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n 9 6), o^b%tyv^F#^-I 75M 5 7izyty-tMm. 
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T&D, If F R 2 - 1 4_H 1 2 F R 2 - 1 4_H 

1 9 

il05(ihFR2-l 4 H 1 2£cfctfhFR2- 1 4_H 1 9(7)75/ 

97), 5 3? >? H#-^- 175s 19 

5 SB^JTcb 0., F R 2 - 1 4 H 1 2 £ <fctf h F R 2 - 1 4 

_H1 9<A7^/&SB^J£te#£n&Vv 

01O6(ihFR2-l 4 H 1 3 ©&M5?iJ (SB^J^CDIB^J#^ 9 8), 5 

7«vy>;i/iB^iJT^i9, ffi^*^©J«hF 

R 2 - 1 4_H 1 3 ©^X@B?iJM"a-£tl&^0 

10 il07tthFR2-14_H13®7$ /ilB^iJ (0B?iJi©ia^J#^9 9), 

F R 2 - 1 4_H 1 3 ©75 / 

01O8(JhFR2-14 H 1 4 ©^XlB^iJ (gB^m^BB^J#-^ 10 0), 

15 F R 2 - 1 4_H 1 4 ®SSIB?lJl:litSn&^0 

@109HhFR2-l 4 H 1 4 0757»J (@B^©gB»-^ 1 0 

i), 9ttv^;i/@B^JTcbD, ffi;£*g|^©$ 

fihFR2-l 4_H1 4©75y®BB^JK«^^n^Vi0 . 

@1 1 0tihFR2-l 4 H 1 5'(DMM&M (gB^J^©IB^J#-^ 10 2), 

20 5^5^l^^F#^175$5 7^>^JI/gB^JT£i9, iI^*gB#©J5£$ih 

F R 2 - 1 4_H 1 5 ©^XIB^JKKi^n&^o 

01 1 1 (Jh F R 2 - 1 4_H 1 5 ©7 5 7^@B^J (@B^©IB^J#^ 1 0 

3), 5*>^L^K#^175M1 9tev^7PBBm?fct), 

|hFR2-l 4 H 1 5©7 5/^iB^Itt^£n&^0 

25 01 12BhFR2-l 4 H 1 6 ©^SSB^'J (@B^J^©@E^iJ#^ 10 4), 

5 %% ty V-t^- 1 75$ 5 7 \Zi/tyf-fMmr& V , 

F R 2 - 1 4_H 1 6 
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01 1 3tthFR2-l 4 H 1 6 ©75/il B^J (@B^J^©IB^'J#^ 1 0 

5), 9uyyi-Mmx$>o, 

l&hFR 2 - 1 4_H 1 6®75/mBB^C»*B'i;n&^0 

01 1 4tthFR2 - 1 4 H 1 7 (DM.mm (BB^Jg^BB^J#^ 10 6), 

F R 2 - 1 4_H 1 7 ©MfiB^JCttt^n^^o 

01 1 5tthFR2 - 1 4 H 1 7 ©7 5;ilB^J (BB^OBB^J#-^ 1 0 

7), u^Ymmibmi 9\t^^±)mmx.$>y), 

?&hFR 2 - 1 4_H 1 7©75/M@B^Jk:«^£n&^0 

10 01 1 6fJhFR2-l 4 H 1 8 (BB^J^WE^J#-^ 10 8), 

F R 2 - 1 4_H 1 8 

01 1 7 tth F R 2 - 1 4 H 1 8 ©75 /liBB^'J (IB?m©@B^J#^ 1 0 

9), 9«v^;HB?iJTS0, 

15 ihFR2-l 4 H 1 8<D7^y$fiB^J£te^£n&^0 

01 1 8fihFR 2 — 1 4_H2^7°S§fffl7°^-r^-VH3 A-F (BB 

^©BE?iJ#-^ 110) 

01 1 9BhFR2-l 4_H2^-T T-V.H3 A-R (BB 

«0@B»-^111) 

20 01 2 0 teD 2mMfl7°7^f V-D 2 3 f w (BB^JS©@B^J#^ 112 ) 

012 1 teD 2mm^7°7^^~D 2 3 r v (BB^Jg®@B^J#^ 1 1 3) 

0 1 2 2 «, 4ii®k hft^tFGFR 2 fiifa (h FR 2 - 1 4_H 1 ~H 

4/L 1) 7ftSFGFR 2 iri#: (c FR 2 - 1 4) <D&k hF 

GFR 2A*U7> i a c o r e 

25 0T<fe3o 9 3 F«TM^t,. ilbtif 

0 1 2 3 tt, 1 5ii©k hMFGFR25ift: (h FR 2 - 1 4_H 3/ 

L 1 JklSh F R 2 — 1 4 H 5~H 1 8/L1) ©khFGFR2-I I Ic 
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AO 7> i acoret«fc(3ltl/fc®TSS. 

2 9 3 bfcD 

@12 4«,' 3ii©t hfktrtFGFR 2^ (h F R 2 — 1 4_H3/L 

1, h'FR2-14_H8/Ll&^hFR2-14_H12/Ll) ®th 

5 FGFR2M&5^tt^Ce 1 1 -E L I S A&Kcfc V)$m.Ltz.mXfo%o 

@12 5AU, 5li©k Ml^FGFR yhtk^tzM 

Xh%>o 

012 5BH 5ii©t MfctrtFGFR 

10 01 2 5C11 1 Oli©h MfcjftFGFR 2 

§C 

0 1 2 6 H hFR2-14_Hl/Ll^, hFR2-14_H2/L 

Unfa, h F R 2 — 1 4 H 3 / L lift#, h F R 2 — 1 4_H4/L 1 jft#:, 

hFR2.-14_H5/Ll6i^ h F R 2 - 1 4_H 8/L 1 in;#, h F R 

15 2-1 4 H 9 / L lia#;, h F R 2 — 1 4_H1 l./L 1 la#:, 43 XZSh F 

R 2 — 1 4 H 1 2/L ltrE#, h F R 2 — 1 4_H 1 9/L 1 !afc<D'£{kM 

£>, *aJ^£©KDfg£^Lfc0T£3o 

01 2 7Att, t hltffiFGFR 2 (h F R 2 — 1 4 H 1 /L 1, h 

FR2-1 4_H2/L 1, h F R 2 — 1 4 H 3/L 1, hFR2-14_ 

20 H4/L1) 43cktffc 7f®FGFR 2 ia# (cFR2-14) ©th 

FGFR 2 I I I blZftTZ>z/#i-Jls'P%I1£&&E 1 k 1 

Tyt'CmzJzV&LfcmT&Zo 

112 7Btt, h hifcfiiF G F R 2 Ja# (h F R 2 — 1 4 H 1/L 1, h 

F R 2 — 1 4 H 2/L 1, h F R 2 — 1 4 _H 3 / L 1, hFR2-14_ 

25 H4/L1) 43i^h h + /^fbtfiF G F R 2*a#: (cFR2-14) ©th 

FGFR 2 I I I c 1 k 1 

7y*.^fe\Z£.X)7fi\s1tWe%>Z> o 
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012 8AH b h jbfci F G F R 2 ffiifc (h F R 2 — 1 4 H 3/L 1, h 

FR2-1 4_H5/L1, h F R 2 — 1 4 H 6/L1, hFR2 - 14_ 

H7/L1, h F R 2 — 1 4 H 8/L 1) ® b h F G F R 2 III b iZfttZ / 

l k l i9^bfc0T£, 

3c 

|12 8B(1 b h -fbia FGFR 2 (h FR 2 - 1 4 H 9/L 1, h 

F R 2 — 1 4 H 1 0/L 1, h F R 2 — 1 4 _H 1 1/L 1, hFR2-l 

4 H 1 2/L I, h FR 2 - 1 4_H 1 3/L 1) 0b h F G F R 2 III b K 

fttZisSfi-) l^ftlS'l^E 1 k 1 L 

fc0-e&3o 

012 8CH b MfctfiFGFR 2 (h F R 2 — 1 4_H 1 4/L1, 

h F R 2 — 1 4_H 1 5/L 1, h F R 2 — 1 4 H 1 6 / L 1, h F R 2 — 

1 4 H 1 7 /L 1, h FR 2 - 1 4_H 1 8/L 1) 0bhFGFR2IIIb 

1 k 1 

bfc0T$>5o 

012 9AH b MfcjnFGFR 2 jn# (h F R 2 — 1 4_H 1 2/L 1, 

h FR 2 - 1 4 H 1 9/L 1) 0bhFGFR2 I I I blZttlT%z/>/j-)V-

1 k 1 h7>ZU#-ty-7yt-fmiZJ:iO^LfzmTfc%a 

0 1 2 9 B», b Mfcl/iF G F R 2 ffiffi- (h FR 2 - 1 4_H 12/L1, 

h F R 2 — 1 4 H 1 9/L 1) 0 b h F G F R 2 I I I 

i k i vyyTsV^-ty-r 

01 3 OAH b h F G F R 2 in#: (h F R 2 — 1 4_H1/L 1, h 

FR 2 - 1 4__H 2/L 1) 0 AD C bhFGFR 

2 I I I b'^12 9 3 T- 1 a c bhPBMC&X7i^^ 

-mutvxm^tco 
013OBH, b HWTLFGFR 2#L#: (h FR 2 - 1 4_H 3/L 1, h 

FR 2 - 1 4_H4/L 1) 43cfc£/b b^/ yfcinF GFR 2 inffi (cFR2 
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-14) b FFGFR2 I I I bfgig2 9 

3T-1 acZ»W0E 

EI 1 3 1 ft, b MttfiFGFR (h FR 2 - 1 4_H3/L 1, hF 

R 2 — 1 4 H 8/L 1, h F R 2 — 1 4_H 1 2/L 1©ADCC^14£TK 

5 Lfc0T&3o thFGFR2^SNCI-H7 16il^iWi LhP 

BMC§X7i^^-Ii<hl/Tffl^fco 

@13 2H b MblaF G F R 2 ViW- (hFR2-l 4_H 1 2/L 1, h 

F R 2 — 1 4_H 1 9/L 1) 0AD C CS'l4£^Lfc0Tfe§o b KFGF 

R 2^8i|A) NCI—H7 16, B) SNU-1 6, C) KATO I I I M 

10 t hPBMC$X7x^^-iitLTfflWco 

I13 3H b MfcjnF G F R 2 triffc (h F R 2 - 1 4_H 1 2/L 1, h 

FR 2 - 1 4 H 1 9/L 1) (DAD C P?§'l4£^Lfc0T£3o t KFGF 

R2ilA) NC I - H7 1 6, B) KATOI I I bhPBM 

C J; «9 $ itV ̂  D 7 T - vfllBM Sr X 7 x ̂ 7 ^-m i: L Til ̂  

15 El 1 3 4 Aft, b MbtriFGFR 2tnfoh FR 2 - 1 4_H 1/L 1 ©b h 

1 in v i v o Jrili^'14 

01 3 4Bft, b Mb#LFGFR 2i/i#:h FR 2 - 1 4_H2/L10b h 

WIiiiSNU-1 in v i v o 

20 £^Lfc0T&3o 

01 3 4 C ft, b h i\Z$K FGFR 2 JTL#: h F R 2 — 1 4 H 3/L 10bh 

MWSNU-1 6M;*-in v i v 

^7KLfc0TS^o 

013 4Dft, bhttFGFR2KfthFR2-l4_H4/Ll©bh 

25 BiififtSNU - 1 i n vivolnli^tt 

S:^L7^:0T$)^)O 

0 1 3 5 Aft, b MbtriFGFR 2tri#;h FR 2 - 1 4_H 5/L l®bh 
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ISIffiftSNU- 1 in v i v 

7KLfc0T'££o 

01 3 5BH b h fciri F G F R 2 in# h F R 2 — 1 4_H8/L 10bh 

IS««SNU - 1 in v i v ojxL®^'l4£ 

5 TKbfcglTr&^o 

@13 5C(1 b hffiFGFR2^hFR 2-1 4_H9/L l©bb 

H'jSm^SNU- 1 6&Ti n v i v o 

@13 5Dtt, b h fblrL F GF R 2 in# h F R 2 — 1 4_H 1 1/LlOb 

10 h NU— 1 6 43^-5 i n vivoiaM^ffi'14 

01 3 5 EH b MbJaFGFR 2%iVfh FR 2 - 1 4_H 1 2/L10b 

hMH)»SNU- 1 6 in v i v 

15 01 3 5 F11 bhftSEFGFR2MhFR2-14_H19/L10b 

in v i v 

0 1 3 6 «, b MbtfLFGFR 2%iVf (h FR 2 - 1 4_H 12/L1, h 

FR 2 - 1 4 H 1 9/L 1) 0bh«liftNC I - H7 1 6®50|^P 

20 i n v i vo(A) tthF 

R 2 - 1 4_H 1 2/L 1, (B) tthFR2-l 4_H1 9/L lCgfTfe 

013 7(1 b b fbJn F G F R 2 jn#: (h FR 2 - 1 4_H 12/LL h 

FR 2 - 1 4 H 1 9/L 1) (Dh I -H7 1 6 - 1 u c 

25 MmWtmty'Mz&tfZ i n v i v o^®^f££^Lfc0T&£o (A) \t 
Luc i f eraseSfl, (B) L/cfn^T^-So 

013 8H FGFR 2D 2/H3 L 1 F a b&&fo<D >J 



WO 2013/154206 PCT/JP2013/061340 

35 

FGFR2D2^feT^l:, H 3 L 1 F a b CD Hi! (igV^U-) 

II3 9H FGFR2/FGF1iFGFR2D2/H3LlFab©l 

U&tliFGFR'D3 (IgD3) FGF 

5 RD3©i^HFGFl £, F G F 1 CD±^F G F R D 2 £, 

FGFRD2©^±^HH2 L 1 F a b<DHfI 

L fco 

014Oil FGFR§775'J-^f&3l®M$tfc2 9 3 (*»:/• 

ytylzMb, yy htaftFR 2 - 1 0 

10 I14 1S, A, D) SNU-16, B, E) KATO I I I, 

F) NC I -H7 1 &mM-?Uyty\znhT, bfeitl) £e 

A~Cft5y htri^FR 2 - 1 0, D~F ftfUBgtrtflc&ffl 

014 2H A) SNU-1 6 , B) KATO III, &&X$C) NC I -

H 7 1 6»(D-ifV tfyy bM^>y°JllZftL, yy htfifcFR 2 -10$ 

014 3H, c F R 2 — 1 0 , h F R 2 — 1 4_H 1 2/L 1, 43 cfctfh F 

R 2 - 1 4_H 1 9/L ltiimz<kZ>Vfi> FFGF70FGFR2 Hz 7°^ 

&mWT 3 ^ L tc iT $> 3 „ 

20 

i. 

^fg0j(343^T, t\z, 

gait(D75/M 

25 tyU^b, F, DNA, mRNA, cDNA, cRNAf 

ft rjf|'f;^:yLj — ̂ fMXftEi^iitJ^ 

±(Dyty U-^HTfibO, DNAiiRNAiCsp#, 
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(RNA) VttY (DNA) & 

M&'?Z>b<D%.ZS-:£C)£?teZty Utt 
tyu^bb r^tf^j ©Mt:tsn§o rF G F R 2 jtfSTj t 
bTte, FGFR2gaK©7^y^lB^JS:3-Ht*S^SSH^J^ 
Sn^DNA, mRNA, cDNA, c RN 

i r^mj mnmT'&Q, DNA, 
RNA, 7°P — y\ •tv^ytty V~t3- F, 

DNAlIiRNAil®^#, 
(RNA)'tf^y'J^^^ 

(DNA) ^&fe-^&b(DJkTS^(DXot£.^ ty 
X«H^±(D||(7)^#:fe ^tyU^Yj <DM.mz^^nz>o 

^fgej^l^T, r#tj^7°^Fj, r^7°^Fj rgfiltJ »|WIItT& 

§0 

FGFR 2, FGFR2I I lb, FGFR2I I Ic, 

FGFR 3, FGFR s^^IIIil-^trL#:^, ^tl^'tl rff[F G F R 2 tivffcj, 

rtrtF G F R 2 I I I b#i#:j, r Ja F G F R 2 I I I ctftftj, T|rj;FGFR3 

ITL^J ~BLTS r^riFGFR s'iattJ mtmtt 3 £ tiflfo §0 

^7^#, t h h#E#:^/^£n§0 

*mw\z&nz> m#(o®mmFn £«, 
it-m, m«, F 

ab, F (ab*) 2, scFv, Fab', 7'J 

z.ct&rgztf* 'tnzizmfcztip&cD-ctefci^ &&&&;&<?)&&©T>m, 
&[fcm&n<D£gzft:?&/VW >* ^7y>f©ii«It§uiHJ:-3T 
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(DlzMX, 

fellMx.® o T & J; V>„ 

triftjWg'&t"5 fMHU rg^iJ 

t\t, FX«gB#it&&J$j££itiifc 

5 -t^o frfr%W>it(DZ-£$:JLt 1—7°, taffcCD^gMit 

bVf&o ^l©ttFGF R 2 F GF R 2 g01±(0 

mtLt bT«, F G F R 2 

?%Z.£tfX%Z>0 

(CDR : c 
10 omplemetarity determining region)^ 

MM (hype rvar i 

able doma i n) h feB? l^tl, tr[#:cDfiil^t/#^C0 

m(D-&mm±iz&\,*T. as, rm\zftmLT^%o *mmz& 

&SB?!!£>7^ 7»J^6CDRH 1 , CDRH2, CDRH3 iSfSL> ® 

5 ymmPKDT 5 / £> c D R L 1, c D 

R L 2 , CDRL 3 

Ig^t" ^ CMf ^ #M'I4 ̂  ̂  L T ̂  0 

t7^/i?5m x<k, #n®y'/xtt}fA (£TF, r^gj ^irrs) u 
T&§75;WiJ^tlv I^»FGFR 2l0Sf:^n^'J^ 

7°f F§Mt§o 175$ 2 

®, 175$3f@, 175$4®, 175$5®, 175$6®, 175$7®, 175$ 

25 8®, 175$ 91®, 175$ 10®, 175$ l'2ft 175$ 15®, 175$ 20 

\@, 1 75$ 2 51@, 1 75$3 0f®, 1 75$4 0®Xtt 1 75$ 5 0f@T&3o ft 

%<D. rjfrfrj 
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ri75MMlj riij tn, 3 75S1 0 4@£*rr„ 

rxMJ>^x>h&&ftTT/W7uy^XT5j tte, 
5 X S S C£*a-if^4>T6 5°CfIT/W :/>J >a ^T 

2XSSC-0. 1 % S D S Sr#£i7j<^m4JT 6 5°C^T2 O^fel 0. 5X 

SSC-0. 1 %SDS$^^7K«ctIT6 5°C{IT2 OftM. U%T$\Z, 0. 

2XSSC-0. USDS 6 5 °C(dT 2 0 5^1, 

ft&tzakftxitttit-r y*u y-fxt&zt §„ s 
SCtftl 5 OmMNaC 1 - 1 5 h U A <£>*}§$•?& V, 

nXSSCttnMg©SSC^Mt§o 

DNAC^9r^IS0ri^ 

mm, yk&Vf<D®m, mu^m.^m(D^{%, 

#mBj]iz&^T z. t^m.% 
T% o 

*%W\Z&\,*T tn, rantjbody d 
ependen t cellular cytotoxic i t y (ADCO 

imz>2Mrz>0 

^fgajK-iSl^T Tan t i body d 

ependen t cell phagocytosis (ADCP) fS'|4j 

£*tu 
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;fcfgBj|fc43^T ift, rc omp 1 eme 

n t dependent cy tot oxic i t y (CDC) f£'fl-:_ Srft? 

mit rii^j 

5 ( i mmu no hi s toch em i s t r 

y : i HO j («{tw) 

Srjsftb, r&jgJrL(immuno s t a i 

n i ng) J £>l""JC! 1 if] 1 ̂  tl & • 

io 2. fcijlS&ft 

( 2 - 1) 

FGFR s (FGF) 

^073^43 FGFRstirMiz\zm%mm$;Xfov, 
Ffi3fcT&50 khFGFWGFRsti 2 20FGF (F 

15 GF 1 75 IS 1 4, 43cfc^\ FGF 1 675M2 3), fezmz^uyy^-j—-fc?F 
/^>$fr§4^©FGFR (FGFR175M4) fz^rtl^nftmznz„ 
FGFRsli 2'D:-cb%MZ3'Z)<D%&tfn7V > (IgD175$ 

nyy^l-—€F^W z.(Do%, F 
20 GFRl, FGFR2^3j:^FGFR3tH I I I b 43I I I c £Vf If 

fl£&2^0X7°7-f 7> F^#ftT^0 un^©7^V7t-A 

ttl gD 3 0|»{C43^T$J5 0 07 5/^IB^W£oT43f3, 

#%43 £OT 13 y F G F R s »^0J; 5 ft?g££;rf 5 : (1) 

FGF \Z^&t% ; (2) tf^l^^DFGFR s ; (3) 

25 #^5—FGFR s ©1tt©?ny>Wij ; 

(4) ^^S'J>iftllJ:t) FGFRSl2a (F R S 2 a) ^07^-

; (5) iFGFRs^llTt^llXH 
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rnM \ZF fcrntz ft x\t / p-tjufcm & § „ 
^0^^43^TFGFR -So 

( i ) FGFCIg^tS. 

FGFR 2 I I I bSSMte, SI#, FGF 1 , FGF 3> FGF 7 (KG 

5 F), FGF10, FGF 2 2WFGF 2 3 1 X\t 

2£X±.\Z&%£T%ft, $L<DF G F fCI$pIn t/Tfccfc < , 

t^FGFT^oT^b^:.!;^^,, 

F G F R 2 I I I c as, FGF 1, FGF 2, FGF4, FG 

F 6 , FGF 9, F G F 1 7 , FGF 1 8. FGF 2 1, FGF2'3^£>&5 

10 icJ:!3M$n§lXtt2J^±H^t«. l©FGFi:l^btt)i<, ^ 

fttf)|BS¥ \Z^ £ n§ F G F T o T fc L & V ^ £ ft $> § 0 

on FGFR2mnmmxmmmzFGF 

15 >>#, flSRft, FGFR2gS'J>ift, FGFRM©>J^JKh^f0 

<£JI, ^fl^^bfcMAPK, P I 3 K, Ak t, 

—fef (ERK) FGFR 

XStiLTtt, FGFRS!2a (FRS2a) ZL £ftX 

ftft%ytyi-)vfem<n^m\:jku^<Dmmmmr%tc®(DUWii5mt, # 
20 £®5t£nfc<zrm&<, z£ftx%z>ft, m 

ERK/^T;i/f5M$I¥{ffiftI©ElkUI/i/7x7-
HUtf-ty-7y-t-(%$)tf%Z£ftX^% o 

( i i i) ^iH^^TFGFR2 I I I &£> (a) 75$ (d) 

©^m^-0^!5fc©7 5/m@B^J (£HF, rFGR2 I I I b75yieiJj 
25 £^o) £^A/r&Sj&\ FGFR 2 I I I b7 5 ymiB^J$^tiT5/MSB 

mftt>UZ>ft, £fc«FGFR2 I I I b7^/Mmmftt>fo% : 
(a) @B^©IB»-^7 0 (07 8) /M^m ; 
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(b) o (07 8) T^$ti£75/i?gB^j£8 o%^_t, 

8 2 %£U:, 8 4 %J^±, 8 6 %R_t, 8 8 %J£A±, 9 0 %^_h, 9 2 %£U, 
9 4%^±, 9 6%.£A±, 9 8 %J^±X«9 9 %^±CDgB?iMH4£^L_&:3 
FGF^tt^tS^'J^h'OT^ySE^J ; 

5 (c) mmvmmni o ®7 8) T^£n§75/^gB^JK£WTi75 

$50ft 175$45ft 175$40ft 175$35ft 175$30ft 175 
12 5®, 175$2 0®, 1 75$ 15ft 175$10ft 175$8ft 175$ 
6ft 175$5ft 175$4ft, 175$3ft lgL<tt2ft £fcttlf0<Z) 

tfJn£fcteJfALT&D5.:3FGFiBg"&f£t££Wt~£ 
io ^'J^F075yIgB^'J ; JkTS, 

(d) mmvmmm o ®7 8) T^$n£75/m@B^j£3-F-r£ 

F F u >/x > F&&# 
TT7 W 7* U y-r F ©Wf S^BB^IJ £ ck 0 3 - F $ ti, J. 

-3, FGF £GT 3 4^ U ^ 7°5P F (D 7 5 7 ̂ gB^'Jo 

15 (b) 75$ (d) FGF IS a" 

FGFR 2 CD#T^fdl0^i4SrWbTV^TfeJ:V^ 

^^fi^TFGFR 2 I I I cISIH, &£> (a) 75$ (d) O^f5 

n^-^^iB®075 jmmm (J^T, TFGFR2 I I I cT^y^SB^ijj t 
V>5) FGFR2 I I I c 75/^gB^J£^tr7 5/^IB^J 

20 SfcliFGFR2 I I I cr ̂  : 
(a) 1 (@7 9) T^£n5 75/$gB#); 

(b) mmmmnm 1 (079) T^$n375/mgB^j£8 o%^±, 

8 2%J£U:, 8 4%R±, 8 6%j£U:, 8 8 %^±, 9 0 % J£>U, 9 2 %J£A_t, 
9 4 %£A±, 9 6 %^±, 9 8 %^±Xtt9 9 %£U:<Z)SE?iJI^H4£^L-S/C> 

25 FGF £iTf & # U ^ 7°^ F 0 7 5 / mgB^'J ; 

(c) gB^m©IB^iJ#^-7 1 (07 9) T^$tl^75/mgB^J^43^T175 
$50|@, 1 75$4 5 ft 1 75$ 4 010, 1 75$ 3 5 ft 1 75$ 3 0 ft 175 
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$2 5I®, 175$2 Of®, 175$ 1510, 175$ 1010, 175$810, 175$ 

610, 175$5f®, 175$4f®, 175$3{®, l^L<tt2f@, 

AbT&D J.:?F GF£g£-ffi'l4£#t~£ 

; JkZ$, 

5. (d) mm<Dmmn71 (07 9) T^$n375/^gB^j£n-FT3 

u*?na hu >^x> 

TT7W 7*'J V u- F$n, 

FGF^^i4$wr^#u^7°^F(D7 5ymia^jo 

(b) 75$ (d) IEm(7)^Tn^-^(CfS®(7)^'J^7°?F«, F G F|p Q-

10 FGFR20WT5ffe<Di£ft£WLTVvr!bcfcV>o 

t KFGFR2 I I I b&tf b h FGFR 2 I I I c©7^y»J 

£LTte, SB (a) 75$ (d) \Zl)UX, NP_0 7 5 2 5 9&^N 

p_o 0013 2ibTM^ntt^7$y^fe, 

15 (iv) ^BJOFGFR 2$fifffci, 

yy K K yyh 

XttV^XCD, FGFR 2 £fgIJILT^£lffl)j£, flftXteilSM, frfrZWM 

FGFR2^^^i|bTV^IESIIIi^tt, M, ±M, WIK ^ SIS* 

20 FGFR 2 £H53g31bTV>5JgK:te, PIS, 

SMS, 

frt>nZ>b<Dtf&£o FGFR 2 I I I b ^fgijl LX IT 

tt, FGFR 2 I I lb 

±m (WJ5§) 
25 FGFR 2 I I I c%%misX^Z>ffiffiM£LX\Z* #T 

8ilT^5. 

*fg§H£>FGFR2gaftft^*S! (#MSD 
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•m, jkTS/x\z, GFR2M 

aiofftctin^o FGFR 2M6Mlfrif fc^^OFGFR 2g 
5 aiOMCt^tlSo FGFR 2MaM®rJt©5^±IB ( i) W/Xft ( i 

i ) tm<Di« £ JMf b fc & <£> £ F G F R 2 M fi MtltgltTit <h 0?^o 

( 2 — 2 ) JrLMjafST 
^MH^^TFGFR 2 I I I blfeflt (a) 75$ (c) (D^T 

io (OT, rFGFR2it&^wjj t^) tt^hx 
t£Z>i)\ F G F R 2 SfcttFG F R 2 

(a) mzmommm o (07 8) 

i&mmj; 
15 (b) mmmmmm o (07 8) 

hu >/x> 

TT/W X 'J XVR-DFGF 'J^7°fK©75y ̂ IB 

(c) 7 0 (07 8) 1 75 

20 S5 0& 175$ 4 5®, 175$ 4 0®, 175$30®, 175$25®, 175 

$20®, 175$15®, 175$10®, 175$ 8 ®, 175$6®, 175$5 

®, 175$4®, 175$3®, 1^L<»2®, X 

ft Jn £ & \tW A hXfc 5 7 5 y m@B^J $3-FH^FGF £ W 

TS^U ̂ 7°^- F©757£3- FtZitSSB^Io 

25 (b) Xtt (c) fBSc©^KIBWlJ:0:n-F£n£75/^gE^J£WT3 

#>J^7°^Ftt, FGFl^Stt^iJPx., FGFR2<DW?ZM<D?£i&&&L 

X^XbJ:^ 



mmcDwwM'm (s-z) 

Kmfi<y-£&UA<6X*O *(Q^ rvs 
I 1 3 J vTVcf :Ai3ss£ luoqjos — OH nrnui i pgp j j-

3 in A z ug^m ^ 

i5iH0d-iHfi#si K>r<$xn:?mgizuj-^Q>M8mzndo 
^m-k^cD^m z H d o d z H d O d os 

n^iSWWZHdOd ^niplft&^dOd 
£4J^ri£Hg$/^2USH-cGT::ui£2Ssma&3i (o) nx (q) 

-czmmr u&<2& 
Mi^uodcinH- /v¥ ex 
x ^Msc^ipcmTEP^ 'Beswi Wf^i 
5S«I vif9S^T vif8S^I viOIS1/I v@}ST$m 1@}0ZS 
K. I li0 8£«I v®0^$in 4@>S '®0SS 

(6 ZED, T Zp) 
-c^ri^ ox 

mm r ^ s. a> H SA V n $ £ 4-£ % A O d c-g •n x n /: >\/u 
n -i a 

^4-H(6z® x LummQ>m\m (q) 
: ri^ssm 

(6z0) i z%>m\m(Dmm m . s 

ZHdOd¥P^ v^(Sr^<5^r^HS^a¥^r^3Si?}ffS HdOd \wn 
XV(M? rfi^Eli^msHdOdj UVJ) r^0S^l?G)3i^^c-^U 

(3) wu w coy, 1 i i z Hdodi^sF^rsi^ 
ff 

0m90/£I0ZdfAL3d wztsmioz OAV 



WO 2013/154206 PCT/JP2013/061340 

45 

^i©FGFR2iaia1 mmm 
mm, it 

v mmtz z 
(2-3-1) MSFGFR 2(Dmm, 

5 #£UIMF GFR 2ISIH FGFR 2 lESIIilfc 

Y)WM, F 

GFR 2 !)S»ibTtt (2-2) 0 (i 

v) S2fc0t>(7)£$J^-f § ;i #tISFGFR2iai©ft3l? 

ft-?- tl £ (I Bi^ $ tl § <D'"C ft & V * o 

*£#j\ ^t>^DVh^77/-, 77^-f 

^-^•Yh^77^- Bfak^nvh^?^—, • x7 

7 ^ft£K:Rg^£ft£&<£>,'CftfcV*o 77^7^-

15 ^•7h^77^-ffl©iJ7Aft, laFGFR 2^y^7P-^;i/|TL#;$^b 

tz7~7 4 - j'f -^r;i/ L 3 £ t # § „ 

7 AH F G F R 2 
(PBS) 

it rn\^mm.wm^mwt%ztizj:v FGFR 2m8n&MRWizmiR?z 
20 £ ii/^Tcf'So FGFR2ISItfiiH e n t r i pre 

P f©IIgIT7^ v 7 7 /Xft»il®t*£ ZttfTZZ* 
I 

(2-3-2) IISFGFR2gaf©iI 

^0FGFR2ieift, f& 

25 £>"£, FGFR 2I0IXHFGFR 2 MS®lfrjt<7)75FT 

e>FGFR 2gastrin 
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\zWXb, p — %'MALTW 
znmmmizFGFR2z.t 

££:, 75/« (N5fc) 

(CTK) 

^ H t ©i^I aM<hl>T§g^$i±£££fcT^3o ^ ̂  S M;LMig» 

)5^0FGFR 2S6St<E>#&®i> ««, (2-3-1) S2fc©#i§J|MFGF 

R2^aft©*tlk WHfSfcCD^iIK pa*? 

fr£t>-&5Ztlzt}:r)fT5ZttfTgZo 

#ij7ttt\ FGFR 2 DNA7^ 

fzt^J/7—tfilllSJS (J^T, TPCRJ tt^:Saiki, R. K., e 

t al., Science (1988) 239, p. 487-489), FG 

FR 2 ^ 

7^Y-^^;ife?PCR (J^T, TRT-PCRJ tV^K %&7yt 

< mmLtzmM$n--y>7\ ffMFGFR 2 W;BM(D3ft7a J 
nmistzc DNA^D-->^&fetf§Ii^tt§o 

(2-3-3) T>lfhn« 

^lOFGFR 2M0Mtt-r >tf hnSJiRK«fc^Tfci)SMt"S;r 

§0 fr^SISlR&chbTKJu Slt^CX^JI/^ 
Ijffi 

• ya • ^ T 7tf.J Xr^ y ^ XliM® 71: y H h 7 >X 1/— 

ya>yXfA CRTS) 
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(2-3-4) it¥&f& 

M0FGFR it 

Fmoc^flS, 

£ h £ d £ £ § „ 

5 

3. mt 

(3-1)^0^ 

*fS0^0iri#:ft, ^7 ̂ P—±;i/irL#:4oJ:r/#U ^n—^-jI/|rL#:0^TnT 

10 fc-jTb^c ^ioty ̂  lt(i, #b hS&^£5te£>inft 

(#h hSj^tri#;), b hfi5fc0ir£#: (khfiift), (^^7® 

^bMf^tLTH ilLi, B^0#ftifr$l£S^T5;K##£& 

&f£ 5„ n$?lJifi5fc0ta#<i: bTtt, V^7X^, 7 y h trifle t-f 

KkhFGFR27!y h^y ^ P-^l/tfi#: 

iltll F-R2-10, FR2-13, F R 2 - 1 4#£&tf 5 Z1 

So 

^y #b hS&^#E&3fc0^M:®£b hfci# (b h& 

20 g^P^'J » JE' 

+ y M3®0^y h^&y ^P-^;i/irL# 

FR2-10, FR2 — 1 3XSFR 2 - 1 4 PJ^TS^, 

b CFR2-10, CFR2-

25 13, c FR 2 - 1 4^ttn^tl$>VfZ>Z£tf'V%%>0 

bhW^UTH #hbMWfcfc<D»I^mt&*<DCDRZ\ib$ifc (b 
tciiifcfc©, cDR^m#h 
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/^0#k bWiWtfilk&JkV 1 ̂ XH2^±(D7$y|$k = 

MMUfc b 0#£ & &f 5 ct!5St^§ -en e> fc 0Tttfo^o 

#b £ bT(i, MJ^©FR2-10, FR 2 
- 1 3XHFR2 - 1 4 fi^oailRl^M^^^CDRH 175MCDRH 3 43 
J:^i^Ii^0CDRL 175MCDRL 3 
kh^tbin *mm(Dfcm%i&^%mkx&nitmzmfe-zn%b 

0t-aa^ m <r>wm CDR§ wt % tufa t R—0^ n^t§k 
bin#, itffjicDFR 2 - 1 0, F R 2 — 1 3 XttF R 2 - 1 4 £ F G F R 2 ± 
T|WH0glH£H§££-1~3 t Z. £&T*g£o 

FGFR2\Zffi&t%ffi'\i&^LTiift0 

0§in:#;^T?mM&tf/x\zmm&^v&%0, an& Mm0 
ifiHllfet)0, CDR 
<D£ffiX\Z-3<Dfr&&&Lr£b<Dm%$>tf%Z£W'V%Z>0 7fc&ifc<D 

W0liWII©nJIIictI0CDRHl MCDRH3imiCDR 
L 175MCDRL 3tt, 2mX\Z^nU±(D*mm(Dtfimz\ilMLTb£l\ 
h bK#0Sf&&tfl£3l0W^I®'t'0C'DRH 1 75SC D R H 3 C D 
RL 1755CDRL 3\t, 2mXte:tn&s±<D*%W<Dtfifctf:fi"t2>CDR<D 

0 £ 5 f£W$k<D^t££irL#:H&&t" £SB# 6fit fifc 
(3-3) 75$ (3-6) 12®0 1^X«2^£U:0*gft£Wl, 

TV^TfecfcVio 

if%m(D^/PU-tW07T V^T HRBS$tl§ fe0T 

f(l^.«\ IgGl, I g G 2 , I gG3, I g G 4 #0 I g G, IgM, 

IgAl, IgA2f0IgA> IgD, I gE^£&frf5££atT#, M 

HttI gG^5J:^I ^^ D-t^07^f V 
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(Ouchterlony) 

E L I S A£fe, Radio i mmu n o a s s a y (J^T, TR I Aj h 

^•5) h 

+ 7h:/^t7 7HS:E RAT MONOCLONAL ANT I BOD 

5 Y ISOTYPING TEST KIT: serotecft #) 

(3-2) 

10 &FGFR 2^a®(iSg-&f So r^FGFR 2 tit#: J <h^f2£ 

ns0 a 
^0J©M^tri#:ftFGFR 2lBRl:#lWH^t5o $ 

*^91<ZX J:0$FiI&tri;#ftFGFR2 I I I bl^IS^/XSFG 
F R 2 I I I ciaii:#SWH^l, <fcO-HBfrii&^mFGFR2 I 

15 I I bgetM/XttFGFR 2 I I I cgeiOftSMn^U^iH 
y-r> (£TF, rigtiH^-r>j <tv>5) \z&^mzfa^z>0 frfrzigm 

T&, Igih7^>2, I 

ft, MMfelk (Dissociation Con s i t an t : R 

T, TKDiV^j) o *mmmrMt<liri{k(DFGFR2 
ieii:ft§KDl(iixi 0'5OT, 5xi0"6^T, 2xiO"6KTS 
fdilxiO"6^ j;r)»U5xiO'7KT, 2xiO'7KTSfc«l 

25 xio-7J^T> j;D-iM:tt5xio-8KT, 2x1 0"8KT^aix 
10'8KT, ££Kcfc9Hi£FiiK:«5 x 1 0"9i^T, 2xlO"9KTSfc}i 
1 x 1 0 ~9J^T, x 1 0"10£TF, 2X1 0-10^T^feft 1 x 1 0 
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-10^TT&£o 

' EL I SA&. R IAS, S'Urfa 

ce Plasmon Resonance (J^T, Ts P Rj 

wiz£ v- twv&Zo s p Kmmz®LT«, 
BIAcore™ (GEAJlPro t eOn™ (B i oRadft 

M), SPR-Nav i™ (BioNavi s l±M) > Spree ta™ (Te 

xas Instruments |±M), SPR i - P 1 ex I I ™ (3fr U Alt 

S), Auto 1 ab S P R™ (Metro hmftl) £ £tf*X? 

7n-+h-h^hU 

Cell ELI SA^HJ;0p^f 

(3 - 3 ) 

ffjgfcfcM' >-^(in vivo) 

tnmiiia&r;/xttiii®©^i, m 
mt,*m xmxximmmMmzmitztmzMmtZo 

te, t (3tSVy-7 
b) k 5o if 
y#77 h!zfi}l)%0t hifeilTil h# 

»±gMfcMt£fflfaji;tc«tLX 

(3-4) mkommmwmk 
^f|0^0trLFGFR2fci#:tt, (ADCC) ft&RWX 

(CDO (A 
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DCP) 
FGFR 2fgi|«(lMLTADCCffi'(4^WrSo AD 

CCglt, CDCi(lAD C P \Z&%\<D%mIZ£ V 

5 ADCCffitt^itUtt, BWttZtfiJMZmMi-ZMm (ilWItt) t, 

F c ^WiHBflaH^bfetfL^CQF c'MS^itS. F c r 

g&Wfrytfi-)Kick0, X7x^^-|®MffiMt 

S0 b bfi3l5©F Stn:#;0ADCC^14^M^f S±i£\ X7x 

10 ^HfflflSiLTb hNKlffl^ffll/^nSo b bNKWftb b^Ml^ 

S£ (PMBC)^^<D^&HckD®iirf Sd^T^So &SW3PBMC 

ADCP®'i40iij^Hft, s^^^ig-rsm (iw» 
v^7 • 7 7 - vTi (HCDX7 x ̂  ̂ ^ 

15 £>ns0 mf)®X7x^^-Ifilt b b^ffj&M^ (PMBC)^^Si 
(M&HJ: O^SIbfety IM b B# V p 77-^t 

(3 — 5) 

20 ^B|©fiFGFR FGFR 2 £ 
frbfcFGFi'ffj~Jls&ffiVrWtifi?5Z£b'VgZo F G F R 2 &frLfzF 

GFmmz^^is?i-)iBmtLTu, #ms$nsfc©Tft&^\ mx. 
ft\ FGFR2gSU>Hft, FGFRSI0') 7 )l~ hRZftOim, ttl 
^^IfcMAPK, PI3K, Akt, fflfafti'lf-}-)l/^JfP+^—tf (ER 

25 K) Z>Z£tf-C%2>0 FGFRSfilT 
ft, FGF RSf 2 a (FRS2«) £ £/^T#So 
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WMt. ERK 

'&m<0 E 1 k i;k>7x7-1f>^-^-

7>yiM 

*^<Z)#Si&£ifmFGFR 2 £ WJI 

5 CttFGFR2 I I I bM7XttFGFR2 I I I ctl^tS'f'Mtt^t 

t§. FGFR 2©U#>FHc£SFGFR 2^l£'ft£M:X 

MM*. F G Ffe#i4©F G F R 2 4y^t 

;i/, )5^>5 t5 t^tS ̂ 

2 (D 2) — 3 £ck£J^|«J 1 1 o 

10 

( 3 - 6 ) U tf > 

*fPJ©£?il&la#:ttFGFR 2 t^(D >J kDI?I 

t:UFGFR2 I I I bM/XHFGFR I I I c £ F G F <£>&£•£ IE Wt" 

15 ©IsfntSoTfckK FGFR 2 I I I b^i^FGFR 2 I I I c 

T£U;tf>K<hLTte:, FGF 1, FGF 3, FGF 7, FGF10, FGF 

2-2£cktfFGF 2 3, fcZtflZ, FGF 1, FGF2, FGF4, FGF6, 

FGF 9, FGF 1 7, FGF 1 8, FGF-2 1^^FGF23^, 

20 

(3-7) tSpn-j-JUffLft 

? •—j-)1/&ifc&j%fc?Z>0 "E/9 P—1~)UtfifalZ\Z, yyh 

mt, YWltfo&Jk 
©t; b Mbi/L#:, b hta^ 

25 JT\ z.cD5t>, yy ^n — 

il/Til FR 2 — 1 0 trifle F R 2 — 1 3 £ri#\ F R 2 - 1 4 
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F R 2 — 1 hFGFR 2 
h^ey?u-:FR2-10 

(mi 9) 7^;iE^ji®ijs^i2 (@20) \zu 
mznx^&o FR 2 -102 

5 0 (12 8) \z, 75ymMn\xmm^21 (029) k:f2m$nT^§0 

FR2-1O0CDRH1:©7$; il^iJHSS^Jt^ 5 2 (06 0) \Z, CD 
RH2©7 5/iffi^J«gB?iJ#-^5 3 (06 1) \Z, CDRH3©75/iffi 

54 (062) \z, cDRL 1 ©75/61 (0 
6 9) i;, CDRL 2(DT^/mmmzmmn6 2 (070) j:, CDRL 

10 3©75/$BB?mBB?!I#-*t6 3 (0 7 1) iZ^tl^ctimMZtlTl^* 
F R 2 -13 \tmmm 1 \zum<D^mzo t# e> n^ta t H F G F R 2 ? y 

h^ey9 u—r)vmtxh^o F R 2 -13 
(021) \z, 75/miBm@B?ij#^i 4 (022) \zm 

msft-a^o FR2-13(Dmm^mnm(Di&mmmmm<Dmmn2 
15 3 (03 1) \Z, 7 5/l?@B^jttiB^J#^2 4 (03 2) Hf2«$tlT^S0 

FR 2 - 1 3 ©CDRH 1 ©75 y^@B^J«gB^!J#-^5 5 (06 3) \Z, CD 
RH 2 (D7 a5 6 (0 6 4) \Z, CDRH3©75/miB 

^iJftlB^J#^5 7 (06 5) \Z,. CDRL 1 ©75 J ^SB^JftlB^JS^ 6 4 (0 
7 2) \Z, CDRL 2©7 5/gffi?iJtt@B?iJ#-^6 5 (07 3) \Z, CDRL 

20 3075ymia^Jtt@B^m^6 6 (074) iz^n^ntm^nx^z, 
FR2-1 4\tmMmi\ZUm<D^&\Z^V%^tltc$i\iVF GF R2y y 

FR2-14 
mommms (023) \z, (024) \zm 

FR2-142 
25 5 (03 3) \Z, 75y^lB^iJftiB?iJ#^2 6 (03 4) £f2ft£ftW5o 

FR 2 - 1 4©CDRH 1 ©7 5 7 ̂ SB^JftlB^'J#^ 5 8 (06 6) ll> CD 
RH 2 (D7 a ymnmmmmn 5 9 (06 7)[:, CDRH3©757ilB 
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0 (0 6 8) \Z, CDRLl©75/i0EWa»^6 7 (0 

7 5) \Z, CDRL2®75yiMi^6 8 (07 6) IZ, CDRL 

3©7 5 7M@a^Jttie?iJ#^6 9 (07 7) 

si4c7){gT, 

(D^tzr ̂  /Mmmz&^TUftwr ̂  /MwmztiTte&y ̂  /m%m% 
£j^?W75 75/MJlfUl 

m ® (D & s 7 5 J M if )V~ 7Wi; & g&T & s 0 

$?mte7$;m!f)v-y\t. RT•. M^;i/-7°=7x/^ 
>$, ^*5 >$ ; ^>-7°= 'J 7;Mi~X txfy> ; # 
itt^-^=77-X AU>, ni^>X ^vn^yx 7°n>JX 7x 

-;P7^->> y^rt~X hU7>7r>;43J;r/»««7 7 5U-= 

77,ny^y, y;i/^5x yxnx t'jx yu^r~>, j-

• -»„ ftU©ffji/j:75y^y^-7°a^cDi^DT$.S :JJt«kFn^> 
y;v-7°=iz'j ; 75 F*a Wy^-7°=7XA°^>;&^y 

)V9 5 > •J§te^y;i/-7°=7^~>, A'JX D^'»S^VP^'»; 

7 = 7X^JV77-X h'J 7°h7 7 >^.^^-111 v>0 ft 

ft%tiifc&gmz&tf%7$ymmmz. 
T£i±&^igfflT?T7©£W£L^o 

^©c^wiiiiirf£75smft'b 
$ £ W1~ Sj^-o-it\z£o -f v 7x/\° ̂  ̂  >Mii, -
^T, 7^7^>0*<§£-M75 H{b£<k 0 7XA°^^$tlB< > 
$*>o-rv77/t7^>it:ti$n§«t5 
&M'l4fb«75 Flb/»s6«\ m&M'<D£%mz&mft£C®Zo f:t, 
/»SMi4{b^®£7 5 Nb£@)iTSfc&};:, WBW^orT.^y^fym^r 
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^0FR2-1O, FR2-13XttFR2-14^f-r§757iE 

mz&^TU^Ft§7 ̂  r ̂  J 

5 UZZMZ, FR2-10, FR2-1 3XSFR2-1 4 |i^<7)C D RH 1 75 

SCDRH3WCDRL 1 75SC DRL3 (D^~ftlft(D7 5 /8£@2^!Rr43V} 

y v YlSiW; ^^yikififo* t: Mb^n^ t 

tlSo 

10 ffl©FR2-10, FR2- 1 3XHFR2 - 1 4 Ei35l5(7)CDRH 1 75 

5CDRH3&15CDRL 175MCDRL 3(D^-fnftl"DX\t2"DKk±<D7 

5ySffiWl£^T175MMK £Bl^ttl75S3fSK i*HlXli2 

tt^CDRH 1 75MC D RH 3 IkZSC D R L 1 75MCDRL 3 £"££f £[#<£> 

15 J.othFGFR2{3^fS!bOtt, 

F R 2 - 1 4 <7)0F £ L/TU, #<] X. «\ C D R H 3 (D7 5 J ^IB^iJ 

R H 3 30 

20 FR 2 - 1 4fi$iCDRH3©75/gi/^fi^$nfc£?ii&^M#:£UT«, 

1#0(7)75/^T&£7XA^>§£ (SB^iJ#^5 1, 059(7)1 

18#@(D75/$) 2#@©7$;i 

Tfesyu v> (SB^J#^ 5 1, 05 9(7) 1 1 9#@©7$/i) #Dy>, 

77-X h'J^h7 7>, -A'lJX 771/^—X 7XA^X 

25 n^yX 'JyX ^VD^yX bX^yX 7x-/l/77->SfcH^ 

8#@©75/iT^§Xl/t-y^77^> 
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1 75MCDRH 3 CDRL 175 

SCDRL3^t5^fe, t<D£ot&^Vf(D&\ 

<hbT, CDRH3<DfrfoZ>&imz&JkL, CDRH1^CDRH2^^^ 

ilCDRL 17bmCDRL3\Zm<Dtfimz&%'?2>Vifomgifo&$>tfZ>Z£tf 
5 

ofcom^ns. t urn, cri, c 
10 r 2, Cr 3, Cr 4, CM, C<5, Cal, Ca2, C E § Z hft 

T£$„ khSfr©Mmi^lTtt, m«\ C/c, CA^fS: 

(3-8) 

^BlKlltei'> * (in vivo) 

»ttFGFR2 I I I bm&MRZjt/ 

XHFGFR2 I I I ciaiCil^C^l, £ 

turn 
20 CHAD C C^St;/XttAD C s, 

#:Xtt^©$tfglfrH-«FGFR 2 lzMt&U MtttFGFR 

2 I I I bM/XHFGFR2 I I I c^-rSWtt^fb, £i3£?jl 

(II1FGFR2 I I I b JkZf-F G F R 2 I I I c So 

££>£, MlttFGFR2tf® 

25 U > H 0|p crSrPfl^TSo 

&%9KD?y h~t c FR2 - 1 0 

7 5 y miam b 7 a / mmm, mm 
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32, 35^36 (@39, 40, 43^44) \z^n 

@B^©@B?iJ#^3 9, 4 0, 431 

ZS 4 4 (04 7, 4 8, 5 1 JkX$ 5 2) Kl, c F R 2 - 1 4 

UT^/Mmw£%mzn$mmmRz£75 yi£@B?m, 

4 7, 4 8, 5 0 ms 5 1 (05 5, 5 6, 5 8 RZS 59) \Z, 
< 

ns, o, uzzs 
IZ, /m#-^l 75S2 Ott, 

.ckr/T^ y 

mmc, 
mm5 7, ^n^®fiiic7)7 5yiffi^£tfS75yMii^i 
75S19tt, v^;HBm?M, 

(3-9) |TL#:cD«|ffjir 

^M®^FGFR 2 

\Kmt<:mmmnm (ADCC) 
10)3^^ (AD C P) S d G F R 2 

&ifc<Dmf&tLX\Z, Mz-U, FGFR 2M0MM^'I4, ADCCm A 

D C P^14, F G F R 2 £2*T5 -f > • If 4^11^14, FGFR 

2 £^<DUtf>F'£>*g££IS^t-

mx\t, .Fab, F (ab') 
2 , Fv, SiWiiOFv &5IS&U 

>Fv (scFv), diabody (diabodies), IkZS 
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mmftF (ab') 2£M^^TTMilLfc 
a b' ^ctl 

U>iJ^$Mt5scFv0i5!l, ^ 

5 ^*a-$tl£0 

ia#^6St<E>7^ y J Mft 1 75MM 

LT& o, 5*8tg£>4>&< t 
misTv*z>ft?b, fcfrnmmmfrvMmz&sznzo imft^ 
fflfaT±M2nZfofo<Dmf&<D%)l#3ri')]/Miffi<D 'J x £ £ 

10 ?>tlT^3D (Journal of Chromatography A, 

7 05:129-13 4 (199 5)), |WJ £ < M&tDl#* -»V^<D 

^'JyX Uy>©2 7$yliS^b, 

f S7°D 'J >5il£;^7 5 Kfb$tlS d £>flT^<5 (Analyt ica 

1 Biochemistry, 360:75 — 83 (2 0 0 7))0 b^L, 

£5fcfcft<Dmmm}!r<D&Mfcb, *%w<D&iitbis<\z:?<D®mmft-. x\t 
commit (&s£) m^nsc 

>>u< tb 2mm<D^uz>$imzMVT 
20 #M14^W1~S##M'l4trL#:T$)oTfcJ;^c &&&&&>fate, 2W&<DW& 

Stril^HIp (bispecific antibody) 

\ZRg£$ tlf\ 3 mu± £> M & 3 tfiJMIZ*f L T#S14 £ Wt S tn:#: fei£%m<D 

^m^xn^ommmfc-rrfc-DTb^ mz. 
25 n F (ab') ~m^mmmz2mmom*(Dn.mt 

mm (HL*f) £i^£$l£Tfe$lf~5;i £*>"?# So f)l&i 
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(Mi 1 lstein e 

t al., Nature (1 9 8 3) 3 0 5, p. 537-539). 

& o mmtz 
Q^T\ rscFvj t^"5> 

So s cFvft >#-

T^|p"l"S d i H d; V %£> tlS (Pluckthun, The Pharma 

cology of Monoclonal Antibodies, 113, 

Ros enbur g&l5Mo o r e IB, Springer V e r 1 a g, N 

ew York, p. 269 — 315 (1994), Nature Biote 

chnology (2005), 23, p. 1 1.2 6 - 1 1 3 6)« 2~D 

(D s c i s cFv^l 

btf fflt § ̂  5o ££>\Z3-DU±<Ds CFVJ;DM 

u 1 t i s c F 

Is v — A / if • y" U >.(s ingle chain i mm u n o g 1 

o b u 1 in) (Lee, H—S, e t. a 1., Mo 1 ecu 1 a 

r I mm uno 1 ogy (1 9 9 9) 36, p. 61 — 7 1 ; Sh i r rm 

ann, T. et. al., mAbs (2010), 2, (1) p. 1—4)0 d 

<£>«£5&—^iKA/ynyj XJriMtSuttcfcoT, 

iItz, *mM 

M0 d CD J; 5 (single domain a 

nt ibody: sdAb) (nanobody) 

(Muyldema 

ns S. et. al., Protein Eng. (1994) 7 (9), 11 

29 — 35, Hamers—Caste rman C. et. al., Natu 

re (1993) 3 6 3 (6428) 4 4 6 - 8)„ dn^©#L#:fc, *5tmz 
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(3-10) b Hfc$ntfM3J:tfb htri#: 

*^©jnFGFR2 b bfcffifaXlttVMmItrfrtt, 
> • b# ( i n vivo) TmmfmZWtZo £?z, 

bv\tm*x\z^<Dmm.mft\z, »SFGFR2 I.I I bm&n%.uz/x 
(JFGFR2 I I I 

z*>\z, himfax\zt(Dmm 
mfr\z, ftm\z\zADccffi'\iRzs/x\ZADCP'&¥kz^t%a 

mot bi\:m*x\z^ommffifcUFGFR2\ztttz>^m'®iZ^i<, arm 
i:UFGFR2 I I I bJkTS/XSFGFR2 I I I c 
U cfcO$fiiH«FGFR 2 I I I bMFGFR2 I I I c 

FR 2 i^0'J^>H©^2ria^t"So 

b Mb£t#:<a#J£LTki, J^T© A75ISC 5 C, 
7yhFR2-l 0 mt, 77hFR2-13 y h F R 2 - 1 4 
fiifoommo C D R H 1 75M C D R H 3 43 ££/«© CDRL 1755CDRL 
3 ^tt§b 

(A. 7 7 h F R 2 - 1 0£rL#:©SiJf©CDRH 1 75MC D RH 3 43ck£PgiI r 
©CDRL 175SCDRL 3 £W^£b Hbta#0 

^0^©trLFGFR2bhfttrL#:Xtt^-©^tg®ffri:bTtt, SB^'J 

^©@B^J#^-5 2 (0 6 0) ymiB^J^^^SCDRH K IB 

»©@B^Wf53 (06 1) H/^nS7^yBIE^^ci:5CDRH2& 

tfBB^J^SB^J#^5 4 (06 2) l:^Sn575;iE^5^CDRH 

3%nm, mmz, mm&ow&mnsi (06 9) \z 
/^n§7a;il3^f./j:§CDRLl1 BB^©SB?Wf 6 2 (0 7 0) 
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2Rumm(Dm$mn6 3 (07 
1.) t:^n57$/&BB^£&5CDRL 3 
frzuv, *%w<DFGFR2mGn&mm?zth{kffiftbL<i2mffift<D 
FGFR 2 

(B. yy h F R 2-1 3 tiifcOMMO C D R H 1 75MC D R H 3 43cfcO®l 

©CDRL 175MCDRL 3 §ft§k Mfctri#) 

ffi(DtTLFGFR 2 k hik&ifcXn^ommmfrtLTfoy MTL«\ @B 
zmommn5 5 (06 3) ti^sn^T^yiM^^^cDRHi, 

10 BB^JSwBB^J#-^ 5 6 (0 6 4) H^$n5 7 5 7 C D RH 2 
iknmmomm^h i (06 5) i:^$ni)75;i@B»e)^5CDR. 
H 3 £^tr IB^^IB^IJ#-^ 64 (072) 
t:^n575;i»6/j:l)CDRL 1, 0B^0BB^J#-^6 5 (07 3) 
K^£ft57^/$sa»£&5CDRL 2msmmomm^& 6 (07 

15 4) H/^$)n57> y^BBWS&SCDRL 3 
*mw<DFGFR2m&n&mwt?z\i vit^b\,<umiK^o 

FGFR 

(C. 7 7 h F R 2 - 1 4^©liOCDRHl 75S C D R H 3 43 &XS&§& 
20 ©CDRL 1 755CDRL 3 £WTSk Mb#L#0 

, ffi^triFGFR 2 k YfcfcW.X\tt<nfflm¥\ £LT\%, MMf, 
BB^OSB^J#-^5 8 (06 6) y^@B^5>&£CDRH 1, 
BB^<D@B?'J# ^5 9 (06 7) 5 yflB^^^SCDRH 2 

.S^BB^J^^BB^J#^-6 0 (06 8) t:^$n§75 /MBB^?>&SCDR 
25 H3m&\z, mmommn&i (075) 

K^£ftSr^/$BB»£&SCDRL 1, BB^£>BB?!l#-*f 6 8 (07 6) 
t:^$n§7$/®BB2W£&SCDRL 2mswmmm&n6 9 (07 



0 (98®) Z Z^#|i£HI»ri4OT/tZ l§I0H.$4/89^ 

^il^Ati^CO (fr 8 0) 9 Z^#M3@«fi4ES^a>I$5 l?SS 2S4M 9Z 

S^#|/^0 (I 80) S Z^-«Hi«ri^S^/5Z ^S0ZI«I9 

&mi{-£¥A6ZQ> (0 8 0) z °£ 

QXtmi\*\ 3 W5#P-^SfM::i I 1/2H- P i-zx^m 

o A I A u i 21^9 tl l$fS0 o a V SHd oz 
<&fi S HdOd . 2 HdOi VUM^1 

°£^a.^U;2rl*-2r V3Z9J^^0 

2MI/JIQ) (8 8 0) 9 Z^#fi4Eg»fi4M/5Z I 0 P I Wit 8 

9 ^A (28 0) PL ^SriiSS^ri^l^ma)!!® ^9CCS 

(is®) 8 z^#ri^HS»fi^i^/5^ ^sozsw ex 

i9umt\£*A4ZQ) (0 8®) z 

°^<$Xtm^\H 3 30*5 8l$W^« T 1/ I H P I - SHdq 

3»i$Q3W0i£:£ VM£ 

^Q)-C—^U«^^C0 11/61 H f7 I — Z 

Hdqs«n/iH~H-^iq vlf5«^32fri^iulf5 ox 

3a>c—<Qa*,M<2> n/6i H f71 - z^d^i^u n/iH 

~H-2Hdq \£m$ v>^«a.a>^2U£SSm<5U^r 

1/6 I H P I - Z^d^^l 1/ I H P I 

j_Y3 ^m:#¥WH ^Wd 
T A^u£^ag«^a<*a>&s§o^v^T»#^H s 

##W^a>-2rEP^ 2HHOH 

XdDd Waii* Kan^ 

8 lHCID£g:(S^li£2S$/ (Z 

S9 

0m90/£I0Z<If/I3d 90£t£I/£I0Z OAV 
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femzm1, FGFR 2 FGFR2'J^>Hft#i0 

FGFR 2 ADCCS14, &^l:in vivota®^ 

h F R 2 — 1 4 H 3/L 1 ttHWJ 8 ^43V^T#b bittfifcX&Zo 

5 mmfoomnoi&mmmmmn 12 (0 8 0) 61 
75^705$, rasmiwzm&mm 3 (ISD ©r^yit^2175 
S2 3 5 &, 8 (08 6) <£>)* F#^f 5 
875si4oi£, ®8 7) ©7^/i#^2 
0 75M 4 6 7 $, ^n^tVa^W^, M^L#:«Tmfg^<iz:#:fg3i^£'l4 

10 \zmn, FGFR 2 FGFR 2 U tf > Ffe#te<E>F G ' 
F R 2 AD C C?£'|4, /^m:in v i v otri®^?£f£ 

h FR 2 - 1 4 H 4 /L 1 8 b MfcJaftT&So 

2 (08 0) 6 1 

15 75S7 0 5 $, 7 5 / jtlB^mie^J#^-7 3 (0 8 1) ©75 2 175 

S2 3 5$, SiM©^Sia?lJt,i@a?lJ#^'8 0 (0 8 8) <T)~% 9 F#^" 5 

875514 0 1$, 7$yilB^Jtiia^Jf^8 1 (08 9) ©75/M#-5f2 

0 75S4 6 7 $, SAJX^ZO Mtaf^Trnfil/^iSi < 

\zmn, FGFR 2\zn~t£rS5V^£i£f£, FGFR 2 Utf>Fft#ft<£>FG 
20 F R 2 ADC Gff'14, ^^tlln vivo 

(^PJ#i)o 

h FR 2 - 1 4_H 5/L 1 WMMM 8 b hWTSS, 

^M^©M©^S@a^tt@B^J#-^7 2 (0 8 0) 05?^l/tfh'#^6 1 

75S7 0 5 $, 75/mia^Jttia^U#^7 3 (08 1) ©75/M#^2 175 

25 $ 2 3 5 $, StI©^$@B?m@a^J#^ 82 (0 90) <DZ2 F#^f 5 

8 75M 14 0 1$, 75ym@B^Jtt@a^J#^-8 3 (09 1) ®7^/i#^2 

075M4 6 7 $, ^t\^tV^hX\^a 
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\zmn, FGFRFGFR2U^ 

> Ff£#f4© F G F R 2 fczmz In vivo 

mm)o 

5 h FR 2 - 1 4 H 6 / L 1 8 ^tltc b MbiaftT&£o 

2 (08 0) 1 

7557 0 5 $, 7 5 7 7 3 (0 8 1) ©7 5 71?#-^ 2 175 

S2 3 5 $, 8 4 (0 9 2) ©5? ty 5 

8 75514 0 1$, 75 7 WWJ#^8 5 ® 9 3) 075/i#^2 

10 0 7554 6 7$, ^n^n^/uT^£0 

Klffitl, FGFR 2 ^^IIFGFR 2 U#>F{£# 

tt®FGFR 2 iyty-T)V^W^^LX^tc 

h F R 2 — 1 4 H 7 / L 1 8 MfctriftT&5o 

2 (08 0) 

15 7557 0 5$, 75ym@H^Jttia^<J#^7 3 (08 1) ©7 5 71#^ 2 175 

£2 3 5 $, 8 6 (0 9 4) ©X ^ K#-^ 5 

8 7551 4 0 1 $, 75 7$SB?!ltegE?!l#^8 7 (0 9 5) ©757^##2 

0 7554 6 7$, ^n^tVa-/uW£0 

\Z&n, FGFR2 ^f>m:FGFR2'Ji]>Ft# 

20 ttOFGFR 2 (H»>J#M)o 

h F R 2 — 1 4 H 8/L 1 8 K:43^T# k MttniftT&S,, 

%m&tfc<Dum<oi&M&mzm&mn7 2 (08 0) (oxzvt.j-Y&n61 
7557 0 5$, 75/m@B^J«ia^i#^7 3 (08 1) ©75 7i#f 2 175 
52 3 5$, Jill©^3613^08 8 (0 9 6) ©3* ty K#^J 5 

25 8 755 1 4 0 1 $, 75 7 miBMttia^J#^ 89 (0 97) ©757 2 
07554 6 7 $, ^tl^tl^hjX^Zo 
\zmtl, F G F R 2 FGFR 2 >J# 
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> F&#&© F G F R 2 AD CCffitt, t&ZXftZ i n v 

mvtz 

h F R 2 — 1 4 H 9/L 1 8 l;::i3Vvr#£n;fct: bittfi$-X&%0 

2 (08 0) (DXtyl/^b^ 6 1 

75S7 0 5 $, 7 5/MgB?iJttSB^J#^7 3 (08 1) ©7 5 /$#-*§• 2 175 

$2 3 5 $, mm(DMmmmmmn9 o (0 9 8) ©^i/rt^F#^ 

875IS 14 0 1$, 75/M@B?iJttffi?iJ#-^9 1 (09 9) 07$7if^2 

0 75314 6 7 $, 

izmtl, F G F R 2 MtltcWk^m^ F G F R 2 >J tf 

> Fft#tt© FGFR2V U e> mi in vivo taffies 

(^Jg#|#i8)o 

h F R 2 - 1 4 H 10/L1 ttllWI 8 t: hfbfex^Tf25 

3, ym^©M©^XgB^J»@B?iJ#^7 2 (08 0) (DZtyU^bmn 

6175M705$, 3 (08 D ©75/M#-£§-2 

1 75S 2 3 5 $, fiil©^S@B^Jtt@B^J#-^ 9 2 (01 0 0) ©^F 

#-5f 5 8 75^1 4 0 1 $, 7^y^BB^J«BB^J#^9 3 (0101) ©757 

i?#^2 0 751S4 6 7 $, ^n^tl^/vX^Zo < \Lfcm 

FGFR 2.^1"fSi t>Z$\Z F G F R 2 'J 

> Hft#1t©FG F R 2 Z^;mn7£'|4$#LT^tz (^Jg0g#BB)o 

h F R 2 - 1 4 H 1 1/L1 8 \Z^X%^fltz\l Fffctft^Tifc 

S0 S^©gi®ISI3^tt@B^Jf^7 2 (0 8 0) (DZPl/^Fmn 

6 1 75317 0 5 $, 75/M@B?iJtegB?iJ#^7 3 (08 1) ©75/M#^t2 

1 75S 2 3 5 $, fiil©^S@B^iJttlB»-^ 9 4 (01 0 2) (DX ty Vtt F 

#-^5 8 75^140.1$, 75/iffi^m@B?iJ#-^9 5 (01 0 3) ©757 

m#^2 075M46 7$, tn^n^/ux^Zo rn^mtTmm^M<iL^m 

FGFR2^*fT£iS^li^?£tt, FGF 
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R 2 U # > F G F R 2 AD C C H 

in v i v o#iSi!i^$f4$WLT4oD, 

f£tt$«Fbfc C^Wil#M)o 

h FR 2 - 1 4 H 1 2/L 1 8 £43V>Tlt5>tlfcb 
5 ^mm*(Dmm^mm\zmmn7 2 (08 o) 

6 17557 0 5 $, 7 5/MlB^Jtt@B?iJ#^-7 3 (181) ©7571 #^2 
1 75M 2 3 5 $, 96 (0104) (DXty H 
#^5 8 75M1 4 0 1 $, 75/MIB?iJ«@B^J#-^9 7 (01 0 5) ©75/ 
^#-^2 0 75M4 6 7 $, ^n^tVa/uTV^o 

10 FGFR2(I^f§iS5^^gi4> 14, FGF 

R 2 Utf> TOitOFGFR 2/^;WnS'l4, ADCCgtt, AD CP 

?£&, FGFR2'J^>H<hFGFR2 ©fS^IS^T^tt, & 6 ZftZ i n 

v i v otaBJ£ffite$#LT&0, 

mm&m. 
15 h F R 2 — 1 4 H 1 3 /L 1 UmMM 8 \Z&^T%6tlfc\i Mfcta#^ 

£o mmfcfo(Dmm^mmmmm^7 2 ms 0) 

6 1 75 M7 0 5 $, 7 5/$gB?mSB?iJ#^7 3 (08 1) ©7 52 

1 75M 2 3 5 $, SfI©^@H^J«Sa^J#^ 9 8 (0 1 0 6) ©5^ H 

#^5 8 75M1 4 0 1 $, 75/®ffi?iJtt@B^J#^9 9 (01 0 7) ©75/ 

20 M^2 075S4 6 7 $, -Zrtl^tl/^/i/WSo i^lJTmi^iS < 3tft*g 

jg^ltefStl, FGFR2W5|t«Mfe &^HFG.FR2iJ^ 

> TOftOFGFR 2 v^f;i^ft?£&$/£bTV>fc (MM&.mm). 

h FR 2 - 1 4 H 1 4/L 1 8 MfciaftTfe 

^Mia#:©M©^S@B^ttia^J#-^7 2 (0 8 0) 

25 6 1 75$7 0 5 $, 7^JWMmmmm^7 3 (08 l) ©75/S?fl^2 

175M 2 3 5 $, 100 (010 8) ©* ̂  1^?-

H#^5 8 75S1 4 0 1 $, 75 7ifi^J(»iJ#^l 0 1 (010 9) ©7 
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5 0 75$4 6 7 $, < YL 

1> FGFR2t:tt§iS^Mtt, &^'l:FGFR2 

•J^>Ffe#tt0FGFR 2 (ll»J#fi)o 

hFR 2 - 1 4 H 1 5/L 1 te^J6M8 ti:?3^Tt#?>nfc h 

5 2 (@so) ©^I/^F#^-

6 1 75$ 7 0 5 $, 75/iffi?'JttgB»^7 3 (@8 1) 07$/i#^2 

175$235$, 102 (0110) o^tyu^ 

5 8 75$ 1 4 0 1 $, 75 J10 3 (0111) ©7 

5/i#^2 0 75$4 6 7 $, 

10 tiffin, FGFR 2 &6r;ilFGFR2 

U^>Ffe®FGFR2 ym^Mtt$tbT^fc (^«I#M)o 

h FR 2 - 1 4 H 16/L1 8 fi:fc^T#£nfcfc: 

2 (08 0) ©^ 

6 1 75$ 7 0 5 $, 7 5/®ffi^JttgB?'J#^7 3 (08 1) ©757l#^2 

15 175$2 3 5 $, 104 (0112) ©* ̂  

H#^5 8 75$1 4 0 1 $, 7 5/m@2?iJte@B^J#^l 0 5 (0113) ©7 

5/^#^2 075$4 6 7 $, ^n^n<aA,W£0 

#:#tig^cS44tiffin, FGFR 2 H*ff 5iS5V^£?££, &£#HFG'FR2 

•J 13 > Ff£#]4© FGFR2 '>^4,fDffit$f l/T^fc (MMM #RB) „ 

20 , hFR 2 - 1 4_H 1 7/L 1 8 tl£^Tt# 5>nfc t: 

3, ^I^^©M©^S@B^J«@3^J#^7 2 (0 8 0) (D^tyWt^Y^ 

6 1 75$7 0 5 $, 75/m@a?'M@B?iJ#^7 3 (08 1) ©75/if^2. 

1 75$ 2 3 5 $, SiI©JtX@B^J«lB^J#^ 10 6 ,(0114) ©^ ty Vt? 

Ymn 5 8 75$ 1 4 0 1 $, 75 /Sffi^JtigB^J#^ 10 7 (0115) ©7 

25 5 7it^2 0 75$4 6 7 $, fnfnt^'^S. < it 

tiffin, FGFR2tlM1"§^V^g^'|4, &£tfHFGFR2 

U 13> F#c#tt©F G F R 2 Wz (^g»JMOo 
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h FR 2 - 1 4 H 1 8/L 1 8 

2 (iso) 
M7 0 5 §., 7 5 / SffimSB^J#^-7 3 (08 1) ©75/m#^ 2 175 

$2 3 5$, 1 0 8 (0116) ©5* ^ F# 

5 ^5 875$1 4 0 1 $, 7 5/MlE^JteWJII-^ 1 0 9 (0117) ©75/ 

^#^2 0 75$ 4 6 7 f> ^n^JTa/uW30 Traffic < \Lfcm 

FGFR 2 tliZZfilZ F G F R 2 U 

>Ffe#i4©FGFR 2 ADCCm in v.ivojfi 
Ms^'i4$Wb-o^ (mmmpm)o 

io hFR2-i4_ui9/hi\tmMm9\z^xn^tiTc,mm^MMn 

2 (08 

0) <DZt? t/^F##6 175$7 0 5 $, 75/MB^JttgB^J#-^7 3 (0 

8 1) £©75/&#-Sf2 1 75$ 2 3 5 $, fi§Jf©i«gB^JttlB^J#^ 9 6 (0 

10 4) ©3^1/^K#^ 5 8 75$1 4 0 1 $, 75 /9 

15 7 (01 0 5) ©7 5 /iHt#-^ 2 0 75$ 4 6 7 $, Mln 

FGFR2 

F G F R 2 'J > Ffe^tt© F G F R 2 

AD C C'ffi'14, AC D FGFR2'J^>FtFGFR2 ©^$1®.^ 

TSffi'14, ^^(Iln v i v otriM^flH4.$#bT43 D, JiSgft&ftfclli 

:nf)©khftFR2-14^7^^HS#lfct:^, frSM 

4\ hFR 2 - 1 4 H 12/ 

L ltrt^cfc^h FR 2 - 1 4_H 1 9/L 1 tfifcZtl-p'tlfMZ® 1 5 0 

mg/kgb T 1 4 BIJBlftilbfctZZ, JL. ifii» 

25 MMf:, ^©fti3©fJ^7d:#t4HiTEttf^^Btl7d:^ofe0 £©J;5f3 

;£fPJ!©h Ffbi/U£tt^i§©^£fcte^©fc$©E^fIfi£tJ£ bTMtlfc 

^tt$I«bt^§o 
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MtT&£hFR 2 - 1 4_H1/L lMhFR2 

-1 4 H 1 9/L 104»T\ $f>dflfj:TOhFR2-l 4_H5/L 

1, h F R 2 — 1 4 H 1 1/L 1, h F R 2 — 1 4 H 8/L 1, hFR 2 

- 1 4 H 1 2/L l^hFR2 - 1 4_H 1 9/Lltfe^ ££>£ — 

iW^#tthFR2 - 1 4 H 1 2/L 143ck^h FR 2 - 1 4_H 1 9 

/LltSSo 

h F R 2 — 1 0 , FR - 1 0 FR£J;£/FR 2 - 1 4iri#:; ^ 

/7CFR2-10, c F R 2 - 1 3 £££/, cFR2-14 Si#:, & £ 

t hfb h F R 2 — 1 4 H 1 / L 175MhFR2 - 1 4_H 1 9/L 1 

5 /mmt 8 o 8 
2%EUi, 8 4%£U, 8 6%^±, .8 8%J^±, 9 0 %R±, 9 2 %J£U:,' 

9 4%J^±. 9 6%^, 9 8 %J^±Xtt9 9 %^±©|WI-ft75/^@Bm 

1^FGFR2 

^11:^9 4%^ ctOjff 

iin«9 6 %£U, £i9HgM^tt9 8 %J^±, ^1^3:9 9 %^±Tfe§0 

fflCfl (3-3) 75S (3-6) 0Bfc£>?£ft£—2 

Blast a 1 g o / 

rithm version 2. 2. 2 (Al t s chu 1, Steph 

en F., Thomas L. Madden, Alejandro A. Sc 

haffer, Jinghui Zhang, Zheng Zhang, W 

ebb Miller, and David J. Lipman (1997), 

TGapped BLAST and PS I-BLAST : a new g 

eneration of protein database searc 

h programs], Nucleic Acids Res. 25:338 

9 - 3 4 0 2) Z 
Blast algorit hmtet, 0iJxJ3!> -f hT' 
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http://blast. ncbi. nlm. nih. gov/\Z7-5 Z. t \Z& Z. t 

.*%W<D?yb FR2-10, F R - 1 0 F R£«£tf F-R 2 - 1 + 

/7CFR2-10, c F R 2 — 1 c FR 2 - 1 f2.*>tf\Z, 

5 fc MfchFR2 — 1 4 H 1 /L 175$hFR2- 1 4_H 1 9/L 1 la#:© 

^ i -rn^- ̂  iz mffioficfcosm £ fr © 7 5 y mmm \Z # wr 1 5 

Ofgk 175$ 4 5 f@K 175M40®, 175M35®, 175M30{gL 175S2 

5{gK 175M2 0{@> 175S15-EK 175S10I1K 175$8j@K 175M6IEK 

175M5fi, 175M4{@K 175M3I0, lgK(J2E £ft\Zim<D7$/ 

10 m7»&, ^ ̂ ns/ct»AbT^£7 5yMia^j$^atisfc^M 

&OFGFR 2£^T5ftftXte^©M§®r)Tr!b, 

n§o ^5 75 SMl&MlZtfrMlzitM&'V&y, JM<Dm$k 

mrMlZ\t 1 75 M 5 UK J; 0 1 75M 4 f®, «fc 0 SftffilZ»1 75S 3 

tk £fz, 

15 (Dffimz, &MIZ12 (3-3) 75$ (3-6) SSfc©St££— 

tbTl^o 

$^©77hFR2-10, FR-1 0 FR43J;^FR 2 - 1 4^#:, + 

/7CFR2-10, c F R 2 — 1 3&J:Z/, c FR 2 - 1 4 fit fa, U<^XS\Z, 

kMfchFR2-l 4 H 1 / L 175MhFR2-l 4__H 1 9/L ltfifc<D 

T£5? £ HiXh 'J/yx> h&£#TT 

A^U^T XTS^V^ s^sa^JUcfco 3- F$n^7 5 y 

lOF GF R 2 

iltbllrfrfe, ^tl5>©jn#:tt, MJltt (3-3) 75M 

25 (3 - 6) 

^§£BJ3©k Mivfm, FGFR2\Zfe&T%\iblii%i<DtiifoX$>n&&\Z}&M 

http://blast
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ftmiZte'O • (in vi 

ffIilHFGFR2 I I I bfeiWXlJFGFR2 I I I.cISIH# 

5o £££, h*/t#Xte^©Mlfrm^ frilKteAD C Cfgft&tf 

/XttADCPffitt$lt?)o h^£X«^©$|«m3;F 

GFR2II^T5It,fn?£tt£WU MHHFGFR2 I I I b&tf/X\ZF 

GFR 2 I I I c 5 U =):D»ttFGFR 2 I I I b 

MS FGFR 2 I I I Z6lz, *%W<Dt bffi 

itX\t^r(DmmTJttt, nm\Z\tFGFR2 

(3 — 1 1) x t: 1—ylz&S&'t&trifa 
&t rift-cDgp^nsg^rstri^j 

±(D§m^y°^- Yxitu^iLmmizm^mH^tnif, m-tnMtm=-

Z.t&$m°t2> ZLt\Z£~DX, 
FiB^jxttiL#:«3i^®$nT^7td:<Tfev 

-ZZlz, 

tot, %-<D&iFGFR2tiifo<D&&'?Z>ffimz?iZ-<DtfiFGFR2Vimt 
teS-Ttltt, F R 2 

H-©*TLFGFR 2tfi#:(Z)FGFR 2®0 
ftLT^-CP^F G F R 2 ftfoftmGt£ £ t 
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tyU~1~)V%iVfFR 2 -10, FR 2 - 1 3XBFR2 - 1 4 
F G F R 2 Stl§o 

mMt. lfam<D7$;m.&m*c3i£fr\zN3ifrz>mwfr\'DT 
JI0^:7°^ F£fEMU :£tiz>\ztt'§rz>1toft.<Dfcjfc&&&tiL, 

$ 6lzM^^ F^-ai^LT^n5)0^7°^ F 

3 -1.V, £ £#n?£5o 

ttfTtZo 

mmmtif&ffsztizj:?), vtfot 

M£it»8 Aj^TT&O, $figHH6 AJL^TTS D, J:Dffllitt4AKTT 

(Xh°F-7°) &tMUI§o ^§757ii 

^2^R±0i§£\ 

K' 

yy Fx ^'7Xttk F-ffcF R 2 - 1 4 ffi{£(D F a b 7 y ty/> F11 FF 

GFR2I I Ib©D2ifr (IS^J#^ 70 -.078075 / $#-*1 1 2 8 75 

$'2 4 9^£&5^7^F) 1. 175$2. lM«7>^EX<y 

A — 0 . 1 5 MT r i s MMmW (pH6. 5 75$ 8 . 5) O^TT^JTH 

lEfi&mxQmmtP 4 12 12, y0|fiWa = b = 6 
0. 5 7 A, c = 3 3 1. 2 A®W#^ns. 
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yy K */yX\t\i MtFR2 - 1 4tr[^«, thFG'FR2 I I I b± 

" —712, khFG F R 2 I I 

I b©757 M$m 7 0 : 0 7 8) Xtek h F G F R 2 I I Ic© 

5 75/iffi^i] (@B^IJ#^7 1 :07 9) 1 55#@©fDy> (Tyr), 

15 7#0©X^> (Thr), 176#@0'Jy> (Lys), 181# 

@©7?"> (Ala), 18 2#g©^'Jy> (Gly), 18 3#gO^'J 

y> (Gly), 18 4Sg©7^A°7^> (Asn), 1 8 5#@©7°n U > 

(Pro), 18 6#@0^f^> (Met), 18 8#g©XUt^> (T 

10 hr), 2 0 0#g© (W5», 2 0 1#S©^5>| (Glu), 2 

0 5#@©^'»> (Gly), 2O6#S0^'Jy> (Gly), 2 0 8f@ 

CO V S^y (Lys), 2 0 9#g©AU > (V a 1 ), 2 10#g©7M'-> 

(Arg), 2 11#@07^7^> (Asn), 2 12#g©W5> (G 

In), 2 1 3#§ ©tX?y> (His), 2 1 4 #@ © h >J 7° h 7 7 > (T 

15 r p), 2 1 7#@CD-T Vn-f/>( I 1 e) 

^StaMkhFGFRI I Ib©75/MiE^iJ (SS?iJ#^-

70 : 0 7 8) XttkhFGFR2 I I Ic©7$7 (SE^J#-^ 7 1 : 

07 9) 15 5#@©fny/ (Tyr), 15 7#@©Xl/^-> (T 

hr), 17 6S0©iJy> (Lys), 18 1#@©77^> (Ala), 18 

20 2t@©^ijy> (Gly), 1 8 3#@©^flJy> (Gly), 1 8 4#g© 

7XA°7^> (Asn), 18 5#@07°n'J> (Pro), lSGfg©/^ 

(Me t), 188#@0X L(Thr), 2 0 0#@© (^;i^ 

5», 2 0 1 (G 1 u), 2 0 5#0©^<»> (G 1 y), 

2O6#g0^iJy> (Gly), 2 0 8#g©'Jyy (Lys), 2 0 9#g 

25 ©A~ U > (V a 1 ), 2 10fg©7J^> (Arg), 2 1 1S@07XA° 

(Asn), 2 12#@0W5y (Gin), 2 1 3#g©tX^y 

> (His), 214S@0h'J7>77y (Trp), £<£££, 2 17#@0 
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-fvn -iyy (I 1 e) ^©^©Xt: h — 7°glH£ 

hhFGFR2 I I I c ©75/M@a^m3fc#f±T£0 ^5Xkh-

*fgl£©tii#, :t<D®ffimh-£rzte-!£<Dig 

(3-12) fcift:©^#: 

omtmYroimw-tfe, ^mmomtxit^ommmfiiz^^xit^^ 
Wfc&ffitfMztiTtezbv&MmirZo mmz\t, 75;m 

(m«\ N-&££&&o-ifg 
£"\©5|tilttfth N^£fc«C^'©7°D-fey x>^\ 175 Fft, 7X/\°7^ 

^fg0J3©irL#:£Tzte^E©^£tzMl!£ PJI^\CtZ>tzt)$tltzb© > 

t:tsn§0 c©J;^^^0^©^xa^©^t^jt©«^ttv^©^ 

^ ̂  § £L#X ttirLig ©^ ai x \z-~e $> § „ 
L/Ttt, ^|jxfl^>^|j3-jk x^-

l/>^fu 3—;i//7°D h°l/>^'J 3—;i/3#'J V—, #Jl/tf^>/-3^t/-fejpD 

-x, T^h7X tfx;i/7;i/n"ji/^©zK^i4^U7-^^ij7Kf 
ttfTZZo. 

UTIJ, iiiitiiiift£vmrntfrnztitzi 
©x mfc^UWzTLlZ^ 0 
ai4xtt^5i5i4©^ii{i«^ t ntz b om 
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zttfvimx&zo tiifcomm&MfDmffi&ffitLxfc, W099/ 
5 4 3 4 2, WOO 0/6 1 7 3 9, WO 02/3114 0 ^fciEfc^nfc# 

<D&miZ&^Xffi2tlX>b£<, 1 -DX\t2-D^±(Diim\zm-X\t2mU± 
<Dgct£& £ tlX b «fc V >o 

*mw\z&^x \t 
mz.^$$b(Dxfoz>e 

j£%mz&^x\t%ifo(Dm%w, w-\z r^j, r^ 
foommwi m&ztfthz. 

h F R 2 -1 4_H i 9/L i nmrnm 9 ^&<^T#e>nfe, mm&mnn 
BZntzb MfciaftTfcSo ^M^#©3£iI©i«@BmgB^J#^- 7 2 (08 
0) 175$7 0 5 $, 75/miE?miB^J#^7 3 (0 
8 1) ©75/M#^t2 175$2 3 5 £, Sft©J£$lB^m@B^J#^ 9 6 (0 
i o 4) oyy v-tj- K#-^5 8 75$ HOIS, 75 / mmmmmn 9 
7 (010 5) ®75/it^2 0 75$4 6 7 $, ^n^n^A/WS0 

4. 
(4-1) /W7*U F — 
*^<D#iFGFR 2£ift&, (Kohle 

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)) 

FGFR 
DKFGFR 5 XD-7f0fl&£ £!!!£•$ 

(4-i-D tfiwimm 
JTLFGF R 2 :£fPj0ft!}©g|^Mlf2fc$nfc 

Ms&Mi^icFGFR2w&n<Dmm&mz®.-DT, mntzzt 
FGFR2iaigb< 

io <D'j>& < t b 6 momm L 7 5 y ^i? £ t & 3 F G F 

R 2 gSStBrJt, y 
fam (£CF, T rFGFR2^Jfj t£&) &mf %>z o 
Itt^FGFR 2ffiJ%U, FGFR 2ifLjg(D#f §75yM@H^iJ^3-F 

15 

Sfu~/u >0F cMW£ttib(DW&'&.t(Dm£^B'M.T&'DTb£^\ 
FGFR 2M©75 /mm&u-FT 
>-IfhD (in vitro) HH^TfUld; V FGF 

R 2 jnfC&f&^X-MF G F R 2 iri!glZ^£tl%a #II1FG F R 2 triIiC«, 

20 (2-2) (D (iv) £iEfc£ft&, FGFR£^LT^£IE^£Ifl, JM 

m, mmm, 
(4-1-2) triFGFR2ty^D-tW©II 

ty^D-t;Tmomytzxn&mzo 
(a) 

25 (b) 

(c) #fiJ@M (&T, r^XD-vj £\,>5) &mMTZXn. 
/ 

(d) ffi#:j^SffiH&<h^XU-V££Sl!££#5X^ 
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(e) iJT&Xg, RZS 
(f) (^n-->^)0 

(g) /W^IJ H--7©igiIg, ;w^'j h'-7§i 

(h) Xy^n-^;l/irif4:(D»^f4©liJSXfM • ^IJ 

&T, X7i7 0-^jHrL#:(D^M&^±ISXfM^fp^Ti¥Kt!t-3^, mm* 

(a) tiiMoffiM 
10 tfjfS (2- 3) IBicOFGFR 

(b) M4Ii$iIt§Xg 
Xfl (a) 7D-r > K 

15 TctMfyyTs, yyb, ty>\ £ 

-X fc7cU $aJbfcft#:g£iStt£ii!ll'&£ 
1±§5XD-v|B^(7)A^M'l4#®lg^^e>. WZXfcyy 

£tz, m&iztizmtzwx&zsyy vw® 
20 A, AKR, BALB/c, BALB/c AnNC r j , 

BDP, BA, CE, C 3H, 57BL, C57BL, C57L, DBA, F 

L, HTH, HT1, LP, NZB, NZW, RF, R III, S J L, S 

WR, WB, 1 2 9#^, yy hOtM&lZlt, $|TL«\ Wi s t a r, Low, 

Lewis, Spraque, Dawe ley, ACI, BN, Fische 

•25 

z.nzvwxB.zfiyy b\w\M$a*yuT, B^t-;i/x.UA'-, m 

itltlif I%if i D A^tl> I 
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BALB/cIl#. 77 ht'HW i s t a rMLowIK^SMilli 

MCtf)k h£V^XT£>ffl|WM4£#JtU S5fci#:£:l^£T3£f« 

:tl^^7XXtt77 SfSL<tt575Ml 2M 

££K#£b<«6 7!rM8jIB&Tfc5o 

FGFR 5HH #iR«\ We i r, D. M., H 

andbook of Experimental I mm u n o 1 o g y 

10 Vol. I. II. III., Blackwell Scientific P 

ubl ications, Oxford (1987), Kabat, E. A. a 

nd Mayer, M. M., Experimental I mmu n o c h e 

mis try, Charles C Thomas Pub 1 isher S 

pigfield, Illinois (1964) (^<5 £ 

15 

MMt, R I A&, E L I SA^OMTyt 

UStt, Kohler et al., Nature (1975) 256, 

20 p. 4 9 5, ; Koh 1 e r et al., Eur. J. I mm no 1. (19 

77) 6, p. 511,;Milstein et al., Nature (1 

977), 266, p. 5 5 0, ; W a 1 s h, Nature, (1 9 77) 26 

6, p. 4 9 5,) 

mm^mwbxmm^^T'>u7s/yiy^xmMvrz. 
25 m, (MEM) 

31 C 

(c) ^XP—v£iB$JT5Iig 
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ISe>*iJ{£&£#JibT, ^®M^X^^?tiLbT(/^HGPRT (H i p o x 

an th i ne-guanine phosphor ibosyl tran 

5 sferase) 6 3 - Ag 8 (X 6 3), N 

Sl-ANS/1 (NS1), P3X6 3—Ag8. U1 (P3U1), X63 

-Ag 8. 6 5 3 (X 6 3. 6 5 3), SP2/0-Agl4 (SP2/0.), 

MPC11-45. 6TG1. 7 (.4 5. 6TG), FO, S149/5XXCK 

BU. 1^ 77 hfi5fccD2 10 . R S Y 3. Ag. 1. 2. 3 (Y3) m, 

10 hhfi5l5(DU2 6 6AR (SKO—0 0 7) > GM 1 500-GTG-A1 2 (G 

Ml 5 0 0), UC 7 2 9 - 6, L I CR-LOW-HMy 2 (HMy 2), 8 

2 2 6AR/NI P4 — 1 (NP4 1) Ztl^COH 

G P R T Am erican Type Culture C 

ol lection (ATCC) 

15 —[RPMI-

1 6 4 0 2 -/MXhx? ;-)i, R 

UOisWJlto.m (&T TFBSj <tV>5) -Tlf tf7 

tlPX-feioilil], -f 7s 3 JI/^ y n tp M (Iscove' s Modifi 

ed Dulbecco' s Medium; ̂  T r I MDMj t. Xtt 

20 ^)V^.y 3 — if )]/lai^ (Dulbecco' s Modified E 

agle Medium; J^T TDMEMj IHflS 

375M4 [MM*. 10% FBS^tfASFl 04 

mom M) t±M)] -vnttmmv. ^^-01:2x107£i±mmm 
&m&vT&<a 

25 (d) trt^jg4ifflliai^xn->7ijffljia«i;0gl!'&$i3-sx@ 
&WS(We ir.D.M., 

Handbookof Experimental I mm u n o 1 o g y 
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Vol. I. II. III., Blackwell Scientific P 

ubl icat ions, Oxford (1987), Kabat, E. A. a 

nd Mayer, M. M., Experimental I mmu n o c h e 

mistry, Charles C Thomas Publisher S 

5 pigfield, Illinois ( 1 9 6 4) t) 

X'tZo 
io (e) 

^HAT (tm>f>-75y7TlJ>-f5y» (Kohle 

r et al., Nature (1975) 256, p. 4 9 5 ;Mi 1 s 

tein et al., Nature (1977) 266, p. 550) 

15 o CCDfimZ, 75/7xU>T£#W#&^HGPRT^M*fc®5 
^y^) ^ 

7*U 7577x 

u 7*u ft 
*z>mtez-#%z£f)*T?%z>o 

20 (f) m-mm?n->&mz>xm (yn--y?i 
/W^'J F-"70^D-->^l^bTtt, $lx.«\ y^;i/ir;i/P-X^, 

$k7%n-zm, M^mmm(D/&%\(D^{k%:m^ztftx^%ft mm, 
Barbara, B. M. and Stanley, M. S.:Sele 

cted Methods in Cellular Immu no 1 o g y, 

25 W. H. Freeman and Company, San Franci 

sco (198 0) mm), 
(g) A'f^iJ H-7©^iIg4 A-r7*u litJ©MWl?§ 



WO 2013/154206 PCT/JP2013/061340 

81 

K —5^7 yu—±W\^7°]) K—v 

LTIHJKTS;I tbx^z>a zziz, 
(M*-«\ _hfS(7)BALB /cAnNC r j K feS^IJNu/ 

NuV^7X©MI£l*l^A^:/U F —V£&UU MA-f:/D 

^•©JgTfc^e.IlIJRrSiliifeT^So 
io (h) tjzu—rjvvifcvzimm&omfeTn'• wzxn 

&m±®}um* sm\zIBi;•xHIRL, 

(4-2) 
^ioFGFR 2mBszmMtzmm, mm^mFGFR 2gags^ 

15 te^(Dmh-%mMr%mmm$:ftMm£Lxm%it%z£\zj:v, MB<D/U 
X'J F-~?-mzJ:Vt)iFGFR2tfilt&mmTZZ£ftX£Z0 

I 

^iiOFGFR ZmkbLXfe, FGFR2^SLT' 
FGFR 2 FGFR 

2 I I I b^f.FGFR'2 I I I c^(DZ^ y^>#&Mtt>n%1&W.mz&& 
20 FGFR 2 ^fgijiLT^&ilS^te; 

M, mmm. 
£>#&£„ FGFR2I I I b £i®|gS| 

ilTtt, FGFR 2 I 
11 c^MmiLx^zmmmrnkthx^ ±m (ws§) 

25 o FGFR 2 I I I b^^FGFR 2 I I I cAOX'f y^>if 
iiii, 

5o FGFR2III c£^SbTV>5Jgffi$£LT«, fKII, #/NM 
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FGFR2£ii^5iLTV>SIE^ffi$<hLTkJu M, AH, WiL fK, HI 

ft, in cb/^T^"<5o 

FGFR2$^SbTt^l®H 1X1 05M 1X1 09i, frigate IX . 

1 0 6 75$ IX 1 08{i, cfcOffiifC^O. 5 75$2 X 1 07l@, cfc D-SMH 

aixio 7I@£ 1 FGFR 

ZtbTs^^o ;v^7*U 
J 

LTte (4-1-2) !0®0^§®fflt5:ira5t 

(4-3) 

:£fgBJ!0 */!#:«, ^©SflT^ / 

(fiii^^^F) s^©gii7 5y^lE^J^xi-Ff 

(H^WF), x», frfr&mmztn'* 
? vftWA f-Rzsmmy ? n^if A 
IBISAu mm&&%mLtd&z©&&£ in*KTSCt 

^W^K^A^tlTViTfc^Vio 

mmm, mmm, 
T£Zo 

mmmtLr«, tjwioco 
saaiia (Gluzman, Y. Cell.( 1981) 23, p. 17 5-

182, ATCC CRL- 1 6 5 0), V7Xitff»J&N I H 3 T 3 (AT 

CC No. CRL- 1 6 5 8), ^XNS0 8Hfl&fl< (ECACC), 

--X*AUTsZ-VmmU (CHOI®, ATCC CCL-6 1), *r<DzS 

t Fn«M7C^^» (CHOdhfr- : U r 1 aub, G. and Cha 



t /Q)T)C1CZ?)^$CI TBB# 
MV/UZ SCSZ69SO ^I98Z0/06 OM) 

^i^oas—¥d?uri^HSa)Hao SS 
ao 4G8f#S 25-229 -d 'I s 8 (9 8 6 1) 3 J n J B N) 
^«$}T£a>^EfH ^.^Q)HaOQ)»i4 3 

^ (fr-fr) 

oz 
nw^cD^co^ xnu<$x/[(AA^m&Q)M$M(D*#t®^MWw>'\%M 
ffo^mncDM K/i(-£/?^m&a)ty}&Q)£y*£-&&>Ay^&ty 

-MAA 
^my&tyWtCDA y^AAMfl^A y^M 

(^tmM 3 ^ v:# si 
WYO*. KW&A&£ "tm^A-ntn:(D%t$(4mm%) 

VM^¥ W%M ^\xi^wmwM 
°<2gX&? -2 <2£\<$%&UM KVi¥W v»in 

° (^ 

^OHU/SOOM '^-6 8 i I 9/0 0 OM) <2<$'Xmi*&:?'2<2£M 01 

m% wgnwyY-ccm 

mA*c(iA-K<24.$m~\&&:> aa>W3 \£m$ 6$£^?:2£<iao. 

vTO0)^!iW#ri 4 Cx- v( s a T g o i o 

!9 B zuoq) AS I^OHO K(0 Z Z P-9 Z I t 'Z Z (08 6 

I) "V "S 'H 'PS " p ^ o V * I 1 ^ N "ooid -V "T 'UTS 

88 

0P£l90/£l0ZdT/lDd 90^£I/£I0Z: OM 
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ti 6 \z PMS $ ti 3 fc (DT12& ̂  c 

(4-5) .bhfrtftWiHilfc 
*3m<D%ifo£LT\$, ££>£, b VtiifotemiZZ-JTLFGF 

R 2 b b h / M@2^ £>&5#i F G F R 2 trC# 
KFGFR2bhWi, b 

b hy/ADNAIf?Jt£#T£b (Tomi z 
uka, K. e t al., Nature Genet ics (1997) 16, 

p. 133—143,; Kuroiwa, Y. et. al., Nuc. Aci 

ds Res. (1998) 26, p. 3 4 4 7 - 3 4 4 8 ; Yo s h i d a, 

H. et. al., Animal Cell Technology :Bas i 

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

3 (Ki tagawa, Y.,Matuda, T. and I ij ima, S. 

eds.), Kluwer Academic Publ ishers, 199 

9. ; Tomi zuka, K. et. al., Proc. Natl. Acad. 

Sci. USA (2000) 97, p. 722-72 7#£#fl&0) ICioTl 

Rt) K> CgSAI^M (Yeast a 

rtificial chromosome, YAC) 

lefti^siia o, ct5&b htfHk<Dmm&zsmm<D&* 
&n— FT3 c DNA, ttic DNA^ — IzJ: V 
zmn&ML, isfiiAb hty 
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ZZT\ ^KtiCHOii, U>A°^ 

fc h^7i,^7lJ-«k0ISiJbfc77-yf^ X7V-T h 

5 (Worms tone, I. M. et. al, Inves 

tigative Ophthalmology & V i s ua 1 Sci 

ence. (2 0 0 2) 43 (7), p. 2 3 0 1 - 2 3 0 8 ; Ca rme n, 

S. et. al., Briefings in Functional Gen 

omics and Proteomics (2002), 1 (2), p. 18 

10 9-20 3 ; S i r iwardena, D. et. al., Opthalmol 

ogy (2002) 109 (3), p. 4 2 7 - 4 3 1^#!.) 

k (scFv) £LT 7 7-/1® 

ir[J^t|g-a--r§7 7-V$jliR1'§7 7-VT:V X70l/^^ (N 

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

0 5-1116) 

Z£i?m$i2tirz7 z t 

20 s s c F v(DDNAsa^i5&^?)^^^n^ 
mmftft&zmALTBmz&zztizj: v t bttft 
(WO 9 2/0 1 0 4 7, WO 92/20791, W 

093/06213, WO 9 3/ 1 1 2 3 6, WO 9 3/1 9 1 7 2, WO 9 

5/01438, W09 5/1 5 3 8 8, Annu. Rev. I mmu n o 1 

25 (1994) 12, p. 433 — 455, Nature Biotechno 

logy (2005) 23 (9), p. 1105-1116). 
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(4-6) <DMW(k 

MI4, 9 4 6, 7 7 8^ 5, 2 6 0, 2 0 3^, ^S#fFI 

5, 0 9 1, 5 13^, 5, 4 5 5, 0 3 0^£#HB)o Z.(D s c 

(Hus 

ton, J. S. et al., Proc. Natl. Acad. Sci. U. 

S. A. ( 1 9 8 8), 8 5, p. 5 8 7 9 - 5 8 8 3), scFvH£tf3SiI 

10 

MMZI 2nmi 9m 
S & 5&Mco7°^ 

s c FV£3-HtsDNAn F 
t§DNA, MliXagi^fit^^-Ht^DNA©^^, *rtlZ(D 

15 %m<D5%(D^mxum^o75/mMn^u-Ft^DNA^^istu, 

5) H ̂  'J ^ 7°^ F 'J > t! -SB# £ 3 - F f £ D N A, &^ <D M$S&& * mm, 

20 s c. F v&n-Ff 5DNA£fflV>T\ iDNA^ttS^i'^-, 

Silt Hit), S?£tlfeT/0^3i£ 

FTSit 

•fccfcCU 

*§gBJ30#L#:te> 
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ili©^TfeoTfcv n—(D%iM(DWk(D 
Xtr }?[{fi&^A{l:T%fi&£L 
Tte, I g G CH3 Ky^>^2^©scFvi©^, Xhl/7°h7Hy 

>£<D&&, s\V y ?*-?->- s\V y P 7.^—7 <D&A%F&WZ Z £ 

5 T^T-tSo 

75ymiH^J^Wd:§liMM0^FGFR 

tK >tfU ^•-^-;i/JrL#t L/T 

«, CDR0— 

lo ^ig^u (W02004/061104 

3£>K:, #U.£ 

^ o T , mmwfr ?) IM £ nnK-r 3£ £ tz £ D isM-r s £ £ 5 „ 
. ^iJX^lx>^U3I-;P (PEG) 

MlZ'Ztlt><Dff[fa£i&<DMftltf=i >¥3.5*^- h &M&LT 

(^•5 fcCD ( I mmu nocon j ugate) Tfecfct/^ HCDi 5 fafrC&CDffl 

tl/TH Sfl:"&^£Sg£bTV*5^£ 

#tcf<5 <1 £/^Tcf3 (Nature Biotechnology (2 00 5) 

20 2 3, p. 1 1 3 7 - 1 1 4 6). 

(4-7) mrnmu 

25 iK.«^n7h^77^-^7A, 7-fJ]/^ —, EBftj£ii> M\ Jifr, i@ 

'J 77 U )V75 YIR^In 

11 t/^Tcf-S (Strategies fo 
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r Protein Purification and Chareter 

i z a t i on : A Labo r a toy Course Manual, D 

aniel R. Marshak et a 1. eds., Cold Spri 

ng Harbor Laboratory Press- (1996) ;Ant 

5 ibodies:A Laboratory Manual. Ed Harl 

ow and David Lane,Cold Spring Harbo 

r L a b o r a t o r y ( 1 9 8 8)) ft, Z.tlb 

M7k'\i$n7h^/77^-

10 h^77^~ b if 7 7 <4— ̂ ftW Ztl&o 

h^7 7^-H HPLCtFPLC#Olffl^DYh^7 

7 7 4 4 —\zm^%>t}7*U£LTU, 7°nx^f >A 

tJ7l\, y'UT'-i yGts 7A, ^KW-ts 

15 7°Pf^ >A^7AtlTH Hyper D (#-;M±M,, PO 

ROS (T7°7-f Sepharose , F. F. (GE^\ 

)V7s.*r7#M) „ 

TSitfepTfgTfeSo 

20 

(4- 8)^^3-Hf • llii® 

#I4«J tVi-5) ^fclitSo 
frjIHte, ^<2 (a) 75S (e) 
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(a) 77 hFR2 - 1 0, FR2 -1 3R2 - 1 4 , 3^7 cFR 

2-10, cFR2-13^cFR2-14, feZZMz, t:MfchFR2 

5 - 1 4 H l./L 1 75$h FR 2 - 1 4_H 1 9/L 1 

(Dmmr^jmm IJ&3- FT 

(b) 77 hFR2 - 1 0, FR 2 - 1 3£iOTR 2 - 1 4, +^7cFR 

2-10, cFR2-13^J:^cFR2-141 t^^ZSlZ, tMbhFR2 

10 - 1 4 H 1 / L 175$hFR2- 1 4_H 1 9/L 1 

©CDRH1MCDRH3 fi§g£>7 ^ / mSB^'J £ 3 - FT 

£ CDRL 1 75$CDRL 3 £^tiigil©75 /^IB^J^3- FT £^S@B?iJ 

Oia-o-ii ; 

(c) 77 hFR2 - 1 0, FR 2 - 1 343i^FR 2 - 1 4, t/7cFR 

15 2-10, c FR 2 - 1 3£<fctfc FR 2 - 1 4, khfthFR2 

- 1 4_H 1/L 175$hFR 2 - 1 4_H 1 9/L 1 

(7)Si|pf^M^0T5 /m@B^J£*a-ra§l7 5 /miB^J^n- FTS^XIB^J 
/ tmmz'Stsmm.r $ / 

IILfr# ; 
20 (d) (a) 75$ (c) 

V F £X F 'J > vx > F TTA-f :/'J y-f XLR~o F G 

FR 2H|g-&T§lrL#©T5ym@BfiJ^n-FTS^SSB^J ; 

(e) (a) 75$ (c) yMiB^Jfc^T 1 755 5 

Of®, 175$4 5 ®, 175$40f@, 175$30f@I, 175$2 5f@, 175$2 

25 0I@, 1 75$ 1 5 f®, 1 75$ 1 0 fill, 1 75$ 8 f@, 175$6f®, 175$5®, 

175$4f@, 175$3®, lgL<tt2f®, 1 

mn £ tz ttff A LTtzzr^y mm §3-FH^FGFR2 § fa 



WO 2013/154206 PCT/JP2013/061340 

90 

'(d) Xtt (e) 

trL#te, FGFR ±IS (3-3) 75$ (3-6) |2#c® 1 

5 fcfc'U ±|2 (a) 75$ (e) B^(Db<0\zWi^ 
tl&K 

(4-3) i2ic(7)i5H, 

®iRT3I^ fofcbV<U^<DlfomWifr£fc\Z:e<b&Mfc<DUi&ti 

5. EUSL^ 
^^tttrtF. G F R 2 laftfc b < 

15 lltt^fl f&TSo 

FGFR2feb<(WJ^]> 

FGFR 2<D^g5bb<tejtfc^Jf^l;:<k5FGFR'2 
FGFR 2CpT-T 

iisfksns^-a^a CETF, rFGFR2(mt>s^iu t^?), tvt>n 

F R 2 Ifef > F • (SNP), FGFR20i®fgi|, F 
GFR FGFR 2Mfc^(Dm<tiMXte 

MfflftM, FGFR2I I Ib^6FGFR2 I I I c^(DM 
25 

MMX, ?L$S> #/j^®sfi 
w&, Mimm, wm, HI, &mm, mmm, 
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fKii, in, u>/m %rmz\tF 
G F R 2 Z1 ttfTZZo-

ftmz\zFGF 

IJ£tl6lZf&£2?lZ>,b<DTl£fc^o 
if%m<DmMU^\Z\t, ^i?£fcteWHW^ftS©lnFGFR 2ffifoX 

*a#\ Rjjgfc&i, %\m, u 
10 ftMRZS/XttmMl £^*rit L&ZZttfT'gZo 

rfeis/:ttfit:ti^sj tu, IL 

TfcZo 
*mm<Dmm%mmz\z, PH, m>ii±, i&m, mmm, &, mm&, 

15 it, uuj&yaxn^niz^tiztfifcmM'\t, Mtt, m 
m&, mm, &m, im Kmrnzmtzntzv, m&Litv, 
zTztbomm (ur, 
mmmmtLx\t, 
0-m^^o t\t, mMRw$mmrM\z 

MMf, £XT<Db(D%&\fZ>££tfT?%Z-t)K ZtlZ 
77->, ^;i/^^>, 7X/\°7^ 

>, tXfyX 7M->XSUy>f©7^;fi6i, Iriffi^J, 7XruHf 
>i£, U>m, ^X 

25 >^, ^^7 7 7- Pc&TfC^HJ^A, h'JX-^ (Tris-H 
c 1) Wm.m<Dm^\, V>-h-;i/^^UXf|/>y7^ 
>ra^m (EDTA) ^©+l/-h^!j, ^J7ii'x ^'J,t:x;i/k°nu v>, 
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0 -y^Dr^ h U h'n^y^n E)V- (3 -/ynx>X b 'J >#0 

yjI/3-X, v>/-xxttx+x HJ >^0^*£iJ, III, —is 
it-^yyi/n-x, T>y-x^x>x h u >^0ffi0M7jcfbt>, 

SO, itfm ?UbM^^Utf-;i/t:DU y>W3j?ijY-, fg^*#'j 
5 ^y°^K, m^>xr;P3-yA, Wfjm, 

^^•+h—ji/, 7x^^1/7;^-^, ynhyi/^y^x 
^•^yyx y;Vtf>mxtt*fl:7j<^^0M^J, yj-trUX y°ntf 

i/>yu • -;i/Xu X511/>yu 3-;i^0i§*& v > - b-JVXIZVJV 
t: h-;i/#0^7;i/n-;i/, MM, PEG, yjnf^>xxfjk ^>jy;t/ 

10 tfx-h 2 O-^^'J y;i/tfT—b 8 0^#U y;l/tfx-h, b'Jh>(tri 
ton), hu/y5 > (tromethamine), Uz/^yXlZzi1/Xf 
n-;^<z)#®f£f££ih xy P-x-^y;i/if mti~ 
hu <yA, ^fb^u-yA, v>-i—;i/-^y;i/tf h-;i/#0#ttii^fj, iiii 

m, m,mu jkzs/x\m^±.<DmmL 
15 ^ne>0»Jffl0^M0?»S«, SiFGFR2K#'feb<Hf0iMlt 

Sfett^-0f»#:0SSHMbTO. 0 0 1 75M1 0 0 0{g, MHttO. 0 
175S1 0 Ofg, 175M1 0fgT&&o 

IrtFGFR 2ta^feb< 
Ayu^y-A, u^y-At^^LT^s^fiifii 

20 # ORS!f#fFf§6 2 1 4 3 8 8^#) *§PJ0Eli 

mM®7k, ±m-km.7k, AX 
P#M, ^-0^0, mn8L^xmmn&j*m<D%m\zm*t>nz>y}W'?$> 

^'140^0, mn7)W^>% 

mmmtbrn, El«t)©IipH^7. 0 75$ 8. 
I^nfcTr i SA'777-. NC<4. 0 75S5. 5 izfeZ J: 5 KHHS^n 
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fcil/t7 7 7- IRILXS. 0 75S8. 0 

A'7 7 7- |wli;<5. 0 75S8. OlZUZ^ylzmMZtlfcbX^i/yAy 

5 x^D-x^©»gij£j^ 

i^ivfnTfci<, Mx.«\ £i*j|£ 
IO2I*J£4, mn^-mzmfzct 

10 

$.-%•#$£, »FGFR 2g0M^^mi4 
mzfoVT&iMtZZttfTtZo *%W<DViFGFR2tfifobL<\Z:£<D® 
mmti1£fr\%^(DBMfa(DFGFR2m&mz.tt-t%Mm'iftm^te£ (KD 

15 ^^OSiFGFR2ta#:0^*tt, 
nt\ ®$on, tm «> im M»FGFR2 

ii#, 0. 0 1M1 0 0 0mg/kg, Mi:(10. 175M1 
OOmg/kg^ 175M1 8 0 Xtt 1 0 2 ®3gb < U 3 HlJm± 

20 

g^ia^cticD^tjt nit mm WJ, 
mMmmmi *£&s®iRg^ t>y^UK tm mnm. 
x.y—*j)]/M, ML MJ, %n, f±Akmy^^mm& 

25 SFGFR2 *TL#:fc b < tt^(DMmmh-£fcl2s£(D@ffift$ft$}jl$ft£LT 
^tsmwm.mmm(DmMtmmiz&z)^\%®*iz&5-T%cm 

m<nm&$:®L5-Ltz.mz$iF G F R 2 tri 
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~Cb^\ I©ElibTH, 

^ tf fe 93 S tl % „. 

*fg 0j & & & E F G F R \z mt> s £ fc , «;§,a> 

6. 
^0JiFG F R 2 inrtfcfc b < 

(EAT, ££s6T t^-5) £H#irr 

So 

I/^'FGFR2umifrs^iu FGFR2^ 

naux^tD^x^aij®, itn^mM<DmIM<D$1AE> 
fciFGFRmm 

*%w<D&m%ffi.f&®in. *%W(DfofcbL<\tt<Dmmmfr£fc\z:£(Dm 
mfc, zmitoimmz 

mm.^mz\t, pHmmm, Mjirasm mm, ^ 
15S'J, m&M, «£iJ> 

^«S^£FGFR2\zmt>%mm<Dm:&-j5&&tz\tmm-fim, mm& 
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^ -^EL I S 
5 M©EL I SAS^R I A&, ELISPOT (Enzy 

me—Linked I mm unoSpo t) &, h7"D7 hS> T 7 7 

DI-& CIE (Counter i mmu noelectroph ore s 

i s) fofoommktis 
T«tHRP, 7M'J7tX7 7^-if, FITC/j:m 

10 mmmm&nm i^tmiKTM 
B (3, 3', 5, 5' -tetramethylbenz idine), BC 

IP (5 — bromo — 4 — chloro — 3— indolyl phosp 

hate), p— NPP (p - ni t rophenyl phosphate), 

OPD (o — Phenyl enedi amine), ABTS (3 - Ethyl 

15 benzothiazoline — 6 — sulfonic acid). Sup 

erSignal ELISA Pico Chemiluminescen 

t Substrate 4 y — it^T X>7'4 7 4 y7^b) &<*£ 
uantaBlu™ Fluorogenic Peroxi 

dase Substrate (+f~—^74 y ' X> J-4 y 4 y 7 ft) 
20 M%Mn<Dl3A\ Xfflfclzfc. thXtt 

iriw&, Mzk, U — h-hiif, 

25 #%W(Dffifo%^&m^tclZ&mi8(Dy->h74 y^EL I SA*y Ml 
«, FGFR2MaMii«, m&mm, ^rn^mrnm, MTO#:. 
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l/TH, MS, R I (Radioisotope) ii 

—, h u — , R I W&vy^-V—ya yti^yy—mMTMlZ 

(fc# ( i mmu no hi s tochemi s t ry: IH 

o (DftmzGRiutiifo, 'tvmmmft&jzwvmMfa, tzzzMz^nz* 

So 

infC Hjfg£- L fc—t~ 5 ̂ 1£T$>tlltftlzf&fe $ ftft V>» 

mwittt, tmizte Ay7j ymmtZo n??4 >maLfc«Mt£ 
UKVV4 >mwbtz&, 
ffimfflfe&mvjjmELTit, M&MS, wy'yymz&tbwmmm&m^ 

um\z\tmf&Mwx&%a si#, 
9 0 75$ 1 1 0 °C, p H 8 75$ 1 0 , IWfl 2 0 75$ 6 0 ^©fgffli)W 

jiST&So pH®IMSHttT r i s-EDTAHfrrM ImMGDED 

TA^tft§10mMh'J^ifI) 

SJ&JfilfrUMt L/Ttt, 

jfoiz£ 

H2o2(Dmmt7k, /-jirnz®.® 
H202£>iSg&0. 175$3%, fif-miZ\Z0. 3 75$3%T 

^^7-fef-r >Hct D fn y^yytz^mbimmwRfowmmmt L-CMT 
% >«, -&fofcKJtoCDmz&ffi%jl8Mt'%>Z.£ 

& 3 #*, 1 3 i§i£ H*a Wit 
2 0 75$ 5 0°C, ftm\ZU 
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2 5 753S4 2 °C, £ 03 7 TO5. RjSBtTO 5 

ilKttl 0#7!rM6lim iDMH«3 0^75M2^TfeSo 

TSfci# (-^#0 £ £j&n?#5o l«{b&£: bTH, 

^;i/T^>^—tf^PTit/# 'J 7^X77^-bf^cO^^n^ta^HiSg^^ii-
hl/7° 

h7k^>mtSg££#, ^n6©SMffKMJ&T3m&MM 

d tw-v^Zo LTH, 

f^Xh'J >#U V--

et + isy—VMWt L tzX h 1/ 7° h 7 If v > iS$ #£ 

(LSABS) "TO, 

Kjm imMfc#£7°a^7AL 

&mikbTim?cEftT%&o 

*%w<ow^(Dmmw^tzu^tDmmm^ 
bmiZ\tFGFR2\Z^tZ>m*, t&t)^ F G F R 2 l#ffiS:f tSfiift, 

iDMHttkh FGFR 2 I I I b 

ItJR'l4£WTS!rL#, ^0«l|fr>tSfctt^-(D^#:T$)So 

k h FGFR 2 I I I b&itfk hFGFR 2 I I I c 

ttSc 

k hFGFR2 I I I bjiiRtt^WT Strict bTtt, 7 7 hFR 2- 1 0 

»Ij|OCDRH 175SCDRH3 £*a"frS§it gi0CDR 
r 

L 175SCDRL 3 £"a"Mti 77 h F R 2 - 1 0 ta# 

7 7hFR2-10£i 

#©£8843 ^ frfrZtiifc 

t ITU 7 7 hFR 2 - 1 Ola#:, ^7cFR2-10^, khfbFR 
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k hFGFR 2 I I I b&i^k hFGFR 2 I I I c (Dn^ZMWk*^ 

yy hFR 2- 1 3taft<E>g$g<£>CDRH 1 75MCDRH 

3£<aM!t gi0CDRL 1 75MCDRL 3 £"a" 

5 77'hFR2-14^©SiOCDRHlMCDRH3$ 

-a-^Sil, UZUlZ, giOCDRL 175MCDRL 3 £^t?SSt 

77hFR2-nfv 

xtezm*. yybFR2-i4mmmm^mMi$,&£zsmm.pimm%:t; 

A/C&S#ii¥, 77hFR2-l 

10 yy hFR 2- 1 4 ̂ rL#:0SiI43i^M^^^T7tc^:S^rL#:#^fll^TS £ £ 

tfT'ZZo 77hFR2-13^ ^7cFR2-

13^ft, kHbFR2-13^ 77hFR2-14m ^7cFR 

2-14^, k hfkFR 2 - 1 ^rtlZlZ 

15 FGFR2^wffls 

i V &MIZttk hFGFR2 I I I bWXIJkhF G 

F R 2 I I I i V —JBtffMlZlZb: hFGFR 
i 

2 1 I I b, fcSHtek hFGFR 2 I I I b^itfk hFGFR 2 I I I c 

20 #§£wmm+t->y°jitp<Dt hFGFR 2111 b 

( i) W@V$yy°)V^(D\i hFGFR 2 II IbikhFGFR2 I I 

Ic£^ft£fcWJ£U (i i) if>7^©khFGFR2I I I b 

(i i i) (i) (i i) 

25 tc\wm(Dm^]:mr^z.£\z^^, a&swa o) &$!>££>& 

(i i) z.£\z£r), m*y>7jv* 

0khFGFR2I I I c )5^SthF 
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GFR2 I I I 

;r ti ?> 0^ £B £ rfflirzctw 

bhFGFR2im fcFJS 

hFGFR 2 I'l I bW/Xttk hFGFR 2 I I I cllf coBffi 

mmi*A^>y°jv^cot hFGFR 2 srsajtu 

mry^^xz, thFGFR2^M^nfc^ifeu, 

y°)V^\ZWL\&^tltc\i hFGFR 20!iMbT^D^<©t hFGFR 2 

Hi5WT, ffISlHkhFGFR2tt1 t hFGFR'2. I I I bS5'/Xtth 

hFGFR 2 I I IcTfeD, £ D£?jlHtek h F G F R 2 II I b > 

ttkhFGFR2 I I I b&tfk hFGFR 2 II I cT$>£0 

^§gBJf0EMj$tJ^ -€-0— HtilKl43^T, 

7. 

iantbTfcWM 
frfrzum*. J:l0igxuilrffl, 

8. 

^WFGFR 

&H43 VVT m05 JrLM±0SB&\z£tlM £ lUSf 
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So MMtkhFGFR2 I I I 

^K^Xy 7 hFR 2 - 1 4 £rL#^ ** y c F R 2 - 1 4 iri#:43 h 

fchFR 2 - 1 4_H 1/L 175MhFR 2 - 1 4_L 1 9/L 1 

-^OW^tSkhFGFRI I I b±(DXk° h-7°£#l$TS7 5 7 

mwin%m&Emfe'rz>zE&'v%z>o 
ft ft S (WI^fettlrLil^^'14 £ WTS !fel0 IRI^S £ LT T &S0 

£ 43 V vT H'14 t ¥'JS $ ftfc #1S CD iriJl^^'14 £ $ f, 
^So . 

frxabSo 

^S^&H43^T, I114£¥ij^$tlfc^7°^ H£fc«irL#^ -€-0$^®rJt 

hnSliRH 

i on$rrs ̂  t feT^, * 

&43, TfS^»ilH43V^Xmfe;fm^H^t-

— i7 U— xyy (Molecular Cloning) J (Sa 
mbrook, J. , Fritsch, E. F. 43i^M an i a t i s, T. 

#, Cold Spr ingHarbor Laboratory P r e s s i 

v 1 9 8 9^mv\) 

(Djjfe\Z£K)fT5fr, TfrflSEJM^^y h2:fflV^Sii^H«Tl7|gpnn® 

Wt7frWlZ.$:*z)Tff~Dfz.0 
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mMMl. yy hirLk hFGFR 2^0)^% 

1) -1 

8 31S£©WKY/I zm^yhOflt (0*XXXJI^>H±) ^7IftCC 

r 1 j :Wl7>;bOtt (0*^~;i/XUAH±) MIL WKY/I z 

m7 7hT(iO09l;5O/igORecombinant Human FG 

FR2MI lib) /Fc Chimera (R&D SYS TEMlil) £ F 

reund ' s Complete Adjuvant 

-o (ffcflitTl : 2) lsfcb<D&7yh<DMfflffilZ&J3-Lfco 2 lH@i:5 0 

at g CO Recombinant Human FGFR2j8(II lb) /Fc 

Chimera^77 h(Dmmi\Z^Ltca 3 5 0gil77 h®U>A°gft& 
§^1»Ii£Mrb/W7U C r 1 j :Wl77 hTtt 

0H@t50/ig®FGFR2jS (I I lb) /Fc'Ch ime r atFr eu 

nd ' s Complete Adjuvant &Wk& (f^fjlitT 1 : 1) L-

tcb^yy hVfcT&ZWZfcptfZ&^lsrzo 7HS, 1 4 0 S £ 2 1 0 g 

t:50/ig®FGFR2j3(I I lb) /Fc Ch ime r aiF r eund 

' s I n c omp lete Adjuvant £81 a" (f^fiitT; 1:1) b 

tz^CD^yy 3 8 0&H5 O^g0FGF 

R2i3(I I lb) /Fc Chimera&77 1/, 4 2 0 

gCV^XO'J H— 

1) -2 h — "TfPM 

U >A°g5M&3^«l«m£7^X5Xn-7S P 2/0 - a g 1 4IB 

it?:Hyb r imune Hybridoma Production S 

ys tem (Cy to Pulse Sciences %tM) Srffl 

U CI onaCe 1 1-HY Selection Medium 

DfStemCel 1 Technologie s *±®D 

7^u H—V3DX—srinjRt">A-f h-
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YgfSLL ®iK£nfc#A-f :/U K-vnnn— 

7*U H-V^±t#fflViTJiFGFR F-V©X^7 1J--

ytf&ff ~otz.a 

i) -3 

l)-3-l b h F G F R 2 I I I b£>£OTGFR 2 I I I cfgil^^ 

- (pc.DNA-DEST4.0-FGFR 2 I'I I b:}3«fctfp c DNA —D E 

ST40—FGFR2 I I I c) (7)#t^ 

b hFGFR 2 I I I bAU7>hMfilf (7-T V7^-A2 : NP_0 7 

5 2 5 9) £J;tfb hFGFR 2 I I I c/tU7>hI0I (7^V7^-A 

1 : NP_0 0 0 1 3 2) Sn-FtScDNA&pc D N A — DEST40 

^9? — \ZO • — ~>^U 7> — 

pcDNA — DEST4 0 — FGFR2 I I I b^'tfpcDNA-DEST 

40-FGFR2IIlc^iibfco. 

1) -3-2 I >^f*FGFR 2 I I I 

FGFR 2 I I I b©^fi757l (1-822) ©5^054-1 1 0# 

Offl&OXMfo (EAT rigDl Xmm £&?), 1 5 4- 2 4 

Xfefc (EAT r I gD2®j ttETK 2 6 3-3 5 8£>&«#: (EA 

T r I g D 3 £fBT) BIW^^-$pcDNA-DEST'4 

0-FGFR2 I I I b^Kll/TPCRffilitJiilL 

1) -4 Cel l-ELISA&l:«fc5^X^<J-->^ 

i) —4 — 1 ce i I-ELIS 

HEK2 9 3«£ 1 0 % FBS##DMEMigiW7. 5 x 1 0 5!HI& 

/m 1 (C&.-SJ; irtIt'Mb, Lipofectamine 20 

00 (Life Technologies |±M) p cDNA-DE 
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ST40-FGFR2 I I I bt)b<tt3>hn-JVibTp c DNA —D E 

S T 4 0 At. 9 6 — we 1 1 A-7X'J 7 plate (Cornin 

gfriD tC5 0^lT^&U 1 0 % F B S llr# D M E Mi§ iHl T 3 7 °C, 

5%CO20^Tlr-|igiU:o Ce 

5 1 1 - EL I SAMbL 

1) — 4 — 2 Cell—ELISA 

t»Jl) -4 - lTPMLfe^5|^^^-3»AHEK2 9 3 

P cDNA — DEST4 0 - FGFR 2 I I I b^fcttp c D 

10 NA-DE ST4 0iAHEK2 9 3 jfflHSO-en^nfcfcf b/W 7*'JF-Vig 
4°CT 1 5 % FBSM 

PBSTimE 5% FBSMPBST5 0 Ofg^fRbfcAn t i 
— Rat IgG — Peroxidase antibody produc 

ed in rabbit (S I GMAftl) &1JUZ.T* 4°CT 1 !TOi!£gb 

15 fee FBS^WPBST5HI&&bfc&, OPDfgfi 

I (OPDiil (0. 0 5 M ^X>i?3±MJ ^7A, 0. 1 M; U >M 

?m2± h U • 1 2zk p H 4 . 5) t;o-7x-^/y7$>-IIS 

> H2O2$«*n0.^mg/mK 0. 6% (v/v) \Z 

fcz^oizmM) %2 5n i /0x.jirmMLrzo 
20 £frV^ IM HC 1 £2 5 a 1 

7V-h'J-^- (ENV I S I ON : P e r k i nE 1 me r|t) T490 

nmom^lt iiIiI±OTt§FGFR2 

T£in;{££;g£T£/W:/U F—n > h P—)V(D p c DN 

A-DEST4 0iAHEK2 9 3iii^b, pcDNA-DEST40 

25 -FGFR 2 I I I bfgig^^7^-#AHEK2 9 3 MJ&cWTJ; 9 

•g£^Tig#±.ft£jg£t-£/W 7U K-^SrifiF G F R 2 b 

TMRLtco 
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1) - 5 7D-^ b* bV-\Z£ZVifoX?V-->tr 
l) -5-1 ya—y-jb*.bV-ffiVrH&imi&fc?%mfflM<DMM 

HE K 2 9 3T«^5X 1 04ll/cm2t:^'5«i5 2 2 5^cm77 

5 XH M±SD 10% FBSttDM-EMW 

T 3 7 °C > 5% C02<D&ftTT-lft*g«Lfco SB, N^IgDlHM 

>^ibfcp cDNA —DEST40—FGFR2I I lb IgDl^i 

#:in>hU-J^bTp c DNA —D E S T 4 0 ^tl^tlH E K 2 9 3 T 

IIHLipof ectamine 2 0 0 0 V*T#AU 3 7°C, 5% 

10 SB, ^I^^-#AHEK2 9 3 T 

IfflSSSrT rypLE Express (Li fe Technologies 

%kM) tlib> 10% FBSMDMEMttt^fim 5% F 

BSMPBS bfee ?#££7 • —IM h ;* KU -fMft 

15 

1) -5-2 7D-1M M HJHSftlT 

^»J1) — 4 CO C e 1 1 - EL I S K-T 

^i4t5^ft(DFGFR2 I I I b fcfcfTSijg&lf 7 • —M b ;* b 

HWJ1) -5-ltiIbfcHEK2 9 3T 

20 IIHia'tU Jbtf£lp cDNA — DEST 4 0 — FGF 

R2 I I I b I gD l^if#:#AHEK 2 9 3 TfflM&cfc^p cDNA-D 

EST40#AHEK 2 9 3 Tffimv^tl^tllZttLM 7~'J b-Vig^i:?# 

4ttlWibfe0 5% FBSMPBSt2®^ 

Ltcik, 5% FBSMPBSt3 2 0l§Hf^bfcAnt i-Rat I 

25 gG FITC conjugate (SI GMAliS) 4°C 

T1WSLL 5% FBStfPBSt30®bfet, 2fig/ml 

7 — aminoact inomyc in D (Molecular Prob 
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esMD £^&5% FBS^fPBStr?f«U 7D-^h^~5?-

(FC 5 0 0 :Bec kma nC o ulte r ft$J) 0 

Flowjo (TreeStar ItM) Tff o fc 0 7 — aminoac 

t inomyc in Dffi&VftfflM&tf— £M»F I T 

5 CfM©kX 3> h D-;i/T&5 p c DNA-DE 

S T 4 0IAHEK2 9 3 T»0MgkX bifyJ±\Ztt.Lp c DNA-

DE S T 4 0-FGFR2 I I I b I gD UMAHEK 2 9 3 

otx h 
K-V£trLFGFR2 I I I 

10 

i) -6 

K-^tf*jg£t*5i>iFGFR 

Utf> raSFGF 7M^J;£ FGFR Vm 

mznzERK tmfc&mtHTZE ik ui 
15 is7 vt-1 ̂ ZVATlz^Jj-m-vmrnh, mm 

1) -6-1 

Sf^l:pFR-LucCP^^^-§iilfc„ pFR-Luc (St 

ratagene #21900 5) SHindl I I T$J®TLT5|O^£T 4 

20 DNA polymerase T5!1?#it Vtctik, B amH I T#J®TL, 5® CD 

G A L 4 >hiTATA box^tfl40bp <D®r}t£M 

tUlfeo ^tpGL4. 1 2 [1 uc 2CP] (Promega #E 6 6 6 1) 

^EcoICRIiBgl I I T^ltrLTJ&U MIB© 14 0b 

p C0l$f}f <ty^f ^f—i/ a>LpFR — Luc 2 CP^^-£f£gaL&0 

25 

1) —6 — 2 E 1 k 1 )]/i/~7xy—-tf 1/#—9 — mi^^Tyiz-i' 

mmmi) -sTimbfc/wyu E I k i;^> 



WO 2013/154206 PCT/JP2013/061340 

106 

&mMLfro -f > a v43j;tM 

3fgJj^^-£HEK2 9 3 MI&folz£%:Mn&A LtcMf&W 

2 9 3 a tC^bT, Lipofectamine 2000 (Invitro 

genttl) p cDNA-DEST 4 0 — FG 

5 FR2 I I lb, p cDNA-DEST 4 0, pFA2-Elkl (Stra 

t a g e n e ttjS). pFR-Luc 2CP, 43 £5 p G L 4 . 74 [ h R 1 u 

c/TK] (Promegaftl) T-iMfefCl* N y 7x^7 v 3 > U fi 

fe96 V x.)Vmmtgm7°U- h (C o r n i n gftfiD CliU 3 7°C, 5 % 

.COjT-Pll/fc. SB, Jg#±fS£l$5&U 5% F B S -DMEMT'5 

10 7°>J £ 5 0 U 1 /we 1 1 T«lL 3 7°C, 

5% ,C02tl lJ«>HT^§hhFGF7 (R&D sy 

s t emsttl) Sritlili® 1 0 n g/m 1 tr)xjHlill[]L'/:o 6 >+ 

va >C0^, Dual — luc i f erased 

^-^-77t^yXfA (P r ome g alii) jI/Jl/;>7 x 

15 :7—izfi§{4 43J:^R e n i 1 1 aJk>7i~7 —(IE 

£$iJ5tbfco 

^^Jl//Ren i 1 1 atbHtlbfco F G F R 2 mMH E K 2 9 3 

-fTOl43^T, FGF 7 U -fty > H 

«L©{fil/^jI/£T»J^3£iFGFR 2^^/^ 7"<J F-7FR2-1 

20 0 , FR2-13, FR 2- 1 4£H!RLfc0 

1) -7 m*(D7-f 7 ?-f 7°^ 

KFGFR2Sft:I4/W7'lJ F-VFR2-1 0, FR2-13, FR2 

— 1 4 CD 7 7 ̂ 7 ^ 7°tt, Rat monoclonal isotypin 

25 g test ki t (serotec %tW {"<£ V -tCQftaM, 

FR2-10©7-fV^^7°ttIgG2a) /cflTfeD, FR2-1 3S^F 

R2-14©7^V^^7°HI gGl, 
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1) -8 t/pn-j-JUffiftvmM 

A-T7U (&T 

mni ii^o) frzmmisito 

5 WZMMZSkT<D£5\zmMlsfce £f\ 7-8»BALB/cAJ 

c 1 — nu/nu (0^XXXJI/v—&) 2:7°U X^7 > (S i gmaItM) 50; 

ai, 1 — 4 PBS TT^#-Lfc A-f 7* >J K-7$7WlE^fc0 

i-2xio I - 2mmmzmmmz^^brzm7K 
£MbO. 2 2 Mm07^il/^-^ffibTMgbln;#:ftM^i:bTffl^fco 

10 ijvffc&H itrap MabSelect SuRe (GE Health 

care Bio — Sciences }±$|) TStiS£tlfc0 ifcifcWMM'&'&f} 

7ACillDbPBSt^ 2 M Arginine-HCl pH4. 0 

"Cigltibfco PBSi:A7 7 7"II$nL 

*#84bfcjnft©ii^te> POROS G 20wm Column PEEK, 

15 4. 6 mm X 5 0 mm, 0. 83ml (Applied Biosystem 

sftW }§ai^0te^ (O. D. 2 8 0 nm) 

hlz£iQM®fza ¥iHbAy77 — (3 0. 6mM 

>J>M2TK^^U-^A • 1 2TK> 19. 5mM U>il^U^A, 0. 1 

5 M NaCK pH7. 0) TflftbfcPOROS G 2 0umHPB. 

20 ST#IKbfciri{W>7o;l/$:^1]0b> ^iHtAy 7 7~~Ctl 7 Atl 

7h\zm^Ltz.mt^mmrn (o. 1% (v/v) HC K o. 1 SM N 
aC 1 ) Ti££tibfc0 (O. D. 2 8 0 nm) 

$JJ£U fc0 (mg/ml) = (!a#^ 

>7°;i/0k°-^®II) / (^pDp (khlgGl) d)k°-^7®f«) x^*fM&<Z) 

25 (mg/ml) x+)->7°;l/^#f^¥o £fc, #6tlfcln;#:(^a^n^x 

>H h+/>igS£U AJPX ES-II yn- (IPMI 
li 295-510 3 0 n>hn-JkX^>^-FX>Fh^y>$t 
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tf) t. ET-3 0 1; Sfc.UET-5 0 
0 0) lE\J/mg£kT~C&Z>Zt%mmb£kl:<DmWi\zm 

5 2. 7 y hlabhFGFR2 tfifc (FR2-10, FR2-13, FR 
2-14) ©in vitrol¥{55 

2) -1 hlriFGFR 2 jft#: (FR2-10, FR2-13, FR 

2-14) ©hhFGFR2M^tt©M 

2) -1-1 b hFGFR1 I I Ic, .b hFGFR 3 I I lb, bhFG 

10 F R 3 I I I c, £«£tfb hFGFR 4 

b hFGFR 1 I I I c/tijr>hlfil (7^7 7*-A 1 : NP_0 7 

5 5 9 8), b hFGFR 3 I I IbA'J7> hMSSt (7-fV7^~A3 : N 

P_001 156685), b hFGFR 3 I I I c;:U7>hI01 (7-T 7 

7^-M :NP 000 1 3 3 ), £ cfctfb h F G F R 4 MSM (7-T 7 7* 

15 —A 1 : NP_0 0 2 0 0 2) $3-Ft§cDNA§p cDNA-DEST 

4 0^^7-i:^n-z>^i, uyy hMSM£fSJI1~£^7 

37-p cDNA-DEST 4 0 —FGFR 1 I I I c, pcDNA — DEST 

40 —FGFR3 I I lb, pcDNA —DEST4 0 — FGFR3 I I I c, 

£cfctfp c DNA-DE S T 4 0 — F G F R 4 £#§lgb7Co 

20 

2) -1-2 7 a—tM h/ h'J-itfr 

^WJl) -3-l:fccfctf2) -1-1 Tiilfc^ib h F G F R5gi^ 

-5 - lT/^t^l:J:0HEK 2 9 3 

y»£it4>U ^SbhFGFRH^^^-^AHEK 

25 2 9 3Tm£>J;^p c DNA-DE ST4 0 fAHEK 2 9 3 TfBMWfl 

f'ni:MbFR2-10, FR2-13, £fc&F R 2 - 1 4 

yj 4vuim^mb/ta 5% FBst 
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WPBST2[Hlft&Lfd£v 5% FBStfPBST3 2 0fg«?£bfcA 

nti—Rat IgG FITC conjugate (SI GMAttM) 

5% FBSMPBST3m 

2 PL g/m 1 7 — aminoact inomyc in D (Mo 1 

5 ecular ProbesIS) ^tf5% FBStfPBSffiliU 

y n—if4 h (FC500: BeckmanCoul ter ?±|S) T 

ir—fHF 1 owj o (TreeSta r £USD Tffofco 

7 — am i n o a c t in omy'c i n D hTH^bfc 

m, 4tt0FiTctM0txh^A$Mt, (MF 

10 I) ® 1 £:& 0 , 7yhFR2-10^H thFGF 

R 2 I I I yy hFR 2 - 1 3£«£tfFR 2 - 1 4tf£#:tt 

k hFGFR2 I I I b^FGFR2 I I I c (DM^lZM 

"CJIT •§ Z. tb. /O^TK $ iXtt. o 

15 2) - 2 W&yy hftFGFR2K#: (FR2-10, FR2-13, FR 

2-14) ©It; h — y°(DW\l& 

FGFR 2mmftmmzft&Tz 3 ^CD i gti h 
W&yy htriFGFR 2|i||:^t§Xh" h~7° 

Sri1) - 3 - 2tiibfcFGFR2 I I I b© I gD 1 , I gD 

20 2> i §D-5-it^t^iu:!5HE 

K2 9 3 #Igi 

K*-f >#tgFGFR 2 I I I b^i/^-iAHEK2 9 3 TiSfflJ^cfctf 

p c DNA —D E S T 4 0 #AH E K 2 9 3 TifiOfn-?nH^bFR2-

10, FR2-13, ^fettFR 2 - 1 

25 £Unx.T®U 4ttlWILfco 5% FBS^WPBST2HJ3fc# 

Ltzik, 5% FBStfPBSt'3 2 OfgCfUb&An t i -Ra t I 

gG FITC conjugate (S IGMAtI) §MTlib, 4t 
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Tll§|!atmL&o 5% FBStfPBST3»im 2/ig/ml 

7 — aminoact inomyc in D (Molecular Prob 

esttl) £*a"£r5% FBStfPBSCBSSU 7 n-+K h * — $ — 

(FC500 : Be ckmanCou 1 ter l±M) -D fee :f—^ 

#?#rte:F lowjo (TreeSt a r i±$D Tfrofcc 7 — ami noac 

t inomyc in DH44©5Esm£^- hTl^Lfc^ »M©F I T 

(MFI) „ 0 

2 ££0, 7 7 h F R 2 - 1 k h FGFR 2 I I I b® I g 

-U, t hFGFR2 I I IcKfc 
^t$^t7 7 hFR 2 - 1 3&£^FR 2 - 1 hFGFR 2 I 

I IbiFGFR2I I I ct«tl) I giH7^>2S:IS^t§:<!;^ 

$nfc0 

2) - 3 W&yy h irt F G F R 2 ITL#: (FR2 - 1 0, FR2-1 3, FR 

2-14) 0y^ti 

Ml) - 3-lTtfUbfepc DNA-DE 

ST40—FGFR2 I I I bSfcttpcDNA — DEST 4 0—FGFR2 

I I I c £, pFA2—Elkl (Stratagene %±M) * pFR-Lu 

c 2CP, 43cfc£/p GL 4. 74 [hR 1 uc/TK] (Pro meg at±M) 

&IPJ1) - 6 - 2X^TJjmz£r) 2 9 3 aM^#AU 3 7°C, 5% 

C02t-|^l/fc. SB, 2% FBS£#tfDMEM 

1/^7 7 hFR2-l 0, FR2-13, SfciiFR 2 - 1 4^^ 

HlWK>+^-hU 'A^r\ 'J^>FTfe5khFGF7 (R& 

D systems |±M)' hFGF 9, peprotec httiD £ 

tlgl Ong/ml^iJHlijJDlL 6BtFBW>^a^-ya>©fD 

u a 1 — G 1 o Luciferase Assay Sy s t em (P r o 
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megaltl) ££IV*T, xy —tff&te 43J: 

tfRen i 1 1 a)W>7 X.7—V&& aEMitntzHXDi/f1~)V) gMfcLfro 

#^7x;KDx—P&JEfflfcTZfc&lZ, -fcyiV/R e n i 1 1 ajfc^fj-^bfco 

@3AH/^tID, 7 7bFR2-10, FR2-13, FR2-14H F 

5 GFR 2 I I I FGF 7 KlcfcS U 

-?£'l4ft:£«Jbfco i3Bt:^tI0 / 7>>hFR2-13,. FR2 

-14H FGFR 2 I I I cfg?iMfla^43^T, F G F 9 {let £ 'J ft > Ff£ 

Htl^>(D£r[{$(iFGFR2©U 

> F J; £f£44fb £ IS^f £ £Mt £ - £ WW $ ft t ft o tz. 
10 

2) -4 FSaFGFR 2in.it (FR2-10) CDh FMMUC43 

F G F R 2 i/tf-ymm\itm 

FGFR 2^illiftSNU- 1 6 
(D¥G¥R2/yi-Mm\\^m^mihtz.o 12y^)iy°u-h±iz, o. 1% 

15 0^/lfa?t7;h7*5>-RPMIig;tfUT«bfcSNU- 1 6 (3X10 
6) M^y^ra^-ya/bfeo 7 7 h F R 2 - 1 0 

3 7°CT 1 >^a^-/3 lOng/m 10FGF7 (R& 

D sys t emsftl) £:$sjjnb\ $'£>£:> 1 0 ^PBH F bfco 

&t^T\ c omp 1 e t e mini (R o c h e|±M) 43J;^^X7 7 % — 

20 if ISW^iJ (Nakarai tesque %tM) SR I P A A yy 7 

— (1% NP — 4 0, 0. 5 % Sodium deoxycholate, 

0. 1% SDS in PBS) 

lb, BCA^>/^177ti (PIERCEtl) 

T 9 >/\° ̂  St jftg Zfcfe b fc0 &DTT 5A777-43 

25 igU 9 9tT5^rM^tL 5 ~ 2 0 % (Df J]/lZ3oif <5SDS — PAG 

Etiot, (2 0 11 g/V-y) gftmisfco PVDFI (Bi 

o R a dMD ±lZ?>A?W&7nyrJ >ifL/Zo ^(DWk^UX 1 B#PB1 
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(TO) -TBS-T (2mM Tris, 5 0 mM Na 

CI, 0. 1% Tween-20 (pH7. 4)) X^U y ? FGF 

R 2 , U >@£ffcF G FR 2 (p-FGFR2), FRS 2, U>mfbFRS2 (p 

-FRS2), ERK, U/^ftERK (p-ERK) LX 4 tt-

(Ame r s h am) t^lZ-4 — hbL E 

CL plusSI (GE Heal thcare) 

m4iz*t£#y, 'J^>FFGF7M 
ta^TFGFR2, FRS2, E R K(D >J ymtftftM U y >y h F R 2 — 

%M¥\ 3. 77hfiikhFGFR2M (FR2-10, FR2-13, FR 

2-14) FT£ c DNA0^S@H^J©^ 

3) -1 77hFR2-10, FR2-13, &^FR2-l'4®litg 

15 
I 

7 7hFR2-10, FR2-1 3, &^FR2- 1 4$ifc<Dm$&bUi%(D 

^»J1) - 8 XWMLfty y hFR 

2-10, FR2-13, MFR2-1 4if§fn^nSDS-PAGE 

mmv'fJlfrZS equi-Blot PVDFI (B I O-

20 RADft) \Zf)]/^CDy>A5'W&$R^hL, (2 5 mM Na 

CI, 1 OmM ^itb'J^AA'7 7 7- pH8. 0) 

^Ml(5 0% 2 0% M, 0. 0 5% ^7y-yiJU7 

>h7>-) {l5^1iLTMtT^f), 9 0% *5? J-)VXn&Ltco 

pvDF^±T"sjiifb$nfe^-n^n©sn (^S&^M^V^^/^K) £> 
25 (M^A^V^©A> H) P 

rocise cLC y'u^r^f >:>—Model 4 9 2 c LC 
(Applied Biosystems) SHU F (Ed 
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man et al. (1967) Eur. J. Biochem. 1, 8 

omm) ^ F 
R2-1 0©aiI^ffi^-r^n>F©N^©75y^lB^J«v EVQLVE 
SGGGLV (mmvmmn 1 :®9) TSO, ginffisnA>Ho 

5 D iQMTQSpsSLsA 2: 

010) Tfeofcc 

FR2-1 3©fiiI^ffl^T3A>F©N«©7Sy^gB^J», QVKL 

L (IH^m©@H^J#^3 :01 1) T&0, F©N^T 

^/&SB?iJtt> D I QMTQS PAS L S AS LGE (1H^J^®@B»^4 : 

10 012) 

FR2-1 4®M^ffl^T3A>F©N«©7^/iffi^Jtt> QVKL 

L (@B?'J^©1B»^ 5 : 0 1 3 ) 0, K©N«T 

^/MIB^JKL DIQMTQSPASLSASLGE (@B^©@B^J#-^ 6 : 

0 1 4) T&ofco 

15 

3) - 2 F R 2 — 1 0, F R 2 - 1 3 , St^F R 2 - 1 417''J H~. 

V ft f> (Dm R N A ©IIM 

FR2-10, FR2-13, RtfF R 2 - 1 4 c DN A 

£*gfgf FR2-10, F R 2 — 1 3, M~FR2 - 1 4jg£A1':/ 

20 'J F-ViDmRNA Isolation kit (Roche appl 

1 e d s c i enc ett) ^^^^X^rtl^tKOM^ft ^mRNASriiMLTCo 

3) -3 c DNA (5' -RACE-Ready c DNA) (D^f& 
c D N A ( 5 ' -RACE-Ready c DNA) -

25 2 TilU/imRN A CD 7 0 n g PrimeScript Reve 

rse Transcriptase (TAKARAtt) iSMART RAC 

E c DNA Amp 1 i f icat ion Ki t (CLONTE CH|±) 
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3) — 4 5' -RACE PCRtJ:?)FR2-l 0, FR2-1 3, JkXS F 

R 2 - 1 4 c DNA(Df|i|i£:lE^J©$:^ 

5 FR2- 1 0(Dmm(DT^vy^7°ftl gG2 aTefeO, FR2-13, S 

{/F R 2 - 1 4 Of (ilW 1) -7) ,1111 

E> c DNASP C RTiiipgf ^tzJtoO^yA V— £ IT, UP 

M (Universal Primer A Mi x : S MAR T RACE c 

DNA Amp 1 ification Kit , ZW, 5 ' — GAGTT 

10 ACTTTTGAGAGCAGTTCCAGGAG-3 ' (RG1R1 :i^ij 

7 : 01 5) 

UPMttSMART RACE cDNA Amp 1 ification Kit 

(CLONTECHfi) RGIRIIIT^^-XO 

yybmm (I gG2 aWi gGl) Vfeftmi&ommfrZmmhfco 
15 Z(D7°7A~?~-(D%&%h&fo"£t, ^»J3) — 3 tofiE IfccDNA (5' 

-RACE-Ready cDNA) -RACE PCRtI 

iDFR2-10, FR2-13, JkZfF R 2 - 1 4 ©fill© 

c DNASrftlftT^iliSl/fco PCRtt, PolymerasetlTKOD 

-Plus- (TO YOB Oft) SMART RACE c DNA Am 

20 pi i f icat ion Ki t (CLONTECHt) 

^ ̂  f y^7 > P C R 7°D ̂  7 ATil bfco 

5' -RACE PCRT?^i|JSLfcfn^n©ai|©pf^M^^#trc DN 
A£rM i n E 1 u t e P CR Purification Kit (QIA 

GENft) mVtz.mz, 
25 y-^X>X7 7^Y"<i:bT, 5' -GAGTTACTTTTGAGAG 

CAGTTCCAGGAG — 3 ' (RG 1 R 1 : SB^OSS^J#-^ 7 : 01 5) 
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ZMtir&MMVrzo 

5 FR2-I0ffl©y-^X/X77iv-

5'-GGTTCTCCCACTCAGTAATC 

8 : 0 1 6 ) 

FR 2 - 1 3ffi<Z»-^X>X7°^^-

5' -CATATGATCAGTGTCCTCTC 

10 <Dmmn 9 -.017) 

FR 2 - 1 4ffi(D/-^X>X70^-rV-

5' -ATATGATCAGTGTCCTCTCC 

10 : 0 1 8 ) 

15 ( TAB I PRISM 3700 

DNA Analyzer ; App 1 i ed B i o sy s t emsj 

H TApp 1 i ed Biosystems 3730x1 Analyze 

r ; App 1 i ed Biosystemsj) Iz—tyXy 

Gene Amp 9700 (Applied Biosystem 

20 s ft) 
Z^^tlfeFR 2 - 1 0, FR2.-13, RZSF R 2 - 1 4 (DSII© 

j^srn-FT^cDNA(7)^sia^j, fczmz, 
mmvmmn 11, 13, 5, fczmz, @B^J#^-I 2, 14, 
£,£#16 (019, 21^23, fczmz, 02 0, 2 2^24) \Z^r 

25 il^tlTKhfCo 

&gSE£!lek0&5t£nfcFR 2 - 1 0, F R 2 — 1 3 , M~FR2 - 1 4 CD 

-iT^ifcN^75yiSB 

- 3 ' (1 0 H F : @E^iJ3 

-3' (1 3 H F : IB^'Ji 

- 3 ' (14 HF: !B^iJ3 
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3) -5 5' -RACE PCRIIJ:5FR 2 - 1 0 c 

DNA(D^ipgi:12^J©^ 

5 FR 2 - 1 (^»J 1) -7) , 

c D N A & P C R T*£i|ff § fc © 7° y A 7-1 LX, 

UPM (Universal Primer A Mix: SMART RACE 

c DNA Amp lification Kit ZW5 ' — TTC ATG 

AGGCACACGACTGAGGCACCTCC-3 ' (RKR3 : SE^JS 

10 ©1E^J#^17 :02 5) V • X 2 H £fflV>fc0 

UPMttSMART RACE cDNA Amp l ification Kit 

(CLONTECHft) RKR3I1J-^-X©7 

Z(D7°y-C?-(Dm.fr£tm:t, mMM 3 ) -3tMbfccDNA (5' 
15 -RACE-Ready cDNA) ^iiibfcS' -RACE PCRU 

cfcOFR'2-1 0<7)&fg<7)pI^M*&£^tfcDNA£*£i|iLfco PCRil P 

o 1 yme r as e il/TKOD - P 1 u s — (TOYOBOtt) S 

MART RACE cDNA Amp 1 if ication Ki.t (CLON 

TECH&) ^7f ^/P C R7°D^7ATilIfco 

20 5' -RACE PCRT^iliMbfc^-tlfncDgilO^r^^&^tfcDNA 
§Mi nE 1 u t e PCR Purification Kit (QIAG 

ENS) ^m^xmubtz.mz, 
y-^x>X7 7iV-ibT, "r-y^-TstDyy hli©ff®©IE 

^J7^t2f+l/fc5 ' -TCCAGTTGCTAACTGTTCCG-3 ' (s 

25 q RK : 18 : 0 2 6 ) >J 3*7 ^7 U^T 
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A© 7° ft LT^$@B^Jc7>>-^x> 

TsMffiZMMLfc, 

FR2-10ffl©y-^X>X77i-7-

5 5' — C AG T G GT AT C A AC G C AG AG — 3 ' (10LF.:I3» 

1 9 : 111 2 7 ) 

x-^7 X >X»- ̂7 X >XRM43 D ^ fco 

$:AELcTtlfcF R 2 - 1 0 FT3 cDNA©SWJ, 

S^2 1 (12 8W2 9) il^n«bfcc 

^sa^Jcfco^^nfcFR 2 -1 o ©gi©piiM©75 
»J3) - lT$SLfcN«75/Sffi£iJ£-^bfco 

15 3)^6 5' -RACE P CRUiSFR 2 — 1 3, &^FR 2 - 1 4©g 

FR 2 - 1 3, IkZfiF R 2 - 1 4 CD Ml© 7-f V 9 ̂  7°ft K Z1 tft Z 
mmmi) -D , Mjte^©^^i^©cDNA^pcRT^ii's-r^fc 

tf)(D7°7A~?—£- L/T, UPM (Universal Primer A Mi 
20 x : SMART RACE cDNA Amp 1 ification Kit 

M). Rtf5' -TACGTGCTGTCTTTGCTGTCCTGATCAG 

- 3 ' (RKR 6 : 1E^M©@B^J#^ 2 2 : EI 3 0 ) 

zfX^l/^K^fflVifco UPMttSMART RACE c DNA Amp 1 i 

f i c a t i o n Kit (CLONTECHli) U RK 

25 R 6 hM©S^pIM©@B^J^5)ISftbfc0 t 

^»!|3) — 3 T'aSl bfccDNA (5' 

-RACE-Ready cDNA) Mtbfc5' -RACE PCRfl 
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£ 0 FR2-13, AZSF R 2 - 1 4 <D c DNA 

SrifiHil<tz.a PCRU Polymer as eiLTKOD — Plus— (T 

OYOBOtt) SMART RACE cDNA Amp 1 i f i c a t 

ion Kit (CLONTECHft) ©7Za7J ^>yf^>PC 

5 R7°D^7AT^iibfco 

5' -RACE TCRT*|i|gL&^n^n<D^<£W^&£^tfcDN 

ASrMinElute PCR Purification Kit (QIA 

GENft) Zero Blunt TOPO PCR Clo 

ning Kit (I N V I T R O G E Nft) D-X>^U Z • 

io - - > 9 b tz mm®*C-DNA 0y-^x>x«ir^ 

llbfc. 

^e>t£f+bfc5 ' -TTCATGAGGCACACGACTGAGGCAC 

CTCC-3' (RKR 3 : gB^©@B^J#-*t 17 : 0 2 5) (DMM&Mtt 

15 H, St^NUP (Nested Universal 

Primer A : SMART RACE c DNA Amp 1 i f i c a t i o 

n K i t H#JH) Afz0 

$®£tlfcFR 2 - 1 3, M'FR2 - 1 4 RJ^TS^£3- FT& 

20 cDNA£>ffigBB#K /MIB^!I£\ @E^®@B^J 
#^•2 3M2 5 (03 l&tf 3 3) , fSiZXflZ, @B»-^ 2 4RZS2 6 (0 

3 2M3 4) 
»gBm&3&S£nfcFR 2 - 1 3S^FR2 - 1 4 0gi0nIII«0 

25 

4. b ^{biriF G F R 2 JfL#: (c F R 2 - 1 0 , c F R 2 - 1 3 , 

c F R 2 - 1 4) (Di^U 
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4) — 1 CMA-LK©#tfg 

77X5FP c D N A 3 . 3-TOPO/L a c Z (I NV I TROGENtt) 

a I RUPme I TmfbbT#^n^^J5. 4 kb®77^ 

>b<h> BB^£>BB?iJ#^ 2 7 (03 5) bK mftWi/9i-)lRUh 

5 b FT§DNAlB^iJ^#trDNA10fH-^ I n-Fu s io 

n Advantage PCR9b (CLONTECH*±) 

pc DNA 3. 3/LK$f|bL 

p c D N A 3 . 3/LKZmmtLT, TB7°7A V—ky FTP C R £ff 

K t#?»nfc^3. 8k> 
10 T§;tt:j;f)CMV^Dt-^-0T^t:yWSB^ 

K bfbMfS?l^^-pc 

MA—LK£#||gUfc0 

^7^7-ti/h 

15 5' —tataccgtcgacctctagctagagct tggc — 3' 

(3 . 3 - F 1 : 2 8:036) ' 

5' —gc tatggcagggcc tgccgccccgacgt tg — 3' 

(3. 3 -R i : 9 •. 03 7) 

20 4) - 2 **7ikRZ£bhl\:l gGl?A7°mmm^t7?-pCMA-G 

pCMA — LKSrXb a I^Pme I «bTKiM>yWMt 

h mm<Dmmn3 0 (038) 
T^nsk hSSiv^;HB^JS^k b I gGl 

25 FT §DNAlB^|J£llriS>DNA[frH~;£: In — Fusion Advantag 

e PCR^n-->^7F (CLONTECHt) C 

MV^nt-^-oT^liy^tJUB^J, ^n-->^+Kb, tblgGl 
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nmfe'BMM & b ~D-* * ? f mu b h it i g G i ̂ A ?- P C 
MA-G 1 ̂ lilgbfco 

4)-3 bh^/^fbFR2-1 

5 MMM3) TU'enfcFR 2 - 1 OlWMmc DNA§f/7° 

Iz-htbT, KOD-Plus - (TOYOBOtt) <hTIS©7°^-rV—fe 

7 hT«® Ht§ c DNAmDANiM-S^lb, 

yitRUb Mbft#&m^?Hffl^^-pCMA-LK£f&|©8N§B s i W 

In — Fus ion Advantage PCR^D-

10 h (CLONTECH&) bh^ 

^fbFR 2-1 rP 

CMA-LK/cFR2-10j b b*r* yitF R 2 - 1 0 M 

iB^m©@a»^3i&zt3 2 m 

3 9M40) 

15 

b b**y<£FR 2 - 1 ty h 

5' —ate tccggcgcgtacggcgacatccagatgac 

ccagtc tccatc t t c c — 3 ' (c 1 0 — L F : 

3 3 : 04 1) 

20 5' —ggagggggcggccacagcccgt t t tat t tcca 

acttcgtccctg — 3' (c 1 0 — L R : 3 4 : 0 

4 2) 

4) -4 b^7ftFR2-10iiM^^-Oil 

25 3HMJ3) T^£nfcFR2-l 0fifI®Bj^M*££:3-FT5cDNA£ 

v-yy°U-btLX, KOD-Plus - (TOYOBOli) tTB<Dy°yA 

~?—ky hTSSl©pJ^M^Sn- HfSc DNA£<gtfDNA®rtt-£*ti|BU 
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Mfc I gG 1 CMA-G 1 

iB 1 p I In — Fusion Advantage PC 

RS7n~~-ytf*y b (CLONTECHt) £/8V*T}f At"5 d £££ 9 , 

k b**7itFR 2-1 o 

5 -£ r p ,CMA-G 1/ cFR2 — 1 Oj t&ZLfro hb^r^7it FR2-

^3 5^3 6 (04 3W4 4) 

fc: h + ̂ffcFR 2 - 1 omm^y°7-i^~-ty h 
10 5' —ccagatgggtgc tgagcgaggtgcagc tggtg 

gagtc tgggggaggc — 3' (c 10—HF : 3 

7 : 04 5) 

5' -ct tggtggaggc tgagc tgacagtgac tgaag 

t tcc t tgaccccaggc — 3' (c 1 0-HR : 3 

15 8 : 04 6) 

4) -5 th**7{£FR~2-1 

Ttt^nfcFR2-13McD^f^£::-FT&cDNA£ 

7-yy°U-btVX, KOD-Plus - (TOYOBO&) tTB(D7°7A 

20 V—ty HfS c DNA£^t?DNAI^Jt£^IU 

**7imuh b\kfcwmmmm^/7y-vcMA-LK%MmMnF> s 
i W I T^I$rt/fclli0rJc: In — Fusion Advantage PCR^ 

U~->9^ryb (CLONTECHft) tb 

**7\t FR2-1 3MW77^-§Iilfco 9 

25 r p CMA —LK/c FR 2 — 1 3 J t^LTco b 7{£F R 2 - 1 3 

ll$3-Ft^MSWIIi075y|&, iB^M<DBB?!l#*t3 9 A 

tf4 0 (04 7M4 8) i:fnf^bfco 
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k h^X^ftFR 2- 1 ty h 

5' —ate tccggcgcgtacggcgacatccagatgac 

acagtctccagcttcc-3' (c 1 3-LF : 

4 1 : 04 9) 

5' —ggagggggcggccacagcccgt t tcagt tcca 

gc t tggtcccaac — 3' (c 1 3 — L R : 4 2: 

150) 

4)-6 kh^x^fbFR2-1 

T#£n£FR2-13mm(D^mnt®<%^~-Kt~ sCDNA§ 
x>7>~bi:LT\ KOD-Plus - (TO YO B Oft) £Tt2©7°^ 

V—fey bTSIl® Kf 5 cDNA£^.tfDNA®r>i-£*lfiU 
k bft I gGlMySifgi^^-pCMA-Gl 

^B 1 pi T^J^rL/fcMpJT^ In — Fusion Advantage PC 

R/7D-">^^h (CLONTECHft) £ffll>T#A 

k h + ̂  7ft F R 2 - 1 3 ? 

-£ TpCMA—Gl /cFR2 — 1 3j t^Ltco kh^/7ftFR2-

1mmvmm 
^"4 3 7kX$4 4 (0 5 1 JkZ$ 5 2) IZtn^tl^T„ 

k h + /7ftFR2 - 1 ty h 

5' —ccagatgggtgc tgagccaggt taagc tgc tg 

cag t c t ggggc t gag - 3' (c 1 3 — H F : SE^H^SE^JIi^ 4 

5:05 3) 

5 ' — c—t—t—g-g-t— g-g-a-g-g-e-t-g-a-g-c-t-g-a-c-a_g-t~g~a_c~c—a g a g 

tgccttggccccag—3' (c 1 3-HR : @E^|J^©1B^(J#^'4 6 : 
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054) 

4)-7 tF^7ftFR2-i4 
mmM3) Tl#e>nfcFR 2 - 1 4@§g<E>nng1I^£3- FT3 c DNASr 

5 r>7V-h<i:lT, KOD-Plus - (TOYOBOtt) £Tm<D7°7< 

V-izy KT|g§l©~5J^fIi$£:3- Ht5 c DNA£#tJDNA®rJt£*£i|®U 

9-v cMA-LK%mmm& s i 
W I bfcfSfBfkl In — Fusion Advantage PCR^n 

(CLONTECHft) th + 

io ^7ihFR2 -14$>-* rp 

CMA-LK/c FR 2 - 1 4j tfitZVfco k h^^7ftFR 2 - 1 4gi 

m$m<Dmm^4 IR 
ZS4 8 (0 5 5 RZS 5 6 ) „ 

15 t b^r^yitFR 2 - 1 4mm^7°7-i^—ty b 

5' —ate tccggcgcgtacggcga c a t c c a g a t g a c 

acagtctccagcttcc — 3' (c 1 3 — L F : 

4 1 : 04 9) 

5' —ggagggggcggccacagcccgt,t tcagt tcca 

20 get tggtcccagc-3' (c 1 4 — L R : 4 9 : 

05 7) 

4)-8 kh+^ft:FR2-14wmm^v$-(Dm^ 
13) Ti#^nfcFR2-l 4S^<£PJ^&£3-KT5CDNA£ 

25 T->7°l/-hiLT, KOD-Plus - (TOYOBOft) tTB(D7°yA 

v-t7 hTStl©i5J^MM$n- Kf § C DNA£^trDNA®rfi-£*£fgU 

**7{kRZSt hfb I gG1^7°SiIfgJjI^^-pCMA-G 1 £*# 
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|B 1 p I In — Fusion Advantage PC 

R^nh (CLONTECHt) WTjf AT5 £ t ££ V , 

th^7fkFR2-i4# e> n&i 

rp CMA-G 1/c FR 2 - 1 4j tfa&LtCo th^7ftFR'2-

^50^51 (Bl 5 8 RXS 5 9 ) ^fl^tl^To 

b b**7<tFR2- 1 4m$my°yA^—ty b 

5' -ccagatgggtgc tgagccaggt taagc tgc tg 

10 cagtc tggggc tgag-3' (c 1 3-HF : 4 -

5:05 3) 

5' -c t tggtggaggc tgagc tgacagtgaccagag 

tgccttggccccag—3' (c 1 3-HR : IB^J^OSB^'J#^ 4 6 : 

054) 

15 

4) -'9 b h + ̂ ^fb^FGFR 2tfii£(Dmm 
4) -9-1 b h^^ffctniFGFR 
Freestyle 293 FM (I NV I TROGENft) 

20 1. 2X10 9f0©F reeStyle 293 FMJ& (I NV 

ITROGENft) §3 L Fernbach Erlenmeyer F 1 

ask (CORN I NGt) tSMiU Freestyle. 293 - e x p r 

ess ion medium • (INVI TROGENt) T^bTl. 0 

X10 6mil&/mUzmMl<tz(Dt>lZ, 37°C, 8% co^/ta^-
25 |*J1? 9 0 r pmT—Polyethyleneimin 

e (Polyscience #24765) 3. 6mgSrOpti—Pro 

S FMtpilii (Invi trogenfi) 20ml \ZMM\s, ^HP u r e L i 
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nk Hi Pure Plasmid + 7h (INVITROGENli) ^ 
(0. 4mg) RZSLmmLH7?- (0. 8 

mg) $2 0m 1 ©Op t i—Pro S FMigiffi (INVI TROGENft) 

I'lilfi,. Polyethylene imi ne/Op t i — Pro SF 

M^I2 Omlil, §gSg^^-/Op t i - P r o SFMi^i2 0m 

1 %-hnz.m^frlzMWL, ^6i:5Mibfcft:F reeStyle 2 
9 3 F«^«Lfc0 3 7°C, 8% CO/>^-^-T7 Bfsl 9 0 

r pmtHi isposable Caps 

ule Filter (ADVANTEC #CCS — 045—E1H) T 

pCMA-Gl / cFR2—1 0ipCMA-LK/ cFR2-l 0 t<DU 

h^/7ftFR 2 - 1 0 £ rcFR2-10j, pC 

MA-Gl/cFR2-l 3 tpCMA-LK/c FR2 — 1 3 

cZ-DXWtfgSnfct h^P^^fbFR 2 -13$ rc FR 2 - 1 3j, Rtf p CM 

A —G 1 / cFR2 — 1 4ipCMA-LK/ cFR2 — 1 4 J: 

^T®#Snfckh^7fkFR2-14^ rc.FR2-14j, 

4) - 9-2 k h + ̂ ^fbKFGFR 2 ft ft £> ft 

±SH4) - 9 — 1 _h?f rProte inA7 7>f-T'f 

-?nrh?974- (4 — 6°CT) h cm 
MT) <D2&ffixnTffiMLfc0 rProteinA77^T'f^OVh 

HD + ̂ 1;7)Wi 7 7-W 
mmz, 1 1 0 0 - 1 2 0 0ml^ P 

B S L/fcM abSe 1 ec tSuRe (GE Healthcare 

Bioscience MM, Hi T r apj37A : ^111 m 1 X 2 JUIR) \Z 7 

mmm^yA\Z±XA-Dfz(Dt>, PBS15-30ml Xtiy 
mz2u 7)v^-ymm.mum (PH4. O) xmmv, & 
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(GE Heal the a 

re Bioscience HiTrap Desalt i ngjJ7 

A:§i5mlX2l^) T5mM Uith'J^A/5 OmM MES/ 

2 OmM N a C 1 / p H 6 . 5 ©Ay 7 7—fca 

5 mM N a P i / 5 0 mM MES/ 2 OmM NaC 

l/pH6. 5 0) Ay 7 7-t¥IftSnfet7 5 y^A-f FP^/JI/TA^ 

(0*/Ht77F, Bio-Scale CHT2-1 Hyd 

roxyapat i te Column: 2ml) \Z77°yA L'tco 

1-hu 
7 h (GE Heal thcare Biosc ience 

ItSL HiTrap Desalt i ngj]7A: §i5m 1 x 2 W$i) TC 

BS (lOmM n>Ilii/ 14 OmM h 'J OA, pH6. 0) 

MWZC e ntrifugal UF Filter 

Device VIVAS PIN20 (»fl3 0K, Sartoriu 

sft, 4°CT) KTiftffiU I g GM§ 1. Omg/m 1 KiCiilil 

V>7°)ltLfz, 

mmms. t;h^7ftSFGFR2^(cFR2-10, CFR2-13, 
c F R 2 — 14) 0 i n vitro 

5) - 1 k h + X^fbJrLFGFR 2tri#: (c FR 2 - 1 0, cFR2-13, 

c F R 2 - 1 4) 

2 9 3 aM mmmi) -6HIEi) $10% FBS^WDMEMigife 
5 x 1 0 5f(0Jj&/m 1 Lipofecta 

mine 2000 (Invitroge n£t®D p c DNA —D 

EST4 0—FGFR2I I I bfeb<ttp cDNA-DEST4 0-FGF 

R 2 I I I c SiAL, 9 6 — w ell plate (Cornin gMW 

(110 0/i lf^ftl, 10% FB SttDMEMWT3 7 °C, 5% 
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co2®MTT-iigiifc„ ceii 
-ELI SACfffllL P c DNA-DE ST4 0-F 

GFR2 I I I bfeKSp cDNA-DEST4 0-FGFR2 I I I cM 

AI®®ftlf,ntlMlcFR2-10, c F R 2 — 1 3 , cFR2-14tri 

5 u g/m 1 7?«1U 4°C7r 1 

5% FBSMPBSTISWE 5% FB'SftPBST5 0 0f&l: 

A nti—Human IgG—Peroxidase antib 

ody produced in goat (SI GMAltM) 4°C 

5 % FBStfPBSt5 

10 f, OPDMI (OPDiii (0. 0 5M 0. 

IM 'J>^7K^2^-hU^A • 1 27K pH4. 5) t:o-7iik>y7 

, u2o2^^n^no. 4mg/mi, o. 6% 
(v/v) ^lOOMl/^xJUrliDlfeo 

IM HC 1 £ 1 0 0 U 1 

15 7V-hU-^- (ARVO : P e r k i nE 1 me r ft) 

T4 9 0 nmCK^g^ISLfc, HI 5 £43 K), cFR2-10W 

FGFR 2 I I I bfcMftWtOiig'&'U' c FR2 - 1 3£J;r/c FR2-14 

WFGFR2 I I I b£FGFR 2 I I I cM^tMLfco 

20 5) - 2 th^^7ftftFGFR2taft:(cFR2-10, cFR2-l 3, 

c F R 2 — 1 4) 

E 1 k 

HWJl) - 3 — 1 TtilgLfcp c DNA-DE 

ST40—FGFR2 I I I b£fc«p cDNA — DE ST 4 0 — FGFR2 

25 I I I c &MMM1) - 6-2T^tMII«kl3 2 9 3 aliCiAl, 3 7T\ 

5% CO2T-U-mi-fco MB, tm±m&2% FBS^D 
MEMTfULfecPR 2 - 1 0, cFR2-13, c F R 2 - 1 4 }TL#: (H 
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m&0. 0 5- 5 Mg/ml) 

•J^>HT2fe-5thFGF7 (R&D systemsfil) tfdithFG 

F9, P e p r o t e c httl) ^UMl 0 n g/m 1 

6B#rHi©-rDuai-iuc i 
5 f e r a s e i/Ts^rU (P r ome g aftM) 

^My7x7-fe?Jg& (#MW/^^-;i/) ^r/Ren i 1 1 aJk>7i 
£2&iJ5£b&0 #^7x;i 

7^^;i//Ren i 11 ai£$l+^bfc0 i6AC^tID, c 

FR2-10, CFR2-13, cFR2-1411 FGFR2I Hbfgl 

10 FGF 7 

0 6 c F R 2 — 1 3, cFR2-14H FGFR2I 

I I FGF9II<fc5U^>Ft#Wl/^-Sttft^ 

ffllffjiJLfc, :tl^©K#:HFGFR 2 © >J tf > F HiSTgftffcS: 

IIWT S $ Wf S ̂  ^ ̂  £ ft ^ fcc 
15 

5) - 3 b F + ̂ ^fb^FGFR 2 Jri# (c FR 2 - 1 0, cFR2-13, 

CFR2-14) ©ADCCffitt 

5) - 3-1 IW«®fI 

p L e n t i 6 /V 5 — GW/ 1 acZ, £ cfct^V ira Power™ Pa 

20 ckaging Mix (Invi torogenfl:) $$s#7°D F3— )V\Z 

fcT2 9 3 FTIH® (Invitroge n&) [;h7>X7x7y3>1" 

X^IL/L i raPower Le 

ntiviral Expression Systems (In vitro 

25 g e nft) <D7°n h3-;WlfoT2 9 3 TMKUi^£i±, 10 Mg/ml 

(D7*7X F+M (Invi t rogenft) 

0 -ft72 b/y—Z(DI3~79 
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293 Tmmznwmmt LTAD C 
Ltc c 

5) - 3-2 iWttoil 
5 15) - 3 - 1 TmnisfrP h/y—tf^fgil2 9 3 TM3 

(RT2 9 3 T- 1 a c Z £g|H) $, 10% F B S*a WDMEMigfli!^ 1 x 

1 0 7i0fl&/m 1 2 2 5 cm2 7 7Xnt:fil/;o 3 7°CT—B&ig 

pcDNA —DEST4 0—FGFR2 I I Ib$Lipofecta 

mine 2,0 0 0 (Invi trogenftl) 10% F 

10 BSttDMEMgitf3 7t, 5 % C02©^#Tt 2 T 

rypLExpress (Invitroge ntfcM) $Jfl^TiiJi£ • tHJRL/ 

tzo 5% FBS§ttf7x;-JH/7F^RPMI 1 6 4 0 (J^T rAD 

CCffligifcj tmt) £T2|U£fe#U 

i^Tft^U ADCCffligiTl X105 mm/ml \zU^>Xo^mMbtz 
15 

5) -3-3 I7x^7^-«©ii 

Uncharacterized Cryopreserved PBMC 

(Cel lular Technology Ltd. ftlKD $10% F B 

20 S $*a'ijv7 x J —J 1/1/ y H^F"a" RPMI 1 640 iuit! (Invitrogen 

TftiiJLfco 3t^Jgift$l&£U ADCCffligJfefciSjiU 41®»2. 

3 X 1 0 6 X7x^5'-I®tlfco 

25 5) - 3 - 4 ADCC7y-fe-r 

- 5) -3-2©2 9 3 T-lac ZfBfl&$5 0 u 1 /^x^T'9 6 ftUJ&'TA 
?U7°U-b\zmnVtco f:i:HIgtl~10 0ng/mlH/ci:§j;5A 
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DCCfflglTMLfccFR2-l 0, cFR2-l 3, cFR2-14, 

(h I gG) £5 0 p 1 /^x;i/T«lU 4°C 

5) - 3 -3©X7x^^-»S7 5 p 1 «]U 

MT1 2 0 0 r pmX 5 3 7°C, 5 % C02©^#TT-t 

mmLtCo SSH, ±tS5 0 p 1 h (C o r n i n gMM) telUJK 

b, /3 — G 1 o 7 yfe^T :/7>:rA (P r om e g attSSD IlirM 5 0 M 1 

U fg^a$7>- h U-y- (ENV I S I ON : P e r k i n E 1 me r 

MM) Ti'J^bfco 

mmmmm W = (A-B)/(C-B)XIOO 

A :.+f>7°;i/r>x;i/0^7r>> h 
B : (jn#: • X7x.??-mmmijniyx.)l) t)0>h<D¥i%ffi (n 

= 3)0mmi}mtx-7xt7y-mmmi}m\z"tn"enADcc%mm% 
5 O p i, 7 5 p i fn^tt^>7°;i/^x;i/£iwi#o#fis$ 
fTOfco 

C ^^7>hcDTOfa 

(n = 3) „ fofcmnnm t x 7 x 9 &\z^ we n A D C C ̂  tg 
#&50/iK 7 5 p. 1 1 7 
5 M i ©JS-G i ory^yT.v-h.mmfmwbxm^b, ^05^1 
0 0 At 1 ^$a^7V-

0 7 H/KTJID, c FR 2 - 1.0, cFR2-l 3&£Z£c FR2-14H 
FGFR2 I I I bmmmzttLADCCm^AiLtco 

mmm6. t h^/^ftjnFGFR 2$m (cFR2 — 1 0, c F R 2 - 1 3, 
CFR2-14) Oin vivo 
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5X10 6 c e 1 1 s0k MfiSNU- 1 6 (ATCCiOiA) £ 5 

0%7huy;i' (H^BDck^A) Tlil, (CAnN. C 

g-F o x n 1 nu/C rlCrl j, • UA*-«£9®IA) (DWi 

IKTMlfco il07, 11, 14, 

5 1 h^7^FGFR 2 In#: (c FR 2 - 1 0, cFR2-13, 

CFR2-14) $1. 5, 15 mg/k 

(n = 8)o (tfcj££ 

10 (mm3) = 1/2 xlg (mm) x@fg (mm) xgg (m 

m) 

c FR 2 - 1 8 -A\Z^VTz.o 2 1 

1. 5mg/kgS4it5 5%, 1 smg 

15 /k g^mT3 bXlsh-Dtco 

c FR 2 - 1 3^Lft(7)^^$@8 -BlZiULfc, ll»BT^f|2 1 

1. 5mg/kg^t5 7%, ismg 

/kgg4St46raofco 

c FR 2 - 1 4»jgH0 8- CII^bfco S^SBT&£M2 1 

20 1. 5mg/kgMiT3 4%, 15mg 

/kgg#ST5 3raoL' 

^»J7. tk^7^FGFR2M ( c F R 2 — 1 4) ©thft/^y 

3> (hFR 2- 1 4) ©l£s+ 

25 7 ) — 1 FR2-14 D > ̂  

c F R 2 - 1 4 © T'J LT 

(Methods in Enzymology, 203, 1 
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21 — 153, (1991)) \Z^-DX^tr^.tltCo Protein Data B 

ank (Nuc. Acid Res. 28, 235 — 242 (2000)) IZ&M. 

1 mm 
£\ ±T&£$n&FR2-14C0Pl^® 

5 t&Qtbfco t&ZktVX. 1 Z AN^\ c F R 2 - 1 4 
1CT8^\ cF 

R 2 -1 4t Lxmn 
Sttfco yU-2±T7-?m®<D = frKffiT&\Zs cFR2-14©glM»I 

1 ZANS^l CT 8©J®g£fB.^:fo1iT, ty y-^ry-/;^ 

10 ;l/J £*#5££flJ;^Tf££l£ftfco CFR2-140CDRH Thornt 

on et al. (J. Mo 1 . Biol., 263, 800-815, (199 

6)) 0^|l:foT, CDRL 1 > CDRL 2, CDRL 3, C D RH 1 JkZ$ 

CDRH2H fnftl^7X^-l 1A, 7 A, 1 0 A, 1 0 A, lOAil 

fiJi9^Te>nfco CDRH3H H 3 j|/-;l/ (FEBS letter 3 9 9, 

15 1 - 8 (1 9 9 6)) fflbT, k (6) "A^X\ 

<D C D R \Z -D WT <D iX S ftj ft H > # * ~ V 3 > ft^ U - A V - 9 x J 1/ ^ Ifi # 

glJBC, X^J^-0^Tc FR 2 - 1 

x;i/£#5fca£>£, ofcc 

20 ±fB¥JH£, r i me&tfBB^ffty 

• ̂7AMacr oMode 1 (Schrodinger, LLC) bT 

fTOfco 

7) -2 t MfcFR 2 - 1 4II^tS7^;^SB^ISff 

25 khltFR2-14^0lSi^ CDR^77T^ (Proc. Nat 

1. Acad. Sci. USA 8 6, 1 0 0 2 9 - 1 0 0 3 3 (1 9 8 9)) £ 

Lx-^mz^^mz^-DXff-Dtco ypty'y-tnmz, yy—Av— 
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c FR2- 1 1kfo<D7 5 / MIH^JOK a 

bat x—37^—X (Nuc.Acid Res. 29, 205 — 206 (200 

1)) ©iTCkhy^-Ay-^iMb, f£J££LT\ FV/IL-2' C 

5 2 79 

FV/IL-2' CLl:^W©7^-A7-^ 

c F R 2 — 1 4tI-9^T©7^yiiSiI^J$t, 

:n^0SS0fiilt; ±Tfi 

fg^tlfcc FR 2 - 1 ^LT7^7-k7° 

10 9—-tlztfy 7f-f Queen et a 1 . (P 

roc. Natl. Acad. Sci. USA 86, 10029-10033 (1 

9 8 9)) iZck-oT-^-pLZtlZM'^lZck-DTMlRZtlfto 

T\ k hfcFR 2 - 1 

15 c FR 2 - 1 4(D£CDR41(7) 1 75M 3 f@(D7 5 / ̂ glS£ft!2CD7 5 

yMi:iIbfcCDR^fk hftFR 2 - 1 

7) - 3 FR 2 - 1 4iiOk hit 

20 7) - 3 - 1 h FR 2 - 1 4_L 1 7°@II : 

BS^OgB^iJ#-^4 8 c F R 2 - 1 4 <gil<£7 5 J $#-*§• 2 9 

(77-», 3 5 (•'fy», 3 7 (^;i/^ 5 >^K 3 8 

4 2 (y;i/^^>lt), 62 (7XAy^?», 9 0 (W$», 9 2 (-fe'J 

», 9 4 ('Jy», 9 6 (7XAy^», 100 (ir'J», 103 (A*'J 

25 », 105 (-k'J», 107 (yjL-)l77-», 121 (7 yxy), 1 

2 5 (CK/>h 127 (P^/>K 1 3 0 (77 —» U X 

A>JX 7XA-^>m, 'Jy>, 
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XIXI/t-X -fe'JX 7°n>JX 7x"J!/77-X X^X 

^D/X ^jl/^X A'UX ^VDI'yX 

MtFR 2 - 1 4M£ Th FR 2 - 1 4_L 1 

ilj t-fa&LTcc 

5 h FR 2 - 1 4_L 1 ̂ 1" 7°gi§n -

72T250. HtSOtt 

X 9 \y^J- H#-^6 1 7^M7 0 5TS§C h FR 2 - 1 4_L 1 ̂ 7° 

S£^©7^/&BB?m, .sa^m©BB^i#-^ 7 3TM; 
;it^2 175M2 3 5J^£&3O $61:, SB^m-st 

10 12msi 3(D@B^ja, -f-wnss o&tf 8 infeiait$nTv^0 

7) -4 FR 2 - 1 AMmoit Hb 
7) -4-1 h FR 2 - 1 4__H 1 9A~7°WM : 

@B^©@E3«^5 lK^nSc FR2 - 1 4S^<D7^/&##2 2 
15 ('Jy», 2 4 (D^yy), 3 0 3 1 (AU>X 3 9 (U-i 

x>X 4 3 (XI/trx, 5 6.(n>fy», 5 7 ('Jy»« 5 9 (A*U>K 

62 (7°n 'J »> 6 3 (-feU», 6 4 (XI/T-X, 6 7 HVa-fy», 

8 6 (>Jx>X 8 7 (77-», 9 4 (7x^77^»« 9 5 (-feU>X 

101 (7X^7^>i), 106 (Xl/t^», 1 10 (77^», 114 

20 (7X^77-» £^n^n^>^x /\*ux AUX >jyx AU 

X 77-X /PJX7M-X 7^~X ^7>^5X ^'Ijyx n^ 

~>x ^ft^x 7;i/^xx AIJX -tux xi/^xx ^;i/^>SL 

7;i/^->, Xl/t-X hit 
FR2-14Sil£ ThFR2-1 4_H1^^7°SIIJ „ 

25 hFR 2- 1 4_H 1 ̂ 7°SiI£3-FT3X^kT^KgB^m, IB^m 
®@B^J#^74TSD, KT5<E>« 

X^lyT^F#-^5 snmi 4 0 1T&30 hFR.2-14_HlM 
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yrnmor^/mimt, 
oM4 6 7frt>t&%0 mm 

n7 ims7 -en-fngis 2~sas% 

5 7) -4-2 hFR 2 - 1 4_H2^-f 7°SII : 

5 1 c F R 2 - 1 4li07 5/if^'2 2 
OJyy), 2 4 (n-Tv'X, 3 0 (P^y»( 3 1 (AUX, 3 9 (D< 

/X, 4 3 (Xl^TnX, 5 6 (nK/X, 5 7 CJvX, 5 9 (AUX, 

6 2 (7°DU», 6 3 (tU», 6 4 (XUT-X, 6 7 (-fVO^yy), 

10 8 6 (Uy», 8 7 (T^-», 9 1 (AUX, 94 (7x"JP77-X, 

9 5 (t'JX, 10 1 (7XA^>M), 106 UUt^X, 1 1 0 (7 

7-X, 11 4 (7X^77^X >, AUX AUX 

'JyX AUX 7^~X AUX, 7;i/^n>, 77-X ^>^5X ^ 

'Jy.X cK/X 7;i^-X AUX 7^x>, -feUX X 

15 l/t-X 7jI/4£-X fny>HItM§^ 

MtFR 2 - 1 4li$ Th FR 2 - 1 4_H2^<7° 

SiJL Ufco 

hFR 2 - 1 4_H2^7°Mll£:3-F-t3^UT^FiE^Jtt> IB^m 

©SB^iJ#^ 76TSD, FTScDtt 

20 8 75M1 4 0 l.T&So h F R 2 - 1 4_H 2 ^ 

7°mii©7^ ymia^jtt, 7 7 0, 

07^y2 075S4 6 7$b^, 

^7 6&tf 7 7 0@B^iJ«, ^-tl^tlHI8 4&tf 8 5 

25 7 ) — 4 — 3 hFR 2-1 4_H 3 9 A 7°fitl : 

SE^©@B»-^5 1 c FR 2 - 1 4 MM<D7 5 X 2 2 

(UvX, 2 4 (D-T/X, 3 0 (• -fy», 3 1 (AUX, 3 9 (uA 
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/X, 4 3 Ul/T-X. 5 6 5 7 (U^X, 5 9 (AUX, 

6 7 (AVUAi/y), 8 6 OJvX, 8 7 (77-», 9 4 (7X~JI/77 

-X, 9 5 (tUX, 10 1 (7XA°7^>S£), 106 UI/T^X, 1 

io (77-», 114 (7X^77-» £^n-?n^;u^x AUX 

5 AUX 'Jy>, A'UX 77-X AUX 7;Mr-X 77-X 

. AUX tux 7;i/^~x 
hftFR2- 1 4 

Mm* ThFR2-1 4_H3^-T7°SiIJ ttit&Lfco 

hFR 2- 1 4_H3^-f mm 

10 <ommm 8TS0, HTScDtt 

F#^5 8M14 0 lT^§o h,F R 2 — 1 4 H 3 9 A 

mmvmmm 9T&9, 
$ 7 5 7 2 0 71/S 4 6 7 ^ ft § o $ <=> H, mm 

m zjkxsi 9(Dmmz, ^n^enms 6RUS 7^ki2s<£tiT^£o 

15 

7) -4-4 h F R 2 — 1 4 H 49 A 9M$M : 

1 c FR 2 -1 4mm<D7 ^ JM^2 2 

CJy», 2 4 (n-f ->», 3 0 (D^»), 3 1 (AUX, 3 9 (D-T 

/X, 4 3 (Xl/T-X, 5 6 (D^>X, 5 7 (Uy», 5 9 (AUX, 

20 6 4 U^X, 6 7 H7P^/X> 8 6 CJ^X, 8 7 (77-X, 

9 4 (7xZ^77-X, 9 5 (tUX, 10 1 (7XA°7^>M), 106 

Uk^X, 110 (77-X, '1 1 4 (7x"Jl/77^X, 1 2 5 (X 

l/T-X AUX AUX Uyx AUX 77^ 
>, AUX 7;i/^~x 77-X -fyn-fvx x^Txx 7;i/^->, 

25 AUX tux Xl/T-X 
vX 7 7->\zm%&%.2>Zt&ft^WLm2tirzt HfcFR 2 -1 4 gfg£ 

Th F R 2 — 1 4 H 4 9 A 7°S$Ij 
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hFR 2 - 1 mm 

8 0 V , y&3-- Ft"§®[J 

5 8 73M1 4 0 1T&5„ h FR 2 - 1 4_H4^-r 

5 $nfc^SIItt^(Z)7^7^#-^2 0 7!JS4 6 7fr£&£0 ££>£, @B?iJ# 

^80081 ©gB^Jte, ^-n^tlH18 8 Alt 8 9 £ 

7) -4-5 h FR 2 - 1 4_H 5 ^ 7°lt£! : 

1B^J^CD|B^J#-^5 1 c F R 2 - 1 4 1^07 ̂  7 2 2 

10 (U vXX 2 4 (n-f'»), 3 0 (n^v»4 3 1 (A''J», 39 (UA 

XXK 4 3 U^-», 5 6 (CH/XX 5 7 OJx>X 5 9 (A'JXX 

6 7 (-fVP^/XX 8 6 CJyy), 8 7 9 4 (7x"^7 

"XX 9 5 (ir UX, 101 (7XA^>^X 106 1 

10 (77-», 114 (7I^77-», 118 (7XA^>^) & 

15 AUX, AUX 'Jyx AUX 7^-X AUX 
77XX ^ft^X 7J|/^~X AUX izUX XXTn 

x, 7;x£~x xx^xx 
FftFR 2 - 1 4SSI£ Th FR 2 - 1 4_H 

5^7°SilJ 

20 hFR 2 - 1 4_H5^7°SiI£n-FT3^l/T^Fgem, IB^m 

o@B^J#-^8 2TS)0, 

X^XT^F#^"5 8 75S1 4 0 lTfe^o h.F R 2 — 1 4 H 5 9 A 

7°sii©7^Jmmm, 83T^^ 

Snfe^lifijE-07^;i#^2 0 J554 6 7 6 f£&a $ £> f x @B» 

25 ^-8 2jkjs8 3mmu, ^rti^nm9 0M91 K&iss^nTv^o 

7) -4-6 hF R 2 — 1 4 H 6 9 A 7°SII : 
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5 l^$tl5cFR2-l 4 £§10 7 5 7i#^2 2 

2 4 (n^fy», 3 0 (nW/», 3 1 (AUXX 3 9 (D-f 

-»), 4 3 5 6 (P'fyX, 5 7 (>>X>X 5 9 (AU>X 

6 7 «yp-r/»/8 6 8 7 (77-», 9 4 (7x^77 

5 "XX 9 5 10 1 (7XA7^/t), 106 Ul/^/)( 1 

10 (77-», 114 (7I^1/77-»1 119 (^U~XX) £^*1^ 

n^;i/^3>, n'jx AUX U/x AUX 7^xx, AUX 7;^ 
~X 7y~>, 7;M=~X AUX, -fe'JX y 

7J1/=£~X xi^-X ^n->x 

10 £{¥^i£f+£nfct WbFR 2 - 1 4fitg£' F h F R 2 — 1 4_H6^i-7°m 

IIJ 
h F R 2 — 14 H 6 % -T 7°WLWI ^ SB^'J 

0@B£iJ#^8 4TSi0, 
^UT^F#^5 8 75S1 4 0 lTfe£0 £/X h F R 2 - 1 4 H 6 

15 7°SII©7 5 /6B^£>iB?iJ#^ 8 5 Tfc V , 

£nfcJ&$fifa^<27^/®#^2 0 7^M4 6 ZZlZ, @B» 

f8 4^8 5©IB^iJtt, ^n^n@9 2R^9 3 ^fef2fc$nT</^o 

7) -4-7 h F R 2 — 1 4_H 7 7°SfI : 

20. B2^(DgB^J#-^5 1 CTK^tlS c FR 2 - 1 4fifl(7)75 7^#^ 2 2 
(ijy», 24 (D-r/x, 30 (n-r->», 31 (AUX> 39 (UA 

4 3 (7s l/T-X, 5 6 (n-f/X, 5 7 0JzS», 5 9 (/t'J», 

67 (A7U-fy», 86 CJ^», 8 7 (77-», 94 (7x^77 

9 5 (t'J/), 10 1 (7^7^/l)vl06 (Xl/T-X, 1 

25 10 (77-», 114 (7I^77^», 119 (^U/X) Sr-€-nre* 

n^/i/^x AUX AUX u^x AUX 77^X AUX 7;^ 
~X 7^-X 7M~>, AUX tux Xl/t^X ^ 
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7JHr-X XIfnyX 

hfbFR 2 - 1 4Sft£ Th F R 2 — 1 4_H7^-f 

7°SilJ tfa&Ltz.* 
hFR 2- 1 4_H7^-f IB^Ji! 

5 ©@B^'J#-^8 6TS0, Ft^©tt 
F#^5 8M140 1T$)§0 hFR2 -1 4_H7^-f 

7°sti©75/stsa^m, 8 7TSD, XXX;HEW« 
^titcmmmt^(D7^jm^2 07^4 6 7 $e>^v @a^m 
^8 6RU8 7mmu, 4jkUv scifciaftenTwa,, 

10 

7) -4-8 h F R 2 — 1 4 H 8 7°Jitl : 

@B^J^©SB^iJ#-^5 1 c FR 2 - 1 4SI1075 y^#-^2 2 

(U^>X 2 4 (D^y», 3 0 (HKvX, 3 1 (A'iJ», 3 9 (•/ 

/>), 4 3 (XI/t-», 5 6 (Di'y/, 5 7 CJy», 5 9 (AUX, 

15 6 7 «VCW/X, 86 CJy», 87 (7^~X, 94 (7x~/V77 

, -X, 9 5 (t>J», 101 (7X/^^>I), 106 (XUt^», 1 

1 0 (7^-X, 1 1 4 (7x-Jk77-», 1 1 9 (^>J/X 

AUX /tux, Uyy, AUX 7^XX AUX 7il/^ 

->, 7 7->, /ft-X 7/I/^~X /tUX, irU>, Xl/t^X ^ 

20 7/l/^-X Xkt^X ^DvX 7x~Jl/77->t:iM 

MbFR 2 - 1 4gil£ Th FR 2 - 1 4_H8 

*7 -i 7°SiMj c 

hFR 2 - 1 4_H8^7°SM£3-FTSX^l/:t^FSB^m, IB^m 

©@B^J#^-8 8TS0, 

25 8 75M1 4 0 lTfe§„ h F R 2 - 1 4_H 8 

7°SII®7 s J^@B^'jtt, 8 yy-rmmwwm 
$nfcJ&MfItt^c7)75/M#^2 075S4 6 7^S&£0 £ IB^'J# 
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•^•8 8 JkZS 8 9 ®!B?!H£, 9 6 RZ£9 7 

7) -4-9 hFR 2 - 1 4__H9^XX°Sil : 

1 c F R 2 - 1 4mm<D7 ^ JM&^2 2 

5 (UXX), 2 4 (UXXX), 3 0 (CKXX), 3 1 (A'U», 3 9 (DX 

XX), 4 3 (XI/T-X), 5 6 (D^y», 5 7 ('JXX), 5 9 (AUX), 

6 7 MVn^y», 86 (ijy», 8 7 (7^-X), 9 4 (7x^77 

~X), 9 5 (tUX), 10 1 (7XA7^>t), 106 UX^riX), 1 

10 (77-», 114 (7X^77^», 119 (^«J/X) 

10 tlX;i/^5X, AUX, AUX, 'Jy>« AIJX 7:7~X, A'JX. 7M 

7^xX, y^-x, 7/M^X, AUX ir.ux XXT-X, X* 

JV^XiL 7il/^xx, XXTnX, fnyx 

hftFR 2 - 1 4fiH£ 1"h F R 2 — 1 4_H9^X7° 

J£$J!J Lfco 

15 h FR 2 - 1 4_H 9 ^XXSSt^n- FTS^X FWllte, IB^i^ 

cogB^j#-^9 o T?S> D, Htsoa 

8 73;M 1 4 0 lTfeS. hFR 2-'l 4_H9^X 

y°mm(Dy^/mmm\t, mmvmmnv IT^O, X^;HB?IJ^P£ 
$nfe^Miitt^©7 5ym#-%2 07^4 6 7SB» 

20 -^9 0&tf9 1£>S2#I&, ^-n^tl0 9 8&tf9 9fCfeiHic^nT^§o 

7) -4-10 hFR2-14_H10^<7li: 

SB?iJig<£>BB?Wf 5 1 c FR 2 - 1 4SII075 7^#^-2 2 

PJXX), 2 4 (nXXX), 3 0 (D^X), 3 1 (AUX), 3 9 (OX 

25 XX), 4 3 (XXT^X), 5 6 (DX XX), 5 7 OJXX), 5 9 (AUX), 

6 7 (XVDXXX), 8 6 OJXX), 8 7 (77^X), 9 4 (7x"JV7^ 

~X), 9 5 (iz'JX), 10 1 (7XA7^X1), 106 (Xl/^X), 1 
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10 (77-», 114 (7x-JI/7^-», 119 

n^;i^X AUX AUX 'jy>, AUX 77-X A'JX 7;MT 

-x 7 7 —y, 7M-X A'JX izUX Xl/T-X ^ 

7;i/^~x ^PXX ^vn-fy>}:g^M§ 

5 £ MbFR 2 - 1 4Sfl£ r h F R 2 — 1 4 H 1 0^ 

A7°mmi tfitZLfco 

hFR 2 - 1 4_H 1 IB^J 

^©1B^|J#^9 2~C$)V, FT§© 

l/rt^- F#-^5 8 7^M 1 4 0 1 T&3, hFR2-14_H10 
10 yA7°mm(D7^ymmmt, mmvmmnv /^;I/@B^ 

OM4 6 7^e>&50 @B 
?IJ#-^9 2^r/9 3(Z)gB^j«, fn^nn o o&tf.i o i 
§o 

\„ 

15 7) -4-11 h F R 2 — 1 4 H 1 l^l' 7°MM : 

IB^J^^SB^J#-^ 5 1 HS$n§ c F R 2 - 1 4fii©7^yi#^2 2 

(UyX), 2 4 (P3 0 (P^>>X 3 1 (A<J», 39 (p-f 

y», 4 3 (X^t^y), 5 6 (P^y», 5 7 CJyX), 5 9 (AUXX 

6 7 HVP^y», 8 6 ('Jy», 8 7 (77-», 9 4 (7xZ^77 

20 ~>X 9 5 (irU», 101 (7XA7^>I), 106 -U^», 1 

10 (7^->X 114 (7xn;P77-», 119 (^U //) 

AUX AUX Uy>, AUX 77—y, AUX 7;^ 
/ 

"X 7 7-y, /f^X 7;Mr-X AUX, *fe U >, X^t-X ^ 

xi/T-X fP yX U vXJcg^lix.3 n ££ 

25 MfcFR 2 - 1 4SiI£ rh FR 2 - 1 4_H 1 1 ̂  7°S 

IIJ t^Ltco 

h F R 2 — 1 4 H 1 1^7°fiiI£P-FT3^^T^F@B^m, IB^J 
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^©SB^iJ#-^9 

8 75M1 4 0 lTSSo hFR2-14_Hll 

9A7°mm7^/mmrn, ->^:J-;HB3W 

«$nfc$Mfltt^075/M#^2 0 7!/S4 6 7/^&S0 SB 

5 ^iJH-^9 4&I/9 5C0@B^iJtt, ^-tl^nsi 0 2JkUl 0 3 fcfcfBf^nTV* 

7) -4-12 hFR2-1 4_H1 2^-T7°SiI : 

IB^m©iB^J#^-5 1 IZ^^n&c F R 2 — 1 4fi§I©7 5 7^2 2 

10 CJy», 2 4 (n^y», 3 0 (D^y», 3 1 (AU>K 3 9 (CK 

~>>K 4 3 5 6 (n^y», 5 7 (>Jy», 5 9 (AU», 

6 7 (-TVCK/>K 8 6 (ijy», 8 7 (77-», 9 4 (Xx-^77 

->K 9 5 (-te'J», 10 1 (7XA°7^>i), 106 UV't-X), 1 

10 (7?-», 114 (7X"^77^», 119 (V D~>» 

15 A'U>, MUX 'Jyx A'jx 7^~x AUX 7;i/^ 

-x 77-X /ft-X 7jl/^-X AUX t'J>, Xl/T-X ^ 

7;Mr->, xi/t^x ^D/X n^y>t:ttM§:i 

hfbFR 2 - 1 4 SIM rh F R 2 — 1 4_H 1 2>-f7° 

SilJ t^VTco 

20 h FR 2 - 1 4_H 1 2^<70Sil^^-FWJte, SB^J 

^®IB^iJ#-^9 6t£0, /^;i/@B^J/^l^£nfcJ$MII£3-FT3© 

ttX^l/T^F#^5 8 7^S1 4 0 ltfc§0 h F R 2 — 1 4 H 1 2 

xsii®7^ /mMmt, mtmvmmn 9 7 D , x^;i/SB?ij# 

0 7^4 6 7jfr>£&5o £££:, SB 

25 ^#-^9 6^9 7®SB^IJ«, fn-?n®i 0 4jkUi 0 5iifetB®$nr^ 

So 
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7) -4-13 h F R 2 — 1 4_H 1 3 9 A : 

1 c FR 2 - 1 4mm<D7^ 2 2 

CJyy), 2 4 (D-fv», 3 0 (•<->», 3 1 (AU», 3 9 (D-f 

v>X 4 3 5 6 (CK~>», 5 7 ('Jy», 5 9 (AU», 

5 6 7' (-ryD-T'>», 8 6 (Uv>X 8 7 (7^~>X 9 4 (7x~;i/7^ 

~>X 9 5 101 (7XA7^>1), 106 1 

10 (7?~>X 114 (7X"JV77^», 119 (^'Jy» 

n^u^x AUX AUX 'Jy>, A'>J-X 77->, AUX 7;i/^ 
~X 7^nX Tjl/^xX AUX *tzU X X^t'X ^ 

10 7Jl/^~X TsWt—y, fnyX 

HbFR 2 - 1.4MSB& r h F R 2 — 1 4_H 1 3? A 
y°SilJ 

hFR 2 — 1 4 H 1 3 ^-T7°SII^3-FT SX^^FSB^Jtt, 

S0@B^'J#^9 8T^D, Ft"§0 

15 li^^l/t^Fi^S 8M1 4 0 lTfeS. h F R 2 — 1 4 H 1 3 

?A7°mM<D7^/Mmmz, mmommn99TSD, 

Wt$nfcJ&Milte^cZ)75ym#^2 0 7IJM4 6 7^£>&S0 $ ̂  IB 

9 81^9 9®@B?iJtt, ^n^ngll 0 6^10 7K:fciB«c$nW 

So 

20 

7) -4-14 hFR2-14_H1437'f7li: 

sa^m®E^j#^5 I c FR 2 -1 4S§t©7 5/m#-%2 2 

(>Jv>X 2 4 (•<->», 3 0 (n^y», 3 1 (AU>X 3 9 (n-f 

-»X 4 3 5 6 (n-T/X, 5 7 PJ^XX 5 9 (A'J>X 
? 

25 6 7 (AVU>fy», 8 6 (Uy», 8 7 (77-», 9 4 (7x-^77 

-», 9 5 (irU », 10 1 (7XA7^/I), 106 (XI/^"X, 1 

10 (7^~>X 114 (7X-^77-», 119 (i/Uy» 
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MUX'MUX Uy>, AUX 77-X MUX 7)V* 

-X 7 7->, ;*3^-X 7Ji/^->, MUX tux XIy 

jvy^ym, 7)i=£~y, xv^-y, yy, yji/?$yizm$&%.z>z-

MISFR 2 -1 4g§i£ rh FR 2 -1 4_H 1 4^ 

5 7°SIIJ tfaZLfco 

hFR 2- 1 4 H 1 4^< 7°fiil£3-Ft" Vtt F@2?m, SH^i 

,^£>62?!l#-*f l 0 OT&D, FfS 

©ttx ̂  5 8 1 4 0 1 TS§0 h F R 2 — 1 4 H 1 

4yA7°nm<D7^ymmm, m&mom&mm o itso, x^;i/@2 

10 ^J/0^Pt$nfes5cMiI«^-©75ym#^2 0 7??S4 6 7J^£>&50 

IH^IJ#-^loowioi©@2?m, ^n^nia 108&5409nfcfBftS 

nws0 

7) -4-15 h FR 2 - 1 4_H 1 5^-rx°llil : 

15 IB^J^®SH^J#^"5 1 ll^^ns c FR 2 - 1 4 S£l07 5 7 2 2 

(Uy»,,2 4 (n-C/X), 3 0 (nK/X, 3 1 (MUX, 3 9 (cK 

XXX 4 3 (XX:t-X, 5 6 (D-Y/X, 5 7 (UvXX 5 9 (MUX), 

6 7 (-TVD-TvX, 8 6 CJy», 8 7 (7^-X, 9 4 (7x^77 

"XX 9 5 (t'J», 101 (7XM7^>1), 106 1 

20 10 (7 7 —y), 114 (7x-Jl'7 7 —y), 119 (^Uy» 

nyjpy^y, MUX M'j.x UyX MUX 77-X.MUX 7)V*r 

~X 77-X /f^y, TJI/^-X' MUX, tux, Xl't-X ^ 

7fc>, 7 1/t^X ^Dyy, 7JV^yt;IMi§^ 

MfcFR 2 - 1 4MB £ rhFR 2 - 1 4 H 1 5^-f 

25 7°SllJ t^^Lfto 

hFR 2- 1 4 H 1 5^-f 7°Sil£3-FTSX^I/^F@2^J«> @2^1 

g0l2^'J#-^l 0 2Tab0, HTS 
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8 75S1 4 0 1Tfe§o h F R 2 — 1 4_H 1 

o 3v$>v\ 

on^4 6 zziz, 

IB^'JU^t 10 2^103 (D@B?m, -en-^t10 1 10^1 1 IK 

5 tlTV^So 

7) -4-16 h F R 2 — 1 4_H 1 6 7°Sil : 

IB^J^©@B^J#-^5 1 l:^$n«cFR2-l 4Mil0 7 5 /i#^2 2 

(iJy/)( 2 4 (n^fyy), 3 0 (U-fvX, 3 1 (MUX, 3 9 (D-f 

10 /X, 4 3 (xvt^y), 5 6 (D^y», 5 7 OJ^X, 5 9 (A'iJ», 

6 7 (A V n-f ~>X, 8 6 (')'/», 8 7 (77-X, 9 4 (7x-Jl'77 

"X, 95 (-fe'JX, 101 (7XM^>M), 106 1 

10 (7^~X, 114 (7I-;1/77-», 119 (^ijy» 

n?>3?5x MUX MUX 'Jy>, /tux 7^~X MUX 7/i/^ 
15 "X 7^-X 7^~X V/!/^-X MUX t'JX 7>l/:t~X y 

71/^5 >M, 771/^XX Xl/:t-X ^D/X MU XCg^gl;! 5 £.<*:£ 

#^12&+£tlfch HtFR 2 - 1 4SiM£ r h F R 2 — 1 4_H 1 6^7°® 

ilJ 

h FR 2 - 1 4_H 1 6 @B^iJ 

20 1 0 4 Tab 0 , Kf 5 

0tt)?1/tf 5 8 7511 4 0 1 TS5. hFR2-14_Hl 

67°mii®7^yism, io5t^o, z/tf-t7na 

075S4 6 7 ^6^5, 

@B^'J#^ 10 4^10 5 0@B^iJtt, ^Wtl0 1120113 £fciBfcS 

25 tlTV^So 

7) -4-17 hFR 2 - 1 4_H 1 7 7°SiI : 
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5i c FR 2 - 1 4ii07^/i#^2 2 

OJXX), 2 4 (nX XX), 30 (P'fy», 31 (AUX), 39 (DX 

XX), 4 3 5 6 (nX XX), 5 7 ('Jy»> 5 9 

67 (X VnX XX), 86 (ijy», 87 (7^XX), 94 (7I~^77 

5 9 5 (tUX), 10 1 (7XA7^>1), 106 (XX:t-X), 1 

10 (77-», 114 (7X^77-», 119 (^/'Jy» 

n^7i/^5x, nu>, AUX Uy>, MUX. 77-X, AUX, 7)V^ 

— X, 77-X, 7Jl/^rJUX, A*u>.- t'JX, Xl^t-X, ^ 

J^SXI, 7M^X, 7l/t-X, fnxx, hU7°h7rX(Ig^M 

10 hfbFR 2 - 1 4ltfg£ Th F R 2 - 1 4_H 1. 7 

t^^xLtco 

hFR 2-1 4_H1 7^Y7°SiI£:=i-FT&7^X^5F-F@B?m, SH^'J 

^01H^'J#^1 0 6T-&D, 

5 8 73rMl 4 0 lTfeSo hFR2-14_Hl 

15 7^X7°SiicD7 5/m@B^m, 0 7TfeD, XX*^7HB 
5 7^#-^2 0 7554 6 7 

@B^iJ#^l 0 6S^1 0 7<£>BE?m, ^n^ngl 1 401 1 5KfeE®$ 
nwSc 

20 7) - 4 - 1 8 h FR 2 - 1 4_H 1 8 ^X7°£fl : 

IB^J^®@B^iJ#^- 5 1 ili^nS-c F R 2 - 1 4 Sil® 7 5 J 2 2 

CJyX), 2 4 (PXXX), 3 0 (n^XX), 3 1 (AUX), 3 9 (nX 

. XX), 4 3 UN--X), 5 6 (nx XX), 5 7 CJXX), 5 9 (AUX), 

6 7 (XVnXXX), 8 6 (U XX), 8 7 (77-X), 9 4 (7x~7P7^ 

25 -X), 9 5 (t'JX), 10 1 (7XA7^Xi), 106 (XX^'X), 1 

10 (77-X), 114 (7X-7I/77-X), 119 (^UXX) £-£n-6 

tl^7I/^5X, AUX, AUX, 'JXX, AUX, 7^~X, AUX, 771/^ 
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77-x y^nx 7/1^-x /tux -feux V 
)i?^ym, 7/h^-X xht-x yy, yyizm&&%.z>z£ 

hfbFR2 -141 m& rhFR2 -1 4_H 1 85x7° 
Jltlj 

5 h FR 2 - 1 4_H 1 8 5X7°fiil£:3-Ft"1/^ H@B?m> IB^'J 

IOSTS^ FT 5 
875S1 4 0 lTfe§o h F R 2 — 1 4 H 1 

7°an©75ymmvmmnIO9TSD, ->^±;UBB 
0 75M4 6 7 ^ 

io m&mn i o 8 0 i o 9 ©@B?m, ^n^nm 116.0117 \z bBMz 
tlT^So 

H»J8. yy hint: hFGFR 2|TL#:FR 2 - 1 4©b hfbla#: (hFR 2 

-14) 0®#/^. 

15 8 ) — 1 hlab hFGFR 2^ftFR 2 - 1 4<DbMbta#: (hFR 2 

-14) 

8) -1-1 hFR2-l 4_L 1 ̂  Y 7l£iI%Jg^ 

SB^Wf 7 3(7)7 5/1^^-2 175M1 3 0^n5hFR2-l 4_L 

1 5X7°Mi^I^£3-FT§mfc^£#OTNA£^$U WHPitB 

20 s i W I T^JDtti^nSDNAltfrjf 70b hfb^MMfg^Rffi^ 

ty*?— (PCMA-LK) £fMg#HBs iwixmrnLtcmmzmxt^z 
ChfccfcO, h F R 2 - 1 4_L 1 

Tp CMA-LK/h FR 2 - 1 4_L 1J 

25 8) - 2 yy hJrib hFGFR 2trL#;FR 2 - 1 4£>b hfbfei#: (h FR 2 

-14) 

8) - 2-1 h F R 2 — 1 4 H 1, hFR2-14_H3, 0hFR2 
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mmvmmn 75 ©75/ mnn 2 0 nm 13 7, IB^J#-^- 7907$ 

7it^2 075S1 3 7, 0BB#l#-*t 8 1 <7)75 SM^2 0 7551 37C 

h F R 2 - 1 4 H 1 , h F R 2 - 1 4_H 3 , 0h F R 2 - 1 

4_H4^^ itfcT D « 

1 p I T^JDHiSn5DNA9ffr$, t 

(PCMA-GD zmtmmB 1 P \x®mLtimm\zmxtz>zt\zM, 

h F R 2 - 1 4 H 1 , h F R 2 - 1 4_H 3 , 0h FR2-1 4_H 4 7 

-f f#e>nfcfgij^77-£^n^n rP CM 

A — Gl/hFR2 — 1 4 H 1J, rpCMA-Gl/hFR2 -1 4_H3j, 

M rPCMA-Gl/hFR2-14_H4j 

8) -2-2 hFR2-1 4_H2 7Y7°S®ifgJjl^7 7-©f#lg 

18) - 2 - 1 tlib/ip CMA-G 1/h FR 2 - 1 4_H 1 

>7°1/— h £: L-T, Tf2K7Ft~7°:7^f 7—ir 7hiQuikChange X 

L Site—Directed Mutagenesis Kit (Agi 

lent Technologies tt) l/^T, h F R 2 — 1 4 H 2 7 

TpCMA-Gl 

/hFR 2 - 1 4 H 2 J t^LTz „ h F R 2 - 1 4_H 2 7Y 7°Si|07 

7 K6E#l£BB?iJg£>fi2?iJ#^7 6 75 /7 7 

KTKLfCo 

7°^ 7—feyh 

5' —ggcagagtgaccc tgaccgccgacaagagcac 

cagcacc-3' (VH3A-F : IB^J^^IB^J#^ 110) 

5' -ggtgc tggtgc tc t tgtcggcggtcagggtca 

ctctgcc — 3' (VH 3 A — R : IB^'J^cDlB^'J#^" 111) 
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8) -2-3 hFR 2 - 1 4_H5^-f 
mmm8) -2-1 tfiifchFR2-i4_H3 

-p CMA-G 1 /h FR 2 - 1 4_H3^f>^l/t-hi:l/, T!B^7^7 

—"fe 7 hiKOD —Plus— Mutagenesis Kit (TOY 

5 OBOft) iI$iAt§i:t(I<}:t)hFR2-14_H5^y 

rPCMA-Gi/h 
F R 2 — 1 4 H 5 J „ 

5' -GAGGGCTACGGCGACTGGTTCACATAC-3' (H 5 

10 -F) 

5' —GGTGGCGCAGTAGTACACGGCGGT—3' (H-R £ 

© 7° ̂ -f ̂  

8) -2-4 hFR2-l 

15 8 ) - 2 - 1 Tf^Mbfch FR 2 - 1 4_H3 

-pCMA-Gl/hFR2-14_H3$f>7>-h^l, ~Ff27°^V 

—ir 7 hiKOD —Plus— Mutagenesis Kit (TOY 

OB Oft) h FR 2 - 1 4_H6^-f7° 

TpCMA-Gl/h 

20 FR2-14_H6j 

7°yA~?—~ty h : 

5' -GACGCCTACGGCGACTGGTTCACATAC-3' (H 6 

-F) 

5' —GGTGGCGCAGTAGTACACGGCGGT—3 ' (H-R) 

25 

8) -2-5 h F R 2 -14_H 7 

mmpJ8) -2- lTfllfchFR2- 1 4_H 3 7°MfgSj^^ 
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-pCMA —Gl/hFR2 — 1 4_H3 h t L, TfE7°^YV 

hi:KOD —Plus— Mutagenesis Kit (TOY 

O B O th) SrfflV^T, ^M£^AT5 £ t \Z J; V h F R 2 - 1 4_H 7 7° 

nznrPcMA-Gi/h 
FR2-14_H7j 

5' -GACGAGTACGGCGACTGGTTCACATAC-3' (H 7 

-F) 

5' -GGTGGCGC AGTAGTAC AC GGC GGT-3 ' (H-R) 

8) -2-6 hFR 2 - 1 4_H 8 ^ ^ —CDfigg 

8 ) - 2 - 1 TftMLfr h F R 2 - 1 4_H 3 7°Slifgi|^ ̂  

— pCMA — Gl/hFR2 — 1 4_H 3 £T->7°1/- h t U TfE7°^V 

—ty h iKOD —Plus— Mutagenesis Kit (TOY 

OB Oft) hFR 2 - 1 4_H8^7° 

nztitz.rPcMA-Gi/h 

F R 2 — 1 4 H 8 J EtitZLfco 

5' -GACTTCTACGGCGACTGGTTCACATAC-3' (H 8 

-F) 

5' —GGTGGCGCAGTAGTACACGGCGGT—3' (H-R) 

8) - 2-7 hFR 2-1 4_H 9 

mmm 8) -2-1 ntmL/zh F R 2 -1 4_H 3 7°s§ifgj§^ ̂  

— pCMA — Gl/hFR2 — 1 4_H 3 £T-> 7°l/~ h£U TfE7°^YV 

—ily hiKOD —Plus— Mutagenesis Kit (TOY 

OBOft) ^i&iAtS:tHi!5hFR2-14_H9^^ 
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rPCMA-Gl/h 

F R 2 — 1 4 H 9 J t^&Ltzo 

7°7A~?-±yh: 

5' -GACCACTACGGCGACTGGTTCACATAC-3' (H 9 

-F) 

5' —GGTGGCGCAGTAGTACACGGCGGT— 3 ' (H-R) 

8) -2-8 h FR 2 — 1 4_H 1 

^»>j8) - 2- iTfSbfchFR2-i 4_H3 

— pCMA —Gl/hFR2 — 1 4_H3£^>7V-b £ U TIH7°7-fV 

—-fey hiKOD —Plus— Mutagenesis Kit (TOY 

OBOtt) ^iA1"5C:il:«fc0hFR 2 - 1 4_H 1 0 ty-i 

rpCMA-Gl/ 

h F R 2 — 1 4 H 1 0 J t^^Ltz„ 

7°^^ —tz^b: 

5' -GACATCTACGGCGACTGGTTCACATAC-3' (HI 

0 -F) 

5' —G GTGGCGCAGTAGTACACGGCGGT—3 ' (H-R) 

8) -2-9 h FR 2 - 1 4_H 1 1 

mmm8) -2-itMtfchFR2-14_H3yA7°mmm^tyy 

-p CMA-G 1 /h FR 2 - 1 4_H3^^>7>-h <t U TE/7^V 

—tz 7 hiKOD. -P 1 us - Mutagenesis Kit (TOY 

OBOtt) ?%Z.t\Z£V h FR 2 - 1 4_H 1 1 9A 

n^ntzmM^zy-z rPCMA-G 1/ 
h F R 2 — 1 4 H 1 1J t^Ltz o 

7°^YV-iz^h: 
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5' —GACAAGTACGGCGACTGGTTCACATAC—3' (HI 

1 — F) 

5' —GGTGGCGCAGTAGTACAC GG C G G T — 3 ' (H-R) 

5 8) -2-10 h FR 2 - 1 4_H 1 2 ^ 

18) -2- 1 LfchFR2—'1 4_H 3 7°SII3§ii^ & 

— pCMA —Gl/hFR2 — 1 4_H 3 £T->7>- b tb, V 

—"feybiKOD —Plus— Mutagenesis Kit (TOY 

OBOli) fgS£^Af££<2:t;:<fcOhFR2-1 4_hHl 2^ 

io rpCMA-Gi 

/h FR 2 - 1 4_H 1 2J inMLfco 

b : 

5' —GACCTGTACGGCGACTGGTTCACATAC—3' (HI 

2 — F) 

15 5' -GGTGGCGCAGTAGTACACGGCGGT-3' (H-R) 

8) - 2-11 hFR 2 - 1 4_hH 1 3 ^ Y 

^WJ8) -2-ltMb/:hFR2-l 4_h H 3 7°fi£!fgil^ 

^-pCMA-Gl/hFR2-l 4_H3§f>7>-bib, Tf27°7^ 

20 "7—-fey biKOD —Plus— Mutagenesis Kit (TO 

YOBOli) h FR 2 - 1 4_hHl 3 

TPCMA-G 
l/hFR2-14_H13j 

7°7-fV—feyb: 

25 5' -GACATGTACGGCGACTGGTTCACATAC-3 ' (HI 

- 3 — F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3 ' (H-R) 
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8) - 2-12 h F R 2 - 1 4_h H 1 4 

mMM8) -2-ltMlfehFR2-l 

57-pCMA-Gl/hFR2 - 1 4_H 3 £T">7V~ h «t U TgE7°7-r 

fe :y h^KOD —Plus— Mutagenesis K i t (TO 

YOBOli) 5 ̂ <hlIi(3hFR2-14_hH14 

yAy°mmM^z9-%mmLtco nzntcmTPCMA-G 
l/hFR2—14 H14J £i%£bfc0 

7°7-f^—izyb: 

5' -GACGAGTACGGCGACTGGTTCACATAC-3' (HI 

4 — F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3 ' (H-R) 

8) - 2-13 h FR 2 - 1 4_hH 1 5^-f $> 

W&U8) - 2- ltflbfchFR2-l 4_hH3 

^-pCMA-G l/hFR2- 1 4_H 3 £T">7°1/- h t U TfE7°7-f 

T—-ty h^KOD —Plus— Mutagenesis Kit (TO 

YOBOt) I^ES:#Af§^ifc«fc0hFR2-l 4__hHl 5 

TpCMA-G 

l/hFR2-14_H15j i^bL 

y'yA"?—-fey h : 

5' -GACCGGTACGGCGACTGGTTCACATAC-3' (HI 

5 — F) 

5' -GGTGGCGCAGTAGTACACGGCGGT -3' (H-R) 

8) - 2-14 hFR 2- 1 4_hHl 6 ^ 

^Wii8) -2-lTMbfchFR2-l 4_hH3^-T7°fi$IM^^ 
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ty—p CMA —G 1/hFR 2 — 1 

V—fey h<hKOD —Plus— Mutagenesis Kit (TO 

YOBOtt) 1 4_hHl 6 

rp CMA— G 

l/hFR2-14_H16j 

^7-t7b: 

5' -GACGTGTACGGCGACTGGTTCACATAC-3' (HI 

6 — F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3 ' (H-R) 

8) - 2-15 hFR 2 — 1 4_hHl 7 ^ 7°MM^ 

-2- ltfIlfchFR2- 1 4_hH3ty-iy°Mm^m^ty 

^-pCMA-G l/hFR2 — 1 4_H3$T>7V-h tb, Tf27°^-f 

V—-fey hchKOD —Plus— Mutagenesis Kit (TO 

YOBOtt) f 5 ̂ tCJ:DhFR2-14_hH17 

FPCMA-G 
l/hFR2-14_H17j 

5' -GACTGGTACGGCGACTGGTTCACATAC-3' (HI 

7 — F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3' (H-R) 

8) - 2-16 hFR 2- 1 4_hHl 8 ̂  

mm®18) - 2-lTMbfchFR2-l 4_h H 3 7°SiIfg5ji^ 

ty-p CMA-G 1/h FR 2 - 1 4_H3 §f>7V-hib, TfB7°7-f 

V—-fey hiKOD —Plus— Mutagenesis Kit (TO 

YOBOt) ^£^AT£ £ chUcfc 0 h F R 2 - 1 4_hH 1 8 
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IPCMA-G 
l/hFR2 — 1 4 H 1 8J 

77^V-t7h: 

5' -GACTACTACGGCGACTGGTTCACATAC-3' (HI 

8 — F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3' (H-R) 

8) -3b hfbFR 2 - 1 4$ifc<Dm% (Freestyle 2 9 3 FSB 

m) 
8) - 3-1 bhfbFR2-l 4tKfo<DQ£M 

Freestyle 293 FjfflBS (INVI TROGEN&) 

)V\zm\ Z-U-otCo 

ffllil® 1. 2X10 9 fillCD F reeStyle 293 FM (I NV 

I TROGENli) §3L Fernbach Erlenmeyer F 1 

ask (CORNINGtt) HfitStb, FreeStyle293 expr 

ess ion medium (I NV I TROGENt) TtUbtl. 0 

xl06ii/mLIIiILfe®^t:< 3 7T\ 8 % C O 

Tf 9 0 r pmT—Po lye thyl ene imine 

(Polysc ience #24765) 3. 6mg§Op t i — Pro S 

FMiaite (I nv i t r ogenft) 20ml \zWtfflls* ^HPureLin 

k HiPure Plasmid^yh (I NV I TROGENli) ^ 

y- (0. 4mg)mi»^^ (0. 8 m 

g) 5:2 0m 1 ©Op t i—Pro S FM^i ( I NV I TROGENtt) 

\zMMlstCo Polyethyleneimine/Opti-Pro SF 

M^m2 0m IK, fg5|^^-/Op t i-Pro SFM^S20m 

1 2*>\Z5ffl'mmVtzmzF reeStyle 2 

9 3FM)3^K»UfCo 3 7°C, 8%CO^>+a^-T7 0^ 90 r 
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pmTlt SrD isposable Capsu 

le Filter (ADVANTEC # C C S — 0 4 5 — E 1 H) Tf-5 

ibfc. 
pCMA-Gl/hFR2-l 4_H5, p CMA— Gl/hFR2-14_ 

H6, pCMA —Gl/hFR2 — 1 4_H7, p CMA-G 1 /h F R 2 -

14 H 8 , pCMA-Gl/hFR2-14_H9, pCMA-Gl/hF 

R 2 - 1 4 H 10, p CMA —G 1/h FR 2 - 1 4__H 11, p CMA — 

Gl/hFR2 — 1 4 H 1 2, pCMA-Gl/hFR2 - 1 4_H 1 3, 

pCMA—Gl/hFR2-l4_H14, pCMA-Gl/hFR2-l4 

H 1 5 , pCMA-G1/hFR2-1 4_H1 6, pCMA-Gl/hF 

R 2 — 1 4 H 1 7, JSLZS pCMA — Gl/hFR2 — 1 4_H18tpCM 

A-LK/h FR 2 - 1 4_L 1 MfcFR 2 

- 1 4*ri#:£^n^n, Th F R 2 — 1 4 H 5/L 1J, ThFR2-14_H 

6/L1J, r h F R 2 — 1 4 H 7 / L 1J, Th FR 2 - 1 4_H8/L 1 J, 

Th FR 2 - 1 4_H9/L 1 j, Th F R 2 - 1 4_H 1 0/L 1J, ThFR 

2-14_Hl 1/LlJ, Th FR 2 - 1 4_H 1 2/L 1 J, Th F R 2 — 1 

4_H1 3/LlJ, Th FR 2 - 1 4_H 1 4/L 1 J, ThFR2-14_H 

1 5/L1J, rh F R 2 — 1 4 H 1 6 /L 1J, Th F R 2 - 1 4_H 1 7 / 

L 1 j, RZS Th FR 2 - 1 4__H 1 8/L 1 

8) -3-2 b HbFR 2 - 1 4,m*(DmU 

±13 8) - 3-rProteinA77 

j-f-j-tyn^btyyyj- (475S6°CT) tlz? 5 y ty t F 

AtyA h (^2&T) rProte in A77-f-r 

j—tywvbtfyyj— ^ y ty h bu^y)V7AtyA 

Ay77-gmifMte47556°CTT^j!®Lfc0 MWlZ, PBS 

T^iHbLfcM abSelectSuRe (GE Healthcare B 
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ioscience MM, H i T r apj]7A) \ZT~7°7 A b 

ti 7A§12 {§J^±© PBS XtJ 7 A ^r^fe^bfco "A 

H2M7M->SI6Mt (p H4. 0) T1§£HU ]!^£ 

(Thermo Scientific th, Slid 

5 e—A — Lyzer Dialysis Cassette) tliDPBS!; 

g^b tzM, 5 mM V AJWH~ h 'J 7 A/ 5 0 mM MES/pH7. 0 ©A* 

y y 75 l%mRL tciKWWm^i, 5 mM NaPi/50mM MES/ 

3 OmM N a C 1 / p H 7 . 0 ©Ay 7 7 —T^Plrfb^tlfc-tey 5 y 9 )\A 

FD^y^7/\7Y b#yA (HWt7 y K, Bio-Scale CH 

10 T Type - I Hydroxyapat ite Col umn) C7771' 

bfcc #t#©^£tt5ii 

(Thermo ScientifictL SI 

ide—A — Lyzer Dialysis Cassette) CiDHB 

So r (2 5 mM bAfy>/5% V;Hfh-;k pH6. 0) ^(DW.m.Wk 

15 Srff ~D fc* M&lZ Centrifugal UF Filter Devic 

e VIVASPIN20 (^H^fiUF10K, Sartor iust, 

4°CT) tltllb, I gGmm%2 5mg/m 1 bff®Ht>7°;i/ 
tbfco 

20 9. mm&Mtfmwi-znjtt MCF R 2 -1 
@B^IJ#^9 7 (mi 05) T7K$nsr5/m@a^j©T5ym#^2 075M 

4 6 7 £^Mil, IE^|J#^7 3 (08 1) tlS 7 5 7 MUm 

©7 5/g£f^t2 1755 2 3 5 Z'StS&M&'S/vT'feZh hitm**, 'jkftHD 

%ztlz£ 

25 VfflWls, hFR 2'-14 H19/Lli^b/:0 

h F R 2 — 1 4 HI 9/L 1 ©ct "5 \zMW$k 
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mmm 10. fc Mfctft t h F G F R 2 #£# (h F R 2 - 1 4) 
1 0) - 1 k hitfxit; h F G F R 2 JTL#: (h FR 2 -.1 4) OBiacore 

irilfcEfiiB. (rhFGFR2a 1 pha (I I lb) Fc chimera 

^fcllrhFGFR2a 1 pha (I lie) Fc chimera). 

Biacore 3000 (GEA/l/X^TA^TlMx>X 

(W)) ©Sfbl/feifLk M gG (Fab) famztiifo* V tf> h t 
10 bTiS (+t^ft-) U inM^7i~yA hi LT»ST£ + ̂ 7°5^-

oTco ink h I g G (Fab) in#: (Human Fab capt 

u r e k i t, GE^1/X^7AW WX>.X (ft)) tt, -t>+r-^y7° 
CMS (B I Ac ore, I n c .) ^75 >tl y 7°U >>ffe\ZT%} 5 0 0 0 R 

'J7TvyytMz^nmzm'^itbtco ?y~yyny 
15 77-tlTHBS-EP+ (lOmM HEPES pH7. 4, 0. 15 

M N a C 1 , 3 mM EDTA, 0. 05%Surfactant P 2 0) 

iftkhlgG (Fab) ffifcZ®M4kLfc?y7-tlZ* ffiMffiftT 

At 1 11 1 o n L/^t6 0#r^ 

iT«6o#fB»bm \KW,(o^mmwt (o. 3nm50 onM) £ 
20 'fit® 3 0 PL 1 /#T 1 8 OTOmbPU 

-If;. S4MtbT, 1 0mM Gly-HCl pH2. UillO 
t± 1/'#T6 0#|H!, 2®^J0Lfec ^V7h^i7 (B 
IAevaluation software, version 4. 1) 

OBivalen t on, 

25 k o f f mSffiffifeW. (KD ;KD = koff/kon) £H£BLfco 

10) -1-1 4lS©k hffci/iF G F R 2 #[#: (h F R 2 - 1 4_H 1-/ 
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L lMhFR2-l 4 H 4/L 1) b** yfctfiF G F R 2 

(CFR2-14) 

4li«k MtffiFGFR 2 Si#: (h FR 2 - 1 4_H1/L 1 75Mh FR 

2 - 1 4 H 4/L 1) h^^yfbinFGFR 2^#: (c FR 2 - 1 

4) £HM]8) -3 0^JS^J4) -9 0^31-fitlSU #kh 

FGFR2A'J7>hI0St©^ffit^I^J 1 0) - 1 iz^t^mzx 

OHMiffiUfco Biacor 1 2 2 

10) -1-2 1 5ll©k RfctfiFGFR 2!a# (hFR 2 - 1 4_H3 

/Ll^hFR2-14_H5~H18/Ll) 

1 5«!<7)k MbfciF G F R 2 Jrt# (hFR 2 - 1 4_H3/L l&tfhF 

R 2 — 1 4 H 5 ~H 1 8 /L 1) £H»iJ8) - 3 (DjjfeHi V 

igi±lf^ffl^TFGFR2-I I I c 1 0) -

1 Biacor 123 

1 0) -2 k Mfcfcik hFGFR 2#ift (hFR2 - 1 4_H3/L 1, h 

FR 2 - 1 4 H 8/L 1 0 h FR 2 - 1 4_H 12/L1) CD k h F G F 

10) - 2-1 k h FGFR1 I I I (pcDNA-DES 

T40-FGFR1 I lib) 0ii 

k hFGFR 1 I M.bA''J7>M0S (7YV7t-A2 : NP_0 5 

6 9 3 4©l-31O#g075yl, ££^359-820#g©7 5/ S£ 

CDPHIH, FGFR10I I I b / : AAB 1 9 5 0 2 <E>7^ 

WXLtc.b(D) &U- HTS cDNA^p cDNA-DEST 4 0^tyty~\Z 

ty n—p cDNA-DEST 4 0 —FGFR II I I b^fiUL/to 

10) - 2- 2 C e 1 1 -EL I SA 
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mmmi) -3-1, 2) -1-1, 010) -2-1 xmmLtc&mt 
h F G F ty — £ L ipofectamine 2000 (Life 

Technologies thSD 2 9 3 a MS (MM$\ 1) - 6 HfE 

gc) 9 6—well plate (Cornin gthM) III 0 0 

lfoML, 1 0 %FB SttDMEM®itT3 7°C, 5%CO20^# 

TT-0fti«L/io 5% FBSttPBSthFR2-

14_H 3/L1, h F R 2 — 1 4 H 8/L1 , hFR2-14_H12/ 

L 1 £ 3 n g/m l 5 0^1 MlU 4°CT 1 BtPslilbfec 

FBS#tPBST2 WifaWilk, 5% FBSMP 

BST2 0 0 0 fp #IR LfcAn t i — human IgG—Peroxida 

se conjugate antibody produced in g 

oat (SIGMAttM) ZWTLT, 4 ̂  T llTO#® Lfc0 

£5% FB SMPB ST3[USfetbm O P (O P ( 0 . 

0 5 M £X>$3;M>iJ£A, 0. IM »J >^7K^2^ h U • 1 2 

zK pH4. 5) ilo-7x-^>y7 5>i:SIS (fa^MlithiD, H202 

§fnfri0.. 4mg/mK 0. 6% (v/v) §10 

0 11 1 /^xJ^iiPlfeo IM HC 1 

Sri OOw 1~7°V— h U — 

(ARVO : Perk i nE Ime r th) T490 nm<Z>®3fc^£i8!l£Lfc,, 

012 4 h FR 2 -1 4_H 3/L 1, h FR 2- 1 4_H 8 

/LI, h F R 2 — 1 4 H 1 2/L 1 h hFGFR 2 I I I b££ 

{/FGFR2 I I I c ^ 

10) -3 ^iM^D'J^h'J- (DSC) ^l^khfttathFGF 

R2JTL#: (hFR2-14) 

(DSC) 

•tt">7°;htt0. 5mg/mL0'MTHBSorliI (2 5mMtXfy> 
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(pH 6 . 0) 5%y;i/Hl—;iAzmm) 4 0 0 

iLTDS DSCl^mi £XT(D£D\zmfeVfz0 IP 
jsoiiitt2ot, M^^£ioo°c£u o o°c/im 

PH, 7-Y )Vty—B#PH 2 #, 7'('-HAi7^;£-F?:LowilL 

5 BSorfflbfec ±X(DD S Ci^gg^bTH ^SGEAM^T7A' 

^Wx>x (® iVP-Cap i 1 1 ary DSC Platfor 

10 U 7>-/a >^fT^fec HI 1 2 5 A&&ZSM 1 2 5 Btli«©h 

hibF G F R 2 ^-n^tKD+t—^ 

0 t:- ̂  \Z -D V VT tr •- ̂  h y 7° § ̂  b ^ m % f&^ '[4 41 & T m <ht % t, HI 1 

2 5 CCSti5t, hFR 2 - 1 4_H 1/L l^®Tmi^8 7. 6°C, 

hFR 2 - 1 4_H2/L ltrL#OTm^8 7. 2°C, hFR2-14_H 

15 3/L-ltft^0TmM^7.9. 5°C, h F R 2 — 1 4 H 4/L 1 JTL#:® Tmfii 

^8 1. 6°C, h F R 2 — 1 4 H 5/L 1 #L#(7) T mfifi/^ 7 7 . 2 °C > hF 

R 2 - 1 4_H 8/L 1 Ja#:0Tniflt^8 1 . 0°C, hFR2-14_H9/ 

L 1 J/vffcCD T 7 8 . 8T\ hFR2-14_Hl l/Ll»Tmi 

^8 0. 3 °C> h F R 2 — 1 4 H 1 2 /L 1 ifiifc'(DTmfOt/^ 8 2 . 2°C, h 

20 FR2-14_H19/L1 8 2. 2 °C 

10) -4 Biacor e hfblnk h F G F R 2 Ja# (hFR 2 

-14) 

k hfbtftk hFGFR 2#t# (hFR2-14) (D^mt<D^^^Kk 

25 

&®k httFGFR 2ta#: (hFR 2 - 1 4_H1/L 17!/IhFR2-

1 4 H 5/L 1, h F R 2 — 1 4 H 8/L 1, hFR2-14_H9/L 
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1 , h F R 2 — 1 4 H 1 1/L 1, h F R 2 — 1 4 H 1 2/L 1 , hFR 

2-1 4 H 1 9/L 1) &i£/h b** y fbiaF G F R 2 (c FR 2 -

14) -3, RUmM®J4) -9 0^Sl:<J:!3^I, 

UML, 2 Omg/mL©igTH B S o r MiriS ( 2 5 mMbXfy> (p 

H 6 . 0) 5 %V;l/tf>-jl/Hf$®i) Hi§#¥£i^ 4 0°CH4)IiPH1MLT^ 

i a c o r e Hi3ifg£ 

1 0) - 1 H^T^icHiDH^Lfco Biacor e&'JS 

1 2 6H^t\ 

^WJl 1. k Mfcirtb hFGFR 2|TL#: (hFR 2 - 1 4) 

11) -1 k hffcfciFGFR 2trift: (hFR 2 — 1 4_H1/L 1, hFR 

2-14_H2/Ll, h F R 2 — 1 4 H 3/L L hFR2-14__H4 

/LI) £itffc: h + ̂ ffctfiFGFR 2UW- (c FR 2 - 1 4) (Di/tyj-Jl 

E 1 k 1J1//7xy — ~tf W#— 5>— mfS^Tyfe-f Hi D h h'fbjri#:® 

/!:#), p c DNA-DE ST4 0—FGFR 2 I I I 

b^fctep cDNA-DEST 4 0—FGFR2 I I.I cL pFA2-E 1 
kl (Stratagene tfc$0, pFR-Luc 2CP, ^3it/pGL4. 

7 4 [hRluc/TK] (Promegalii) 1) -6-2t^t 

#&Hit) 2 9 3 fflfeHiAL, 3 7°C, 5 % C02T-itgibfcoSH, 

2% FBS&t^DMEMTftbfchFR2-14_ 

HI/LI, h F R 2 — 1 4_H 2/L 1, h F R 2 — 1 4 H 3/L 1, h 

F R 2 — 1 4 H 4/L 1, £fctec FR2 - 1 4 tflVf-tMZ 1 > 

+ a^-hU U # > H (thFGF7SfcttthFGF9, Pep 

r o t e c hftl) Srililfl: 1 0 n g/m 1 T^xJl/H^sftnLfco 6B#PB1<ZW> 

^0.^-/3 >0^ Dual— G 1 o Luciferase Assay 
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Sys t em (Promeg a|±M) x. y —(# 

cfccfctfRen i 1 1 a J^>7x / 

1 1 1 ait^gf^Lfc, 012 7A!:^tID, hFR 2- 1 4_H1/L 1, 

h F R 2 — 1 4 H 2/L 1, h F R 2 — 1 4 H 3/L 1, hFR2-14 

H 4/L l&it/c FR2-14H FGFR 2 I I I b§gi|*H£t/}Tv 

FGF 0127 

Bt^tlD, h F R 2 — 1 4 H 1 /L 1 , h F R 2 — 1 4_H 2/L 1, 

h FR 2 - 14 H 3/L1, h FR 2 - 1 4_H4/Ll^i^c FR 2 -

14(1 FGFR2I I I cfgi^mn^T, FGF9CJ;§U^>Ffe# 
i&muLtco £A±.<D%£^ zn^(Dtn,mtFGFR2 

> K H <fc 5fc£ Sim £WT § £ £ &W <bfr£f3i?fco 

11) -2 t: h iWtk F G F R 2 tit#: (h F R 2 — 1 4 _H 3/L 1, hFR 
2--1 4_H 5/L 1, h F R 2 - 1 4_H6/L 1 , h'FR 2 - 1 4_H7 

/LI, h F R 2 — 1 4 H 8/L 1, h F R 2 — 1 4 H 9/L L hFR 

2 — 14 H1 0/L 1 , h F R 2 — 1 4 H 1 1/L L hFR2-14_ 

HI 2/L1 , h F R 2 — 1 4 H1 3/L L hFR2-1 4_H 1 4/L 

1, h F R 2 — 1 4 H 1 5/L 1, hFR 2 -1 4_H1 6/L 1, hFR 

2-14_H17/LL hFR 2- 1 4_H 1 8/L 1) 

m 
E 1 k t 

P c DNA-DE ST4 0 —FGFR 2 I I I 

bSfettpcDNA-DEST4 0 — FGFR2 I I I ct, pFA2-E 1 

kl (Stratagene MM), pFR-Luc 2CP, & i £/ p G L 4. 

7 4 [hRluc/TK] (Promegati) 1) -6-2 

2 9 3 aSHJi&HgAU 37°C, 5% C O 2 T-fftig* Lfco H 
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B, 2% FBS£#trDMEMT#&bfc, % MM 8 ) 

— 3 -1TiltfchF R 2 -1 4_H3/L1, h F R 2 - 1 4_H5/L 

1, h F R 2 — 14 H 6/L 1, hFR2-l 4_H7/L 1, h F R 2 — 

1 4 H 8/L 1, h F R 2 — 1 4 H 9/L 1, hFR2-14_H10/ 

5 LI, hFR2 - 1 4_H1 1/L 1 , h F R 2 — 1 4 H 1 2/L 1, hF 

R 2 — 14 H1 3/L1, hFR2 - 1 4_H14/L1, hFR2-14 

H 1 5/L1, hFR2-1 4_H1 6/L1, hFR2-14_H17/ 

LI, hFR 2- 1 4 H 1 8/L ltfHkM^.2 93FreeStyl e 
(Invi trogen ttSHD 10^17°!/Kb, 

10 Utf>H (bhFGF7, R&D sys temsttl) 1 

0 n g/m 1 6 Z a Dual 

— Glo Luc i ferase Assay System (Promeg 

a*±$D *^jW/>7xy-iz^14 (#MW/^;i/) R e 

n i 1 1 a;l//7xy-if^'I4 UE&{fc<E>&J&£>Z^jl/) #^7 

15 ^^^/Ren i 1 1 ait£f+^bfco 0 

1 2 8 A, 012 8B43i^01 2 8C^tID, hFR 2- 1 4_H3/ 

L1, hFR2 - 14_H5/L1, hFR2 - 1 4_H6/L1 , h F R 2 

— 1 4 H 7/L1, hFR2- 1 4_H8/L1, hFR2-14_H9/ 

LI, h F R 2 - 1 4_H 1 0/L 1, h F R 2 - 1 4_H 1 1 /L 1, hF 

20 R 2 - 1 4_H 1 2/L 1, h F R 2 - 1 4_H 1 3/L 1, hFR2-14 

H14/L1, hFR2 -1 4_H1 5/L1, hFR2-14_H16/ 

LI, h FR 2 - 1 4_H 1 7/L 1, h F R 2 — 1 4 H 1 8/L 1 (1 F 

GFR 2 I I I FGF7HJ;S'J^>Hft#69U^-^. 

25 

11) -3 b MbinFGFR 2^ (h FR 2 - 1 4_H 1 2/L 1, h F 

R 2 - 1 4 H 19/L1) 
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E 1 k lJk>7x7-k 

p c DNA —D E S T 4 0—FGFR2 I I I 

b £tc\% p cDNA — DEST 4 0 —FGFR2 I I I c t, pFA2-E 1 

kl (Stratagene &£&), pFR-Luc 2CP, & i p G L 4. 

7 4 [hRluc/TK] (Promegall) 1) -6-2T^t 

Jj&lZJ: Y) 2 9 3 3 7°C, 5% C02T-^iLfco SB, 

2% FB S £#&DMEMTi«Lfc|l|WJ8) 

9) Tilbfch FR 2 - 1 4_H 1 2/L 1, h F R 2 - 1 4_H 1 9/L 

1 10#rH7V-r h L, ^T\ >J tf> FT&3 k h F G 

F 7 (R&D systems ttlSD Sfctik h F GF 9, Peprotec 

httU) 1 0 n g/m 1 xMzmwLtco 6 

a >©II, Dual— G 1 o Luc if erase Assay Syst 

em (Promeg a£t®D SrfflV^Tv ^^Mv7x7Hf?£'[4 (#J&W>' 

43J:t/Ren i 1 1 ajl//7xy—iz^'14 (lE^bCDfc#)©/^:^!/) 

Zmfebtc* &yx)l(D7?-?ZiEMikTZ>tz$b\Z, ^VRen ilia 

Jfc£ff-gL&„ 0 1 2 9 AH^TilD, h F R 2 — 1 4 H 1 2/L 1, hF 

R 2 - 1 4 H 19/L1(1 FGFR 2 I I I b^MMmz^X, FGF 

7\Z£%Vfi>VimWU#-y-ffim\:%:WmLtCo 012 9BH* 

Til tK h F R 2 — 1 4 H 1 2/L 1, hFR 2 - 1 4_H 1 9/L IB, 

FGFR 2 I I I FGF9K££0tf>Ffltf?WI^-

ty-ffi'l;in£©tr^teFGFR2<AU;tf>Kfi:<fc 

§ £ m mt t-trn ̂ tu^tza 

k hfbJrik hFGFR 2K# (hFR2-14) ©ADCC?£'|4 

12) -1 k h {fctii F G F R 2 JTL#: (hFR2-l 4_H1/L 1, hFR 

2 — 1 4 H 2/L 1, h F R 2 — 1 4 H 3/L 1, hFR2-14_H4 

/L 1) 43£tfk h + ̂ yfbJrLFGFR 2 Ja#: (c FR 2 - 1 4) ©FGFR 
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2 5 AD CCfStt 

W&m 5 ) - 3 - 2 G F R 2 I I lb Wc 2 9 

3 T- 1 a c Z5 0 u 1 /^iJVT9 6 ftUUcV-T ty U7°V~ h H^tJO 

bfeo J£zizmm&-C17bmi 00n g/m 1 - 3 - 2 

5 HIBfADCCffltgitilT^IRbfeh FR 2 - 1 4_H1/L 1, hFR2-l 

4_H2/L1, h FR 2 - 14_H3/L1, h FR 2 - 1 4_H4/L1, 

cFR2-14Sf:ttkMgG^5 0/il/^xJkTij)[lU 4°C-ri0#FH1 

mMM5) - 3 - 3<DX-7x.tyty-mm&7 5 u l«iU 

1 2 0 0 r pmx 53 7°C, 5 % CO2 

10 SB, ±?*5 0 n 1 (Corn ingtl) KHHHX 

I, 0 — G 1 o7'yt^ yXfA (Promeg att|!D 0 u 1 

U fg}£S£7>- h (ENV I S I ON : P e r k i n E 1 me r 

MO T«bfc0 

15 (%) = (A-B) / (C-B) XI 0 0 

A : •y~y7°)l/Ty x.)]/CDt} r>> h 

B : (Jri# • X.7xty tyM (n 

= 3) o in#«p0t txy^ty ty-mmmunmz^ti'etiA DCCMS 
20 5 0 // 1, 7 5 M»iLfco 

ffofeo 

(n = 3 ) o tX7xty ty\Z^tl^tlA DCCffllg 

«50MK 7 5 n 1 ^Jnbfeo mm^^OxJUZ 1 7 

25 5 II 1 0j6-G 1 o7yiM -^©5^1 

0 0 1 hHtlP^.TS'JSSr^ML'feo 
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013 0 13 0 BHTKTJID, h F R 2 - 1 4_H 1 /L 1, h 

F R 2 — 1 4 H 2/L 1, h F R 2 — 1 4 H 3/L 1, hFR2-14_ 

H4/L 1FR2-14H FGFR2III A 

DCC 

5 

1 2) - 2 k MWnFGFR 2 ta#: (hFR 2 - 1 4_H 3/L 1, hFR 

2 — 1 4 H 8/L 1, hFR 2 - 1 4_H 1 2/L 1) CD F G F R 2 fgigjg 

12) - 2-1 

10 KATO III, NCI-H716, SNU1 6 80!®^ ADCCffligi&T 

2 izJl/X h V-f— (Bee ton Dickison tklSD Srffi 

hvn>7)i*-&mmmumzTmwvr£o 1 x 1 o5 no 
is/mi 

15 12) -2-2 P BMCtt(7)i$gi 

2 0m 1 U I l:2 5ml $t3tA«£ 

ty-D < Sfil 5 0 0 rpmX3 O^^Lfco skmt U 

-;n (ft&tkyjmftffiftM) h-enNKu 
2 0ml 10% FB F^FtRPM I 1 6 4 0 igiill 

20 (Life Technolog yttM) HM^DL/io 1 5 0 0 r pmx 5^ 

2 0ml AD CC/BU 2tU^L 

tca M'bmmmzBikL, 
ADCCffligil:ilib, X7x.tyty-mmcbLfzo 

25 12) - 2 - 3 AD C 

mMffll 2) -2 - 10^TI5ib'fcNG I —H 7 1 6IM&5 0 ju 1 / 

Vx.JlT9 6-XUm^-i VW7V-h(:iJDlfc0 0 
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0 0 ng/ml 5 AD C h F R 2 - 1 4_H3/ 

LI, h F R 2 — 1 4_H 8/L 1, h F R 2 — 1 4 H 1 2/L 1 Sfetik 

MgG^50M/^x^Tij)IU 4WlWtl/it. 

12) —2-2CDPBMC IBM 1 3 . 4 X 1 0 6/m 1 £ 7 5 At 1 «1 U 

5 gfitl 2 0 0 r pmx 5, 3 7°C, 5 % CO,2(D^#Tt-f| 

1H, Cy toTox96 Non - Radiozc t ive C 

ytotoxic ity Assay (Promeg a MM) hftiS© 1 

OXLysis Solution x)V\Z 1 7 . 

5M l/^'x;W»Ljfm^ 3 7°C, 5% C02©^#TT4 

10 fco IS2 0 0 g, 4#fl^i>&, ±i5 0/i l/r>x;i/£9 6 

D7°I/~ h (C o r n i n gMM) fcHPRU 5 0 p. 1 /^7xMSu b s t 

rate Mix 3 0 SSCSOy 1 / 

•7xJl/CD Stop Solution 4 9 0 nmC0®Tl6^;£:7V— h 

U-^- (ARVO: Perk i nE Ime r fttD ADC CIS 

15 mz&zMMmMmrAttMftLtzo 

(%) = (A-B-C) / (D-C) XI 0 0 

A : yr>Zf)Vyx.)V<Dtl1J>b 
20 

xJl/0liiH) (n = 3 ) „ 

c : di^ffl^^x;i/^e,jg»^x;v©iiiE) tso 
25 >h0TOfii (n = 3)o 

D : MXMHJ 
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»jTi£^$1tfc^x;i/©MlE) tl*y>h(D¥-mi (n = 3 )0 

HI 3 1 h FR 2 - 1 4 H 3/L 1, h FR 2 - 1 4_H8 

/L 1, hFR 2 - 1 4_H 1 2/L 1 te, F G F R 2 fgSijgMJ&ftN C I -

H7 16W:^bADCCffi'l4$fLL 

1 2) -3 t MblrLFGFR 2^# (hFR2-l 4__H 1 2/L 1, hF 

R 2 - 1 4_H 1 9/L 1) ©FGFR 2mMWMMmzfttZ>ADCCfe'\$. 

mMM 1 2) - 2 - 1 (DUmmnmistz KATO I I LNCI-H716, 

SNU 1 6 SMS: 5 0 n 1 /^7xJl/T9 6 ty • h HSfobl] Ltza 

0 0 0 n g/ml H&5J;5ADCCffligJre^Lfc 

43cfc(^9) TUM LfchFR2- 1 4 H 1 2/L 1, h F R 2 — 

1 4 H 1 9/L 1 h I gG£ 5 0 u 1 /r>xJl/T«lU 4°CT1 

Wilfc. mm®112) -2-2©I7x^^-I§2 0 XI 0 
6/m 1 £ 7 5 u 1 »] U gifiT 1200rpmX5 3 7°C, 

5% SB, Cyt oTox9 6 Non-R 

adiozctive Cytotoxicity Assay (Prome 

g a tt M) bftS© lOXLysis Solution cfc 

^iiH©^©^7x;hn 1 7. 5 u 1 /OxMmwLmW'fe, 3 7 °C, 5% C 
Oa©^TT45 S?S2 0 0 g, ±?f 5 Qui/ 
^xJl/§9 6^Jg^^D7>-h (Corningttl) KHJJKU 5 0 
li. 1 /O x.)V(D Substrate Mix SrlfofflL 3 0 
jBbfco $ 5 0 n 1 /^xJl/GDS top Solution n, 4 9 
0 nmWlM?:^!/- h U — (ARVO : Pe rk i nE Ime r tfcIS) 

ADCC^H^Siiffl^^^iSMl 2) -2-3H^"tft 
njfmzmm&Lfco 

H1 3 20A, B, Ct^TID, h FR 2 - 1 4_H 1 2/L 1, hFR 
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2-14_H19/L ltt, FGFR2^Mi®ftNC I-H7 1 6, SN 

U-16, KATOIIf©ffitttthFR2-

1 4_H 1 9/L 1 

3. b MfctrCk hFGFR (h F R 2 — 1 4) 0ADCPffitt 

13) -1 hhfc*aFGFR2£rL#:(hFR2-l 4_H 1 2/L 1, hF 

R 2 — 1 4 H 1 9/L 1) ©FGFR 2 AD C 

13) -1 -1 mmmmm 
KATOI I I 43J;^NC I-H7 1 PBST3mi, 

M«^h'jAo>y;i/-^i^MmnTftfiiLfcc ixi o6 

PKH26 Red Fluorescent Cell Link 

er Kit for General Cell Membrane La 

bel ing (Sigma ttlSD fafllCQD illuentC 2 0 0 /i 1 TIB 

SHiliibT.lmM PKH26 Linker SD i 1 1 

uentCTIO /iMdtS!^ H, P KH 2 6 L 

inkergi^U Sfi5»fU:, 5m 1<£>1.0% FBSM 

RPMI 1 6 4 0ii (Li fe Technolo gytS) £?»L 2 0 

mm, 5xi o5 mm/mi 
o 

13) -1-2. PBMC^0S©PM 
2 o m i u >*-feA°-ji/1 tz 2 5 m 1 

< DSjg^ ifil 5 0 0 rpmX3 0#H^>i>Lfco stmt U >^izA 
-;n h"e®jRL, 
2 0ml 10% FBSMRPMI 1 6 4 0®i (Life Techn 
o 1 o gylifSD \zWM\stz.o 1 5 0 0 r pmX 5 2 

0 ml 10% FB S^fRPM I 1 6 4 0 tgiHi (L i f e Techno 



WO 2013/154206 PCT/JP2013/061340 

171 

logylil) 2 mmisfcc 

MMlZTgmL, 

i3)-i-3 xyxtyty-mmmm 
mmmi 3) - 1 -2TlilfcPBMC»ttRo boSep buff 

e r (S TEMCELLfrSD (IT 5X1 0 7M/m 1 H&5J;5 \zmMLfca 

Human monocyte Enrichment Kit Witho 

ut C D 1 6 Depletion (STEMCELLtl) HM?)E a s 

ySep human Monocyte enrichment cock 

tail § P B M C iilil 1 m 1 fc 0 5 0 M 1 b fc0 4°C 10 
EasySep Magnet ic Par t ic lesSrPBM 

C 1 m 1 & fc 0 5 0 n 1 gsfln b fc. 4 °C 5 ftfflK 2. 5 m 

U:S:5<t5tIRoboS'ep buf fer (STEMCELLMM) 

jjQL, EasySep Magne tlCty hLfc. 2 ft 3 0 Wik\Z±. tfSrlEl 

^LLfc'ik 1 200 rpmX5 Monocyte Mft&ftM Lfc0 

10% F B SMR PM 1 1 6 4 OigM (L i f e Technology 

MM) ^m\\ 1 Mfcmks lOng/ml GM-CSF (PEPROTEC 

MM) t lOng/ml M-CSF (PEPROTEClfl) 1 .0 % 

FBSMRPM 116 4 OJgJft (Life Technolo gytfcM) & 

«IU ffl2 2 5 cm!77X3 ty 7hMM) IZMMLfco 3 

7°c, 5% CO2C^#TTI 4ammMLfz, 3~4BSI: 
1 0ng/ml GM-CSF (PEPROTECti) ilOng/ml M 

-CSF (PEPROTECMM) 1 0% FBSMRPMI 1 6 4 

0 igilil (Life Technolog y Lfc0 1 4 EHis '£Hb 

D77"ytt0. 05%Tryps in — EDTA (Li fe 

Techno 1 ogy MM) £r«U 3 7 "C 4 0^Kf, i'JitLfco 

10% F B StfR PM I 1 6 4 Otgift (L i f e Technology 
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MM) 5 X 1 0 5 mm/m 1 10ng/ 

ml OM-CSF (PEPROTEC MM) t 2 5 0 U/m 1 ©I FN—r (P 

E P R O T E C MM) Sr^tTl 0% FBStfRPM I.1 6 4 0fi (Li 

fe Techno 1 ogyttS) 

13) -1-4 ADCPigftOfNffi 

m»ji 3) -1 - lo^Tnguufe^waBJiai o o p 1 /^x;i/£Mfg 
mmmM9 6 7v:U)&y-r^D7>-h (C o r n i n g&SD ^ 

5 nm 5 0 0 n g /m 1 o. 10% FBSMRP 
MI 1 6 4 0 taM (Life Technolog y |±M) \ 

8) 9) TilLfchFR2 - 1 4_H 1 2/L 1, hFR2-14_ 

HI 9/L 1, SfdihMgG$10 0/il/^iJl/»l, 4°C 30^ 

ifil 2 0 0 r pmX5M4 100/il/7 

xJl/©10% FBSMRP-MI 1 6 4 0tgi (Li fe Techno 1 

o g vMm) T«Lfc0 mmm 13) -1 - 3 Tiibfc, 5 x 105 mm 
/m 1 1 0 0 1 /^xJKDX7x^^-I®$iM, 37°C, 5% C02 

0tfm'3[lfPH1iILfc„ 4°C 1 2 0 0 r pmX5»t, 
2 0 0 P 1 / ̂ xJKD5%FBSttPBST^lL 1®I:4 5^1/^ 
xJ]/©5%FBS^fPBS, hp 1/<7XMAPC human CD1 

lb (Bee ton Dickiso nMM) £r$stjnL, 4°C, 15 

Mbfco 2OO/il/^xjV0 5%FBSMPBST20®bL 200 

p 1/^xJVOl %^7^JVA7JVft h^tPBSTiib, 4°C, -fMkU 

LtCo SB y •—(FACS Cantol I : Bee ton 

Dickiso nMM) zr—tyMMfHttF lowjo (T r e 

eStartl) FSC (m^mi%) /SSC (AJ^lfcSLft) T 
PEUtt (A), APC, PE^tiitt.(B) 
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tfiLfcc APC, (B) 

Lfc0 

(%) = B/ (A+B) XI 00 

@13 3 A, 0 1 3 3 BH/^tl tK h F R 2 — 1 4 H 1 2/L 1, hF 

R 2 — 1 4 H 1 9/L 1 H FGFR 2 fgigJffijfflJfetfcNC I -H7 1 6, K 

ATOI I ICMUDCPffiMLL 

mrnm 1 4. fc Hk^FGFR 2 trifa (hFR 2 — 14) CD in v i v oft)® 

14) -1 tMbfciF G F R 2 trtfa (h F R 2 — 1 4 H 1/L 1, hF 

R 2 -1 4 H 2/L1, h FR 2 - 1 4_H3/L1 , h F R 2 — 1 4_H 

4/L 1) ©kbBSifl^SNU - 1 i n vi 

v o fit 

5 X 1 0 6 c e 1 ls©fc hiliSNU- 1 6 (ATCCiOiA) £5 

0%VMJ V)V (B^BD^DiSA) Tlib, (CAnN. C 

g-F o xn 1 nu/C rlCrl j, • D DfiA) ©J® 

®T}:iibL mmmmbtizMwt&u mit©7, io, 14, 
17, 2inmzmMM8) -3Tfl®SL7cfcHbiaFGFR2|rL#; (hFR 

2~1 4 H 1/L 1, h F R 2 — 1 4 H 2/L 1, hFR2-14_H3 

/LI, h F R 2 — 1 4 H 4 / L 1) $1. 5, 15 mg/kgTlS^ 
(n = 8)0 

z?&)\h3$l) 

(mm3) = 1/2 xMH (mm) xgg (mm) xgfg (mm) 
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hFR 2- 1 4 H 1 /L 3 4AMOPISH 

1. 5 mg/kg»t5 

8%', 15 mg/kgg#S"e5 3ra^:o 

h FR 2 - 1 4_H2/L 1 1 3 4Bl:^bfc, §»J^0 

5 1 Bmz^^mm^mm\mt, 1. 5 mg/kgS4iT5 
8%, 15 mg/kgBST5 8raofc. 

h F R 2 - 1 4_H 3 / L 1 1 3 4 Cll^bfc. WtfefflfeB 
1. 5 mg/kgg4it6 

'4%,(15 mg/kgg#ST4ira^:. 
10 h FR 2 - 1 4_H4/L im*(D%%$kZm 1 3 4DHSbfe, SH»S0T 

fc%m&21 Bmz^^mmmmmumt, 1. 5 mg/kgS4iT7 
0%, 15 mg/kgS#St3 9ra^fco 

14) -2 t MblnFGFR 2 ta# (h F R 2 — 1 4 _H 5/L 1, hFR 

15 2 — 1 4 H 8/L 1, hFR 2 - 1 4__H'9/L 1, hFR2-14_Hl 

1/LL h F R 2 — 1 4 H 1 2/L 1, h F R 2 - 1 4_H 1 9/L 1) 

©khMWttSNU-1 i n vivo&imm 

7§14 

5 X 1 0 6 c e 1 1 s®k MittSNU-1 6 (ATCCJ; VMA) £5 

20 0 %VhUy;l/ (0$BDi DliA) TMU (CAnN. C 

g-Foxn 1 nu/C r 1 C r 1 j , • <JA-£0$iA) ©8$ 

WTI^ibf:. Mil#:fS£fcchn^Ht£U M© 7, 1 0 (£fctt 

11), 14, 17 (Sfclil8) 0mnHM^J8) - Mb#i# 

(h F R 2 — 1 4 H 5/L 1, h F R 2 - 1 4_H 8/L 1, hFR2-l 

25 4 H 9 / L 1, hFR 2 - 1 4_H 1 1/L 1, hFR2-14_H12/ 

L 1) £fctt^»J9) TfUMb/ch bimte (hFR 2 - 1 4_H 1 9/L 

1) £2, 20 mg/k (n = 8 
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ivhaii) uTiz^ttmi&iz^ioMmmnzw&isfco 
MMifcW. (mm3) =l/2xgi (mm) x£g|l (mm) xgg (mm) 
hFR 2- 1 4 H 5/L l(D^^mi 3 5AC^Lfc0 MetlSBTfe 

5 %mm2 i Bwz&ifz>mmmmwmmz, 2 m g / k g 4 1%, 2 
0mg/kgS4fT5UTfeoL 

hFR 2 - 1 4 H 8/L 1 0*gH£01 3 5BI:Sbfc0 MlSHTfe 
£M2 1 2mg/kgMit30%, 2 
0mg/kg^#fT3 0%Tfeofco 

10 h FR 2 — 1 4_H9/L10mil 3 5CC^U:„ 

s^i21 umz&tf%mmmmm\m-±, 2mg/kgg#i-?i%, 20 
mg/kgS4it2 3%TS^fc. 

hFR 2- 1 4 H 1 1/L 10^^11 3 5DC^lfc„ i«BT 
1 umz&tfz>m:mmmm\mt, 2mg/k gs#iT61 %, 

15 2 0mg/kgS4St4 2raofc.' 
hFR 2 - 1 4 H 1 2/L 1 0|£H:£0 1 3 5E(^bfc, i»BT 

s^»21 2mg/kgg^sT3 6%, 

2 0mg/kgS4it5 8%TSofco 

h F R 2 — 1 4 H 1 9/L 10|£H£01 3 5FI:^IL 

20 %&m21 Bmz&tf&mmmmtmmz, 2mg/kg^iT7o%, 2 
0 mg/k g&#i¥T4 0 %V$)-DTZO 

14) -3 b MfcJftFGFR 2 jn{£ (hFR2-14_Hl 2/L1, hF 

R 2 — 1 4 H 1 9/L 1) 0b bAMim^NC I —H 7 1 

25 Z> in v i v o fcifililSfi 

b hAii^NC I -H7 1 6 (ATCGiDIA) (D&m^ay? (5 x 

5 x 5 mm3) £, ^-h'7^ (CAnN. Cg-Foxnlnu/Cr lCr 
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1 j , • 'J A—<£ X)MX) &mmH 
& .tows® 3, 7, 10, 14, 17, 21, 2 4BmzmmM9) Tmm 
bfck.Mfctfi#: Ch FR 2 - 1 4 HI 2/L1, hFR2-l 4_H 1 9/ 
L 1) $2 0mg/k gtfl7^X0l)gftt:fnf'nS#l/it (n=l 1)„ 

5 &mmm<D&m35£xsm&*M2m. 

(mm3) =l/2Xgg (mm) (mm) Xg# (mm) 

hFR2-l 4 H 1 2/L 1©^§11 3 6 AKLL 
ss^i2 8 umz&n%mmmmmmt9 9 

j 

10 hFR 2-1 4 H 1 9/L 10^01 3 6B(lSU:. SUtlSBTS. 

Z&W.2 8 9%T 

14) -4 t MttfiFGFR 2 fix#: (h FR 2 - 1 4__H 1 2/L 1, h F 

R 2 — 1 4 H 1 9/L 1) <D k hAM«3)»NC I-H716-luc| 

15 in v i v otnJS&fgtt 

3xl06ce 1 1 sO.Luc i feras e fflt 

NCI-H716-luc (NCI-H71ettATCCiQIAU Luc 

i feras e mfc"? Sritfci^A) %:£M'kWk A) TrI 

^L, NOGV7X (NOD/S h i - S C I D, IL-2Rrnull, H 

20 <Dmmn\z^mLtca IHHmzwm^t\z 
tI®L 5, 8 ^ 12, 16, 19, 2 6BWzmmM8) ^ 

XZS9) TfflMLfct bikfiCft (h FR 2 - 1 4_H 1 2/L 1, h FR 2 -

1 4 H 1 9/L 1) £2 0 mg/k g«Y^X0lEftl:fnW^ 

Lfc (n = 1 l)c V^X<D?E£B£fBi*U (%) M3 

25 7 BfC VivoGlo Lucifer in (7°n * ft £ Y) fgA) $15 0 

mg/k gtM"7^X0l#I^ii:g#b, &#l OMi:ffiIv^X0L 

uci ferase I V I S (^-f U A°—r7^f 7+f"^ I/Xi) Srffi 
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Luc i feras efStt (p/s /cm2/s r) ^L i v i 

ng Image 7-1 71MX>7.®D £ffl^T^li'fbL/'c0 

b 3 7© (A) \Z^LTC0 7 B& 

T0LU C i f e r a s eLfcim^mzntSMlMmmmUW 

5 tt, hFR2-14_H12/LlS4iT9 8%, hFR2-14_H19 

/Llg4ST9 8%^of:0 

3 70 (B) M9 3 

0 %T&3(7MC*fU h FR 2 - 1 4 H 1 2/L 1 fit# 

&#®^T6 4%, hFR 2-1 4_H I 9/L lSM^t9 1 

10 

^IWJI 5. k Mttfi F G F R 2 trC# (hFR 2 - 1 4_H3/L 1) fcfot 

FGFR2w&nt<D&&fc<Dx-mmmM$i 

15) -1 &H{fcfflFGFR2M6ft<E>Eitt 

15) -1-1 ^BimFGFR2W;&Wmm^tyty-<Dltm 

15 thFGFR2I I lb - I I Ic (0 78: IB^J#-^ 7 0^^07 9 : 

IB^J#-^7 1) M^®75yi#^l 4 8 - 2 4 9(D7^JmmfrZ£l 

%MM£ (UT TD2j ilHto) D2Ji(g 
F^y°7-i V—-fey h : 

D 2 3 fw: 5 ' -CTGTTTCAAGGTC CGAGCAATAACAA 

20 ACGTGCACCGTA T. T G G — 3 ' (0 1 2 0 : IB^H^f 1 1 2) &r/, 

D 2 r v : 5 ' -CGCAAGCTTGTCGACTCAAACAACATC 

CAGATGATAGGTATG—3' (0121 : @B^J#^ 1 13), 

©77^ V—fey k h F G F R 2 (0 7 8 : 7 0 

07 9: SB#I#^7' 1) ©75 71#^ 1 2 6-3 1 3 ty-7°7X 

25 ^ h^ilil/TPCRM^ffofc. i^tlfcPCRIll^, 

i s ^^i^HRV3 c 7°nT-r—ifWm^-f h$#AlfcpET2 4 b 

( + ) (Novagen £tM) ^ In — Fusion HD Cloning K 
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1 t (.KTF r p E T 2 4 b ( + ) -D 

2 J tmto rp E T 2 4 b ( + ) -D2j 

nrssi^sa^^FGFR2D-2<hiaf)o 

5 15) -1-2 fgllMFGFR 2gfilt (FGFR 2D 2) (DftM 
FpET24b ( + ) — D 2 TAjjlllO r i garni 2 (DE 

3) (Novagenlfcl) 2 5/ig/ml0^W'» (W 

akoftl), 1 2 u g/m 1 (Dx h ^ ij > (WakoftISi) ^WklNLtc 

T e r r i f i c igift (FORMED I UMtl) 5 0mLT3 7°C, 200 

10 r p mf--o Tz. ifrinli LTzMw 5 0 mL ^|WJ L < 2 5 n g /m 

1 2 ug/m 1 cDx h 7^-i ty 'J >Sr^tlPL/fcT e r 

r i f i cigifil 3 7°C 2 5 0 r pmT 1 1 

6°C\zTtf\ ImM I PTGiJDTFGFR 2D 2 (7)§gJi£tf§# U 2 6 B# Pel 

4 5 0 0 r pm> 3 0^I^lTlIb, ^y\iMty-tity 

15 7-JU (Rocheltg) 7 7- (5 OmM Tris-S 

W. pH8. 0, 4 0 OmM NaC 1, 2 OmM Imidazole) \ZM 

mVfc®., -DTCO 2 5 0 0 0 r pm, 2 0^P»bT 
ISSSKt, Hi sTr ap FF crude^J7A (GEAM^Ttt 

m) ^«y77-Wlfcit:, m\&nyty7- (5 0mM 
20 Tris—HC1 pH8. 0V 40 OmM Na C K 5 0 OmM I m i d 

azole) \ZXtyyyX> @ ffity >AtyM&^&7 7 ty v a 

Ay7 7- (5 OmM Tris -MM pH7. 

5,0.1 mM EDTA) TftimHiTrap SP HPHML; 

nytyy- (5 OmM T r i s ~MM pH7. 5, IM NaCl, 0. 

25 ImM EDTA) Xty7z/X>bMtBU @ ®)ty >ftty 7 ty v 3 

!6W>7m A777- (2 5mM HEPES pH 

7. 5v 3 0 OmM NaCl, 0. ImM EDTA) t¥Ift 



WO 2013/154206 PCT/JP2013/061340 

179 

Hi Load 16/600 Superdex 75 p g : GE 

<otlfz FGFR2D2tt7$3>r)Jl/>7-4 U#7ftl) T15 

mg/mL HjgffiLfco 

1 5) - 2 b h {kin FGFR2 JTL# (hFR 2 - 1 4_H3/L 1) ©Fa 

b77^7>f?0fl 

h F R 2 — 1 4 H 3/L 1«2 OmM V >M 1 OmM EDTA (pH7. 

0) \Zffl&xhtrf&, Am iconUl tral5 MWCO 1 0 K (5 

7MU) T2 4mg/ml t:Ilbl.9mliSb/:0 2 OmM >J>Ml0m 

M EDTA (pH7. 0) TO. 0 0 5mMHiibfc, Cysteine 

(S. igma&M) £5. 5mli20mM 'J>ll0mM EDTA (pH 

7.0) T 1 / 1 0 0 Lfcpapa i n (Sigma MWk) & 0 . 19 

mlifobnU 3 7°C, 1 188#^ 2 OmM V>M 10 
mM EDTA (pH7. 0 ) T 1 2 0 mMC^iStfcN — e t h y 1 m a 

leimide (HCM«M) £2. 5 3m 1 «lM 

MttPBSt¥IftStfcMabSe 1 ec t SuRe 5m1 (GEA 

)VX/r7MW izmiJPb, $IDHFab77^>M:ffi^t§77^ya 
> 1 8 m 1 Sr0J|XL/7to Am iconUl t r a 1 5 MWC O 1 0 K (5 

V-R7MM) TJS£®L; 5 OmM T r i s -HC 1 , 2 0 mM NaCl(p 

H 7 . 5) Tf|{^tf;Superdex 2 0 0 1 6/6 0 (GEAM^T 

7MM) Fab77^>M:ffllt577^ya>18ml$@ 

iRLfc (J^T rH3LlFab77^>hJ tBt)o 

15) - 3 H3LlFab77^>htFGFR2D2 

H3LlFab7 7^7>M2. 5mg/mL lmLt^b, 1 5mg/m 

L0FGFR2D2&O. 5 mLg^b, 4°CT-Ifg-^Ay? 
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7 — (50 mM T r i s—MM p H 8 . 0 , 4 0 0 mM NaC 1 , 20 

mM Imidazole) LfcH i s T r a p F F crude 

\zmwbtc. (5 OmM T 
r i s — MWL P H 8 . 0, 4 0 0 mM N a C 1 , 5 0 0 mM Imi da 

5 ' zo 1 e) HTi§tlll/fc. (2 5mM Tris-

HC 1 p H 7. 5 , 5 0 mMN a C 1 ) TLtz./f)Vm^tS 7 A (Hi 

Load 16/600 Superdex 200 p g : GEAJ1/X^7I± 

m KlfobDU lmL^HJiRbfca 

10 15) -4 H3LlFab77^>htFGFR2D2^©i|gif^ 

mm.m$r 
H3L 1 FabiFGFR2D2®I^#:$2 2mg/mLCIl 

u tyyntymmwo. sn 
MO. 7 ui iztzmmmw (i. 2 2 SM mMry^-Oh, 0. 1 SM T 

15 ris-SI p H 8. 5) £#*jj WXtz.mWi.%:, 0. 4 5mLCDM$»!£ 
2 OtT^Ilfc. 3 0 

WiZ 0. 2 mmX0. 2mmX0. 2 mmOD^-lpi^^t#otitic 

#£>tlfc§ni§i£ 30% (v/v) ethyleneglycol 

20 SAIZX9 5 K^^TTX^IHI^T 

§6nM»?)77 h7x7HKL 2 0 0 0 (HKL 

P4 1 2 1 2 , tt a = b = 6 0 . 5 7 A, c = 33 

1. 2 

25 #£nfc#|jiHit£FGFR2 (PDB3-H: 30J 2J;Di3B^ft 

#) JkTSF a b 

Iff l:H77 Fr)i7p h a s 
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er (CCP 4 : Co 1 laborat ive Computat ional 

Project No. 4) fe&foftttfommz 1 
AJ~C^^TZC 

V7h^/x7 re fmac 5 (CCP 4) V 

5 7 h^x7c o o t ffK 

2. 3A^TMORl2 1. 8%, free R{!25. 8 

H3LlFab£DLi757liSl-2151 H 

ilT 5 7 1-221, FGFR2D2©7^7 1 5 0 - 2 4 9, 

5»-f^>lfil, Sr/2 8 H3L 1 F ab©L §M<£> C ^ 

10 l^S, HII©CT154^, FGFR2D20Hi 

^j»rigm^tfN7ic2 

^SnfcH3L 1 F a b^64A^(lS)§FGFR 2D 20757ii 

: Ty r 1 5 5, Thr 15 7, Lys 1 7 6, Ala 

15 181, G 1 y 1 8 2 , Gly 1 83, A s n 1 8 4, Prol85, Met 

186, Thr 1 88, Gin 200, G 1 u 2 0 1, Gly205, Gly 

206, L y s 2 0 8, Va 1 2 0 9, Arg2 1 0, A s n 2 1 1, Gin 

212, Hi s 2 1 3, Tr p 2 1 4, I le2 170 013 8 lZlM&#:£fc 

tfc013 9IIFGFR2D2/H3LlFabl^i 

20 jaCf©D 2 FGFR2/FGF1 (PDBn-F: 3 O J 

^WJ16. 7 7hSFGFR2^FR2-10^^»fe 

i6) -i 

25 i6) - i-i FGFRy7^]j~ft^mmmmmmMm 
2 9 3 aSBflS (^66001) -6fIfSi() $10% FBStfDMEM^i 

4>6X106«/2 2 5 cm27773 
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\zmMV, 3 7 °C, 5% 1) - 3-1, 2) -

1-1 , 0) -2 - lTtiUbfcFGFR 1 I I I b, FGFR 1 

I lie, FGFR2 I I lb, FGFR2I IJc, FGFR3 I I I b, 

FGFR3 I I I c, £J;tfFGFR4<£>fg3t^^-,-

p c DNA-DE ST4 0-FGFR 1 I I I b, pcDNA-D 

EST40—FGFR1 I I Ic, pcDNA — DEST4 0— FGFR2 I 

lib, pcDNA — DEST40 — FGFR2 I I I c, pcDNA-DE 

ST4 0—FGFR 3 I I lb, p c DNA-DE S T 4 0 —FG'FR 3 I I 

I c, p cDNA-DEST4 0—FGFR4, ^i^pcDNA-DEST 

4 0£FuGENE6 (n 

3 7°C, 5%C02©^m^ilL IHtlfc«$TrypLExp 
ress (Life Technolog y ^T0iRL, xt>L>L<T 

PBSI? i ni&fc&u h%2 o% 

16) -1-2 FGFR2 

1 0%FBS/RPMI Tig#Lfck hiiftSNU- 1 6£<J;tffc: hA!§ 

I#NCI-H7,16 (ATCCcfcOffifA)-£^n-£n®JRU 

7hi:l/:E 2 0%ffJttIiWJ>«bfco 1 0%FBS/DME 

MT^ib/ikMfttKATOI I I (ATCCiOiA) &HJJRU 

Lt^l/7 2 0 %AK;1/^U >TglSLfc0 

16) -1-3 FGFR 2f6Mmi«V ̂ 7 7 

d-M 
5X10 6Ii©SNU- 1 6$50%7h ijy; 1/ (B$^ h > • xV y* 

>V>I^^I±M) TSib, (CAnN. Cg-Foxnlnu 

/CrlCrl j, DJUA) OlUMTtfill 
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tzo &U2 o Bmzmm^mb, 

3X1 O5i®0KATO I I I$100%7h U 5*)l (B^ty h > • x/ 

Tlil, SCID77X (CB1 7/1 c r-Pr 

5 kdcsci d/C r 1 C r 1 j , • U A-=k V ISA) 

Tmii3 o Bmzmm&muh, 

2. 5X 1 06M<7)NC I-H7 1 6£1 0 0%~?h])f)l (B^BDJcD 

$fA) T®igU 2-Fv^X (CAnN. Cg-Foxn 1 nu/C r 1 C r 

io i j, 0^t-;wvUA,-(toiiA) (Dm&ffifcTiz&mLfro ii2i 
Bmzmm&M^iytzo 

i 6) -2 nyy^y^m, WW 
A'77^>M 

15 te&W 

mmmi6) -1-1, i6) -l-z-vmmLtzmmti 5mLfa-7 
HiNKU 1 5 0 0 r pmT5^b±i§ISLfc. I®^l/7 hi- 2 0% 

. <¥\>mm*)v^vy 3mL$sib, sfit3o»ji 
±#gbTg|^L,fc0 ^©II^nn^;PA5mL$»b, S^S:i 0 0 0 r 

20 pmtio^iMb, $iibm *;i/^u>lgtty 
unftjiAmtDmzjtm-ztitzmm^uy 
p>^r/ag(;An, h 
•J 7 7 7 7^ >T7 ̂  y t A°>^ftl) \ZAtls l)±y bZtX? ;—)V 
tzmLXtyuuir^Vh^ik^xkLtz. HWJ16) - 1 - 3 T^tlLfcifV ty 

25 ^7biaii«, v-r;i/F^;bA (fo3tek^^?>^A) 
H 'J 5 >tyLZl-&y htZAtlfZo 
i®^b7 ty?7 hiailtt, ii^(Djj&xny?4 y&nvtzo 
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swimfennmw • T-^VI P 5^7 : tt^-777^>x 
y 7 v^A>f«£H±M) n?7 j o gilj 

@tSIgIit)^tyhS:®l3{ilU A°7 7^ >Sl7'n-^.fIgi (x 

^>a- • 777TECy°7X : t7 77 7^/T'y7ytA 

5 (DA^7^ >li»bfco h >£ 

^(D&HIIILcDA'y 7-f >I*UC, A-y 7/f >lf^£>£tibfc#-fey 

h§3§l*U D>^r>iy 

y hT®0 tfjUT-fey h Lfc„ &^T^McD±^£llI#£:LT;ft-t?y h£3t 

iTT, ±3^£H!0/^7^ 

10 ny-7 J y-hm^-Dtc^&n 
ILcfc0®0£iiU M7P77<hbTl«l:ftlL 

^iM7*Dy7£, 5 7 • K— A ( I VS - 4 1 0 : ^777^>r^^t 

A>*fcc^±§J) TJ?2 3 /xm]:I^bfco F 

^7X' (7°~y^ : flfiliofco 5 0°C(7)A^7^ > 

15 #jgs& (y-?77 7<yT-y?y^^yw^m±m) A? 
^Fy-7t:iR§U fy^r-^^Tifbfeo 

/ 

1 6) - 3 

(x-C 7# A'J — U1 t ra : Ven t ana M 

20 edical Sy s t emsttl) ^Wi^TmMLTco 

(J3 7 °CT\ #S^l0ilin«liH^T-III 

ISlfCo Jl£A:7 7>f >SEZ/t7 7 7" (Ventana Med i ca 1 

Sys temsftl), 6 ST^TM^fHlcD^f h £ 3 

L/fcc E Z Ay 7 7— T^k^l/Tcio C C 1 Ay 77" (Ventana Me 

25 dical Syst emsttl), 9 5°CT4 5 2 ^PHI^^I/ 

/to 'J77ya >Ay 77~ (Ven t ana Medical Syste 

msftl) T4 0Mlfco ^y htftFGFR2tri#:FR2-1 0i5«fc^TU® 
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trite A n t i -Human K-sam Rabbit IgGAffinit 

y Purify (I BLliS) 'J — (V e n t a 

na Medical System s ftilSD 10 u g/mL&d: 

XS 2 1 0 M g/mL 1 U 7^ya>A*777-t 

5 4 B i o t in i^^ctKy 7 M gG (Jackson i mmu 

no researc h&HD ©xV Ts^A'J — § 5 0 0 

{n^fl^fS&ck^/D iscovery Universal Secondar 

y An t i body (Ventana Medical Systems!; 

m £3.2^MJESS-tir, 'J7^y3//t777-t20»lL -Ofcfc^ 
10 —D (DABY7^7F : Ven t ana Medical System 

s*±M) £ U7£ y3 >/Vy 7 7-T2®$t#Lfco S 

A — HRP D (DABY77'^7h : Ven t ana Med'ical S 

ys temsftl) £• 1 6 'J 7^ y a >/t7 7 7~-T' 2 0© 

Lfzo DAB D (DABY7 7°+ 7 h : V e n t a n a Medical S 

15 ys temstI)$4M^tfc|DAB H202 (DAB77^7 h : 

Ventana Medical Systems i±®D lb, 8 ^PHIS 

'J 7^7 y 3 >A* >y 7 7— T 2 Copper-D (DAB 

Y77°^7|:Ventana Medical Systems itSD & 4 
1J7^y3>/t7 7 7-t3@Mbfco 

20 "feMU II (Ventana Medical Systems i±®D & 4 ft 

U7^ya >A777-t20Mbfco (V 

entana Medical Systems tfcM) £ 4 D 

7^ya>A'777-tl0®lL 

H -fe 0 $ fFfiffi U fc o 

014OtC^T££D, 77 FtaFGFR 2 trite F R 2 — 1 Oil, FGFR 
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2111 

I^T, 7 7 b JTL F G F R 2 F R 2 — 1 OH FGF 

R2 I I I 

5 fl0FGFR2fiffit SNU-1 6» (II 

4 1 -DK KATO I I I« (014 1 — E) £>J;£/NC I —H 7 1 6 IHflg 

(@i4i-F) (Dyuy?izftLT^<<DmmTwmfemi&&fimt>nfz. 

CtfrZ, rnB0»miFGFR 2lfiS^SbTVi5^i^iiSn 

fc. 7 7 hiaFGFR 2K^FR 2 - 1 0 SNU- 1 6 MM (01 

10 4 1 — AK KATO I I I IBM (01 4 1 - B) Tte#< 

NC I -H7 1 6 8BIHS (01 4 1 - C) 

ZtLtSLfr-DtzZLtfrt), NC I — H 7 1 6|0^ttFGFR 2 I I I b^Sff£ 

t&Wt>frtt£-DtCc 

£ 6IZ, 0 1 4 2 V , 7 y hiriF G F R 2 ffiftF R 2 - 1 0 H 

15 SNU- 1 6100a (014 2 - A), KATO I I I M (01 4 2 -B) (Dif 

/777hmmTizg><NCI-H 

7 1 6 mm (0142-C) ify ̂ 7 7 hIj|llifittE®^nS:)5^fc. 

H»J1 7. b Mfctfit hFGFR 2irtft (hFR2-l 4) CDV %>}*-}/ 

FGF 7 >J#> (C^iStlH i s ^fcttJULfcr h FGFR 2 a 
1 p h a (I I I b)) Hg <£>&£•£ EL I S A^T$l£ti Lfco r h-FGFR 2 a 

1 pha (I I I b) $PBST2/ig/ml \Z^m.L, 100^1^96 w 
, ell Clear Polystyrene High Bind Str 

25 i pwe 11 Microplate (3 — ~ Jl$sjjnL, 4°CT^ 

mmmvtco MB, mfc%7A\iU-¥-Tm£b, 0. 05% Tween 
-2 0 (B i oRadtl) ^PBST3|H^M, 1% BSA (Sig 
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maai) ttPBs$2oow i»u 
0. 0 5% Tween-20MPBSt3[HlMl, 1% B S A 

MPBST9n g/m 1 l:tJRbfcFGF 7, 3 0 0 /i g/m 1 \zmRVtz. 
s\/V) > (S i gmafrSD, 0. 3M3 0 u g/m 

5 Tilbf;cFR2-l 0, 8 ) TsJfMt/fc h F R 2 - 1 4_H 1 2 / 

L 1, j|»J9) TiIbfchFR2 - 1 4_H 1 9/L 1 5 

0 M 1 "f^JjPU ^^T.2 0#rBl^gLfco 0. 05% Tw 

een-2 0MPBST3[HlMb, 1% B S A## P B S T 1 8 0 

IRLfctf^/ftfciFGF-7Jri#: (Human KGF/FGF—7 Du 

10 oSet, R&D|±M) £10 0^1 r^tJPL, 2 Bt^^g L'fc0 

IteH:, 0. 0 5% Tween-20tfPBST3®Mb, 1% BS 

AllrW PBST2 0 0 fn^lX L 7c S t rept avi s i n-HRP (Hum 

an KGF/FGF-7 DuoS e t, R&Dfl) $1 0 0M li®b, 

bTSST2 OMil/fc. 0. 0 5% Tween-2 

15 0ttPBSt3@®U Reagent A, Reagent B£#M 

(Substrate Reagent Pack, R&D 

ttlS) $10 0iilttU IfbTS?flT2 O'^gLT^fiSJtS^ff ofeo 

Stop solution (R & DftM) $ 5 0 \i 1 ^iJP l/TJxJS^fflh^ 

4 5 0 nm, ££^5 7 0 nm©PlM$7V- h D-^-T$iJ^U 

20 4 5 0 nm©$JJ^il/^e> 5 7 0 nm<M^fiS£3l^fc'fit£;i<$&0 0143(1 

b#Qs c FR 2 - 1.0, h FR 2 - 1 4_H 1 2/L 1, hFR 2-1 

4 H 1 9/Ll£rL#:tt, U F(D1/iz 7°^—^ 

fgt^fbT^fco 
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ia^'jgv'j—T^TS h 

5 IB^'J#^?1 : 7 7 h^FGFR2 ifiW- F R 2 - 1 0 A> H 

0N«©7^;sia^j (®9) o 

2 : 7 7 binF G F R 2 tnte F R 2 - 1 0 H 

0N^3®75yilB?iJ (110) o 

1B?IJ#"^3 : 7 7 hKFGFR2 FR2-1 3 A> K 

10 0NT^^©7 5 /MIB^IJ (011) c 

lB^J#-^4 : 77 hSFGFR 2 trC# F R 2 - 1 3 A> F 

©N7^07 5 Ziffle (01 2) „ 

'IB^J#-^5 : 7 7 hl/iFGFR 2 in#: F R 2 - 1 4 F0 

N5^075 Ziffle (113). 

15 1B?IJ#-^6 : 77 btnFGFR 2 fcif* FR2-1 4®HHffl^t§A>F 

©N^©75/WJ (014) 0 

: 7 7 FfiiI^'l'Iffl707'f V— (01 5) c 

BB?Wt8 : FR2-1 OlifflOy-^X>^77-f7- (016) a 

@B^J#-^9 : FR2-1 3l|ffl0y-^X>X7°7'f7- (017) 0 

20 @B^J#^1 0 : FR 2 - 1 4SiIffl©v-7X>X7°7^V- (018) „ 

IB^J#^-1 1 : 77 hinFGFR 2tK\t F R 2 - 1 0 0fii|0 

-Ft§cDNA®IS@B^J (019) o 

IB^JH^l 2:77 MTLFGFR 2Mt FR2 - 1 0 0Sfl0 PJM^07 

syiiB^j (02 0) o 

25 SB»-5tl 3 : 7 7 hfriFGFR 2 ia#: F R 2 - 1 3 0MS|0~5J 

-H1~^cDNA0^SSB^J (02 1) „ 

•6B#l#-*fl,4 : 77 hinFGFR 2 JTL#: F R 2 - 1 3 0Sft015T^IM0 7 
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(0 2 2) o 

mmm o •. 77 MTIFGFR 2^$ FR 2-1 
•-KT5cDNA<D*gggB?!l (123) „ 

16 : 7 y h tn F G F R 2 fate FR2-14 ©fill© 7 

5 (02 4) o 

mmni7 •. 77hgiW77^7- (025) „ 

@B^J#^fl 8 : 77 hW©y-^>X77^7- (02 6) 0 

IB^'Jll^l 9 : FR 2 - 1 0gIffl©y-^X>X7 7^V- (02 7) 0 

@B^J#^t 2 0 :77hJriFGFR2 trite FR2-10 ©git© PJ^ it *$£:• 

10 - FT3 c DNA<D&£gB?!l (02 8) o 

2 1 : 7 7 hinF G F R 2 trite F R 2 - 1 0 0lI©WIM©7 

(0 2 9) o 

22:77hFR2-13 RtfF R 2 - 1 4 ̂ gif ifgffl 7°7-f V- (0 

3 0), 

15 2 3 : 7y hifiFGFR2 tKte F R 2 - 1 3 

-HT§CDNA®M0^J (03 1) 0 

mm^2 4:77 hSFGFR 2 tKte FR 2 - 1 3 0gi0^M©7 

(0 3 >2 ) 0 

5:77 MrtFGF R 2tnte F R 2 - 1 4 <Dlj&m<D 3 

20 -Kt"3cDNAE>*frKIH?iJ (03 3) o 

SB^'J#^ 2 6 : 7 7 htnF G F R 2 trite FR2-14 

(0 3 4) 0 

21 t h Kh *5 

3-Kt5DNAiB^J£#trDNA®ftf- (03 5) a 

25 @B^'J#^2 8 : — B7°7-i^— F (03 6) „ 

SE?!l3Hf2 9 : ffl7°7^TV—R (03 7) 0 

BB?iJ#-*f 3 0 : t bmmi/tfj-MmRZSh M g G 1 5 JM& 



#gg¥&E ° (ISMD 

te.WgW<DWM ( 8 I - 2 H d ^) 8 1- ZHd^^^ : 8f-

° (o 90) i -s^ ; s tugum ^ 

(6^0) d-A>^0Awnss i -z^ : i tumm 
^^U£¥£PUI42@^/^C£M8 I - Z 3d 0^<2># 

a&¥S® 4Q«a.r^ES/ir^/<»o ° (8^0) ^ 

SS^/^^0)11^8 I - -z Hd 3) 8 + : Of7 -^#1)421 
°^U£¥£l-Hi£2SS!K0MI^ 8 I - Z H d oW@Q> os 

#3S¥SK vQ^aji4W^///»o ° u^0) 
(8 I - 2 Hd 0) 8 I - 2 Hd^K^^ 3. : 6 8-§j-#fi£2S 

° (9 PM) HM I - 3 • 8 8^-#[i^3@ 

°(s ^0) dA^~£-yG£mmo i-za^^i^'-z SIH^ES 
0 I-Z Hd o^¥f<2)^a& ST 

¥S® va^^fi^r-^/z/we ° (^0) n^Hi 
Mf ^xcomw (0I-^dO) 01- ZHd^G^^A 3 •• 9 8-^HMS 

I-SHd 3i»Q> 

#$£¥&!£ *Q<$aji4H8'lf-P///m ° (8^0) 

fi^SSS^OHS (0 I - 2 Hd-o) 0 I - 2 q : 9 8-§S-#l£08 01 
°(2 ^0)JH^-A>^wo I - 2 3 : P z&mm 
o(u0)d^ ̂ ^-^yGAmm o i - z xdiK^^A 3 • s £umm 

5^0)11^0 I - SHd ^m^CDV/^ 
¥S® vQ($,in^Hi/ir-P///»o 0 (o^0) n^HS 

(0I-^d3) 01- ZXdtyG^^A 3 : 2 8 #S-#fi42i S 
otWLi:g&£i2iri4mwm&B&o z-zud otg&a 

^aa¥Sffi 'Q^xmrnc-fA^wo ° (6 80) 
• ( 0 I - Z H d o) 0 : I 8 -^-#D£2S 

° (8 80) ^4fflVNaa^3[£ESVNCI£-M-n 

06T 

0m90/£i0zaf/i3d 90^SI/£10Z: OAV 
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COMbc F R 2 - 1 3 Sil0^SgB^C«#£tl&^o 

ia^J#-^4 4 : b h^r^fcFR 2 -13 (cFR2-13) Mf075/M 

IB^J (@52) „ 5^7 5/i?#^17?/Ml 9 0, Mn± 

3ft<DSmc FR2 - 1 311075 

5 5 : bh+^'fbFR2-l 3Sllffi7°7-f7-F (05 3) o 

E^J#^-4 6 : b h=M 7ftFR 2 - 1 3 SilfflV-R (0 5 4) „ 

S2#I#-*t4 7 : b b^^yitFR 2-14 (c FR 2 - 1 4) ii©SSS^J 

(055) c 

0»FR2 - 1 4ii0Mi^l(ItitSn&^o 

10 @B^'J#^4 8 : b h^^ffcFR 2 -14 (c FR 2 - 1 4) <Si|075 SM 
J 

%m (05 6) „ 5^75ym#-%i7^S2 o&ys/i-mm-nfo'o, 
'ffift<Df&Mc FR 2 - 1 4ii07$ywij!llitsrifts:^o 

m?m^4 9 : bh^7lbFR2-l 4l|ffl7 7<Y- (05 7) „ 

IH«^-5 0 : b h^^7li:FR 2 - 1 4 (cFR2-14) 

15 (0 5 8) o 5^75/&#^lftM5 7tei/^;j/SEm?&^ 

®0acFR2-1 4fiii0^x@a^tt^£n&^o 

@B^J#-^5 1 : b h + ̂ ffcFR 2 -14 (c FR 2 - 1 4) fill075/m 

@2?'j (059) 0 5-^75/&#*§•inm19»/y, 

»filicFR2 - 1 4Sft07 5/$ffi^tt^£n&^o 

20 5 2 : 77 MrtFGFR2 trite FR 2 - 1 0 ©liCDR 1 ©75 

/mmm (@6 0) 0 

1B^J#^5 3 : hffiFGFR 2 trite F R 2 - 1 O0SIICDR 2 075 

/M@B?iJ(06 1) 

@B»^t5 4 : yy h^FGFR2 trite FR2 -1 O0fiitCDR3 075 

25 ymmm (0 6 2) 

IBM#^- 5 5 : 77 h^FGFR2 trite F R 2 - 1 3 0g®|C D R 1 0 (0 

6 3) 
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56 :77 hSFGFR2^ 

ymmm ®64) 
57 : yyhVrIFGFR2S#: 

5 8 :.? y htriF G F R 2 trite 

/SlliB^J (06 6) 

IB^iJ#^ 5 9 : 7 y hKF G F R 2 trite 

ymnm (@6 7) 
IB^IJ#-^ 60 : yy htriF GFR 2trite 

/mmm (168) 
iB^iJU^j 6 1 : :7yMSiFGFR2 trite 

ymiB^J(06 9) 

IB^iJ#-^ 62 : 7 y b jnF G F R 2 |TL#: 

7§ffi^J(07O) 

mmn 6 3 :7^MIFGFR2M 

ymmm ( ®7i) 
mmn 6 4 : 7 7 hfiFGFR2 trite 
;wmm (0 7 2) 
IB^IJ#^ 65 :77^FGFR2^ 

ym@B^iJ(0 7 3) 

IB^iJ#^ 66 : 7 7hSiFGFR2 trite 

ymiB^iJ (0 7 4) 

@B^iJ#^6 7 \yy httFGFR 2trite 

/^@B^J(0 7 5) 

•SH^iJ#^6 8 : 77 FKFGFR2 trite 

/Mtm (07 6) 

mmn 6 9 : y y hfciF G F R 2 trite 

F R 2 — 1 3©IiCDR2©75 

FR 2 - 1 3 ©SiJtCDR 3 ©75 

FR 2 - 1 4©Sg|CDR 1 ©75 

FR2-1 4 © Mil C D R 2 ©75 

F R 2 - 1 4 ©fiiiC D R 3 ©75 

FR 2 - 1 0 ©HI! C D R 1 ©7 5 

FR2-10©IICDR2©75 

F R 2 — 1 OCliCDR3©7 5 

F R 2 - 1 3 ©HCDR 1 ©7 5 

F R 2 -1 3 ©IICDR2©7 5 

F R 2 — 1 3©||CDR3©75 

FR 2 - 1 4©MCDR 1 ©7 5 

FR 2 - 1 4 ©Hi! C D R 2 © 7 5 

FR 2 - 1 4 ©HilC D R 3 ©7 5 
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yM%mm7 7) 
70 : t hFGFR2 I I lb ©75 J MS2?iJ (078) 

71 : bhFGFR2 I I Ic ©75 J M@2^'J (07 9) 

mmn 7 2 : k MbF R 2- 1 4mm (h F R 2 - 1 4 L 1) ©^SSB^J 

5 (08 0) , 17516 

^©J&fih F R 2 - 1 4 L 1 

IB^J#-^7 3 : k MbFR 2 - 1 4&m (hFR 2 - 1 4_L 1) ©7571 

nm (08 1) , ym^inm2 oteiss/j-mmvfcK), mn* 

i^OBlcIh F R 2 - 1 4_L 1 ©75 

10 WM&m 4 : k MbFR 2 - 1 4fill (h FR 2 - 1 4_H 1) ©^SSB^J 

(08 2) , ^77WFf^lM5 7 

»fi!cihFR2 - 1 4_H 1 

@2^J#"^7 5 : k hfbFR 2 - 14li (h FR 2 - 1 4_H 1) ©75 7i 

IB^iJ (0 8 3) , 5^7 5V^#^17!fM1.9fi'>^;H2^ITfep, il#* 

15 ^©^hFR2- 1 4_Hl©7 5ymi2^iJ^«^^n^V^ 

I2?IJ#-^7 6 : b hftF R 2 - 1 4 Sit (h FR 2 - 1 4__H 2) ©^K@2^J 

(0 8 4) , 7 

•§&#©$$* h F R 2 - 1 4 H 2 ©iIXSB^JM*a 3m&^0 

@2^IJ#^7 7 : fchftFR2-l'41i (hFR2-l 4_H2) ©75 J M 

20 12?iJ (08 5) , .5%75/m#^175Ml 9 

§^©$c^hFR2- 1 4_H2©7 5 

I2»-^ 78 : k MfcF R 2 - 1 4Si| (h F R 2 - 1 4_H 3 ) ©J^S12^J 

(0 8 6) , 175M5 7 

§l^v©/j£^h F R 2 - 1 4 H 3 ©^S@2^JM*a 

25 B2#l#-*f 7 9 : k MbFR2- 1 4li (hFR 2 - 1 4_H3) ©757i 

12^'J (08 7) , 5^75/$#^175Ml 9f^>^;i/gBm?&tK ilS* 

g|^v©J&f$hFR 2 - 1 4_H3©75ymi2^J^tt#^tl^^o 
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0 : k Mb F R 2 - 1 4 Sit (h F R 2 - 1 4_H 4) CD^SSE^i 

(@8 8) , 7 V, M&A 

F R 2 - 1 4 H 4 ©^SIB^Cte^tl&^o 

@a?iJ#^-8 1 : k Mb F R 2 - 1 4Eli (hFR2-l 4_H4) (T)757i 

5 mm (089) , mnx 

FR 2 - 1 4_H4©7S 

SE?'J#^8 2 : k Mb F R 2 — 1 4SfJf (hFR 2- 1 4_H5) ©itSlB^J 

(@9 0) , 7 teisS/j-MmVfcV, 

h F R 2 - 1 4 H 5 

10 @H^J#^-8 3 : k MfcFR 2 - 1 4MB. (h FR 2 - 1 4_H 5) ©75/W. 

gB^iJ (@91), 5^75/ 1 1 9 «V, 

gR#©)5£$ihFR2-1 4_H5ffl75 7WiJII^SM^0. 

84 : k MbF R 2-14li (h F R 2 - 1 4_H 6 ) J 

(@9 2) , 

15 g|^©J«h FR 2 - 1 4_H 6 

1E#IJ##8 5 : k MbFR 2 - 1 4M$M (h FR 2 - 1 4__H6) ©75 7-® 

sa^j (@93) , 5t>75/m#-^i^si mnx 

i^IhFR2 - 1 4_H6©7 5yiia^it:atSMV^o 

8 6 : kMbFR2 — 1 4 Sf! (h F R 2 - 1 4_H 7 ) (DMMMm 

20 (@94) , 7 il^ 

g|^©$?2lh F R 2 - 1 4 H 7 ©Mga^Kte^tlft^. 

@B»^-8 7 : k MbFR 2- 1 4 MM (hFR2-l 4_H7) ©75 71 
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^0J^ihFR2 - 1 4_H 7 ©7 5 /^@E^^£fl&!/^ 

25 ga^'J#^ 88 : k Mb F R 2 - 1 4 Sit (h F R 2 - 1 4_H 8 ). ©i&S@a^J 

(@9 6) , 7»v^i-;i/@a^i!^f3, 31#^ 

FR2-14_H8 
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9 : thftFR2-l 4 Sit (hFR2-l 4_H8) ©7571 

SH^'J (09 7) , ^757i#^ 1 73rM 1 9 «>^;UBB?!IT& V , iiS* 

gB#0fig)8ihFR 2 -1 

gB^J##9 0 : b hftFR2 - 1 4 Mil (h FR 2 - 1 4_H 9) (DM.W&M 
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m (01 0 0) , 5^77^^F#^1^S5 7tt/^-;l/lB^iJTM> ii 

F R 2 - 1 4 H 1 0 

@B^J#^9 3 : b MbFR 2 - 1 4Si (hFR 2-1 4__H 1 0) 07 5 7 

^SB^'J (0101) , 5 *> 7 5 7 1 1 9 <0, ii 

^*g|5#0j£$hFR2- 1 4 H 1 0 075 7 

9 4 : khftFR2-14Si (h F R 2 - 1 4_H 1 1) 0^SIB 

m (010 2) , 5^5^l^^HS^17IrM5 7 H>^-J1/@B?'JT&D, ii 

3?±g|^0$f&h F R 2 - 1 4_H 1 1 

IB^'J#-^9 5 : b MbFR 2 - 1 41i (h FR 2 - 1 4_H 1 1) 075 7 

(010 3) , •5^75 7^#^175S1 9«v^;USB^JTfeD, ii 

#^0)i!cihFR2-l 4 H 1 1 075 

IB^J#-^9 6 : b MbFR 2- 1 4li (hFR2-l 4_H 1 2&£Z£hF 

R 2 - 1 4 H 19) 0J&iSB^!I (010 4) , 5t>Z? 

5 7 ttv^^-;i/@B^iJTfe D , ffl^^0figfah F R 2 - 1 4_H 1 2 

hFR2-14_Hl 9©ME^JiItttSn&^o 

@B^iJ#^9 7 : b MbFR 2 - 1 4MB (h FR 2 - 1 4_H 1 2£cfctf h F 

R 2 — 1 4 H 1 9) 075 7®@B^iJ (010 5) , 5 % 7 5 7 M&n 1 75S 
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1 FR 2 - 1 4_H 1 2££U: 

h F R 2 — 1 4 H 1 

9 8 : k hfbF R 2 - 1 4 M (h F R 2 - 1 4_H 1 3 ) ©JtSSB 

m (1106) , 7tei/5>*i-MmT&<0, 31 

F R 2 - 1 4_H 1 3 

9 9 : k hfbFR 2 - 1 4 Sfl (hFR'2-1 4_H 13) ©757 

mnm (®io7) > 9te'>^-;nBm?&o, m. 
^g|^0J&^h F R 2 - 1 4 H 1 3 075 J 

@B^J#-^1 0 0 : k hfbFR 2 - 1 4li (h FR 2 - 1 4_H 1 4) 0^X 

IB^'J (010 8) , 7tt/^;i/@B^JTfef9, 

IMWihFR2-l 4_H 1 4 0l»JtIiitSn^^o 

IB»-^1 0 1 : h MbFR 2 - 1 4Mil (h FR 2 - 1 4_H 14) 07 5 

;m%m (0109) , 5^75y^#^i7^si 9«v^;i/@a^JTfe«9, 

ilS^g^0^hFR 2 - 1 4 H 1 4 075/®IB^JK:»#£nft^o 

@B^J#^-1 02 : t hfbFR 2 - 1 4 fill (h FR 2 - 1 4_H 1 5) 0^S 

gB^'J (0110) , 7ttv^;i/@B^iJTfeD, 

il^g^0^fah F R 2 - 1 4 H 1 5 ©JlggBW.M^n&K 

SB^J#^-103 : t hfbFR 2 - 1 4 St! (h FR 2 - 1 4_H 1 5) 075 

;mnm (0111) > •5*>75/M#^IT5$I 9«/^;i/ga^jTSD, 
ffi^*g&#0J5fc$hFR2-l 4 H 1 5 075/mgB^te^£tl&^o 

IB^'M^l 04 : k hfbFR 2 -141i (h FR 2 - 1 4_H 1 6) 0^S 

gB^j (0112) , 7tez^;HB^JT&D, 

®#*gB#0J5&$hFR 2 - 1 4_H 1 6 

gB^iJ#^ 1 0 5 : k Mb F R 2 — 1 4 Si! (h F R 2 — 1 4_H 1 6) 075 

yMB^iJ (0113) , 5^75y^#^175Ml 9ttv^;i/@B^'JTfeD, 

If»0filihFR2 - 1 4 H 1 6 075;»iJt:(it^n^^o 

gB^J#^-1 0 6 : k hfbFR 2 - 1 4 Mil (h FR 2 - 1 4_H 1 7) OMM 
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nm (0114) , 

SI#*gB#0J&$h F R 2 - 1 4_H 1 7 ©J^SgB^I 

IB^IJ#^ 1 07 : t hfbFR 2 - 1 4 St! (h FR 2 - 1 4_H 1 7) 075 

y mm IJ (ins) , 5^75 sm&mnmi 9ity^^jumm-v$>v, 

I^»ihFR2 - 1 4 H 1 7 075 7 

@B£iJ#-5f 10 8 : t hfbFR 2 - 1 4fill (h FR 2 - 1 4_H 1 8) 0^X 

SB^J (0116) , 5"£;*£I/^h*##17!rM5 7 tt/^;l/@B?iJT&D, 

ffi^*SB#0/£S&h F R 2 - 1 4_H 1 8 0^1B^tt#£tl7d;^o 

SB^JS^-l 09 : k hfbFR 2 - 1 4MB. (h FR 2 - 1 4_H 1 8) 075 

;mnm\ (0117) , •5-575/&#^i7i^.i9^>^;i/B2'^jTfc9, 

ffi^*gB#©j£$h F R 2 - 1 4 H 1 8 ©7 5 y 

@B?IJ#-^1 10 : hFR 2—1 4_H 2 9A 7°fiilffl7°7-f 7-VH 3 A-F 

(0118) o 

@B?'J#-^1 11 : h FR 2 - 1 4 H 2 7°S£IJ3 7°7^ VH 3 A-R 

(01 1 9) o 

@a?'J#^ 1 1 2 : D 2 itfgffl y°y-i^ — D 2 3 f w (0 1 2 0 ) 

@B^J#^1 1 3 : 0 2^^7-0 2 3 r v (0121) 
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inm.4Azs6(D^rtiw-'D\zum(Difitex\t^(Dmmmfio 
[If3jfc®9] 

b 2 (b hFGFR 2) I I lb RU/XU b b 
5 nm&nmmmm?g®fc2 (bhFGFR2) 11 

[If MM 10] 
bhiiMWSf^2 (bFFGFR 2) I I Ib^bhSi 

flMiSfM2 (b h F G F R 2 ) I I I c IZftT3 
10 '5, If^ 1 Jbm 9 
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(Dmmmh-* 
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[|f^ 1 3] 
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BB^J^&SCDRL3 (@71) 
/^iB^Jt)b<«M7 5 ymmmz&^x 1 ̂ xn2^©7$/i^gi^n 
T&575/MBB^'a&SC.DRL 3 Z'&tSZtftZfcZi&mftZUlO* J. 

5 ^)khFGFR2l:^tS, lf^lMT7!jM4, 6, 8, 9, 11^120 
^mw~-D\zim<Dmtex\t^(Dmmmyro 
m&m 14] 

IB^0@B^J#^5 5 (116 3) ^£n£75/iffi?i]fcL<«M75/ 
g£IB?iJ^:fc^T 1 ̂ XH2^©75 /g^®M$tlT&575 

10 §CDRH i, mmmmmns 6 (06 4) ti/T$n§75;iE^jt)b 
< ttM7 5 y^iB^ij^^^T i ~DX\Z2 -D(DT^ yi^ti$nT^§75 / 
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