730x1!1 Analyze
r.;Appl ied Biosystems]) éﬁ%@lfiiﬁb\ Dt/
ARG, GeneAmp 9700 (Applied Biosystem
sth) EHW=, |

PESNZFR2-10, FR2-13, KUFR2—1 40EHOWEME
ﬁ%:—F?%cDNA@ﬁ%MW\Eéﬁt‘ﬁﬂﬁﬁﬁ®7i/@ﬁﬂ%\
RAIEORAES 11, 13, BEK15, N2, BABE12, 14,
BEO16 (M19, 21KU23, 5N, W20, 22KUN24) 07
NTHFRELE. | |

WERF XV EINEZFR2—10, FR2-13. KO'FR2—-14®
THOWEEROT I ) BEFIRERGH 3) — 1 THIE L7 NAHT 3 /) B
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E—HLT.

3) =5 5" -RACE PCRIZEBFR2-100RHEwLHEREEED C
DN A DfEtg S BFIDRE
FR2-100BHEDTA Y5 A TH K THBT ENS (CERbI1) —7) .
BERRGETONLERD c DNAZP CRTEIET 272007517 —E LT,
UPM (Universal Primer A Mix:SMART RACE
¢DNA Amplification Ki tiz{E KL —TTCATG
AGGCACACGACTGAGGCACCTCC-3" (RKR3 : F5l%
ORFIZES17 : K2 5) OHERAEETHF YT LAF REMWE,
UPMIZSMART RACE ¢cDNA Amplification Kit
(CLONTECH#) KHEOSDEEAL. RKR 3HF—FX—20
v NEBOE R ERORAN SRE L. _
TOTIAR—DMHEDEE, FHI3) —3TERLECDNA (5
~RACE—-Ready cDNA) #MEL/~5" —RACE PCRIK
YOFR2- 10 DEMOTLEESEET c DNAE#IEL. PCRIZ. P
olymerasethKOD¥Plus—(TOYOBO&)%mm‘S
MART RACE ¢DNA Amplification Kit (CLON

- TECH#) o= a7WVizitn, FvFF I PCRTIOIT I LTERL .

5" —RACE PCRTHIELEZENZNOREOAEHEEEZZTcDNA
ZMinElute PCR Purification Kit (QIAG
EN#) &HWTHBL %I, SRRSO —7 T2 2 EEM L.
PP IYATIAR—ELT, F—IR—ADT Y NEHOEH FEIROR
FIMNS®E L5 —TCCAGTTGCTAACTGTTCCG—-3" (s
aRK : BAIXORFIES 18 : K2 6) OHERAEETHE T LA
FRERVE.

BT, COY— T AMFHERE LI, FRICRTENEND e DN
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ADHBREIZHT B~V TV AT T4 —%BE L TRERSIOL — 7 T
A fEMT 2 Em L 7=,

FR2-10HADI—VLATIAT—
5" —CAGTGGTATCAACGCAGAG—-3" (10LF :E#MED
BFES19 :K27) |

S TR RN — 7 T2 ARISIENR D & B0 IF - 7z, |
BEENZFR2 -1 0 OREOAEEEE T — KT 5 ¢ DNA QRIS
BEV. HABEROT I/ BESE, RIEORIES20. BE. K&
#8221 (W28KU29) KENTHRLE,

BREFIE DR S NEFR 2 — 1 0 QEROTERROT 3 / BREFILE
Hifl3) — 1 ToELANKMT I JBESE—HLE, |

3) -6 5' -RACE PCRICE®FR2—13, &UFR2—14@ﬁ
SRR A ST ¢ DN A DHIE & FFIO T
FR2—13.&UFRz—l4@%%@74v&4fﬁnf%5:&ﬁ6
(FEhgl1) —7) . BHEGRTOAEEEDO cDNAZPCRTHIET S
HDOTI4X—&LT. UPM (Universal Primer A Mi
x: SMART RACE ¢cDNA Amplification Ki tizfl
B . 0’5" —TACGTGCTGTCTTTGCTGTCCTGATCAG
-3’7 (RKR6 :EAMXRDOEFEF22 :K30) OHEERFNEETS4U
IX Y LAFREMAWEZ, UPMIZSMART RACE ¢DNA Amp ] i
fication Kit (CLONTECH#) iZHEndDEFHERL, RK
R 6137 —FN—AD T v NEBEOEEEROBIIN SFE LTz .
LTI —0fAabEE. Eiif3) —3 TEHRLIZcDNA (5’
~RACE—-Ready cDNA) #8%&EL/~E5" —RACE PCRK
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XVFR2-13. RI'FR2—- 14 0@EHEBEFORLEBEEZED cDNA
##¥iEgl77~, PCRIX, Polymerase&ULUTKOD—Plus— (T
OYOBO#) £y, SMART RACE ¢cDNA Amplificat
ion Kit (CLONTECH#) O=a7 Ik, ¥y FFI2PC
R7OY5ATERLE. |

5° —RACE PCRTHIELAEZNENOBMOAILEREET c DN
AéMinEfute PCR Purification Kit (QIA
GENth) ZHAWTHHEE, Zero Blunt TOPO PCR Clo
ning Kit (INVITROGEN#) #EWTrO—=%L. 7o
—Z U UBREOREEBZEE c DNADOHERAND > — o T2 A fFfhz

EheL 7.

=P ITURATITAR—ELT, T—IXR—ZAD T v MNEIHDE F B DR
ﬂﬁ‘%%ﬁ'ﬁbf:S" —TTCATGAGGCACACGACTGAGGCAC
CTCC—-3" (RKR3:EAEORIEE17 :®25) OHERSIEE
THFVIRLAF R, RKUONUP (Nested Uﬁiverséf
Primer A:SMARI‘RACEACDNA;anIificatio
N Ki ticRIE) 2R, S
= LU AR KRN — D T ARBERTRD EB 02T o 7z,
WAEINZFR2—13. RKOFR2—140BMOALSEKET— KT 2
c DNADHERS, 250NN, ZAREROT I/ BiEFIzE. EIZEORS
®E23K0U25 (M3 1KU33) . AN, FMAERE24KUK26 (K
32KU3 4) IKENTIRLE,

BERSNIOPRESINLZFR2 -1 SBZZ)\FR 2 —1 4 OBEOR[ELEFED
73 BRFIRENEN 3) — 1 T L NARY S/ BRSIE B L.

Fhafl 4 . t%¢}7mfFGFR2#¢(CFR2—1O cFR2-1 3,

lcFR2—14)®¢%
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4) =1 FAFEERUE MBEBERBENY 5 —p CMA— L KOHE
ﬁ“?}i KpcDNA3. 3-TOPO/LacZ (INVITROGEN#)
EHIRMEX b a I KUPme I THIEL THENSH5. 4kbDT 57
S hE, BAIEORFEE2T (W3 5) ILRTE hk BHWY 7 F IV ERE
Mk BERERE T~ KT SDNARSMEEDDNAKKF 2 I n—Fus i o
n Advantage PCRZ#O—=>%%vyb (CLONTECH#)
ERWTALT. pcDNAS. 3/ LKEMMLE, |
pcDNA3. 3/LK&EMELT, FRF51v—ty hTPCREF
W, BENEKIS. SKbDTIFAY NEY SEBILELILTIAF—2 g
THIERLDCMVIOE—F—DOTFHRIZT T FIVES, yu—=2 784

. RO bk BEEESEED. FATERUE MEBBREIANY 5 —p C

MA-—LK#ZBEL,

TI4—t v k
5’—tataccgtcgacctctagctagagcttggé—S’
(3. 3—F 1 :BFIEORFIEZES28 : K3 6) |

5’ —gctatggcagggecectgececgececcecgacgttg—3°

- (3. 3—R1 :EFIROESNIEFS29 : K3 7)

4) -2 FASEMEROEMEI gG 1y TEBEEAY Y —p CMA—G

‘1®%%

pCMA—-LK#ZXbalkPme I TIH{tL Tk 8#EQWI 7 F IV ENE
kK BUEE AR ETO ROEDNABK &, BAROEAES3 0 (M3 8)
TRINDE FEES TV FIVEFIERRE N g G L EEEROY I /BEI—
F@‘E)DNAEE?UE%‘@DNA[EFF%I n—Fu S.i on Advantag
e PCRy/O—= %%y b (CLONTECH#) ZHVLTHALT. C
MV 7 OE—5—O Ry ZFVES, y0—=2F%A~, Eh1gG1
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FREEEFREBOFASMERRE MLl gG 141 TEPRBEANI ¥ —1p C

MA-G1ZHEELE,

4) =3 EFFAFFR2-10RFRIANY 5 —OME

EHifl3) THENLFR2 -1 0EHOULHKEZED cDNAEF S
L—h&LT, KOD-Plus— (TOYOBO#) EFRDTI1T—t
v N CEBEOTEERETI— RT3 c DNAZSHD ANKI K 2HIEL. + 2
SHLRUE MEFRBERRBRANY 5 —p CMA— LK 2HEEEB s | W
I TYUMLAEMmIZIn—Fusion Advantagé PCRZ7n—
=>%%y b (CLONTECH#) #AVLTHATEZEICED, b REX

" S{LFR2 -1 0BEERENII—ZRELZ. BONLRBERII—% Tp

CMA—LK/cFR2-10J EfMfL7E. ERFASELFR 2 — 1 088
OHERFIR ORBEROT 3 ) BEI 2, BESIRORFBEES3 1 RU32 (¥
3 9RU40) KZNENFRT.

ER+FAS{LFR2 -1 0BEH TSI~ —1y K

.r—’

5) fatctccggcgcgtacggcgacatccagétgac
ccagtctcCatqttccfS’(ClO—LF:Eﬂ%@Mﬂﬁ%‘
33:K41) | |

5’ —ggagggggcggeccacageccecgttttatttceccea
acttcgtccctg—B’(clO—LRfRﬂ%@%W%%34:E

42)

4) —4 EFFATHFR2—10EHREHNY 5 — O

il 3) THOLGNZFR2 -1 0 WEOAEFEKEZI—RT5cDNAZ
7> 7L —hELT. KOD-—Plus— (TOYOBO#) &FRDTI1
Y—ty NTHEOAILHERZI—-RTS5cDNAZSZODNAKF ZHIEL .
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FASRE MET gG 154 TEREREAY 5 —p CMA -G 1 & HIEHEE

ZFB1lpITUYMLAERIZIn—Fusion Advaﬁtage PC

RZ/O—=>%%y+ (CLONTECH#) #HWTHATSZ&EICED.

EREASEFR2 — 1 0 BREBAY ¥ —EMELE, BENEREAY Y
5 —% [pCMA—G1/cFR2—10) &R%L7%. EFFASLFR2—

1 0 B — RT A EBRAROKEROT I ) BESE . BIIEORE

F535KUN36 (M4 3KkN44) ITFNTNRT,

EFFAFMKFR2-10EEA TS5/ —ky b
10 5’—ccagatgggtgctgagcgaggtgcagctggtg
gagtctggeggegaggcec—3’ (c10—HF : RAIEORFNEE 3
7 :[45) o
5’—cttggtggaggctgagctgacagtgactgaag
ttccttga.c.cccagg.c—B’ (c 10—HR : EAEDOEFES 3

15 8 :XK46)

4) —5 ERFATLFR2-1 3BPRBENY & — D%
LRI 3) THELNEZFR2 - 1 3EMOTARREI— K5 cDNA%
527 —hELT, KOD-Plus— (TOYOBO#) &FRDOT 54
20 Tty NCEBOULERET— KT 5 c DNAESUDNAKEHIEL.
F A G RO Mk BSEEBRAANY ¥ —p CMA - LK 2HIlREEEB s
iWITYBLAEERIZIn—Fusion Acfvantage PCRZ
O—=>%%y bk (CLONTECH#) ZHWTEATAZEICLD. B
FAGHFR 2 — 1 3BERBINY & —2WELZ, BONLEBRIY—%
25 [pCMA—-LK/cFR2-13] &f#li. ERFAFLFR2—13
IR T AHARAR OREROT 2 BE, RAIEORSIES S 9

040 (M4 7/R%48) KENBHRLE,
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ERFASHKFR2-13BHEA TSI Yv—y |k
5’—afctccggcgcgtacggcgacatccagatgac
acagtctccagcttcec—3" (c13 ~LF: BRHE DR FIR S

41 :XK49)

_5'—ggagggggcggccacagcccgtttcagttcca

gcttggtcccaac—3" (cl3—-LR:EANEORFIIEZES4L?2 ;.
K50)

4) =6 ERFATKFR2 -1 3EREREAY ¥ —OHE

£Hifl3) TESNEFR2 -1 3EEOALMEMET - FT5cDNAZ
F>FL—hELT, KOD-Plus— (TOYOBO#) &FRD7 54
T—ty hTEHOALEKZI-FT5cDNAZEODNAW K & HEIiEL .
S ASHEDE MET g G 181 TEEHEAY 5 —p CMA—G 1 & HIRE
ZBlp I TYMLZGERICIn—Fusion Advantage PC
R/O—=>7%y k (CLONTECHi) #HOTIHATSZ EICED,
ERFAFHFR2— 1 SEMERBEARI Y —2WELE, BENERBRT Y
—% I[pCMA-G1/cFR2—-13]) &%l EFFAF{LFR 2~
| 3T EI— RTBEBEFIROHEROT I /MBS E. GHIEORSIE
243K044 (M5 1K052) KEhehsd,

Eh+FAF{FR2-13FEHASIA<T—tY I
5’—ccagatgggtgctgagccaggttaagctgctg
cagtctggggctgag—3 > (c13—HF : BAIEOEFINEZS 4

5 :K53)

5 —ettggtggaggetgagctgacagtegeaccagasg

tgccttggccccag—3" (cl13—HR:EFAEXEOEINEZS46 :
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4) =7 EPFFAFHFR2 -1 4BERBERT I —ORE

Eihl3) TEHSNLFR2 -1 4BHOWEEEZEZI-RFT5cDNAZ

5>7L—hELT, KOD-Plus— (TOYOBO#) EFa2d 751

Y=ty NTEHOUMLEEZI-FT5cDNAZZUDNAR T ZHEL .
FA TR MEHEBRERBRILAN Y —p CMA—-LKZHIBEEEB s |

WITYMiLZERIIIn—-Fusion Advantage PCRZO

—=—>Z7Fv bk (CLONTECH#) #AWTHATSZ&IZELD. ERF

ASHEFR2 -1 ABBRBENT Y — BB, BONAERBEI Y —% (D
CMA-LK/cFR2-14] &Lz, EFFAS{HEFR2— 1 488

23— R ORERSIROREHDOT I /) BESI 2. BEFIRORSIES 47K
48 (R55KNU56) KZNTIRT.

ERFASHKFRZ-14BBERHTS1<v—ty b
5’—atctccggcgcgtacggcgacatccagatgac
acagtctccagcttcec—3" (cl13—LF :BEINEDEIEBE
41:K49)
5’—ggagggggcggccacagccégtttcagttcca
gcttggtcccage—3’ (C14¥LR:EB§!J§®EE§U§%49:
®57) |

4) —8 EFFAIF{FR2-—14HEBERENY ¥ —DOHEE

SEHI3) TRENAFR 2 — 1 4 EEOALERET— RT5cDNAZ
F>7L—hELT, KOD-Plus— (TOYOBO#) EFROT 51
v—ty NCEMOAEEREI— FT5c DNAZSODNAK &ML,
FASERUE MET gG 151 FERREANY % —p CMA—G 1 % HIEE
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ZFBIlplTYMWLAERIZCIn—Fusion Advantage PC
Ry/O—=>%%y bk (CLONTECH#) #RWTEATSIEICLD.
ERFASHEFR2 -1 4ERERENRY 5 —2HELE, BONERERY S
—% I[pCMA—-G1/cFR2-14| £@%L%=, EhFAS{LFR2 —
1 4 E# 20— R 2EARIIROREROY I/ BESI %, BHIEORSIE
B50RU5 1 (5 8%U59) ILENEIRT.

LR ASHFR2 -1 AEHAT STy b

5’ —ccagatgggtgctgagccaggttaagetgetg
cagfctggggctgag—S’(c13—HF:Mﬂ§®Rﬂ§%4~
5[5 3) |

5’—cttggtggaggctgagctgacagtgaccagag

tgccttggccccag—3 (cl3—HR:EAEDORFIEE4LE :

X54)

‘4) —9 ERFEATHFGFR 2 Hikoanm

4) —9—1 ERFASHFGFR2HEDEE

FreeStyle 293Ffli (INVITROGEN#) Hv=a7
VIZHEN. MR, BEZB o7, \
SEEFEHO 1. 2X10°OFreeStyle 293F#iE (INV
ITROGEN#) #23L Fernbach Erlenmeyver FI
ask (CORNING#) L. FreeStyle293 expr.
ession medium (INVITROGEN4#) THFRLTL. 0
X1 0l /m IS LAEDBIC., 37T, 8% CO,f Fan—p—
WT90rpmf—ﬁﬁﬁ&5%§btoPolyethyleneimin
e (Polyscience #24765) 3. 6mgaOpti—Pro
SFMEEH (Invitrogenth) 20mlIZEMHL, KicPurel i
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nk HiPure Plasmid¥vh (INVITROGENH) %A
WTHBL - HEGREAY ¥ — (0. 4meg) ROLEFEEAZ5— (0. 8
mg) #20m1M®Opti-Pro SFMEH (INVITROGEN
IZRE L7, Polyethylene'imine/Opt i—Pro SF
MEE®20m iz, BEARXZF¥—/Opti—Pro SFMESEK20m
1 ZMARBOMIBRL., S5 aHKMELA#ICFreeStyle 2
9 3FMIMICHEMU. 37C. 8% CO,f>FarR—F—TT7HRE. 90
r DMTIRE SR L TELNAEELEEDisposable Caps
ule Filter (ADVANTEC #CCS—045—E1H) T
23 LT, | S
PCMA-G1/cFR2-10&pCMA—LK,/cFR2—10&DH
BRICE > THMEBENAEE RFASFR2-10% [cFR2-10J. pC
MA-G1,/cFR2-13&pCMA—LK,/cFR2—13&0MAHET
FoTHREENFE FFXF{FR2-13% [cFR2—-13). BKUpCM
A—G1/cFR2-14,pCMA—LK/cFR2—14:0HEEITE
S THEBSNEE NFEASILFR2—14% TcFR2— 14, @&

4) —9—2 bEPFFAS{HFGFR 2HiAOREH

F#E4) —9-1THSNEELEE, rProte inAY 7425+«

—r0% IS5 T74—(4—-6CTF) &EIFIvreROFIITNIA b (B
BF) O2BMIETHERLE rProte i nA7 74254 —20%h
T4 —REBEEIIv e ROFIINTNRYA MEREONY 77 —&

BTRIIBRTTERBLZ, oI, B&ELFE1100-1200ml1%, P

BSTE#{tL7~MabSelectSuRe (GE Healthcare

Bioscienceft®, Hi Tr aphIh:BEIm] X 2@ 27

TIA L. BERPHNSLIZETADEZDE, PBS15-30m1ThHZ

LEWE LR, KI2M 7 VHZHRSE (DHA. 0) THL. 5
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KOETNHMAEEDE, ZOBHEBENT L (GE Healthea
re Bioscience#® HiTrap Desaltingh7
L BESmMl X 28 TomM DAEFNJTL/50mM MES/
20mM NaCl/pH6. 5ONyT7—~BHRZITo. SHIZZTDE
U ifkiiiZ, 5mM NaPi,/50mM MES/20mM NaC
1/pH6. 5ONY 77 —THEALEINZEITI v INT FOFIIVT NG
A+ HS5L (BAENAF IV E, Bio—Scale CHT2-1 Hyd
roXyapatite Column : :&#E2ml) K771 L. H#Hhilk
F U AL D EROBEAREHEEEL . k0T ENDEH EED L,
TOESERENF L (GE Healthcare Bioscience
##l, HiTrap Desaltinghoh:FEo5ml x 28E) TC
BS (10mM »I>EE#EWR 140mM #htFrUTA, pHE. 0)
NDRBHETT o/, BR#ZIZCentrifugal UF Filter
Device‘VIVASPIN20(QEQ?%30K,Sartoriu
sth, 4CT) ICTEMHL., 1 cGlBEZL. Omeg./m 1L EICHRBUBE
G2 TNE L. | |

EWiFIS. E bF AT FGFR 2K (cFR2~-10, cFR2-13.
cFR2—-14) ®in vitroit |
5) —1 bBEFFAIIPFGFR2HFHK (cFR2-10. CFR2—13\

 cFR2-14) OFEMSETENE

293 affiil (ML) -6k 210% FBSEADMEMEH
¢5x105m%/mltﬁéi5%ﬁbtc%htﬁb‘Lipofecta
minev2000(Invitrogenﬁ@)%%bf\pcDNA—D
EST40-FGFR2II1Ib®bLL<IEIpcDNA-DEST40—-FGF
R2IIIcz8AL, 96—well plate (Corningt#i)
K100u 1 FOMEL, 10% FBSAADMEMEMAFTI 7T, 5%



10

15

20

25

WO 2013/154206 PCT/JP2013/061340

127
CO,PE&MHTFT—WEE L, BN EAMIZESREOTE, Cel |
~ELISAREMLYE, BEEEERER. pcDNA-DESTA40—F
GFR2IIIb®L<IEpcDNA-DEST40-FGFR21 11 ci
AMIBOZNEIUCHLCcFR2-10. cFR2-13, cFR2—14%
RERBE2 1 g /m] THRNL, 4CTLIRESEL, Yo/ ldoMas
5% FBSEAPBSTI1EKEHE. 5% FBSEHPBST500{EIC
FWLAAnti—-Human IgG—-Peroxidase antib
ody produced fn goat (SIGMA#HH) 2z 7T, 4C
TIMM%ELZ, Vo)L hOME5% FBSE&HPBSTHENESLZ
#. OPD3failk (OPDHEMIR (0. 06M VL E3FRUTA, O.
1M UVEAR2F UL 12Kk pH4. 5) Ko—7xZLIVy
TR (FIYCMSEAE) | H,0,%2heNn0. 4meg,/ml. 0. 6%
(v/v) RBRBESIHEM 210041 /o)L TRMLE, Fa L
BB RERIEEF Y. 1M HC12100u 1 /%L &fNLTRER
SEELEEEEE%. SL—Rh)—%— (ARVO:PerkinElmer#)
T490 nmOBKEERELE, F51RFEBD. ¢ FR2— 1 04k
FGFR2 111 bIBRMICHEAL, cFR2-13BEKcFR2-14
Fikl3FGFR2I 1 IbEFGFR2 111 c WAICHAE L.

5) =2 EREAFHFGFR2Hik (cFR2—-10, cFR2-13,
cFR2—14) O 7F)VhFEA |
Elk1Nz7z5—CELR—F—EEFT YA ICIOBNEFEKEDT T F
IVHHER 27 MG T 5720, ERifill) —3 -1 THELZpcDNA-DE
ST40—FGFR2I11b%/xidpcDNA-DEST40—FGFR2
ITIcZzEmMFL) -6 -2 TRITHIKIZED 29 3 affifdizcEAL, 37T,
5% CO,T—WikLE. BH, BELEERER 2% FBSEEDD
MEMTHRNLZcFR2-10, cFR2—-13., cFR2—-14¥ik (¥
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#BEO. 05-5ug/ml) EHITIKHT LA Fax—hL, RNT,
UH>KTHHLRFGF7 (R&D systems#) FkFERFG
F9. Peprotechii) #&EEL0ng/ml TYTFEmLE,
BRFFIDA > FaX— a0k, MEmMZREL, Dual—1luci
ferasel R R—F¥—7Tvt1AFL (Prome gattil) 2HNVT,
FENNY 7 x5Vl RN TFIV) BLURen i llalyTx
-Vl (ERLOLDOLTF)N) 2RELE. &Y 2INOT—5 ZIEH
LT 5=, "F)NV ./ Renillalkz5ELREZ. K6AIZRTED, ¢
FR2-10. cFR2-13. cFR2-14/#t, FGFR2 1 I I b3}
MHIZBNT, FGF 7IXka )02 MEKENL R —F —EHEEZIH L 2,
+7. M6BIRIMY. cFR2-13. cFR2—1413. FGFR2 I

T I cEBEMRERIIBWT, FGF WX U N MEKENL R —F —i&Ek{LE

MHE L. ULDOHER, ZhoOFFEIIFGFR2DU > RIZK5ERLZE
HETAIEAEETDZERHEONER o,

5) —3 ERFATHFGFR 2K (cFR2-10, cFR2—1 3.

¢cFR2-14) ®ADCCHfE
5) —3—1 FERMlOrER
pLentiG/VS%GW/lacZ‘ﬁiUViraPowef“Pa
ckaging Mix (Invitorogent) #FH70ra—)Li
fE-oT293FTHIM (Invitrogeni) KhI>AT7xra>d
BZEIED, B-HTY LT —VRETERET HHAMAL S F AL
AR U Tc. HONTHMABBAL > F UM A%EViraPower Le
ntiviral Expression Systems (Invitro
gent) Oo7OrI—)VICR->T29 3THIRIZREESE, 10nug/ml
DTIAMAYY (Invitrogent) T RABRMILERRT
BIEiED. B-HTY LV ORERIRERB L, 0B -5
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N —CEEERHTS29 3 THRZZEMMIEE LU TADC CEEZRIE
L7z,

5) —3-2 EEMHIAORL |

EWi#5) —3— 1 THELEB—HTI b F—PLEFRE2 9 3 THIR
(BIF293T-lacZ&%i) #. 10% FBSEHDMEMIEHH 1 x
10748,/ m1ick5k>225cm! 75 AL, 3 7CT—MKk
%%, pcDNA-DEST40—-FGFR2I[IIb%#Lipofecta
mine 2000(Invitrogenﬁ%)é%hf%ﬂb‘10% F
BSEHDMEMEMT3 7C. 5% CO,DRETFT2 ARKELEE. T
rypLExpress (Invitrogen#®) #AWTHE - @EL
Foo 5% EBSZBHT7x/—)Ly RRERPMI 1640 (BF TAD
CCRIEEH LWT) KT 2EMEH L, EMIEE F US> T —aRHERR
BRI THHEIL. ADCCHREBHTI X 10° Al /m | Ichs %> BEL -
HOEEIHIIE L TRV, |

5) —3—3 I7xr5—HIlOHE

Uncharacterized Cryopreserved PBMC
(Cellular Technology Ltd. #%) 210% FB
SEFD 7z /=)Ly FRERPMI 16408t (Invitrogen
8 BB L. BOREBE L TEMREE N UNS T —aEHERABIC

CTEHBIL 7. LB ERZE L. ADCCRIBHIZEB L. £MREET2.

3X10° Mk, / mlicikdaLIMWEL, Ty 7y —HIEELT,

5) ~3—4 ADCCY vt
5) ~3—20293T-1acZ#Miz50u1,/7x)LTI6RUETT

L= bEMUE, FIRKREBETI~100ng/mlicia3X5A
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DCCHEMTRRLAZCFR2-10. cFR2—-13, cFR2-14,
FREhar o (h1eG) #50u 1/ Yzl TRIL, 4C
T IBMEHE L. S512. 5) —3— 30T 725 —MIl%ET 5 u LML
ZET1200r pmX5HRELOE. 37C. 5% CO,DEHTFT—H
W% L7, BH, EB50u 1 2AGTL—F (Corn in g E
b‘B—Glo?vt4?X?A(Promegaﬁﬂ)@ﬁ50ul%%m
L. 4827 —hJ)—#— (ENVISION:PerkinElmer
#H#) THEEL/Z. ADCCHEHICE HMREHREIIAATRER L .

fRVEMRE (%) = (A—B) / (C—=B) X100

A YT TIVDHT >k

B HAMKE ik T7 32 5 —MRIERIY V) AT FOFESE (n
= 3), FURRINIS & T x & 5 — MMV IE I 22N AD C C ik &
500 1. 75u | HMLAE. ZRBSHAY S T 2 )b & AHORIES
ro7z. |

C : BACHH (BRI 2 RS A TR S B 72 L) 79> b OF
(n=3). PRI & T 7 x 2 & — IR 2 2 NENAD C C K
WE50u . 754 LIEMLE. BEMICE. MlREEDY ] 7
5 10B—G 107 vbd PAFAERERMLTRAL, €055 1
00l HEEETL— MIMA TRIEZERL 7=,

M7IRTHED. cFR2—-10,cFR2-138BXUcFR2-1413,
FGFR2I11DbREMBIIHLUADCCERZA L,

Eipl 6. E AR FGFR2HME (¢cFR2—-10, cFR2—-1 3,
cFR2—-14) ®in vivopiEEiEi
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5Xx10°cellsOEFEMBHKSNU-—16 (ATCCXOMA) %5
O%Vbufw(aiBD;D%A>f%ﬁb\R—vax(CAnN.c
g—Foxn 17°v/Cr1Crlj,. BERFr—ILZA - UN—KDBEA) O
B FBML . ISARE S LCRATEL, BEOT, 11, 14,
1 8»H7§}ZEF:\:X54K%FGFR21’R%(C FR2—-10.cFR2-13,.
CFR2-14) £1. 5. 15 mg/k g CIEY Y AOBREMRE L
(n=8)., BEESOEEBLNEREH2E, BFFIIL /£ K2
#I VI 2AVTEREL. UTICRTHERCL D BBAREEL L,

BEAE (mm?) =1,/2XER® (mm) XEF (mm) XEHE (m

m)

CFR2—10HADKEERS — AL, BEHEH THEBHE2 1

HBCBUSEERENHEL, 1. 5me keB5HT55%, 15me

Sk g EM T3 5% Thol. | |
CFR2—13HEOKEFES —BIRLE. BEMERTHIBM2 1
Az BT B S MENHER. 1. 5me,/ kgR5RT57%. 15me
Sk g BETTA6%ThHo k. | | |
CFR2-14MEOBRENS — CIoRLTz, BEHEHTHEBAE2 1
A%z BT s EBRIEMHEE. 1. 5me k5B T34%. 15me

ke BRSBTS 3% ThHol.

ERBI 7. EPFASHFGFR2HUK (cFR2—14) Ok MES—

2> (hFR2-14) O®at | |

7) =1 FR2—140WAERONTETY VY
cFR2—-14DO0EBEEOHTFETY 271, MAEFTY > 7ELT

— RN DA% (Me thods in Enzymology, 203, 1
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21—-153,(1991)) K&oTHEfFEN/k. Protein Data B“
ank (Nuc. Avcid'R,e s. 28, 235—242 (2000)) iT&&
SNBE MES T S ORAEERO 1 KRS (XEMSMED 5FE N
HERTRES AT TH D) %, ETRESNZFR 2 — 1 4 OAIZEHES
B LA, #RELT, 1ZANA, cFR2 -1 4 O8O EESICH
LTRbEVESMERZET 5 L TRIRE N, £/, 1CT8#, cF
R2—140EHOALHERICH L TROEVEFMRAEEETS & LTRR
AN, TL—AT—ZEBOSRITEEIL. c FR2— 1 4 OBKLOERE
R d 21 ZANKUN1ICT SDEEEZMAAEHE T, JL—LT—VET
V) BRIk THEEIENSZ, cFR2—-14®DCDRIX, Thornt
on et al. (J. Mol. Biol., 263, 80‘.0—815, (199
6)) OREIZE->T, CDRL1, CDRL2, CDRL3, CDRH1E
CDRH2H. #nZnNs525%—11A, TA, 10A, 10A, 10AIZ
oY TN/, CDRH3IWX. H3JV—JI'(FEBS letter 3909,
1-8 (1996)) #FALT. k (6) —KAMEINE, KWT, ZhENn
DCDRIEDWTORENAT S RA— S a LT L— LT —2 EFIHH
A ENz, | ‘1
BBIZ, TXNE—OATcFR2 — 1 40WEEBOTREEDH 55 TE
FNEED DI, FRREFEBEMER DO F—aE 2 o 7.
FRFIEE, HROBEEEEBETFR OS5 AP r i me RORIEBRE T
o< .sMacroModel (Schrédinger, LLC) 2HLT

1o,

7) =2 EMEFR2-14IZHT 573/ BRESOH

EMEFR2 -1 4hikOHEE, CDRVI7574+>7 (Proc. Nat
I. Acad. Sci. USA 86, 10029-10033 (1989)) &
LT BEICAROHIEC L 5T oz, 77w 75 —bifkid, 7L—LhT—
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PEBNOT S BRI ESWTRR I e,
cFR2-1407L—LT7—VHEBOBENE. biEOT I /JBEFIOK a
batsFy—F~X—Z (Nuc. Acid Res. 29, 205-206 (200
1)) ORTOE FTL—hT—2 EL. MEELT. FV/IL-2" C
LT L— 50— 7 E8IZ DN TO 7 2 % ORFHERLICER LT, 72
LT H—E UTHERENE, FV/IL—2" CLIZDOWTOIL—AT—2
EHOY I JEBERIE, cFR2—141200WTOT 2/ BAKE BHIX 4.
BB5Y I BSEASNAEEZRAE LE, TS OREOMEI. ETH
REINZcFR2-14D0=ZRETINEFRLTHNSIN, ZLTT IS
F—EZTITF4 0 T3NBRERF—FEEN, Queen et al.,‘(P
roc. Natl. Acad. Sci. USA 86, 10029—-10033 (1
989)) KLoTEHEZAOSNARBEIZL > TEREINA,
BRENFEVSOND RF—BEET /£ T 5 —FlRICBAT S Z &1z ko
T. EMEFR2 -1 4BFIZUFOEMHICERI NS LS ITHELE,
%72, CFR2—140&CDRHIDIPEIEDOT I/ BBELEMOT 3
) BRHECERLCDREEE MEFR 2 — 1 4RINZDOVLTH U F 0%
Pl END LS ITBELT. |

7) —3 FRZ——14$§$EIO)EMIS

7) —3—1 hFR2—-14_L 1% 74

RAEDORANES 4 8IRINHCcFR2 -1 4ABBOT I /BEF2 9
(7523), 35 (A1), 37 (FAFIE). 38 (ALAZ>).
42 (UNEIVE), 62 (FANRTF2), 90 (UIFI2), 92 (Y
)94 (V). 96 (FANSTEL), 100 (EU), 103 (N
). 105 (BU), 107 (Fz2)75=2). 121 (F5=2), 1
25 (O432), 127 (A1), 130 (F5=2) #znesnty .
WY, FANTEUEE, PIVEZ, ALFZ2, UDL, TANTEE,
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ALF=>, ALFZ, UL, TOUL, T T I, ALVFDY,
FOL, FNFIL, N2, AVOLY Y, ALFSIICEERADH &
EHEVWREISNAZEMEFR2 -1 488% ThFR2-14_L1%51( 78
) LBl

hFR2-14_L 1% 7®#EZI3— KR35 LA4FREFNL, EE
DOEMNEST72THD. > TFHINEINNUIBRINZRABEHZ I - FT 501X
X LAFRBERG6 1ET05THS, £, hFR2—14_L14(7
BROT I BRI, BRAZORFIZE7 3THD, 27 FIEMHBTRS
NAERRBRIITOT I BES2 1 E235h5R2, 510, MAEE
7 2 RUNT 3OEANE. THENES 0 RU8 1icbEMEN T3,

7) —4 FR2-14BBEOE M
7) —4—1 hFR2-14_H1517EH:
EAEOMAIBSS LIRS NHCcFR2 -1 4BHOT I /BBES2 2
(U22), 24 (B432), 30 (A4, 31 USU), 39 (O
Sy, 43 (ALAZI). 56 (AL23). 57 (UT). 59 (U,
62 (FOU). 63 (LU). 64 (ALAZ). 67 (1VA12).
86 (U¥), 87 (F5=2), 94 (FxZA7S5=2), 95 (LY).
101 (FANXNTF ). 1.06 (AVF=>), 110 (ro=>). 114
(71:%79:))é%ﬂ%hﬁ»&iy‘ﬂuy‘ﬁuy‘Uyy‘NU
L TSZY. KUY TAERSS, FIoL. FAF IS, UL, oA
Sl AFFD TERZS N, UL, ALFZ. IS I VB,
FNEZD, ALAZ, FOLCBMERASZ EEHEVRIFINAL MM
FR2—-14H#% [hFR2—-14_ H1%¥A7HH Etm&all,
hFR2-14_H15A7EWEI— RT3 LFF RESIL. Bs%
DEIEE 7 4THD, 27 F VRIS e RAEHE I~ KT 501
XOVAFREE585%F1401TH5, £/, hFR2-14_H1¥A
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TEHOT I/ BEIL. BEAROEIIBEFT 5 THO, T FIVERFINGER
éht&ﬂﬁﬁi%®7 JBREF20TF46 Thoikrd, 517, BEHIE
27 4ARWNT 5 OREFNZ. FNENES 2 K8 3 bEBMEIN TS,

7)—4—2 hFR2—-14_H24%51 JEH:

BAEORSBZEES LIZFRENScFR2-14EHOTI JBBEE2 2
WD) 24 (AL22), 30 (@A), 31 OXU), 39 (O
9?%43(%Vﬁ:>%56(m49>%57(U92L59(NU>%
62 (FOU). 63 (LU). 64 (ALF=). 67 (1VUOL2),
86 (UPX)., 87 (FI=2). 91 NUD), 94 (FxzZIAT522).
95 (EUX)., 101 (PANXTEE). 106 (ALA=>), 110 (7
=) 114 (F2ohTI22) 2ZRBRILE I, N N
Uyy\nuy‘7§:>‘NU>\7w$:y‘75:y‘ﬁw&sy‘ﬁ
UL, O3 AFAZY. FAEZL. KUY, T2, kU, 2

//

,Vﬁ:\‘ﬁwysyﬁ\Ywﬁ:y‘XVﬁ:‘ FOIUICEEHZ S

LEFWERHINAEE MUFR2—1 4% hFR2—14 H2417
B L@ Lz, |

hFR2-14_H2%1 7E#EEI—-RTBX I LAF REFIL. EIE
DEFIBET 6 THY., LV FURIIBSYUR SN RREEE I— KT 2013
Xy LAFRES58VEL40 1 Ths. £z, hFR2—14_H241
TEEOT I ) BRI BEFIERORSIBST 7 THO, 7 FIVEFIR
SNHRAEHIZFOTIBRES20HE46 7575, 517, BEIE
27 6RUT 7ORIE. ThENRS 4 K18 512bBRINTNS,

7) —4—3 hFR2-14_H3% JHEH:
EANEXDOEIEFZESS LITREINSDcFR2—-14&H#EOTIJBRHE2 2
(U2, 24 (AA4>). 30 (a1>>). 31 OXY), 39 (o
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22). 43 (RALFAZ2), 56 (A1), 57 (UT2), 59 N,
67 (1UO1Y>), 86 (W), 87 (FI=3), 94 (Fx=hT7
=), 95 (£U), 101 (FANSEUE). 106 (ALA=2). 1
10 (7522). 114 (F22T523) #2nZHINEI 2. N >,
NUL UPTL UYL I KU, TRREY, TS, AFA

LD TAFZDNU S D ALF DY TVY IV TIVEZ,

ALAZS, FOLICEERADZ E ORI ENAE MEFR2 - 14
H§HE hFR2—-14_H3¥1 JEH L@l |

hFR2-14_H3%47EEEI—KT5X0 LAF REFIE. RAIE
OERFIBE T 8THY, LI/ FVEFINYRI N RREREI— RT D0
ROVAFREES8IE1401CH5%, £/, hFR2—14_H3%1
FEROT 2 WIS, RIAEORANES7 9THY. o7 F LRSI
SNARAERIZOTI JBRBE20VE46 TH5RD. X517, HE
87 8HINT 9 DEFNE. THENES 6 KIK8 71c bRMENTS,

7) —4—4 hFR2-14_HA4517EE:

RAIEOESES 5 LIRENHcFR2— 1 4EHOT I /MBS 2 2
(W), 24 (BL¥2), 30 (B1¥>), 31 USU>), 39 (O
$32). 43 (ALFZ), 56 (OA22), 57 (UP2). 59 (XU,
64 (ALAZ). 67 (AVYOLT), 86 (UT2), 87 (FI=2),
94 (FxZIUTI=), 95(tU>) 101 (FPANTEE). 106
(ALAZ). 110 (F522), 114 (Fz=h7523), 125 (R
Vﬁ:y)é%h%hﬁw&iy‘ﬂu/‘AU/‘Uy/‘NU>;7§:

N TNFZ TIZ, AVALT Y AFFDY, TIFZ,

NUZ, U2 ALAZD, FVF IR TAEZD, ALF=, FO
U T I UEERA DI EEEVREIENZE MEFR 2 -1 4 &%
ThFR2-14_H451TEHE) Lk,
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hFR2—-14 HA4¥A TEREI—RTEIXYLAF RESIL. BHE
ORFIEES 0 THD. LT FINEFANYBREN-RAEREZI—-RT201
XOLVAFREFSS8IE1401TH5H, £/, hFR2—-14_ H4 %51

CTEHEOT I BRI BYNEORIEES S 1 THD. T FIVEFIAYIER

INTZRAEHIIZOT I JBREFT20HE46 755, T5IT, BEHE
58 0 kU8 1 DEHNT, TNTNK S 8 KT8 9IZbRmHEMESN TN D,

7) —4—5 hFR2—-14_H5%1 JHi#H: ,
RAIZOEFIER5 1ICFENHCcFR2— 1 4BHOT I/ BER2 2
(U2, 24 (m12), 30 (m12), 31 INU2), 39 (o

) A3 (ALAZ), 56 (A4 2). 57 (UP2), 59 (NY2),

67 («fvoa1), 86 (UP2), 87 (=), 94 (=735

2. 95 (BYUX). 101 (TANRTFUE). 106 (ALF=2). 1

10 (75=22), 114 (2l 752), 118 (FANTXELUE) %
ENERILEI . NU R VD, R, TIZ2 N
TIVFEZL, TIZU AFFZ, TIFZL, XU, EUY, AL
I UNWEIUEE TIVFEZY, AVF 2, Fuair, SV I DBRIEE
MiZ 5T EEENRFSNEE MUFR2 -1 4E®% ThFR2—-14_H
551 TEH L@t L.

hFR2-14_H5%1 7E#&I— KT 53X LAF RESIL, EFI%E
DEFIFE S 2THY. 7 FIVEFINYIR SN RBERE I KT 501
XOLAFRESS585%F1401Th, £/-. hFR2—14_H551
TEHEOT 3 ) BEINE. BAIEORNES S 3THY. > 7 FINEANYRK
SNERRERIEZOT I JBER2 0/EL6 TNLRD, X512, RIS
58 2 KIS 3R, THTNKI 0 KUY 1IcbianTN,

7) —4—6 hFR2—-14_H6¥ A SHM:
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EAEORABR5 LIRENAcFR2— L 4AEBOT I /HES2 2
(Vo). 24 (@12), 30 (A1), 31 (NU), 39 (1
P). 43 (ALAZD). 56 (A1¥3), 57 (WD), 59 ONU),
67 (1VEALI>), 86 (UUL), 87 (F5=2). 94 (Fz=T7 5
=), 95 (BUM), 101 (FANRSEIE). 106 (ALF=). 1
10 (F79=3). 114 (2 7I=32), 119 (FUP) 2ene
NTNEI NUZ NUS, UP2, KU, TS N, TIE
S2L TSI AFFD. FAXEZL. NI, BU . ALFZY, Y
WEI VB, VIVFZ2, AVFZ2, FOvrr, YIZUICEESRIDZ &
ERELEAHENZEMEFR2 -1 4E#% ThFR2-14_H6517E
B E@s LT, | | |
hFR2-14_H64( 7E#EEI— KT B LAF KRG, RFi%E
OEFIFBE S 4 THD., 7 FIRFINIRS N RRERE T KT 50
XULAFKBRESHEL401THS, £/, hFR2 - 14_H6 51
FEBEOT ) BESIL. BAEORSEES 5THY. ¥/ FIVRANYE
ENERBAERITOTI /BBE20NE4A6 ThSR5, S5, EHIE
58 4 K88 5 ORFNE. THENEI 2 K9 3 I bEMINT NS,

7) —4—7 hFR2-14_H7517EH:
FAEOERFNBZSS LIRS ND5cFR2-14EHOT7I JBES2 2
(VWI2)., 24 (@14>>). 30 (mA4>>)., 31 (NXU), 39 (4
), 43 (A=), 56 m1>2), 567 (UT2), 59 INJ ),
67 (1UOA1L2). 86 (WP, 87 (F5=2), 94 (Fx=NT7 5
=) 95 (BYL), 101 (ZANSFCE). 106 (ALF=2). 1
10 (F7922), 114 (Fx=h7522), 119 (FUSY) 22nE
NINII NS N, UDS N, T2, NS, TILE
S SISy, AFAZL. TAEZL. AUL. UL ALFZ, H
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WEIVE, PIVE=. AbF =2, Fuyrr, FIWIICRBRIIBEHRZS
ZEEHEVERIIENAE MEFR2 -1 4E#% ThFR2—14_H7 44
TEE L. -

hFR2-14_H7%4 7E#EEI—~ KT 50 LATF REFNL. ESI%E
DRIIEE S 6 THY. o/ FIVEFNRE N B ERE T — KT 501
XOVFATFREFTLSSNHEL401TH5D, £/, h_FRZ* 14 H74%1
FEEOT I BRI, BAEORIERS 7 THD. U ILEFISR
SNERABEIIZOTI JBBE20%46 TH0ORSE, X510, WIE
B8 6 X8 7 DmFIE, FNENKI 4 KNI 5 IZhiBINTNS,

7) —4—8 hFR2-14_H8H{ TER:

FlF&EDEFIBES5 1ICRENDcFR2—14EBHOTI JBES2 2
(UT2), 24 (@132), 30 (@), 31 ONU), 39 (oo
)43 (AVAZ), 56 (@A), 57 (UPX), 59 UNU),
67 (A{VOL¥), 86 (VY. 87 (FF=2), 94 (7x=)WVT7F

S Z2). 95 (BU), 101 (TANSFE). 106 (ALA=2), 1

10 (¥ro5=>), 114 (zZ)V75=2). 119 (FUT ) 2Fn<
NTNWVEI o NI NUZ YD, N, 7522 NU L, TIVF
:>‘75:>\X?ﬁ:y‘7»$:>#NU>\tuy‘2Vﬁ:>‘ﬁ
w53>@\7w$:y‘xyﬁ:y‘?mvy‘71:w75:>m%%ﬁ
2B EEMPVRFINAEZEMUFR2 -1 48E8% ThFR2—-14_HS
54 TEE WALk, | |
hFR2—-14_H8¥ M 7ERZEI—RTHXVLAF REMI. BFIE
DORFIEFEFS 8 THY. P/ FINEANYGRES N RAENEZI— RT25D13
XOLVAFRER58FE 1401 TH%, £/, hFR2-14_H8¥A
JEHOT I/ BESIT. BAIEORIEZS 8 9THD. 7 FIVEFIN IR
SNERABEHIZOT I BES20HEA6 TH525, 51T, BIE
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58 8KU89 @Eﬂlﬂﬂi %m%?ﬂl9 6 &9 71T uﬂﬁéh'(mé

7) —4-9 hFR2-14_HO¥1 JEs:

FAHEOERSEFZFSS LIZRINScFR2-14E#HOT I /@%ﬁZZ
(UY>), 24 (12 >), 30 (A1), 31 NU). 39 (oo
22). 43 (ALFZ), 56 (A1Y). 57 (WD), 59 ONU),
67 (1VOALY>). 86 (UP2), 87 (FI=2), 94 (Fx=IUT 5
= 95 (BUX)., 101 (FANSFUE). 106 (ALA=2). 1
10 (F75=2), 114 (Fz2)h7522), 119 (FULy) 22he
NTNWEI, NI, NU, U NUD, TIZ2 NY 2 TIVF
:y‘75:>‘X?ﬁ:y‘7w$:>‘NU>‘tU>.2Vﬁ:>\ﬁ‘
WEI VB PIVFZ, AVF 2, FO o, EAFIPURBEESHRZID D
&%%WﬁﬁéhktFmFR2*14§ﬁ%FhFR2—14_H9547
I Ema L, -
hFR2-14_H9¥{7EHEEI— KT HX LAF RESIR. BHE
@Mﬂ§%9OT%D‘?ﬁfﬂ%ﬂﬂ@@éﬁtﬁ%iﬁ%j—Fﬁé®m
XULAFRBEB58MEL1401THS, /-, hFR2—14_HO¥A
FEREOT I/ BESIE. BHKRORIES 9 1THO. o7 F LRI
SNERRERIZOTI /BREE20/E46 TH5R%, X5i0, MR
290 %00 1 ORSIE. ZhENRYI 8 KUY 9 IXbRBMEN TS,

7) —4—10 hFR2-14_H10%1 JHi#H:
RAIEORFIBSS 1T RENBCcFR2—14FEHOTI /BBEE2 2
(J2>). 24 (m142), 30 (A1), 31 ONUL), 39 (O
Y20, 48 (ALAZN)L 56 (A1), 57 (WP, 59 OV,
67 ({VBEALT), 86 (U¥), 87 (F5=), 94 (=075
=), 95 (BU). 101 (FASSELE). 106 (ALA=>). 1
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10 (ro=>)., 114 (JxZWh75=2)., 119 (FUuL) 2Fhz
NTNEI KU NI UD, NUD, TIZ2, KU, T
Y. TSIy AFADLL TAESZL, AU UL, ALAZL.
WEI VB, YIVFZ, AVFZ2, FOr 2, AVOA T VICEEMZS
ZE BN nféﬂf;t}\ftFRZ—lélﬁﬁﬁ’a? 'hFR2—-14 Hl 0%
1 TER L@ LT,
hFR2-14_H10%47EHEEI—RTHR Y LAF KEFIL, &
LOBSIER 9 2 THY., SV FVEFANYRS N RAERE T~ KT 50
WX LAFREFS8TE1401THb, £/, hFR2—-14_H10
54 TEREOT I JBEFIE. RARORIBS 3THD. 24 F VRN

PR ENAERREEIZOTI BBE 20T 46 THEAD, 5T,

ﬂ§ﬁ92&093®ﬁﬂm TNTHNEL 00 KU1 0 LizhieantTn
60

7)—4—11>hFR2—14_H11&47§ﬁ:
RSIEOEFIEES 1IRSNS5cFR2— 1 4AEHOT I/ BBEE 2 2
(U22), 24 (M122). 30 (A1), 31 (NU). 39 (o
Y43 (ALAZ), 56 (ALY ), 57 (UP), 59 ONU),
67 (1VOA¥>), 86 (W¥), 87 (FI=). 94 (Fx=IT 5
=2). 95 (BU). 101 (FANFEVE). 106 (ALA=1). 1
10 (7522, 114 (Fx=h7I=2), 119 (FUPY) 2T
NTNEIL . N N, DD, NS, 7SI, N, TILE
:>\75:>\X?ﬁiy‘7»$:>‘N0>‘t9>‘XVﬁ:>‘ﬁ
WEI B, TIWF=, ALFA=Z2, FO >, UPDREBEHBADILE
foEENE MFR2 — 1 4T#E ThFR2—14_H1151 7%
) tmfll,
hFR2-14_H114%A4JEHZI—-RTBHXI LAF REFNI, B
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ROFHNEFIATHO, T FHINEFINYBRSNZRBEFHZI-RTID
X7V AFRESS8IE1401TH5, £/, hFR2—-14_H11
FATEEOT X /BEFNT. BEANEROEFNESIS5THO., 7 FIVEFIN
IR E N RAEHHIIZTOY I JBES20HE46 Thoid, S5, B
5= 9 4 K19 5 OEFNE. TNTNKL 0 2 KT1 0 3iTHRBMENTW
2.

7) —4—12 hFR2-14_H1 2% &M

RAEORIIEE5 LIcR3NAcFR2— 1 4BHOT I /BEE 2 2
(U), 24 (MA22), 30 (A1), 31 (NU), 39 (O
). 43 (ALFAZY), 56 (O4Y3), 57 (UP), 59 UNU),
67 (1UDLL). 86 (WU, 87 (F5=3). 94 (Fz=7 5
=), 95 (ZUM). 101 (FANRTHEUE). 106 (ALA=>). 1
10 (75=2), 114 (Fx2h7522), 119 (FUSY) 22he
NTNEIZ. NUZ N, UD2, N, TI2, KU, TIE
Z, Iy, AFFZ . TIAVFEZ NU D BUS, ALFZ, Y
WEI VB, TIVFZ>, ALF=Z2: FOorr, QA JICBEHBA S &
EREVEEIEN/E MEUFR2 - 14%M% ThFR2-14_H12847
TR AN
hFR2-14_H125(7EHZI—- KT B0 LAF REFIL. Bl
EORFIBE 9 6 THD. o7 FVEANGIRE NI RBERET— KT 50
XX LAFRBEE58%1401Th%, /2. hFR2-14_H12
S TEHOT S BRI, BAEORSIEE9 7 THD. U FILEHN
YREN-RAEREITOT I/ BER20E46 TH5A5, I51T. B
FIZE 9 6 KUN9 7 ORIFIL. FNENK1 0 4K 0 5icbRMEhTY
5,
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7) —4—13 hFR2—-14_ H13%AJH#H:

RAIEORABES LIRENBcFR2— 1 4ABBEDT I JBEE 2 2
(UP). 24 (@12), 30 (@122). 31 UNU). 39 (O
). 43 (ALF=Z), 56 (AT 2), 57 (UP2)., 59 NU2),
67 (1UO1L>). 86 (UUS), 87 (F5=3). 94 (Fx=NT >
=)0 95 (£U). 101 (FAATEVE). 106 (ALF=>). 1
10 (75=3). 114 (Fx=h75=2), 119 (FUL>) azhe
NINEI. KU, NUD, UD. NUS. TIZ2. NU S, TIE
:>,79:>\x%ﬁ:y‘YW¥:y‘NUy‘tU>‘ZVﬁ:y‘ﬁ
NI B, TAEZY. ALFZY, FOLY, AFFSUREERAS T
EEMEVBEENEE MEFR2 -1 4%#% ThFR2-14_H13%1
TEH LMBLE, | |
hFR2-14_H13¥47E#EI—RTHXU LFF RESIL. E5I
ROBFIBEE 9 8THU. ¥ 7 F VAN N RNER 2T — KT 50

WXILAFREES58MEL401TH%, £/-. hFR2—-14_H13

&4 TEROT I/ BEINE. BIXRORIIES 9 9THD., 7 FIEFIN
YR ENERBEREIIZOT I/ BEE20NE46 Th5R5, 517, B
FIRE 9 8 KU 9DEFIL, ZNEFNML 06 KU1 0 7TIZbIEHINTY
%, |

7) —4—14 hFR2—14_H14547§ﬁ:

RAIZORIIES S5 LIoRENdc FR2— 1 4HPOT I JBES 2 2
(VDY) 24 (A1), 30 (A1), 31 NU). 39 (O
)43 (ALAZY), 56 (BAP). 57 (UP). 59 ONU ),
67 (1UOA2>). 86 (UUY), 87 (F52). 94 (x5
=2). 95 (BU). 101 (FANSELE). 106 (ALA=2). 1
10 (75=2), 114 (D2 75=2), 119 (FUv ) #22ne
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NTNZI N NI, U, NUS, TSI N, TILE
ZULTIIY. AFAZS. TAEZL XU RUS, ALFZ, Y
NTIE. TIFEZ, ALFD, FOLL, FFIVICESHRAST
EAMWEREENAE MUFR2—14%M% ThFR2—14_H1451
FE) MG LT, | |

hFR2-14_H14%5( 7EBEI— RF5R Y LAF REFIL. BFI
EORFIBEL00THD., 7 F VRSB EN - RAEREET— KT 3
DRXHLAFREE58HEL40 1 THB, £ hFR2-14 H1
454 FEHEDT I ) BEFINE, BARORFER101THY. PV FIE
SR E N RAERI T DT I JBBE20/E46 TH5R5, 512,
AISIBE1 0 0 RTN1 0 1 DEFIE. ZHZNE1 0 8 K1 0 91z b
TN,

7) —4—-15 hFR2-14_H15%51 FEH:

BRFIEORSIESS 1ICRENBCcFR2—14EHOT I/ BES2 2
(U22). 24 (A1L2). 30 (A1), 31 ONU). 39 (af
23, 43 (RALAZ). 56 (OA3), 57 (DU2). 59 (XU,

67 (1vnA2), 86 (UP2), 87 (¥5=2), 94 (=735

Z2). 95 (BUM), 101 (FANRSEIE). 106 (ALF=>), 1
10 (7522), 114 (Fx2)U75=2), 119 (FUTY) #7h?
nsIvs
Sy FIDy. AFEAZL, TAEZL NYLL BUSY. ALFAZ, T
VI B, TIEZS, ALFZ, FOLL, FILEZDKEEMRASC
EEMWREENAZE MEFR2 - 14%E8% ThFR2—-14_H15%1
FEY LML,

hFR2-14 H15%1(7EMET— KT 535 LAF KEFIE. KA
HOBFIFE102THD, 7 FIVEFANGRINRAERZI— KT 5

NI NI YT N TS NY 2 TILF

Jil



10

15

20

25

WO 2013/154206 PCT/JP2013/061340

145

DRI LAFKES58HE1401TH5, £k hFR2-14_H1
554 JTEBOT I/ BEME. BIEORFIBEE103THY. > 7 FIVE
FINIR S N B2 Z D7 I JBBER 2 0BEA46 ThdR5, 3512,
RHHFE 10 2KRO1 0 30T, ZhenNE110&K%1 1 1IbE#s
NTW3, ’
7) —4—16 hFR2-14_H164% 1 JEH:

RAIEORFIBE 5 1 IRaNscFR2— 1 4BBOT I JBES 2 2
(Vo). 24 (@1T2), 30 (A1), 31 UNU), 39 (A
23). 43 (RALAZ). 56 (A1), 57 (UP), 59 XU,
67 (1VOAL2). 86 (U, 87 (FI=2). 94 (=75
=), 95 (BUX). 101 (FANSEIE). 106 (ALA=>). 1
10 (F5=2). 114 (72 7522), 119 (FUPY) #2he
NITNTI2 NI NU 2 YD N2, T2 NU 2, TIF
Sl TID . AFFD, FAESS NUD, BUY, ALA=, Y
WEIVE, TIWVF=, AbF=2, Farr, NURIEBEHRZI L%
PENEREFSN/-E MEFR2 -1 4%E#% ThFR2-14_H1654(7%E
B LmaLE, |

hFR2—-14_H16%17EREI—RT B LAF REFIE, K5
EORFIBEE104THY, P/ FARIPYRINBRAEREEI— KT 5
DRV LAFRESE58HEL1401TH%. /e hFR2-14_H1
61 TEBOT I BESIE, BARORFIES105THY. > 7 FIVE
AR E N RAERETOT 2/ BES 2 0HE4 6 TH5IE5. 51K,
RFIFE 104K 050, 2Rl 1 2K01 1 3IbRika
nTtns,

7) —4—17 hFR2—-14_H17%1 &M :
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BeHZOBEFFEFTDS 1ICRENDcFR2-14FHHEOT7TI /BES2 2
(U2), 24 (OF23), 30 (O14¥>), 31 ONU). 39 (Of
$2), 43 (RALAZI), 56 (A1), 57 (UP2), 59 NU),
67 (A{VOALL), 86 (V). 87 (FI=2). 94 (72T
=), 95 (U, 101 (FRAATELE). 106 (ALAZ), 1
10 (75=2), 114 (7220 7523), 119 (FUY) e#2he
NTNEI NUD N, UD2, N, TI=2, NU. TIE
S TImy. AFFZL, TAEZT KU UL, ALF=S, F
VEI B TARZY, ALAZY, FOVY. RIT Ry VICEERA
BT EEMNRSENAE MEFR2 -1 48 %% ThFR2—-14_H17
& THEEH Lmall.
hFR2—-14_H1 744 7E¥Z2—RTB5XY LAF REFNT. EF
KORFIES 106 THY, ¥ 7/ FUVRASYBE e RREREI— KT 3
DERXILAFRBES8HE1401Ths, £/ hFR2—-14_HI1
754 TEEOT I BESIL. BAROESIBEE107THD, L UFIE
SIS N RAERIZOT I/ BEB20NE46 TH5RD, S5I12,

EHIFS 106 KU1 07 DEFNII, %Z}’L%Z/LI P11 4&0\1 1 5T

NTns,

7) —4—-18 hFR2-14_ H18%1 JH
BAIKROEANEZSS 1ITRENDcFR2-14FEHEHOTYIJERS2 2
(WP¥), 24 (A1), 30 (mAf>>), 31 ONU), 39 (o

)y 43 (ALAZ2). 56 (A1), 57 (UP2). 59 (/S"J\/)\

67 (1VO1Y2). 86 (UU). 87 (F5=2). 94 (Fx=)75
=32). 95 (BUM). 101 (PANRSELE). 106 (ALA=), 1
10 (79522), 114 (Fz2)75=>), 119 (FUL) 22he
NTNEIT. KU KU YD, AU, TI= AU, TE



10

15

20

25

WO 2013/154206 PCT/JP2013/061340

147
UL TSIy AFFZ TIFZ N U ALFZ T
WEILW, TIVFZL, AVFZ2, FOrr, FOIUREBERASIL
BV SNZE MEFR2 -1 4&$#%® hFR2-14_H18%147
) Lhh L. |
hFR2-14_H185 1 7EREI— KT 53X L4F RESNL, &S
LOMABE L 0 8THD. ¥ I FIVERINGRS - RAERET— KT 3
DIEIXIV VLV AFREFSLHS8NHE1401ThH5, £/ hFR2—-14_H1
8 54 FEHDT I ) BIINL, EFRORAES 10 9THY. >/ VR
SIS N BRI TOT I VBB 2 074 6 TH5R5, 3512,
BFIES 10 8 KA1 0 9 ORFIL. THZNEL 16 K1 171z bilks
nTns, |

£l 8. v ML NFGFR2HAKFR2-140E MeFik (hFR2
—-14) OB/ FHH

8) —1 v kit NFGFR2HIKFR2—140k Mebifk (hFR 2
—14) OFHERBRT F—DHEE

8) ~1—1 hFR2-14_L15(TEERERY 5 —DHE
FFIRET7 3O7I /BEE21E1301REN5hFR2-14_L
| 54 TEHAEREEE T~ KT HRETEADDNAZARL. MIREEB
s iWITYUDHENBDNAKKZ, FATROE MEFUkBERBILE N
74— (pCMA—LK) ZHliEE%EBs i WI TUBL/ZERMICHATSZ

L ZIZED, hFR2-14_L 151 TBBERERRY S —2HELE, B5N

RENIY—% [pCMA-LK/ hFR2-14_L1) &apfal7,

8) —2 5w RMAENFGFR2HMAFR2-140E Mebik (WFR 2
—14) OEHFERBENT Y —DOWHE
8) —2—-1 hFR2-14 H1. hFR2—-14 H3. RhFR?2
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—14_H45{ TEHFKREAY 5 —OHE

RAIEORFIBES T 507 JBMES20MF 137, FABET 90T 3
/@%%20%?137\&U@ﬂ$%81®75/@§%20ﬁ§137t
FEN%H, hFR2-14_H1, hFR2-14_H3, R¥hFR2—-1
4_HAYA TEHALEEEZ I KT 28ETESUDNAZAKL. HIE
B#EB 1 p I THOHENEDNABKZ, b MUHFEBRBAMRY 5 —
(PCMA—G1) 2HEEEB | p I TUK LABTIZHATS 2 &1cLD.
hFR2—-14_H1, hFR2—14_H3. EG’hFR2—-14_H4%¥
| TEERBANY Y — 2R L. BENERENI Y —%2ZNZH [pCM
A-G1/hFR2—-14_H1), T pCMA-G1/hFR2—-14_H3J.
EXTpCMA—-G1/ hFR2—-14_ H4) Emtal7=,

8) —2—-2 hFR2-14_H25A JEHFENY ¥ — D%
EKHEFI8) —2 -1 THELEPCMA-G1/ hFR2—-14_H1%5
>TL—hELT, FTRRRTTSAY—kyrEQuikChange X
L Site—-Directed Mutagenesis Kit (Agi
lent Technologiest) ZHWTC. hFR2—-14_H2%
A THEBERBEAN Y —ME L. BHoNRENI S —% [pCMA-G1
/'hFRZI-—-14_H2J Lz, hFR2~14_H25’f7°§$ﬁ®5(
7 VA F REFIZEINEZORSNET 7 6 1R, 73 ) BESZEINEST 7
R U | '
754 —yv h
5'’ —ggcagagtgaccctgaccgecgacaagageac
cagcacc—3' (VH3A—F  BESIROESER 1 10)

5 '—ggtgctggtgctcttgtcggcggtcagggtca
ctctgcec—3 (VH3A-R :EHEOEFNNEZS111)
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8) —2—3 hFR2-14_H55 A JEHBEREHNT Y —DHE
EHI8) —2 -1 THEMLAZhFR2-14_H3 54 JTEEREANY S
—pCMA—-G1,/hFR2—-14_H3%57>7L—hr&L. TSI

—twv hEKOD —Plus— Mutagenesis Kit(TOY

OBO#t) ZAWT. ZREEATHIEIZEVhFR2-14_H5547
BHPEFEBARNI Y —EWBE Lz, HoNLRBENISY—% IpCMA—-G1,/h
FR2—-14_H5) &@fLi, | |

T4 —ty b

5° ~GAGGGCTACGGCGACTGGTTCACATAC—-3" (H5
~F) | |

5° ~GGTGGCGCAGTAGTACACGGCGGT—3' (H-R <
DT 514 T— A FHBTT) |

8) ~2—4 hFR2-14_H651( TEHEERNY 5 —DHE
ERHIS) —2— 1 THEMLZhFR2~14_H3 ¥ TEMRHAY S

- —pCMA-G1/hFR2-14_H3%5>7L—bh&lL. FTRTI1T

—kv hEKOD —Plus— Mutagenesis Kit (TOY
OBO#) ZRAWT, ZRZEATSHIEIZEIDhFR2-14_H6%5147
HFRBENI I —EWELZ. BoNLHEENIF¥—% I pCMA—-G1/h
FR2—-14_H6, &mfLk,

7?47—tyF:A‘ |
5’*GACGCCTACGGCGACTGGTTCACATAC;3’Gm
-F)

5" = GGTGGCGCAGTAGTACACGGCGGT—-3" (H—R)

8) —2-5 hFR2-14_H75( 7RERENY 5 — O
LWl 8) —2—-1THERLZhFR2-14_H351 TEEHREENY S
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—pCMA-G1,/hFR2-14_H3%7>7L—bh&l. FRIIFA<
—tvw hFEKOD —Plus— Mutagenesis Kit (TOY
OBOft) #HWT, BRZ2EATHIEICEVDhFR2-14_H7%17

ERERBEAT Y —EHE L. BONEREENIS—% [pCMA—-G1./h

FR2—-14_H7) &@fal7z

T4 —ty
5’—GACGAGTACGGCGACTGGTTCACATAC—3’GH
—F) |

5" ~GGTGGCGCAGTAGTACACGGCGGT—3" (H-R)

8) —2—6 hFR2—-14_H8¥ 1 FTEHRENY ¥ —OHE
EHPIS) —2— 1 THEBMLZhFR2—14_H35 A JERRHAY S
—pCMA-G1/hFR2-14_H3%5>FL—h&l. FTRIIAT

—tyFEKOD —Plus— Mutagenesis Kit (TOY
OBO#) #MWT, ZRZHATSIEICEVhFR2—14_H8¥ 17

BREEERI I —EMELE. BENAREER25—% [pCMA—G1/h
FR2-14_HS8, t@sLrk,

T4 =ty

5° —~GACTTCTACGGCGACTGGTTCACATAC—3" (HS
—F)

5’ —=GGTGGCGCAGTAGTACACGGCGGT—-3" (H-R)

8) —2—7 hFR2—-14_H9%1 JEHEREARI Y —DHE
EHipl8) —2 -1 THEBLAZhFR2—-14_H3¥ A JHERENY
—pCMA-G1/hFR2-14_H3%5> 7L—hel, FRIS5A<
—twr&EKOD —Plus— Mutagenesis Kit (TOY
OBO#) ZHWT, £RZ2EATHIEICEVONFR2-14_HIAT
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BRRHNY Y — BRI BENEREXY Y —% [pCMA-G1/h
FR2-14_H9 Ef#LT,
T4 —ty ko
§f—GACCACTACGGCGACTGGTTCACATAC—3’Gw
~F)
5" ~GGTGGCGCAGTAGTACACGGCGGT—-3’" (H—R)

8) —2—-8 hFR2-14_H1 051 JE#ERNY ¥ —OHB%E

EHBIS) —2— 1 THEMLAhFR2—14_H3 5 TERFEHEAY &
—pCMA—G1/hFR2-14_H3%7>7L—h&l., FEF51<
—ty h&KOD —Plus— Mutagenesis Kit (TOY
OBO#th) 2HAWT, ARZBATHZILICLEVhFR2-14_H10%1
TEYFHAY 5 —EWELS, BENEREAY S —% [pCMA—G 1/

" hFR2-14_H10, ch&LE.
TR —tv bk

5" —GACATCTACGGCGACTGGTTCACATAC—-3" (H1
0—F)
5’fGGTGGCGCAGTAGTACACGGCGGT—3’(H—R)

8) —2—9 hFR2-14_HI1 151 7EHRERY 5—OME
EWEBI8) —2 -1 THERLZhFR2-14_H3¥ A JTHERBERY S
~pCMA-G1,/hFR2-14_H3%7>7L—h&l, Fl/51%
—tybhbEKOD —Plus— Mutagenesis Kit(TOY.
OBO#) ZAWT, ZREEATSHIEICEVhFR2-14_H11%1

THHBBENI Y —WBE LTz, GONHKBENIS—% [pCMA-G1/

hFR2-14_H11J) &@flr,
T4 —ty b
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5' —~GACAAGTACGGCGACTGGTTCACATAC—3" (H1
1-F)
5 —~GGTGGCGCAGTAGTACACGGCGGT—3" (H=R)

8) —2—-10 hFR2-14_H1 2% TEEEHAY 5 —OHE
LRI 8) —2— 1 THBMUERFR2 — 1 4_H3 5 TEREFHAY

—pCMA-G1/hFR2-14_H3%57>7L—bt&l. FRRT/I1<

—ty FrEKOD —Plus— Mutagenesis Kit (TOY
OBO#) #AWT, £REBATSHZEIZEVhFR2-14_hH12%

{ TEERENT 5 —EWEL . BONERBRYS—% [pCMA-G 1

JRhFR2-14_H12) L@kl

T4 —tv

5' ~GACCTGTACGGCGACTGGTTCACATAC—3" (H1
2—F)

5° ~GGTGGCGCAGTAGTACACGGCGGT—3" (H—R)

8) —2—11 hFR2-14_hH1 351 TEHRBRY Y —DOHBE
Ll 8) —2— 1 THBLZhFR2-14_hH3% 1 TEERHERY
%—pCMA—-G1,/hFR2—-14_H3%5>7FL—r&l., FESIA
VFtv%&KOD —Plus— Mutagenesis Kit (TO
YOBO#) Z2AWT, £RZBATSHIEIZEVhFR2-14_hH13
A TEERRRI Y —EHEL, BoNLHKENIY—%2 TpCMA-G
1/hFR2—-14_H13] &@alLl.

T4 —ty ko |

5" —~GACATGTACGGCGACTGGTTCACATAC—-3" (H1

- 3—F)

5° ~GGTGGCGCAGTAGTACACGGCGGT—-3" (H-R)
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8) —2—12 hFR2—-14_hH14% A JEHREXRY Y —DHE
EMiBI8) —2— 1 THERLZhFR2—-14_hH3% 1 JERRKBERY
5—pCMA—G1/hFR2-14_H3%5>FL—Fr&l., FESI4
<—ty FEKOD —Plus— Mutagenesis Kit (TO
YOBO#) #M\WT, BREBATSHIEICEDhFR2—-14_hH14
FATEFRBNT Y —EWMEL. BONLRBINI S —% Tp CMA-G
1/hFR2—14_H14J&ﬁ%bto '
T —tw ko |

5" ~GACCAGTACGGCGACTGGTTCACATAC—3" (H1
4—F) o |

5" ~-GGTGGCGCAGTAGTACACGGCGGT—-3" (H-R)

8) —2—13 hFR2—-14_hH15% A TEBEERNY Y —DHEE

LHHI8) —2— L THBLANFR2 - 14_hH3 1 JTEERHEAY
#—pCMA-G1/hFR2-14_H3%57>7L—r&l., FRTI4
I—tw hrEKOD —Plus-— Mutagénesis Kit (TO

YOBO#%) #HWT, ZREBATSHIEICEVhFR2-14_hH15

G4 TEERENY & —2BE LT, BONLREARNI Y —% TpCMA-G
1/ hFR2—-14_H15) &Ml

7547—%7%5

5" —GACCGGTACGGCGACTGGTTCACATAC-3" (H1
5—F)

5 ~GGTGGCGCAGTAGTACACGGCGGT=3 " (H-R)

8) —2—14 hFR2-14_ hH1 6% THBEEBENY Y —DOHEE
Kl 8) — 2~ 1 THERLZhFR2~14_hH351 TEHERIAY
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5—pCMA—G1,/hFR2—14_H3%5>7L—he&l. FRIIA
T—twhFEKOD —Plus— Mutagenesis Kit (TO
YOBO#) #AWT, ZREZHATHZEICLDhFR2-14_hH16
514 FEERBNY 5 —EME L. BENLREAY 5 —% [pCMA—G
1/hFR2-14_H16] &@&LE. | |

’f547—tvbz

5" ~GACGTGTACGGCGACTGGTTCACATAC—3" (H1
6—F) o
5" ~GGTGGCGCAGTAGTACACGGCGGT—3  (H-R)

8) —2-15 hFR2-14_hH1751TEERHNY 5 —OWHE
EHGHIS) —2— 1 THBLERFR2—14_hH3 51 FTEBFENY
#—pCMA—-G1/hFR2-14_H3%57>7L—hr&l. FR&/71
Y—ty h&KOD —Plus— Mutagenesis Kit (TO
YOBO#h) ZHWT, ZRZ2EATSHIEICELVhFR2-14_hH17
54 SEEFBINY 5 — MBI, BENERINY 5 —% [pCMA-G
1/hFR2—-14_H17] &@fli,

TI1 Tty b :
5’—GACTGGTACGGCGACTGGTTCACATAC“3’@ﬂ
7-F)

5" =GGTGGCGCAGTAGTACACGGCGGT—-3" (H—R)

8) —2—-16 hFR2—-14_hH1 841 FTERRENY & —OHE

ERBIS) —2— 1 THEBL~ZhFR2—-14_hH3% (1 TEHRERY
5—pCMA—G1/hFR2-14 H3%25>TFL—kel. FRT51
v—tvhEKOD —-Plus— Mutagenesis Kit (TO
YOBO#) 2AWT, ZREBATZIEICLVhFR2-14_hH18
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S TERRBNY 5 —EWE L, BONERBNYY—% TpCMA-G
1/hFR2—14_H18J&ﬁ%LtD
T4 —tv b
5’ —G-ACTACTACGGCGACTGGTTCACATAC—3’ (H1
8 —F)
5’ —GGTGGCGCAGTAGTACACGGCGGT—3’ (‘H—R),

8) —3 ERMKLFR2—14¥koREY (FreeStyle 293F#
W | |
8) —3-1 EMEFR2- 1 45ifkostE |
FreeStyle 293F#fiflsa (INVITROGEN#) EIv=a”y
WIZHEN, MR, BEEB I o7, |
SEGEEHD 1. 2X10°HOFreeStyle 29 3Ffiig (INV
ITROGEN#) #3L Fernbach Erlenmeyer FI
ask (CORNING#t) IffEL, FreeStyle293 expr
ession medium (INVITROGEN#) THRLTL. 0
X 10 i,/ mLICARLZDBIZ, 37T, 8%CO,1>Far—F—H
TIO0rpmT—HEIRESEHELZ, Polyethyleneimine
(Polyscience #24765)3.6mg#0Opti—Pro S
FM%M(Invitrogenﬁ)ZOmIK%%b\XKPureLin
k HiPure Plasmid¥®yh (INVITROGEN#) ZAW
THELZHERBAs 5 — (0. 4meg) KOLBEEHEA/&— (0. 8m
g) #20m1®Opti—Pro SFMEH# (INVITROGEN#)
B L7z, Polyethyleneimine/Opti—Pro SF
MiES¥#2 0mlic, EAXZ7%—/0Opti—-Pro SFMEA#K20m
| ZNARERMZEBBL. ISR MMEBLZ®ICFreeStyle 2
9 SFMiMIizEmiliz. 37C, 8%CO,1>FaxX—4—T7HR., 90r



10

15

20

25

WO 2013/154206 PCT/JP2013/061340

156
pmfﬁ&5%§bf%5ﬂt%§t%éDisposable Capsu
le Filter ’(ADVANTEC #CCS—-045—E1H) TA

BmL7,

pCMA-G1/hFR2-14_H5, pCMA-G1,/hFR2-14_
H6. pCMA-G1,/hFR2-14_H7. pCMA-G1,/hFR2—
14 _HS8. pCMA—G1,/hFR2-14_H9, pCMA—G1,/hF
R2—-14_H10. pCMA—-G1/hFR2—-14_H11, pCMA—
G1/hFR2-14_H12, pCMA-G1,/hFR2-14_H13,
pCMA—G1,/hFR2-14 H14, pCMA-G1/hFR2-14
_H15‘pCMA—Gl/hFR2—14_H16\pCMA—Gl/hF
R2-14_H17, RO'pCMA-G1/hFR2-14_H18&pCM
A-LK/hFR2-14_L1:OHERITIo> THEEIN/ZE MEFR 2
1 AWifkEENEN. ThFR2-14_H5/L1). ThFR2-14_H
6/ L1). lhFR2—14 H7,/L1). ThFR2—~14_ H8/L1J.
hFR2-14_H9,/L1), ThFR2—-14_H10/L1J, ThFR
2-14 H11/L1J, ThFR2-14_H12/L1J, lhFR2—1
4_H13/L1), ThFR2-14_H14,/L1), ThFR2—-14_H
15/L1), ThFR2—-14_H16/L1). ThFR2—-14_H17/
L1), KX ThFR2—-14_H18/L1&&&lLr,

8) —3—2 EMELFRZ- 145k

Li8) -3 -1 TRONLERLENSHAZ, rProte inAYY
{ZFA4—POARRTTT 4= (4PBFE6CTF) &kIFIv s ROFINT
NI (RRT) O2BRIBTHELEZ, rProte inA7Y 74=5F
A —OINTIT7 4 —RKEBEEII v I ROFIINN TN A MERED
Ny 77 —BHRTREIIATIE6CTFTEmML . NI, BELEEZ, PBS
Tﬁ@mthabSelectSuRe(GE Healthcare B



10

15

20

25

WO 2013/1542006 « PCT/JP2013/061340

157
iosciencett#, HiTraphoLh) X771, BEEND
5ACETASLDE, NS LER2EUEOPBSTHS LERELE, X
C2MYIVFoUEBERK (pH4. 0) THEEL., HKOGEN2ES %
£, TOELSESBEN (Thermo Scientifict#, S1id
e—~A—-Lyzer Dialysis Cassette) IZKOPBSIZ
BHL-%. 5mM OABTFUYA/50mM MES,/pH7. 0N
977 —T5ERMLFifkEw%Z, 5mM NaPi/50mM MES/
30mM NaCl/pH7. 00Ny 77—TH#ibaNztIIvINT
ROFINTNRIA IS L (HENAMFSY R, Bio-Scale CH
T Type-1 Hydroxyapatite Column) 77541
L7ze HifbF MU T AL ZERMBEARBHEERL, FikOSEEN5HE
ﬁ%%@to%@@ﬁéﬁﬁ(Thermo Scientific#., S1
ide—A—Lyzer Dialysis Cassette) ZKXDHB
Sor (25mM EXFP2 /5% YIVER—IL. pH6. 0) ~OEER

&ffofz. B#lcCentrifugal UF Filter Devic

e VIVASPIN20 (BEAHTRUF10K, Sartoriusi,
A4CT) izTE#HL., 1 gGEEL225meg, /ml U EIZHRBLUERY D SIL
s |

Eihl 9. BEHEMNHATFINZE MEFR 2 — 1 4 HifkoER
MAIESO7T (M105) TRINBT I/ BESOT I/ BRF2 0NE
A67ESDER BLU BAERE73 (W8 1) TRIN27 I/ KAs
DT/ BEE21HE2 35 2ADEWEEA TR Mebithz, AMo
FEITHES T, BEEATICRAT SBBENEH 7 - AT 52 &0k
DEBEIL. BENSREhFR2~14 H19 /L1 EMmALk. S
KERRAIICI L E T 5. T O— X 28 HT 5 HEO U — 2 TRHERL

v

TTHotr, AFEHIZBWTIZ, hFR2—-14 H19 /L 10X IZHEHE
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HIASTE S NPk S THifk) £7213 THIA OS] LIS

Efigl1 0. Mt NFGFR 25k (hFR2—14) oWt
10) -1 EMEHit RFGFR 24k (hFR2-14) ®Biacore
I & B BT & HE |

PikEHE (rhFGFR2alpha (ITIIb) Fc chimera
$7-ldr hFGFR2alpha (I11c) Fc chimera) &0
MEHWEL, Biacore 3000 (GEALASZAALAHALLR
() Z2EMAL. BEkL7ZFt h1gG (Fab) fikichitkey > ke
LTHIE (Fv7Fv—) L. HiE27F 51 hELTRET 2% ¢ 7 F v —
%KfﬁotoﬁtFIgG(Fab)ﬁW(HumanvFab capt
ure‘kit‘GE«NX&YN%?&%I?Z(ﬁﬂbi'ﬁyﬁ—?97
CM5 (BIAcore, Inc.) API Ay TYTHEITHE000R
UfFREI®Z, V77 LA BIVIZHERICEEIL L. =227y
77~&L1HBS%EP+(10mM HEPES pH7. 4. 0. 15
M NacCl, 3mM EDTA., 0. 05%Surfactant P20)
EMWWiz. e b1 gG (Fab) VitkzEELEZF Yy 7 EIZ, BREHAET

WBlre/ mMLOVKEKRERELO L L /5 T6 0. Fiikaahigs®rl

HTI6 OBMEmL 8. SUROHHRIIER (0. 375E500nM) %

WHE3 0 u 1 /T8 OBMEML. 3IXkE3 0 0 WHEOMEHEE=S

—Urz. BAWBIKELT, 10mM Gly—HC1 pH2. 1%§#10
w1 /5T6 0BM, 2EEIMLE. F—5 OMFTITIE. STV 7 o7 (B
[Aevaluation software, version 4. 1)
OBivalentBAEFINEMNT, MEEEERK on, MEEHEEEK
kof f kUMEiE#H (KD ; KD=koff kon) ZEHL/.

10) —1—-1 4M¥HOEMEHIFGFR2HiK (hFR2-14_H1/
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L15%ZhFR2-14_H4/L1) BEUE bFAF{LHF GFR 2 Hifk
(c FR2—14) OEIEETMR

4@ﬁ®thmmFGFR2ﬁw(hFR2—14_H1/LiE§hFR

2-14_H4/L1) BEUE FFAS{HFGFR24ifk (cFR2—1
4) BEMHIS) — 3KUERMA) — 9 DAL DR - BHL, &L h
FGFR2NUT7 > NEABEEOMEEEZERH 1 0) — LITRTHEKICK
DFFMLZ. Blacor e MEMREER] 2 21TRT.

10) —1—-2 15MEQPEMUFIFGFR2%ik (hFR2—-14_H3
JLIKUhFR2—-14_H5~H18 /L 1) OREHENEM

L 5O L MEBiFGFR2Hik (hFR2-14_H3/L1KUhF
R2-14_H5~H18/L1) ££MHS) —3OHKCLDRRS UL
BEEEZAWTFGFR2-1 11 cERBEEOKEGELEEZERFL 0) —
LIZRTHECIDELZ. Biacor efEHRZR L 2 3ITRT.

10) —2 EMEHiE NFGFR2¥ik (hFR2-14_H3 /L1, h
FR2-14_HS8/L1KOhFR2—-14_H12/L1) OEFEFGF
R 2 ZBINWEE S 1 ORE
10) ~2-1 ERFGFR1II11b¥BEAZ5— (pcDNA-DES
T40—FGFR1111b) OHE
ERFGFR1IITIbNUTNERE (FAYI74—52 :NP_05
693401 -310BHDTI /B, BLU359-820FHDOTI /B
OMiiz. FGFRIOITIIbKALY : AABL19502073 /) BEFZ
HALZHD) #1—RT5cDNA%ZpcDNA-DEST40RY¥—LZ
pn—=>%L. pcDNA-DEST40—FGFR11I11b&MBEL:,

10) —2—-2 Cell—-ELISA
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Efifl1) —3—-1. 2) —1—1, K1 0) —2— 1 THELEEHEE
FFGFR%ﬁN§§—€Lipofectamine 2000 (Life

Technologiesftfl) ZANWT29 3 afila (EMH 1) —612
ﬁfﬂﬁib‘96—well plate (Corning##) 12100
w1 FOHEL, 10%FBSEHDMEMBHA TS 7°C. 5%CO,045M
FT—Wibii L7z, M LiSEMER. 5% FBSSEHPBSThFR2 -
14_H3,/L1. hFR2-14_H8,/L1, hFR2-14_H12/
L1%3ug,/mlIBRLARKES O LML, 4TT 1 BESELE.
oo VHOME 5% FBSEEPBST2EWN.. 5% FBSEHD
BST2000f®KRL/7~Anti—human IgG—Peroxida
se conjugate antibody producéd in g
oat (SIGMA#E) #MAT. 4CT1HEEMBELE, ¥ ldoME
£5% FBSE#APBST3EHHLAHE. OP DYk (OP DMK (0.
05 M ZIYE3FbMUDA, 0. 1M Y EAER2FRUTL- 12
K pH4. 5) Lo—7xZL Uy I THEE GIEMELR. H,0,
EZTNETNO0. 4mg/ml. 0. 6% (v/v) K5 LDITHEM £10
0ul/ TV THERMLZ. BABRLANSREERIEZITN, 1M HCI

210001/ IV FEMUTRARGEBIESERE, FL— Y —5—
(ARVO:PerkinElmer#) T490nmOENEZHELE,

M124ic74&BY, hFR2-14_H3/L1. hFR2-14_HS
JL1, hFR2—-14_H12/L1¥%ifkid. ERFGFR2111bBk
WFGFR2I 11 cOmAICHL THRENICHETSZEMRINE,

10) —3 FAEEEIOUARY— (DSC) MWL MEFit RFGF
R2¥ifk (WFR2—14) Qe

FREEEHNOVARI— (DSC) 2AWE, BEEEOMEETR R,
B0, 5mg,/ mMLOBETHBS o r K (2 5mMEAFI
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(pHE. 0) 5% VIVE h—JWZilll) 1ZEMSE, 400 1 LS OREHER
LLTDSCHIEICHA L. DS CHIFERMER. UFoL>Sic@elr, 0
5. MMREIR2 0T, B&REF100CEL, RRHEEE200C/ 18
Bl 74 LS —BRI 28, T4 — KNy ZE—RELowe Uiz, BHHIIH
BSor &Lz, £TODS CHEEREE LTI KEGEALAT T/
A FAHYA TR ($k) @VP—Capillary DSC Platfor
mZEMHEHA LUz, BHARD SGESNTAF v NS X—2 51 > Gkt
VI BRIBHRE BB L TBSNZAFr V) £2ELIINTR—Z51 >
WIEZTRo. RiZ, YN OoFEMPSEHINEZEINBEZRANWT
BEOFYUTL—arefifolk. M125ABLUR1 25BRE4OL
MELFGFER2HEOY—ET S LERT, TNENOY—FET T LFDEAK
DE—IIDNTE—2 by TR U REERER P A TMETHE, @1
25CIRTESIZ.hFR2-14_H1 /L 1HkOTmiEA8 7. 6C,
hFR2-14_H2/L 1¥fkOTmiEARS 7. 2C. hFR2~14_H
3/L 15O Tmi#lA7 9. 5C. hFR2—14_H4 /L 1 §ifk® Tmfl
ﬁ81]6t‘hFR2—14_H5/L1m¢@Tm@ﬁ77;zt‘hF'
R2—-14_HS8/L1HAOTmEAS1. 0C. hFR2—-14_H9/
L 1¥kO TmfEn78. 8C. hFR2-14_H11,/L 1§k Tmié

7880. 3C. hFR2—-14_H12/L 1#i#kOTmiE?82. 2C. h

FR2-14_H19/L 1HikOTmENS 2. 2CTHo7 .

10) -4 BiacoreZHAWEEMLit FFGFR2¥UK (hFR2
—14) ORERTHRR | |
EMMEHitE REGFR 25k (hFR2—14) OHEEORELREEEL
FOFEICLOFEL, |
&Mt MEBIFGFR 2% (hFR2—-14 H1/L13FEhFR2—
14 H5/L1, hFR2—-14_HS8, /L1, hFR2—-14_H9,/L
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lv‘,'hFR2—14_H1 1 L1, hFR2—-14 H12/L1. hFR
2—14_H19,/L1) BEUOEFFAIFHFGFR 2%k (cFR2 -
1 4) BHHBIS) — 3. EHHIO) KIEMHA) — 9 DAL DIFH,
BEL, 20mg,/ mMLOBETHBS o r#E#HiKk (2 5mMEXFP (p
H6. 0) 5%ILE b—ILICHR) IZEMSE, 4 0CIc 4 AR LTS
(R BRI L 72, BCHTREEFIBRIKICOZEB 1 acor etk BHA
EHEEEERP 1 0) — LICRTABICEDERLE, Biacor elll®
HEERL 2 61CRT. o

EHEH1 1. b MEFiE RFGFR 25K (WFR2—14) 073 LA
feR - | |
11) ~1 EMUAFGFR2H#E (hnFR2-14_H1/L1. hFR
2-14_H2/L1. hFR2—-14_H3/L1, hFR2-14_H4
/L1) BECE FFASEHFGFR 25ifk (cFR2—14) 037+
R ”

CElk1INY 75—V LR—F—BETT vElicdD bt Mubiko s 7

LR RER 3T 575, pc DNA-DEST40—FGFR21 11

b%/idp cDNA—DEST40—FGFR2I1I1cé&, pFA2—E I
k1l (Str a‘t agenet#), pFR—-Luc2CP., 83&U,pGL4.
74 [hRluc/TK] (Promega+#) Z2EEH 1) —6—2TRT
FHEIZED 293 aMIZBAL, 37C. 5% CO,T—BE®Lz, BH.
K FEERER. 2% FBSESUDMEMTERLAEWFR2—14_
H1,/L1, hFR2-14_H2/L1. hFR2-14_H3/L1. h
FR2-14_H4, /L1, £/ cFR2— 1 keI 1IRTLA >
Fax—FL. KWT. UHZ K (ERFGF7%#EERFGFY,. Pep
rotech#fl) 2KEE10ng/m]1 TUIVIZHEMLUZ. 6RO >

Fax—ra> O Dual-Glo Luciferase Assay
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System (Promegati) 2HNWT, "IN Tz 5—FEE &
B TFI) BEXUReni 1l lals7x5—YENE (EREDEDDL
FFN) ERELE. &YV OF—5 #ERILT 501, &%) Ren
il1aw%ﬁﬁbk°E127AK%TE@‘hFR2—14_Hl/L1,
hFR2-14_H2/L1, hFR2-14_H3,/L1, hFR2-14

_H4/L1BXUcFR2-141F FGFR2I 1 I bREMEIIBNT.

FGF 7Itks 00> RKFML R~ —EE B L, £k, K127
BiZR¥®EY, hFR2—-14_H1,/L1, hFR2-14_H2/L1,
hFR2-14_H3,/L1, hFR2-14_H4/L1BLUOcFR2—
1413, FGFR21 11 cREMBIBOT, FGFOIREDU A Kk
MWLR—F —EEEME L. D EORKR. CN50HKIEIFGFR 2O H
S RICk BRI EEET BIER 2T 5 2 EDHE A ET5 o7,

11) ~2 EMEHFGFR2Hifk (WFR2—-14_H3/L1, hFR
2-14_H5/L1, hFR2—14_H6,/L1. hFR2—-14_H7
/L1, hFR2-14_H8,/L1, hFR2—-14_H9/L1. hFR
2—14_H10/L1, hFR2-14_H11/L1, hFR2-14_
H12/L1, hFR2-14_H13/L1., hFR2-14_H14/L
1. hFR2—-14_H15/L1., hFR2-14_H16,/L1. hFR
2—-14_H17/L1. hFR2-14_H18/L1) O FFL bk
p |
Elk1Ny7r5—¥LE—F—BEFT vt 1idD b Mebithos 7

T%#ﬂ@ﬁ%ﬂﬁ?étw\pCDNA—DEST40—FGFRZIII

bxZEpcDNA-DEST40—FGFR2IIIc&, pFA2-E|
kl1 (Stratagenef#d), pFR-Luc2CP, BXUpGL4.
74 [hR1luc/TK] (Promegatt®) 2EfEHl1) —6—2TxRT
75?£i24:0293a%ﬂﬂ@b15§7\b\ 37C., 5% CO2T—HEEL~, #
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H., BELEZBRER. 2% FBSZEODMEMTHRL &, FHii4l8)
—3—-1T#HML~hFR2—-14_H3,/L1, hFR2-14_H5/L
|. hFR2-14_H6,/L1, hFR2—-14_H7/L1. hFR2-
14_H8,/L1. hFR2-14_H9,/L1. hFR2—-14_H10/
L1, hFR2—-14_H11/L1, hFR2—-14_H12/L1, hF
R2-14_H13/L1, hFR2-14_H14/L1, hFR2-14

_H15/L1, hFR2—-14_H16/L1. hFR2—-14_H17/

L1l. hFR2-14_H18/L1yifhE%E293FreeStyl
(InvitrogentH) BEEFEEHICTIFEHE I LA >FaX—FL,
ROT. UHS K (ERFGF7. R&D sys tems i) £l 1
Oneg/mlTYzIVICHEMLE, 6BMOA > F2—33>0%, Dual

—Glo Luciferase Assay System (Promeg

L atts) ERWT, R T I —VEE RN TFI) BLURe

nillalsTos—vEl (EREOEDDLTFIN) EHELE. &
T DF—& E LT B0, wF) RenillalkzsBL7E. M
128A, M128BBLIUK128CiIZxxd@END, hFR2—-14 H3/

L1, hFR2-14_H5/L1, hFR2—-14_H6/L1. hFR2

~14_H7/L1. hFR2—-14_H8/L1, hFR2—-14_H9/
L1. hFR2-14_H10/L1, hFR2-14_H11/L1, hF
R2—-14_H12/L1. hFR2—-14_H13,/L1, hFR2-14
_H14/L1‘hFR2—14_H15/L1‘hFR2—14fH16/
L1. hFR2—-14_H17/L1. hFR2—14_H18/L1i. F
GFR2I T I bREMIICBAT, FGF 712450 H > RKEHLE—5
—{EHEIEIL 72

11) =3 EMEHFGFR2¥ik (hFR2—-14_H12/L1. hF
R2-14 _H19/L1) OIFF i |
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Elk 1y 7x5—¥LR—F—@EFT v 1Rt Mubitko s
FIHFER 2T 57/, pcDNA—-DEST40—FGFR2I11
bFE~IEIpcDNA-DEST40—FGFR2II1Icd&. pFA2—-E|

_kl(Stratageneﬁﬁ% pFR—Luc2CP. B3XUpGLA4.

74 [hR1uc/TK] (Promegatt®) Z£Hi#l1) —6— 2 TRT
Bk 02 9 3 ot AL, 37C. 5% CO, T BikkLi. 2.
B EEERER,. 2% FBSZZIOUDMEMTHRLZEHHIS) BN
9) TH®L/7~hFR2—-14_H12/L1, hFR2—-14_H19/L
| Hibk &I LT LA > Fax—h L. KOT. UHS KTHBE FFG
F7 (R&D systemsﬁﬂiiKMEFFGF9gPeprotec
hits) Z#EEL 0neg/ml TY LML, 6BMOA > Fax—3

3>0%. Dual—Glo Luciferase Assay Syst

em (Promegatt®) 2ZHWT. ST Txo5—PEE RO
)N BEXUXRenil l a7 co—iEE (Eﬁﬂ:@fdb@?ﬁﬂ‘)b)

BRIELE. &Y INOTF—Y EERLT DD, KF)V /Renilla
WEsHBELE. B129AIRTED, hFR2-14_H12/L1, hF
R2—14_H19,/L1i& FGFR2I1IIDbHEEMBEIIBNT, FGF
TIREDBYH Y RKTFEHL R— —EHE L E20E Lz, £, K12 9 BIOE
F@y. hFR2-14_H12/L1. hFR2—14_H19,/L1M.
FGFR2I 11 cREMEIIBNT, FGFOITLsaUH > RIKFEML H—
H R ENR L7, M EOME. CN5ORERFGER 20U > Fizk
BIENALEHET DA EET D ENHENER ST,

EHil1 2. E MEBiE NREGFR 25k (hFR2—14) ®ADCCiEl
12) -1 tEMemFGFR2%i& (hFR2—-14_H1,/L1, hFR
2-14 H2/L1. hFR2-14 H3/L1. hFR2-14_H4
JL1) BEGE FEASHFCFR 24k (cFR2—14) OFGFR
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ZEﬂ%ﬁm@KﬁﬁéADCCEﬁ»

Sl 5) —3— 2 OHETHBLAEZFGFR2 111 beRBSE229
3T-lacZMii@Z50u 1,/ )V TI6RUKESAIZOT L — MNIEM
Lz, ZCRKBETINELIOONn g, /m1 i3k >EMH5) —3-2
Wi TADCCHIEB#THNL/~ZhFR2—-14_H1 /L1, hFR2-1
4_H2,/L1.hFR2—-14_H3/L1 hFR2-14_H4/L1,
CFR2-14F73ER1gGE50x 1 /)L THEML, 4CT 1B
BB, X5i0, EH#I5) -3 - 30T 7 y—MET 5. LIEML.
EET1200r pmX59MELOE,. 37C. 5% CO,D&HEFT—H
B L7, BA. 500 12EETL—K (Corninghti) IZEK
L. B—Glo7vtA1> A5, (Prome gath®l) s 50 o 1 2%m
L. %8s 7L —h)—%— (ENVISION:PerkinElmer
HAD TR L7, ADC CERIC & 2 MMM AR TN L.,

MEmE (%) = (A—B) / (C—B) X100

A '5‘770)1/'71‘)1/@73'7‘/ k

B : AN (Fifk - T7 x5 & —RBEAENY V) 1Y hOTEE (n
= 3). FUATRIIG & T 3.7 5 — SRR IIE I 2N ENAD C C I 2
50ul. 75 ul@HEMLE, ZNLSMEIY TN T IV ERKOBRIEE
fro’z,

C : BRHH (RN RIS AT 872 ) A1 b OFHE
(n=23). FKEMIEE T 7 = &7 ¥ —HIRR M ZNZHAD C C ks
WES0w . 75 LERMLE, WEMcd, MlREsty izl 7
5ulDB—-—Glo7 vt Y ATLABEREZRMLUTEML, Z0351
00u | HEEEBTL—MMA THIEEERL,
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M130AHLUK]1 30BIZI/RTEY., hFR2-14_H1/L1. h

FR2—-14_H2/L1., hFR2—-14_H3 /L1, hFR2-14__

H4,/L1. BEXOcFR2-141. FGFR21I1 1 I bREMEIZHLUA
DCCEMLESR L. |

12) —2 t%kﬁFGFRZﬁ%(hFR2—14_H3/L1\hFR

2—-14_HS8/L1, hFR2—-14_H12/L1) ®FGFR2%BE

MR T HADC CIEE

12) —2-1 EO@AORE

KATOIII. NCI-H716. SNU16#Hiz. ADCCHE#HT
2 |yl , “12)1/7\]\1/-—3‘“‘ (Becton Di c‘k i sonisl) %W
L7ctg, ez b UN TNV —BRERERICTEHRLZ. 1X10° #

 %/m1Kﬁ%iﬁﬁ%%bt%wé%%m%tbfﬂmto

12) —2—2 PBMCHilBofHx _
20m 1Y htS— T (REAEMBFIRALE 122 5m | A A ik E
W< DE@EH. BH1500r pmX 3 0 HEELLA. mMiEE Y kb3
—V T CREEMPIFEFLE) OREICAET 2HE % 2R R TEIRL,
20ml 10% FBSZ8U07x/—J)LLy RAERPMI 1640553
(Life Technology#®) &L~ 1500rpmX5%
L L7, FiEERES 20ml ADCCHEBHAERML. 2 EESEL
Feo HERRIEGE B US> T — GHRBERRBIC CEHIL . OB ZRE L,
ADCCREHMIZERL. T7x/ % —Mlae L,

12) —2—3 ADC CHEHD
ERapll 2) —2—10OHFETHBLAEZNCI-—H716#EE2Z50ul/
) TI6NRUERA 7O L — MNZEMLE. FIICHRBETINELOQ
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00ng,/mlizksL5ADCCRBIMTHNLAZNFR2-14_H3/
Ll, hFR2-14_HS8 /L1. hFR2-14_H12/L1%riEt
Ml gGE50u | /T Vb THRML. 4CTT LHEBELE, =510, £
#l12) —2—20PBMCHif213. 4 X109/m1%75ulHEmL,
FET1200r pmX545ELDHE,. 37C, 5% CO,ORETFTT—H
B#ELE, 2H, CytoTox96 Non—Radiozctive C
vtotoxicity Assay (Promega##l) v MMIED1
OXLysis SolutionZzEMNilBIUOEOHRDOTIVIZ1 7.
5ul/T)LRMUBRE. 37C, 5% CO,D&MHTFT45HMHGEL
7o BH200g. 45M®ELE, EESOn ]l TxILE9 6 FCEETA Y
D7V—F(Corningﬁﬂ)tﬁﬂb‘50#1/&1W®Subst
rate MixZFEMNM EXLRERETI0ONMBELR. 25125001/
Jr)®OStop SolutionZFEM 490nmORNEEETL—h
J—4%— (ARVO:PerkinElmert#l) THlEL”~, ADCCH
PV & 5 MRV AR DR CEL L7,

MIRa#E (%) = (A—=B—C) / (D—C) X100
A BN LNOAY > b

B:I719ﬁ*%@#6®§%&&(17175_%@71w#5%%@7
oI)VDMIE) AT FOFEE (n=3) .

C : EMEIRD S 0 AN GERSIIE Y =L 5 IR )L D) 51
L ROTHE (n=3).

D : AL GRAMIIGZ FRETE R T S B2 o)L 5 BBk & R EE
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BRI CIRM S B2 T )VOMIE) o> FOTHE (n=3).

K13 1ird®Y. hFR2—-14 _H3,/L1. hFR2—14_HS8
/L1, hFR2—14 H12/L1iX. FGFR2FBEMBKNCI —
H716#RICHLADCCEREF LR,

12) -3 ERMEFIFGFR2%i#k (WFR2—14_H12,/L1. hF
R2-14_H19/L1) OF GFR 2 ZBEMMKIIHTHADC CHEH
£l 1 2) —2— 1 OFECHBLEKATOI I I.NCI—H716.
SNU1 640501,/ YzTI6RUKEYSZOTL— NIFEmLE,
ZIHBETI~1000ng,/ml IKABLSADCCREBHTERLE
%HEfl8) BLUY) THMELZhFR2-14_H12/L1, hFR2-
14_H19/L1%kiRerIgGE50u 1/ Izl THRML, 4CT1
BERSE L7z, S50, ERHIL2) —2-20T7csF—HE20 X10
5,/ml&75u 1ML, BIRT1200r pmX5HEELO%K. 37T,
5% CO,D&MHFT—WtE#L~Z, BH,. CytoTox96 Non-R
adiozctive Cytotoxicity Assay (Prome
gafti) FYyMMIBD10XLysis Solution#EHlask
VEBHOBOTLIIZL 7. 50l / Tx)ViRMUEBEE, 37C. 5% C
O,DEMETTA NHEBELZ. BIBE200g. 4 0BELE. EESO0L ]/
Mz %E9 6 RFEEYA /07 —k (Corningt®) CERL, 50

L1/ dSubstrate Mix&RN. EXLEETS 04E%

Bl E5iZ50u 1/ 7xz)kDStop SolutionZif 49
OnmOEKREETL—r)—%— (ARVO:PerkinE lme r#&)
THE L. ADC CHEMICK DMEMRIIEMEI L 2) — 2 — 3I1TRT G
BHEIENEH L, | |
M132MDA., B, CIZRTHEY., hFR2—-14_H12/L1, hFR
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2—14_H19/L113. FGFR2EBEMEHENCI—-HT716. SN
U—-16, KATOIIIICHLADCCEMREZAL. ZOEMHIThFR 2 —
14 _H19/L10OEBE NI ENREINIE,

KhEgl1 3. EMEPIE FFGFR29UK (hFR2-14) OADCPEN

13) -1 tEMeHBIFGFR2HUMKk (hFR2—-14_H12/L1, hF

R2-14_H19/L1) ®FGFR 2 REMMIEKICHT 5AD C PEM
13) —1—1 EMiomH | -
CKATOI I IBXUNCI-H7 1 6#Mla%EINL,. PB ST 3 EpkHE.
AfiEEE MRS T —EREHEREBICTERI L2, 1 X1 0° filazom,
EO#%. PKH26 Red Fluorescent Cell Link
er Kit for General Cell Membrane La
beling (Sigma#t) AEOADilluentC 200u 1 TH
flzBE L7z, Ea#idksE L TlmM PKH26 Linker#sDill
uentCTLOuMIZERE. 1251, MEEKRESEOPKH26L
inker@kzZESL. BMOS/HHEL/Z. bm1D10% FBSEH
RPMI16408# (Life Technology4®) Z2FEmL 2
Pedrtg, 5X10° M,/ m1ICR3L5HBELZbOEENMIEELTH
Wiz, | |

13)—1~2'PBMCm@®%§

20m 1 U Rt/A—L T (Ge@Empseimta) 122 5m | ¥ Amiks
o< DEFH, ZW1500r pmXx 3 0HMELLE. miEE D > at)N
=1 (EAYMEERE) ORI ET 2ME %2 AR M TEYL.
20ml 10% FBSﬁﬁRPMI1640%ﬂ(Life Techn
ology#®) IZHELZ. 1500 r pmX 5@, FEREE, 2

" 0ml 10% FBSEHARPMI16408# (Life Techno
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logyt®) ZFRML. 2EBHE L. AMREIE Y /XS T —aRHEER
ABRICTEHAIL, 775 —HMilRE L THW

13) —1-3 Trxzr%—#ildDHAS |

Eal1 3) —1 -2 THBLZPBMCHIlZIiFRoboSep buff
er(STEMCELL&@)KTSXlO’%@/mlt&éiﬁﬁ%@bto
Human monocyte Enfichment Kit Witho
ut CD16 Depletion (STEMCELL##) {{BOEas
vSep human Monocyte enrichment cock
tail ZPBMCHEE®EEImISEV50. 1 HEMLE, 4C 10
NS #%. EasySep Magnetic Particles#PBM
Cif @R lm1 H/z050p lHEMLE, 4C SHHEKREE. 2. 5m
lic7s5k5cRoboSep buffer (STEMCELL#E) %
ML, EasySep Magne tiZty L7, 293 0B%ICEEERE
be:fﬁi 200r pmX54RELL. Monocy t edyZEn0HL~.
10% FBS&HRPMI 16408 (Life Technology
%) EHEM | EFHE. 10neg/ml GM—CSF(PEPROTEC

&) 10ng/ml M—-CSF (PEPROTEC#H#H#) 28810%

FBS&HRPMI1640kH (Life Technologyi®) z
WL, BRI 2 25 cm? 75 A3 (EKR—2 51 M8 (L. 3
7C. 5% CO,OLMHTTL 4HMEEL ., BEHMAPIX. 3~4HEIZ
10ng/ml GM—CSF(PEPROTEC##) &10ng/ml M
~CSF (PEPROTECHH) #4510% FBSEARPMI 164
O (Life Technology#t®) IZ#LEZ, 14H®E. b
FEENer/0T77 =230, 05%Tryps in—EDTA (Life
Technology®) ZEML. 37C 404MKAER HELLE.
10% FBSHHRPMI1640K# (Life Technology
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M) 2L 2B 5X10° @l mIcASESI, 10ng/
mlOM—-—CSF (PEPROTEC#H##) £250U,/ m1IDIFN—7 (P
EPROTEC#%&) 28010% FBSEHARPMI 16408 (Li
fe Technologyil) CHIEL. T7xss—#lELTHL
7.

13) —1—4 ADC PEHEOFHE |

Eifll 3) — 1 - 1DAETHELAZENME 1001 | /Tx)lZ8EK
BEEREIONUEY MO0V —bh (Corningt®) HEmMLE. £
TIHBETO. 5/ES500ng,/mliz/25k9510% FBSEHARP
MI16408H# (Life Technology#f) THRLEENKH
8)3&@9)T%ﬂbkhFR2—14_H12/L1\hFR2u14_

H19/L1. £LREFIgGE100u 1 /Dx)LiFML, 4C 304

P L7, iE 1200 r pmX 54MED. FERER. 10041/
ID10% FBSEHRPMI 1640 (Life Technol
0gyHE) THEBLL., EMiI13) —1 -3 THELAE, 5X10° M
/ml1100ul /" DxVOITT7xz75—HldZzHEMEZ 37C. 5% CO,
DRHTFTIMMBBLE, 4C 1200 r pmx 5 M0, FEREE,
200l /TTNO5%FBSEHPBS THhitLE, @IZ45 41 ,/v
IwQS%FBSﬁﬁPBS‘BMI/WIW®APC human CD1
1b (Becton Dickisonttd#) Z2FEmML., 4°C. 1 50MHEE
BL7. 20001,/ 9x)l05%FBSEHAPBST2MEHLE, 200
lLUWIN@l%N?$WA7W?EF%€PBST%@L‘4T‘~%ﬁﬁ
L. ®BH7O—YA1 hAKRY— (FACS Cantoll:Becton
Dickison#®) icTHlELE, T—F#HMIZIIFlowjo (Tre
eStari®) Mk, FSC GIHHEKR /SSC AR T

BEEL7ZDS. PEEM (A). APC. PEHIZBE# (B) LhsMKzE
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HL7. APC., PERICBIE (B) EXokMiliz<rO7 7 — Ik niE
MM ARSI NAZSDE L, ADCPE/RCL 2MBARKIIARTENS
L7,

%Wﬁﬁ%(%)=8/(A+B)XIOO

M133A. K133BIcRd®Y. hFR2—-14_H12/L1. hF
R2—-14 H19/L11. FGFR2REEEMEMNCI —H7 16, K
ATOI I 1IcxLADCPEEEH L.

EHifll 4. Et MEBIFGFR 29k (hFR2—-14) ®in vivohiE
g _ ‘
14) —1 EMEHF GFR2%HiA (hFR2-14_H1/L1. hF

 R2—14~H2/L1‘hFR2—14_H3/L1{hFR2—14_H

4/L1) Ot FEEMEKSNU-1 6 EFFTBMEET INIZBIISin vi
v o HiEBIE |

5X10%cell sOEFBEEHBSNU—-16 (ATCCLXDEEA) &5
0%< Y%L (HABDXOMA) THEEL. X—K<YYX (CAnN. C
g—Foxnl™/CrlCrlj. BAFY—I 2 - UN—XDEA) O
BT, WEERE S EIHATEL, BREOT. 10, 14,
17, 2 1 FRICERBIS) — 3 THELAE MEFFGFR 2§k (hFR
2-14_H1/L1. hFR2—-14_H2/L1, hFR2-14_H3
/L1, hFR2-14_H4/L1) #1. 5. 15 mg/k g TiHE~YY
ADERENIZHRT L (n=8). BMBEOERPENEREE2E, ETF
PN FA BRKEEIY IR ZAWTHIEL. LTFIRARTFHERICEK

N

ESARE (mm?) =12 XE/F (mm) XEF (mm) X EF (mm)
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hFR2-14_HI1/L1HikOKEERL 34ARLE. BENEA
THHBHE2 1 HRIIB T DBEHEEMHZRI. 1. 5 meg// kgREGHTS
8%, 15 mg/ kgREHTS3%ThHolk, |
hFR2-14_H2 /L 1HAKOKEER 1 3 4BIoRLE. BERNEA
5 TohHBMHE21HRBRIZBITHESBENHEIX. 1. 5 mg/  kgHEGHTSH
8%. 15 me/k gB5HT5 8% THoL.
hFR2-14_H3/L1HkOKEZRE1 34 Clomli, B&BER
THBBM2 | BRI B 2 MEEAGEL. 1. 5 me/ kg R5HTE
4%. 15 mg/ kg5 TL1%THo.
10 BWFR2-14_H4/L 1FfORBBEEE1 3 4DICR Lk, BERFHT
HHBHE2 1 HRIZB TS EEEMEINHEERIL. 1. b5 mg/ kgRGHTYT
0%. 15 me/kg5HT3 9%THor.

14) —2 bMEHFGFR2¥if (hFR2—-14_H5/L1, hFR

5 2—-14_H8,/L1, hFR2-14_H9,/L1. hFR2-14_H1
| /L1, hFR2-14_H12/L1. hFR2-14_H19/L1)
Ot NEEMBEKSNU-1 6 ETBEETINICBIS in vivohiEE
W |
5X10¢cel ]l sOErEEKSNU-16 (ATCCEDEA) %5

20 0%< kUYL (HABDXUEWA) THEL., X—K<TYZ (CAnN. C
g—Foxnl"/Crl1Crlj. HEAFXx—JVLA-UN—KOHEA) O
BEHETICBHL . BEAEZD LIS TEZL, BEOT7. 10 (kX
11), 14, 17 (£/1318) BRICEMHS) — 3 THEL L MEPiIK
(hFR2-14_H5,/L1, hFR2-14_H8, /L1, hFR2-1

95 4_H9,/L1. hFR2-14_H11/L1, hFR2—-14_H12/
L1) $id%hl9) THAELAL Mebitk (hFR2-14_H19/L

1) 22, 20 mg/ kg THERVADEBENIZZNENEZREG L (n=28
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E9). BREBORELLSEELE2E, BFFUHL/¥2 (KRS
I R I 2 AOTRE L, TR S BRI & 0 AR 2 B U7,
EAR (mm?®) =172 X8R (mm) XER (mm) XEHR (mm)
hFR2-14_H5/L10O#KREEM1 3 5 AITRLE. BREREHTH
BHM2 1 BRI 2 MBRAENHER. 2me kg BEHTL 1%, 2
Omg / kg&EGHTS51%THo7.
hFR2-14_H8/L 1 OHREML 3 5BICRLE. RENEHTS
DML 1 Rl B 5B EMEEIE. 2me k g 5B T3 0%, 2
Omg/ kgGHT3I0%BTHH7,
hFR2-14_HO/L1OKEER1 3 5 CIR Lk, REREHTH
B2 1 B2l BT IS EHEEMHIRIL. 2meg  kgHEGHT1%. 20
meg,/ kgBh5HT23%ThHo7, :
hFR2—-14_H11/L10O#EZEK]1 35DIZRLE. BRAIEHT
HBBIM2 1 ARICBIY 2 MEMENREL, 2me/k g HEHTE 1%
20meg/ k gREHTAL 2% THolz.
hFR2-14_H12/L10KELK1 3 5Bk, B&HEEHT
BHBM2 1 BRICHT 2 IEEMEMARL, 2me  k cB5HT3 6 %.
20me/ kgfkGHTE 8% ThHok,
hFR2—14_H19/L1®%%%H135FK%LEO%%Mﬁﬁ?%
BHI2 1 BB 2 MERMENHEE, 2me,/ kg B5HTT 0%, 2
Omg/ kgBEEHT4L40%THo7.

14) -3 EMHFGFR2%ifk (hFR2-14_H12/L1, hF
R2—-14_H19/L1) ot hRBEMBKENCI-H71670vr%
BETIVIZBITSin vivoliEERFEN

ERKBREHNCI-H716 (ATCCXDOEA) OE7Ov Y (5x
5x5mm?) &, X—KYTUZX (CAnN. Cg—Foxnl"™ /CrlCr
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Ly BEFY =X - UN—KOBA) OWEHE TICBE L. BH%SH

BLIOEEDI, 7. 10, 14, 17, 21, 248BICHEBHI) THHR
Lz Mebik (hFR2—-14_H12,/L1, hFR2—-14_H19/
L1)%20mg/ kg THEYTADEBENICEFNFNEELZ (n=11),
BRIBEDERBLOVERZA2E, BTFU5) £ (KR2HEIY L3
W) EALTHEL. TR EHERIC L 0 EBARE S L.

AR (mm®) =12 xEE (mm) XEE (mm) XEE (mm)

hFR2-14_H12/L10O#EEM]1 36 AlTRLE, BRKEIEHT
HHRM2 8 BRIZBU HIBBRAMMBEIL9 0 % Th o7z,
hFR2—-14_H19/L10#%E%2M1 36BItRLE, BEKAEHTH
BRI 8 HRIZBIT B BB HEMERIL0 9 % TH o/

14) —4 bEMEHIFGFR2HKk (hFR2—-14_H12/L1. hF
R2-14_H19/L1) Ot hXBEMEKNCI -H716—-1uch
BUBMESVICBYS in v ivolilEEE
3X10°cellsd®Luciferasel@ETREMENKBEK
NCI-H716—1luc (NCI-H716WATCCEDMAL. Luc
iferase@ETEEETEA) 2EBAKA (KERELOBA) TH
HL. NOGY¥Z (NOD/Shi—-SCID, IL-2Rynull. %
BREM PR L DBA) OBEBENICBEL-, B 1 BRICKEZ D &I
BMogEL. BEOL, 5, 8: 12, 16, 19, 26HRICEHHS) B
X009) THBLAEL MeHitk (hnFR2-14_H12/L1, hFR2—
14_H19/L1) 220 mg/k g THEYVADKEEAICZNTNES
L7z (n=11), XUXADCHZREERL., £EFEXK (%) 2EHLE. BHES3
7TH#. VivoGlo Luciferin (FOXAHXDEA) #2150
me/k g THETY AQRBIRAICES L, #5105 %ICHEETY 2oL
uciferasefdkz, IVIS (FyUN—F1 791 T AH) &H
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MTwﬁbtoLuciferaseﬁﬁ(p/S/émﬂ/sr)MLiVi
ng Image (FrU/S—517HATIAR) 2RMNTERILE.

b MEFEOBSRANEAEEE 1 3 70 (A) WRLE, B3 7 HiE
ThOLuciferase{fEafiEs UIERGEITH T S EEEHEIH =
¥, hFR2—-14_H12/L1#58#7T98%. hFR2—14_H19
SL1IEREHTIS% THolz,

E MEbUROEMRZRK 1 3 7D (B) IRLZ. BiEI 3 HRIZBITS
EERIIIER BN % THBDICH L, hFR2-14_H12 /L 1§k
WEBT64%. hFR2—-14_H19/L LHKBEHTOI 1% ThHo7.

EMifI1 5. EMEBIFGFR2¥ik (hFR2—-14_H3 /L 1) ¥itke

FGFR2EBRELODESKD X —EHSHN
15) -1 #StEFGFR2EHEOHFAH

15) —1—-1 #R{LAFGFR2EHABREAY ¥ —DIES

ERFGFR2IIIb-I11c (W78 :EFBETOBLVET O :
EHEET 1) HERHOTI /BES 148249073 BRSNS
L (LT TD2) &fdd.) 2RETONIF—2MET 570, D2 HiE
7513ty b |
D23fw:5 —CTGTTTCAAGGTCCGAGCAATAACAA
ACGTGCACCGTATTGG—3" (K120 :fAES112) K
D2rv:5 —CGCAAGCTTGTCGACTCAAACAACATC
CAGATGATAGGTATG-3" (R121:EABS113).
DTS4 <X—ty FEAWT, ERFGFR2 (K78 : BHEET 0 BLU
79 :EABETL) OVI/BES126-313%280R0F5—T52
RE@HMELTP CRRIGE T2, B5NEP CREWE, H5hLH
i s/ /BEVHRV 3 c/OF7—CYWHiv( h&8BALZPpET24b
(+) (Novagentt#) zIn—Fusion HD Cloning K

111
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it (AHhINA T8 ZRANWTEALE (ML F TpET24b (+) —D
2) LMY, £z, WFRUKHT (pET24b (+) —D2J KE->TH
HE A2z EREEFGFR2D 2 &), |

- 15) —1—-2 EER{EHAFGFR2EH{E (FGFR2D2) OfFH

R TSAIRpPpET24b (+) —D2TABEOrigami?2 (DE

'3) (Novagen#i) 2REESRL. 25ug,/mlOHFILLY (W

akoft#), 12ue/mIOFrIYA2YU> (Wak oft®) ZFEmML /=
Terrifichth (FORMEDIUM#®) 50mLT37C, 200
r pmC—MEIEEZTo =, MBELAZBKRS OmLERLU<25u4g./m
lohFr<A42oBLNR1 20/ MIDFEIHAL ) EHmMLETer
rificlHILIZMA. 37C250rpmT | BREEHELBEES 1
6@KTW‘1mMIPTG%WTPGFRZDZ@%%%%%L\26%@
Wik &fTo/k. 4500 rpm, 30NMELCLTRREL, 12LEY—N7
7_‘)1/ (Roc he#fhil) é?ﬁ@b?’:?’ﬁ%é‘/\")779 (50mM Tris-—if
B pHS.0. 400mM NaCl, 20mM Imidazole) K
WLt KETBERMHREI 5. 25000 rpm, 2 0QMELLT
FEZEEIRL, HisTrap FF crudeb®oAh (GEAVAFT T
) 5Lz, #ENY 77— THHELEZRIZ, BENYy 77— (5 0mM
Tris—HC! pHS8.0. 400mM NaCl, 500mM Imid
azole) KTYSVIY MEML. HOY SRV EEED TSI as s
Dz, OV TIVEI Ny T77y—(50mM Tris—HEE pH7.
5.0. 1mM EDTA)T%%LE%\HiTrap SP HPIZft5L.
Ny 77— (50mM Tris—¥¥® pH7. 5. 1M NacCl, 0.
ImM EDTA) TSI MAHL, BN NIVEEZGET 573
CEEDE, BonzY TN Ny Try— (25mM HEPES pH
7.5.300mM NaCl, 0. 1mM EDTA) T¥#{tL Ay IViEH
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#1555 (HiLoad 16/600 Superdex 75 pg:GE
NVAT THED 1THEL, BRSO RVERED TS a ek, &
5HEFGFR2D2I7IAZYINET—4 GV IUATHE) T15

- mg/mLIZEMELZ.

15) —2 bMEHFGFR2¥ik (WFR2-14_H3,/L1) OFa
b 755 %> b OfER .
hFR2-14_H3,/L1i1320mM U E10mM EDTA (pH7.
0) IZEHLAHE, AmiconUltrals MWCO 10K (IUH
FHE) T24me/mIEEL L. Om I B~ 20mM UE1 Om
M EDTA(pH?.O)T0.00Bthﬁﬁbt‘C§steine
(Sigmaﬁﬂ)és.5m1&20nmluy@10mM EDTA (pH

7.0) T1/100iCmML7zpapain (Sigmatt®) 20. 19

ml?ﬁ'&mb‘ 37C, 18K EHE~, 1 8KHIE. 20mM UE1L10
mM EDTA (pH7. 0) T120mMIZEMFEEZN—-ethy lma
leimide CGREMKE) 22. 53mIFMLTRIGEFLEIER. K
RiZIAP B S TE#{La€/MabSelect SuRe 5ml (GEA
WA T CRIL. FEOICF ab 77 A MBS T2T 525 3
>18ml#EMLE, AmiconUltrals MWCO 10K (3
UAR7#E) T#E#EL, 50mM Tris—-HCI. 20mM NacCl (p
H7. 5) TF#ftE€/~Superdex200 16/60 (GENLRY
THE) ZHEML, Fab7I7A> NS T 57523 a>18ml &2H
U7 A F TH3L1Fab7o XAk &),

15) =3 H3L1Fab73Z7A>FEFGFR 2D 2EAKFHEOHRHEL
H3L1Fab737A>h12. 5mg/mLImLIZ¥L, 15mg/m
LOFGFR2D2%0. 5 mLIEGL. 4CT—HEWNZDL, #ENY T
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77— (50mM Tris—¥Eg pHS8. 0. 400mM NacCl, 20
mM Imidazole) TH¥#{tLZZHisTrap FF crude
K%Wbtoﬁéﬂv77—f%@btﬁt.%mﬂv77—(50mM T
ris—¥#¥ pHS8. 0. 400mM NacCl, 500mM Imida

zole) CCTHEHLUE, BHEY>TINENYy 77— (25mM Tris—

HC1 pH7. 5. 50mMNacC 1) TE#LLAEFYIVIEBITA (Hi
Load 16/600 Superdex 200 pg:GEALATTH
#) ZRML, BAKICHYT 57523321 1mL #ERLE,

15) —4 H3L1Fab777x/b&FGFR2D2@A¢® St (o
REE AT
htHBLlFab&FGFRZDZ@@A%éZng/mL C K
L. iz nz, ki mﬁ%ﬁﬁ%ﬁWkoﬁ/A7E@@0£ﬂb
FO0. 7Tul Ik EEIvARE (1. 225M Em&?yﬁ:ﬁl\‘ 0. 156M T
ris—Hik pH8.5)&%§Mit%ﬁ%‘o.45mL®%%ﬂ%W&
AN EHRBBICIHBRIMNEDORNESITND, 20CTHELL. 3H
#120. 2mmX0. 2mmX 0. 2mmDBHERNESNTZ,
mbhtﬁméSO%(v/v)ethyleneglycoléwit%
BANAERIZEL, MNT— 18 0 COERRM FTHAM Lz, BIFILF—
SRR RS R YRR SEERR OB L 5 AIZTC 9 5 KERKR F T XAREH
F—FENE Lz, EoNzEHEN5Y 72 7HKL 2000 (HKL
i) 2RAVWTEYRESRMELL. MERRERTZRDZ, FBRITEASER
TMBIEP4121 2, BBOBEMKETIZa=b=60. 57 A, c=33
1. 2 ATholk,
BONEHERTFEFGFR2 (PDBaO—FR: 307 2X0E4BH 2K
B RUF ab GREICHSHESMATL 7= Bk s £ FUR) 0= KIeH e
ERAWTHFERZEEZITWY, MEZRELE. SIRICEY 7Yz phas

F
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er (CCP4:Collaborative Computational
Project No. 4) ALk BRIFESHBELMIZ1EEKEZE
ATz,
VI7hUxz7refmachb (CCP4) ZHNWTHEDEELEZITWL, Y
ThUz7coo t EHVWTETINOEIEZT>/2. ZOBRIEZZEDIRLITL,
2. SANMEETRMORME21.8%, free RIE25. 8%%&#H/l. £
FTIVE1EEGENSKY, H3L1FabOL#7yI /BE#X1-215, H
W73 JBBE1-221. FGFR2D 2073 /BRK150-249,
B4 1@, KO2 8 5MOKkYFEEDL. H3L1Fab®OL#EDCK
1, HBEOCKk4%E. FGFR2D20OH I sy /8Ly or7—+
YN EETNE 2 0 BEEENENEFEENBBE TR 5D ET I
BEEL T,
RESNILH3L1Fab®54AUNICHBFGFR2D 207 I VB
HIIUFOEOTHS: Tyrl55, Thr157, Lys176, Ala
181, Gly182, Gly183, Asnl184, Prol85, Me't
. Gly

[@)]

186, Thr188. GIn200,. Glu201. Gly20

206, Lys208.Val209, Arg210. Asn211, Gln

212, His213. Trp214. 11e217., ®138IicEAKLEK
DUREFNE, £/-K1391ICFGFR2D2/7H3L 1F a bEAKE
WwHOD 21K ZFGFR 2 /FGF 10EAKKE (PDBa—K: 307
2) DEEFICEREDODEEREZENTIURL &,

'%mM16.5ybﬁFGFR2ﬁ¢FR2—1o%mmt%ﬁ%@

16) —1 GEREHYTTIVOFHHE |

16) —1—1 FGFR7yIVU—4TREMEKDFR

293 offif (EfEll1) —61C@#) £10% FBSEADMEMEH
16X 10, 225 cm?*7 TR (FEAN—2 T bl &7225k5
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WL, 37C. 5% CO’T—WSE LA, EMpl1) —3—1. 2) —
1-1 . BXYK10) —2—-1THELEZFGFR1III1b. FGFR1
IIlc. FGFR2IIIb, FGFR2II1.I1c., FGFR3I111b,
FGFR3II1c. BLUFGFRADRENY & —, F7=i3%~s 45—,
b5, pcDNA-DEST40—FGFR1II1b. pcDNA—D
EST40—FGFR1IIIc. pcDNA-DEST40—FGFR2I
IIb. pcDNA-DEST40—FGFR2II11c. pcDNA-DE

ST40—FGFR3IIIDb. pcDNA—DES‘T4 O0—FGFR3I1

I c, pCDNA—-DEST4 O—FGFR’4\ BEXULpcDNA~-DEST
40%FuGENEG6 (O a¥A 7V /) A7 4w 7#8) 2RWTEAL,
37T, 5%CO,DEHFCMER L. BONLMBET rypLEx D
ress (Life Technology##) ZHWTERL, #LLT
Ny MZUZ#%, PBST I EEHL., BLLTHEOSNAXRLY FN220%
PR E R <) O TREE L.

16) —1—2 FGFR 2RBUEMIHKOFHE

10%FBS/RPMITHE#LALE NEEKSNU— 1 6 BEUE Mk
BHMNCI-H716 (ATCCLUEMA) Z2ZhFhENRL, ELHLTAL
v Mz, 2 0 %HHEESIL<Y) > TEELE. 10%FBS,/DME
MTHEL L FEBHKKATO T [T (ATCCXDMA) ZEIRL. #i
LTARLy MZUR. 2 0 %9 iERERIL< U > TEE LTz,

16) —1—-—3 FGFR2EIEMRBKYEY V57 F*‘E?]Wﬁ‘%‘ﬂ‘?j)b@
e | | |
5X10HMIlBOSNU—-16%250%<bUA)L (HARY }\‘/r' FAvF
‘/‘/‘/%ﬁ%ﬁ@) THEL, X—RYT7ZX (CAnN. Cg—Foxnl®"®
SCr1Cr 1, HAFv—IA - UN—X0OBA) ORAEEE FIoBHiL
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Jzo B2 0 BRIZIBSEZEINL. <1V RAIV L (FOGHIE TR
THRIE L. o
3x1N%@@KATOIII%100%7bU?»(H$Nﬁh>-?4
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BWREMOSORMBhFR2-14_H1 1073 )BEINIIEENRN,
AFIHB 96 EMUFR2— 148 (hFR2—14_H1 2BEURF
R2—-14_H19) OBEAEERS (K104) . 55XV LAFREFLHE
57T TFIVEFITHYD., MEREHIORBNhFR2-14_H1 28KV
hFR2—-14_H190HERFIZIZEENITN,

MAIBEO7 i L McFR2—14F# (hFR2—14_H12BEKKF
R2-14_H19) 073 /BN (®105) . 5673/ BES1NHE
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1 9IS I F NI THD ., BEKBHORMFR2—14_H1 28X
hFR2—-14_ HI1907 3 /BEIZIEEZENI N,
FiFl%S98 : bt MEFR2—- 1488 (hFR2—-14_H13) OfFHAE
5 (M106) . SL5X7LAFREZ1HES 71 /FVENTHD, &
HHREHS ORI FRS — 14 H1 3 OHERINCIEE SN,
KSIB= 090 : L MLFR2— 1488 (hFR2-14_H13) OF3 )
BES (M107) . 5573 /&R 1 VEL IR/ VENTHD.
HREHSORMhFR2-14_H1 3073 /BEACESENR,
BFIEE100: L MCFR2—14%% (hFR2-14_H14) Ol
A5 (R108) . 55X7LAF KBS 1ES 713/ FVEATHD,
HHAHSORBMFR 2 —14_H1 4 OHERFIIIE E1500.
BHES101 : tEMEFR2—-148E# (hFR2—-14_H14) ©o7=3
JRES (M109) . 5573 /BER1HEL 9133 /T IVRIITHD,
BHKEBAORANFR2-14_H1 4073 /BREAIZEENSL,.
BEHMES102 : tMEFR2-148E% (hFR2—-14_H15) ofR
5 (110) . S5X7LAFRERLNES 7123 7 FLEFTHD.
EHAMSORMhFR 2 —14_H1 5 OEERFICIZS R,
BFIES103: E MLFR2— 1488 (hFR2~-14_H15) 073
JBEF (R111) . 5573 /BEE 1T 93 7 FIVENTHY.

EEKBAORBhFR2-14_H1 5073 /BEMCZIEENAL,

FBEM%ES104: EMUFR2-14%E8 (hFR2-14_H16) O3
A (M112) . 55X VAFREFSINES TR TFNVENTHO,
WBHERKRSOBMhFR2-14_H1 6 OHEHEFRINIIE NN,

CESES105 cEMEFR2-148H8 (hFR2-14_H16) ©7 =3

JBRBECY (113) . 257 /BESIDEL IR TFIUEANTHD,
WHERKESTORANFR2-14_H1 6073 /BEMIIIEENRN,
Fesi%&5106 : t MMtFR2—-148®8{ (hFR2-14_H17) OfgH
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5 (114) . 55X/ LAFREBLNHES 713 7 FVEHTHY.
EHKBAORMOFR 2 - 14_H1 7 OHERFIIE TN
AFIES107 : EMEFR2-14%# (hFR2-14_H17) 073

JEEY (K115) . 297I/BEE1HEL 9ISV FINEFITHD,

BERKBHORBNhFR2-14_H1 7073 /BESIZE NN,
B5ES108 : EMEFR2-14E# (hFR2—-14_H18) O
5 (M116) . 55XILAFRERLNBES TR T FIVEFTHD,
BEREHORBhFR2-14__H1 8 OEEEIICITETNAN,
RFI%S109 : E MUFR2—-14%8 (hFR2-14_H18) O73
JEER (K117) . 5657 /BES1HAEL 9T HIVESITHD,
BEEAHHORBNhFR2-14_H1 8073 /EBEIMZITEENRN,
B5%&FS110: hFR2—-14_H241( JEHRSS5(~Y—VH3A—-F
(2118) .

MAIES111: hFR2—14_H241( 7EEANTS(<—VH3A-R
(119).

BAEE 112 :D2BERSS51~—D23 fw (K120)

%S 113 :D2WBAYI54Y—D23rv (M121)
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k oD i B

Ult& .

EskIE 1]

f%ﬁf&ﬂ@% HEEEEL. BD. SHEFHREMERTFZEER (f1D
roblast growth factor receptor:FGFR)
AT B iR T DISREITH. |

(GAKIE 2] _

RMESF AR R 254 (FGFR) "t hFGFRTH 5. SRE 1R
OB L2 DHEERT

[G&=K1E 3]

SRR T 244 (FGFR) AFGFR2TH5, #RE1 X
2 SROHUAUTZ DHEREIT . |

EkE4] |

b MRESFINERT 25K 2 (L FFGFR2) 111 bRO/UEE
MR 2254K2 (t FFGFR2) 111 clic#ad s, d&kHE
1752 3 DWW — DI ERED ik 3T OHEEENT T

[FERES]

tFﬁ%%%%%%@?%@%Z(EFFGFRz)IIIb&UtFﬁﬁ
FHEERTZAE (B hFGFR2) T 11 ciHEATS. ERkELIDE
4 DWTNH—DITEE D FUIk T DAL
[FHKIE 6 ]

b MRMSFHIIREER T2AK 208 T27E 0T Y Sk RA > O—D
NIIZ DU EICHEE TS, @BRELDES OWTIhh—DIZRHMO kX3 E
DHERERT .

[FKIE 7]
b MR A T 2R/ 2 OB THREIOT Y AR R AL > 2124

B9 5, FERELTIEE DNWTINN—DIZFEBDHUR T E DHEREWT .

[F>KH 8]
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b MRS T ZAE 2 0FT5RFT 0T ) R AL 2 3ITH
&5, HRELIE 4R OVTHH —DIZ IO FUK X137 DB
[k 9] ,
b MRS IR T2 AR 2 (ERFGFR2) T11DbRUY/ZE R
SRR TE2AA2 (ENFGFR2) T 11 clzdd 3 hfiEhks

BT 5. BRELTE S OWTNA— DI EEOTUE UL Z DHEERT

[BEkIE1 0]
bR T2 AAK 2 (ERFGFR2) 11 1DbRUE g
FUERERFSAK2 (EFFGFR2) 111 clzddadfElsagd

B, R 1 TVE 9 DTN —DIT DT X ILZ DA .

FHRE 1 1)

FRBIEEE T3, HRELPE L0 DWTFHA DI RROHRXILZ
DHERENTI | |

[FHRE 1 2]

42 ¥R (in vivo) THESERZRYT. #RE1 1 2ROME
X% ORRET

[F:RIE1 3] |
BFIEORSIESS5 2 (K6 0) ICRaN27 I/ MEFSL<IE%T I/
BEAICBNT 1O 2 D07 I /BSBRENTR ST I/ BESD 5k
ZCDRH1. BSIEOERFBES53 (M6 1) IKRENDT I/ BEFSL
QWEHT I BEAICBANTLIONR2DODT I/ BIBRENTARST I/
M52 573 CDRH 2 RUEAZORMES S5 4 (W6 2) IWRansy
2 BEFIS U< T S BEFIT BT 1 O 2007 3 BAESRS
NTR37 I JBEANS525CDRH3ZEDC &M 5A5HEM, W,
FAIEORFNES61 (W69) ITRENSY I /BEFNHLIZETI /B
EFICBNTIDOXIE 20073 JBABRINTRD T I BEAN 555
CDRL 1. BEAEOESMEE62 (K70) IWRENBT I /BEMSL<
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BT BREMNIBWTIDOXE2DD7 I/ BNBHREIN TR VI B
BLFN 5725 CDRL 2 RUOBHIEROEINES63 (M7 1) IZRENST I
J BRSNS L IEEY 2 /@Mﬂ BPNTIDXIE2DD7 I JENEHRIN
TR527/BRESNNSEH5CDRLIZEFDIENSRBEHEMN S0, A
DERFGFR2ICEAT S, @BRELIE4, 6. 8. 9. 11 KV12D

- WD —DITEEE O HUR LT OBERERTF .

[kE 1 4) |

RSIZEORSIBE55 (M6 3) KRaENBT I /EESSLIIHKT I/
BEIIZBVWTIDOXIE2D07 I JENBBRINTRST I JBEESIN S
5CDRHI1., BRFAIEORFIEES 6 (K64) KWRIND7 I/ BESNSL
QBT I BERSICBNTIDORII2DDT I/ BABRENTELT I/
BiF7 5745 CDRH 2 ROEAEOEFNES 57 (M65) IWREN37

LI BESID LIRIRT I BEFICBOT IO 2D0T I BAERE

NTRDY I /BRESNNS5BS5CDRH3 ZFVIENSRDEMH. W
BHIEDOESIEE6 4 (KN72) IRENDTI/JBESIGLIIETI /B
BANZBNWT1IDXRII2DDT7 I JEBENEBRINTRSTY I JBERAIINSILS

- CDRL 1, BEHROESIEFEF65 (M7 3) Rand7 I /BEISL <

LT S JBRACBNT IOXE2D0T I JBABRESN TR ST S J B
5/ 575 CDRL 2 RURAIEORAEEG6 6 (M7 4) IRENBT S
JEBEAD U< BET I BEACBAT IO 2007 3 BAERSh
THRBTI JEEANS5R5CDRL 3EENIENERIERNER0. B

DERFGFR2IZMATS, FRELDHETRVIDIEL 200WTRHN—D

I RID ik XITE DRI
#kIE 1 5]

RAIRORIIER 58 (6 6) IRENDT I BRSNS L < KT
BEAICH T IO 2 D07 3/ BABRINTEZY I ) BEAD 573
5CDRH1., RAKOEFIESS9 (K6 7) IORINDHT I/ BESSL
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IBEZT7 I/ BEREINCBWTLIDOXE 207 I JBENEREINTRST )
BESIN 5725 CDRH 2 RURFIZORFES 6 0 (K6 8) ILRENDT
3 BEAIS U< BT S/ BEFICS LT 1O 2 D07 I/ BAtERE
NTR27 I JBESINS55CDRH3 DI EN S HER, LT,
RAIRORAEE 67 (K75) IRIN57I /BRI L RET /B
BAICBNTIDOXIA2 D07 I/ BAERENTASBT I ) BRFIN 5785
CDRL 1. BAIEORFES68 (W76) KRINBT I/ BEFGLL
3T I I BEFICBNTI DN 2007 I JBNBRENTRLTY I /B
BFIMN 525 CDRL 2 RVRAIRDOEFNES6 9 (KM77) KRINBDT I
JEEFIS U< KT S BEFICBNT L O 2 D07 3 JBAERI N
ThBHTI JEEFNSHEECDRL 3 2B LM SR EERNSAD, B
SERFGFR2IKEATS, BRELNETREINEL 2 0NTHH—D
I R OTUR RILE DT |
F#RE1 6] :
CDRH3MEFZOEANES 60 (W6 8) IRIN5dY I/ BESICH
WT1IDXIE2D07 I )EBENBRINTRS Y I JBESNNSLS. EXE

1 5 EMOTIUE LT OREERTT.

EEskE1 7]
HOE ) 7 D—FVHikTH 2, #RELHEL 6 ONFNH DI
DY A7 DBRERT I

FskmE 1 8]

kA A SHETH S, HRELHEL 7OLTHA—DIEBOHIX
7 DRI

FkE 1 9] |

FUASE MEFHETH 5. R LE L 8 DWTNA—DIC MO
13 DHERT |

[kE 2 0]
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175E2 352808, B, BIBRS77 (U85) TRINBTI/
MEFIOY X ) MBS 2 09E4 6 7 2FVEW, 2FATRBE Mubitk (h
FR2—-14_ _H2,/L1);
(viii)BFIEST73 (M81) TRENGT I/ BEFIOT I/ BES
21/E235280BH, BLY BEHBEE79 (K87) TRENBTI
JEERFIOTI JBEE20YE46 7 2S0EY, 28 TRSE Muik
(hFR2—-14_H3/L1); |
(ix) AIBETS3 (N8 1) TRENSTI/BENOTI /BES2 1
TE2 35 EEDRE, BLU EHESS 1 (M89) TREINDTI /B
REIO7 I /BES20ME46 7E2SUEH. £8ATRSE Mebifk (h

" FR2-14_H4/L1):

(x) BFIHE73 (M8 1) TRENDTI/BRFIOTI ) BES21TY
235 2EVRM, BIO EHBEES85 (M93) TRENDTI /Bl
FIOT 2 /BES205E46 7 2FDEH, 2EATRAE Mebik (b F
R2—-14 He6e /L1); | »

(xi) MHIBETS (M8 1) TRENBYI/BEANOTI /HBES2 1
TE2 35 EGDEEY, BLY, BABES7 (M95) TRANDZTI /B
DY S ) BEE2 0PEA6 7 #S0EMH, £G5ATRBE Mubidk (b
FR2~14_H7/L1% | | ‘
(x11) BAEST3 (M8 1) TRENDT I/ BEAOT I/ BES 2
1yE2 352 GDHHE. BEY BAES91 (M9 9) TRENBT I/
MEFIOT I JBER2 0/YE 46 7 220EM. 28ATRSE Musik (h
FR2—-14_H9/L1);
(xiii)BFIBET73 (K8 1) TRANBT I/ BESIOT I/ BES
2 1TVE2 3 5 2EDEM, B, BAKS03 (M101) TREhDT
IBESIOT I/ BES20E46 7EGDER. 2EATRSE MUK
# (hFR2—14_H10/L1).
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(xiv) BFIFFT73 (W81) TRENDT I/ BEINDY I /BEES 2

CIPE2 3550, BLO. EAIKRE99 (W107) TRENBETI

BRI ESDOT I JBES2 0VF4 6 TEE. EEATRSE Mubifk
(hFR2*14_H’1 3/L1);

(xv) BAIEET3 (98 1) TRINST I /BEAOT I /BES2 1
TWE2 352U, PR MAIBEE101 (R109) TRINETI
JBEAIOT S JBEE2 075E4 6 7 2GDEM. 2AATRDE MLbilk
(hFR2-14_H14/L1); | |

(xvi) BHIEST3 (M81) TRENBTI /BEFDT I ) BEE 2
17hE23 528088, BLY. WMAES103 (M111) TRENBT
RBENOTIVEES20E46 7T ESUEH,. 2EATRSE MEF

ff (hFR2—14 H15/L1). |
(xvii) BABET3 (M8 1) TRANBT I/ BEAOT S BES
21PE235EGDEM, BL WABS105 (M113) TRIND
72 OBMESOT I JBEEE2 0EA6 T EADEM, FAATRLE My
ik (hFR2—-14_H16/L1);

(xi11) BABS73 (M8 1) TRESNDY I/ BESNOT I/ BES
21775235 5GDEYE,. BIO. RABE107 (M115) TREND
I OBBAIOTI ) BMEE20VE46 7 £GUEE, 2EATRBE M
itk (hFR2-14 H17/L1) BLX

(xix) EAIBHT3 (W8 1) TREANBTI /BEFIOT I ) BES 2
1E235Z8DEHE, BXIO BEYINES109 (K117) TRINDT
S BESIOT S JBMES2 0TEA 6 7 AGUEH, 2EATAEDE Mk
# (hFR2—-14 H18/L1),

[fAsKRIE2 1]

RIE2 0 _uEﬁOD KO BEBEBLIOREOTY I JBENEFNEFNIL %
uiﬁéEYS/@EW%%UE%B;U%%E%&T@U\HDEFFGF
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R2ICHEAT S, #HRELIEL 2 DWTHAHA—DIZRRMOFUE X TZ DihE
Cian

[#kmE2 2]
FHRELIVEL6BLU2 0 DWTNH —DICRBROFUENRHT 2 HE
EOBICHEST S, FHRELIEL 200 TN —DIZEROVIKIZZ D
BERET I |

[kE 2 3]
EKELIINEL6BIV2000WTNN—DIZE®#KOHAKE, ENFGF
R2«®%ék%“fﬁé?é‘%ﬁ@lﬂ%lZ@mfﬂ@~DK%ﬁ®ﬁ
PR I7 D EET .

[FsRIE 2 4]

FFIBS70 (M78) TRENDTI/BESIFTDOL55BHOFOL >
(Tyr). 157&HOALA= (Thr). 17 6&HOUD> (Lys).
18 1BEDTS=> (Ala). 18 2&HDYUL> (Gly). 183%
HOFVY>Y (Gly), 184BEHOTA/NTEL (Asn), 185BHD
700> (Pro). 186BADAFA=> (Me t). 188BHOALA
=2 (Thr). 200BHD (FUF3I), 20 1BADINIILE (G
lu), 205&BOFVY> (Gly), 206BHDIYLY (Gly), 2
08FHDYY> (Lys), 209FHDONY > (Val), 21 0HBHDY
V¥Z> (Arg). 211BHOYZANIF> (Asn). 21 2&HOI)L
5E>(Glm‘213§ﬁ®tX?9>(Hiw\214§E®FU7F
77> (Trp), BEU 21 7THAOC VO3> (11e) DEREDS

HRENS, ERFGFR2 FOTE N—TICEST S, FHRAELIDHIEL1 20

W —DIZRROFUE XL E OBEEEWT

[FA-kIE2 5] '

BFI&ES70 (M78) TRENDTI /EBEFFD155FB0FOL >
(Tyr), 157FHDAL A= (Thr), 176&HDUZ> (Lys).
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18 1BAGTS=> (Ala). 182BHOY/ULY (Gly). 183%
HOZUL> (Gly). 184BHDTANTES (Asn), 185HHO
70U (Pro). 186HBEDOAFF=> (Me t). 188FHADAL S
=> (Thr). 200BH® (FIUF3>). 20 1BADI/ NI IVE (G
lu), 205BAOZUSY (Gly), 206HHOZULY (G1y). 2
08FEEDOUIY (Lys). 209BHONAYY (Val), 210&HDY
VEZY (Arg). 21 1BHOTANTEY (Asn). 21 2FHDI )
532 (Gln). 213BHOEAFYY (His), 21 4BHONY 7 h

77> (Trp). BLY 21 7FBOAVOTIT Y (I 1e) OEBRELD

BCHEEMEREET 5. BRELHEL 2 0WFNA—DIEROHKX

32 OBRERT .

[FHRIE2 6] | |
FIEMERBRMEAT6 42 7 A hO— AU FTH 2, #RE2 5 RO
Z DR

FHRE2 7] |

MEERBEEA A VA RO~ AU TFTH %, HRE2 527132 6 2#
DFik X137 DHEER |

R 2 8] |

Bkt hihTH S, BRELNHEL 2BEV2 1E2 70ONTIH—
DI RO XL DA,

FRE2 9] | |
ERFGFR2ADFGFOMEEMET 2, HREL1HE2 SOWWTINMH
—DIZERBDOHLKITZE OHEERT .

3R 3 0]

FUAKTP PRI SR PE T O SO B A L RN VB 1 2 T 5,

.

SRIELTYE 2 9 QTR DIRROHIK LT DB

[FERES 1]
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TR (1) % (111) OWFhh—DREROI Y LIFK :

(1) #RELTIES 0 DWThh—D I RB O D EE - 13D — i
i?’d}t%%ﬂ@)’E JBESEO— R T AHEEENEEANTREDIXZLAF R ;
(1 1) #RELIE3 0 OLTNA—DIT WIOHD BB E 7= R D —
WERSRMOT I ) BEFIE T — KT 5 EARESE S DEARFID 5715
JLVFFR; BXN

(111) BRELDES 0 DWThA—DI@ROFEDERE - 12 MO

REARAEMOT I BEFE T — RS ERESIN 575 RS L AT K,

35K 3 2] |
HRIE3 1HMOR Y L AT FABASNAMBARY 5 —,

(#5003 3] |

RT3 1ERBOR S L AT R IHRE 3 2 BBOMMA RS & —15EA
7L AT, - |
K76 3 4] |

R 1 TVE 3 0 OVNTNA—DICERO T ITZ DREEN 2 AT 2
. |

(K13 5] | | |
CTROTIRE (1) RN (i i) 2802&054k25%, FHRELHIE30DOW
TR DI RO T T OBBERT T OUGE B -

(1) #RE3 3T 3 ARROMMEHET 2 TH ;: BLO

(11) MRTE (1) TESNBENNSHRALHES 0 0L FHh—
DR O Fifk 37 DREERT I EIT B T,

[#R7E 3 6] |

ORI 3 5 ICRRROAEICLVBENG, #RELHEL 200 FNH—D
2 SRR B E 7132 O HERENT

R 3 7]
FIEILEHOT = ) KIE T I EF S AR BOT 1 5% 5 WO
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TIOBBARELTRD, HRELHEI0BLU3 6 ZTHOVWTNA—DIKZ
LD FU E 72127 D BERENT -
3%k 3 8] |

SRELHVES 0. 3 6BLU3 7 DWFNA DI RO Tk UL Z Ok
BT Fr DR
[5RTE 3 9]

BRI I N T 5. HRIAS 8 RO IEANIE.

[FEKE 4 0] '

FAAERE2 00 (1) TDE (x i x) OWFRH—DM5RIRIN S,
SRIE 3 9 REOERE. |
[E5RkmE4 1] . |

HRELHES 0. 3 6BLU37OWFHA—DREROTIED L <112
ORI, 27 I28RIE 3 8 TE 4 0 DLW THA—D I RO BN E A
sy & LTE AT B EERRY.

[FkiE4 2] |

FlHICH S, FRE4 1 RH0OE L.

F#RTE 4 3] |

BAFGFR2BITHD. #HRE4 2 RROELME.
k4 4]

HRELHES 0. 3 6BLU3 7ONThh—DIZEHROHED L <137
DREENT . £/ 3ERIE 3 8 THE 4 0 DL Thh— DI EROEME2E A
T 2EOBRER 72132 OREY. |
G5k 4 5]

ERFGFR2 111 bil#ilEEHT 25D L < 122 OMIN T %7217
DI & ST R,

[F#KIE4 6] | | |
PiiEDE5kIE L SHEMOCDRH1I BWECDRH3 Z8VHEMBBLUOCDR
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L15ECDRL 3&8DEEEAATAS, HREA 5 LROMRY.
[FEkE4 7]

Uk ESIES 12 (M2 0) TRENDT I/ BESIEHT 5 EHTTER
BBEIVESEE 2 1 (M2 9) TRINDT I/ BEFIEH T 5 EETEH
HEEATES, #REA 6 RROMRY.

[FHkIE 4 8] |

HURASF A SRS Ty Nk TH S, HRE4 6 £2134 7 RBROM
R,

[FE>k1E 4 9] ,

ERFGFR21 11 bORMAEAGHEATHS. #HREA 548
DT ND— DI DR
[R5 0] |

HRTEA 5TV 4 8 DNTID— DI RO B & Wk 7)) % el &

HRETREEDIENSAS, ERFGFR21 11 b&BRHEXIBIET 5%

FROTE (1) BE (111) 280IEMABAB, EFFGFR2I I
I c 2RI EFITHET S HE

(1) ELFFGFR2ITIbBELRFGFR2 I 11 ¢ KBIMICKATS
ik d U <320l £ 2132 0 &Mk 2 &8 DM RY &Rt > 7L &8
M, BRYSFNEOE FFGFR21 1 IbEE FFGFR2T 11 ¢
R ELITRET S TR ;

(i 1) FEKREA4STHE4A9IDONTNM—DITEEOHEY SRy > ) %
I, WY TLROE RFGFR2 11 1 bARMERAMET 2T
(=3 -
(1ii) T#E (1) TBIF2RMELEAEORKERETRE (1 1) 285
B E R RBE O R Z BT B0, FLBTE (1) 10817 DM E7 128
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