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5Z*ty V-%9 F#-^ 1 755 1 9 «^^7FgB#JTS. 9 , M'#*SB#©fi£$h 

FR 2 - 1 4 H 1 0©75;WJI:tttSn^^o 

20 01 0 2tthFR2-l 4 H 1 1 ©*ggBB#J (1B#J^©1B#J#^ 94), -5 

^ F#-Sf 1 755 5 7 nytyj-Mmrfc V, F 

R 2 - 1 4_H 1 1 

010 3 tth F R 2-1 4 H 1 1 ©75 JM1B#J (IB#J^©@B#J#-^ 95), 

o^~%ty F#^-1 755 1 9ttv^7HB#JT&i9, ffi#*g&#©J5&$h 

25 FR 2 - 1 4_H 1 1 ©75;Ki?iJ}:}JttMVi0 

01 0 4«hFR2- 1 4 H 1 2*3«fctfhFR2- 1 4_H 1 9 ©i&SlB 

m (@B#J^©@B#J#^9 6), o%%ty V^9 F3H§-1 7555 7 te>^>71/@B#J 
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T&D, F R 2 - 1 4_H 1 2 43 itfh F R 2 - 1 4_H 

1 9 tfl&K 

il05(ihFR2-l 4 H 1 2 43£££hFR2- 1 4_H 1 9(7)75/ 

mnm 97), 5 %y- ? H#-^- 1 75s 19 

5 8B#JT& 0., F R 2 - 1 4 H 1 2 43 «fctf h FR2-14 

_HI 9©75y^se#j{3tt#sn^vv 

01O6(ihFR2-l 4 H 1 3 ©&M5#J 9 8), 5 

WF#^1M5 7tev^>7l/iS#JT&i9, 

R 2 - 1 4_H 1 3 

10 mi 0 7HhFR2 - 1 4_H1 3©7$7iPJ (gB#J^tf>SB#J#^9 9), 

F R 2 - 1 4_H 1 3 075 7 

il08(JhFR2-14_H14 10 0), 

15 F R 2 - 1 4_H 1 4 

@109HhFR2-l 4 H 1 4 075y»iJ (BB#J^<£>BE#J#-*t 1 0 

1), 5^^:t^F#^175Sl 9ttv^jl/@B#JT&D, 

f&hFR2- 1 4_H1 4 075yilB^JHH^^M^ 

@1 1 0tihFR2-l 4 H 1 5 CD^XSB#] (g2#J^£>SE#J#-it 10 2), 

20 7tt^^^jl/|B#JTfei9, iI^*gB#£>J5£$ih 

F R 2 - 1 4_H 1 5 

01 1 1 (Jh F R 2 - 1 4_H 1 5 £>7 5 /$SB#J (@B#J^©§B#J#^ 1 0 

3), D%^tyU^r9bmmTjm.l 9«v^;HB#JTfeD, 

ihFR2 - 1 4 H 1 5<D7 5/mBB#JH«^£:n&l>0 

25 01 12BhFR2-l 4 H 1 6 £>*MgB#J (@B#J^©@B#J#^ 10 4), 

H#^175$5 7 \tiyty-rmmrhv, 

F R 2 - 1 4 H 1 6 ®^$SB#nitt*B 
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0 1 1 3 \th FR 2 - 1 4_H 1 6 <7)7 5 /^SB#J (B2#J^<DiB#J1 0 

l&hFR 2 - 1 4_H 1 6©75/$BE#JK&^3;n&V>o 

01 1 4(ihFR2 - 1 4 H 1 7 (Dt&mm (BB#Jg£>BB#J#-^ 10 6), 

FR 2 - 1 4_H 1 7 0]|WJt:ttt^n/c!:^o 

01 1 5BhFR2 - 1 4 H 1 7075/&g2#J (BB#J^£>SE#J#-*§- 1 0 

7), ^S^^K.fl-^lftMl 9 ^>^;i/@3#JT&D, 

Ih F R 2 - 1 4_H 1,7 075 . 

10 01 1 6BhFR2-14 H 1 8 (OMMMm 10 8), 

175M5 

F R 2 - 1 4_H 1 8 

01 1 7 tth F R 2 - 1 4 H 1 8 075 /^1B#J 1 0 

9), 9^>^;i/SE#Ji;&D, &&*$#<£>$ 

15 h F R 2 — 1 4 H 1 8©7 5;WJl:tttSn/j:^o 

01 1 8HhFR2-l 4_H2^^7°liffl7 7^^-VH3A-F (SB 

tmrnumn no) 
0119BhFR2-14_H2^^7liffl77^7-V.H3A-R (SB 

«0SB»-^111) 
20 0120 \ZD 2m^my°y^c^—T) 2 3 f w (BB#J^0@B#J#^- 112) 

012 1 ttD 2±^Sffi7°7^T-D 2 3 r v (SB#Jg0SE#J#^ 1 1 3) 

0 1 2 2 tt, 4il0k MbtfiFGFR 2 #L#: (h FR 2 - 1 4_H 1 ~H 

4/L1) FGFR 2ft# (c FR 2 - 1 4) ©§thF 

GFR 2A*'J7> i a c o r e 

25 0T<fe3o &jft#£2 9 3 FMTfPJI2#,,iILTi£OTlfc0 

01 2 3tt, 1 5g^0t MfcftFGFR 2}TL# (h FR 2 — 1 4_H3/ 

Ll&^hFR2-1 4_H5-H18/L1) ©kFFGFR2-I I Ic 
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AU i a c o r e H«fc 

ML#£ 2 9 3 Ltz* 

01 2 4«, 3ii©t hfktrLFGFR 2ft# (h FR 2 - 1 4_H3/L 

1, hFR2 — 1 4_H8/L1RtfhFR2-1 4_H1 2/L1) ©kh 

5 FGFR e 1 1 -E L I S A&Kcfc O^fiELfelllTS-So 

112 5AU, 5m.n<D\i MfcftFGFR 2ft#<W~X^A£7KLfc0 
Tfife^o 

I12 5BH 5il©t MtftFGFR 2 ft#(W-^7 A bfclH 

10 01 2 5C(i 1 Oli©h MfcftFGFR 2 ft#<DTm{g£^LMT& 

11 2 6 tt, h F R 2 — 14 H1/L1 ft#, hFR2-14_H2/L 

lft#, h F R 2 — 1 4 H 3 / L 1ft#, h F R 2 — 1 4_H4/L 1ft#, 

hFR2- 1 4__H5/L lft#, h F R 2 - 1 4_H 8/L 1 ft#, h F R 

15 2-1 4 H 9 / L lft#, h F R 2 — 1 4_H1 1/L lft#, ^tScfc^h F 

R 2 — 1 4 H 1 2/L lft#, h F R 2 — 1 4_H 1 9/L 1 ft#<D^tif 

fflfcfolZ-DUTCD, ftI^£(DKDfg£^LfclIIT-&3o 

@12 7 Att, t: MfcftFGF R 2ft# (h FR 2 - 1 4_H 1 /L 1, h 

F R 2 — 1 4 H 2/L1, hFR2 - 14_H3/L 1 , hFR2-14_ 

20 H4/L 1) £cktft: h + 7«FGFR2ft# (c FR 2 - 1 4) ©bh 

FGFR 2 I I I b\Ztt-tZ>ys/j-)V^ttfe'&ZE 1 k 1 

7 yk'C 

1211 2 7 B tt, khftftFGFR2ft# (h F R 2 - 1 4_H 1/L 1, h 

FR2-1 4_H2/L1, hFR2-14_H3/L1, hFR2-14_ 

25 H4/L1) ^J:t;khdP/7ftftFGFR2ft# (cFR2-14) ©bh 

FGFR 2 I I I c 1 k 1 
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012 8AH khffcftFGFR2ft# (h FR 2 - 1 4 H 3/L 1, h 

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

H7/L1, h F R 2 — 1 4 H 8/L 1) 0 k h F G F R 2 III b 

11 2 8B(1 k h -fbft FGFR2 ft#: (hFR2—14 H 9/L 1, h 

FR2-14_H10/L1, 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) Ok h F G F R 2 III b IZ 

1 k 1 h7>XV^-77t^SCcfc^l 

012 8CH k MfcftFGFR 2ft# (hFR 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) 0khFGFR2IIIb 

i k i VyyTsV^-ty-rv^mz^io^ 

01 2 9AH k MfcftFGFR2ft# (hFR 2 - 1 4_H 1 2/L 1, 

h FR 2 - 1 4 H 1 9/L 1) 0khFGFR2 I I I 

0 1 2 9 Bte, k hffcft F G F R 2 ft# (h FR 2 - 1 4_H 12/L1, 

hFR 2- 1 4 H 1 9/L 1) 0k hFGFR 2 I I I 

i k i vyyTsV^-z-ry^mz£V)^L 

01 3 OAH k h fbft F G F R 2 ft# (hFR 2- 1 4_H1/L 1, h 

FR 2 - 1 4__H 2/L 1) 0ADCCffift^l/&0"C2fe5. k hFGFR 

2 I I I b'^12 9 3 T- 1 a c khPBMC^i^^ 

013OBH, k hfbftFGFR 2ft# (h FR 2 - 1 4_H 3/L 1, h 

FR 2 - 1 4_H4/L 1) iScfc^k h^/^ftft F G F R 2 ft# (cFR2 
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-14) k FFGFR2 I I I bfgig2 9 

3T-lacZ»iWm 

EI 1 3 1 ft, k MbftFGFR 2ft# (h FR 2 - 1 4_H3/L 1, hF 

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

5 Lfc0T?&3o thFGFR2^iNCI-H7 16i§^iWi thP 

013 2H k Mbft F G F R 2 ft# (hFR 2-1 4_H 1 2/L 1, h 

F R 2 — 1 4_H 1 9/L 1) 0AD C CS'l4£^bfc0Tife3o k KFGF 

R 2fgijlA) NC I - H7 1 6, B) SNU-1 6, C) KATO I I I 10® 

10 ££Sl$8ff!ia, t hPBMC§X7x^^-«ibTfflt^o 

I13 3H k Mbft F G F R 2 ft# (h FR 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 

R.2%SA) NC I - H7 1 6, B) KATOI I I khPBM 

C £0 U7 7z: 

15 El 1 3 4 Aft, k h |bft FGFR 2 ft# h F R 2 — 1 4 H 1 / L 1 <D k h 

BMBflSlfcSNU- 1 6|i)!-FY7Xt;^^§ in v i v oftli^tt 

01 3 4 Bft, k MbftFGFR 2ft#h FR 2 - 1 4_H2/L1 ©kh 

WIiiiSNU-1 in v i voftilStt 

20 

01 3 4 C ft, k h {bft FGFR 2 ft# h F R 2 — 1 4 H 3/L 10kh 

MfBJ&ttSNU-l 6 mix- FWZlZ&lfZ in v i voft®^fg'l4 

01 3 4Dft, k MbftFGFR2ft#hFR2-1 4_H4/L10kh 

25 ISI®tSNU-l 61I^-F777[:m i n v i voftlMtt 

£^Lfc0T&3o 

01 3 5Aft, k MbftFGFR 2ft#h FR 2 -1 4_H 5/Ll©kh 



WO 2013/154206 PCT/JP2013/061340 

34 

IIlittSNU- 1 in v i v oft®;«?£'|4£ 

01 3 5BH b MbftFGFR 2ft#h FR 2 - 1 4_H8/L 10bh 

IlttftSNU - 1 in v i v oft®^£'l4£ 

@13 5C(1 b hftSFGFR 2ft#h FR 2-1 4_H9/L10bb 

W'jSM^SNU- 1 i n v i v oftM^£14£ 

@13 5Dtt, b MbftFGFR 2ft#h FR 2 - 1 4_H 1 1/L 10b 

10 h NU— 1 6 Mz&tf & i n vivoftM^ffi'14 

01 3 5EH b MbftFGFR 2ft#h FR 2 -1 4_H1 2/L10b 

bMH)»S NU - 1 6 i n v i v oftja^tt 

15 01 3 5 F11 b h fbft F G F R 2 .ft# h F R 2 - 1 4 _H 1 9 / L 1 0 b 

MIlittSNU- 1 in v i v oftlfi^tt 

01 3 6tt, b MbftFGFR 2ft# (h FR 2 - 1 4_H 12/LL h 

FR 2 - 1 4 H 1 9/L 1) 0bh«liftNC I - H7 1 GW&zTu 

20 y in v i v oftMllfi§14£^Lfc0T&<5o (A) tthF 

R 2 — 1 4_H 1 2/L 1, (B) tthFR2-1 4_H1 9/L 10gfTfe 

01 3 7H b MbftFGFR 2 ft# (h FR 2 - 1 4_H 12/LL h 

FR 2 - 1 4 H 1 9/L 1) 0b h^H«5i®HNC I -H7 1 6 - 1 u c 

25 !Ii8tfiH:fe^§ in vi voftlifitt^lW^Sc (A) \$ 

Luc i f eraseSfl, (B) L/cfn^T^-So 

01 3 8H FGFR 2D 2/H3 L 1 F a 
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&0T&3, FGFR2D2^feT^l:, H 3 L 1 F a b CD Hi! (igV^U-) 

L§&&J£tlZ>(DfiWZ-:£tl-%rtl%t7Flsfco 

01 3 9 ft, FGFR2/FGF1iFGFR2D2/H3L 1F a b ©I 

U&tliFGF R'D 3 (IgD3) FGF 

5 RD3C±^flFGFl (iftV^l'-) £, F G F 1 ©±^F G F R D 2 £, 

FGFRD2©^±^HH2 L 1 F a b^Hfl 

^TSTH b fco 

01 4 0 ft, FGFR§775'J-^f^»i$tfc2 9 3 (*»:/• 

ytylzML, yy htaftFR 2 - 1 0 

10 014 1ft, A, D) SNU-16, B, E) KATO I I I , 

F) NC I -H7 1 & mM^Uyty\znbX, Lfc0T& £e 

A-Cft77K^FR2-10, D~FftTUBgft#&m>fci&mT&5o 

014 2ft, A) S NU— 1 6, B) KATO III, &&X$C) NC I -

H7 1 6lfflJ]g(D-ifV tfyy bM^>7°JllZftL, y y hJn#F R 2 - 1 0 & 

15 

0143 ft, c F R 2 — 1 0 , h FR 2 - 1 4_H 1 2/L 1, & cfctfh F 

R 2 - 1 4_H 1 9/L 1 tnmzJ:&>Jfi> FFGF70FGFR2 1st?? 

20 mZfcSt)<D&1& 

i. mm 
^mmizjo^T, ift, ®aW<D75/m&ri-Ff 

M^ft, gaM©75ym 

25 DNA, mRNA, cDNA, cRNAl 

ft /O^/O^-SmiS'Fft-'^IM, — ̂ fMXftEi^iitJ^ 
±(DZ? l/rt^FT&D, DNAitRNAiO^, 



zMQ^^CiAnA^w*- \q^i 1A^S *z (.q^) d vq^ 

? >n<'ComWi(2&mc£*mco^ ^MmmmcDtmi 

TOsHdO^J fm r#3£ 
SHdOd^J ir^o I I I 2-HiOJTgj T^ogq I I I SHdOd^J 
vr^2 HiOd^j UBrU^r ^SHdOd 
V^I I I2Hd0d vqi I ISHdOd vSHdOd 

°£U£¥^#^$)M»!!Y3p|f v^» vm#§fWi 

°sw?^§^raio) r^^j $ rjiD^j ii^srngi^ 
°§ 

TM5MJ jQTSf r^^Vj vr^^vn#j 

(VN'a) 

^l (VNH) H ^-£-1 ̂ ^Ci-lTiM -£*A 6YO)*-
v#^©ilVNH?IiVNa 

xm*~ \$y<<2KW 
\^-£t££j=fi-£ \£-a£ 1VNH 

7Na \£m$ r^j ? vi^s^ir0» 
vVNao VVNHUI ^Nasui 

\«im v«a.n 
? ri^ffZHd Odj a>B&§£:£ °<5rU¥^^Q) l\£^l£j <^^-£1/? 

^a)TYaf»H«XH^a^^II^ -£*A 
$ (VNO) (VNH) 

98 

0m90/£I0ZdfAL3d 90£tSI/£I0Z OAV 
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fci!iiaiTSoTt)J;V\ 

ftft^^fS ^UtLU Tfc:fo^ft#/^irf £ Wij 

5 t§0 frfr%>ffi$L<DZL£&3Lif. I—7\ ftftc 

bW&o ^O^FGFR 2»^X}JEitSFGFR 2M0K±CO 

%mt ITS, F G F R 2 Ifif±(?)i^7°f 

(CDR : c 
10 ompl. e.metarity determining region) ^ 

5 £<>:#£] e>ftW5„ l^f« (hypervar i 

able doma i n) £: ft#©liflSL£$£§itCD 

mn. ^n^en3*mmiz& 
15 HTJ2, £iI©Mt£^M^££fl7S J 

$ga^J<A7 5/5fcSM3^e>CpRHl, CDRH2, CDRH3 iSfSL> ® 

1, CD 

R L 2 , CDRL 3 tmttZo Z.tlZ<Dgmteitm%£<D±TtB SCifigb, 

20 Tft#^^#:j 7C(Dft#:^W1~§T5 

T7ammn/x\tmx (£TF, r^gj tnm?%) u 

T&&7 5ymSB^£^U a^^OFGFR2l0I(l^t5^U^ 

7°f 175M2 

m, 175M3fk 175M4fK 175M 5 i@\ 175S6®, 175M7®, 175M 

25 810, 175S9®, lZbSlOjgk 175512®, 175M15®, 175M2 0 

f®, 1 75M 2 5 f@, 175S30f®, 1 75S4 1 75M 5 0f@Tfe§o ft 

fr%&ifcgigfcb*mwcD rft#j 
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ri75MMlj riij tn, 3 75S1 0 4@£*rr„ 
• titbtn m«\ mit^rn 

rx h u >^x> yu ̂ xtsj tn, 
5 X s S C£"^tfig$e^T6 5°CfIT/W:/U^1f—>a >£fr^ 

2XSSC-0. 1 %SDSSr#£i7j<^m4JT6 5°C^T2 0^-FBI 0. 5X 

SSC-0. 1 %SDS^^^7K«ctIT6 5°C{IT2 OftM. fet>Zt\Z, 0. 

2XSSC-0. USDS 6 5 °C(dT 2 0 5^1, 

ft&T&0kftXItttl £ M^(D^T/U 7* U X't&Z.b ZMVkt3o S 

SCtftl 5 OmMNaC 1 - 1 5 mM^X>lt h U 0 , 

nXSSCttnMI©SSC^Mt5o 

fc£>-T££:£^U DNAO^Ji^llSort^ 

mm, yk&Vf<D®m, mu^m.^m(D^{%, ^mmmm^<D\^ruEh^ 
omiMZM^TZo 

^mmizm^r z. t^m.% 
T% o 

*mmz&^T tn, rant.ibody d 
ependen t eel 1 u 1 a r cytotoxic i t y (AD C C) 

^)o 

Tan t ibody d 

ependen t cell phagocytosis (ADCP) fS'|4j 
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rc omp 1 eme 

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

rjgj't rii^j 

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

y : i HO j («{k#w) 

Srjsftb, r#»jgtrt#fe|. (i mmu-no s t a i 

n i ng) J £>l""JC! 1 if] 1 ̂  tl & • 

10 2. 

( 2 - 1) 

FGFR s \tm (FGF) „ 
FGFRstirMiz\zm%mm$;Xfov, 

J; WSgfcfctt Ffi3fcT&50 khFGFWGFRsti 220FGF (F 
15 GF 175M1 4/£cktf, FGF 1 675M2 3), fet>mz9nz/>*J—~fc?F 

7^>^ft§4^©FGFR (FGFR 1-75M4) fz^rtl^nftmznz„ 
FGFRsli 2q-fcSVift3 0(D^^D^'J >#F/-f > (I g D 1 755 
3) lUlilMM^ &XZS9 
ni/y^rj—if F^W Z.(Do%, F 

20 GFR1, FGFR2^i^FGFR3ilH I I I b 43I I I c tUf If 

n'«#2^0X^'» ifrt 'J 7 > F utl^07'fV7^-A 

ft I gD 3 (Z)|f¥{C43^T$j5 0(7)7 5 y®.BE^^oT43 0, 

F#Mi4^^t"o FGFRstt^©j;5 ft?g££;rf 5 : (1) 

FGFH|g^t§ ; (2) F GFR s ft-*#ft;T5 ; (3) 

25 FGFR S >M{k2h% ; 

(4) ^^§U>iftiaDFGFRM2a (F R S 2 ct) ^©7^-

; (5) iFGFRs^llTl^lBm 
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rnM \ZF fcrntz ft x\t / p-tjufcm & § „ 
^0^^4O^TFGFR 2®ajtttOT©'l4ft£Wt' -5c 

( i ) FGFCIg^tS. 

FGFR 2 I I I b^Slfte, JI#, FGF1, FGF 3, FGF 7 (KG 

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

2£x±.\z&%£T%ft, $L<DFGFfdpo'L/Tfej;<, 

^nSFGFtSjoTfc^b^l,!;^^ 

F G F R 2 I I I c ffi#, FGF1, FGF2, FGF4, FG 

F 6, FGF9, FGF17, FGF 1 8, FGF21, FGF2'3^£>&5 

10 i J: 1 Xtt 2 l©FGFd^btt)i<, ^ 

ft\Z^ £ n§ F G F T o T fc L & V ^ £ ft $> § 0 

(i i) FGFR2mnmmxmmmzFGF 

15 MM*. FGFR 2gB'J >&{£, FGFRSI©U^JKhM^® 

fem* P I 3 K, Ak t, 

—fef (ERK) FGFR 

XSt£LTft, FGFRS!2a (F R S 2 a) mZM^-tZ>Z-£ftr't%o 

ftft%ytyi-)vfem<n^imu^<Dmmmmr%tc®(DUWii5mt, # 

20 KKjtsnfctfrmfc<, n tftT^zft, m 

7ttt\ ERK^^T;i/f5M^I¥{ffif»ElklJk>7x7-

if>#•-^-7 v -t-i &$>M3 ZL t ft'T££o 

( i i i ) ^H^^TFGFR2 I I I bMSSIft, M (a) 75S (d) 

©^Tl^-orafcCDT^ygffi^J (£HF, TFGR2 I I I b75/§£@B^'Jj 

25 £^A/r&Sj&\ FGFR 2 I I I b 7 5 J MlB?iJ£^£?7 5 J MSB 

mftt>U%ft, SfcttFGFR2 I I I b75 7iS»^&§ : 

(a) @B^©SB»^7 0 (07 8) T^£*l575 /M^m ; 
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(b) o m7 8) T^snsy^y^gB^s o%^±, 

8 2 %£U:, 8 4 %J^±, 8 6 %R_t, 8 8 %J£A±, 9 0 %^_h, 9 2 %£U, 
9 4%^±, 9 6%i^±, 9 8 %^±Xte9 9 %^±CDgB?iMH4£^b_&:3 
FGF^^14^W1-§#U^7°^F©75yMgB^J ; 

5 (c) mmvmmn7 0 (i7 8) T^£n§y5yMgB^JK£vv-ci75 
$50f@, 175$45{@, 175$40f®, 175$35f®, 175$30f®, 175 
$2 51®, 175$2 0®, 1 75$ 1 5i@, 175$101®, 175$8i@, 175$ 
6®, 175$5f®, 175$4f@; 175$3f®, lgb<tt2f®, £fcttlf®<Z) 

ttjJD£fcttffAbT&DB.^FGF|£^j'|4£W1-3 
10 'J ^7°9 F (D y 5 y m$m ; & , 

(d) SB^E>BB?i]#^7 0 (07 8) T^^n^T^ymSB^JSr^-F-r^ 

? u^-9 F^X F U >yx>Fw 
TT7w 7* 'J y-r XtS5?^7W F (Dmt S^S,BB^J £ ck 9 3 - F $ n, j. 
^, FGFF<£>75 y mgB^'Jc 

15 (b) 75$ (d) FGF^ 

FGFR 2©Wf SffeOfSttSrWbTV^TfeckVio 

^^fi^TFGFR 2 I I I cM0Sftt, &£> (a) 75$ (d) O^f5 

y^gB^iJ OUT,' rF G F R 2 I I I cT^yMSB^iJj £ 

V>5) FGFR2 I I I c 7 5 J &BB#l£^if7 5 J MIB^'J 

20 SfdiFGFR2 I I I cy ̂  : 
(a) mm(Dmm^71 (07 9) T^nsy^y^gB^i; 
(b) mm<Dm$mn71 (079) T^n^r^y^gB^s o%^±, 

_8 2%EUi, 8 4%R±, 8 6%£Ui, 8 8%K±, 9 0 %UJU, 9 2 %J^±, 
9 4 %EUi, 9 6 %£A±, 9 8 %&±Xtt.9 9 %m±®gB^Jl^-tt^^bS.^ 

25 FGF § # u ^ 7° 9 F <D y 5 y mga^u; 

(c) gB^m©gB^iJ#^-7 1 (07 9) T^$tl375yMgfi^£^T175 

$501®, 1 75$4 5 f®, 1 75$ 4 01®, 1 75$ 3 51®, 1 75$ 3 0 f®, 175 



WO 2013/154206 PCT/JP2013/061340 

42 

$2 510, 175$ 2 Of®, 175$ 1510, 175$ 1010, 175$ 810, 175$ 
610, 1 75$5f@, 1 75$4f0, 175$3{0, l^L<tt2|0, 

AbT&D J.:?F GF£g£-ffi'l4£#t~£ 
#U^7°^h<D75/MSB?'J; JkZ$, 

5. (d) mm<Dmmn71 (07 9) T-^$n^75yMSB^j$n-Ft"§ 

na h u >^x > h&&# 
Xt§5? ̂  F©f t^fiSSE^Ji:i 0 • - K$la, K 

FGF^^i4^wr^#u^7°^F(D7 5ymiB^jo 

(b) 75$ (d) IB«O^-ftl^-^{CS2®(7)^U^70^F«, FGF^£-
10 FGFR2(D^-r^m(Dm^^bx^x'b^\ 

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

il/TH ^n^n±SB (a) 75$ (d) \Zl)UX, NP_0 7 5 2 5 9&^N 

p_o 0013 2ti/T^nws7$yi^ 

15 (iv) ^BJOFGFR 2$fifffci, £9$? 

yy h^<mfo»l&^b h, ckO-MJfiiHttt: h, yyh 

Xte^XCD, FGFR 2 £fgIJILT^£lffl)j£, IBJtXteilSM, frfrZWM 

FGFR2^^^i|bTV^IE#IIIi^tt, M, ±M, ^ SIS* 
20 FGFR2£ii&^31bTV>5JgK:&, PIS, 

SMS, 
&£>tlZb<DtffcZo FGFR 2 I I I b ^fgijl LTV^^SfflflS^i IT 

tt, FGFR 2 I I lb 

%MmmLx^z>immmmti<x\z, ±m (ws§) 
25 T't^0 FGFR2I I I c Z%misT^Z>ffiffiM£LT\Z* #T 

I©5^fK»r^f8ilT^5. 

;£§PJ©FGFR (#MSD 
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R2ief©M!:ttn§0 ZZlz, p EG«'J 

tfr, W/Xtt, 21 
filOtftHttWo FGFR 2^0MiTlt:b^0^COFGFR 2^ 

5 agOjt^^SnSc FGFR 2SaMJf©5%±f2 ( i) RZf/XlZ ( i 
i) mm <D \m & JMI L tc & <n & F G F R 2 m a 1 D?^0 

(2 — 2) 
^i»TFGFR2I I I "A<D (a) 75$ (c) ©^-f 

10 nfr—Diztmo^mm O^T, ^FGFRt^o) &$/ux 
F G F R 2 E?IJ St ̂ SSi^J^ ̂  SfcttFGFR2 

itfc^6B3W£>ft5 : 
(a) o (07 8) -^2*1575 

i&mm; 
15 (b) mmvmmm o (07 8) 

b b u > vx > b&&# 
TT7W 7 U y-r Xbl^FGF £§£f£'l4 £ # 'J^Xf F0 75 7 MIH 

(c) SB^OBa^J#^7 0 (07 8) T^£tl§75 1 75 
20 $50®, 175$ 4 5®, 175$ 4 0®, 175$30®, 175$25®, 175 

$20®, 1 75$ 15®, 1 75$ 10®, 175$ 8®, 175$6®, 1 75$ 5 
®, 175$4®, 175$3®, 1^L<»2®, £fc«l®Oi«^g^ # 
£, ttSfc(mtT^§7$yW^3-Hlfi^FGF|gMtt^t 
T ztf u ^7°^ b 0 7 5 j & • - b 

25 (b) x« (c) im(D&mmiz£r)n-h£nz>7^yM%mz^-t% 
#>J^7°^btt, FGFlg'&SttfUPx., FGFR2 0ft"5iOfifMlil/ 
TV^TfecfcVio 



mmcDwwM'm (s-z) 

n^<^m MM? rvs 
I 1 3 J :Ai3ss£ )U9qjos - on nrnui i pgp j j-

3 in A z ug?||^ ^ /T«a/K^— / 

v$X3d-

2 H d O d SHdOd OS 

1£3$Sa>^£4J*0>Z HdOd ^tHp^l-S^dDd 
(?) m (q) 

-czmmr n^4. 
t^i^dOdciiH -c$ri£®$ /£Z£^:LqYifEP^nim v¥ ex 
X K&m&WWV>B I 'BSSWI Wf^l v@f 
5S«I 'iSIWI vif8S^I viOIS1/I v@}ST$m 1@}0ZS 
K. I li0 8£«I v®0^$in 4@>S '®0SS 

(6 ZED, T Z(O) 
: ri^i«m^4-?i -c^ri^ ox 

mm r ^ s. a> H SA V n $ 2 4-£ 3 d o d egn x n /: >v/u 
n -1 a 

§4-H(6z® 1 LummQ>m\m (q) 
: ri^ssm 

(6 L0) i z%>m\m(Dmm m . s 

SHdOdfP^ v^(Sr^<5^r^HS^a¥^r^3Si?}ffS HdOd \wn 
XV(M? rfi^EliOTSHdOdj UVJ) 

'&11Q) (o) wu w coy, 1 1 1 zHdodi^sruK&a^ • 
ff 

0m90/£I0ZdfAL3d 90£tSI/£I0Z OAV 
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$ii©FGFR2iaiH1 mmm 
^>thnmm, it 

VmMfZ £ 
(2-3-1) M^FGFR 2(Dffim, 

5 #£UIMF GFR2IS1H FGFR2^ibt t^SHR IE3m£lfc 
SSfflflS«fc OIPNlSL z: F 

GFR 2 !)S»ibTtt (2-2) 0 (i 

v) S2fc0t>(7)£$J^-f& ;i #IIIIFGFR2iai©ft3)? 

ft-?- tl z> \Z RU^ $ tl £ <D T ft & V * o 

77^-f 

^-^•vh^77^- azk^nvh^-??^ —, JgfflXftSgft^• h^f 

7 7^f-^stl5^, 77^T^-

15 ^D7h^77>f-ffl0iJ7Att, RFGFR 2^y^7P-^;i/|TL#;§^b 

fc77^-j^ -^r;i/ L T^K1~ f£SJT 3 £ <h # § 0 

y AIZF GF R 
yK^T®misfcv>MMffi*km&m& (PBS) 
lit rn\^mm.wm^mwt%ztizj:v FGFR 2m8n&MRWizmiR?z 

20 £ ii/^Tcf'So FGFR2f0StfiiH ^J^ii^Cen triple 

P ̂ ©IlSlT/t 7 7 7 -^jl&^/XftIIT§ 
I 

(2-3-2) IiSFGFR2gai.©il 

^0FGFR2I0Ift, T& 

25 £>•£, F G F R 2 I0IXSF G F R 2 MSMIIr>!r©7 5 7H"l~ 

e> F G F R 2 gastrin 
nx\t, FGFR 2MfcTX«^©l$fJt£fS5^^-
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\zWXb, p — %'MALTW 

zn^ttiiiastnn mmmizFGFR2zt 
mmmmtL-ra, o^jKya/ 

7$y^ (N5fc) 

(CTK) 

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

)5^0FGFR 2S6St<E>#&®i> ««, (2-3-1) f2fc©#i§J|MFGF 

R2MM©f&$L W^fEfcCD^IK h^7 7 4—^(D^^MMS. 

FGFR2®fc^xttje-0®Tjtte, ^m^zmn^mizx^ommt^zt 
a*T£5o 

#ij7ttt\ FGFR 2 DNA7^ 

fc^U^7-tfilllSJS (J^T, TPCRJ tt^:Saiki, R. K., e 

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

FR 2 ^ 

7^Y-$ffl^lfe?PCR (J^T, TRT-PCRJ tV^K %&Tyt 

< mmLtzmM$n--y>7\ ffMFGFR 2 W;BM(D3ft7^ J 
nmistzc DN A^7 D-" §c 

(2-3-3) T>!fhn« 
F G F R 2 MfiMtt-T > t: h naiRfU: o T feffMT^ C 

£o frfrS'fSiR&chbTkt SIt^!:x^J^ 

Oya • ^7^77,T^ 7^XftM©7t:°7 Fh7>Xl/-

ya>yXfA CRTS) 5 £ £&-?&&, 
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(2-3-4) 

M0FGFR it 

Fmoc* Boc^«^^H@ 

mm & & &f & e: t £ s, 
5 

3. ft# 

(3-l)ft#0^ll 

*§swoftfrit ty77•—T;i/ft#4oJ:r/#u ^n—t^ftf$©^ftiT 
10 feotfeiK ^ D-t;W.<!: bttt, #h hSjtlS5l5®ft# 

(#fchtit)ft#), bhtia^ft# (khft#), +y^fbft# (r^y^ft#j 
tb^o), th4k?ifcm&$>tf2>ZbtfT?%2>0 
#t bWi^mtt LTil BilLII, ,l^®#f£i^(cffi^1-£ft##£& 

tfo Bft?LM5l$®ft#£ bTtt, TtfXft#, ^ hft##tf 

15 Bift^oftfibtlt ^7h 

Uft#^^"?^ ftkhFGFR277 h 17 ̂  • —T;i/ft# 

F-R2-10, FR2-13, F R 2 - 1 4#£&tf £ Z1 ch^T^ 

3o 

yitmttvxn, #k hHj^ft#El35l5®"5J^MMib hft# (t h& 

ttK:|gS£*l5,b<DT&&VV#t: ^tJft#d95fc0Rj^Ti^<hk 

FR2-10, FR2-1 3XBFR2-1 4 PJ^TS-®V 

thlTOg»I^&ftS, CFR2-10, c F R 2 — 

25 13, c FR 2 - 1 4^%*r?l-:?n$>tfZ>Z£WVgZo 

kMbft#£bT«, #b hiW©nJfIW©CDR$t: hft# (h 
h%^U7*U >0<«fm) KlMtYcfc0, CDR^m#b hi/itift# 



WO 2013/154206 PCT/JP2013/061340 

48 

/^©#k htJitlft#^© 1 -DX\X2 ^J^±(Z)75/I$k M©7^/iT 

Ltzb(Dm&fcvf%>z.t&!?%%>a*, -en^UPM®$ns&©T&& v*„ 

#k hif]^ft#©Rr^fi^4I©CDR £ bTIi, mI©FR2-10, FR 2 

- 1 3XHFR2 - 1 4 fi^CDailRj^M^^^CDRH 175MCDRH 3 43 

i^i^iWOCDRL 175MCDRL 3 £0ij^r3 £ £&7?%Z>0 

<DT\tte^ m ©ft#© CDR$ WT § ft# £ IRI — (D%l\iL 3 k 

hft#, ffj^FR 2 - 1 0, FR 2 — 1 3XttFR 2 - 1 4 £FGFR 2 _t 

TI^^©tWi^fn a-"!"<5 k hft##S:M^T<5 II <h#ST •#•£>„ 

*§PJ^43tf3ft#KL FGFR2^£j!^T3®tt£WbT^n«\ lift© 

^&3ft#Kll£^£^/^tM$n£ft#T&oTt)J;<, MMf, » 

© g & sft#r*ib & & ©, an& ̂ /xa®it© 

ifi^lbfc&©, ^fI«0^I^It©^$3clbfcfe©, CDR 

©ir^X«-gR©^bfc fc (Dm% & M3 d t 3o * ;* 7 fcft#© 

M&3*§eBJ!©ft#Kfi3£bTt)J;^o bh 

fbft#©SiIS^M©nT^M^l:l:,©CDRH 1 75SCDRH 3MI:CDR 

L 175MCDRL 3tt, 2@Xtt^tlJ^±©^i3^©ft#Hli^bT:foJ:^0 

k hft#©Sli/&^@iI©^T^M®l:l:,©CDRH 1 75SCDRH 3MCCD 

RL 175SCDRL 3\t, 2 SXte^nj^±©*^©ft#^T£ C D R© 

$n^ft#tt, (3-3) 75$ (3-6) 12®0lOX«2^£U:©?gft£Wb 

WT&cfcVio 

if%m(D^zj yu - j~ 71/ft#© 7 -f V ^ T 7° te# l:pgS$ti§fc©t ^ 

#!)*.tt\ IgGl, I gG2> I gG3, IgG4f©IgG, IgM, 

IgAl, IgA2f©IgA> IgD, I gE^£&frf5££atT#, M 

Uttl gG^5J:^I gM£W££<i:#T£5o t^ n-^7l/ft#©7T 7 
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MM*, (Ouchter lony) 

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

V>5) h 

+ RAT MONOCLONAL ANT I BOD 

5 Y ISOTYPING TEST KIT: serotecft #) 

(3-2) 

10 &FGFR 2MaHfcf££"f3o 'ftfrztfimz TftFGFR 2Jn#:j <h^f2£ 

n%o a 

^0J©$fji^ft#:«FG FR 2ieiiI#IWII^tSo $ 

e»tr, *^0JCD, J:0$FiI&tri;#ftFGFR2 I I I bl^IM/XISFG 

F R 2 I I I «fc0—Sffii^^ftFGFR 2 I 

15 I IbI0fWXHFGFR2 I I I cI0I©ft^^^D7'U >*t F 

(£TF, rigtIH^-T>J £V>5) ^^5 I. gi 

IgIFy^>2, I 

tt, MMfelk (Dissociation Cons i tant 

T, TKDiV^j) *mmmrMt<liri{k(DFGFR2 
^aft^MT^KDfitel X 1 0~5J^T, 5X10"6^T, 2X10"6^TS 
fcttlxlO"6KT, 5X10'7KT> 2X10'7mfcttl 

25 X10"W, ^D-M®tt5xiO"8^T, 2X10"8KW;aix 
10'8KT, ££Kcfc9Hi£FiiK:«5 X 1 0"9I^T, 2X10"9KTSfc« 
1 x 1 0 ~9J^T, x 1 0 _1 °J^T, 2X1 0-10^T^fe«l X10 
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EL I S Am, R I Afe, Surfa 
ce Plasmon Resonance (J^T> T s P R J £ ̂  "5) Mtfrfe 

mz&v£ twv&Zo s p RMJTMiAzmmt 
BIAcore™ (GEAJl/X^Tlii), Pro t eOn™ (B i oRadft 

$£)> SPR-Navi™ (BioNavi s*±SD> S p r e e t a™ (Te 

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

1), Aut o 1 ab SP R™ (Metro hmttl) & Z. 

7n-+h-MHJ 

Cell ELI SAfefl:J;DIJ^t5ut^5, 

(3 - 3) mtommm*. 
WW>- (in vivo) 

ttv m«\ k h^MXMM£Mbfc#k (if/^7 

h) khIIt:Mt§if if 

7 ITIt h# 

fC*f T§W$1J£tz.«tLT 

bWUIr Setting So 

(3-4) 
*^8©laFGFR2iafm, tiifofcft&fflMMW (AD CC) 

(CDC) mt&n/zmmm?mmmirm£Y± (A 
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DCP) 
FGFR 2fgi|«(lMbTADCCffi'(4^Wr^o AD 

CCffilt, CDC i^ADCP \Z&%\ <D%m HJ; V 

5 ADccgttosi^tin BWttztfiJMzmMi-zMm (iw«) t, 

F c ^WiHBflaH^bfetfi^CQF cIHS:IitSo F c r 

30 b bfi3l5©F cl«$lrtSta#:©ADCC?g14^M^f £±i£\ X7x 
10 ^HfflflSiLTb HNKSmia^ffl^enSo b bNKWttb 

S$ (PMBC)^^<D^&^ckD®iirf feS^UPBMC 

ADCP®'i4®iij^^«, swit*(iwi) 

15 %tl&0 :n6©X7x^-SH8&&, b (PMBC)^^ 

(M&tcJ:O^SIbfety-tK h B# £&&£>;£&££0 p77-^i 

(3 — 5) 

20 ^B|©fiFGFR FGFR 2 £ 

tbf;FGFyW^ii;Tiflfit5:ifeT^§o FGFR 2 ZfrLTzF 

GFmmz^^is?i-)iBmtLTu, mz. 

«\ FGFR2@EU>t{L F G F RSS® U ^;l/- h&tR-aX&i; -en 

^tl/fcMAPK, PI3K, Akt, fe? (ER 

25 K) m<Di/#^)Vffl&<Dft&{\M&$>\iZ>ZLtiit'?;gZ>o FGFRlfibT 

tt, FGF RSf 2 a (F R S 2 a) 



WO 2013/154206 PCT/JP2013/061340 

52 

MMt. ERK 

^K1!©E 1 k 1 jk>7x7—"ifl/#—9 — 

*^©$fsi&ft#teFGFR2^vtim 

5 IIBFGFR2 I I I bW/XHFGFR2 I I I 

T&0 FGFR2©»J^>H^«tSFGFR2^14>fkSrEWX 

MM*. F G Ff£#t4© F G F R 2 4y^t 

;i/, v^;w*B#£i®«T§ft#tt, 
2 CO 2 ) — 3 £,££J^|«J 1 1 

10 

(3 - 6) ft#©^§#-u #> 

*fPJ©£?il&ft#ttFGFR 2 iDI?I 

(IttFGFR2 I I I bWXUFGFR I I I c £ F G F (D^^mWt 

15 ©MftlTrSoTfcctK FGFR 2 I I I b^FGFR 2 I I I c 

t~£Utf>F<hLTte:, FGF 1, FGF3, FGF 7, FGF 10, FGF 

2-2 43cfctfFGF 2 3, fcZtflZ, FGFl, FGF2, FGF4, FGF6, 

FGF 9, FGF 1 7, FGF 1 8, F G F 2 1 &£Z$F G F 2 3 £, -^tl^ 

20 

(3-7) 

;£f|0J!tety ^ •—^;i/ft#£^#fcT£0 ty^P—7f-;i/ft#^«, 77^ 

ft#, V^Xft#, ^t^ft#, —7hUft#, &flft##©#k 

©ty ̂ p-7f-;i/ft#, +y^ft#, k Mbft#, khft#, 

25 Z.<Do%, ^yh^y^D-tJI/ft#©M 

il/TH, FR 2 — 1 Oft#, F R 2 — 1 3 ft#, F R 2 - 1 4ft#if£a^f 
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F R 2 — 1 O&^jgm V M'otlfztnt FFGFR27 7 

btS pU—J-JUffiftT&Zo FR2-10 0fiiI^M^0*»@B?'J»@B^J 

^(Dmmmi (019) \t, (020) \zu 
fc^nxv^o FR 2 -102 

5 0 (028) \z, 75ymMn\xmm^21 (029) k:f3m$nT^§0 

FR2-10®CDRH1:©7$; 5 2 (06 0) \Z, CD 
RH2 07 5/iffi^J«gB?iJ#-^5 3 (06 1) \Z, CDRH3075/iffi 
mzmm^54 (062) \z, CDRLI0757mfiB^j«BB?!i#-^61 (0 
6 9) ^ CDRL 2(DT^ymmmzmmn6 2 (070) \z, CDRL 

10 3(D7^jmum\tmmn§ 3 (071) iz^n^nmm^nx^^. 
FR2 — 1HFGFR27 7 

h 17 7 F R 2 - 1 3 
%(Dmmm3 (021) \z, 75/MiBm@B?ij#^i 4 (022) \zm 
mznr^zo FR 2 -132 

15 3 (03D \z, 7^ jmmmmmn2 4 xm3 2) ras^n-t^o 
FR 2 - 1 3 ©CDRH 1 07 5 5 (06 3) \Z, CD 
RH2 075;WJttlB»^5 6 (0 6 4) \Z, CDRH3075/MIB 
^|J«IB^J#^5 7 (06 5) \z,. CDRL 1 075 JmSB^iJttBB^J#^6 4 (0 
7 2) \Z, CDRL 2 075yMIB^Jtt@B?iJ#-^6 5 (07 3) \Z, CDRL 

20 3075ymiB^Jtt@a^m^6 6 (074) iz^n^ntm^nx^z, 
FR2-1 4\tmMmi\ZUm(D^mz^^%^tltc^i\lV¥ G¥ R2y y 

hty^D-tJWTS^o FR2-14 0SiI"SJ^M^0^SIB^Jtt@B^J 
S0IB^IJ#^1 5 (02 3) \z, 75/M@B^JttlB^J#^l 6 (02 4) tCfB 

®c£nT^S„ FR2-14 0@ilRr^MM0^SIB^JttSB^J^0lB»^2 
25 5 ( 0 3 3) \Z, 75yMlB^iJttlB?iJ#^2 6 (03 4) 

FR 2 - 1 4 0CDRH 1 07 5 / MSB^JteiB^'J#^ 5 8 (06 6) II, CD 

RH2 07 5/M@B^iJtt@B^J#^-5 9 (06 7)1:, CDRH3©757ilB 
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0 (06 8) \Z, CDRLl©75yilW@am6 7 (0 

7 5) CDRL 2 8 (07 6) Iz. CDRL 

3 07 5ym@3^'JttlB^J#^6 9 (07 7) ^fBfc$flT^£0 

*<D£5f3i$ifcmgcfo<DM£lsT, ta# 

^ ;mMm\z&^T$ktfm7 ^ JMwm-znTU^T ^ /mm* 
WT&ITL^#W75 7MWmtte, 75/MJIfUl 
ra©£>375/M f)V-y°nC 5 g&T & § c 

»7^y|^H7ll RT©£:fcJ9T.£>3 : Mf4^;l/-7°=7X/^ 

>&, ^>1/^5 >m ; i»l4^>-7°=U vX 7;MJ-X bxfy> ; # 

7°=77 — X A*'J>, P<'>X -fVP-fxX 7°P 'JX 7x 

z;P77->, ^^"X MJ7>7 7> ; 43££/#ffWI'l47 7 5 'J- = 

^Uv'X' 7X/\°7^X ^>l/^5X yXr^ X -feU X Xl/rt-X 

PvX {tlKDffMfey ^ SMtfJV— 7°lTAO£joVTfo& : MfiM kFP+y 

^;V-7°=iz'J >RtfZls*~> ; 75 F*a W^-7°=7Xy\°7^X&^ 

;i/^5> •,mmy)l-7°=7 7~>, AUX D^yy^VPl'yy; 

M^^^^^;I/-7°=7X-;I/77~>, h'J7°h7 7>^fny>0 ft 

T$i±&^$g|STfr5©#W£ IX^o 

>MU, *<DC3iM\zmi&'T%>7^ymft'k 
^ ̂  ̂  -Y y 7 x /\° •? ̂  ^ <, -

T\ 7Xy\° 7^ltt7 5 Hfb£<fc 0 7X/\° 7^>ii:fl$ flM < > 

$*>^Mt^b^cfcv<iv77>rt7¥>Miz£m2nz>pim&ft&%o 5 

&Mi4fb^75 Fib^jt56«\ m.&no&n.mz&wft'ki;#§0 

^£Mf£fb^J&75 I0I^07^/,?7^>Blt7 
37 5y&#£fi&e>7 5yMT®jrrs;i 
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^CDFR2-10, FR2-1 3X«FR2-14^fr§75;iE 

5 feZtflZ, F R 2 — 1 0 , FR2-1 3X1SFR2-1 4[S^©CDRH175 

5CDRH3WCDRL 1 75SC D R L 3 <Wfn^®7 5 /M@B^Jf:&^ 

TI&W7 5 5 / ̂ SB^WT^MC D R £*a"tr-?7X 

mt, yyhffifo, t 

¥iZ>a 

10 MOFR2-10, FR 2 - 1 3XHFR 2 - 1 4fi5l5®CDRH 175 

5CDRH3WCDRL 175MCDRL 3 (D^'fnfrl'DX\t2"DSk±.(D7 

J^43^T175MW, £Bl^ttl75S3fSI, J;0^lHttU(i2 

<5CDRH175MCDRH3 lkZ$C D R L 175SCDRL 3 %^tsVifo(D 

15 WCfeoT, B.otHFGFR2t::^£f5!btfm, *%W<Dtfifc<Dg:'gi 

mz^^n^o 

F R 2 - 1 4 £ b T \t, MM*. CDRH3©757 ̂IB^J 

RH3 

20 FR2 - 1 4mmCDRH3<D7^ 

1 Sg©75;itS§7XA°7^>i (IB»^-5 1, 05901 

1 8#S07^/SI) 2#0©75/m 

v> (IB»^5 1,05 9011 9#0®75/M) ^Dv>, 

77-X h'j^h77>, -A'JX 7;^-X 7X/\°^X 

25 n^yx 'Jyy, ^vn^yx bX^yX 7x-^77->Sfcfi^ 

8#S©75X^T&<5X]^->^7^~> 



WO 2013/154206 PCT/JP2013/061340 

56 

ii$:cDft#{IEiJ5|<:T£CDRH175MCDRH3&J;^CDRL 175 

SCDRL3§ft5^, -€-0£ 

hbX, CDRH3<Dfr&Z>tfimz&lML, CDRH1^CDRH2^6^ 

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

5 Tcf <50 

£<\Zfflfe2tlZ>b<DT?\ZtSL^tf, th 

JffJIKtek Ma# 

(Dfc©«$tl5o k hJn#<Dfi$g£^$£bT&, $]X«\ Crl, C 

10 r2, Cr 3, Cr4, CM, C<5, Cal, Ca2, C £ 5 H £?&* 

T£$„ khSf0liS^MtlTtt, m«\ C K , CAf^fSZ 

(3-8) 

> • k*/^ (in vivo) 

»«FGFR2 111 bm&n&zs/ 
XHFGFR2 I I I X^^m\Z\t^tl^(DWB 

zziz, turn 
20 CliAD C CM^/XttAD C *fg9ie>*;* 

#Xtt^0$tfglfr>mFGFR 2 ffltlHFGFR 

2 I I I bM/XHFGFR2 I I I c £i3£?jl 

HHFGFR2 I I I-b&tfFGFR 2 I I I c 

%TM\Z\ZFGFR 2 t^tco 
25 U JJ > F ® |p D" £ HfiWT § c 

&%9W?y h-k h^X7ftta#£bT0ll7K$n£c FR2 - 1 0 

5 ymia^j& bzMzmmmmmRtfy 5 / $se?m, m?m 
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(Dmmnzi, 32, 35^36 (@39, 40, 43^44) \z^n 
cFR2-1 

mzmmMmmRzsr 5 ymmvnmmn 39, 40, 43s 
U 4 4 (14 7, 4 8, 5 1^5 2) IZ, c F R 2 - 1 4 
zST 5 y mmu^mzRZST 5 y mm\t, mmmmm^ 
4 7, 4 8, 5 0 RZS 5 1 (05 5, 5 6, 5 8 RZS 59) lz, 
n^0 :tnz><ofe&<DMM&&\\z&tf%>z!7Vjr9\tmm7bm6 o, 
\Zs :ttit><Da&m(D'7*;Mmmiz&tf%>7*ym%r^i7b^2o\z, y?-r 
)vmtz$> v, j:zsr5 ymmmz\t^n 
-OVa"£tlfc<^0 s£?l'Z<DM§&<D%L3&t&?HlZ&lif%>Zt7U'$'3L}t&^ 
•175$5 7,''&£>tfH, ^n^0fiiIcD7 5y^@B^J^^^§75yM#^l 
75M19te, 
^ywtittfnmsn/ct^o 

(3-9) tfufcoffimmfr 
*mm\t—D(DWM£l<T, ^WFG F R 2 

£0 £fc—3®r 
sS^^^rolSitbTtt, 

£>7£tt£EISirr5?£tt, (ADCC) 
(AD c p) c £&T*&Z0 F GF R 2 

m?L«\ FGFR 2^aMM^'l4, ADCCffi'14, A 
D C P mi, F G F R 2 K*ff § , -f > • If FGFR 

mmmmmfrtbtn 
MTL«\ .Fab, F (ab') 

2 , Fv, SiS^iiCFv £5IS&U I/^x-C 

>Fv (scFv), diabody (diabodies), RZS 
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F (ab') 2 ^mTt^yvrnmbtz 
a b' ^tl 

(DTtefc^o cFv©i5!l, ^ 

trLMei©7$y^M^/X^M+y^©7^yi^ 1 75MM 

&isTv*z>ft?b, fcfrnmmmfrvMmz&sznzo »£?Lgug« 
fflfaT±M2nZfofo<Dmf&<D%)l#3ri')]/Miffi<D 'J £ i: 

10 £>tlT(Journal of Chromatography A, 

7 05:129-13 4 (199 5)), |WJ £ < M&tDl#* y)lMt$(D 

X'J Uy>©2 7$/iiSmb, 
^"§7°D 'J (Analyt ica 

1 Biochemistry, 360:75 — 83 (2 0 0 7))0 b L, 
15 ZtlZ(Dm§£B?il(DX&%.ZMgMfc* ft 

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

^m<D^x\t^<DWtmmhfe. '>-&< tb 2mm<D^u^m\zMvx 

%frUMlZ$not £^£#JI'l4ft#: (bispecific antibody) 
(;: RB£ £ tif\ 3 atj^±<DMfcZ> ftM ^ *f b T#S14 £ WT & ft#; fc 0J5 (D 
r##^ft#:j ©t^ii^sns. 

^fift#X»^<Mtgl|fr}tT&^TfcJ;^ ($]TL 
25 «\ F (ab') 2^S#^f4ft#:)0 —fi#g&ft#:te 2 ®i(7)ft#:<DSif £ 

M (HLM) £^££itTf£$lt~5 ££*>-?#So ty^n-t^ft 
#£g£T5A-r:/U F-7§2iiJ^J:i^$tT1 —M#g&ft#jg£Sl! 
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(Millsteln e 

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

—jf-MkVf (J^T, rs cFvj 

£0 s cFvft >#-

T^IP "!"•?) £ t m; V (Pluckthun, The Pharma 

cology of Monoclonal Antibodies, 113, 

Ros enbur gSWMo o T e Is, Springer V e r 1 a g, N 

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

chnology (2 0 0 5), 2 3, p. 1 1.2 6 - 1.1 3 6 )0 2"D 

0s c Fv^^'JVfH'J i s c Fv^l 

ZZ\z3-?&>±(D-s cFviDM 

u 1 t i s c F v LT^j^lT<5 Z. t&iSct&o 

L> — A / tfu ~f U > (s ingle chain i mm u n o g 1 

o b u 1 in) /^llrs£tl<5 (Lee, H-S, e t. a 1., Mo 1 ecu 1 a 

r I mm unology (1999) 36, p. 61 — 7 1 ; S h i r r m 

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

<D«£5&—^fI^A7^n7U cfc-^T, ^«IZ3g#: 

V^o Z10J; (single domain a 

nt ibody: sdAb) X\Zi~ / (nanobody) K'tlT 

tlTV^S £ <h7^$ga"$ (Muyldema 

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

29 — 35, Hamers — Casterman C. et. al., Natu 

re (1993) 3 6 3 (6428) 4 4 6 - 8 )„ Ztlt><D$i #:&, 
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(3-10) b Hfc$ntfM3J:tfb h&ifo 

&%W(DffCFGFR 2 b bfcffifaXlttVMmmtT-fc, 
mzit-i > • tf# ( i n vivo) TmmfmZWtZo 
kkfcffiftxittvmmmfrit* $FMIZIXFGFR2 M 1 b 
ttFGFR 21 i i £y&mizfc*-ne><DM&M 
<D#rz 1 >izffi&t%o z*>\z, frfrzhhimfoxtetvMm 
mfr\z,'tf?miz\zADcc%&&tf/xizADCpft&&&?&e 

W(D b hfb^XW^mKfrttFGFR 2[I#TS4'fn^l4£WU fjtfm 
HHFGFR2 I I I bJkTS/XSFGFR2 I I I c UMTS 
U J; Offil^lFGFR 2 I I I b.&tfFGFR 2 I I I c £*fT5 4,?n?g 
tt^tT^o 2z\z, *mw<D\ib{kfofcxn^<Dmmmfr\z, %m\z\tFG 
F R 2 'J > H©^§|fifTS0 

^^©ra&bvimwm\tLx\t, j^T®A75McmamTsi;e)^, 
7 7hFR2-10 mt, 77hFR2-13 y h F R 2 - 1 4 
tft#:©S^©CDRH 1 75MC D RH 3 43<££/«©C D R L 1 75MCDRL 

3 £#TS b S £ £tf*V%£e 

(A. 7 7 h F R 2 - 1 0|rL#:©SiJf©CDRH 1 75MC D R H 3 43ck£PgiI r 
©CDRL 175SCDRL 3 £WTSb HbJa#0 

^^©triFGFR'2 b LT«, MM*. SB^'J 

^©@B^iJ#^5 2 (0 6 0) H^$tlS75 ymiB^6&SCDRH K IB 

^JS©SB^J#^5 3 (06 1) ^$tlS75/^gB^£>&SCDRH2;& 

tfBE^J^SB^J#^ 5 4 (06 2) C D RH 

zmm, mmz, BB^©SB^J#^6I (06 9) n 
^n^y^yww^^^cDRLi, BB^©SB?Wf 6 2 (070) 
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2Rumm(Dm$mn6 3 (07 
1) n^nsTsyiffi^^^cDRL 3 
frzuv, *%w<DFGFR2mGn&mm?zth{kffiftbL<i2mffift<D 
FGFR 2£7 

5 £WT%z>o 

(B. yy hFR 2-1 3 tiifcOMMO C D R H 1 75MC D R H 3 ££0®! 

0CDRL 175MCDRL 3^t5k Mfctri#) 

ffi0irLFGFR 2 k MTL«\ SB 

•^IS0SB^I#-^ 5 5 (06 3) K^£n<375 y$BB^£&5CDRHl, 

10 BB^JS^BB^J#-^ 5 6 (0 6 4) H^$nS7^yKIB?iJ)5^^5CDRH2 

jknmm^mm^h i (06 5) K:^$n575/&SB2W£>&SCDR. 
H 3 £^tr PJ^1M£WT SSII, IB^WIB^J#-^ 6 4 (17 2) 
t:^$n§7$7ilB^6/j:l)CDRLl1 0B^0BB^J#-^6 5 (07 3) 
K^£ft575/$SB»£&5CDRL 2&tfSB^JS<Z)BB^J#-if 6 6 (07 

15 4) £^£*157 5 y^SBWS&SCDRL 3 
frztev, *mw<DFGFR2m&n&mwt?z\i 
FGFR 

(C. 7 7 h F R 2 - 1 4ftH:OliOCDRHl 75SC D RH 3 
20 0CDRL 1 75SCDRL 3 £WTSk Mb#L#0 

, ftll©^FGFR 2 k 
BB^©SB^J#-^5 8 (06 6) C^$tl§75 y$gB^£&5CDRH 1, 

9 (06 7) ^$n&7 5yM@B^£>&scDRH2 

,S^BB^©SB^J#^6 0 (06 8) H^$n§75/MSB^?>&SCDR 
25 H3mmommns 1 (075) 

K^£n£75/$BB»£&§CDRL 1, BB^£>BB?!l#-*f 6 8 (07 6) 
nS75/gffi^J^&SCDRL 2 &U«^©@B^J#-^6 9 (0 7 



WO 2013/154206 PCT/JP2013/061340 

62 

7) /^IB^JT^&SCDRL3$^tri^isM$w-f SM 
frbtev, «®FGFR 2^aSt$!lirrSb tei£#L#0 
F G F R 2 
$&tfS£ch^T^So 

*§g0j?0ff»b Mfc^#fcU:EA75MCfBii0t>0f3km££n&VV J: 
Mfctaftteb MfcFR 2 - 1 4|ji#:££U^0^M^Tfe^ £TF 

HWJibThFR2- 1 4 H 1/L 175$hFR2 - 1 4_H 1 9/L 
l&mfZtf* ^n6mS$nSfc0~CWi:<, hFR2-14_ 
H 1/L 1 75Mh FR 2 - 1 4_H 1 9/L 1 0V>f*MfctriftCO 

h FR 2 - 1 4_H 1/L 1 75Mh FR 
2 - 1 4 H 1 9/L 1 ©Viftl^-a0k 

Si, $^T^S*ri#:k, Mbfciftfc^nSo 
h F R 2 — 1 4 H 1/L 1 8 IZ&^Tm 6tlfct hfclnifcTfcZo 

2 (08 0) ©^^^H#f6i 
7557 0 5 $, 75/gffi^J«@B^Jf^t7 3 (081) 07 52 175 
52 3 5 $, 4 ®8 2) ©7^T^K#-st 5 
8 75514 0 1$, 75/Sffi^J«ie»-^7 5 (08 3) 07$7iM2 
0 7554 6 7$, ^n^fT^/uWS0 Mirt^ttTrnffi^< 

\zmtl, FGFR 2 'FGFR2U^>Ft#tt©FG 

F R 2 ADC C^tt, vivo 

Sr^fLWfc (^®$I#M)0 

h FR 2 - 1 4 H 2/L 1 8 fcV^^Tf# btlfc b Mfctn;&T& 
s0 mmfo(Dmm(DMmm\zmmn7 2 ®so) 
6 1 7557 0 5 $, 757^BB^J«ga^J#^7 3 (08 1) 075/i#^2 
17552 3 5 $, Sil0^S@B?iJte@e^J#^7 6 (08 4) 077>T^H# 
^•5 8 753? 1 4 0 1$, 75/iffi?iJttgB^J#^7 7 (08 5) 075/i# 
^2 07554 6 7 $, ^Wn^/uWSo 
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FGFR 2 FGFR2U^>Hft#ft0 

FGFR 2 ADCCS14, vivo^M'^ 

hFR 2 - 1 4 H 3/L 1 ttHWJ 8 ££ V^T# Ztlfc b MttrL#T&5„ 

5 7 2 (080) ©5!^ FfHf6 1 

755705$, 3 (0 8 D ©rsytt^2175 

5235$, 7 8 (086) 

87551401$, 7^yMmmtmmji%7 9 (08 7) ©7^;is^2 
07554 6 7 $, 

10 \zmn, FGFR 2 FGFR 2 U tf > Ffe#te£>F G ' 
F R 2 AD C C?£'|4, /^miin v i v 

$,flT^fc (^»J#M)0 

h FR 2 - 1 4 H 4 /L 1 8 Ztlfc b 

2 (08 0) H#^6 1 

15 7557 0 5 $, 7 5 / itia^miB^J#^-7 3 (08 1) <D 7 5 J 2 1 75 

52 3 5$, SIM©^SlB^'Jt'i@3^11#^" 8 0 (0 8 8) <T)~% 9 V^~9 F#^"5 

87551 4 0 1 $, 7$yWiJttlB^8 1 (08 9) 075/M#-5f2 

0 7554 6 7 $, ^n-6n^A,W5o < iL#liii^i4 

»tl, FGFR 2 FGFR 2 Utf>Fft#ft<£>FG 

20 F R 2 ADC ^^tlln vivo 

$tbt^ mm&mm)o 
h FR 2 - 1 4 H 5 / L 1 8 b 

^Mta#(D@II©^S@B^tt@B^#^7 2 (0 8 0) ®^^WF#^61 

7557 0 5$, 75/&BB?mSB?iJ#^7 3 (08 1) 0752 175 

25 5235$, 82 (090) 0^^i/rt^F#^-5 

8 7551 4 0 1 $, 75ym@B^Jtt@B^J#^-8 3 (09 1) ©75/i#^2 

07554 6 7 $, ^tl^n^/uTl^o 
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\Zfetl, FGFR FGFR2U# 

> Ff£#'!40 F G F R 2 y ̂  jl/^P?£i4, t^U\Z in vivo 

'I4$WLT£D, CM1MM 
mm) o 

5 h FR 2 - 1 4 H 6 / L 1 8 Ztltc b MfctafrT&So 

2 (@80) Ff^61 

7557 0 5 $, 75/gffi?0tt@B?'J#^7 3 (08 1) CD75/g£#^2 175 

5 2 3 5 $, MilcD^Xia^Jttia^JS^ 84 (@92) (DZ ? 1/tf F#^ 5 

8 7551 4 0 1 $, 7 5/MSa#l«SB3Wf 8 5 (0 9 3) ©757i#^2 

10 0 7554 6 7 $, 

Klffitl, FGFR &P,r;[:FGFR2iJ^>TO 

tt©FGFR 2 (^MM#J®)0 

h FR 2 - 1 4 H 7 /L 1 8 Mfcfri#T&<5o 

^MIa#0M0^K@a^Jttia^JII^7 2 (08 0) 0D^^U^H#^6 1 

15 755705$, 75ym@a^j«ia^j#-^7 3 (0 8 1) (D752175 

5 2 3 5$, fiiI©^Sia^J«IB^iJ#^ 8 6 (09 4) F#^ 5 

8 7551 4 0 1 $, 75/m@B^JttlB^J|g^f8 7 (0 9 5) ©7$7i#^2 

07554 6 7$, 

KflEft, FGFR 2 /^miFGFR2'J #>F#tf? 

20 tt©FGFR 2 y W^fPffitt$f btl^; (»j#I)o 

h F R 2 — 1 4 H 8/L 1 8 k hfkta^TfeSc 

^MIfL#0picD^Sia?iJttia^J#^7 2 (0 8 0) 1 

7557 0 5 $, 7 5 / 7 3 (08 1) ©75 7 2 1 75 

5235 $v 88 (096) F#-^ 5 

25 87551 4 0 1 $, 75/§ffiMttlB^J#^8 9 (09 7) 07^;if^2 

07554 6 7 $, 

\Z\itX, FGFR2CMtFGFR 2 <J# 
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> F&#&<£> F G F R 2 AD C C?£'|4, t&ZXftZ i n v 

i vofciMS^4$^bT£i3, 

mvtz mntrnw), 
hFR 2- 1 4 H 9/L 1 8 l;::i3Vvr#£n;fct: MfctrtftTfc^o 

2 (HSO) 1 

755705$, 3 (BSD ©T^yi#^2175 

52 3 5 $, 0 (19 8) 

8 75514 0 1$, 75/M@B?iJtt@B?iJ#-^9 1 (0 9 9) 075/it^2 

0 7554 6 7 $, Traffic < 3jtfM£j££5£tt 

Hflin, F G F R 2 iinfci^c^'14, FGFR2'Jif 

> F &#&<£> FGFR2y & e> rj«H- in vivo 

tt$WLTl^Tc 

h F R 2 - 1 4 H 10/L1 8 IZ&^T&Ztlfct 

3, ^M^#:©M©^SIB^Jtt@B^J#^7 2 (08 0) (DXZU^bmn 

6 17557 0 5 $, 75/iffi?iJtelB^J#-^7 3 (08 1) ©75/M#-£§-2 

1 755 2 3 5 $, fiilcD^S@B^Jtt@B^J#-^ 9 2 (01 0 0) (DX 7 H 

#-5f 5 87551 4 0 1 $, 75yM^iJ«@B»^9 3 (0101) ©75/ 

i?#^2 0 7554 6 7 $, 

FGFR 2.K2tt" Sifi&Vijjg'&ffift, &^HFGFR2 <J 

> F G F R 2 Z^;mn?£'|4$#LT V>& (^Jg#i#BB)0 

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

S0 S»©gi0MlB^fflB^Jf^7 2 (0 8 0) 

6 17557 0 5 $, 75/M@B?iJtegB?iJ#^7 3 (08 1) <Z)75/M#^t2 

1 755 2 3 5 $, fiil«^S@B^JttlB»-^ 9 4 (01 0 2) (DX ? H 

#^•5 8 7551 4 0 1 $, 75/iffi^m@B?iJ#-^9 5 (01 0 3) ©75 7 

m#^2 07554 6 7 $, <uf« 

FGFR2^^T§jS^|g^tt, FGF 
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R 2 'J #> F G F R 2 AD C Cft ̂U\Z 

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

'imttmmLtc mm^mm)o 

h FR 2 - 1 4 H 1 2/L 1 8 \Z^X% Ztltc b Mtla^Tife 

5 £„ 2 (08 0) 

6 17557 0 5 $, 75/MlB^J»@B?iJ#^-7 3 (08 1) ©757i#^2 

1 755 2 3 5 $, 96 (0104) (D7 2 F 

#^-5 8 7551 4 0 1 $, 7 5 / ®BB?iJteIB?iJ#-^ 9 7 (01 0 5) ©75/ 

^#-^2 0 7554 6 7 $, ^n^tVa/uWSo 

10 FGFR2(lMf§iS5^^gi4> 14, FGF 

R 2 Utf> Fft#tt©FGFR 2ADCCffitt, AD CP 

?£&, FGFR2lJ^>F<hFGFR2 £ i n 

v i v otaBJ£ffite$#LT&0, 
(H»J#fi)0 

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

2 (08 0) 

6 17557 0 5 $, 75 /7 3 (08 1) ©7 52 

1 7552 3 5 $, SfI(7)^@a^J«SB^J#^9 8 (01 0 6) F 

#^f 5 8 7"55l 4 0 1 $, 75/®ffi?iJtt@B^J#^9 9 (01 0 7) 075/ 

20 M&n2 07554 6 7 $, ^n-^n^WSo i^STml^iS<3tft*g 

iS^ltefStl, FGFR2 &^miFG.FR2U^ 

> FftWFGFR 2/ ̂ 71/4^0^14 $#LT^fc (MM&.mm). 

h FR 2 - 1 4 H 14/L1 MfciaftTfe 

So mmfo(Dmm(Di&mm\zmmn7 2 (08 0) ©5^I^^F#-^ 

25 6 17557 0 5 $, 7^JWMmmmm^7 3 (08 1) 0757i#^2 

1755 2 3 5 $, 100 (010 8) ©;* 2 v*9 

F#^5 8 7551 4 0 1 $, 75 7»iJIWJS^l 0 1 (010 9) ©7 
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5 0 7554 6 7$, < YL 

1> FGFR2HMt§tl^^l4, &^1:FGFR2 

U ^>Fft#140FG F R 2 (ll»J#fI)o 

hFR 2 - 1 4 H 15/L1 te^J6M8 hTOtJ) 

5 s. 2 (@so) ©^W^F#^-
6 17557 0 5 $, 75/iffi?'JttgB»^7 3 (08 1) 07$/i#^2 

17552 3 5 $, 1 0 2 (0110) ©^U^ 

F#^ 5 8 755 1 4 0 1 $, 75 7m@S^Jtt@B?'J#^ 10 3 (0111) ©7 

5/i#^2 0 7554 6 7 $, ^n^tVa/uW£0 < IL 

10 Mtl, FGFR 2 &^IIFGFR2 

^>Hft#i©FGFR 2 (^«I#M)o 

h FR 2 - 1 4 H 16/L1 tt^J60iJ 8 k 

So ^Mtrt{^©M©^*IB^Jtt@B^m^7 2 (0 8 0) 

6 17557 0 5$, 757iIB^tt0B^7 3 (08 1) ©7$7i#^2 

15 17552 3 5 $, 104 (0112) <DXZ V**9 

F#^5 8 7551 4 0 1 $, 75 / WiJtteiS^l 0 5 (0113) ©7 

5 J itH-pf 2 07554 6 7 $, ^n^tVaA,W£0 

#:|iig^Si4^Mn, FGFR2H^fSii5V^^f£^ &^HFGFR2 

•J > Ff£#]4© FGFR2 (H»J#{1) „ 

20 , hFR 2 - 1 4_H 1 7/L 1 WJ 8 \Z^X%^tltz\i 

s, 2 (0 8 o) ©^I^^F#-*!-

6 17557 0 5$, 75yWiJ(®iJS^7 3 (08 1) ©757if^2. 

1 755 2 3 5 $, SiI©i^@B^MlB^J#^ 10 6 ,(0114) ©* £ 

F#*f 5 8 755 1 4 0 1 $, 75 7m@B^JttIB^J#^ 10 7 (0115) ©7 

25 5 7it^2 0 7554 6 7 $, <it 

WM&%femzMtl, FGFR2 5CM1"S^V^g^'|4, fj:bmiFGFR2 

U > F#c#tt©F G F R 2 /^;i/4<fn^4$WLT^fc (^Jg^J#flg)0 
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hFR 2 - 1 4 H 1 8/L 1 8 
2 (iso) 05^i/^F#^6i 

M7 0 5 &, 7 5 7 MIB^MSB^J#^-7 3 (08 1) ©75 7^ 2 175 
52 3 5 $, £t!0i&$lB?m@B^J#^- 10 8 (0116) ©5? 9 F# 

5 ^-'5 8 755 14 0 1$, 75/$SB*mBB?0#-*f 1 0 9 (01 1 7) 0757 
m#^2 07554 6 7 $, ^etvetva A,WS0 tmmzTrnmm<\Lmn 

FGFR 2^^-rSi^^l§^'l4, f^m:FGFR 2 U 
> Ff£#'l4© FGFR 2 AD C C^<|4, in v i v o 

MS^'I4$WLT^ (»!l#I)o 

10 h FR 2 - 1 4__H1 9/L 1 ttHMM 9 lZ43l>T&Znfc, 

Mfcjftft-e&So ^MirL#0M0^1B^J«lB^J#^7 2 (08 

0) 0)?^ F#-*# 6 1 755 7 0 5 $, 75 7MB^JttSB^'J#^ 7 3 (0 

8 1) H07 5 7i#^2 17552 3 5$, fiil0i«gB^JttlE»-^ 9 6 (0 

10 4) 0 5^ ̂ ^F#^ 5 8 7551 4 0 1 $, 7 5 7 i£lB^Jtt@B»-^ 9 

15 7 (01 0 5) 0757itf 2 0 7554 6 7 $, IML 

mzTmmi&<±LfcffiMgfemz&n, F GF R 2 c:*rT§i«v^^'i4, 
FGFR2U)tf> Ffe??t40 F G F R 2 14, 

ADCCffi'14, ACDPffi'14, FGFR 2 U^yFtFGFR 2 0^$®^ 
T5S14, in v i v o^Mm«'i4$^bT^ D, i&SSft.&ftKlBi 

20 LTfe^V^Jg|g^14$«bfe (^»J#0?,)O 

Ztl*>(Dh FffcFR 2 - 1 

'>, h FR 2 - 1 4 H 12/ 

L ltntfM3j;tfhFR2- 1 4 H 1 9/L 1 n1 5 0 

mg/k g¥0M^T 1 4 BWzM^lsftt £5, 

^0J§0k hikMkfe^BtDmW^ftlZ^tDfz&tDmWM^t l/Tltifc 

^'l4$JUtbW£o 
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MtT&ShFR 2 - 1 4_H1/L lMhFR2 

- 1 4 H 1 9/L 1<E>*T, $^t:ffl^WJhFR2-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/L ITS 0 > 

FR 2 - 1 4 H 1 2/L l&£.ZSh F.R 2 - 1 4_H 1 9 

/LlfSSo 

h F R 2 — 1 0 , FR - 1 0 FR£J;£/FR 2 - 1 AM*. * 

/7CFR2-10, c FR 2 - 1 3&XU, c FR 2 - 1 4#ift, 

t HbhFR 2— 1 4 H 1/L 175MhFR 2- 1 4_H 1 9/L imt<D 

5 Jmmmt s o 8 
2 % J^_h, 8 4 % J^_h> 8 6%^±, .8 8%J^±, 9 0%R±, 9 2 
9 4%^!. 9 6%1U, 9 8 %J^±Xtt9 9 %^±©|WI-&75 

l^FGFR2 

iin«9 6 %j£U:, £DHgra^tt9 8 %J^±, ^5g^«9 9 %^±T&£0 

&m\Z\Z (3-3) 75S (3-6) 3 

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.Li pman (1 9 9 7), 

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) 0x7^;i/h/\°^/-^-$^Mf tlZ^-DXfcfe-fZZ 
Blast algorit hmict, -f — hT 
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http://blast, ncbi. nlm. nih. gov/tc 7 Z. t lz -3 

.^©7>yhFR2-10, F R - 1 0 F R43 J;r/F R 2 - 1 4M#:, + 

^7CFR2-1 0, c F R 2 — 1 c FR2 - 1 4|TL#:X 

5 k h f b h F R 2 — 1 4 H 1/L lMhFR2 - 1 4_H 1 9/L 1 taft:© 

Vi-fn^^-^ (C|S«0®SII^/i©7 5 7 miH^43 V^T 1 75M 5 

0®, 17554 5®, 175M40®, 17553 510, 17553 0®, 17552 

5f@l, 17552 0®, 17551 5®, 17551 0®, 17558®, 17556®, 

1755 5®, 17554®, 1755 3®, lgl<H2E £fctel®07 5/ 

IOFGFR2 
nso ^n§7^/n©iic 

igK« 1 755 5 ®, J: V ffM\Z1 755 4 ffl, «t 0 Ktt 1 755 3 

®, 1755 2®, MiCtel®T&£0 

15 ©infM, 0?5SK:& (3 - 3) 755 (3 - 6) fBfc0^tt£-^3m^nj^± 

^TLT^Sc 

$»77hFR2-10, FR-1 0 FR43J;^FR 2 - 1 4jn#:, * 

^7CFR2-1 0, CFR2-1 3 43£tA c FR 2 - 1 4ta#i, 

kMfchFR2-l 4 H 1/L 1755hFR2-l 4_H 1 9/L 1^0 

20 :>^fB®0K#©S$l£fcMi|07 5 

Kix h U >yi>h»TT 

^ <J y-T XT£Z# V T 9 F 0^1" S K£93 -F$*1575/ 

IOF GF R 2 Hi|g^t5MXHf0 

«lfrfrfc, (3-3) 755 

25 (3 - 6) 

^93HS'l0-^0i^IC43^T, k 

*3£9J0k Finite, FGFR 2!:^t5k FS^0tri#:TStl«#fcPgS 

http://blast
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ftmiZte'O • (in vi 

$fItIttFGFR2 I I I b!SIW/XSFGFR2 I I I clSIi:# 

£QtfrM\Z\ZJ£tit><DW;&W<DG'$'Z>I giK^OIiijg^t 

So £?>{:, ffil^iAD C 

/XttADCPffi14$^f So *f£i£<Dt: hffi#:Xte^<D$&^®rm3;F 

GFR2II^tSMHHFGFR2 I I I b&tf/X\ZF 

GFR 2 I I I c K^fTS U iDlf|iIttFGFR2 I I I b 

msFGFR2111 

$flllHFGFR2 <h^©U > F©3g££l&^fS,, 

(3 — 1 1) x t: 1— 

jfmmm&tzvifot rift-o^nse^rstri^j 
StiSo fesifiitt r|Hj—(D^&z^-t^mti t\t, && 

mft?±<D$mzmsD 
±(D§m^7°9 hxizuftiLmmizMxfcmH^-tnif, 

t&£>•£, W,xmk^W,-M*£ 

fSzt&mits:tiaoT, 

&£i^&t~S chests <D 

s*§£, 

lot, ^-©trE F G F R 2 ^O^tSIIiCl-O^FG F R 2 

l££Tn«\ I-Sfril-SMFG F R 2 ®aM±©l^-0§IH4f3!^T 

Sti^tSilt^TfSo H-©!TLFGFR 2JTL#:(Z)FGFR 2®0 

LTH^©*riF G F R 2 £ t %mWVtn& 
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^D~t»FR 2 -10, FR 2 - 1 3XSFR 2 - 1 4 

F G F R 2 iel±0S|5fiHig^tS^fc^^HtSnSo 

M(D^7°9 F£tf^U ttp 

2 £ \Z%\^^9- F$-a^LT^tie>cD^7^ H 

Z. £lZ£ V , ui^TtS. 

ttfTtZo 

triifc ftffiIM (D rSi ia \Z In a"X ISIi L T ̂  5 *J§ n", 5 in#; CD In "n 

^Miri#:^P^TSjrLj^±(D75ym^K$ 

#>R«\ £U£Xtt^<7)lfTfr£J;^ 

mjgffitif&ffsztizj:?)* mtt 
ffiaf^fflgEil$WrSjnm±c 
ffljg|®«8 AfiTFTabO, Ai^TTSD , J;Dfflt:«4AJ^TT 

(Xh°h-7°) £ti$cb#S0 

mm2 -D&±<Dm&, 

7'^> +/7XS1: MfcFR 2 - 1 '4tiiW(DF a b75^>hithF 

GFR 2 I I I b ODD 2 Ifrfr (1B£IJ#^ 7 0:07 8©757i#^l 2 8 7^ 

S'2 4 9^&i^S^H) £f££-$i±, 1. 17^5 2. lMHl7>t-^ 

A-0. 1 5 MT r i s 1MMMW (pH6. 5 7^$ 8 . 5) 0^^TT«g^ 

IE^^^T^r«^P4 12 12, !£il0¥{if#Wa = b = 6 

o. 5 7A, c = 3 3i. 2k(Dm^m%^n^o 
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yy h, MtFR 2 - 1 4tr[^«, hhFG'FR2 I I I b_L 

" ^3*rLf£©Xb° 1—7°te, bhFGFR2 I I 

1 b (07 5 J mnm 70 :i78) XSbhFGFR2 I I Ic® 

5 7^ymmumm^7 1 :M7 9) 15 5#@0^ny> (Tyr), 

15 7#g®Xht^> (Thr), 176#@®'Jy> (Lys), 181# 

§0770 (Ala), 18 2#@0^'Jy> (Gly), 18 3#S®^'J 

y> (Gly), 18 4#@077A°7^> (Asn), 1 8 5#@®7°n U > 

(Pro), 18 6#@®^^> (Met), 18 8#g0Xh^> (T 

10 hr), 2OO#@0 (^M5», 2 0 1#@®^M5>I (Glu), 2 

O5f@0^'Jy> (Gly), 2 0 6#S0^'Jy> (Gly), 2 0 8f@ 

®'Jy> (Lys), 2O9#g0A'J> (Va 1), 2 1 0#@(D7Jl^X> 

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

In), 2 13#g©bX?y> (His), 2 1 4#@© h 'J 7° h 7 7 > (T 

15 r p), 43£^, 217#@0^Vn^y>(I 1 e) 

m^5i, ̂ SMbhFGFRI I Ib®75/MiB^iJ (IB^iJ#^ 

70 : 0 7 8) X(ibhFGFR2 I I Ic®757 ̂ IB^'J (SB^J#-^ 7 1 : 

07 9) 41©, 15 5t@®fDyy (Tyr), 15 7 #@ ©X (T 

hr), 17 6S0®'Jy> (Lys), 18 1f@®77^> (Ala), 18 

20 2S@©^iJy> (Gly), 18 3#00^'Jy> (Gly), 184f@© 

7X^°7^> (Asn), 1 8 5#0©7°mj > (P r o), 18 6#g0/f-

t-> (Met), 18 8f@0Xl/t^> (Thr), 2 0 0#g© 

5», 2 0 l#S©^;i/^5>^ (Glu), 2 0 5f@0^'Jy> (Gly), 

2 0 6#@©^'J y> (Gly), 2 0 8#g©'Jyy (Lys), 2 0 9#g 

25 ©AU>(Val), 2 10fg®7M^> (Arg), 211 #@©7X/\° 

(Asn), 2 12#@©W$> (Gin), 2 13#g®bXfy 

> (H 1 s), 214#g0h,J7>77> (Trp), 43££/, 2 17#g® 
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-fvo^y> (i le) zoffifavxtfi— 
tt, hhFGFR2 I I I c(DT^ ^^§Xh°h-

(3-12) 

*§&w<.vm*x\zt 

7^/iM 
N—is a"^7c(io -&r&^zicfk^ii® 

sns. mmimm ($R«\ N-sg^&teo-isg 
N^^fcttc?t5'©7°D-fevyyy, s^7 5 hMb, TXA°7^ 

£fc, 
BJ © ifL# £ £ tt*rLMc7)^ai S ft $ 15J t£ Hf 5 fc $) ̂ tll $ tltc & (D, 

mMt, 77 4 —T-^WMfabftfr&iMWtKDMVk 
i:tsns0 z<Dj:5fc&mw0mfcxfcjt<Dffiffimh-(o{g$mz^7c<D%:m 
WcDffifaXlZ:£<Dmtfemh-(D%fc&33<i:Zfiktpffig&<D&g, IniCttcDfm 

ik¥tf}{M$falz^^n&{k¥Uftt bTfi, ^Uxfi/>^'j3-jk x^-
1/>^U 3— il//7°n k°l/>^'J 3—J1/3#'J v—, 
-x, T>xh7x ex;i/7;i/3";i/^©7K^I4^'jT-$M7Kf5d 

ITIJ, iiiitiiiiftj;v &&&$&•$ nrd 
(D, mfci"mmMz£r)??mm<D^7°9Fftmn-£titzm&fc, uzmzft 
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D3/;wt, l^7n-xfb^) Ciot, 
mktDwmmfttDmffi&ffitLTu, wo 9 9/ 

54342, WOO 0/6 1 7 3 9, WOO 2/3 114 0^^f2ic$tlfe^ 

w- \z \t ̂  tm mimmm $ ntc mt & & £ n § „ 
mt^tc\^(DmmYr\z^n^\iM(D{±mz, £?c«F/rit 

©feg^43^TH$nTfej;<, i ~DX\t2-D£i±.(Ditimiz.m—x\t2msx±. 
$ tlT fc £ V i„ 

£>£>„ 

fovmtmwi tnsztfth^>a 
h F R 2 - 1 4_H 1 9/L 1 ttHMJ 9 

B.zntcb MfclaftT&So 7 2 (08 

0) ©^^WFt^eiMTOS^ 75/^SB£m@B?iJ#^7 3 (0 

8 1) ©75/M#^t 2 1M2 3 5 $, SiI©^S13^iJtt@B^J#-^ 9 6 (0 

10 4) 8M1401 $, 75 / liSB^JttlB^J#^ 9 

7 (010 5) ©7 52 0 7^M4 6 7 $, ^tl^n^/uWS„ 

4. 

(4-1) /W:/U 

^^^©JftF G F R 2 3 — y — t 5 >©^T?£ (K o h 1 e 

r and Milstein, Nature (1975) 256, p. 4 

95 — 497, Kennet, R. ed., Monoclonal Antib 
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ody, p. 365 — 367, Prenum Press, N. Y. (1980)) 

DKFGFR 

i±ZZ£IZ£V/\<17V K—/O^^/Wyu F-V0ig^tj/^ 

5 typu—j-jifiiifc&tfi&TzzttfTgZo 

(4-1-1) 

JTLFGFR 2&H£&{jFMTZ>fctb<D&iMte*-fcf£$}<Dll!l<DffiftlzBWi£tlfc 
?if£m£fzizmmzM<DFGFR2m&n<Dmm&^izm?T* mntzzt 

FGFR2ieigb< 

10 \Zt 0 'J> ft < t b 6 m (D&Wt L 7 5 y msa^'J $ $ is Z t ft 3 F G F 
R 2 gSStBrJt, Sfcttfn6(:ffil®75 y 
fam (£TF, X rFGFR2*TLjgj ch£,S<) &mi%>ZtftX^Z>o 

M^FGFR2rxmn, FGFR2fom<D&*?375ymmmz^-F 

15 n? ^UNRtzztiz^ri, mm-?%zttfx^%0 

ffn-yy >0F cMWJ:Ettwm&M£(Dm^&MX$)-DXbJ:l)o 

FGFR 2^007 5 3-

>'Hhn (i.n vitro) HH^TfUld; V MMR&MlZ&l')X^lc>tl& FGF 

R 2 jnfC&f&^X-MF G F R 2 iri!glZ^£tl%a #IIIiFG F R 2 

20 (2-2) 0 (iv) £iEfc£ft&, FGFR£^bT^&IE^£Ifl, SIR 

m, mmm, ^mtzztwugzo 
(4-1-2) SFGFR2t;^n-tW0lI 

(a) ^umnmr^xn, 
25 (b) §xe, 

(c) #MJ@M (J^T, r^xn-vj t^5) mmr^xn. 
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(e) F-V#£SSiJt-3Xg, 

(f) (£D-->^)0 

(g) K-^Olgilg, 

(h) ty^n-^ta^^^wSSSXig • ¥U 

5 ^xg^jnt)5o 

OT, zu-i-)vm*<Dfrmm%±.ujLmz.i(ti~DTm-m^~3^, 

vmtSuit)Tt§o 

(a) jftKcD^M 

10 tfjfS (2- 3) |Bic©FGFR 

(b) 

Xfl (a) Tlf^nfe^riJ^i, 7D-r > F0^X(W^7ya/O K 

>j5a%.&mtLxmmmmz^mr 
3c mmmmz&ftKD/u7*v 

15 7'vh» ty>\ V 

y, o fc7cu 
l±3 5XD-vm©A^Mtt#©Sg£>£>, 7^XX«7 7 h£$ft$ES& 

^£t"3<W£?£L^0 

20 A, AKR, BALB/c, BALB/c AnNC r j , 

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

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

WR, WB, 1 2 9#^, 7y>O^C(l $ITL«\ Wis tar, Low, 

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

•25 r^£ffllA3;i<h;^T^30 

Z.tlZW'JXB.Zfiyy b\W\M$B*?U7, -Jl/X >J A*-, m 
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BALB/clK#, 77 htliWi s t a 

h£V^XT©ffl|WM4£#JiU S5fci#:£:l^£T3£f« 

SfSL<tt575Ml 2M 

FGFR2Mfi!KTS&^£ft^T5K:«, #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 icat ions, 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) H 
15 T^&0 

MMt, R I Am, E L I SAgfOMT^t 

U&tt, 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^mmbxmm^xT'>u7syyy^xmMvrz. 
25 (MEM) 

-nsL&j-fife zimtzzt ^ c 
(c) 
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^KKDmrnm^ 

!^(7)*iJM'l4£#lIbT, ^0Mft^7WAjrbT^£HGPRT (H i p o x 
an th i ne-guanine phosphor ibosyl tran 

5 s f e r a s e) XfeW* 6 3 - Ag 8 (X 6 3), N 

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

-Ag 8. 653 (X 6 3. 653), SP2/0-Agl4 (SP2/0), 

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

BU. 1#, yy hfi5fc©2 10. R S Y 3. Ag. 1. 2. 3' (Y3) 

10 b bfi5lS©U2 6 6AR (SKO—0 0 7), GM 1 500-GTG-A1 2 (G 

Ml 5 0 0), UC 7 2 9 - 6, L I C R - L OW-HMy 2 (HMy 2 ), 8 

2 2 6AR/NI P4—1 (N P 4 1) 

G P R T Am erican Type Culture C 

ol lection (ATCC) 

15 MMf8-7^7 —[R P M I — 

i 6 4 0igii:w$x 2-*)iti7°hx?;-)i, R 

Wi'ffiftihffi (UT TFBSj £V>5) &tia%-fcmmz8-71?tf7~>& 
, -Y X 3 7^cMy JI/^ ̂  3 igift (Iscove' s Mod i f i 

ed Dulbecco' s Medium; ̂ (.T r I MDMj t ̂ 5), Xtt 

20 y Jl/^y 3— y )]/lai^ (Dulbecco' s Modified E 

agle Medium; J^T TDMEMj iV^) <5^, IHflS 

gfc££>3 75M4 [MM*. 10% FBS^tfASF104 

mm mvm m *±®D] Timjg^u i^BH2xi o7£k±.mmm 

25 (d) trt^j£4aBlia^5Xn-TijfflJja<J:(DSl!'&$ti-5Xjg 
»JS(We i r, D. M., 

Handbookof Experimental I mm u n o 1 o g y 
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Vol. I. II. III., B 1 a c kwe 1 1 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) 

9 U > 9 'J 3 - Jim (D iS MM # U 7- miw^T MtM ± IB® 15 x • - 7 MAS 

10 (e) 3|ri#:£jg£t"£A^7P F-

®HAT (tm>f>-75;7T(Kohle 

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

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

15 V^tl^o ZLOjjffiZ, 75/7°xU>T£#W#&^HGPRT^MW05 

xn —VjjfflJlSSrfflV*TAY7'U ^ 

.M&MMJBLtfM?U K-^SrHAT^Tlg^fSZliUcfct), 75/7T" 

U 7*>J ft 

20 (f) ¥Htt7P->£t#3IfM (7P-X>7*) 

AY^'J mx.«\ 

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 (1 9 8 0) #EJH), 

(g) A-f 7>J F-^©fg^IfM, A-r7*U F~7£MLfcSljtJ©MWlf§ 
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£TZZtftX^&ft, i©/\Y7''J n-z>^/bT^ 

£#t#e>jg£l;:#£T£o 

ftft&/\^y^J F —~?ftM£.t§^6/ ^n-W\^7°]) F—*7 

A $ n^m 0 mm® ft *> nm x. t L X ® JRT § -1r ̂  § „ $ ?> iz, 
(WI^^CD7^7X ±SS(DBALB /cAnNC r j K &5H«Nu/ 

Nu7^X0lirtt:/W7-|J F —v££lttU I/W^'J F-v$M$t 
SZlchUcfctK ^-©JgTfc^^HIJRf 

10 (h) tjzu—rjvvifcvzimm&omfeTn'• wzxn 
&m±®}um*sm\zIBi;•xHIRL, 

(4-2) mm%m£; 
^i® F G F R 2 SUHlia, Hix.iFG FR2lfiI^fc 

7'J Y-^miZjzVffiFGFR 2$nft&mmTZ>ZtftXg%0 
i 

M®FGFR ZMlkbLXfe, FGFR2^ILT' 
FGFR 2 FGFR 

2 I I I b^f.FGFR'2 I I I c^®X-f y9>#&M.t>n%1&W.mz&% 
20 FGFR2£igfg5ILTV>5Jgl;:ra, 

M, mmm. 
ft&t>tl%b(Dft$)%a FGFR 2 I I I b^M^MLXV* 3 

FGFR 2 I 
11 c ^mmbxi^mmmm^tbxfe, AJJI (WS§) 

25 ££&!?•%2>o FGFR 2 I I I b^^FGFR 2 I I I CACDXY y9>tf 
iiii, zctftxt 

So FGFR 2 I I I c£^SbTV>53gffi$£LT«, fKII, #/Mtt 
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FGFR2£ii^5iLWSIE^ffi$<hLT«, Ik AH, WiL fK. HI 

#, in £#^#50 

FGFR 2 1X1 05M 1X1 09i, frigUte IX . 

1 0 6 7^5 IX 1 08ii, 0. 5M2X107i@, £D-)g£?jI^ 

ttixio 7|@£ 1 FGFR 2®aM©^?ififC)Si;T^ 

H£#T5;^ £ I*)# ̂ 3x4^3 ZtbTs^^o ;vY7U F-7©^1^<!: 
J 

LTte (4-1-2) 

(4-3) mfc^m?L 
^rC0M$M7 5 / 

ogn^^^n), x«, 
51 F timxz ntz^z ¥-Rzsmmx tm\£ n&^ 2 ?-
MIS tc^Ab, mmm £ mm L td&z <D mm^ft && £ HJJKT 

?-iznmx ? u^-9 YRummx 
9 F/^A£tlWTfccfc^o 

mmm, mmm, 

ilfffitlTH MMt, ^)V^(DCO 

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

182, ATCC CRL- 1 6 5 0), V^Xitff»J&N I H3 T 3 (AT 

CC No. CRL- 1 6 5 8), 77XNS 0 (ECACC), 

--X*A UXZ-VmmU (CHOfc ATCC C C L — 6 1), *r<DzS 
k Fn«M7clf It (CHOdhfr- : U r 1 aub, G. and Cha 
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sin, L. A. Proc. Natl. Acad. Sci. U. S. A. (1 

9 80) 7 7, p. 41 26 — 4220), CHOK1SV (Lonza Bi 

o 1 og i c s), h £ £ 

ftX^Zc 

XR^ZZtftTZZo MM*, iri^WFc^H^fSN-^UnvHiSg 

is £ L x vi § ffim & M e> f ft s & & ̂  < i~ £ -5 £ n tz c H o m ^ wr 
^7 3-XfbL/itfL#: bV$&) £H 

10 (WOO 0/6 1 7 3 9^ WOO 2/3 1 1 4 0^ 

#)0 

LT«, m«\ wmm&fotfzctftxtz, 
Ttt, t£^®#£&&f5;i£j&ST£§o 

(&SS&^&3fc©ty^P —yyhtfifo, 

15 #:, k hfbiTL#, k h^TL##) 

y°9Y£LT«, ^MlrL^ilRlS, 

7°t)b< tt+|-7^-r 

20 Lxmmt%>ztftx%z>o 

(4—4) fc 

k MbJrL#^UTtt, #k MTOCCDROWt 

^tlirL#: (Nature (1986) 3 2 1, p. 522-52 5#]®), CD 

25 CDR0SH^J^JflX.-g^7^-Ay-^«T5 /^»t)k 

h^^MbfcjTL#: (WO 9 0/0 7 8 6 1^, US697232 3-*f 

#®0, hS&^#L#:<£> l^SfeH2oto75 
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(4-5) kh^0i!M& 

5 Ttt, b JTLF G F 

R 2 b hiri#:<h«, b h&%;(Dm*(D 7 5 7 F G F R 2 trC# 

ifiFGFR 2 b bJfL#:te, b hJri#:©®!!t? 

b hyy ADNAIf?Jt£#T£b (Tomi z 

uka, K. e t al., Nature Genet ics (1997) 16, 

10 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 da, 

H. et. al., Animal Cell Techno logy :Bas i 

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

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

15 eds.), Kluwer Academic Publishers, 199 

9. ;Tomizuka, K. et. al., Proc. Natl. Acad. 

Sci. USA (2000) 97, p. 722-72 7#£#®U CioTl 

20 V CiiAXiM (Yeast a 

rtificial chromosome, YAC) &frLX 

b h%&yn7*ij "tnz 

©®j^±£$Rtn-:foi±<5 £ t V ft V 

XbJz^o 

^n-mcDNA, 

Zmn&ML, b h*/ ? 
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k h^^X^y-£9®JLfc7 7-vxVX7>^Ei35l5(7)t h 

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

tigative Ophthalmology & Vi s ua 1 Sci 

ence, (2 0 0 2) 43 (7), p. 2 3 0 1 - 2 3 0 8 ; Carmen, 

S. et. al., Briefings in Functional Gen 

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

10 9 — 2 0 3 ; S i r iwa r den a, D. et. al., Opthalmol 

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

%)o 

(SCFV) tu 

iriJ^t|g-a-T?)7 7-v^jiiRT§7 7-VT:V X70l/^^ (N 

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

0 5-1116) 

£ £T?M$l-£titz7 7-iy(DM^ZMtfrT3 Z£\z 

' 

20 ffiffilZ&&?£ s c F v(DDNA|B^J^0j!^^^ftntt\ 

(W09 2/0 1 0 4 7, WO 92/20791, W 

093/06213, W09 3/1 1 2 3 6, WO 93/19172, 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) 

mnw.4, 9 4 6, 7 7 8^, ^B#ff!£5, 2 6 0, 2 0 3^, 
5, 091, 5 13^, ^B4tfFff§5, 4 5 5, 0 3 0^11). :0sc 

5ft'J £?£b<te^U^7°^FU (Hu s 

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

S. A. (1988), 85, p. 5879 — 5883), s c F v 

10 ^bTfccfcV^o 

z, ft §&M 0 7°^ 

s c F v^n-HtSDNAB, H 

tSDNA, Ft* ̂ DNACO^^, ^rtl^CO 

15 mq<D?t>(D±mxurm(D7^/mmzu-FtsDNAi^^isti, 

'J^7°^ F 'J >#—g|^£n- FtSDNA, 
i $ ti § i ̂ & 7°^ -r ~?—ft ^ t ̂  

cfcOfi'oftSo 

20 s cFv$a-FtSDNA$fflViT\ iDNA^tttS^^^-

S c F v£@iRT3cI 

•&;:«£ Cu 
g>m4kLTtfimizft-r%fflfr&%Mtbfcb<DT?&-2Xb<j: 
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iii©RftSoTfcv m-oihWKDmwte) 
xtT b — L 

"TO, I g G CH3 b*^>£2-D(Ds c Fvi©^, X bW7b7W 

>£(Dy 

5 

2ia#:cD^ 

t/> yn-tWefeoTt)J;^„ zf^'J ^•-^-;1/JTL#^:L/T 

<r£/0n?^3o 
lo cwo2004/061104 

Clot, 

#'JX^I/>^>J3-;P (PEG) 

;£fgBj0jn#:te, b^Bl&LT 

l/)<b&C0 (I mmu noconjugate) Tfei^o Z(DJ:5 fafriffiCDffi] 

tl/TH 

#tcf<5 <1 (h^T^'5 (Nature Biotechnology (2 00 5) 

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

(4-7) 

25 MMf^u^b^yy4 — tivU, yj)l& —, M\ jifr, i@ 

'J 7>7 'J Jl/T5 H ffl.^'a 

tTL^Sr^SI, (Strategies fo 
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r Protein Purification and Chareter 

i z a t i on : A Laboratoy Course Manual, D 

aniel R. Marshak et a 1. eds., Co 1 d 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)) Z.tlb 

M^n7h^77^- h^77>f-

in^>©^D7h^77^-H HPLC^FPLC#Oilii/nYh^7 

tjyl\, 7°Uy-^ yGts yI*. ^KW-ts 

15 7°DH >AiJ7AiLTH Hyper D (#-;M±M,, PO 

ROS <CT7°y-i H/XxAXI±M), S'epharose.F. F. (GE^\ 

juz.trrttM) 

20 

(4- 8)^^3-Hf • llii® 

*fE9§ra, 

25 (r#L 

tVi-5) 

ft-mizn, "A<D (a) (e) 
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TSB^'J £ ft 5 6 ft § : 

(a) 77hFR2-10, FR2 -1 3i5<fc^FR2 -1 4, +^7cFR 

2-10, cFR2-l 3^ir/cFR2-14> ftblAl, bhfbhFR2 

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

cosiiT 5 J msa^ij ̂ 3-Fts i giir 5 / mmm 

(b) 7«yhFR2-10, FR2-13^FR2-14, +^7cFR 

2-10, cFR2-13M^cFR2-14, ftbl/H, thfthFR2 

10 - 1 4 H 1/L 175ShFR2- 1 4_H 1 9/L 1 "D<D$iW 

©CDRH 1MCDRH3 £^frfiil£)75 /MIEm3- FT£±»iB^J 

tCDRL 1MCDRL 3 5 

<Dm&i± ; 
(c) 77FFR2-10, FR2-13^FR2-14, ^7cFR 

15 2-10, cFR2-13M^cFR2-14, ft kMbhFR2 

- 1 4_H 1/L 1 7!>?5h F R 2 - 1 4_H 1 9/L 1 ©^fn^^Otri#: 

IILftit ; 

20 (d) (a) 7bS (c) 

6ft§7^1/tfFiXh'J>yi>h ft A-f 7" >J ^ -f X LR~D F G 

F R 2 K &Vifc<D7*;MMfl£ 3 - FT &^SlB^iJ ; 

(e) (a) 75S (c) 0U-fn^-^^ISm(D7 5ymSB^JiC43^T175$5 

Oft 175M45®, 175S40M, 17}$30f@, 173>S25fgI, 17I/M2 

25 Of®, 17!*M1 5f®, 17bmi 010, 17^S8f@, 17^6®, 17^5®, 

17iS4®, 17^3®, lSL<tt2|@, 1 X9z, 

# JJD £ tz A VTft § 7 5 J ^SB^'J $3-FlIoFGFR2 t § in, 
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(d) XU (e) 

tKmt, F G F R 2 ±IS (3-3) (3-6) |2«c© 1 

2 LT^Tt) 

5 fcfcu ±12 (a) (e) 
tl&K 

(4-3) 

10 &£fcM#rr5o frfr&mmjimz£r)^zntzm*bv<\z^(Dmmmft£ 
tzu^(D\mwb, 

GFR2»b< 

15 MU&ya&ifc&irZo 

jfmmvmm&i&mt. FGFR2&b<H^©U^> 
F G F R 2 b < F G F R 2 

FGFR2©7<V7t"AOX^ 
CETF, rFGFR2izmtizmmj tv 

20 «£DMX Wi;f 
ftfr%mmx\t^mmiMtu%%(DmMx\t.mmk(DnmthT\t, FG 

F R 2 Ifef ©^ > h • (S N P), FGFR20iim F 
GFR2FGFR2 

FGFR2 I I I b^6FGFR2 I I I C\(DX4 
25 

bttt, WMf, ?LS> IPS;®, 
z<DBffi* nm, tin, ffsiM, IMS, «:ie, 
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U>AM, tirmz\tF 

ftftzmm, ftmz\zFGF 
•R2m&n&%MVT^%®mz&tfz>frfr2>fem<Df£m<D¥ffi, fiiHcxte 
mnvwmx «mw, ft ft § mm \z m& b tcmfo x & ± <D 

IW&ft&£tlZ&, J£tl6lZf&£2?lZ>,b<DTl2fc^o 
^m<Dmmm.m^iz\t, ^m^rz\t^m\z^fsim<D^iF GF.R2mtx 

M, wmmi %mi u 
##JRtf/Xte*jiS&#J£^*rit bs6§ Z£WT'%2>0 

t\z, ftfeomms 
mw^mz^wzm] tmm 

TfcZo 

^mmm.mmm\z\t, PHV^JEE, ^it, &, ^M=, mm 
it, mM'\t, mm, piixtt, m 
jitt, MM, $£]£, i4#c, J&Vtm&mkZttr), IWLfcO, imbfrVt 
%>rz&<D®m (^TF, mnftvymi t^5) 
MMRW^MtLTU, MM¥&Jlzff®-2ti%yaMT&ti&4frlz$Lfe2tiZ>'b 
(Dnnm\ imftxm&nrtx&z z. t&, mmw-\mftmmz 

§'I4M Tcfe<5o 
IlJfflCtltbT, MMt, MT<Db(D%folfZ>Z£tfT%Z>ft, Ztlb 

\Zffi&-2ti%b<D-V\$tSL^ ; 7^x>, 7XA°7^ 

>, tXfyX 7^>XH<Jy>f©7^;ii, JnMJ, 7Xn;|/t: 

>lt U>iL ^X 

>®?, ^»7 7 7' M^7jc^^-hU7A, HJX-iM (Tr i s-H 

c i) x^i/>y75 

>GHM (EDTA) #7x<X # U,t:x;l/tf • U v>, 
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0 -y^nr+7 h >J h'n^y^n E)V- (3-z/Z dx>X b 'J >#0 
m^j, yMi/^-x, vw-xxnx*xhuin, -n 

£'J, itfm tf-;i/t:DU y^cWJv-, fg^*#'j 

^•+h-jk yx^^;i/7;i/3-ji/, ^;i/A^>, Xnbyi/A^>, 

^•^yyx y;Vtf>mxtt*fl:7j<^^0M^J, y'U-trUX Xnt: 
]/>Xu 3-;i/Xtt#Ux^i/>y*U v>x h-;i/X«y;P 
tfh-;i/#0^7;i/3-;i/, MM, PEG, y;n:y>xxfJk ^>jy;i/ 

10 tfx-h 2 o-^^u y;i/tfT—h 8 0^#U y^l/tfx-h, HJh>(tri 
ton), huy^5> (t rome thami ne), 1/XT" 

z^P-x-^y;i/if MX 
HJ^A, ^fb^'JXA, vyzi—;i/-^y;i/tf iiji 
m, ^mu mmu jkzs/x\m¥±.<DmML 

15 :n^®M0tll(Dil)PStt, fiiFGFR2K#!bb<ttje0ii»rlt 
£fclZ-!£<D&Mfc<Dm.lilflTO. 0 0 mmi 0 0 0{g, 0 
llb^l 0 Ofg, 1Z!?M1 0fgT&£o 

fa¥GFR2m*bb<\^(Dmm¥r^ti\t^(DmMVf?tV^V-^\Z^ 
Ayu^y-A, ^tu^y-At^^LTft^^fiifii 

20 # (TRH^|^6 2 1 4 3 8 8^#) *§PJ0Eli 

&lM07k, ^SJt^Tk, AX 

4"l40fc0, th'W7)l7^>%: 
25 *atrfc0#£&tf£C £WVg£o 

MffiffltLTfc, El«i0l^pH^7. 0nm8. 
^$nfcT r i s nv7 7-, -|SID< 4. 07^$5. 5 
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M/b7 7-, (nic< 5 OT^S8. o 

A'7 7 7- iwj < 5 . 0 7^8. 0 

7 y —%£r$j7Kir<5 Z £if>Xct&0 

mm, ia^, mfo, 

§: £rf-c&Zo 

^mommmm^KD^m^tLxn, IIB, 
-5-(Di*'ftiXbJ:<, Mx.«\ £I*J& 

102l*]&^s #i*i&#vIIfiW&-$&&&tfZZ£ 
10 

FGFR2SSM^o"^?Q'i4 
#%W(DffiFGFR2]nftbL<teJt(Dm 

mffi}1r£fcfcJ£<D{gtfifc<£>FGFR 2m&MlZtt?Z>mfn&&MMZ£ (KD 

15 ^©^FGFR2»t4ilt 
flt\ i#:©i, tm «> im Mta#:©FGFR2 

ii#, 0. OlMlOOOmg/kg, ffKKiO. 175M.1 
0 0mg/kg^ 1 75M 1 8 0 0^(11®, Xtt 1 0 2 ®3gb < 3 ®J£JU 

20 

E^ll^cD^tJckbTtt, ffiltlJ WJ, 
3£J*M®JR$[3!K STi, #7°iz;k »J, #;W3!K 3IUM, 
JL7-VJim, AM, WM, «^'j, %M, £jm 
n^tz>z-tftx%&0 

25 KFGFR2 trc#:fe b < fc*(Dmmmfr£fcfcs£(D®Mfa$W$}jI&ft£LX 
-stfmMMj$m2i&<DmM£Mmz$>5mj;m*iz&-$?zz£&TgZo M 
Mt, ®><Z>mM*$Lt3-\stz.W<Z$iF G F R 2 
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TfectV^o 

^ tr fe ^ 93 s ti & 0 
*fg0mm&£ F G F mmmo 

femm£fcu^ffimmmmf&y!i%:mQ?2>rzib<D*%w<D$ifo<DmR. tmm 

6. iifflim® 
*»jnFG F R 2 tnrtfcfc L < 

(EAT* x mmmmmi t^?) £n#«rr 
3o 

I/^'FGFR2FGFR2 mm 
(D&gsrztemmizmHT$>%o *%wiz&^Tm&£rzizmmizu, mk\t, 

mn^mM0mIM0$1s> 
fctFGFR2^fom(DUWf&m%\z£%mfrfen(D®^m^xm\\fe, mm 

*%W(DfofcbL<\tt<Dmmmfr£fc\z:£(Dm 
Mfc, zmitommz 
^mx&%a 

ftfrz>mm®m.j&mz\z, pHmmm, Mjirasm mm, ® 

^im^t'FGFR2\zmt>%mm<Dm:&-j5&&tz\zmm-fim, mmm 
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0&mmts tz.$>0m0m*0, &mm0ns£ &» 

£t>ff{£T£o 

lit9rffl + -ybfc^itltsn«. 
^:%0j0iri#:^#^^^fett#llr0^ibT«it>Hr>^ y^EL I S 

5 AJ^MSLV^ M0EL I SAg-^R I A&, EL I SPOT (En z y 

me—Linked I mm unoSpo t) &, F7 hft. 9 5> 

DI-& CIE (Counter i mmu noelectroph ore s 

i s) fofoommktis 
T«tftf>0ii^, HRP, 7M'J7tX7y^-if, FITC^m 

10 mmwmzmm bfc$>ajK:»TM 
B (3, 3', 5, 5' -tetramethylbenz idine), BC 

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

hate), p— NPP(|0 — ni t rophenyl phosphate), 

OPD (o-Pheny 1 ened i amine), ABTS (3-E thy 1 

15 benzothiazoline — 6 — sulfonic acid). Sup 

erSignal ELISA Pico Chemiluminescen 

t Substrate (1f-;E7-f vi/*? — it^T X>f-4 7 4 y^ti) t£<E 

0^feSl^QuantaBlu™ Fluorogenic Peroxi 

da s e Substrate (it—^7 4 v ' X>cr4 7 4 y^^t) 

20 MI0S^\ thXtt 

fe^-rsc:<i:^T#s0 MMt, «, m 
IPW&, Mzk, U — h-tiif, 

25 -^EL I SA+7 MI 

«, FGFR 2Mafsn«, m&mm, ^rn^mrnm, M/m#, 
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$£<J:bTt3u wm, RI (Radioisotope) 

iffl$n§o 

( i mmu no histochemistry: IH 

riz^^n 
3o 

fcifC Hjfg£- b H T 5 ̂  i£T & *U#f#l;:Rg£ $ tite 

«^a, &mizw*7-7j>mmTz>o /\°77^>iib/:a»$ 
jn/vyyj ymmvtzik, 
fcmmffimwojjmELTte, MM, v')y°y>m\z&.%wmmm%®m 

i&g 9 0 Tb^. 1 1 0 °C, PH8M10, :MW 2 0 6 0 

iST&So pHOUIIIttTr i s-EDTA|ffii (#ijx.«\ ImMOED 

TA$ttt5 10mMh'JXiiI) ^£H£/BT£>; 

T§ Hfte>S£Ht£ Wf^bf §^ v> *> n§o vt?K 

H20-2^TH^fH2Oz 

fH2O2(Dii^«0. 175M3%, SPjgfcfctO. 37^S3%T 

H202?§m^tt7vfb^hU^A;&»t'?)^t^T^^o ££, ikffi 

t) 7^a tr^f 

ftni>mftzmRTzmmiz^i?L®%zEbr'iz%„ 
-&jnft0fcfc0imzmzm%2ntz\'^ ®®2 OT^MS o°c, ^mizu 
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2 57I/$4 2°C, 5 

ilKttl 0#7!rS6 &m «fc 0 3 0 #7IrM 2 B#PelT&&0 

TSfci# £ £j&n?#5o l«{b&£: bTH, 

tf^PTit/# 'J 7^X77^-bf^co^e— 
hl/7° 

h7Hy>^i£ ii\ 6©SMffKMJ&T§fg&$5f£MfS$it§^ 

3 d bTtt, 

f^XhU >#U V— 

%M&*?Z>Z£tf°V%Zo tf^Xb-

^li L/ fc X h 1/ 7° h 7 If v > iS $ it 5 2/& 

(LSABIJ) "TO, 

irMlZ\tFGFR2\Zi^t^m^ t&t)^ F G F R 2 Mt&f t5Si^ 

*<D&ffeWift'£fcn:?:£>Wptfc~?$>Q, i^lCIJkh FGFR 2 I I I b 

ItJR'l4£W1~£!rL#, 

*<D®$m¥\-!£tz.\tt<Dmffifo 

k hFGFR 2 I I I b&cktfk hFGFR 2 I I I c©i^t:Mft?: 

^ri~£c 

k hFGFR 2 I I I bM#M£WT3Jri#:£LT«, 77 hFR2- 1 0 

^CliOCDRH 1MCDRH3 £*a"frl§it fSiZZttZ, «0CDR 
r 

L 1MCDRL 3 %-Stsnm. Z-SAj-CfeZtKfc, 7 v h F R 2 - 1 0 mt 
(Dmm^M^&^zsmM^mm^/urtzztfifo, 77hFR2-ios 

ztftT^£0 

ibTtt, 77 hFR 2 - 1 Ola#:, ^7cFR2-10^, khfbFR 
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k hFGFR 2 I I I b:fe<fctfk hFGFR 2 I I I c 

7 7 hFR 2- 1 3tftfN)gfg<Z)CDRH 1 75MCDRH 

3£<atfS!t gi0CDRL 1 MCDRL 3 

5 /uT&SIn;#, 77'hFR2-14^®SiCCDRHlMCDRH3$ 

UZZftZ, giOCDRL 1MCDRL 3 £^t?SSt %^/v~C 

77 hFR2 - 1 3 fv 

77 hFR 2 - 1 

10 77 hFR2-1 

tfT'ZZo frftZVifctLTU, 77hFR2-13ia^ ^7cFR2-

13^, kHbFR2-13^ 77hFR2-14fift, ^7cFR 

2-14^, k hfkFR 2 - 1 ^rtlZlZ 

15 FGFR2^wffls 

cfc V &MIZttk hFGFR2 I I I bWXIJkhF G 

FR2 I I I c ^O-ifflCttkhFGFR 
i 

2 I I I b, fcS^tek hFGFR 2 I I I b^cfctfk hFGFR 2 I I I c 

20 #§£wmm+t->7°jitp<Dt hFGFR 2111 b 

( i) W@V$y7°)l^<D\i hFGFR 2 II I bikhFGFR2 II 

Ic£Mft£fcWJ£U (i i) i^>7W©khFGFR2I I I b 

(i i i) (i) (i i) 

25 tcmmo^^mr^z.o) 
(i i) ZElz^r), 

0khFGFR2I I I )5^SthF 
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GFR2 I I I 

ftMfeJj& H \t, rffl T £ £ £ ft 

k hFGFR 2 §§tm M 

£«k hFGFR 2 I'l I bW/Xttk hFGFR 2 I I I c 

MMM^+^^I/^k h FGFR 2 £8!J5tU 

mryXMXZ, thFGFR2^M^nfc^ifcU, M^®#:E13^> 

~7°)l^\ZWL\&^tltc\i hFGFR2®IiJ;biLTJ:D#<®t hFGFR 2 

Hi5WT, ffIHttkhFGFR2tt1 k h F G F R 2 I I I b^^'/Xtih 

hFGFR 2 I I I ctfeD, ^DffI[IfJbhFGFR2 I I I b> 

ttkhFGFR2 I I I b&tfk hFGFR 2 II I ct^§0 

^mumziz, c tw-v^Zo 

£(=>{;:, ^(D—WMlz&^X, ftftZMfejjfelz# 

7. 

ftft&MMiz, ±^o^gxiiiirffl, wftm&&TS:t<Dm<Dm&T? 

8. 

ftftzj? 

& £ £ I > Tte, 0J!0triftj^iSg £T§ Jri <©SB&H-5tlM£lUSt" 
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§0 MMtkFFGFR2 I I I bieiSfcttf 

^K^Xy 7 hFR2-l 4 ** y c F R 2 - 1 4 h 

fthFR2-l 4 H 1/L lMhFR2 - 1 4_L 1 9/L 1 

-^OW^tSkhFGFRI I I b ±OIk° h—§757 

ft ft £ IRI^S tbtfeffflT'SSo'-

(143vVTH'14n/cMMcotriM&iSft££ £SlitT 

t§0 . 

<fc vmrntz z t 5u^y°^ * 

mMm 

— ̂7 n— Xy y (Molecular Cloning) j (Sa 
mbrook, J. , Fritsch, E. F. 43cfc(^M an i at i s, T. 

i, Co 1 d Spr ingHarbor Laboratory PressJ: 

v 1 9 8 9^mw \zm&(Dj]feRTSj£<Dm<DmM%f)mRitz>m&LWKmwi, 
<Djjfe\Z£K)ff5ft* 
Wi7FWlZ$:*z)Tff~Dfz.0 
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mMMl. htab hFGFR2taft<E>f£SS 

1) -1 

8 MiptDWK Y/ I zmyyb<DM (0^XXXJl//-*±) &XTS7 

r 1 j :Wl77h©i (B^ft-;WJ/t-t) MIL WKY/I z 

m7'yhTtJ0H@t5 0/ig®Recomb i nan t Human FG 

F R 2 |6 (I I lb) /Fc Chimera (R&D SYSTEMlil) t F 

reund ' s Complete Adjuvant 

& (#:ffitTl : 2)' Lfcb<D&yy h(DmM%\Z^2 1 HSII'5 0 

U g(D Recombinant Human FGFR 2 j3 (I I lb) /Fc 

Ch ime r a&yy b<DmU^lZ^^Lfc0 3 5 0 g \Z y y h <0 U >A°gn& 

Cr 1 j :Wl77ht» 

0H@II50/ig©FGFR2Ml I lb) /Fc'ChimeratFreu 

nd ' s Complete Adjuvant 1 : 1) L-

tcb<n*yvV<D$Cf$>Z>WZ&fo\Z$L5-\;tz.o 7 0S, 14 0§£2 10g 

(15 0jttg®FGFR2 0 (I I I b) /Fc Ch ime r aiF r eund 

' s I n c omp lete Adjuvant SrfUln 1:1) b 

TzbfD&yy 3 8 0 &H5 0 u g©FGF 

R 2 j6 (I I I b) /F c Ch ime r aZyy F(7)jlMl*lK:|£#U 4 2 0 

gcvwotj 

i) -2 A^ryj H— 

U >A°®life§^W»il^'7^X5Xn--?S P 2/0 - a g 1 4IB 

ii?:Hyb r imune Hybridoma Production S 

ys tem (Cy to Pulse Sciences %tM) Srffl ^TUi^CM 

ISMCTU C 1 onaCe 1 1 -HY Selection Medium 

DfStemCel 1 Technologie s %M) 

aiJjibfcA-f 7*>J H-V3Px-^@r|Xf ^O-ZA-Y 7"U F — 
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yj H-V^±t#fflViTJiFGFR 2m*m%JU7^) F-V©X^7 1J--

1) -3 

l)-3-l b h F G F R 2 I I I b^i^FGFR 2 I I I c fgi| 

- (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>bMaif (7^V7t"A2 : NP_0 7 

5 2 5 9) £J;tfb hFGFR 2 I I I c AU7>hMfi3t (7^fV7^-A 

1 : NP_ 0 0 0 1 3 2) 53-F1"5cDNA&p c D N A — DEST40 

— — -^tl^tlcDAU 7> 

pcDNA —DEST40 — FGFR2I I I b^tfp cDNA-DEST 

40-FGFR2IIlc^iibfco. 

1) -3-2 I gfih^-O^fMFGFR 2 I I I 

FGFR 2 I I I b©^S757i (1-822) ©^©54-11 0# 

(£TF rigDl XMfc] tBt), 1 5 4- 2 4 6^mm<D 
xmfc (-KTF r I gD2®j ttBTK 2 6 3-3 5 8 £>&«#: (& 
T ri gD3 Wj ilBT) BSt5^^^-SpcDNA"DEST4 
0-FGFR2 I I I b^Kll/TPCRffilitJiilL 

1) — 4 Cell-ELI S A&^£3la#:X^U-~>^ 

i) —4 — 1 ceii-ELis A^urnfeT-mimmmm 
HEK2 9 3M£ 1 0 % FBS^#DMEMigiW7. 5 x 1 0 5M 

/m 1 irtlflML, Lipofectamine 20 

00 (Life Technologies ?±ISD p cDNA-DE 
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ST40-FGFR2 I I I bfc b < ten > h U~)Vt bT p c DNA —D E 

S T 4 0 9 6 — we 1 1 A-7X'J 7 plate (Cornin 

gftlSt) £ 5 0/£ 1 1 0 % F B S D M E Mi§ iHl T 3 7 °C, 

5%C02©^TT-iigibfco Ce 

5 1 1 - EL I SAMIL 

1) — 4 — 2 Cell—ELISA 

i»Jl) "4- lTtJ!MbfcfS5|^^-3j(AHEK2 9 3|fflflS(7)^ 

P cDNA — DEST4 0 - FGFR 2 I I I bSfcttp c D 

10 NA-DE ST4 0iAHEK2 9 3 7*U F-Vig 

4oCT10#P»®bfco 5 % FBSM 

PBSTrimt, 5% FBStfPBST5 0 0f^b&A.n t 1 

— Rat IgG — Peroxidase antibody produc 

ed in rabbit (S I GMAftl) 4°CT 1 Wib 

15 fee FBS^WPBST5®&&bfc&, OPDfgfe 

I (OPDill (0. 0 5 M tyx>m 3j-hVV&* 0. 1 M; V >M 

?m2± h U tyh • 1 2TK p H 4 . 5) t:o-7x-l 

> H202^n^n0.'4mg/ml, 0. 6% (v/v) \Z 

UZ>^D\zmm &2 5/il/7xj^il)PbL 

20 £frV^ 1M HC 1 £2 5 a 1 

7°U-h])-y- (ENVI S I ON : Pe r k i nE Ime rft) T490 

nmom^i^bt I®Ii®±(3It§FGFR2 

T£in;{££;g£T§/W7*U F~3>hn — JkOpcDN 

A-DEST4 0j|AHEK2 9 3iii^b, pcDNA-DEST40 

25 -FGFR 2 I I I bmm^^^-mXUEK2 9 3 IBMCWTJ; D 

7U K-^SrifiF G F R 2 b 

TMbL 
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1) -5 7D-1M b* bV-\ZJ:Z>tfifcZPV-->y 

i) -5-i 

HE K 2 9 3 Tiffi£5 X 1 0 4M3/c m2\Zfc%£ 5 2 2 5^cm77 

5 (fi^-^-T M±SD HMStU 10% FBStfDM'EM^itf 

T'3 7 °C > 5% C02©^m'-I§itf;e SB, N^IgDlh'M 

>^gbfcp cDNA — DEST40—FGFR2I I lb IgDl^i 

fctn>bn—)]/tLTp c DNA —D E S T 4 0^nfnHEK 2 9 3 T 
IHCLipof ec tamine 2 0 0 0 3 7 T\ 5 % 

10 C02®^Tt$f)l:-l!!fe^ibfco MB, K 2 9 3 T 

IfflSSSrT rypLE Express (Li fe Technologies 

}±ISD TMSL-, 10% FBStfDMEMttt^fim 5% F 

BSMPBs•—tM- KUH&#T 
Cffflb?to-

15 

1) - 5-2 7D-+K M HJHSNJT 

^I»J1) — 4 co C e 1 1 - EL I SATH4t|iJS§nifc/W^U K-T 
^I4t5»FGFR2 I I I biI^tSi£^ft^7n-!M b^< b 
D —mz&<0 £ b HWJ 1) - 5 - 1 TiJ^bfcHE K 2 9 3 T 

20 p cDNA — DEST 4 0 — FGF 

R2 I I I b I gD l^if#:#AHEK 2 9 3 TfflM&cMp cDNA-D 

EST40#AHEK 2 9 3 TffiMV^tl^tllZttLM 7~'J 

£iD;LT®$§U 4°Ctl WItfco 5% FBSMPBST2 

5% FBSttPBSt3 2 Ofg^fRLfcAn t i -Ra t I 

25 gG FITC conjugate (SI GMAftS) SrJ DiTliL, 4°C 

tlWILL 5% FBStfPBST30®bfet, 2/tg/ml 

7 — aminoactinomycin D (Molecular Prob 
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esM) £^&5% FBS^fPBStr?f«U 7D-^h^-5?-

(FC 5 0 0 :Bec kma nC o ulte r ft$J) 0 9—9 

Flowjo (TreeStar ItM) Tff o fc 0 7 — aminoac 

t i n omy c in DH'I4©^E £Sfl!)&£>F I T 

5 CfM©b7 3> hd-;i/r&5 p c DNA-DE 

S T 4 0IAHEK2 9 3 T«®fflgtX h^7AIItbp c DNA-

DE S T 4 0-FGFR2 I I I b IgD l^j|MAHEK2 9 3 

(DtX h is 7 h bX^^>7°Jl/^M^t^>M 7^J 

K-V§triFGFR2 I I I b W 7* >J 

10 

i)-6 

m&tztz.®,. Utf> raSFGF 7flta§FGFR 2 ^'14 ft; D it 
isn^ERK M^£M£B-r3E fk DV 

15 v7x^—tfimm 

1) -6-1 l/tf-y-Tyt-tfaiZP-Offim 
Sf^l:pFR-LucCP^^^-§iilfc„ pFR-Luc (St 

ratagene #21900 5) SHindl I I XW$rLX^^T 4 

20 DNA polymerase \kVtzi?k. B amH I T^jllib, 5® CD 

G A L 4 IP'D X>htTATA box^tfl40bp £>®rfi-£®0 

^t:pGL4. 12.[luc2CP] (Promega #E 6 6 6 1) 

^EcoICRIiBgl I I T^ltrLTJ&U MSE<£> 14 0b 

p C0l$f}f <ty^f ^f—i/ a>LpFR — Luc 2 C P ^ 

25 

1) —6 — 2 E 1 k 1 )li/7x.7—if 1/#—$ — 

mMMl) ~ SXm^LftA^XV K-Vigit±f#£fflV>T, E 1 k 1 JUS/ 
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y 3,7>a v£J;£Pf 

3fgJj^^-£HEK2 9 3 Lfci3)» 

2 9 3 a tC^bT, Lipofectamine 2000 (Invitro 

genlil) pcDNA-DEST40-FG 

FR2 I I lb, p cDNA — DEST 4 0, pFA2-Elkl (Stra 

tageneftS), pFR-Luc2CP, *5<fctfpGL4.- 7 4 [hRlu 

c/TK] (Promegaltl) T-iMfefCl* N y 7x^7 v 3 > U fi 

&9 6^xjl/«ig#7V-h (CorningftS) »iL 3 7°C, 5% 

C02T-ftlgil/fc0 SB, Jg#±fS£l$5&U 5% F B S -DMEMT' 5 

BlzmKLTzMXV F-Vi«±?f £ 5 0 p. 1 /we 1 1 T«lL 3 7°C, 

5% ,C02tl hFGF 7 (R&D sy 

s t emstti) Sritlili® 1 0 n g/m 1 T^xjMl^Jnl-fco 6 B#|H1<£K >+ 

va >CD^, Dual — luc i f erased 

(P r ome g attl) £J=fJ^T, ^^My7x 

y—iz7Sf4 (ilWy^tiV) £J;^R e n i 1 1 a)]//7i~7 —(IE 

£$iJ5tbfc0 

*3?JI//R eni 1 1 a J££f+H Lfc0 F G F R 2 f£31HE K 2 9 3 

FGF 7 u -fty > H 
MLFITLFGFR 2 7U H-7FR 2 - 1 

0, FR2-13, FR2-14^IKtfco 

1) -7 m&<D7^ 

KFGFR2M4A^7'UF-?FR2-1 0, FR2-13, F R 2 

— 1 4 COT V 9 ylZ, Rat monoclonal isotypin 

g test kit (serotec ft®!) (Ij; V -?-<£>$ 

FR2-10©7^7^^7°HI gG2a, /cflTfeD, FR2-1 3S^F 

R 2 — 1 4 (DT-f V 7lZ I gGl, K $T?&5 £ tfimMZtlfco 
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1) -8 '"E/irn—j-fr&ifcfDmM 
*zii7D-t»s, ;w^<J (£TF 

HCsftj <tVv5o) ^ffMbfco 

5 Sf, 7-8»BALB/cAJ 

c 1 — n u / VL U (g^XXXjhv—£t) &7°U 7 9 > (S i g m a ?±M) M 

1U $ 1 - 4MPH1I£^P B ST8fe&bfc/W:/>J K —1 E&fcO 
1-2X10 7*T00$l*]»fiibfco 1 - 2MrBm^«ftHSf®bfcSl7K 
£S®bO. 2 2 #m©:7^;)/^ —£jIbT$Mb^#*fMC5$£ 

10 ijvffcteH itrap MabSelect SuRe (GE Health 

care Bio — Sciences |±M) 

7At:iiflLPBSTM, 2 M Arginine-HCl pH4. 0 

TiWHibfcc PBS HA'7 7 

MMbfcinft®iS^te> POROS G 20/im Column PEEK, 

15 4. 6 mm X 5 0 mm, 0. 83ml (Applied Biosystem 

s&m) m&mvmytM (O. D. 2 8 0 nm) 
¥iHbA>77 — (3 0. 6mM 

U>M27K^^bU^7A • 1 2TK, 19. 5mM 0. 1 
5 M NaCK pH7. 0) T^ftbfcPOROS G 2 0/zmHPB 

20 ST^bfc}ft#:^>7>£M]U ^mitAy 7 y-Xts y tl 
y&lZfe&Lfelrifo&mmm (0. 1% (v/v) HCK 0. 15M N 

a C 1 ) Tl£ttibfc0 m&W.WRyt& (O. D. 2 8 0 nm) 
^TMSr^ttJbfco (mg/ml) = (ta^+f-

>7°)k(Dt°-?mm) / (khigGi) xmm&<D 
25 (mg/ml) x+)->7°;l/«#f^¥o #enfeta#:{C"&^nsx 

+ ES-II />^;i/T"Xh 73- (ftDtMH 
II 295-510 3 0 n>hn-M^>^-Fx>HF + y>§t 
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tf) t. myt&mxm ET-301; ^ET-5O 

2. y y hlabhFGFR2 tfifc (FR2-10, FR2-13, FR 
2-14) 0 i n vitro §¥{55 

2) -1 m%yy hlriF GFR 2 jft#: (FR2-10, FR2-13, FR 

2-14) 0thFGFR2lW^tt0M 

2) -1-1 b hFGFR 1 I I Ic, b hFGFR 3 I I lb, thFG 

FR 3 I I Ic, £«£tfb hFGFR4%Ig^^^-(DfiH 

b hFGFR 1 I I I c/t'J7>hiai (7-f V7^-A 1 : NP_0 7 

5 5 9 8), b hFGFR 3 I I IbA'J7> hMSSt (7<V7t~A3 : N 

P_001 156685), bhFGFR3I I I c/1U7>hMfilf (7-T V 

:NP 000 1 3 3 ), £ cfctfb h F G F R 4 MSM (7-T V7t 

-A 1 :NP 0 0200 2) §3-Ft§cDNA$pcDNA-DEST 

4 0 — \Z9 •—'J 7> hfl0M£^*gt~3/^ 

37—p cDNA-DEST 4 0 —FGFR 1 I I Ic, 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 

2) -1-2 7D—tM h/hU-^Mff 

^WJl) -3-l:fccfctf2) - 1 - lT#tHbfc#tb hFGFR^ 

-5 - lt/Tt^l:iOHEK 2 9 3 

&Hb hFGFR^Si^^-gAHEK 

2 9 3 TiSfflfl&j3j;tf p c DNA-DE ST4 0 #AHEK 2 9 3 T 

^rtllzML FR2-10, FR2-13, £fcteF R 2 - 1 4 

y>J h-Vtg^±if^j]n^T«t, 4°CT10#rB1^Sbfco 5% FBSt 
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WPBST2 0&#bfcl£v 5% FBStfPBST3 2 0fg«?£bfcA 

nti—Rat IgG FITC conjugate (SI GM AttM) 

^WTLxmrnh, 5% FBstWPBstsm 
bfcll, 2 PL g/m 1 7 — aminoact inomyc in D (Mo 1 

5 ecular ProbesftS) ^tf5% F B StfP B S 

7 •—h (FC500 -.BeckmanCoul ter i±$SD T 

•ofzo F lowj o (TreeSta r ftSD Xiy-oft 0 

7 — am i n o a c t in omy c i n D hTll^bfc 

m, M©FiTcfM®bxh^7A^Mi, ¥%%%;&£ (MF 

10 I) 01 77hFR2-.10^H bhFGF 

R 2 I I I bMWi:!^b, 7 7 h F R 2 - 1 3£J:^FR 2 - 1 

k hFGFR 2 I I I b43ct^FGFR 2 I I I c (DM^lZM bTjIIRi^££ 

"o"•§ Z <t. /O^TK $ tXti. o 

15 2) - 2 mn 7 ^hlniFGFR2 #£#: (FR2-10, FR2-13, FR 

2-14) ©Xb h-7°©PIS 

FGFR 2m&ftffi$L\Zft&tZ> 3^cD I gfl hM fg/Tf 

htaFGFR 2fi«^t§Xb h~7° 

1) - 3 - 2tiibfcFGFR 2 I I I b© I gD 1 , I gD 

20 2> i §D- s-i-e^t^iauHE 

K2 9 STiil^AbfcliMI^I^b, _t?f£lt£bfc^ #Igi 

H^^/^MFGFR 2 I I I b»^^-iAHEK2 9 3 Tijfflflfrfccfctf 

p cDNA-DEST 4 O2SAHEK2 9 3 TifiOftl-?nH^bFR2-

10, FR2-13, £fc«FR 2-1 F-^Jgai±?i 

25 £jjPX.T,«U 4tTlWIlfc. 5% FBSMPBST20® 

btzM, 5% FBStfPBST'3 2 0ft:fIbfcAnt i-Ra t I 

g-G FITC conjugate (SI GMAttS) £2JP*.Tll$§b> 4°C 
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TlWIftMbfco 5% FBStfPBST3»im 2 u g/m 1 

7 — aminoact inomyc in D (Molecular Prob 

esttl) £*a"£f5% F B SttP B S KlSMU 7 n-+K h 

(FC500 : BeckmanCou 1 ter l±M) -D fee 9—9 

#?#rte:F lowjo (TreeSt a r ftM) Tfrofcc 7 — ami noac 

t inomyc in D hTl^Lfc^ »M©F I T 

(MFI) 0 

2 ££0, 7 7 h F R 2 - 1 k h F G F R 2 I I I b® I g 

t hFGFR2 I I icKfc 

7 hFR 2 - 1 3&£^FR 2 - 1 hFGFR 2 I 

I I btFGFR2 I I I cTW§ I gIF7^>2t:IS^t5u^^ 

$nfc0 

2) - 3 W&yy hirtFGFR 2 ft# (FR2 - 1 0, FR2-1 3, FR 
2-i4) 

E 1 k l)V/yx.y—^U^-9-m^T7y±^lZ^Vmnm^(Diyyi-

;i/^fnmmmi) -3-lTifUbfcpcDNA-DE 
ST40—FGFR2 I I I bSfcttpcDNA — DEST 4 0—FGFR2 
I I I c £, pFA2—Elkl (Stratagene %±M) * pFR-Lu 

c 2CP, 4ocfc(!/p GL 4. 74 [hRluc/TK] (Pro meg aftM) 

&IPJ1) - 6 - 2 9 3 aM^#AU 3 7°C, 5% 

C02t-^ibfc. SB, 2% FBS£#tfDMEM 

l/fc77hFR2-l 0, FR2-13, SfciiFR 2 - 1 4^^ 

HlH^H>^-hU 'A^r\ 'J^>FTfe5khFGF7 (R& 

D systems |±M)' hFGF 9, peprotec hftiD £ 

tlgl Ong/mlT^xJHliDDbL 6 P#Hg<ZH /©ftD 

u a 1 — G 1 o Luciferase Assay Sy s t em (P r o 
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megaftl) ££IV*T, ^9)1)1/7xy —tff&te 

^Renlll a)Vis? x.7->V%& (iEMi\:<Drzib<Dz/!fj-)l') ZMfeLTzo 

#^7x;KDx—&&fEMi£T Z>Tzisb\Z, ^9)V/R e n i 1 1 aJt^ff^Lfco 

HI 3 AC/^tID> 7 7bFR2-10, FR2-13, FR2-14H F 

5 GFR 2 I I I FGF 7 KliS U 

-?£'l4ft;£«Jbfco i3Bt:^tII3/7'vhFR2-13,. FR2 

-14H FGFR 2 I I I F G F 9 ^£3'J #> Ff£ 

&>±<D&m* zn%(DffLmZFGFR2(DV 

IS> Ftci§%m.W?%1 
10 

2) -4 MTLFGFR 2 SI# (FR 2 - 1 0 ) CDh FMMUC43 

F G F R 2 S^^l/itpffclftM! 

FGFR 2 ^illiftSNU- 1 6 

OFGFR 2 1 2^x^7V-h±H, 0. 1% 

15 ®r>/lfil?*7;l/7^>-RPMIig%TM^bfcSNU-1 6IB0S (3X10 
6) M^y^ra^-ya/bfeo 7 7 h FR 2 - 1 0 ikW-ttWMbX 

3 7°CT 1 >^a^-/3 ><DWz, lOng/m 10FGF7 (R& 

D sys t emsftl) £$sjjnlJ, $'£>£:> 1 0 ^PBH F Lfco 

&t^T\ c omp 1 e t e mini (R o c h eft®!) 43J;^^X7 79 — 

20 if ISW^iJ (Nakarai tesque ft®D § R I P A)\777 

— (1% NP — 4 0, 0. 5% Sodium deoxycholate, 

0. 1% SDS in PBS) 

HU BCA^>/^177ti (PIERCEfti) 

T*>/\°^St jftgL-fc0 &DTT5A77/-ffJ\znM 

25 igU 9 91CT5^ltt$tL 5~2 0%®^;K3i5frtSSDS-PAG 

Elliot, (2 0jiig/I/-» gftMLfco PVDFI (Bi 

o R a dftM) 1 
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5%7,^i^J|/^ (M) -TBS-T (2mM Tris, 5 0 mM Na 

CI, 0. 1% Tween-20 (pH7. 4)) XtyU y ty LTcik, FGF 

R 2 , U >@£ffcF G FR 2 (p-FGFR2), FRS 2, U>Hfl:FRS2 (p 

— FR S 2), ERK, U>iftERK (p-ERK) 4V?— 

ifln fcffiifc (Ame r s h am) + E 

CL plusSI (GE Heal thcare) 

04^^TE&V, 'J^>FFGF7|1 

ti^TFGFR 2, FRS2, E R K(D >J ymtftnM U y >y h F R 2 — 

%M¥\ 3. 77hfiikhFGFR2M (FR2-10, FR2-13, FR 

2-14) FT£ c DNAOMS^J©^ 

3) -1 77hFR2-10, F R 2 — 1 3, RZfiF R 2 - 1 4 ©Sil^ig 

15 il0N^r^yMSH^J©^ 
I 

7 7hFR2-10, FR2-1 3, W~FR2- 1 4^0SM<hM(D 

^»J1) -8TiSlfc77hFR 

2-10, FR2-1 3, MFR2-1 4i#:$^nfnSDS-PAGE 

T^itbfco equi-Blot PVDFI (B I O-

20 R A D ft) \Zf)]/^CD9>AS7W&$R^hL, ©^7 7 7- ( 2 5 mM Na 

C,l, 1 OmM ^^itb'J^AA'7 7 7- pH8. 0) 

Mi (5 0% ^;-Jk 2 0% 0. 0 5% ^7y-yiJ'J7 

>h7JH l;5«LTMLT!5^, 9 0% *ty J-)VTn&Ltc „ 

PVDF^±T"SJIIf(&WlWfi'h-£^-fi<Ort>\t) £ 

25 ir/M (M^A^V^©A>F) Kffl^T£A*>FgB#£gjt)<t^ P 

rocise cLC y°u:r^( yi/—ty~ytyr— Model 4 9 2 c LC 

(Applied Biosystems) i/iX, § UJX F (Ed 
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man et al. (1967) Eur. J. Biochem. 1, 8 

omm) ^ F 
R2-1 EVQLVE 
SGGGLV (mmvmmn 1 -.0 9) T&U »jiffl^T3A>F© 

5 D I QMTQS P S SL S A (1H^®@3^J#-^ 2 : 

010) Tfeofcc 

FR2-1 3CDfiiI^ffl^T3A>F©N«©7Sy^gB^m, QVKL 

L (IH^m©@H^J#^3 :01 1) T&0, F©N^7 

D I QMTQS PAS L S AS LGE (1H^J^©@B»^4 : 

10 012) TJoL 

FR2- 1 3A>F©N«©T^/re^Jtt> QVKL 

L (BB^JS^BB^J#^ 5 : 0 1 3 ) Th V,: &miZtB%TZA> F<£>NTK^T 

^/MIB^JKL DIQMTQSPASLSASLGE (@B^®@B^J#-^ 6 : 

0 1 4) Tfeofco 
15 

3) - 2 F R 2 — 1 0, F R 2 - 1 3 , WF R 2 - 1 4t4/\< 7^'J F~. 

V ft f> (Dm R N A C7)!IM 

FR2-10, FR2-13, IkZSF R 2 - 1 4 CO c DN A 

£*gfgf FR2-10, F R 2 — 1 3, M~FR2 - 1 4jg£A-f:/ 

20 'J F-V^DmRNA Isolation kit (Roche appl 

1 e d s c i e n c eft) ^^^^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) 0£-|$te^MM3) -

25 2 TilU/imRN A CD 7 0 n g PrimeScript Reve 

rse Transcriptase (TAKARAft) iSMART RAC 

E c DNA Amp 1 i f icat ion Ki t (CLONTE CHft) 
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3) — 4 5' -RACE PCRt:i5FR2-10, FR2-13, MF 

R 2 - 1 4cDSiJ|pJg£iIJ$§:*a-irc DNA(Df|i|i£:lE^J(7)$:^ 

5 FR2 — 1 0 (Dmm<D7 ̂  V 9 y'ft 1 gG2 aTefeO, FR2-13, & 

^FR2- 1 40WI gGl TfoZCtfrZ (^WlJ 1) -7) , fillm 

c DNASP C RTiiipgf V— £ IT, UP 

M (Universal Primer A Mi x : S MAR T RACE c 

DNA Amp 1 ification Kit 5 ' — GAGTT 

10 ACTTTTGAGAGCAGTTCCAGGAG-3 ' (RG 1 R 1 : i^ij 

: mi 5) 

UPMtt SMART RACE cDNA Amp 1 ification Kit 

(CLONTECHt) RGlRlttf^^-XO 

yybmm (i gG2 a&tfi gGi) 

15 Z(Dy°yA ^»J3) — 3 tofiE bfccDNA (5' 

-RACE-Ready cDNA) -RACE PCRtI 

i!9FR2-10, FR2-13, JkZfF R 2 - 1 4 

c D N L Tco PCRH, Pol yme r as etlTKOD 

-Plus- (TO YOB Oft) SMART RACE c DNA Am 

20 plification Kit (CLONTE CHft) 

9 v >PCR7°n^ o 

5' -RACE PCRT^i|JSLfe^-n^n©ai|©pf^M^^#trc DN 
A£rM i n E 1 u t e P C R Purification Kit (QIA 

GENft) 
25 y-^X>X7 7^-7"<i:LT, 5' —GAGTTACTTTTGAGAG 

CAGTTCCAGGAG— 3 ' (RG 1 R 1 : 7 : 01 5) 
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Z(Dy-?X>XMtfil&M&btlZ, TBlZ^T^rtl-^tKDcDN 

Zffitir&mMLfco 

5 FR2-1Offl0y-^X>X7 7<7-

5'-GGTTCTCCCACTCAGTAATC 

(Dmmn 8: 016) 

FR2-1 3ffi<Dv-^X>X7°7^-

5'-CATATGATCAGTGTCCTCTC 

10 9 : i 1 7 ) 

F R 2 - 1 4ffl(7»— ̂ X>X7°^ V— 

5'-ATATGATCAGTGTCCTCTCC 

10 : 0 1 8 ) 

15 ( TAB I PRISM 3700 

DNA Analyzer ; App 1 i ed B i osys t emsj 

ft ^Ap plied Biosystems 3730x1 Analyze 

r ; App 1 i ed Biosystemsj) v—^X> 

XlxJSte, Gene Amp 9700 (Applied Biosystem 

20 s ft) 

Z^^tlfeFR 2 - 1 0, FR2.-13, RZSF R 2 - 1 4 <DMf&<D 

I^n-Ft§cDNA©MER fcZXttz, ^ 

13, 5, @H^J#^-I 2, 14, 

*3«fctfl6 (019, 2 1 JkXS2 3, 02 0, 2 2W24) \Z^r 

25 tl^tlTFhfCo 

^SIH^IiO^^nfcFR 2 - 1 0, FR 2 - 1 3, M^FR2 - 1 4 CD 

- 3 ' (1 0 H F : mm 

-3' (13HF:IB^ij3 

- 3 ' (14HF: 
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^-ffcLfco 

3) -5 5' -RACE PCRta§FR 2 - 1 0 c 

D N A (D^ipg t BB#I<£> 

5 FR 2 - (M1MM 1) -7) , 

C D N A & P C R § fc St) © 7° y -f V-1 LX, 

UPM (Universal Primer A Mix: SMART RACE 

c DNA Amp lification Kit St/5 ' — TTC ATG 

AGGCACACGACTGAGGCACCTCC-3 ' (RKR3 : SE^JS 

10 CDlE^iJ#^17 : HI 2 5) 37 9 F 

UPMti SMART RACE cDNA Amp 1 ification Kit 

(CLONTECHt) RKR3ttr-^-X07 

Z(D7°yA~?-(Dm.fr&tm:E, MMM 3 ) -3«LfccDNA (5' 
15 -RACE-Ready cDNA) Mi:bfc5' -RACE PCRU 

cfcOFR'2- 1 OcDgilcD^M^^^^cDNA^^tfilLfc. PCRil P 

o 1 yme r a s e il/TKOD-P 1 u s — (TOYOBOft) S 

MART RACE cDNA Amp 1 i f icat ion Ki t (CLON 

TECHft) V>~?~=L7MZ®\\ CR7°D^7ATiIlfeo 

20 5' -RACE PCRTiiitMbfc^-tl^rKDSilO^r^MM^^tfcDNA 
5:M i nE 1 u t e PCR Purification Kit (QIAG 

ENS) &m^xmubtz.mz, mmm<Dzy-9 
y—S7JL>77°7A~?-ELX, 9~9^~7<Dyy FMCD^TS^SE 

' —TCCAGTTGCTAACTGTTCCG—3 ' (s 

25 q RK : 18 : 0 2 6 ) 3~7 9 U^r 

Z.(Dis-ZJL>7Mm^*b£\Z, TIB^^T^n^tl©cDN 
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FR2-10ffl®y-^X/X77iV-

5 5' — CAGTGGTATCAACGCAGAG—3 ' (1 0 L F : IB &m<0 
1 9 : 111 2 7 ) 

X-9 X 9 X £ 43 V \zft -o fto 

&5££tlfcFR2- 1 0©igiI(7)"SJ^l^^n-HT^cDNA©^S@H^h 

io 43m$m(Dmm^2 o, %m\ 
S^2 1 (HI 2 8 ~BLXS 2 9) \Z^tl^n^Ltc.a 

^sa^jcfco^^nfeFR 2 -1 os. jmm\zm 
»J3) -

15 3)^6 5' -RACE P CRUiSFR 2 - 1 3, 0FR 2 - 1 4 ©g 

FR 2 - 1 3, &OTR 2 - 1 4(Dmmc07A V y"ft 

mmmi) -7) , g3ftt£^<&^M^©cDNA£PCRT.^iiit-5fc 

^b<T)y°vA'7—t. L/T, UPM (Universal Primer A Mi 
20 x : SMART RACE cDNA Amp 1 ification Kit 

M). Rtf5' -TACGTGCTGTCTTTGCTGTCCTGATCAG 

- 3 ' (RKR 6 : 2 2 : HI 3 0 ) (D^mm 

UPMttSMART RACE cDNA Amp 1 i 

f i c a t i o n Kit (CLONTECHli) U RK 

25 R 6 7 t 

Z(Dy°y-f7~(Dm^fJ^t, mfflft13) — 3 T'aSl bfecDNA (5' 
-RACE-Ready cDNA) Mtbfc5' -RACE PCRfl 
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£0FR2-13, &Z$F R 2 - 1 4 c DNA 

SrifiHibfco PCRU Polymer as eiLTKOD — Plus— (T 

O YO B Oft) SMART RACE cDNA Amp 1 i f i c a t 

ion Kit (CLONTECHft) ©VXn.7Jl/^t/^ 577f^>PC 

5 Ry'uyyATmMbTco 

5' -RACE PCRT«gLfc^n^l©igiI©l^M^£^£fcDN 

ASrMinElute PCR Purification Kit (QIA 

GENft) Zero Blunt TOPO PCR Clo 

ning Kit (I N V I T R O G E Nft) 9 • 

io - - > v b fc mm © Pimm C-DNA 0y-^i>x«« 
llbL 

y-9X>7,y°yA^-tLX, f-^-X07 7 

we>t£f+bfc5' -TTCATGAGGCACACGACTGAGGCAC 

CTCC-3' (RKR 3 : gB^©@B?iJ#-^ 17 : 0 2 5) ©^S@B^J£if 

15 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) £ffll/^fc0 

Hff ofc0 

$®£tlfcFR 2 - 1 3, M'FR2 - 1 4 ©M© FT& 
20 cDNA©^XgB^ 7MIB^(I£\ @E^©@B^J 

#^•2 3^2 5 (13 l&tf 3 3) , U%T*\Z, @B»-^ 2 4&tf 2 6 (0 

.3 2X^3 4) nfnfn^bfc, 
^SIB^Ji^^S^nfcFR 2 - 1 3&OTR 2 - 1 4 ©M© pT^it^© 

-1 «ifcN^7$ytpii-tbfcc 

25 

mnm4. t yimFGFR 2mt (c F R 2 -10, c FR 2 -13, 
c F R 2 - 1 4) (Dftm 
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4) — 1 CMA-LK©#tfg 

7°7X5FP c D N A 3 . 3-TOPO/L a c Z (I NV I TROGENt) 

^WgiiXb a I M'Pme I 5 . 4 k b 077^ 

>F<h> @B»©@B»^2 7 (03 5) h /c 

5 h FT§DNAlB^iJ^#trDNA10fH-^ I n —Fu s io 

n Advantage PCR^D-^/^7 h (CLONTECHli) 

pc DNA 3. 3/LKSfIbL 

p c D N A 3 . 3/LK^iitbT, TIB 7 "7-T V—fey FTP C R £ff 

3. 8 k b coy 7 9 ̂  y h U y-4 >f— y a > 

10 ^ i t J; D CMV7°Dt-^-©T^t:y 

K b{tmmm^99-pc 
MA-LK 

y°7^~?—~tyh 

15 5' —tataccgtcgacctctagctagagct tggc — 3' 

( 3 . 3 - F 1 : mmcDmm^ 28 1036) ' 
5' —gc tatggcagggcc tgccgccccgacgt tg — 3' 

(3. 3 -R i : 9 •. 03 7) 

20 4) - 2 gG1^7°SiI!£J|^^-pCMA-G 

pCMA—LKSrXb a I^Pme I «bTKiMy^tM^k 

h /cM^^S:®OI^V^cDNA®rfrt, @B^©@B^J#^3 0 (0 3 8) 
r^znziihmmyyj-MmRzst h i gGi^i«o7^;i§n-

25 FT §DNAlE^!J£llrtS>DNA[frH~;£: In — Fusion Advantag 

e PCRi?D-->^7F (CLONTECHt) C 

uvy°n^-9-cDjmzyyi-Mm, ^n-n>^+K K thlgGi 
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nmfe'BMM & b ~D-* * ? f m u b h it i g G i ^i- ?- P C 
MA-G 1 ̂ lilgbfco 

4)-3 bh^/^fbFR2-1 
5 mm#J3) TfenfcFR2-1 omm<DPsmm®&w$txcDNA§T/7° 

Iz-htbT, KOD-Plus - (TOYOBOtt) £Tf2©7°7-rV—fe 

•y - Ft§ c DNA$t^D 

^fbSt/b hfb^M^JIfHffi^^^-pCMA-LK^^JPS^B s i W 

IT^Ifr In — Fusion Advantage PCR^D-

10 ">^yF (CLONTECHft) bh + y 

^fbFR2-iorP 

CMA-LK/cFR2-10j b ^fbF R 2 - 1 0 MM. 
(D^mmmmmm(D7^ymm^, m&m(om&m^3i&zS3 2 (0 
3 9 St/4 0 ) 

15 

bW7ftFR2-10glffl^V-t7h . 

5' —ate tccggcgcgtacggcgacatccagatgac 

ccagtc tccatc t tec — 3' (c 1 0 — L F : 

3 3 : 04 1) 

20 5' —ggagggggcggccacagcccgt t t tat t tcca 

acttcgtccctg — 3' (c 1 0-LR : 3 4 : 0 

4 2) 

4) -4 bh^7ftFR2-lOliM^^-0il 

25 mMM3) Tt#^nfcFR2-1 0SII©W^IM^n-HT§cDNA^ 

v-yy°U-btLX, KOD-Plus - (TOYOBOli) tTB(Dy°7^ 

~?—ty hxmm<Dvl^Mm%3-Ff3 c DNA£<gtrDNA®rfr£*|i|BU 
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Mfc I g G 1 CMA-G 1 

iB 1 p I In — Fusion Advantage PC 

R^D--/^7h (CLONTECHt) £/8V*T}f At"5 d £Hi 9 » 

k b**7itFR2-1 o 

5 -£ r p CMA-G 1/ cFR2 — 1 Oj t&ZLfro th^7lkFR2-

^3 5^3 6 (i4 3W'4 4) „ 

fc: h + ;*5ftFR 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 : SB^Ui^GDSB^J#"^ 3 

15 8 : 04 6) 

4) -5 t: h + ̂ ^ibFR 2 - 1 

^»J3) FR 2- 1 3McD^f|i$£::-FT&cDNA£ 

h£UT, KOD-Plus - (TOYOBOft) chTfE©:/^ 

20 V—fey HfS c DNA£^t?DNAI^Jt£^IU 

i W I "Ctyfflrlsfz.Wi'BTlZ In — Fusion Advantage PCR^ 

D-Z>^7h (CLONTECHt) V'^TlfAt" § £ t Hi V > kh • 

25 rp CMA-LK/c FR 2 — 1 3 J t^LTco h ^ffcF R 2 - 1 3 

— ii$3-Ft5MEWiiio7^i&- 9 A 

tf4 0 (04 7&^4 8) \Z^tl^tl^Ltc„ 
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5' —ate tccggcgcgtacggcgacatccagatgac 

acagtctccagct tcc-3' (c 1 3-LF : 

4 1:049) 

5' —ggagggggcggccacagcccgt t tcagt tcca 

gc t tggtcccaac — 3' ( c 1 3 — L R : 42: 

150) 

4)-6 kh^^^fbFR2-1 

MMM3) T#£>n£FR 2 - 1 Kf 5 cDNA§ 
x>7>-hi:LT, KOD-Plus - (TO YO B Oft) £TfE©7°7-r 

v—fey btSil©pJM^£3- Kf 5 c DNA£-^.tfDNA®rtt-£*tfIU 
**7itjku\i hfbi gG i9^y°m.mm^9 9~vcuA-G 1 
^B 1 pi In — Fusion Advantage PC 

R/7D-">^yh (CLONTECHft) *f%Zt\Z&r), 

k b^yffcFR 2- 1,3Si^^^-^ibfc. 

-£ TpCMA-G 1/c FR 2 - 1 3j t^Ltzo kh + /^f^FR2-

1mmvmm 
^"4 3 ~BtX$ 4 4 (I5 1W52) IZ^tl^tl^To 

k h^^FR 2 - 1 3Sm^7°yA7—ty h 

5' —ccagatgggtgc tgagccaggt taagc tgc tg 

cagtctggggctgag — 3' (c 1 3 — H F : 4 

5:05 3) 

5 ' — e—t—•t—g-g-t— g-g-a-g-g-c-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 : ffi^|J^©lB^(J#^'4 6 : 
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054) 

4)-7 1 

H»J3) Tl#e>nfcFR 2 - 1 4@iIc7)Rj^I^£::- KT3 C DNA£ 
5 v-yy°U~htLX, KOD-Plus - (TOYOBOft) £Tm<V7°7< 

v—fey Ft" £ c DNA£^t?DNA®rJt£*£i|®U 

W I T^JI0rbfc@R)TH In — Fusion Advantage PCR^n 

(CLONTECHft) th + 

io /7^FR2-I rp 

CMA-LK/c FR 2 - 1 4j k b + ̂  7fbF R 2 - 1 4M 

nmmmmm^47R 
ZS4 8 (0 5 5 IkZS 5 6 ) t^n^n^T o 

15 k h + ̂ ffcFR 2 - 1 4mn%7°7^7—ty h 

5' —ate t c c g g c g c g t a c g g c g a 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 t g g tcccagc — 3' (c 1 4-LR : IB^J^COSE^J#^" 4 9 : 

05 7) 

4) -8 k h + ̂ yffcFR 2 - 1 4m$mtM^9?-(Dffim 
MMM3) Ti#e>nfcFR2-l 4S^<£PJ^J&£3-KT5CDNA£ 

25 T->7°l/-hiLT, KOD-Plus - (TOYOBOft) t~TU(D7°yA 

7—fey Kf § c DNA£-a-frDNAIffJt£ii'f'SU 

+ MtlgGl ̂ 7°SiIfgJjI^^-pCMA-G 1 £*# 
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IB 1 p I In — Fusion Advantage PC 

h (CLONTECHft) WffATS 311 \Z £ V , 

th^^7fbFR2-i4Ltc. %stitcw%^z? 

-& rp CMA-G 1/c FR 2 - 1 4j th^7ftFR'2-

i IB^©@B» 
^5 0M5 1 (05-8&tf 5 9) 

b h^^7ftFR2- 1 4SiIffi7°7^^—fey h 

5' -ccagatgggtgctgagccaggt taagctgctg 

cagtc tggggc tgag — 3' (c 1 3-HF : 4 -

5:05 3) 

5' -c t tggtggaggc tgagc tgacagtgaccagag 

tgcc t tggccccag — 3' (c 1 3-HR : IB^J^^SB^'J#-^ 4 6 : 

054) 

4) -'9 b h + ̂ ftfciFGFR 2tfifo<Dmm 
4) -9-1 b h^^^fbfciFGFR 2tfiftCD£m' 
Freestyle 293 FM (I NV I TROGENft) «7Za7 

)V\Z$£l*, lift, 

1 • 2X10 9f0©F reeStyle 293 FMJ& (I NV 

ITROGENtt) S3 L Fernbach Erlenmeyer F 1 

ask (CORN I N Gft) U F r e e S t y 1 e 2 9 3 expr 

ess ion medium (I NV I TROGENtt) TMLT1. 0 

X 1 0 6»/m nciMLfcMH, 3 7°C, 8% CO^/^a^-
1*11? 9 0 r pmT^B#FB^£ "5 JaiiL'fco Polyethyleneimin 

e (Polyscience #24765) 3. 6mg$Op t i - P r o 

S FMtpilii (Invi trogenfi) 20ml ^HP u r e L i 
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nk Hi Pure Plasmid + 7h (INVITROGENft) 

(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 OmlL §gSg^^-/Op t i - P r o SFMi^i2 0m 

1 %-hnz.m^frlzMWL, $?,l:5»gbfcii:F reeStyle 2 
9 3 F«H«Lfc0 3 7°C, 8% CO/>^-^-T7 Bfsl 9 0 
r pmtHi isposable Caps 

ule Filter (ADVANTEC #CCS — 045—E1H) T 

pCMA-Gl / c FR2-1 0ipCMA-LK/ cFR2-l 0 t<DU 

h^^fbFR 2 - 1 0 £ rcFR2-10j, pC 

MA-G 1/ cFR2 — 1 3 <hpCMA-LK/c FR 2 - 1 3 

h^P^^fbFR 2 -13 $ rc FR 2 - 1 3j, StKp CM 

A —G 1 / c FR 2 — 1 4ipCMA-LK/ cFR2 — 1 4 t<Dm.^\Z i 

oT®^tlfckh^7f(:FR2-14^ rc.FR2-14j, tfit&Lfro 

4) - 9-2 k h + ̂ ^fbKFGFR 2 ft ft© ft 

±SH4) - 9 — 1 _h?f rProte inA7 7>f-T'f 

-?U7hsf974- (4 — 6°CT) h (^ 

ST) <D2&ffixnTffiMLfc0 rProteinA77^T'f^OVh 

^77^-^gttt7$ hmmmvAy 7 7-W 
rnxmixguTrmMLfco mmz, ioo-i2oomi^ p 
B S 1/fcM abSelectSuRe (GE Healthcare 

Bioscience MM, Hi T r apj37A : ^111 m 1 X 2 j®ln) \Z 7 

y'y^Ltc. mmm^7A\Z±XA-Dfz(Dt>, PBS 1 5 — 30ml TtJ 7 
o mz2u 7)v^-ymm.mum (PH4. O) TMU & 
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(GE Heal the a 

re Bioscience thM, HiTrap Desalt i ngjJ7 

A:§i5mlX2l^) T5mM ^it h'J^A/5 OmM MES/ 

2 OmM N a C 1 / p H 6 . 5 (DAy 7 fca 

5 mM N a P i / 5 0 mM MES/ 2 OmM NaC 

l/pH6. 5 0A*7 7 7 5 7 ̂  A-f FP^/JI/7/^ 

<h^J7A (0Wt77H\ Bio-Scale CHT2-1 Hyd 

roxyapat i te Column: 2ml) lZ77°y-i I<>tCo 

v h. (GE Heal thcare Bioscience 

ItSSL HiTrap Desalt i ng^J7A : §i5m 1 x 2 W$i) TC 

BS (lOmM ^l>iitI/14 0mM h V Oh,, pH6. 0) 

MWZC e ntrifugal UF Filter 

Device VIVAS PIN20 (»fl3 0K, Sartoriu 

sft, 4°CT) HTML, I g GM§ 1. 0 mg/m 1 

V>7°)ltLfz, 

mmms. th^7^FGFR2^'(cFR2-10, CFR2-13, 
c F R 2 — 14) 0 i n vitro 

5) - 1 k h + ̂ ^fbJrLFGFR 2tri#: (c FR 2 - 1 0, cFR2-13, 

c F R 2 - 1 4) 

2 9 3 aM mmmi) -6 HfSfc) $10% FBSMDME Mia lft 
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<ttpcDNA-DEST40-FGF 

R 2 I I I c SiAL, 9 6 — w ell plate (Cornin gftM) 

(110 0/i lf^ftl, 10% FB SttDMEMWT3 7°C, 5% 
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Cell 

-ELI SACfffllL p c DNA-DE ST4 0-F 

GFR2 I I Ibt)b<ttpcDNA-DEST40—FGFR2 I I I cM 

AI®©fnf,tlSlMtcFR2-10, c F R 2 — 1 3 , cFR2-14tri 

5 ft^M2/xg/mi«b, 4'CTi^iti/fco 

5% FBS<aWPBSTl®$;^, 5% F B S^P B S T 5 0 0 

nti—Human IgG—Peroxidase antib 

ody produced in goat (SI GMAftSS) 4°C 

V3:JW<Dffll&& 5'% FBSttPBSt5MLfc 

10 f, OPDMI (OPDiii (0. 0 5M ?X>M3i~hVOh, 0. 

1M U >§?7K^ 2thlJ^A • 1 2 7k p H 4 5) Ho-7x"l/>y7 

, H2o2mf'no. 4mg/mi, o. 6% 
(v/v) &10 0/il/^xJVtttlL m^mWb 

•&&£>%&&&&1M HC 1^1 0 0M l/^xMiJDlTMS 
15 7V-hU-^- (ARVO : P e r k i nE 1 me r ft) 

•C4 9Onm0K^ISbfc. HI 5 K) , cFR2-10W 

FGFR 2 I I I c FR2 - 1 3£J;t/c FR2 - 1 4 

WFGFR2 I I I b£FGFR 2. I I I c 

20 5) - 2 t yittfiF G F R 2 (c FR2 - 1 0, cFR2-l 3> 

c F R 2 - 1 4) 

E 1 k lJk>7x7-fl 

$m&.Jl) -3-lT#tlgLfcpcDNA-DE 

ST40 —FGFR2 I I I b£fc«p cDNA-DEST40 — FGFR2 

25 III cZMMMl) - 6- 2T^t^lI«ki9 2 9 3 3 7T\ 

5% co2t-ii-mi-fco WB, tm±m&2% FBS^D 
MEMT#ULfecPR 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^>FTS-5thFGF7 (R&D systemslil) tfdithFG 

F9, Peprotechttl) SUMl 0 n g/m 1 

6B#fHKD-r/©it, Duai-iuc i 

5 f e r a s e i/Ts'rU (P r ome g a|±M) 

^My7i7"fe?Jg& (#MW/^^-;i/) &£Z£Ren i 1 1 aJk>7i 

OEMikVfctiXDi/y-fJl') o 

ftt§fcsi)t:, 7fr^;i//Ren i 11 aj££l+^bfc0 @6AHitID, c 

F R 2 — 1 0 , c F R 2 — 1 3 , cFR2-1411 FGFR2I Hbfgl 

10 FGF 7 

06Bi:^tID, c F R 2 — 1 3 , cFR2-14(i FGFR2I 

I I FGF 

ffllffjiJLfc, .^±©££11, cn£0ffiftteFGFR2<Z)U;ff>FH£37g'f£ffc£ 
ISWt" 3 t~ %>z.£i)^t»frhts.-z>tzo 

15 

5) - 3 b h + ̂ yfb^FGFR 2 Jri# (c FR 2 - 1 0, c FR 2 - 1 3, 

CFR2-14) OADCCffitt 

5) - 3-1 IW«®fI 

pLent 16/V5-GW/lacZ, ^ViraPower™ Pa 

20 ckaging Mix (Invi torogenfl:) $$s#7°D h3— )V\Z 

fcT2 9 3 F T|[9I§ (Invitroge n&) [:h7>X7x7ya>t 

$-$7? vyy—& 

XSMlfco Jl/XSrV i r a P owe r L e 

ntiviral Expression Systems (In vitro 

25 g e nft) ©7°n h3-;WlfoT2 9 3 TMKUi^£i±, 10 Mg/ml 

©7>7T, h+M (Invi t rogenft) 

ScitliO. 0 -137*7 byy—Z.(D & —y & 
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293 Tmmznwmmt LTAD C 
Ltc c 

5) - 3-2 iWttoil 
5 15) - 3 - 1 TmnistzP -fly9 h/y—fc?^tf89!2 9 3 TM3 

(RT2 9 3 T- 1 a c Z igfH) £, 10% F B S^WDMEMlgife^ 1 x 

1 0 7MM/m 1 2 2 5 cm2 7 7X3}:lilL 3 7°CT—fl&ig 

pcDNA —DEST40—FGFR2 I I Ib£Lipofecta 

mine 2.0 0 0 (Invi trogenftl) 10% F 

10 BSttDMEMgM3 7°C> 5 % C02©^m 2 T 

rypLExpress (Invitroge ntfcM) • UNRl/ 

tzo 5% FBS^7iy-)^7F^tRPMI 1 6 4 0 (£UF TAD 

CCffligij tmt) £T2|U£fe#U 

IfcklTff-illU ADCCffligiTCl X 1 0 5 iSS/m 1 

15 feCWItbTffl^o 

5) -3-3 I7x7^-«©ii 

Uncharacterized Cryopreserved PBMC 

(Cel lular Technology Ltd. ftlKD $-10% F B 

20 S &i£tfy x J —J Wy HT"a" RPMI 1 640 in it! (Invitrogen 

TftiiJLfco 3&L^Jgift£l&£U ADCCffligJfefcJSjagU 41®»2. 
3 X 1 0 6 m®/m\\Zf£%£5mML, X7x^-»£bfcc 

25 5) - 3 - 4 ADCCTy-fe-T 

- 5) —3 — 2C293T-1 ac Z|»£5 0 u 1 /7xJl/T9 6 7^U)&V^ 

^•7°!/- f^:H.IgTl-10 0ng/mltI^S<t5A 
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DCCffl^it^lfccFR2-'l 0, cFR2-13, cFR2-14, 

(h I gG) £5 0 ti 1 4°C 

Tifl#HS1imb&o ^^\z, 5) - 3 - 30X7i^-»7 5 m 1 

MT1 2 0 0 r pmX 5 3 7°C, 5 % CO20^#TT-lft 

3SH, ±tS5 0 PL 1 h (C o r n i n g&gj) \ZMU 

b, /3 — G 1 o 7 yfe^T :>7>:rA (P r om e g attSSD 5 0 /x 1 

L, h U-y- (ENV I S I ON : P e r k i n E 1 me r 

*±M) Ti'J^bfco ADCC®ttt:J;§ii»tt^TlttlLfc0 

mmmmm (%) = (A-B) /(C-B) XIOO 

A : +f>7°;i/r>x;i/©^7r>> h 

B : (jnft • X7x.s7?-mmmMiyx.)l) ffi (n 
= 3)„ fofcmmtx? 
5 o a l, 7 5 ii i ^n^tt^>7°;i/^x;i/iiwi#©#fis^ 
ffofco 

(n = 3) „ fofcmnnm t x 7 x ̂  ̂ iztn^n A D C C ̂  tg 
iM50y K 7 5 IL 1 $]®P#K:te, «S-a"t?7x;VH 1 7 

5 M 1 ©jS-G 1 oTy-tr-f ^©5^1 

0 0 11 1 h IZM^Tm^mMLTzo 

0 7 H/KTJID, c FR 2 - 1.0, cFR2-l 3&£Z£c FR2-14H 

FGFR 2 I I I bmUmmztiL AD C cm^^LTzo 

mmm6. t h^/yftinFGFR 2 jri# (cFR2-10,cFR2-13, 
c FR2-1 4) 0 i n vivo 
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5X10 6 c e 1 1 s ©k MfiSNU- 1 6 (ATCCiOIA) £ 5 

0%7Hjyjl/ (H^BDiD,$f A) Tlil, (CAnN. C 

g-F o x n 1 nu/C rlCrl j, • 'JA-iD!8A) <DWi 

il07, 11, 14, 

5 1 8 Hlltlt h^7ftSFGFR 2taft (c FR 2 - 1 0, c FR 2 - 1 3, 

CFR2-14) &1. 5, 15 mg/k gtSl7^X0liftt:^bfc 

(n = 8)o 

10 MMfcW. (mm3) =1/2 Xig (mm) X@fg (mm) xjlfl (m 

m) 

c FR 2 - 1 8 -Al^bfe. • 1 

1. 5mg/kgg4St5 5%, 15mg 

15 /k g&WTr3 5%T^-3fc, 

c FR 2 - 1 3»ffi08-BHSbL 1 

1. 5mg/kgg#iT5 7%, 15mg 

/kgg4it46%T£-3fco 

c FR 2 - 1 4»jgH0 8- CII^bfco S^S0T&£M2 1 

20 1. 5mg/kgMST3 4%, 15mg 

/kgg4ST5 3raofc.' 

^»J7. tk^7^FGFR2M ( c F R 2 — 1 4) 0khftA-y 

3> (hFR 2- 1 4) (Dmt 
25 7 ) — 1 FR2-14 D > ̂  

c F R 2 - 1 4 (D T'J LT 

—(Methods in Enzymology, 203, 1 
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21 — 153, (1991)) Protein Data B 

ank (Nuc. Acid Res. 28, 235 — 242 (2000)) 

£\ ±«$llfcFR 2 - 1 4C0PJ^® 

5 tJttfcbfco igJItLt, 1 Z AN^\ C F R 2 - 1 4 

1CT8^\ cF 

R 2 -1 4t Lxmn 

Sttfco cFR2-14©giMi 

1 ZANS^l CT 8©J®g£f&^:fo1iT, 

10 ;l/j cFR2-140CDRH Thornt 

on et al. (J. Mo 1 . Biol., 263, 800-815, (199 

6)) T, CDRL 1 > CDRL 2, CDRL 3, CD RH 1 JkZ$ 

CDRH2H ftlfn^7X^-l 1A, 7 A, 1 0 A, 1 0 A, 10 AH 

f'JD £>tlf£0 CDRH3I1 H 3)]/—)]/ (FE B S letter 3 9 9, 

15 1 - 8 (1 9 9 6)) k (6) "A^X\ 

(D C D R \Z -D WX (D iX m ftJ fc 3 > ̂  ;* - V a > ft 7 U - A V - 7 9)1 \Z 11^ 

mmz, FR2-14 
9)izmz>tc®\z, -DTC. 

20 ±fB¥JH£, TUIS0Me^iz:#:«^fij7on^^AP r Ime&Ztmm&my 
• ̂7AMacr oMode 1 (Schrodinger, LLC) bT 

fTOfco 

7) -2 t MfcFR 2 - 1 4H*fT3 75/^@B^J0l£ff 

25 t hftFR 2 - 1 4$ifc(Dmgi%, CDR^77T^ (Proc. Nat 

1. Acad. Sci. USA 8 6, 1 0 0 2 9 - 1 0 0 3 3 ( 1 9 8 9)) t 

-Dtco TP-tyy—ffifcfc, 7V~hV~ 
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c FR 2 - 1 a 

b a t "T—PK—TS (Nuc.Acid Res. 29, 205-206 (200 

1)) ®^T©kh7^7-^tML, ££J£<hLT\ FV/IL-2' C 

5 Emtftyv~hr7-9m.mz-D^x(D7 2%(Dmnmmzumhx, 79 

FV/IL-2' CLi:^^T©7^-A7-^ 

I«07 5yM&, c FR 2 - 1 4tIO^T©75yMiI^J$t) 

FR 2 - 1 ^LT7^i?7° 

10 ^7—-Llztfy 7T^ Queen et a 1 . (P 

roc. Natl. Acad. Sci. USA 86, 10029-10033 (1 

9 8 9)) 

*z>fr(D Yj—BM&7?'ky° 9—tfifo\z&A~t:& zttzd:^ 

x, kh^FR2-iAm^xr^mmizum^ti^^oizmmLtio 

15 c FR 2 - 1 4©§CDR4I© 1 75M 3 P<£>7^ 

/iiSilillfcC DR$tk MtFR 2 - 1 

#"JHIS® $ n§ i 5 H#tlg Lfco 

7) -3 FR 2 - 1 4iiOt Mfc 

20 7) - 3 - 1 h FR 2 - 1 4_L 1 7li : 

@a^j^®@B^j#-^4 8iz^znzc FR 2 -1 4m%(D7^ jm^n2 9 

(77-», 3 5 (n^y», 3 7 (^jl/^ 5 >^K 3 8 UW-», 

4 2 Uf)l? $.>&)* 62 (7AAy^f», 9 0 (^1/^5>K 9 2 (-fe U 

>K 9 4 CJv», 9 6 (7AA^»> 100 (ir 'J », 103 (A'J 

25 », 105 (-fe>J», 107 (7X^77-», 12 1 (7^.-», 1 

25 d=Kv>h 127 (n-r->>K 130 (77-» ^n^ntux. 

AUX 7X/^7^>1, 7JI/=fnX Xl^-X 'JyX 7AAy^>m, 
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XI-feUX 7°DUX 7I^77Z>, Xl^-X 

^n/>, ^>^x A*UX -fvn-r->>> 

hfbFR 2 - 1 4&m& Th FR 2 - 1 4_L 1 7°ig 

t!j ttitZLTzc 

hFR 2- 1 4 L 1 7°»l£n-FT£^ @B?>JS 

72T250, y 3 - H15 0 tt 

7^1/^F#-^6 175S7 0 5TW, hFR 2 - 1 4_L 1 7° 

7 3T&9, /^Jl/1B^J^P£$ 

nrcMi^©75yi#^2175M2'3 5^&30 s^t:, @B^IJ#^ 

1 2msi 3(D@B^iJtt, ftlfni8 0&^8 1 HfefSm^tlTV^c 

7) -4 FR2-14li0kHC 

7) -4-1 h F R 2 — 1 4 H 1 9 A 7°fili : 

@B?im©IE?iJ#^ 5 ll!S$n§c FR2 - 1 4SiI©7$/m##2 2 

O/X, 2 4 (P^y», 3 0 (• -f / X, 3 1 39 (1=K 

4 3 (Xl/^xX, 5 6 (• >fy», 5 7 CJy»« 5 9 (A'JX, 

62 (7°P'JX, 6 3 (ir 'J X* 6 4 Ul^^X, 6 7 (-TV P^vX, 

8 6 (ijy/), 8 7 (7^-X> 9 4 (7I-J1/77-», 9 5 CtUX, 

101 (7XA7^>SI), 106 UVt'y), 110 (77^», 114 

(7x-;i/T7~» X A>JX AUX u^x /tu 

X 77^X A'JX 77-y, ^!JyX D-C 

~>X *^:*-X 7;t/^XX A'JX irU X Xl/t-X 

r^-x x Fft 

F R 2 - 1 4 £it£ rh F R 2 - 1 4_H 1 7°SiIJ Ltz.„ 

hFR2-1 4_Hiss^m 

£>SB#l#*f 7 4 tS) f, V $ tlfc j&Mit £ P - F1"§ © « 

Ff^5 8M140 1TfeSo h F R 2 — 1 4 H \9 -i 
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yMMmt, 7 5 0, 

£nfcJ&MiItt^<Z)7 5/M^2 0M4 6 7^f,/j:§o IH^'J# 

^7 4^7 5©SH^J«, -en-rnms 2&tf8 

5 7) -4-2 hFR 2 - 1 4_H2^^7°Sli : 

1 c FR 2 - 1 4li07 5/SI#^2 2 

CJy/), 2 4 (nK~>», 3 0 (P^y»( 3 1 (A'JX, 3 9 (D< 

/X, 4 3 5 6 (n^yy), 5 7 CJyX, 5 9 (A'JX, 

6 2 (y°n IJ X, 6 3 Ofe'JX, 6 4 6 7 (-fVO^yy), 

10 8 6 CJy», 8 7 (7^-X, 9 1 (AUX, 94 (7x^77-», 

9 5 (-fe'JX, 10 1 (7XAy^>M), 106 UW-», 1 1 0 (7 

^~X, 1 1 4 (7I^77^» A'JX AUX 

'JyX A'JX 77^x AUX 7;i/^xx 7^-X ^;l/^5X y 

'JyX CK/X 7 3^X1 X 7;i^-X AUX 7 7 XX -feUX X 

15 I^xX 7jl/4£XX Xl/t^X fDy>i!fi^M§^ 

MtFR 2 - 1 4S£i£ Th FR 2 - 1 4_H2^<7° 

SIIJ ct^bfco 

hFR 2 - 1 4_H2iM7°Si!£::-FT3Xy 

76TSD, Ff £><£>« 

20 Ht^5 8J^S14 0 l t^^c h F R 2 - 1 4_H 2 ^ 

-/mm<D7^Jmmm, 77T®D, yy-t)imw®B 
07^ ;i.11^2 075S4 6 7^£&5o sa^ij# 

^7 6&tf 7 7 0@B^|J«, -etl^n®8 4&tf 8 5Hfe|Bt^$nTV^o 

25 7) - 4 - 3 hFR 2 - 1 4_H3^-r7°SiI : 

1 c FR 2 - 1 4Ii07$;i#^2 2 

CJy», 2 4 (n-r/X, 3 0 (n^y», 3 1 (/\'>J», 3 9 (n-T 
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XX), 4 3 (XX*-X), 5 6 (mXXX), 5 7 (UXX), 5 9 (AUX), 

6 7 WVD/y», 8 6 0JXX), 8 7 (77-», 9 4 (7x^77 

XX), 9 5 (-fe'J X), 10 1 (7XA?^X&), 106 (XX^tXX), 1 

io (77-», 114 (7i^ji/77-» X, A'JX, 

5 A'JX 'Jy>. /t'JX, 77^X /t'JX, 7/l/^xX, 77-X 

. xx, 7/i/^xx, /tux, 'tux, x^t-y, ̂ ji/^$xi, 7/1/^xx, 
hftFR2 - l 4 

a$S£ ThFR2 - 1 4_H3^<7°SiIJ 

hFR 2- 1 4_H3^-f yfiilSn-Hf 13^ 

io ©IB?']#^7 8TM, 

7^U^F#^5 8M14 0 lT^§o h,FR2-i 4_H-3M 

7°aii(7)75yM@B^j«, iB^mwga^!i#^7 9ts^ XX^SB^W 
$7 ^ y 2 0 4 6 7 ^ ̂ &§0 $ <=> n, @B» 
^•7 8&tf7 9CD@B^|J«, -^Wnni8 6&tf8 7 ^&i2Sc£tlW£o 

15 

7) -4-4 h FR 2 - 1 4_H4^X 7°SH : 

nmmmm&n51 n^sns c FR 2 -1 4^11075 2 2 

(Uy», 2 4 (nXXX), 3 0 (D/y», 3 1 (A'U», 3 9 (DX 

XX), 4 3 (XX:tXX), 5 6 (DXXX), 5 7 (UXX), 5 9 (AUX), 

20 6 4 (XXrt-X), 6 7 (XVdXXX), 8 6 (UXX), 8 7 (77-X), 

9 4 (7X^77-X), 9 5 (tUX), 10 1 (7XAy^XM), 106 

U^-X), 110 (77^x), '114 (7X-JV77"X), 1 2 5 (X 

X^--X) AUX, /t'JX, UXX, /tux, 77^ 

X, /t'JX, 7M-X, 77^x, -rvnxxx, ^f^X, 7M-X, 

25 AUX, t'JX, xx^-nx, W5XI, 7M^X, xx^-nx, 

xx, ryxyizmtm^^zt^m^Bf^nrcb bitFR 2 -1 4mm% 

Th F R 2 - 1 4 H 4 9 A bfc. 
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hFR 2 - 1 @2^ 

8 o Tab V s 

7 9 Vir9 FUr^j 5 8 Jb^Si 14 0 1 h F R 2 - 1 4_H 4 ^ 
Ba^©sa^!i#^8 lTfeo, ~>^;na3wgji$ 

5 ^nrz.mmm\t^(D7^/m^n2 onm4e zziz, mm 
^•8 0^8 1 ©gE^te, ^tl^nms 8RZS8 9 

7) -4-5 h FR 2 - 1 4_H 5 ^ 7°lt£I : 

51 n^$n§ c F R 2 - 1 4^11^7^ ymmn2 2 

10 (UvX, 2 4 (cK~»), 3 0 (D^fy», 3 1 (A'J», 3 9 (t=K 

->>K 4 3 U^», 5 6 (n^x», 5 7 OJx>X 5 9 (A'J>X 

6 7 HVP8 6 OJvX, 8 7 (77-», 9 4 (7x^77 

X>K 9 5 (ir U», 101 (TX/\°7^>^), 106 1 

10 (T7X», 114 (7X^77-», 118 (7XA^>^) £ 

15 AU>, AUX 'jyx A>J>, 77^X AUX 

7/I/^XX 77^xyft-x 7J|/^XX AUX izUX 

x 7)V^~y, ^mvx 
hftFR2 -14mm& rhFR 2 -1 4_H 

5^7°SilJ t1fr%Lfze 

20 hFR 2 - 1 4_H 5^7°St!£n-F1~£7y UtfFtiBmX* SB^m 

8 2 Tab 0 > FT 
F#^5 8M14 0 ltfe^o h.F R 2 — 1 4 H 5 

7°Sii©7^ymiE^Jtt, @E^]^©IB^J#^8 3Tfeo, X^^BB^J 

^tltz.mmmt^(D7^ 0 7^M4 6 7^£&5„ IB^'J# 
25 ^8 2&tf 8 3©@B^Jtt, ^-tl^n0 9 O&tf 9 1 £ t>1ESS £ nT V* £ „ 

7) -4-6 hFR 2- 1 4_H6^^7°SiI : 
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5 l F R 2 — 1 4 Mm<D7 5 J 2 2 

CJy», 2 4 (n-CXX), 3 0 (n-YXX), 3 1 (AU», 3 9 (D-T 

XX), 4 3 5 6 5 7 (UXX), 59 (A'JX), 

6 7 KVP-fy»/86 CJy», 87 (7^XX), 94 (7x-Jk77 

5 XX), 9 5 (t'J», 10 1 106 UW-/), 1 

10 (7^xX), 114 (7X-J1/77-», 119 (^'Jy» 

/t'JX A'JX, UXX AUX, 77-X AUX 7/1/^ 

XX, 77-X, 7W"X, AUX, tux, XX^tXX, V 

jl/^XM, 7)MrXX, XX^-XX, fnyx, 77-X!lItI^5ui 

10 £f¥^t£f+£nfct MfcFR 2 - 1 4Sg|£ Th F R 2 - 1 4_H6 ̂ 7°fi 

IIJ 
hFR 2- 1 4_H6^7°mtl£3-Ft- &X ^ X^ KSBm, IB^ 

0lB^J#-^8 4TSD, xy^-;l/@B^J/O^I^$tlfe^^SiIS:n— Ft§©tt 

FS^5 8M14 0 ltfeSo h F R 2 - 1 4_H 6 9 A 

is 7°sm<D75 /miB^'jtt, IB^J^0@B^J#^ 8 5 T$> v, yyi-jummmm 

£tifcj$mMmizj£<D7$/is^2 OM4 6 @B^IJ# 

^8 4S^8 5 0IB^JH, ^110 9 2&tf 9 3 £&iHfc£ftT^5o 

7) -4-7 h FR 2 - 1 4_H 7 7°Sff : 

20. IB^OSB^J#-^ 5 1 c F R 2 - 1 4SII07 5 7i#^2 2 

(UXX), 2 4 (UK XX), 3 0 (n-TXX), 3 1 (AUX), 3 9 (P-T 

XX), 4 3 (XX^XX), 5 6 (n-f XX), 5 7 (UXX), 5 9 (AUX), 

6 7 WVD^XX), 8 6 (U^X), 8 7 (7^XX), 9 4 (7x^77 

XX), 9 5 (t'JX), 10 1 (7XAy^X^), 106 (XX^XX), 1 

25 1 0 (77-X), 1 1 4 (7xx;P7^XX), 119 (^UXX) 

AUX, AUX, UXX, AUX, 77xx, A'JX, 7J1/^ 

XX, 7^XX, 77-^XX, 7M-X,. AUX, t'JX, XX^XX, 9 
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7Jl/drXX XX^XX, fny>, #)],? * 

£££fl^i8:ff-£ftfct: MtFR 2 - 1 4Sft£ Th F R 2 — 1 4_H73?X 

XSStJ tfo&LIZo 

hFR 2- 1 4_H7^-f 7°Sil£n-F1~3XX IB^Ji! 

5 <£>B3#l#-^8.6T&tK HtSOS 

HS^58M1401TS>§o hFR2-l 4_H7^-f 

ysii©75/8 7TSD, XXXJHEW« 

^titcmmmt^(D7^jm^2 07^4 6 7 $e>^v .ga#i# 
^8 6RU8 7 mmu, 4&tf 9 5 ^fcfa«$tlTVv§0 

10 

7) -4-8 h F R 2 — 1 4 H 8 XJitl : 

@B»®SB^J#-£t5 1 £^;*n5 c FR 2 - 1 4®i|(7)75 JM^2 2 

(UXX), 2 4 (D/y», 3 0 (D^y/), 3 1 (A'iJ», 3 9 (•/ 

XX), 4 3 (XX^XX), 5 6 (DXXX), 5 7 CJy», 5 9 (AUX), 

15 6 7 (XVPXXX), 8 6 CJy», 8 7 (77~X), 9 4 (7x^77 

, XX), 9 5 (-feUX)XlOl (7XA°7^>i), 106 UU^», 1 

1 0 (77-», 1 1 4 (7X"^77-», 1 1 9 (X*UXX) Z'-Ztl? 

n^^X- A'JX A'JX 'JyX AUX, 7^x>, AUX, 7Jl/^ 

-x> 7 7-X 7/1/^>, /tux, -tux, Xl/t^X ^ 

20 M$>E 7/l/^xX, XX^fXX, fDyX 7i"JI/77->f:iM 

MfcFR 2 - 1 4 SilS Th FR 2 - 1 4_H8 

^XXSilJ t^&Xstcc 

hFR 2 - 1 4_H8^X7°SM£3-FT£X^X:t^FSB^m, IB^m 

©@B?iJ#^8 8TSD, X^/l/gB^J^^^nfe^SIIS^-H-r^^tt 

25 XX X^ F#^5 8 75$ 1 4 0 1 £fc, h F R 2 - 1 4_H 8 X-f 

7°SII©7s y^SB^'jtt, mmcommn 8 9T'$>x XX^/I/IB^J^^JI^ 
$nfcJ^SfItt^(7)7 5/M#^2 075S4 6 7^S&50 £££, IB^'J# 
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-wen®9 6^9 

7) -4-9 hFR 2 - 1 4_H9^-r 7°SII : 

1 fc^$n§ c F R 2 - 1 4gf£<D7^ X «-£? 2 2 

5 (U^», 2 4 CP-fvX, 3 0 (P-f/», 3 1 (AIJ», 39 (P-f 

->>), 4 3 (Xl^xX, 5 6 (P^y», 5 7 CJyX), 5 9 (AUX, 

6 7 WVD8 6 CJyX), 8 7 (77-», 9 4 (7xXjl/77 

xX> 9 5 (tU»> 101 (7XA7^/i), 106 1 

10 (77-», 114 (7X-^77-», 119 (^'Jy» 

10 n^/Jl/^X A'JX A''J>, 'JyX AUX 7? —X AUX. 7;i/=£ 

7y->, X5^XX 7;Mr^X AUX t U X X/t-X ^ 

7;M=~x X^X ^P/X kx^y>i:gm§^ 
<h£#^I£f+$nfct: MfcFR 2 - 1 4fiii£ rh F R 2 — 1 4_H9^7° 
milj ttifrZLfco 

15 hFR 2- 1 4_H9^7°Sit£n-F1-£7^1/^FlB?m, mm 
©iB^#-^9oKtscii 

5 8 7I/M1 4 0 lTS^o hFR 2-1 4_H9^-f 

ynmor5 xSB^OBB^J#-^91 V , 
$n/:Mlittf©75 ;i#^2 0 75M4 6 7^£&3o SB^iJ# 

20 ^9 os^9 i©@B^jtt, -en-en®9 8&tf 9 9 izbmm^nx^^>a 

7) -4-10 hFR 2-1 4_H1 o^-rysil : 
5 1 ll^^ns c FR 2 - 1 4SII0T5 x^#^"2 2 

PJ^X, 2 4 (P^y», 3 0 (P-f/X, 3 1 (/t'JX, 3 9 (P-f 

25 y», 4 3 (Xly:txX, 5 6 (P<y», 5 7 (Uy», 5 9 (AUX, 

6 7 KVP-f'»), 8 6 CJyX, 8 7 (7^», 9 4 (7x^77 

nX, 9 5 (iz'JX, 101 (7XA7^yf), 106 (XI1 
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10 (77-», 114 (7x-JI119 

AUX AU>, 'Jy>, AU>, 7^xx AUX 7;MT 

-x 7 7-X ^ft-X'7K-X A'JX iz'JX Xl/rtxX ^ 

7;i/^xx ^PVX ^vn-fy>nitM5 

5 £ MbFR 2 - 1 4Sfl£ r h F R 2 — 1 4 H 1 0^ 

^7°SHj t^LTz. 

hFR 2 - 1 4_H 1 0^7°S§I£3-FT£5^1/^F@B?m> IB^J 

^©1B^J#^9 2~C$>V, FT§© 

8 75M1 4'0 lTfe^o hFR2-14_H10 

10 ^-f70SiI®7^ymSB^Jtt, iB£iJg©gB?iJ#^9 3T&D, v^;i/@B^ 

075M4 6 @E 

2RZ/9 3cDgB^iJ«, ^rMnmi 0 OMl 0 1 fcfclEfcSnw 

§o 

\„ 

15 7) -4-11 h F R 2 — 1 4 H 1 1^/ 7°SH : 

51 ns$ns c FR 2 - 1 4fii©7^yi#^2 2 

CJy», 2 4 (P3 0 (P^>>X 3 1 (A'U», 39 (P-C 

y», 4 3 U^-», 5 6 (P^y», 5 7 CJyX), 5 9 (AU>X 

6 7 (-fVP^y», 8 6 ('Jy», 8 7 9 4 (7x^77 

20 ->K 9 5 (izU», 1 0 1 (7XA7^>1), 106 Ul/rt-XX 1 

10 (yy-», 114 (7xn^77-», 119 (^U/» 

A'UX A'UX 'Jy>, AUX 77^X A'UX 7;I^ 
/ 

~X 7?~X , 7;Mr-X AUX -feUX XW-X ^ 

7jl/^XX XI/^XX fpyy, 

25 MfcFR 2 - 1 4£II£ Th FR 2 - 1 4_H 1 1 ̂  7°S 

HJ tfa&Lrco 

h F R 2 — 1 4 H 1 1^7°fiiI£P-FT3 7^:t^F@a^m, gB^J 
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J#-^9 4t*£t), FT3© 
8 75M1 4 0 lTSSo h F R 2 — 1 4 H 1 1 

?A7°mm(D7^m$m(Dmmn9 stso, V^;HB^ 
075S4 6 @B 

5 ^iJH-^9 4 SIX9 5CO@B^iJtt, ^-tl^nsi 0 2&I/1 0 3K:fcfBfc£nW 
So 

7) -4-12 h FR 2 - 1 4_H 1 2 X°£H : 

IB^m©iB^JH^-5 1 l:^$tl5c F R 2 — 1 4 £11(7)7^ 7i#^ 2 2 

10 CJy», 2 4 (• ̂ y», 3 0 (D^y», 3 1 (AU>K 3 9 (D-T 

~>>K 4 3 (X1/^X>X 5 6 (n^y», 5 7 (ijy», 5 9 (A'J», 

6 7 (-fVD^v», 8 6 (ijy», 8 7 (77-», 9 4 C7xxj^7x 

X>), 9 5 (-fe'J», 10 1 (7XA°7^>i), 106 (Xl/:txX, 1 

10 (77-», 114 (7X-J1/77^», 119 

15 n^^5X A'IJ>, AUX 'Jyx AUX 7^XX A'JX 7;l/^ 

XX 7xXX X^XX 7il/^XX AUX tUX Xl/^XX ^ 

7)Mrxx xu^-xx ^n/x 

MfcFR 2 - 1 4£il£ ThFR 2 - 1 4_H 1 2>-f7° 

£11J t^VTco 

20 hFR 2 - 1 4_H 1 2?A7°mm£3- FTSX^ SB^'J 
^®IB^J#-^9 6v$)V, yyj-ji/mm&wffiztiTtf&mMm&z-Fi-zv 
ttX^l/^F#^5 8 75S1 4 0 ltfc§o h F R 2 — 1 4 H 1 2 

X°£il®75 /m@B^iJtt, SB^IJ^^BB^J#^ 9 7TS) D, v^;i/@B^ 

5 075M4 6 ?frt>uz>a SB 

25 ^#-^9 6^9 7®@B^J«, -en-en® I o 4msi o 5snw 
So 
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7) -4-13 h F R 2 — 1 4_H 1 3 9 A : 

5 1 c F R 2 - 1 4SiI®75 7^#^-2 2 

CJyy), 2 4 (D/y», 3 0 (•<->», 3 1 (A>J», 3 9 (D-f 

v>X 4 3 (XI^X>h 5 6 (n-T->», 5 7 ('Jy», 5 9 (AU», 

5 6 7 (-f 8 6 (Uv>X 8 7 (77-», 9 4 (7x^77 

x», 9 5 101 (7Z/\°^>MK 106 U^», 1 

10 (7^X>K 114 (7i-JI119 (^'»» 

n^;u^x A>JX A'UX 'Jy>, 77-X A>JX 7;i/^ 

XX 7^xX A^rtxX 7;i/^xx A'|J>, -tzux x^^>, ^ 

10 7JI/^xx xi^xx ?=-n/X 

hfbFR 2 - 1 4Sii£ r h F R 2 — 1 4_H 1 
7°SIIj 

hFR 2- 1 4 H 1 3^-r7°SH^3-Hf @B^'J 

^<£>BB?!l#-^9 8T^D, Ft" 

15 tt? ^ 1/t^1 5 8 BM 1 4 0 1 T'feS. h F R 2 — 1 4 H 1 3 

^7°miI©75/MSB?m, BB^0BB^IJ#^9 9T&D, v^±;i/@B^ 

ymmn2 on^4 6 7 zziz, BB 

^J#-^9 81^9 9 0>BB?!ltt, f nf n@ 1 0 6&tfl 0 7HfciBft£nTV> 

<5o 

20 

7) -4-1.4 h F R 2 — 1 4_H 1 4^-f 7°JI§1 : 

mmrnvmrnmn 51 c FR 2 - 1 4S^e>7^ ym^2 2 

CJy>K 2 4 (Df//), 3 0 (n-fy», 3 1 (A\'J >X 3 9 (nK 

-»), 4 3 5 6 (n-r^>>), 5 7 CJyy), 5 9 (/t'JX, 

25 6 7 (-TVD^fy», 8 6 (ijy», 8 7 (75-», 9 4 (7x^77 

x», 9 5 (ir'J », 10 1 (7XA°7^>i), 106 Ul/^xX, 1 

10 (77-», 114 (7I-JV77-», 119 (^UZ» 
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tl^Jl/^X, AUX'A'UX 'jy>, A'JX, 7^xX, AUX 7 )V* 

~X 7 7->, X^XX, TJI/^XX A'JX ir'JX, X^t-X X 

7JI/^XX, 3=-nXX, XMI/X5 

MfcFR 2 - 1 4g§I£ Th FR 2 - 1 4_H 1 4^X 

5 XltilJ 

hFR 2- 1 4 H 1 4^< 7°fiil£3- Ft" FSS^Jte, SH^'J 
ioo T$> v, FT § 

8 75M1 4 0 l.TfcSo hFR2-14_Hl 
4$^7°mm<D7^ymmm, m&mom&mm o itso, xx^/i/@B 

10 0 7??M4 6 
IH^IJ#-^ 10 0W101 108^109 
nws0 

7) -4-15 h F R 2 — 1 4 H 1 5^^ 7°lil : 

15 SB^I^©BB^J#^5 1 c FR 2 - 1 4 S£l07 5 7 2 2 

OJXX), 2 4 (n-C/X), 3 0 (nX -XX, 3 1 (/t'JX), 3 9 (DX 

XX), 4 3 UUt^X, 5 6 (D-YXX), 5 7 (UXX), 5 9 (/t'JX), 

6 7 (XVnXXX), 8 6 ('J yX), 8 7 (7^XX), 9 4 (7I"JI/77 

XX), 9 5 (t'J», 101 (7XA7^>1), 106 1 

20 1 0 (77-», 114 (7I->IP77-», 119 (^'Jy» £-€-*1-^ 

nx/i/x^x, /tux, /tux, 'jy>, /tux 77-x.A'Jx 7;^ 

XX, 77^X 7J^XX, A'JX, t'JX, XW-X X 

Jl/X^X^, 7M^>, Xl/t-X ^Dy/, 7JV^>t:IMi§^ 

MbFR 2 — 1 4MB £ rhFR 2 - 1 4 H 1 5 XX 

25 XSIflJ 

hFR 2- 1 4 H 1 5 XX 7°SiI£3-FTSX X FSB^'Jte, IB^J 

g0l2^'J#-^l 0 2 Tab V, XXT/I/ie^J^lt$nfc^MiI£n-FTS 
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0te7^7 8 73/Sl 4 0 ITfeSo hFR 2 - 1 4__H 1 

5 ^ 7°sti(D75 yiia^ja, 1 o 3 V\ i/jfj-jum 

075M4 6 7fr£&£0 £££, 

10 2M1 0 3 0@5?m, ftlf'tli 110W111 tCfcfBic$ 

5 tlTViSo 

7) -4-16 h F R 2 — 1 4_H 1 6 7°Mi! : 

1 l:S$n§cFR2-l 4Sgf0 7a ;f#^2 2 

CJvX, 2 4 (n^y», 3 0 (D-r/», 3 1 (A'J>K 3 9 (CK 

10 /», 4 3 (XV^», 5 6 (•<->», 5 7 (U>?», 5 9 (A'U», 

6 7 (-rvn/x»> 8 6 (ijy», 8 7 (7^X», 9 4 (7x^7 7 

-», 95 (-teU>h 101 (7X/\°^>MK 106 1 

10 (7^», 114 (7X^77~», 119 (^ijy» g-ftl*? 
Mli/^5x AUX A'U>, u^x AUX A'j>, r;i/^ 

15 XX 7^XX V;MrXX AiJ.X t'J>, Xl't-X ^ 

7;MrXX xi/Txx ->x A'U Xr©#g|;L5 £.«*:£ 

HfcFR 2 - 1 4SH£ rh FR 2 - 1 4_H 1 6^-T7°S 

ilJ 

hFR2-1 4_H1 6^-f SB^J 

20 ^0iB^j#^-1 o 4Tab o, KTS 

1/tf 5 8 M 1 4 0 1TSS. hFR2-14_Hl 

67°sii07^ymmmmmn 1 o 5Tabv, 

07^4 6 7^e>&s0 

@B^J#^ 104ms 10 5 0@a?m, -en-en® 112^113 \zbmmz 

25 tlTV^So 

7) -4-17 h FR 2 - 1 4_H 1 7 ^ 7°SH : 
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5i c FR2-1 2 

CJvX, 2 4 (Dl'yy), 3 0 (D^y», 3 1 (A'JX, 3 9 (•< 

y», 4 3 5 6 (P-f/X, 5 7 OJvX, 5 9 (/t'JX, 

67 (-rvn-f/X, 86 OJvX, 8 7 (77-X, 94 (7x~JV77 

5 9 5 (t'JX, 101 (7XA°7^>i), 106 (Xkt-X, 1 

10 (77-X, 114 (7x"^77-X, 119 (^'JyX 

flX>l/^5X /t'JX /t'JX 'JyX /t'J>, 7^XX /t'JX 771/^ 

XX 77-X 77MrXX /t'J X t'J X ^ 

77MrXX ^PvX HJ 7°h7rXlg^$lx. 

10 MtFR 2 - 1 4ltfg£ Th F R 2 - 1 4_H 1. 7 

^-f7°llilj t^^xLtco 

h F R 2 - 1 4_H 1 7 ^-1' 7° IIII £3 — FSB^Jtt, SH^'J 

^01H^'J#^1 0 6TfeO, 

5 8 75M1 4 0 lT&5o hFR2-14_Hl 

15 7^^7°SiIcD7 5Xm@B^Jtt, 6a?im<Z)BE3Wf 1 0 7TSD, v^/HB 

5 X^#"^2 0 75M4 6.7^£&5„ 

@B^IJ#^1 0 6Ml 0 1 (Dmm, ^rtl^tim 1 1 4Rtfl 1 5t;:fcEfc$ 

20 7) -4-18 h F R 2 — 1 4 H 1 8^-f 7°M§M : 

IB^J^®@B^J#^- 5 1 c F R 2 - 1 4 SII® 7 5 X 2 2 

PJxX, 2 4 (P-T/X, 3 0 (n-f ->X, 3 1 (/t'JX, 3 9 (P-f 

. /X, 4 3 UW-X, 5 6 (p-fi/X, 5 7 CJyX, 5 9 (/t'JX, 

6 7 WVP-fyX, 8 6 OJxX, 8 7 (77-X, 9 4 (7xX7P7^ 

25 XX, 9 5 (t'JX, 10 1 (7XA7^>i), 106 Ul/t-X, 1 

10 (7^X», 114 (7xX7l/77X», 119 (^/'JyX tttl? 

tl^JI/^X /t'JX A'JX 'JyX A'JX 7^XX A'JX 7/1/^ 
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XX 77XX T^TXX 7;i/^X>, A'lJX tux XI/TXX ^ 

7-MrXX ^n/x 
£{^l£@t£nfck hfbFR 2 - 1 4£m& Th FR 2 - 1 4_H 1 8 7° 

J&tlj i: 

5 h FR 2 - 1 4_H 1 8 IB^'J 

^mm^m o ST&D, 
l/T^F#-^5 8 75M1 4 0 lTfe§o ££, hFR2-14_Hl 

8 7°aii075 ymsB^Jtt, I O 9T&O, yy~t)im 
0 75S4 6 7^£&£o $ ̂  

10 BB^J#^10 8 10 9 commit, -enema 116 RZS 117 n fcfa®c$ 
nxv^So 

^J60II8. htak hFGFR 2ftftFR2 - 1 4©fc hffct/i# (hFR 2 

-14) OKII/^i. 

15 8 ) — 1 yy hJrit: hFGFR 2fifrFR 2 - 1 4(Dt hittfi®- (h FR 2 

-14) — 

8) -1-1 h FR 2 - 1 4_L 1 $ A 

@B^J#-^7 3©757ill^2 1 75S 1 3 0^£tl£hFR2- 1 4_L 

20 s i W I T^JDtti^nSDNAltfrjn £, 7&r/k 

(pCMA-LK) £®||®g^Bs i WI 

ifli 0, h F R 2 - 1 4 _L 1 ̂  ̂  ^ - §ii b fc0 i 5 tl 

Tp CMA-LK/h FR 2 - 1 4_L 1J t^&LTco 

14©t hfbK#: (h FR 2 

- 1 4_H3, MhFR2 

25 8) - 2 yy hJrik hFGFR 2|TL#:FR 2 -

- 1 4) $> — 

8) -2-1 h F R 2 — 1 4 H 1, h F R 2 
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mmommn7507^;m&n2075s 137, mmn7907$ 
/lt^2 0 75S1 3 7, BB#l#-*t 8 1 07 5 y^#^-2 0 75S1 3 7C 
^£*1.5, h F R 2 - 1 4 H 1 , h F R 2 - 1 4_H 3 , h F R 2 - 1 
4 H4A& DNA^^I, » 
iiB l p I T#JDft£n&DNA||m-£> t 
(p CMA-G 1) *mmmB 1 p 

h F R 2 - 1 4 H 1 , h F R 2 - 1 4_H 3 , h FR2-1 4_H 4 ^ 
TPCM 

A — Gl/hFR2 — 1 4 H 1J, rpCMA-Gl/hFR2-l 4_H3j, 

M rpCMA-Gl/hFR2-14_H4j 

8) -2-2 hFR 2- 1 4_H 2 ^ 7°SIIfgijl^ 

18) - 2 - 1 tIIUcpCMA-Gl/hFR2 - 1 4_H 1 

>7°1/— h <h L-T, TfEUC7Ft~7°:7^f 7—-fey hiQu i kChange X 

L Site—Directed Mutagenesis Kit (Agi 

lent Technologies tt) V^T\ h F R 2 — 1 4 H 2 ^ 

TpCMA-Gl 

/hFR 2 - 1 4 H 2 J „ h F R 2 - 1 4_H 2 5^ 7°Si|07 

^l/T^F@B^J£IH^JgcD@H?iJ#^7 6^U 7a/®ffi^J£IB?iJ#^7 7 

7°^^T 7—fey h 

5' —ggcagagtgaccc tgaccgccgacaagagcac 

cagcacc-3' (VH3A—F : 110) 

5'—ggtgctggtgctcttgtcggcggtcagggtca 

ctctgcc — 3' (VH3A-R : IB^'J^CDIB^'J#^" 111) 
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8) -2-3 hFR 2 - 1 4_H5^-f 
mmm8) -2-1 -zfemvtzhFR2-i4_H3 

-p CMA-G 1 /h FR 2 - 1 4_H 3 £x>7V^ h U TIB^-TV 

—"fe 7 hiKOD —Plus— Mutagenesis K i t (TOY 

5 OBOfr) llSiAt -5 ££:£«£ DhFR2-l 4_H 5 9-i 7° 
rPCMA-Gi/h 

F R 2 — 1 4 H 5 J „ 

5' -GAGGGCTACGGCGACTGGTTCACATAC—3 ' (H 5 

10 -F) 

5' —GGTGGCGCAGTAGTACACGGCGGT—3' (H-R £ 

(Dy°yA 

8) -2-4 hFR2-l 4_H 6 ^ 

15 8 ) -2- lTf^SSibfchFR 2 - 1 4_H3^^yiiM^^^ 

-pCMA-Gl/hFR2-14_H3^T>7°l/-h^l, Tffi7°^V 

—ir 7 htKOD —Plus— Mutagenesis Kit (TOY 

OBOft) SMtX, h FR 2 - 1 4_H6^-f7° 

Tp CMA-G 1/h 

20 FR2-14_H6j 

ty h : 

5' -GACGCCTACGGCGACTGGTTCACATAC-3' (H 6 

-F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3 ' (H-R) 

25 

8) - 2-5 hFR2-14_H7M7?-<DM£ 

iPJ 8 ) -2- lTf!lfehFR2 - 1 4_H 3 7°MfgSg^ ̂  
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-pCMA —Gl/hFR2 — 1 TfE7°^-TV 

—ty hchKOD —Plus— Mutagenesis Kit (TOY 
O B O th) SrfflV^T, fI&iAt5i:i;i:«t0hFR2-14_H7^'f^ 

rPcMA-Gi/h 

FR2-14_H7j 

5' -GACGAGTACGGCGACTGGTTCACATAC-3' (H 7 

— F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3' (H-R) 

8)-2-6 hFR2-1 

mmm 8) -2-1 h F R 2 -1 4_H 3 y°mm^?? 

-p CMA-G 1 /hFR 2- 1 4_H 3 £T->7°J/- h 11, TfE7°^V 

—tyh<hKOD —Plus— Mutagenesis Kit (TOY 

OB Oft) hFR 2 - 1 4_H8^^7° 

rp CMA-G l/h 

FR2-1 4 H 8 J tiftZLtc* 

yy^^—ty h ; 

5' -GACTTCTACGGCGACTGGTTCACATAC-3' (H 8 

-F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3' (H-R) 

8) - 2-7 hFR 2-1 4_H 9 ^ 7°SiIfg$^^-©#f|g 

mmn 8) -2-1 n^mu/zh F R 2 -1 4_H 3 
— pCMA — Gl/hFR2 — 1 4_H 3 $f>7>-b^:b, TfE7°^V 

—~ty hiKOD —Plus— Mutagenesis Kit (TOY 

OBO&) fi&iAtSi:tHj;0hFR2-14_H93^fy 
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n^ntzrpCMA-Gi/h 
F R 2 — 1 4 H 9 J tftZLfco 
7°7-f7-izy h: 

5' -GACCACTACGGCGACTGGTTCACATAC-3' (H 9 

-F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3' (H-R) 

8) -2-8 h FR 2 — 1 4_H 1 

£MM8) - 2 - 1 VftMLfzh FR 2 - 1 4_H 3 9 A 7° 9 

— pCMA —Gl/hFR2 — 1 4_H 3 h t U TIH7°^-fV 

~-\ly hiKOD —Plus— Mutagenesis Kit (TOY 

OBOtt) %ZtlZ£<0 h FR 2 - 1 4_H 1 0 9 A 

TPCMA-GI/ 
h F R 2 — 1 4 H 1 0 J t^^LtZo 

5' -GACATCTACGGCGACTGGTTCACATAC-3' (HI 

0 -F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3' (H-R) 

8) -2-9 h FR 2 - 1 4_H 1 1 

mmm8) -2-itMtfchFR2-1 

— p CMA — Gl/hFR2 — 1 4_H3&r>^l/^hib, T 

—tz 7 hiKOD. - Plus— Mutagenesis Kit (TOY 

O B O th) ?%Z.t\Z£V h FR 2 - 1 4_H 1 1 

ymmnmipp-zmmLrz, n^ntzmM^z^-z rPCMA-G 1/ 
h F R 2 — 1 4 H 1 1J t^Ltz o 

7°^V—feyh: 
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5' —GACAAGTACGGCGACTGGTTCACATAC—3' (HI 

1 — F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3' (H-R) 

5 8) -2-10 h FR 2 - 1 4_H 1 2 

18) -2 - 1 TftM LfchFR2—'1 4_H 3 7°SII3§ii^ ̂  

— pCMA —Gl/hFR2 — 1 4_H 3 TIB^-T V 

—-fey hiKOD —Plus— Mutagenesis Kit (TOY 

OBOth) I^iA-r§uil:J;^hFR2-14_hH12^ 

io rPCMA-G 1 

/h FR 2 - 1 4_H 1 2J 

h : 

5' —GACCTGTACGGCGACTGGTTCACATAC—3' (HI 

2 — F) 

15 5' -GGTGGCGCAGTAGTACACGGCGGT-3 ' (H-R) 

8) - 2-11 hFR 2 — 1 4_hH 1 3 ̂  7°S®BgiM^ 

^WJ8) -2-lTfILfehFR2-l 4_h H 3 9 <i 7°fi£!fgil^ 

pCMA — Gl/hFR2 — 1 4_H3§f>7>-hib, Tf27°^ 

20 V —IzyhchKOD —Plus— Mutagenesis Kit (TO 

YOBOth) h FR 2 - 1 4_hHl 3 

^7°giifg5j^^-£#tigLfco rPCMA-G 

l/hFR2-14_H13j 

77^-7-feyh: 

25 5' -GACATGTACGGCGACTGGTTCACATAC-3 ' (HI 

- 3 — F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3 ' (H-R) 
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8) - 2-12 h FR 2 - 1 4_hH 1 

^mms) -2-ltfilfchFR2-l 4_hH3^yii^l^ 

^-pCMA —Gl/hFR2 — 1 4_H 3 £T*>7>- h t U TfE7°7-l' 

"7—fe y hiKOD —Plus— Mutagenesis K i t (TO 

YOB Oft) D h F R 2 - 1 4_hH 1 4 

rpCMA-G 
l/hFR2 — 14 H 1 4J t^LTca 

7°7^7—ty h : 

5' —GACCAGTACGGCGACTGGTTCACATAC—3' (HI 

4 — F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3 ' (H-R) 

8) - 2-13 h FR 2 - 1 4_hH 1 5^-f 7°fiiffgJj^^-<Z)#llg 

HJ6M8) - 2-lTf^MbfehFR2-l 4_hH3 

^-pCMA-Gl/hFR2-l 4_H3 Tffl7°5"f 

"7—-fey h £KOD —Plus— Mutagenesis Kit (TO 

YOBOft) £ <h £ «t V h F R 2 - 1 4_h H 1 5 

^7°SfI§gijK^ — i&iil/f:. — £ rp CMA-G 

l/hFR2-14_H15j 

7°?^-?—ty h : 

5' —GACCGGTACGGCGACTGGTTCACATAC—3' (HI 

5-F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3' (H-R) 

8) -2-14 hFR2-14_hH16^^ 

^Wil8) -2-lTMLfehFR2-l 4_h H 3 
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^-p CMA-G1/h FR 2 -1 4_H 3 £^>7°1/- h t U 

V—fey h<hKOD —Plus— Mutagenesis Kit (TO 

YOBOft) h FR 2 - 1 4__hH 1 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^ ̂ -(£#111 

mmm8) - 2 - 1 TftULtcYv FR 2 - 1 4_hH 3 ^ 7°SfIfgijt^/7 

^-pCMA-G l/hFR2 — 1 4_H 3 £T">7V- h t U Tf27°^-f 

V—-fey hchKOD —Plus— Mutagenesis Kit (TO 

YOBOtt) f S&iAtS z: tl:<fc !3 h FR 2 - 1 4_hH 1 7 

^PCMA-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 ^ 

mmm8) -2-ltfiifchFR2-1 4_hH3^-rya$g^^ 

^-p CMA-G 1/h FR 2 - 1 4_H3^f>7>-hit, TfB7°y-f 

V—-fey hiKOD —Plus— Mutagenesis Kit (TO 

YOB Oft) f M^fAt-S uil:i:l9hFR2-l 4_h H 1 8 
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rP CMA-G 
1/hFR 2 - 1 4 H 1 8J 

5' -GACTACTACGGCGACTGGTTCACATAC-3' (HI 

8 — F) 

5' -GGTGGCGCAGTAGTACACGGCGGT-3' (H-R) 

8) - 3 b MtFR 2 - 1 4tfifc<DMM (FreeStyle 2 9 3 Fi 

M) 
8) -3-1 t: MtFR 2 — 1 
FreeStyle 293 Ffflm (INVI TROGEN© 

)UZ$£^\ 
1. 2X10 9 fillCD F reeStyle 293 F« (I NV 

I T R O G E Nth) §3 L Fernbach Erlenmeyer Fl 

ask (CORNINGtt) HfitQtb, FreeStyle293 expr 

ess ion medium (INVITROGENth) L-T 1. 0 

X106ll/mLiIiIlfc0^tr< 3 7 °C, 8%C020^-^-^ 

t9 0 r pmT—Po lye thyl ene imine 

(Polysc ience #24765) 3. 6mg§Op t i — Pro S 

FMtpj^ (I nv i t r ogenli) 20ml \Zi%tMls, ^CPureLin 

k HiPure Plasmid^yh (I NV I TROGENffl ^ 

Ttmhtcmmn^(o. 4mg) (o. 8m 
g) §2 0ml ©Op t i—Pro S FMigife (I NV I TROGENli) 

IzMML'tco Polyethyleneimine/Opti-Pro SF 

MU&W2 0m IK, - Ii^^^-/Op t i-Pro SFM*g£i&2 0m 

1 reeStyle 2 

9 3 FifflJiangsjfjnL&o 3 7 °C, 8 % C O 2-f 7 H m, 90 r 
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pmtlt SrD isposable Capsu 

le Filter (ADVANTEC # C C S — 0 4 5 — E 1 H) Tf-5 

pCMA-Gl/hFR2-l 4_H5, p CMA-Gl/hFR2-14_ 

H6, pCMA —Gl/hFR2 — 14_H7, pCMA — Gl/hFR2 — 

1 4 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, Sr/p CMA-G 1/h FR 2 - 1 4_H1 8tpCM 

A-LK/h FR 2 - 1 4_L 1 MtFR 2 

— 1 4JTL rhFR 2 - 1 4__H5/L 1 J, ThFR2-14_H 

6/L1J, r h F R 2 — 1 4 H 7 / L 1J, Th F R 2 - 1 4_H 8/L 1J, 

Th FR 2 - 1 4_H9/L 1 J, Th F R 2 - 1 4_H 1 0/L 1J, ThFR 

2 - 1 4_H 1 1/L 1 J, Th FR 2 - 1 4_H 1 2/L 1 J, I~h F R 2 — 1 

4_H 1 3/L 1J, Th FR 2 - 1 4_H 1 4/L 1 J, ThFR2-14_H 

15/L1J, rh F R 2 — 1 4 H 1 6 /L 1J, Th F R 2 - 1 4_H 1 7 / 

Llj, rhFR2-14_H18/Ll^Lfc. 

8) -3-2 b HbFR2 - 1 4,m*(DmU 

±13 8) - 3-rProte in A7 7 

4 (475S6°CT) + 

h (^2&T) 0 2^|^XfSTftMbfeo r Pr o t e i nA77^-f 

4 —9 h V77 A —\nWfct^7 9 k 

7ty7 7-gmifMtt4 75S6°CTT^ML/!:0 MJK, PBS 

T^iHbbfcM abSe 1 ec tSuRe (GE Healthcare B 
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ioscience th®L HiTrapjj^A) C77°'5ri' Lfco 

7AtiTAofc©^, ^7A§i2MJ:®PBST^7A^llfe. & 

(p H 4. 0) T^tHU 

^©0:^ ̂ rjltllT (Thermo Scientific th, Slid 

5 e—A — Lyzer Dialysis Cassette) HJ:DPBStI 

5 mM K) hMf V 'J ty A/5 0 mM MES/pH7. 0 ©A* 

V 5mM N a P i / 5 0 mM MES/ 

3 OmM N a C 1 / p H 7 . 0 ©Ay 7 7-t¥MSnf:t 7 ̂  y ^A< 

F D^/Jl/TA^-f y A (B^ArY 7 F> B i o — S c a 1 e CH 

10 T Ty p e - I Hy droxyapatite Col umn) 

ft&M&fc o ^©B^^JIIIIT (Thermo Scientific^, SI 

ide—A — Lyzer Dialysis Cassette) tiDHB 

So r (2 5 mM k7^y>/5% 7J|/k>-;k pH6. 0) ^©IggM 

15 ^f^-otco ii:CC entrifugal UF Filter Devic 

e VIVASP IN20 (^fSUFlOK, Sar tor iustt, 

4°CT) tltlib, I gGmm%2 5mg/m 1 
ilfco 

20 9 . $ tlfc k hit F R 2 - 1 4 \KW<DMU 
m$mn9 7 (01 05) x^ti^>r^/mmwr^/m^n2 075s 

4 6 7 §^t?ssi, SE^IJ#^7 3 (08i) nsr^Jmum 
®7^7it^2 175M2 3 5 k ^£D© 

JI^oT, MtrC#MSMKIP-nt"-5$|i&m7 3-7,itt%ZtlZ£ 

25 DITOL, f^nfc»hFR2-14 H19/L1^1L 

i*-£%Wtimz.{7n-XSHi© 

h F R 2 — 1 4 HI 9/L 1 ©ct "5 \Z'M$B.i& 
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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; hFGFR2^ (h FR 2 -.1 4) OBiacore 

triifctfiiB. (r hFGFR2 a 1 pha (I I lb) Fc chimera 
^fcllr hFGFR2 a 1 pha (I lie) Fc chimera). 

Biacore 3000 (GE^y7/HWx>^ 

(W)) ©SfbbfeifLk M gG (Fab) fcmztiifo* V 13 > F t 
io UTiS U htLT»ST£ + ̂ 7°5^-

%k\ZXft-otco ink F I g G (Fab) in#: (Human Fab capt 

u r e k i t, G E^X^T/U T+K X>X (ft)) tt, -te>+h-^y7° 
CMS (B I Ac o r e, I n c.) ^75 >tl y 7°U 5 0 0 OR 

'J 77 

15 77-tbTHBS-EP+ (lOmM HEPES pH7. 4, 0. 15 

M N a C 1 , 3 mM EDTA, 0. 05%Surfactant P 2 0) 

JTL k F I g G (Fab) ffifcZ®M4kLfc?y7-tlZ* ffiMffiftT 

ttl /ig /mLOffi1 0 p L/ftT 6 0 #PB1, 

QtmmuLT^ mm (0. 3M5 0 0 nM) £ 
20 'fit® 3 0 PL 1 /ftX 1 8 OTOmbPU 3'00#p 

-If;. S4i§itl/T, 1 0mM Gly-HCl pH2. UillO 
P 1/^6 o#fnj, 2mmuhtzo ?-9<r>mMV7 F^XT (B 
IAevaluat ion software, version 4. 1) 

CBlvalen t o n, 

25 kof fSMSi (KD;KD = kof f/kon) £H/ULfco 

10) -1-1 4lS©k F ffcirL F G F R 2 #[#: (hFR2-1 4_H1/ 
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L 175ShFR2-l 4_H4/L 1) b** yfciriF G F R 2 folk 

(cFR-2-14) 

4ll0k MtfciFGFR 2 Si#: (h FR 2 - 1 4_H1/L 1 75Mh FR 

2 - 1 4 H 4/L 1) £cfctfb b=M^fb*rLFGFR 2m* (c FR 2 - 1 
4) zmmm8) -3s^»!i4) -9 ©#&{;:,£ #th 

FGFR2A'J7>hI0St©^ffit^I«sj l 0) - 1 

DfNSibfco Biacor 12 2 KITFTC 

1 0) - 1 - 2 1 5ll©k RfctftFGFR 2!a# (hFR 2 - 1 4_H3 

/LlMhFR2-14_H5~H18/Ll) 

1 5SfS®b M^FGFR 2 taffr (hFR 2 - 1 4_H3/L l^hF 

R 2 — 1 4 H 5 ~H 1 8 /L 1) £H»>J8) - 3 <Djjfe\Z£ V Htc 

i§i±i$ffl^tFGFR2-i i i cm&ntoife&m&zmMwi o) -
1 Biacor 123 \ZTKT0 

1 0) -2 b Mfcfcib h F G F R 2 tfiW (hFR2 - 1 4_H3/L 1, h 

FR 2 - 1 4 H 8/L l&tfh FR 2 -.1 4_H 1 2/L 1) CD b h F G F 

10) - 2-1 t; hFGFR 1 I I I (pcDNA-DES 

T40-FGFR1 I I lb) ©il 

k hFGFR 1 I I'I.bA'iJ7>M0S (7^fV7t-A2 : NP_0 5 

6 9 3 401 -3 1 0 #@ (D7 5 / M, 359-820 #@©75/i 

CDPHIK, FGFR10I I I b h7-f > : AAB 1 9 5 0 2<D7$yMmM& 

WX Lfcfe©) F1~£ cDNA^p cDNA-DEST 4 0 ^9 5>~\Z 

p cDNA —DEST 4 0 —FGFR II I I b£fiHLfco 

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 
hFGF ty — £ L ipofectamine 2000 (Life 

Technologies thSU) £r#)V^T 2 9 3 a MS (%M$\ 1) — 6 HfB 

9 6—well plate (Cornin gthM) III 0 0 

5 iLl-f-Dft&L, 10%FBSttDMEMWT3 7'C, 5%CO20^# 

5% FBSttPBSthFR2-

14_H 3/L1, h F R 2 — 1 4 H 8/L1 , hFR2-14_H12/ 

L 1 £ 3 ii g/m 1 5 0 M 1 MlU 4°CT 1 Striifibfec 

5% FBS##PBST2tU^#^, 5% FBStfP 

10 B S 12 0 0 0 fp #IR LfcAn t i — human IgG—Peroxida 

se conjugate antibody produced in g 

oat (SIGMAthM) ZWTLT, 4°CTllTOi!£ML'fco Ox.)\ 

£ 5 % FBSMPBST3 O P (O P D mffim ( 0 . 

0 5 M 0. 1M U >^/KH2^ h U • 1 2 

15 zk pH4. 5) IIo-7x-^>y7$>i:SIS (fa^MlithiD, H202 

Sftlfno.. 4mg/ml, 0. 6% (v/v) J; $ HMO $10 

0 11 1 /^x;i/«Pbfeo 1M HC 1 

£10 0/* 1/^xjh£$sj!}DLTfg&SjS£^±2tfcl£, TV— h U — 

(A R V O : Perk i n E Ime r th) T490 nmOMSItelL 

20 m 1 2 4 K^Tt^O/h FR 2 — 1 4_H 3/L 1, hFR2-14_H8 

/LI, h F R 2 — 1 4 H 1 2/L 1 h hFGFR 2 I I I b££ 

{IFGFR2I I I c 

10) -3 ^M^D'J/h'J- (DS C) hffcJnk hFGF 

25 R 2 tri#: (h F R 2 — 1 4) 

nU^h'J- (DSC) 

•tt-/7°;htt0. 5mg/mL0lgTHBSorliI (2 5mMhXfy> 
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(pH 6 . 0) 5%V;i/Hl—;iAzmm) 4 0 0 

tLTDSCfiiJ^H^fflbfeo DSC|«ffll MT(D£D\zmfeVfz0 IP 
jsoi®itt2ot:, M^^£ioo°c£u o o°c/im 

PH, 7 4 B#PH 2 #, 
5 BSorfflbL £T®DSCi|iJ£gg£bTte, ^BGE^^7A' 

(i) SVP-Cap i llary DSC Platfor 

m> (tm-t: 

10 'J7>-ya >$fT^fec HI 1 2 5 A^ckOT 1 2 5 BUg^Oh 

hftFGFR ^-n^tKD+f—^ 

0 t:- ̂  ̂  T3 V VT tr •- 9 h y 7° £ ̂  b ^ m £ f& ̂  '[4 41 & T m <ht % t, HI 1 

2 5 C^T£5K, 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, hFR2 -1 4_H4/L l^CTmil 

^8 1. 6°C, hFR2-14_H5/L1^0Tmi^7 7.' 2t4 hF 

R 2 - 1 4_H 8/L 1 Ja#:0Tmflt^8 1 . 0°C, hFR2-14_H9/ 

L 1|TL#:<£> Tinted 7 8. 8°C, hFR 2 - 1 4_H 1 1/L l»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/Ll»Tmi^8 2. 2 °C 

10) -4 Biacor e SrfflVifek hYbfex t: h F G F R 2 Ja# (hFR 2 

-14) 

k hfbtftb hFGFR 2#t# (hFR2-14) 

25 

&®k hi^FGFR 2ta#: (hFR 2 - 1 4_H1/L lMhFR2-

1 4 H 5/L1, hFR2-14_H8/L1, 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) £<fctfb h + ̂ yfbiriFGFR 2 ta#: (c FR 2 -

i4) -3, mmm9) RUM mm 4) -9<D%mz£vmm* 
UMb, 2 Omg/mL©MtH B S o r MiriS ( 2 5 mMhXfy/ (p 
H6. o) 5%v)i\i b-)i\zmw izmrn^^, 4 o°c\z4mmm^bx^ 

^itmrntt^mmmz-D^B iacore iz^zms 

fa&m&Mlfam 1 0) - Biacor eS'JS 

1 2 6K^f0 

11. t Mfcirtb b FGFR 2 JTL#: (h FR 2 - 1 4) 

11) -1 b hfbtrLFGFR 2 taft: (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) £££5b b^MyffcfciFGFR 2 tfifo (c FR 2 -.1 4) (Di/tfj-JV 

E 1 k Ul/y7x7-b 

p c DNA-DE ST4 0—FGFR 2 I I I 

b^fctep CDNA-DEST40—FGFR2 I I.I c £, pFA2-E 1 

kl (Stratagene tfc$0, pFR-Luc 2CP, ^^I/pGL 4. 

7 4 [hRluc/TK] (Promegalii) ) - 6- 2t^t 

^Kckt) 2 9 3 aMl^AL, 3 7°C, 5 % C02T-itgibfcoIH, 

2% FBS^ttfDMEMTMbfchFR2-14_ 

HI/LI, hFR 2- 1 4_H2/L 1, h F R 2 - 1 4_H 3/L 1, h 

F R 2 — 1 4 H 4 / L 1, £fcttc FR2 - 1 4 $ifo£$<\Z 1 > 

^T, U#>b (b bFGF 7Mb bFGF 9, Pep 

r o t e c httl) SrHiiiS 1 0 n g/m 1 XO x.Jl\Z^MLTz0 6 0#PBI|<ZW > 

>®^, Dual— G 1 o Luciferase Assay 
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Sys t em (Promeg athM) y —iftg'14 (# 

cfccfctfRen i 1 1 aJk>7x7-« 

6-^xJl/©x—^ AK^JI^/R e n 

1 1 1 ait^gf^Lfc, 012 7A!:^tID, hFR 2- 1 4_H1/L 1, 

hFR2 — 1 4_H2/L 1, h F R 2 — 1 4 H 3/L1, hFR2-14 

_H4/L l&£Z$c FR2-14H FGFR 2 I I I b§gS|*H£^Tv 

FGF 012 7 

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

h FR 2 - 1 4 H 3/L 1, h FR 2 - 1 4_H4/L l&£Z£c FR 2 -

14(1 FGFR2I I I FGF9(Ii:§'J^>Fft# 

Wffolbfco Ztl^(Dtn,mtF GF R 2 <Z>Utf 

> K K <k 5b£ £ Wf 3 £ £ 

11) -2 t: h {bin 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, hFR 2 -1 4_H9/L L hFR 

2 — 14 H1 0/L 1 , hFR2-14_Hl 1/LL hFR2-14_ 

HI 2/L1, h F R 2 — 1 4 H 1 3/L L hFR2-1 4_H14/L 

1, h FR 2 - 1 4_H 1 5/L 1, h F R 2 - 1 4_H 1 6/L 1 , hFR 

2 — 1 4 H 1 7 / L 1 , hFR 2- 1 4_H 1 8/L 1) (Di/^) 

m 
E 1 k l^/7xy-if>^-^-jtf5^7y-fe^KcfcD t himftvysf 

P c DNA-DE ST4 0 —FGFR 2 I I I 

bSfettpcDNA-DEST4 0 — FGFR2 I I I ct, pFA2-E 1 

kl (Stratagene ttM), pFR-Luc 2CP, & J; £/ p G L 4. 

7 4 [hRluc/TK] (Promegalti) 1) —6 — 2 TTFIT 

2 9 3 a|0^K#AL, 37°C, 5% C02THligtbfco S 
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B, 2% FBS£#trDMEMT#&bfc, % MM 8 ) 

— 3 -1TlllfchF R 2 -1 4_H3/L1, h F R 2 - 1 4_H5/L 

1, h F R 2 — 1 4 H 6/L 1, h F R 2 — 1 4__H 7/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, h F R 2 — 1 4 H 1 1/L 1, hFR2-1 4_H1 2/L1, hF 

R 2 - 1 4_H 1 3/L 1, hFR2-1 4_H14/L1, hFR2-14 

_H15/L1, hFR2-1 4_H1 6/L1, hFR2-14_H17/ 

LI, hFR 2- 1 4 H 1 8/L 1 2 93FreeStyl e 

(Invi t rogenfti) 1 0^17°!/hb, 

10 Utf >H (bhFGF7, R&D systemsttl) 1 

0 n g/m 1 6 / a Dual 

— Glo Luc i ferase Assay Sys tern (Promeg 

a*±$D (#MW/^;i/) 43e 
n i 1 1 a;l//7xy-if^'I4 (IE^fb^fc£)(7)/^;i/) £$JSLfc0 #^7 

15 ^^;l//Re n i 1 1 aLtz. II 

1 2 8 A, 012 8B43cfctf®l 2 8C^tID, hFR 2- 1 4_H3/ 

LI, hFR2—14 H5/L1, h F R 2 - 1 4_H 6/L 1 , h F R 2 

— 1 4 H 7 /L 1, hFR 2 - 1 4_H8/L 1, 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 ltt, F 

GFR 2 I I I FGF 

25 

11) -3 b MblnFGFR 2^ (h FR 2 - 1 4_H 1 2/L 1, h F 

R 2 - 1 4 H 19/L1) 
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j-)\P c DNA —D E S T 4 0—FGFR2 I I I 

b ££'&p cDNA — DEST 4 0 —FGFR2 I I I c £, pFA2-E 1 

kl (Stratagene thiSD, pFR-Luc 2CP, & p G L 4. 

7 4 [hR 1 uc/TK] (P r ome g athl) — 6 — 2 TTKT 

2 9 3 am^AU 3 7°C, 5% C02T-^iLlto SB, 

2% FBS$#tfDMEMT^bfe^ig^J8) 

9) tiIb/:hFR2-14_H12/Lll h F R 2 — 1 4 H 1 9 / L 

1 &ifc£&\Z 1 mmy'UA h u ^T\ U^>Htfe§k hFG 
F 7 (R&D systems ttlSD h F GF 9, Peprotec 

h*±m) §HMlOng/ml-e^xJH;ilinbL 
a y<D'$k.s Dual— G 1 o Luc i ferase Assay Syst 

em (Promeg a?±®D ft?)!/)!/ yy x y —(^HWv 

43J;t/R e n i 1 1 a^>7x7-tf^'14 (IE^b©fc£)©/^;l/) 

^/Ren ilia 

it£ff+^Lfco 012 9AI:^tID, h F R 2 — 1 4 H 1 2/L 1, hF 

R 2 - 1 4 H 19/Llll FGFR 2 I I I bm%Mmz&UT, FGF 

7 il2 9BilS 

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 c^i||0^K43^T, F G F 9 \Z >J fiy hf£#Wl/#-

lX±<D&%:, ^tl5©Sft:ttFGFR2©'J^>Ft:J; 

§ b £ IS Wf § T 3 - fr £ fc o fc o 

mmn 2. k h^bJafc hFGFR 2 in# (hFR 2- 1 4) ©ADCC?£'|4 

12) -1 k h fbfei F G F R 2 JTL#: (hFR2-14_Hl/Ll, hFR 

2 — 1 4 H 2/L 1, h F R 2 — 1 4 H 3/L 1, hFR2-14_H4 

/L 1) h + ̂ ^bJnFGFR 2j/i#: (c FR 2 - 1 4) ©FGFR 
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2 AD C cm% 
5) -3-2(Djjm-cmmLtzFGFR2 I I I 9 

3T-1 a c Z»£5 0 u l/^xJkt9 6 9 D^l/- h »lJP 

bfco 0 0 n g/m 1 J:5) - 3 - 2 

5 £|BfADCCfflJgJi&T#&LfchFR2- 1 4_H1/L 1, hFR2-l 

4_H2/L1, h FR 2 - 14_H3/L1, h FR 2 -1 4_H4/L 1, 

cFR2-14JfctttMgG^5 0y 1/^xJVTiiPb, 4°CT10#rH 

H»J5) - 3- 3©x;7x^-m£7 5 p l«iU 

I1T1 2 0 0 r pmX5»L* 3 71:, 5% C02C^TT-t 

10 SB, ±m 5 0 fi 1 %&&7°U-h (Corn ingftl) MUX 

I, jS — G 1 oT-yW yXrA (Promeg attSD 0 p 1 Sr^jjn. 

U fg}£S£7>- h V-y- (ENV I S I ON : P e r k i n E 1 me r 

15 (%) = (A-B) / (C-B) XI 0 0 

A : 1?y7°)Ury X.JI/CDZJ 0>h 

B : (iri# • (n 

= 3 ) o fe"L{«« t X 7 x 2 ?•-jjfflj&^flplgfA D C C ffl£ 

20 5 0 p 1 , 7 5 p 1 ^tlPbfco 

ffofco 

(n = 3 )o£if« WiX7x^7^-fflJ&mWftIZ"ttl^tlAD C Cm% 

5 0 p 1 , 7 5 p 1 tiiJPbfco t^xil/ll 1 7 

25 5 /X 1 0j6-G 1 oTyir-f vX-xi^«^lJPUTj^fnU ^<D5%1 

0 0 p 1 hKtJP^TS'J 
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013 0 1 3 0 B KTKTil D , 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 1c FR2-14H FGFR2III b^MB^zMVA 

DCCfttt^tfco 
5 

1 2) -2 t MWnFGFR 2 ta#: (hFR 2-1 4_H3/L 1, hFR 

2 — 1 4 H 8/L 1, h FR 2 - 1 4_H 1 2/L 1) CD F G F R 2 fgigjg 

12) -2-1 ifl^*(7)!liir 

10 KATO III, NCI-H716, SNU1 6 80!®^ ADCCffligi&T 

2 izJl/X h \z—~y— (Bee ton Dick i son th§SD Srjifi 

V i X 1 05 m 

IS/ml 

15 12) -2-2 P BMCtt(7)i$gi 

2 om i u >*±n-)v i iz 2 5m 1 $tstA«£ 
ty-D < Sfil 5 0 0 rpmX3 O^^bfco skmt U 
-;n hTHNKu 
2 0ml 10% FB S^ttf7x7-JH/7 F^FtRPM I 1 6 4 0 igiill 

20 (Life Technolog yttM) 1 5 0 0 r pmx 5^ 

TObfco 2 0ml ADCC/fmift£»lU 2tU^L 

ADCCffligilliib, X7x^-Mchbfc0 

25 12) - 2 - 3 AD C 

^#£Ml 2) -2 - lO^TiiUfcNG I —H 7 1 6fiM&£5 0/il/ 

^xJ^T9 6^UJS7-f ^7D7V-\ZWM^ 1 1 0 



WO 2013/154206 PCT/JP2013/061340 

168 

0 0 n g/m 1 [Ife§<j;5ADCC^a!ttiRl/fchFR2- 1 4_H3/ 

LI, hFR 2- 1 4_H8/L 1, hFR2-l 4_H1 2/L lSfcttk 

MgG§50/i 1/^iJVtiiBb, 4°CTlP#rH#gbfcc MM 

01112) - 2 - 2©PBMCf,BMl 3. 4 X 1 06/m 1 57 5/i l iJDL, 

5 gr^Tl 2 0 0 r pmx 5 , 3 7°C\ 5 % CO,2®^#TT-lft 

tniibfco IB, CytoTox96 Non — RadiozctiveC 

ytotoxicity Assay (Promeg attM) + y hftiS© 1 

OXLys is Solution &Z$%M<D%-(D V x.)V\Z 1 7 . 

5 U 1 3 7°C, 5% CO20MTt4 5^#Il 

10 fco M2 0 0 g, 4^FIIWl, ±i5 0/i l/?x;U£9 

P7V— h (C o r n i n gttH) HHJJ&b, 5 0 UL 1 /^xJl/CD S u b s t 

rate Mix iiftb^i&T 3 0 Wibfco 2£lZ50ju 1 / 

•^xJl/CD Stop Solution 4 9 0 nmC0®Tl6^;£:7V— h 

U—y- (ARVO: Perk i nE Ime r ftlS) ADCCg 

15 

(%) = (A-B-C) / (D-C) XI 0 0 

A : it>7°;i/r>x;i/©^^> h 

20 

B : X7x^-|01i£^£>©g^$ttt5 (X7x^^-|00S^x;i/^^tg»^7 

xJI/©t(l?IE) h^TOfit (n = 3) o 

c : ^waflfla^e>os^aj' mmmot>o 
25 >h0TOfii (n = 3)o 
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»jTi£^$1tfc7x;i/©MlE) i (n = 3)„ 

013 1 h FR 2 - 1 4 H 3/L 1, h FR 2 - 1 4_H 8 

/L 1, hFR 2 - 1 4_H 1 2/L 1 U, F G F R 2 fg^jgijfflJ&tfcN C I -

H7 1 6l©^lADCCffift^fL/:. 

1 2) -3 b MblrLFGFR 2 Ja# (hFR2-l 4__H1 2/L 1, hF 

R 2 - 1 4_H 1 9/L 1) ©FGFR 2mMWMMmzfttZ>ADCCfe'\$. 

1 2) - 2 - 1 ©^&Tf$MLfcKATO I I LNCI-H716, 

SNU 16Sana# 5 o u 1 /0x)in9 yv~v\z;mwLtza 

^CIC«®T1~ 1 0 0 0 n g/ml J; 5 AD C 

J8) 43cfc(^9) TUM LfchFR2- 1 4 H 1 2/L 1, h F R 2 — 

1 4 H 1 9/L 1 Sfcttb h I gG£ 5 0 u 1 /r>xJl/T«lU 4°CT1 

Wil/fc. %nmi2) -2-20X7x^3?-|§2O XI 0 
6/m 1 £ 7 5 u 1 «] U ii&T 1 2 0 0 r pmX5 3 7 °C, 

5% C020^#TT-l|®«lfc, SH, Cyt oTox9 6 Non-R 

adiozctive Cytotoxicity Assay (Prome 

g a tt M) + y bftS© lOXLysis Solution cfc 

tfJgJfc©#.©^x;!4;: 17. 5 tl 1 /OxMmwLmW'fe, 3 7°C, 5% C 
Oa©^TT45 iI2 0 0 g, ±?f 5 0^1/ 
^xM9 6^I-7-f^D7>-h (Corningftl) KHJiRU 5 0 

ti. 1 /O x)\/© Substrate Mix Srlfofjp, 3 0 

fibfco $ 5 0 n 1 /Ox.) 1/©S top Solution 4 9 

0 nm©P|M5:7°t/- h U — 5?*— (ARVO : Pe rk i nE Ime r tfcIS) 

ADCCS'l4m;^)ISM^$tt^Ml 2) - 2 - 3 

013 2 ©A, B, CCStlO, hFR2-14_Hl 2/L1, hFR 
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2-14_H19/Lltt, FGFR2^Mi®#NCI-H7 16, SN 

U — 1 6, KATOI I b, f®ffittHhFR2-

1 4_H 1 9/L 1 

3. h Mfctnb hFGFR 2fci#; (hFR2-l 4) ©ADCPigft 

13) -1 hMfcfciFGFR2£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^cktfNC I-H7 1 6iiiH&£lH!JKU PBST3mi, 

1X1 06 

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 £D i 1 1 

uentCTIO a M\zmMk, \Z, P KH 2 6 L 
inkergi^U Sfi5»fU:, 5m 1<£>1.0% FBSM 

RPMI 1 6 4 0ii (Li fe Technolo gytS) 2 0 

5xi o5 

o 

13) -1-2. • PBMCM3<£>sHg4 
2 o m i u >*-kA°-ji/1 tc 2 5 m 1 

< OSSfg, ifil 5 0 0 rpmX3 0#H^>i>Lfco sfomt U >^izA 
-;n (9&m±$mnm±m) (D^m\z\mtmmm^7,t^ h-enjjRu 
2 0ml 10% FBSMRPMI 1 6 4 0®i (Life Techn 

o 1 o gylifSD \zWM\stzo 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 
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logyftg) 2 mmisfcc 

13) -1-3 X7x^^-Ii0ii 

MMM1 3) -1-2TiSlfcPBMCIIHRobo S e p buff 

e r (S TEMCELLfrSD (IT 5X1 0 7M/m 1 J; 5 lliilfc. 
Human monocyte Enrichment Kit Witho 

ut C D 1 6 Depletion (STEMCELL|±i) #JS<DE a s 

ySep human Monocyte enrichment cock 

tail BMCIffilii 1 m 1 Sit 0 5 0 y 1 iibfc0 4°C 10 

EasySep Magnet ic Part ic 1 e s^PBM 

C ftHJfti&jf jg 1 m 1 h tc 0 5 0 ii 1 gsfln Lfco 4 °C 5 ftfflK2 . 5 m 

lll^5<};5IIRoboS'ep buffer (S T EMC E L LttM) 

JlPb, EasySep Magne t ilt7 Mifco 2 ft 3 0 £|HI 

JRLfcli: 1 200 rpmX5 ̂ PHilt^b, Monocyte Mft&ftM LTza 

10% F B SMR PM 1 1 6 4 0 igife (L i f e Technology 

MM) %m\\ 1 lOng/ml GM-CSF (PEPROTEC 

frSO ilOng/ml M-CSF (PEPROTEClil) 1 .0 % 

FBSMRPM 116 4 Oiglft (Life Techn olo gytfcM) & 

»IU /?II 2 2 5 cm277X3 7 A VMU) „ 3 

7°C, 5% CO20^TT1 4 3-40SI: 

lOng/ml GM-CSF (PEPROTEClil) ilOng/ml M 

-CSF '(PEPROTECt® £*a"tU 0% FBSMRPMI 1 6 4 

0 igjfe (Life Technolog y \Z^MLtz.0 1 4 0^ '£Hb 

ii$.nf:V^n77-^0. 0 5%T r y p s i n-EDTA (Life 

Technologyftl) £«1U 3 7 °C 4 0^Mt, fiJilLfc, 

10% F B StfR PM I 1 6 4 0 tgift (L i f e Technology 
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MU) 5X105 10ng/ 

ml ©M-CSF (PEPROTEClhl) i25 OU/ml OIFN-r (P 

EPROTEClil) 1 0% FBSMRPM 1 1 6 4 0 (Li 

fe Techno 1 ogyftS) (CUMML, 

13) -1-4 ADCPfgflOfNffi 

13) - 1 - 1 1 0 0 M 1 /Ox.JU&M{& 

(C o r n i n gMW ^ 

5M5 0 0 ng/mU:^§J:-5l0% FBS'MRP 

M I 1 6 4 0±pi^ (Life Techno log yttiSD 

8) 9) TI^MLfchFR 2 - 1 4_H 12/L1, h FR 2 - 1 4_ 

HI 9/L 1, tfetttMgGSlOOMl/^xjViilll, 4°C 30^ 

mBSLfz o ifil 2 0 0 rpmx 1 0 0 n 1 /tf 

x;i/©10% FBStfRP-MI 1 6 4 0gi (Li fe Techno 1 

o g y MM) TMb/io HIWJ13) - 1 - 3 TsBUUfc, 5 X 1 0 5 M 

/ml 100/il/^iJI/©X7x^^-Ii$illPE 3 7 °C, 5% C02 

0i(m3WIlfeo 4°C 1 2 0 0 r pmX5M4 ±fflSHc^ 

2 o- 0 /x 1 /^xil/© 5%FBS^tP B IHBgfC4 5/i 1/7 

x^©5%FBSMPBS, 5M1/7XJV0APC human CD1 

lb (Bee ton Dickiso n MM) £r$stJtlL, 4°C, 15 

ILL 2 0 0 M l/^xih05%FBS-BfPBST-2 0iflfco 200 

y 1 /7x^0 1 HttP B Still, 4°C, 

Lfco h^h'J- (FACS Cantol I :Becton 

Dickiso nMM) (CTfJj^Lfc0 •?'*—&MMHlttF lowjo (T r e 

eStarftS) FSC (m^mi^t) /SSC (M^M^) T 

ML7C©13, PEdtt (A), APC, PEit(3Pltt (B) 
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ffibfco A PC, (B) *7 uy 
WMWfi'k'kZnttVtXstzo ADCPfgmz&Zfflm^-kmTAttnft 
Lfco 

(%) = B/ (A+B) XI 00 

01 3 3 A, 0 1 3 3 BH^I-ffitK h F R 2 — 1 4 H 1 2/L 1, hF 

R 2 — 1 4 H 1 9/L 1 H FGFR 2 fgigJMJI&tfcNC I -H7 1 6, K 

ATOI I ICMUDCPfitt^Lfco 

mmm 1 4. k hft^FGFR 2Mt (hFR 2 — 14) CD in v i v ojft® 

14) -1 kMfcffiF G F R 2 in#: • (h F R 2 — 1 4 H 1/L 1, hF 

R 2 - 1 4 H 2/L1, h FR 2 -1 4_H 3/L1, h F R 2 — 1 4_H 

4/L1) ©khlfiittSNU - 1 i n vi 

v o irilfililgtt 

5 X 1 0 6 c e 1 ls(Dk hiliSNU- 1 6 (ATCCiOfA) £5 

0%VMJ f)l (B^BD^DIffA) T\«U (CAnN. C 

g-Foxn 1 nu/C r 1 C r 1 j , /X • UA-iOIBA) <DWL 

«Tniiifco &m<D7, io, 14, 
17, 2 1BmzmmM8) -3TIB®£LfckM[:taFGFR2Jn;#: (hFR 

2 — 1 4 H 1/L 1, hFR 2 - 1 4_H2/L 1, hFR2-14_H3 

/LI, h F R 2 — 1 4 H 4 / L 1) £1. 5, 15 mg/kg Tll7^7 

y<DMimiz&^btz (n = 8)0 s^x 

h3M) MTlZ^tmW^lZ^ 

(mm3) = 1/2 XMH (mm) Xgg (mm) XglS (mm) 



WO 2013/154206 PCT/JP2013/061340 

174 

hFR 2- 1 4 H 1/L 3 4AtI^bfco 

i. 5 mg/kg&wes 

8 %\ 15 mg/kgt#jft5 3ra^fc. 

hFR 2- 1 4 H 2/L 1 jft#: ® 1 3 4B{C^bfco 

5 tSSil2 1 1. 5 mg/kgg#|T5 

8 %, 1 5 mg/k gg4iT5 8 %T&ofc„ 

hFR 2 - 1 4 H 3/L 1 1 3 4C.(Iibf:# 

Tfe?)f®2 1 1. 5 mg/kgS4fT6 

4%, 15 mg/kgg#|fr4iraofc. 

10 hFR 2- 1 4_H4/L I 3 4DCSU:. 

1 1. 5 mg/kgMT7 

0%, 15 mg/kg^lT3 9%T^f:. 

14) -2 b h fbiri F G F R 2 in# (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/L 1, h F R 2 — 1 4 H 1 2/L 1, h F R 2 - 1 4_H 1 9/L 1) 

©k hifttiSNU- 1 i n vivotfifi0 

7£t£ 
5 X 1 0 6 c e 1 1 s©hhfI^SNU-l 6 (AT C C J; V MA) £5 

20 0 % "^ b U *f)V (H^BDiOiA) TMU (CAnN. C 

g - F o xn 1 nu/C r 1 C r I j , • iJ/\'-d;t3ifiA) <DWi 

m^yizmuLtc. M©7, 10 (s^a 

ID, 14, 17 (ifc(ii8) -3Tg&ML&tbitmt 

(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, h F R 2 - 1 4__H 1 2 / 

L 1) £fctt^|}®M9) TilLfcb (hFR 2 - 1 4_H 1 9/L 

1) £2, 2 0 mg/kgtfiI-7^X®lErtt:fnfng4Lfc (n = 8 
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N3M) uriz^tmwi&iz^ioMmmnzw&isfco 
MMtfcfM (mm3) =l/2xgi (mm) x£g|l (mm) xgg (mm) 

hFR 2- 1 4 H 5 / L l<Djjg^^®l 3 5Al:gLL MeHJSBTfe 

5 2mg/kgs#it4i%, 2 

0mg/kgt4fT5 1%TfcoL 

hFR 2 - 1 4 H 8/L 1 0*gH£® 1 3 5BI:Sbfco SiHfflSBTfe 

5^*12 1 2mg/kgS4iT30%, 2 

0mg/kg^#iT3 0%Tfeofco 

10 h FR 2 — 1 4_H9/L 10^£|2I1 3 5CiIibL 

%&m21 Bmz&tf%MMwmmm%, 2mg/kg&#srri%, 20 
mg/kgS4it2 3%T2&^. 

hFR 2- 1 4 H 1 1/L 1 0f§JH£B 1 3 5Dl:^Lfc0 HH$J^BT 
1 umz&tfz>m:mmmm\mt, 2mg/k g&wc61 %, 

15 2 0mg/kgg#St4 2mof:.' 
hFR 2 - 1 4 H 1 2/L 1 0|£H:£0 1 3 5EI^Lt ^M^BT 

1 2mg/kgS4i'r3 6%, 
2 0mg/kgg#St5 8raoifco 

h F R 2 — 1 4 H 1 9/L 10|£H£01 3 SFC^bL 

20 %&m21 Bmz&tf&mmmmtmmu, 2mg/kg^iT7o%, 2 
0 mg/k g&#i¥T4 0 XTfc-ofZo 

14) -3 k MfcJftFGFR 2 jn{£ (hFR2 -1 4_H1 2/L 1, hF 

R 2 — 1 4 H 1 9/L 1) 0k I —H 7 1 6 7Uy&& 

25 in v i v 

k hAii^NC I -H7 1 6 (ATCGiDIA) 0® 17^7^ (5 x 

5 x 5 mm3) £, (CAnN. Cg-Foxnlnu/Cr lCr 
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i j, • UA-iDiA.) (DmmmBLTiz&mistz0 

£cfctf$Mj££>3, 7, 10, 14, 17, 21, 2 4amzmiMM9) Ttnm 
Ch FR 2 - 1 4 HI 2/L1, hFR2-l 4_H 19/ 

L 1) $2 Omg/k (n = 1 1)„ 

(mm3) =l/2xgg (mm) xgg (mm) xg^ (mm) 

hFR2-l 4 H 1 2/L l©^gg|l 3 BT 
s^i2 8 amz&tf%Mmwmmmt9 9 

j 

10 hFR 2-1 4 H 1 9/L 10^01 3 6BtI^Lf;0 fi»JSBT& 

Z&W.2 8 9%T 

14) -4 t MfcfciFGFR 2 jri#: (hFR 2 - 1 4__H 1 2/L 1, h F 

R 2 - 1 4 H 1 9/L 1) 0h hASIIiittNC I — H 7 16-luc| 

15 in v i v otriMSffitt 

3xl06ce 1 1 sCDLuc i ferase it h 

NCI—H716—luc (NC I -H7 1 6«ATCCJ;0®IAU Luc 

i f e r a s e mfc"? Srl/fSi^A) &£M'kWk A) TrI 

^L, NOGV^X (NOD/S h i-S C I D, IL-2Rrnul 1, H 

20 DI§A) ©lErttliilfco M 1 

S¥£Ht£U M0 1, 5, 8 ^ 12, 16, 19, 2 6 BfJB^M#!! 8) 43 

9) TffMLfct hfbirL#: (h FR 2 - 1 4_H 1 2/L 1, h FR 2-

1 4 H 1 9/L 1) £2 0 mg/k 

Lfc (n=l l)c 77X©?E£B£fB§ib, (%) M3 

25 7 B£IN V i V O G 1 O LUC i f e r in (7°n ̂  ft <£ D S§A) £150 

mg/kgTM7^70i#IM#U &^1 OMi^lV^CL 

u c i f e r a s e^tt£, I V I S (^ UA°— ^ 7+K I/Xi) 
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Luci ferase (p/ s / c m2/ s r ) &L i v i 

ng Image U A— vA 71M l>Xl) fbbfco 

3 7© (A) \Z^LTZ. 7 011 

T©L u c i f e r a s e 

5 hFR2-14_H12/Llg#iT9 8%, hFR2-14_H19 

/Llg4St9 8%tSof:o 

b hfbjnf£0Mi%$)^£0 1 3 7(7) (B) K^b&o M 9 3 

0 %~C$>%(DlZftL, h FR 2 - 1 4_H 1 2/L ltfifc 

&#i¥T6 4%, hFR 2 - 1 4_H 1 9/L 1^#&^$T9 1 

10 

^IWJI 5. t hfbjftFGFR 2#L#: (hFR 2 - 1 4_H3/L 1) fofot 
FGFR2w&nt<D&&fc<Dx—nmmM$i 
15) -1 ^ftfflFGFR2g6IWiS 
15) -1-1 ^^fbffiFGFR2MaM^JI^^^-0^© 

15 t hFGFR 2 I I lb* I I Ic (0 78: 7 0 & £Z$m 7 9 : 
mm^71) M^®75yi#^i 4 8 - 2 4 9 07^ymmm^^u 
%MM£ (£TF TD2J tuto) &mmtz>U7?-&m&t%rz®, D2mm 

feyh: 
D 2 3 f w: 5' -CTGTTTCAAGGTCCGAGCAATAACAA 

20 ACGTGCACCGTA T. T G G — 3 ' (0 1 2 0 : 1 1 2 ) 

D 2 r v : 5 ' -CGCAAGCTTGTCGACTCAAACAACATC 

CAGATGATAGGTATG—3' (012 1 : 1 13), 

(D7°7A V—fey b hFGFR 2 (0 7 8 : 7 0 

07 9: @B^J#^7 1) ©75 71#^ 1 2 6-3 1 3 

25 ^ h^ilibTPCRM^ffofc. #StlfcPCR^#/£, 

i s ̂ ^i^HRV3 c 7°PT-7-1£^IIHM h^fAbfcp ET 2 4 b 

( + ) (NovagenMM) tln-Fus ion HD Cloning K 
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1 t (.KTF rPET24b ( + ) -D 

2 J tmto Sit, rp E T 2 4 b ( + ) -D2j 

urssi^sa^^FGFR 2D 2 tiet)o 

5 15) -1-2 ^(FBMFGFR 2gfiSt (FGFR 2D 2) 
fgii7°^X5 FpET24b ( + ) -D 2T^SiaO r i g am i 2 (DE 

3) (Novagenlfcl) 2 5/zg/ml©i]t^y> (W 

akoftl), 1 2 u g/m 1 ©:f h :7lM 9 'J > (WakoftlSD ^WklNLtz 

T e r r i f i c igift (FORMED I UMtl) 50mLT3 7°C, 200 

10 r p mf-o fcc ifrinli 5 0 mL £[R1D < 2 5 u g /m 

1 2 ug/m 1 (DJ- h :7+f"^f 9 'J L/fcT e r 

r if i c mm 1 L 3 7 °C 2 5 0 rp mT 1 1 

6°C\zTtf\ ImM I PTGittTFGFR 2D 2 (7)§gJi£tf§# U 2 6 0#^ 

4 5 0 0 rpm, 3 0^I^lTlIb, -f>tl 

15 7-JU (Rocheltg) 7 7- (5 OmM Tris-S 

W. pH8.0, 40 OmM NaCl, 2 OmM Imidazole) \ZM 

mVfc®., -DTCO 2 5 0 0 0 r pm, 2 O^fll^bT 
Hi sTrap FF c rude^7i (GEAJl/X^yli 

m) m\&ny77- (5 0mM 
20 Tris—HC1 pH8. 0, 4 0 OmM NaCl, 50 OmM I m i d 

azole) \ZXtf7iSX> @ 7 ? / a 

IfeL My7 7- (5 OmM Trls-II pH7. 

5, 0. ImM EDTA) TffbmHiTrap SP HPCMb, 

nv7r~ (5 OmM T r i s -MM pH7. 5, 1M NaCl, 0. 

25 ImM EDTA) T^vX>M§£BU va 

A777- (2 5mM HEPES pH 

7. 5, 3 0 OmM NaCl, 0. ImM EDTA) t¥Ift Vfc'fJVMM. 
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^5A.(H i Lo ad 16/600 Superdex 75 p g : GE 

FGFR2D2tt7$3>r)Jl/>7-4 U )VZ 5 U #7*±®D tl 5 

mg/mL 

1 5) -2 t Mttfi F G F R 2 fti# (hFR2-l 4_H3/L 1) ©Fa 

b77^7>f?Ofl 

h F R 2 — 1 4 H 3/L ltt2 0mM V >M 1 OmM EDTA (pH7. 

0) Am iconUl tralS MWCO 1 0 K (5 >J sJ5 

7MU) T2 4mg/ml t:Ilbl.9mliSb/:0 2 OmM 'J/ilOm 

M EDTA (pH7. 0) TO. 0 0 5mMCilbfc, C y s t e i n e 

(S. i gma&M) £5. 5mli20mM 'J>ll0mM EDTA (pH 

7.0) T 1 / 1 0 0 Lfcpapa i n (Sigma MM) £ 0 . 19 

mlifobnU 3 7°C, 1 188#^ 2 OmM 'J >M 1 0 
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 

)V7/r7MW ^UPU $IDHFab77^>h(iffiSt577^'>3 

> 1 8 m 1 £|MlJ|XL7t0 Am iconUl tralS MWC O 1 0 K (5 

T?§£®U 5 OmM T r i s - HC I, 2 0 mM NaCl (p 

H 7 . 5) Tf|{^tf;Superdex 2 0 0 1 6/6 0 (GENhX^r 

7MM) »UnU Fab77^/M:ffi^77^y3>18ml$@ 

iKLfc (J^T rH3LlFab77^>hJ tB?)o 

15) - 3 H3LlFab77^>htFGFR2D2 

H3L 1 F ab77^f/>M 2. 5mg/mL lmLt^b, 1 5mg/m 

L0FGFR2D2^O. 5 mL^U 4°CT-IKg&Ayy 
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7" (50 mM T r i s — MM p H 8 . 0 , 4 0 0 mM NaCl, 20 

mM Imidazole) LfcH i s T r a p F F crude 

\zmwbtc. 7 7 m&nv77- (5 0mM T 
r i s — MM p H 8 . 0, 4 0 0 mM NaCl, 5 0 0 mM Imi da 

5 zo 1 e) ilTittlbfco W>7°M/t7 7 7- (2 5mM Tris-

HC 1 p H 7. 5 , 5 OmMNaC 1) Ty A (Hi 

Load 16/600 Superdex 200 p g : GEAJ1/X^7I± 

m Kifoonu m&mzm^tz>77?y3>i imL%m%Ltca 

10 15) -4 H3LlFab77^>htFGFR2D2^Ci|gif^ 

H3L 1 FabiFGFR2D2©I^^2 2mg/mLCIl 

u yyn^mmmo. sn 
M0. 7 111 wzmmm ( 1. 2 2 5M 0. 15M T 

15 ris-SI p H 8 . 5) £#*jj WXtz.mWi.%:, 0. 4 b mh 
2 0msi&. 3 0 

Wz 0. 2 mmX0. 2mmX0. 2 mmOD^-lpi^^t#otitic 

#£>tlfc§ni§i£ 30% (v/v) ethyleneglycol TLfcffi 

WICIl, m^T- 1 8 0°C©^^M^tTT«gLfeo ifi5X*;Mr-fln 
20 SAIZX9 5 

n^ntz.m^m^v7 H^XTHKL 2 0 0 0 (HKL 
ttM) 
tSF^SlJ P4 1 2 1 2, i|gi0^ffJa = b = 6 0. 5 7 A, c = 33 

1. 2 

25 #Stlfc#|jg0^chFGFR 2 (PDB3-H: 30J2<tt)iSM§S 

#) JkX$F a b (iSi^lplHliia^/f 

$\%\Z\tV 7 h 7x7 p h a s 
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er (CCP4 : Co 1 laborat ive Computat ional 

Project No. 4) 1 

AJ~C^^TZC 

V7 h^x7 r e fmac 5 (CCP4) V 

5 7 h^x7 c o o t MUTK 

2. 3A^TMORl2 1. 8%, free R{!25. 8 

H3LlFab©Ll75;iiSl-2 151 H 

ilT 5 7 1-221, FGFR2D2©757 1 5 0 - 2 4 9, 

H3L 1 Fab©L§M<£>C^ 

10 imM, Hm<DC3Z4B&* FGFR2D20Hi s^^i^nrTHf 

^SnfcH3L 1 F a b^B4A^rt(lS§FGFR2D2075 7ii 
(DffiWfcZ : T y r 1 5 5, Th r 1 5 7, Lys 1 7 6, Ala 

15 181, G 1 y 1 8 2 , G 1 y 1 8 3, Asnl84, Prol85, Met 

186, Thr 1 88, Gin 200, Glu201, Gly205, Gly 

206, Lys 2 0 8, Va 1 2 0 9, Arg210, Asn211, Gin 

212, H i s 2 1 3, T r p 2 1 4, I 1 e 2 1 7o 013 8 

M13 9IIFGFR2D2/H3LlFabI^M 

20 jt^©D 2MSFGFR 2/F GF (PDBn-F : 3 O J 

mMMl6. 77hKFGFR2^FR2-10&l^MM 

i6) -i 

25 i6) - i-i FGFR7 7^v-ft?mmmm*(Dmm 
2 9 3 amm (HWJ 1) - 6 flfSic) £ 1 0 % FBSttDMEMJgi 

t6X10W2 2 5 cm277X3 tUZ&o 
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\zmUL, 3 7 °C, 5% HJIM1) - 3-1, 2) -

1-1 , 0) -2 - lTill/fcFGFR 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—FGFR3 I I lb, p c DNA-DE S T 4 0 —FG'FR 3 I I 

I c, p cDNA-DEST 4 0—FGFR 4, ̂ i^p c DNA-DE ST 

4 0£FuGENE6 

3 7°C, 5%C02©^m^ilL ff)nfc*TrypLExp 
ress (Life Technolog ^T0iRL, xt>L>L<T 

PBSt 1 lUSfc&U I^bt#en^l/yh^2 0% 

16) -1-2 FGFR2 

1 0%FBS/RPMI hiltSNU- 1 6£>J:£/t: hA!§ 

i#NC I-H7.16 (ATCCcttJ^A) ̂ ^-n^niUiRL, 

20%ffJttIiWJ>«bfco 1 0%FBS/DME 

MTlgiLfckhilttKATOI I I (ATCCiOiA) &HJJRU m<b 

LX^Uy blZLTc^ 2 0 % AK;1/~7'J 

16) -1-3 FGFR $77 

d-M 

5X10 6I)S©SNU- 1 6§50%7h 'J^rjl/ (B$^ h > • xV y* 

>y>lf^l±M) Tlib, (CAnN. Cg-Foxnlnu 

/C r 1 C r 1 j , *9 )$IA) OlUMTtfill 
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fee 112 0 

3X1 O5i®0KATO I I I§1 00%7h 'J jrJl h > • xV 

y =£ >7 ttM) TfiiL, S C I D7^7X (CB17/1 cr-Pr 

5 kdcsci d/C r 1 C r 1 j , • UA'-iOiA) 0*^ 

mn3 o umzmm^mub, T-OH^^A 

2. 5X10 61®0NC I -H 7 1 6 § 1 0 0 %Y h 'J^KB^BDi^ 

IftA) Tlib, (CAnN. Cg-Foxn lnu/Cr 1 Cr 

io i j, B^t-^-UA'-irjiA) (Dmmi&Tiz.&mLtco M21 
amzmmzmvrc* 

1 6) - 2 nyy^ 

A77^>M 

15 tefolV 
1 6) -1-1, 16) - 1 - SmLfa-7' 

fcHNRU 1 5 0 0 r pmT5^4>L±?i£l&£Lfc0 mm^Uy Ml 2 0% 
. > mMmxM&m) 3mL$siu MT3OM 
±#gbTg|^Lfe0 ^©l£^Dn^JPA5mL£«lU jl^lllOOOr. 

20 pmTlO^MU il^l^jl/Y'J >jg£P£icLfcm, 

h£tU4XLfc0 

n>*yis;i.WzAtl* h H, 

7 7 7 'f >f 7 ̂  ̂  t A>t^sttS) KlAtl, 

HILt^PDMA§M.bfco ^8601116) - 1 - 3T#Mbfc:ify ^ 

25 V^jl/F*;VA (filftM^^fflJA) 

H 'J 5 y^bts^Ly MlAtlfco 

1S^^7 b&^mj ?/y7 hiiJlte, mn^ikxnyy4 >&MLtza 
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smmfennmm • 77^1 P 5^7 : tt^-777^>x 

Ay 7 4 &m 

^fya- • 77^TEC 7°y7 : It 7 y 7 T-i /f'y 7 A>$^^±110 

5 (DAy74 >11 h >£ 

d0&ilia<E>/^7>f Ay7 4 >lf ̂  ̂  tti bfe^ir y 

h^l*K ft©fSBS^UyhfeS\$ffiM£ k° >-t 

v hTS(0aiUT-by h Lfc„ ^^TSlM©±CM#hbT*t7 h§t 
•er, ±^P»/\°-77^ 

10 /^7>f 

ILcfc0®0£iiU M707^bTlfcftlL ±!Btfltfc 

.&I7Dy#£\ 5 7 • h—A ( I VS - 4 1 0 : ^777/f>T!!/^>7t 

TJ?2 3 /xm]:I^bfeo H 

^7X (7°7^:f : iz&ifre 5 0 °C(DAy 7-Y > 

15 #Jg^ (1t7 7 7 7i'>xy7vW\°>f^#i:±iD ±T-f&f£f#21t, 

-<Fy-7M^U fy^-^rtT§fbfeo 
/ 

1 6) - 3 
SSi/lfe-feS® (x-C 7tJ A]J— Ultra :Ventana M 

20 edical Syst ems|±l) V^T^JSU/cio 

(J3 7°CT\ m^©i^0^IS®Lfco #i^I©iJin®i^T-llI 
l£U;0 K^77-f >HE Z Ay 7 7 — (V e n t a n a M e d i c a 1 

Sys temsftl), 6 8<CT4;ftfffI<D-1' h £ 3 

L/fec E ZAy 7 y — T\%^\^tz.a C C 1 Ay 7y — (V e n t a n a Me 

25 dical Syst emsttl), 9 5°CT4 5 

fc o 'JT^ya y A y 7 7~ (Vent ana Medical Syste 

mstl) yy MTLFGFR 2iri#:FR 2 - 1 0 ^cfctfTfrflfc 
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n t i -Human K-sam Rabbit IgGAffinit 

y Purify (I BL|±M) SrxV U — (V e n t a 

na Medical System s ttlSD 1 0 u g/mL^SJ: 

XS2 1 0 u g/mL 1'J7^ya >A'7 7 7-T* 

5 4 0^#^, B i o t i n 7 M g G (Jackson i mmu 

no researc hftUD ©xV X;frAU — § 500 

iscovery Universal Secondar 

y An t i body (Ven t ana Medical Systems!; 

M) £3 2^SJtS$-tir, U7^/3>/t777-t20Mlfeo <1 >t\£? 

10 — D (DAB777°^7h: Ventana Medical System 

stS) 'J7^ya >Ay7T-T2S 

A — HRP D (DABY77"^7h:Ventana Med'ical S 

ys temsttl) £ 1 6 'J 7 ̂  y a 7 7 7 - T 2 Hl^# 

Lfto DAB D (DABV7 7°+ 7 h : V e n t a n a Medical S 

15 ys temsltI)14M$tfclDAB H202 (DAB?7^7 h : 

Ventana Medical Systems i±®D b, 8 ^PBIJX 

'J 77 > 3 >71 >y 7 7— ~C 2 Copper-D (DAB 

: Ven tana Medical Systems ttlSD £ 4 
1J7^y3>/t7 7 7-T3»bL A7h + y'J« 

20 "feMU II (Ventana Medical Systems ttM) & 4 ft 

<J7?ya>/1y7y-T2mmLfca (V 
entana Medical Systems tfcM) £ 4 D 

7^y3>/t777^T10®bL 

' yy^mxwm^ MAM 

H -fe 0 £ fFfiffi L fc o 

01 4 0 7v hlaFGFR 2^FR 2 - 10H FGFR 
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21 i i 

lot, 77h^FGFR2^FR2-10lt FGF 

R2 I I I 

5 »FGFR2Mil SNU-1 6 MBS (01 

4 1 - DK KATO I I Iii (014 1 — E) &£UNC I —H 7 1 6 IHflg 

(@i4i-F) (D7uy?izftLT^<<DmmTwmfemi&&fimt>nfz. 

ctfrz, :nB©ifittFGFR 

fro —J5, yy hSFGFR2SftFR2 - 1 0 SNU- 1 6 MM (01 

10 4 1 - A), KATO I I I IBM (01 4 1 - B) Tte#< ©MMT0«&I1§'I4 

NC I -H7 1 6 8BIHS (01 4 1 - C) 

ZtLtSLfr-DTzZLtfrt), NC I — H 7 1 6|0MttFGFR 2 I I I b^Sff£ 

htftyi'ofrt'fc'ofca. 
$ 6 (C, 0 1 4 2 D , 7 y hlaF G F R 2 irt#:F R 2 - 1 0 

15 SNU- 1 6100a (01 4 2-AK KATO I I IM (01 4 2-B) ©if 

jfyvNCI-H 

7 16IBM (01 4 2-C) MjyyyVmm\zykmtm^^tlt^-otz.o 

H»J1 7. b hffctfib hFGFR 2 #L#: (hFR2-l 4) <DV%>\*-U 

20 

FGF 7 >J#> (C^SCH i s ^fcttJUbfcr h FGFR 2 a 
1 p h a (I I I b)) fslO^^EL I SACT^tHL/L r h-FGFR 2 a 

1 pha (I I I b) §PBST'2j!ig/ml \Z^m.L, 1 0 0M 1£9 6 w 
, ell Clear Polystyrene High Bind Str 

25 i pwe 11 Microplate (3— — IZ'^WL, 4°CT— 

MIl/L SB, 0. 05% Tween 

-2 0 (B i oRadlii) tfPBST3[HlM, 1% BSA (Sig 



WO 2013/154206 PCT/JP2013/061340 

187 

ma*±®D tfPB S £ 2 0 0 u 1 »1U Ifit 10ZmtkWLfro 
0. 0 5% Tween-20MPBST3®Ml, 1% B S A 

MPBST9 n g/m 1 Mt/:FGF 7, 3 0 0 M g/m 1 \zm,RLfc 
V\°U> (S igmaftl), 0. 3J5S3 0ug/mlHttbfc»J4) 

5 Tilbf;cFR2-l 0, MMM 8 ) UmMLfc h F R 2 - 1 4_H 1 2 / 
LI, %Mm§) TiIbfchFR2 - 1 4 H 1 9/L 1 5 

p At if^inu s?at2OTtb/:o o. 05% TW 

een-20MPBST?3®Mb, 1% B S A^# P B S T 1 8 0 
f^Lfcif^MfcfciF GF-7Kft (Huma n KGF/FGF — 7 Du 

10 oSet, R&D|±M) £ 1 0 0 n 1 ifo&nU Mt2^Wl/fe0 

IteHs 0. 0 5% Tween-2OMPBST30®11 1% BS 

A'a'W P B S T 2 0 0 b7c S treptavisin — HRP (Hum 

an KGF/FGF—7 DuoSe t, R&Dftl) § 1 0 0/i 1 iJPl, 

j®7tLT^2rr2 OMfibfc. 0. 0 5% Tween-2 
15 OttPBST3 0»b, Reagent A, Reagent B£#M 

(Substrate Reagent Pack, R&D 

*US) £10 0^1 iUJDU jtftbT^iBT2 O^gLT^^^ffofeo 

Stop solution (R &DftM) £ 5 0 M 1 istJP LTSJS^rfflli^ 

4 5 0 nm, 7 0 h D-^-TiPJJ^U 

20 4 5 0 nm©iJ^{iS^e, 5 7 0 nm©$ij^{fi£3l^fc|t£;i<$&0 0143(1 

c F R 2 — 1.0 , hFR2- 1 4_H 1 2/L 1, hFR2-l 

4 H 1 9/Ll*rL#:tt, 

25 
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5 m?mm : b&iFGFR2ffift FR2-1 

ON^OT^yBIE^ (0 9) o 

2 : y,y hJrtF G F R 2 F R 2 - 1 0 H 

(DN^tQ(D7^Jmmm (010) „ 

: yy hKFGFR2 JTL#: FR2-1 3 K 

10 (DNT^^©7 5 (011) c 

: 7^>SIFGFR2^ F R 2 - 1 3 F 

(01 2) „ 

: yy h la F G F R 2 JTL#: F R 2 - 1 4 fifgKffiMSf F0 

N^!©7 5/M@B?iJ (013) o 

15 1B?IJ#-^6 : yy btaFGFR 2 *af£ FR2-140giHfflStM>H 

©N^©7^/ilB^J (014) 0 

SB^iJ#^-7 : yy hHSiJIMsffl^rMV— (015) 0 

: FR2-1 0liffl©y-^X>X77^7- (016) a 

: FR2-1 3l|ffl©y-^X>X7 7^V- (017) 0 

20 @B^'J#^1 0 : FR2-1 4SiIffi©>-^X>X7°^^V- (018) „ 

IB^J#^-1 1 : yy hlaFGFR 2^#: F R 2 - 1 0 (DMM<D 

-Ft§cDNA©SSE^i| (019) . 

IB^J#^ 1 2 : 7yh^EFGFR2 Wt F R 2 - 1 0 <DMM<D 7 

(02 0) „ 

25 SB^IJ#-^1 3 : yy hlaFGFR 2 ia#: FR2 -1 3®iiOBlIM&3 

-H1~^cDNA(Z)^SSB^J (02 1) „ 

IB^J#^ 1,4 : hlaFGFR 2 ia#: F R 2 - 1 3 <Dmm<D^^MU(D 7 
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5 (12 2) o 

: yy MriFGFR 2 ft# FR 2 - 1 4 

-Ff£cDNA0itK@B^J (123) o 

1 6 : y y h ft F G F R 2 ft# F R 2 - 1 4 0fi§|0 

5 (02 4) o 

mmm 7: (02 5) „ 

Wmm 8:77 hW0y^/X77-f?- (0 2 6) o 

9 : FR 2 - 1 0glffl©y-^X>X7 7^-7- (02 7) „ 

mmn 2 0 : ^ y bftF G F R 2 ft# FR2-10 <£>g&£> 

10 -HfScD(02 8) 0 

2 1 : 77h^FGFR2 ft# F R 2 - 1 0 0ll©^JIM07 

5 (029) o 

BB?!l#*t 22:77hFR2-13 &&F R 2 - 1 4 i&^if ifgffl 7°^-f V- (0 

3 0) 0 

15 2 3 : ^ y hftF G F R 2 ft# FR2-13 

T-H1"§CDNA0^B2^IJ (03 1) 0 

mm^2 4 :yy hft F G F R 2 ft# FR 2 - 13©gi©^M©7 

(0 3 >2 ) o 

2 5 •. yy MJIFGFR 2 ft# F R 2 -1 

20 -Ft§cDNA©Ml^J (03 3) o 

SB^iJ#^ 2 6 : y y hft F G F R 2 ft# F R 2 - 1 4 0^1107 

(0 3 4) c 

27 : t h Kmft-myb h K 

Xl-H-r^DNA|B^J$#tiDNA^fr (03 5) „ 

25 @B3W§2 8 : (03 6) „ 

mm^2 9 : l|»^-ffl^7^V-R (03 7) „ 

S#|J#-*I 3 0 : b hmm/yj-MEPmUt M g G 1 



#gg¥&E ° (ISMD 

te.WgW<DWM ( 8 I - 2 H d ^) 8 1- ZHd^^^ : 8f-l*-#li£2l 
° (o 90) H-A,>^OATOSS i -s^ : s tugum es 

(6^0) I - Z ~&d^G**A q : I turnm 
I - Z Hd o^$f<2># 

a&¥S® 4Q«a.r^ES/ir^/<»o ° (8^0) ^ 

SS^ A ^^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 'QQXtemf+A/wo 9£Wi^ti / ° (z^0) 
(8 I - 2 Hd 0) 8 I - 2 Hd^K^^ 3. : 6 8 |j-#fi£2S 

° (9 fM) HM I - 3: 8 8^-#[i^3@ 
°(9 ^0) d^t^-^y^AiMmWO I 8 

°^^U^^PU^2i^A^/:a)||5 0 I-Z Hd o^¥f<2)^a& si 
¥S® ° (^0) \\m 

m^^xcomw (0I-2Hd3) 01- 4 3 '• 9 8^#[i42S 
I-SHd 3^0) 

° (8^0) 

fi^SSS^OHS (0 I - 2 Hd-0) 0 I - 2 q : 9 8^-#^01 01 
°(2 ^0)a^^-AK^WO I - 2 3 : P Z^mm 
o(u0)d^ ̂ A—^yGAmmo i - z^diK^^A 3 • s zumm 

5^0)11^0 I - SHd 3^Q)^ag 

¥S® vQ($,in^Hi/ir-P///»o 0 (o^0) \\m 
Mf^£CDm$k (0I-2Hd3) 01- Z~dd^G**A 3 : 2 8 #S-#fi42i s 

°^^U¥¥»^r^3IS^CZ)M0 I-SHd o 
^aa¥Sffi va^^-^Eg/ir-f//^»o ° (6 80) 

(0I-SHJ3) 0 : I 8 ^-#D£2S 
° (8 80) ^4fflVNaa^3[£ESVNCI£-M-n 

06T 

0m90/£I0ZdfAL3d 90£tSI/£I0Z OAV 
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<D$mc F R 2 - 1 3 

ie^i#-^4 4 : th^^7ftFR2-l 3 ( c F R 2 - 1 3 ) MMOY^SM 

mm (05 2) „ 5*>75/m#^17?>$l 

3ftv>f8Mc F R 2 — l 3M075 

@B«^4 5 : bh**5fl:FR2-l 3Mm®7°y-f 7-F (05 3) 

@B^]#-^4 6 : b 5fbFR 2 - 1 3Silffl7°^i"7-R (05 4) „ 

IB^'J#^- 47 : t h + ̂ 7ftF,R2-l 4 (cFR2-14) &&<£>&£&&] 

(055) „ 5t>7$yM&f§rinm6 

©t|cFR2 - 1 4M0^1B^«^£n&^o 

SB«^4 8 : b yitFR 2 -14 (c FR 2 - 1 4) 3iil©75 /i? 
1 

mm (05 6) „ 5^7^;it^iM2 onysfj-MmTfcv, 
c F R 2 - 1 4lloy^ 

1B»^4 9 : b h + ̂ fbFR 2 - 1 4l|i77l'V- (0 5 7) „ 

IB»^-5 0 : b 7fcFR 2 - 1 4 (cFR2-14) 

(05 8) 0 /mmmnmB yi-jmmnh^o, 
(Dfcmc FR 2 - 1 4Sil0J^XIB^J^tt^SnfcC^o 

B3?iJ#-*f5 1 : b h=M yfcFR 2 -14 (c FR 2 - 1 4) SSI075/®? 

sa^'j (059) 0 ?t>T$/wimnmmi Qiti/^-rjummnhv, mn± 
»filicFR2 - 1 4 £1107 5 7 ̂ SB^'JklH^tlft^o 
IB»^ 5 2 : y-y hft F G F R 2 ft# FR2 - 1 OOliC-DR 107 5 
ymmm (06 o) 0 

@B^iJ#-^5 3 : 7 7 bftFGFR 2ft# FR 2 - 1 0 0SIIC D R 2 07 5 
/m@B^J(06 1) 

IB#I#^5 4 : yy hftFGFR2ft# FR2-1 O0SfiCDR3 075 
/mmm(®6 2) 
IB^IJ#^- 5 5 : 7 7 NSFGFR2 ft# FR2-13 OliCD R 1 0 (0 

6 3) 
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56 :77hfiFGFR2^ 

/B£SB^!l (0 6 4) 

57 :77hKFGFR2trt#: 

ym@B^'J (0 6 5) 

BB?>J##5 8 :.77 bftFGFR 2ft# 

/mm (06 6) 
IB^iJ#^ 5 9 : 77 hftF G F R 2 ft# 

Ziffle (06 7) 

SB^J#-^ 6 0 : 7 7 hKFGFR2 ft# 

/MEmi (06 8) 

1B?!I## 6 1 : 7 7 hft F G F R 2 ft# 

/MIB?'J(06 9) 

IB^iJ#-^ 62 : 7 7 b ft F G F R 2 ft# 

/§ffi?'J(07O) 

SB^iJ#^ 6 3 : 7 7 hft F G F R 2 ft# 

JM$m ( (07 1) 

6 4 : 7 7 hft F G F R 2 ft# 

ymia^ij (072) 

IB^IJ#^ 6 5 : 7 7 hft F G F R 2 ft# 

/m@B^J(0 7 3) 

66 : 77 hftFGFR2 ft# 

JWt®m (0 7 4) 

@B^iJ#^6 7:77 hftFGFR 2ft# 

/$8B?iJ(0 7 5) 

mm^6 8 : 77 hftFGFR 2ft# 

/rnrnm (07 6) 

mmn6 9 •. 7 7 bftF GF R 2ft# 

F R 2 -1 3 ©11CDR207 5 

FR 2 - 1 3 0S§fCDR 3 075 

FR 2 -14011CDR1075 

FR2-1 4 0 Mil CDR 2075 

FR 2 - 1 40fiilCDR 3 07 5 

FR 2 - 1 0 0SIICDR 1 07 5 

F R 2 -1 0 0giCDR207 5 

F R 2 - 1 0 0HCDR 3 07 5 

F R 2 -1 3 0||CDR107 5 

F R 2 -1 3 0IICDR207 5 

FR2 - 1 3 0HCDR3075 

FR 2 - 1 4 0HCDR 1 07 5 

FR 2 - 1 4 0®i|CDR 2 07 5 

F R 2 - 1 4 0<gflCDR 3 07 5 
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70 : t hFGFR2 I I lb ©75 J MSB?iJ (078) 

71 : khFGFR2 I I Ic ©75 J M@B?'J (07 9) 

mmn 72 : t MbF R 2-14||.(hFR2-l 4_L 1) ©^SSB^J 

5 (08 0) , as* 

SB#©f&$ih F R 2 - 1 4 L 1 

ia^iJ#-^7 3 : b hftFR 2 - 1 4&m (hFR 2 - 1 4_L 1) ©7571 

mm (08 1) , 5^757^#^i7^M2 o«>^;i/ia^'JTfeD> 

i^OBlcIh FR 2 - 1 4_L 1 ©75 / 

10 mm^7 4 : k MtFR2 - 1 4fi§Jt (hFR 2 - 1 4_H1) ©^SSB^'J 

(08 2) , 7 

gp^o^hFR 2-1 4_H i 

sa^ij#^ 7 5 : k hfbFR 2 - 1 4li (h FR 2 - 1 4_H 1) ©75 

BH^J (0 8 3) , 5^7 5V^#^17!fM1.9fi'>^;HB^lTfcp, il#* 

15 ^©^hFR2- 1 4_H 1 ©75 

la^J#^ 7 6 : k hftF R 2 - 1 4 Sit (h F R 2 — 1 4__H2) ©^SIS^J 

(0 8 4) , 7\t/yi-Mm-chv, as* 

WA(DJ&mh F R 2 - 1 4 H 2 ©iIXSB^JM*a 3m&^0 

@B?'J#^7 7 : fchftFR2-l'41i (hFR2-l 4_H2) ©75 J M 

20 la^ij (08 5) , 5%75/m#^175Ml 9 ffiSA 

§^©^hFR2- 1 4_H2©7 5 

IB^IJII^ 78 : k MfcF R 2 - 1 4Si| (h F R 2 - 1 4_H 3 ) ©J^SIB^J 

(0 8 6) , 

§l^v©/j£^h F R 2 - 1 4 H 3 ©^$§3?iJM*a 

25 gH^'Jll-^7 9 : k MfcFR2 - 1 4MM (hFR 2 - 1 4_H3) ©757i 

iB^ii (08 7) , as* 

§&#©J5fc$lhFR2 -1 4_H3©75/miB^te#£:n&K 
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BE?W§-8 0 : b MfcFR 2 - 1 4 Mil (h FR 2 - 1 4_H4) ©&gBB?iJ 

(088) , 7^M5 7 \XySf-fMmTfcV, ilS* 

gB#©fi&&h F R 2 - 1 4_H4 0^SBB^|{C«^Sn^Vio 

SB^J#-^8 1 : b MfcFR2- 1 4MII (h F R 2 — 1 4_H4) ©7^/i 

5 SB^IJ ®8 9) v 0%7^/Mmmjbmi as* 

iMihFR2 - 1 4_H4®75 

82 : b Mb F R 2 - 1 4 Sit (h F R 2 - 1 4_H 5) ©i«IE^J 

(090) , 

^©^IhF R 2 - 1 4_H 5 ©^SSB^JKlte^tmi^ 

10 @B»-^8 3 : b Mb F R 2 - 1 4li (h FR 2 - 1 4_H 5) ©75 JW. 

IB^'J (091) , 5^75/m#^17^Sl 9lZz/tfj-MmT$)lO, 

g|^©fi£fHh FR 2 - 1 4_H5©75/^gB^I«^£n&^0 

SB^iJ#-^ 84 : bMbFR2 — 14 HUM (h F R 2 - 1 4_H 6 ) (DMM WM 

(09 2) , 7ttv^^-;i/@B^JTfei9, iiSA 

15 gB#©/&$h FR 2 - 1 4_H 6 

IB^J#^- 8 5 : b MbFR 2 - 1 41111 (hFR 2 - 1 4__H6) ©7^71 

IB^IJ (093) , 5^75/mmnIMHo> 

iMIhFR2 - 1 4_H6©75 7miB^J^tt^^n^V^ 

IB^iJ#-^ 8 6 : b MbF R 2 - 1 4 MB (hF R 2 - 1 4_H 7 ) (Di&mmJ 

20 (09 4) , 7«'>^±;PBB^JTS0, 

SB#©fiE$h F R 2 - 1 4 H 7 ©ISIB^JtCtttStl^^o 

IB^iJ#^8 7 : b MbFR 2 - 1 4li (h FR 2 - 1 4_H 7) ©75 71 

SB^'J (0 9 5) , 5^75 7^#^ 17^31 9 ^>^±JI/@B^JT&^ MSA 

g&#©fi&&hFR2- 1 4_H7©7 5y^@B^iJ^«^^tl^:^0 

25 SB^iJ#-^ 8 8 : b MbF R 2 - 1 4 Sil (h F R 2 - 1 4_H 8 ) ©J^SSB^J 

(09 6) , 5^^^F#^17^M5 7ttv^Jl/gB^JT&«3, 

g^v©^h F R 2 - 1 4 H 8 ©itSSB^Jfltt^Stl&^o 
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9 : h MtFR 2 - 1 4SII (h F R 2 - 1 4_H 8) ©75/i 

nm (19 7) , 
gB#©$$ihFR2-l 4_H8 0T^ymSa^lJHtt^Sn^^o 

90 : thftFR2-14 Mil (h F R 2 - 1 4_H 9 ) (DMMm 

(09 8) , 

SB#©f£$ih F R 2 - 1 4_H 9 ©jfigK^Jfckt^Snfc^o 

mm^9 1 : t MbFR 2- 1 4 fill (hFR 2-1 4_H9) ©75 71 

SE^iJ (099) , 51375/M#^17^M1 9ttx^;i/ga^iJTS0, 

»filihFR2 - 1 4_H9©75/^@E£iJ^te^£:n&^o 

@2^iJ#^9 2 : t MbFR 2 - 1 4 fill (hFR 2 - 1 4_H 1 0) ©J«SB 

m (01 o o) , m 

M^oi^lSh F R 2 - l 4 H l o ©^»@2?>JJ;:tt^£fi&^0 

@2^iJ#^9 3 : t MbFR 2 - 1 4Si (hFR 2-1 4__H 1 0) ©7 5 7 

^@2?'J (010 1) , 5^75ym#^17^Ml 9«>^^-;i/@2^iJTfei9, il 

S^©MhFR2- 1 4 H 1 0©7 5y^@2^iJ^«^^n^^o 

@2^J#-^ 9 4 : kMbFR2 — 14 fill (h F R 2 - 1 4_H 1 1) ©^SI2 

m (0102) , 7\zi/s/i-MmT&v, m. 

n±Uft(Dm%h F R 2 - 1 4_H 1 1 

l2^'J#-^9 5 : b MbFR 2 - 1 41i (h FR 2 - 1 4_H 1 1) ©75 7 

mmm (0103) , ^75;I#^IMI 9Uzyy-rmmrhv, m 

MMihFR2-l 4 H 1 l©7 5;W)HtttSMV^ 

l2^J#-^9 6 : fc: MbF R 2 - 1 4 fill (hFR2-l 4_H 1 2&£ZShF 

R 2 - 1 4 H 19) (DMMMm (010 4) , 5 % X ? 1 75M 

5 7 \XyV-f)P@2^JT& D , ffl^A^©^fah F R 2 - 1 4_H 1 2 £££* 

h F R 2 - 1 4_H 1 9 ©IS12^Jt:«t^tl&^o 

@2^iJ#^9 7 : t MbFR 2 - 1 4SII (h FR 2 - 1 4_H 1 2£cfctf h F 

R 2 — 1 4 H 1 9) ©75/^@2?iJ (010 5) , 5 % 7 5 7 1 
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1 FR 2 - 1 4_H 1 2££U: 

h F R 2 — 1 4 H 1 

98 : hMbFR2 — 14 MM (h F R 2 - 1 4_H 1 3 ) ©JtSSB 

m (010 6) , 31 

1£±3ft(Dj$mh F R 2 - 1 4_H 1 3 

9 9 : t MbFR 2 — 1 4SII (hFR 2-1 4_H 1 3) ©757 

M%m (010 7) , 5 *>7 5 /&#-*§• 1 Ml 9 il 

S*g|^©J&^h F R 2 - 1 4 H 1 3 ©75 J 

§e^m^-l 00 : t MbFR 2 - 1 4SII (hFR 2 - 1 4_H 1 4) ©^X 

IB^'J (0108) , 1 75S5 7 tt>^;i/@B^JTfe D, 

ffiSA^5>©^h F R 2 - 1 4_H 1 4©^iB?iJHtt^Sn^Vie 

IB^J#^-1 0 1 : t MbFR 2 - 1 A MM (h FR 2 - 1 4_H 14) ©7 5 

;m$m (0109) , 

ffiS*gl^©J»hFR 2 - 1 4 H 1 4©75yilB^JI:tttSM^o 

@B^J#^-1 02 : t MbFR 2 - 1 4 fill (h FR 2 - 1 4_H 1 5) ©*gg 

mm (0iio) , 7ttv^-t;i/@B^jTSD, 

il^A^©^fah F R 2 - 1 4 H 1 5 

@a^ij#^-l 03 : b Mb F R 2 — 1 4 fit! (hFR 2 - 1 4_H 1 5) ©75 

/mnm (0111) > •5*>75/M#^IT5$I 9«>^;I/@B^JTSD, 

ffi^*gB#©J5fc$JhFR2-l 4 H 1 5 ©75 7 

IB^'M^l 04 : k MbFR 2 -141i (h FR 2 - 1 4__H 1 6) ©^S 

IB^iJ (0112) , 5%;*^:t^F#^17!/M5 

®#A^©J&^h F R 2 - 1 4_H 1 6 ©m$SB^te^£n&^0 

@B»^-1 0 5 : k Mb F R 2 — 1 4 fill (h F R 2 — 1 4_H 1 6) ©75 

JMMm (0113) , 5^75y^#^17^Ml 9tt>^;i/@B^'JTfeD, 

M#*g&#©J5£$ih FR 2 - 1 4 H 1 6 ©75 

IB»^-1 06 : b MbFR 2 -14li (h FR 2 - 1 4_H 1 7) ©J^S 
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(0114) , 

SI#*g|$#0J&$ih F R 2 - 1 4_H 1 7 ®j®g80^J&Ite^£n&V>o 

SB^Wt 1 07 : t MbFR 2 - 1 4 Mil (h FR 2 - 1 4_H 1 7) 075 

ymmIJ (0115) , o-zrs.sm&mnmi 9«>^^-;i/SB^jTfeD, 

ffi#*g|$#0J5£$h FR 2 - 1 4 H 1 7 075 7HB^tt^n&l/V 

@B3Wt 10 8 : b MbFR 2 - 1 4Mil (h FR 2 - 1 4_H 1 8) 0^X 

SB^J (0116) , 5"£;*£I/^K##17!rM5 7 te>^;l/@B?iJT&D, 

ffi^*g|^0J»h F R 2 - 1 4_H 1 8 0^1B^J^tt#Stl7d:^o 

SB^JS^-l 09 : k MbFR 2 - 1 4 Mil (h FR 2 - 1 4_H 1 8) 075 

y^SB^'j (0117) , 0-^7^ym^mnmi 

IMMihFR2-l 4 H 1 8 07 5y^@B?iJK:tt^£n&^o 

@B?'J#-^1 10 : hFR 2—1 4_H 2 9A 7°MiIffl7°7-f 7-VH 3 A-F 

(0118) o 

IB^J#^ 1 11 : h FR 2 - 1 4 H 2 ^^7liffl7°7^Y-VH3 A-R 

(01 1 9) o 

mm^r 1 1 2 : D 2 itfgffl y°y-i^ — D 2 3 f w (0 1 2 0 ) 

IB^'JU^l 1 3 : D 2m&my°7l7-D 2 3 r v (0121) 
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mmomm 
i ] 

R-D, (fib 
roblast growth factor receptor :FGFR) 

[et^2] 

(FGFR) hFGFRTfe^, Hf^f 1 IE 
rnvm^xte^tDmrnmin* 
[§i^3] 

io (FGFR) ^FGFR2TSS, i^ixa 

2 um(Dm*x\t^(DmmWo 
[if5fc®4] 

b 2 (b h F G F R 2 ) III b&tf/Xteb h 
(b hFGFR 2) III c 

is 17^M3 
s ] 

kh^il^fflMiimH^^#2 (khFGFR2) I I I b&tfb hlM£ 
(b hFGFR 2) III cH^tS, §t«!l7^ 

20 

b 2 >ti b^AXD—D 
XH^^±II^1"S, i nm5 

vrnmrnfro 
7 ] 

25 b hi^M^gS^SW#:2 u >ti h^W > 2 
5, imm 1 75M6 

[ft^8] 
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k >m H/^>3HIS 
inrn4RU6m^ttifr-'D\zBm(DtTi$.x\z^(Dmmmfc° 

[§f^9] 

k 2 (t hFGFR 2) I I lb RWXU b b 
5 nm&nmmf(tbFGFR2) incwit§«ft$ 

[If 10] 

bbiiMWSf^2 (b hFGFR 2) I I IbSI^bhli 

fl®i^ilf»2 (k b F G F R 2 ) I I I c lZftT3 

10 '5, 1 7bm 9 

[If ̂  11] 

ftJII&?£ft£.WT£K H#^17!JM1 O0^-rn^-^^fE«c0ft#X^ 

[If 12] 

15 -f > • k# (in vivo) XinMMi^^^i^'t, ff;}<3i 1 1 ffile 0ft# 

x\z*ommmfro 
[ff^ 1 3] 

@B^0@B^J#^5 2 (06 0) ^$n£75/^gB?'Jfcb<teM75/ 
^BBWCSV^T i ox\t2-D(D7^ yMfim&znTUzr^ 

20 5CDRH1-, 5 3 (061) t:^$n§75;»jfci 

< ttM75 ym%m\z&^T 1 -0x^20^7 ̂  jmtm^nxt^r ̂  / 
mM^w^u^>cDRW2msmm(Dun^nb 4 (062) 
5 ymsB^jfeb< «M7 5 1 ̂ xtt2-^©75 
tlTfc575/miB^iJ^f>/j;§CDRH3 Sit 

25 @B^Jg®IB^J#^-6 1 (06 9) ^$n575/MlB?0fcL<teM75/M 
SB^iJ ££ HT 1 Xtt 2 ^ 0 7 5 7 £ tlXfc § 7 5 7 M W ZteZ 
CDRL 1, 0^Ji©0B^iJt^6 2 (07 0) H^$n575 / ̂ BB^Jfe L < 
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7 5 / T 1 ̂ X 2 ^ 0 7 5 / $ m:& £ 7 5 / M 
BB^J^&SCDRL3 (®7i) [:^$n§75 
y^gB^Jt)b<«M7 5 ymmmz&^x i ̂ xu2^©7$yi^gi$n 
T^575yiE^^/j;'5CDRL3^ui/5^&5M^&D1 iL 

5 ^khFGFR2i;^t5, iMlM4, 6, 8, 9, 1 1^1/12© 

m^mi4] 
IB^0@3^J#^5 5 (063) ^£n£75/iffi?i]fcL<»M75/ 

1 ̂ Xte2 ̂ ©75 /g^®M3tlT&57 5 SM&FlfrZtSi 
10 §CDRH 1, 13^J^©1B^IJ#^5 6 (064) tl^n§7 5 ylE^Jfeb 

< tti7 5;iia?ij}:i5^T i ̂ xiJ2^075yi^ti$nT^§75y 
mmm^t^cvR^jkzsmmmmmnb 7 (06 5) iz^znzy 
5 «M7 5 jmmmz&^T 1-0x1x2007^ ymwm&z 
nx^s7.ay^sB^jj&^^^cDRH3MI/K:, 

15 iB?im©@B^j#^6 4 (07 2) \z^zn%7^/MMmbL<nm7^yM 
BB^JH^ViT 1 ̂ Xfl2^075 ;i^gl$tlT^575 / 11B?|J^S^§ 
CDRL 1, 5 (073) ^^$n^75/m@B^jfeb< 
\tm 7 5 J miB^j \z & wr 1 -3 x \t 2 o <D 7 5 J $ nx •& 3 7 5 J m 
SB^J^&SCDRL2jkumm(Dmmn&6 (074) c^^n§75 

20 /MgBmL<ttM7 5/mgB^Jfl£^Tl oXH2^©75 
xtzzrs. /mmm^fczcDRL 3 & 
^khFGFR2n^t^, m^mmm7RzS9nmi 2 (Dwfn^-o 
iztmvfcfoxu^tDmmK* 
i$mm 15] 

25 mmvmmns 8 (06 6) ^§n§75ywijt)t><tti75y 
1 ox\t2o(D7^ y nx&a 7^ 

5CDRH 1, @B^C0lB»^-5 9 (0 6 7) H^$nS7^ J L 
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< 5 i^xii2907$yi^ii$nT^575y 
Mmm^fc&ciDRH2Rz£mm(Dmmj^6 o (06 8) iz^n^r 
5 jmnmbL< i ̂ [12^075/1^11$ 
tlT^§75/WW^/d:§CDRH3 

5 SB^J^BS^J#-^ 6 7 (07 5) ^£n§75/liBm L < «M75/I 
SBWI^T i -DX\X2-D(D7^/mfimW:2nTfcz>7^jMmm^f£Z> 
CDRL i, 8 (07 6) ^£n375/i@BmL< 

«M75 /ISB^I^T 1 ̂ Xtt2^075 ywi$ntfci:57$ 71 
ia^e>&3CDRL 2Rz$mm<Dmm^6 9 (07 7) ^£n£75 

10 ; m&m & L < \tm 7 5 y m&m \z & wr 1 -o x a 2 o ® 7 5 / m £ n 
T^S75 y&BB»£&5CDRL 3 , 5. 
•3thFGFR2it^inmims9 7^1 2cv^Ttifr—D 

izmm&ififaxte^vmmmfro 
1 6] 

15 CDRH 3^E^JS0SE^J#^6 0 (06 8) ^£tl&75/M@B^& 
^Tl:3XH2:3(D7 5yi/^ii^$tlTfc57 5/l@B^j7^fc5, 
i btmvvifoxn^vmmWffto 
imMmi7] 

tmmmmi 6(D^tn^—oizmm 
20 (Dffubxit-zo}®m&ifro 

[ft^ 1 8 ] 
7<D^?nfr—~D\zmWi,<DVifcx 

^(DMmmfro 

25 hfblrL#:T$)§, 1 TJ^. 1 8 o\ZUWL<Dik\tX 

[ft;m2 0] 



Z •§*#$/(I 80) 8Z-§^»2S (I 1 A) 
, • (I 1/IH-^ I - Z Hd 

*J) 3 vI|ga¥§ L 9 frS^O Z^#W ̂ 0)^31 32 
(8 80) 9 LUmm WST 

I ZlH^/^a>ri£2g$/tZ£U£^Q- (180) 8Z^-#fi4Hg (I A) 
• (I1/SH~PI- Z H 

dq) L 9 PSUO zu&m/zLOU 
2l$g/5^£U£^a- (I 60) 8 8^-#r^H0 'jQTSf vIfSa^SSZS 02 
ui (ism) e z^g^ss (A) 

• (I1/I IH PI-ZHH 
q) vIfSO^Z 9 ^S^/0 Z^#$/^G>ri£2S$ 

(s o i0) s 6^#ri43§ \^Tsf lM<a^s szwu 
i z^mmr(i sm) s z^#ri^s8 (A i) si 

: (I1/8H PI - Z Hd 
q) z 9 ^$i/o ;zmmm 
/tZ£U£^a. (Z 6 0) 6 8^#fi^S8 'WMQ^ S 8 ZS^I 
z^Mf ^Lmmwr(i80) 8 z-E^-iifi^s! u i n 

'• (I 1/Z I H P I - SHd 01 

^) $K>£3H lII5a^ L 9 P^UO Z U&W f ^ LW^W 
(so i0) Z6^#r^ss wsr 

i z^-#^/5zcz)r^si^/(i80) z L^mm (in 
'•(11/61 H P I-ZHH 

n) VIIS«#3Z 9 ^s^/o z##W5za>ri£3@ s 
(S 0 10) Z 6^#[i43i 'jQTSf szs 

«i (i80) szi*#ri£Hs (n 

xtmcomi6 m^gg (x 1 x) so: (n 
SOS 

0m90/£I0ZdfAL3d 90£tSI/£I0Z OAV 
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1 75M 2 3 5 @B?iJ#^t 7 7 (08 5) 

mmm<D7$sm&^2 07^4 6 7 Mbft# (h 

FR 2 - 1 4 H 2/L 1) ; 

(vi i 1) IB^JH-^7 3 (08 1) 7 5 / Mm?U<D7 5 / &#-*§• 

5 2 1 75M 2 3 5 @B^J#-5t7 9 (0 8 7) 5 

/m&m<DT$/M&^2 0 75M4 6 7 Sr^tfSSi, £^/uT&3fc Mbft# 

(h FR 2 - 1 4_H 3/L 1) ; 

(ix) ISW^7 3 (08 1) T/^$n§75 yi@B^J©75 yi#^21 

75M 2'3 5 £ck^\ SB^J#^t8 1 (08 9) T^n5 7$/f 

10 iB?'J075/!#^2 0 7}M4 6 7 mt&Sk Mbft# (h 

FR 2 - 1 4 H 4/L1) ; 

(x) @B3Wt7 3 (08 1) t^5 7 5/m%m<D7^yi#^2 1 75 

M2 3 5 £^tmtl> 1B^J#^8 5 (09 3) T^£n375/lgB 

?|J07 5 yl#§2 0 75M4 6 7 Sr^/uT&SfcMbft# (hF 

15 R 2 - 1 4_H6/L 1) ; 

(xi) @B^iJ#-^7 3 (08 1) T^^n§75yilB^J©75yiS^2 1 

nm 2 3 5 SB^iJ#^ 8 7 (09 5) T^£tl&7 5/1 

lB?iJ©7 5ym#^2 0 717$ 4 6 7 £^irSSt, Mbft# (h 

FR 2 - 1 4 H 7/L 1) ; 

20 (x i i ) @B^iJ#^7 3 (08 1) t/T$tl§75yl0B^J075yi#^2 

1 73/5 2 3 5 IB^'J#^-9 1 (09 9) T^$tl5757 

mmw7^/m^n2 075^4 6 7 Mbft# (h 

FR 2 - 1 4 H 9/L 1) ; 

(xii i) IB»^7 3 (08 1) T^$n§75yilB^J®7 5 7l#-^ 

25 2 1 75M2 3 5 ^tsmm,IB^IJ#^9 3 (0 1 0 1) T^£tl37 

5/llS?iJ07 5/l#^2 0 75S4 6 7 £^A/T&£bMbft 

# (hFR 2- 1 4_H1 0/L 1)„ 
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(x i v) @H^iJ#^7 3 (08 1) T^£tl£75/11B?'J<Z)75/1#^2 

• 1 nm 2 3 5 9 (010 7) 

ym@B^j^#tr©7 5yi#^2 07554 6 7mm, Mtft# 

(h FR 2 - 1 4 H 1 3/L 1) ; 

5 (xv)BB^iJ#^7 3 (08 1) T^$n§75/iSB?iJ©75/i#^2 1 

nm 2 3 5 @B^J#-^101 (0109) T^$n575 

075^4 6 7 %^t$mm, Htft# 

(h FR 2 - 1 4_H 1 4/L 1) ; 

(xvi) IB^iJ#^7 3 (08 1) T^$n§75ymiB^J«75 7l#^2 

10 175M2 3 5£#trim @B^J#-^1 0 3 (0111) T^$tl57 

5ym@a^jo7 5yi#^2 onm4 6 7 £^/-e&5fc Mbft 

ft (hFR2-14_H15/Ll)0 . 

(xvi i) mm^7 3 (08 1) T^$n£7 5/M@B?iJ07 5yl^t 

2 1 Tbm 2 3 5 IB^J#^-10 5 (0113) 

15 7 5/HB?'J©7 5/M#-%2 0 75S4 6 7 

ft# (hFR 2 - 1 4 H 16/L1); 

(x i i 1) mm^7 3 (08 1) T-*£tl£75 7MIB^iJ©75 

2 1 75 M2 3 5£^tm®t £«££*, 13*0#-^ 1 0 7 (0115) 

75/HB?iJ©75/11l-^2 0 75S4 6 7 

20 ft# (hFR 2 - 1 4_H 1 7/L 1) ; £££/ 

(x i x) @B»^7 3 (08 1) T^$tl£75/!IB^J(7)75/!#^2 

175S2 3 5£#Mit IB^'J#^1 09 (0117) T^$tl£7 

^ymnm(D7^/m^n2 onm4 6 7 £^/?&3kMt;ft 

# (hFR2-1 4_H 1 8/L l)o 

25 [st>]<^2 1] 

fjf«!2 0 ^IBi(®ft#(7)Sil^J;r/M0 75 7 l@B^Jt^tl^n 9 5 % 

l^thFGF 
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R2n^ts, 

mw* 
mim-2 21 
tiffin 3 75S1 6£«ktf2 0 

tf^^l75Sl 2 OlZ$EM(Dtri{*X^(D 

flifbllfH'o -

[ft2 3 ] 

3 75M1 6 43 cfc ^ 2 0 m^-fnft--D\ZUm(Dm*t, khFGF 

R 2 •/\<D$n'Q §, Ht^l75Ml 2(D^irnfr-0\Zim(Dtfi 

fcwttvmmmfro 

24] 

Ba^iJ#-^7 0 (@7 8) 1 5 5#@©^DV> 

(Tyr), 157t0©X^>(Thr), 1 7 6#@®'Jy>(Ly s), 

18 1f@®77^> (Ala), 18 2#@0^'Jy> (Gly), 18 3# 

|0^ijy> (Gly), 18 4#@©7X/^^> (Asn), 1 85#@© 

7° n 'J > (Pro), 186#S0^f^> (Met), 188#.l®Xl/t 

-> (Thr), 2 0 0#@© (^M5», 2 0 1#@®W$>1 (G 

1 u), 2 0 5#@0^'J y> (Gly), 2 0 6#@©^'Jy> (Gly), 2 

O8#@0'Jy> (Lys), 2 0 9 #g ©A U > ('V a 1 ), 2 1 0#@(D7 

(Arg), 2 1 1#@©TXA7^> (A s n), 2 1 2#@©^ 

^ 5 > (Gin), 213#a©kXfy> (His), 2 1 4#S(7) MJ 7° h 

77> (T r p), £££/, 2 1 7#g0^VD^yy (lie) 

IM$n§, k h F G F R 2 ±0XH h-yl*^Jil75Ml 2 (D 

Wt tlft-"D \Z IE® <D <D m t£ Iff fro 

[f#j£Jg2 5] 

@B^J#-^7 0 (0 7 8) 1 5 

(Tyr), 15 7#0©Xl/^~> (Thr), 1 7 6t@0'Jy>(Ly s), 
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18 1#@077-> (Ala), 18 2#gO^'Jy> (Gly), 18 3# 

0£>^D ->> (Gly), 18 4 (Asn), 1 8 5#@C7) 

7° D U > (Pro), 186f0(O/^> (Met), 188#g©Xht 

(Thr), 2OO#@0 (W5», 2 0 1#@©W5>1 (G 

5 1 u), 2 0 5#00^iJx> (G 1 y), 2O6#g0^'Jy> (Gly), 2 

0 8#@©'Jy> (Lys), 2 0 9#g(DAU > (V a 1 ), 2 1 0#g©7 

M->.(Arg), 2 1 l#g©7XA°7^> (Asn), 2 12#@©^ 

> (Gin), 2 1 3 SgOhXfyy (Hi s ), 2 1 4#g© h 'J 7° h 

7r> (T r p), 2 1 7#@(7Myn ̂  l/> (lie) ©MISi© 

io it^i75Mi 2(D^tnfr—Diztmvmtx 

[If 2 6] 

hn-Z^TT&5, lf^2 SMOftftXtt 

^CDtHtglfrjtc, 

15 [If ̂  2 7] 

if^®2 5SfcH2 6 Efc 

[stsf<®2 8] 

KWh lf;Ml75Ml 2£cfctf2 175M2 7 

[si^II 2 9] 

h hFGFR 2^\<7) FGF If M 1 75M 2 80^W 

-o\zmm<Dm£xn^(Dmmmfre 
[|f^ 3 0] 

25 zwtz, if 
3&mmm2 9(D^-fnfr—^izmwztDfiLftxitt&ffimMfto 
[Itsf^ 31 ] 
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TIB (i) 75S (i i i) : 

( i ) If^c® 1 75S3 0 

£r£\%£&<D7$ H ; 

(i i) 1 75M3 0 —0^fBft(73ft{£(7)gfl£fcMiI(7)--

(i i i) 1 75M3 0 ^ffifc©ftft»aiI£fcM§ICD 

-m £ & «£$£> 75; mmm & z - Ft § 
[fif«t3 2] 

io IS^3 1 IBfc©^ o 

[1M<®3 3] 

tmM3 ium(Dyzvt9vx\tmi£m.3 2ummm^w—hmA 

c 

[§&3fc*g 3 4] 

15 st^li 1 75M3 0 (WfW— 

SHJi&c 

[|f^3 5] 

~FfB©IfM ( i) TkTS ( i i) £ c^tf £ <h;^ £&£>, • ft^cS 1 73? M3 0©^ 

20 ( i) i^J|3 3 3 4fB®«m^ig#t-5I@ ; £«£# 

(i n itfifaim (i) vm6nfzmmm^imminm3 
^i:Ei©K#:Xttf©l^i}t§®ilXt§lg0 

[et3 6] 

If5f<^3 5 \ZBM(DJ]&\Z J; 1 75S 1 2 0^fn^-^ 

25 

[et^® 3 7] 

5 175$ 5 IB© 
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If^l75S3 0£J;r/3 
£ & « ©«®rn-0 

[tf;£^3 8] 

If^Jgl 75S3 0, 3 6&<W3 7 

[if 2^^ 3 9 ] 

mmmmmm$nxu%, it^ 3 8 
[if MM 4 0] 

2 0(D (i) 75M (x i x) (7)<Af°tl/0w5>31iR$tl&, 

10 .H 2jfc!§ 3 9 
[ff^4 1] 
Hf^ l75$3 0, 3 6 £<£^3 7(DDT'nfr—L< Itt 

(Dmm&rfr. £fcizffijjcm3 875^4 o<D^-fnfr--z>izmme>&ffifr&w%i 
ticfttLx^/vXtezmmm^o 

15 [it2t^ 4 2 ] 
tni$M4 1 fafc<7)E^!a)&#Jo 

[If J&Jg 4 3 ] 

Jg#F G F R 2 If MM 4 2 IE®0E^«t)c 
[^®4 4] 

20 1 75M 3 0 , 3 6££?/3 7 (D^tnfr-olzmmvtnfohLKU't 

ommYx, sfettHt«3 8 75M4 0 

l,if^Ji14 5] 

k hFGFR 2 I I I 
25 

[,if ;RJii 4 6 J 
ftft/^lf ^ 1 3iBfc£>CDRH175$CDRH3 £#t?S8M3cfctfCDR 
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L 175MCDRL If MM 4 5fB«©f«tlo 

[mMm4 7] 
2 (@20) 

21 (029) 

M£*a-/uT& &* if MM 4 6 I3®0|RJJ£#JO 

[If MM 4 8] 

ft#/^+ y< y ft# S Tc \t y y h ft#T & £, if MM 4 6 £ tc & 4 7 Etc COM 

$MHo 

[If MM 4 9 ] 

bhFGFR2 I I I lf«! 4 5 75$ 4 8 

0 V v-fftflv— "3 iz SB® <D %&&%} o 

[lf^5 0] 

If ̂ 4 5 75 $4 

it <5 X@£^tf ££>!>>£>b hFGFR 2 I I I b £&fcBXkt8'J5rf 5# 

[If MM 5 1] 

TIB0XIM ( i ) 75$ ( i i i ) £^£>&5, b hFGFR 2 I I 

1 c : 

(i) bhFGFR2 I I IbibhFGFR2 I I Ic 

tfo$i-y->y°)l^(Dh h F G F R 2 I I I btbhFGFR2 I I Ic 

&XfS ; 

(i i ) mMM4 5~nm4 9 m^nfr--D\ztm(D&m%t®L$i-y->y°)i$: 
S^>7^4J©bhFGFR 2 I I I b £&iti£fcte$Jjrr£X 

(i i i) XfS (i) (i i) \Z&tfZ> 



WO 2013/154206 PCT/JP2013/061340 

210 

feO&gzftZXn (.1 l) Zt\Z£ 

V, W>7°J^©bhFGFRI I I 2 

[fS^®5 2] 

5 k h F G F R 2 itjS0i®rSfcUMfflt2b5, lit Ml 4 4 75$ 4 9 ©Vi 

•fn^—"otwiaitwsaj®#!, ifjf<^5 oxtts i f2®(0^^o 

[lf^5 3] 

~Ff2tf)XfS (i) 75$ (i I i) Sr'g'tJ, mMM4 175$4 3 

10 (i) mMM4 4 75$4 9 O^S2fc(O£lJ&tj£®#fi5k01t>:7° 

(i i) ^>7;i/*fcb hFGFR 

St§Igo 

[lf^5 4] 

15 thFGFR2^khFGFR2I I I btfeS, If^Ii 5 3 f2fc®^£o 

[lt^I|5 5] 

khFGFR2^khFGFR2 I I I c b h F G F R 2 I I I b T 

S)§, 5 3 EfttfXfrfe, 

[ff«l5 6] 

20 lf^® 5 375$5 mMM44 

75$4 9 OlZBM<DU^o 

[i^57] 

li^^5 3 75$ 5 5 

(D^Ttlfr—-J\zUW<(DM£, 5 6f2®c<0|lJ$tJo 

25 [li^lS 5 8] 

Hf^® 5 3 75$ 5 5 

lf^S4 1 75$4 3 (Wftl/^—olzBMOUMU^o 
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[mMM 59] 
mMM 1 75M 3 0, 3 6i5J:^3 7 L < 

omtfemfr. 3 8 75S4 o 
Tt^ai0 

5 [ifjfcJg 6 0] 

TfEIfg (i) 75M (i i i) 

(i) m&mm o ®78) 
;it^ 1 5 5 0fD-» (Tyr) 75$ 2 1 7 #S<?H V •< v> (I 1 e) 

(i i) nai^o, IB^J#-^7 oT^nsr^/IIB^CO 15 s#@ 

©?ny> (Tyr), 15 7#gOXl/t-> (Thr), 1 7 6fg0'Jy 

> (Lys), 18 1#g©77-> (Ala), 18 2#@0^Uy> (G 1 

y), 18 3#g0^'Jy> (Gly), 18 4#@®7W^> (Asn), 

15 1 8 5#0C7)7°DU > (P r o), 1 8 6#g0/?t^> (Me t), 188 

#.@©X (Thr), 2OO#@0 2 0 1fg©^ 

(Glu), 2 0 5Sg©^'Jyy (Gly), 2 0 6tg©^'Jy> 

(G 1 y), 2 0 8#@©'Jy> (Ly s), 2 0 9#@©AU> (V a 1), 2 

10#g©7Mxy (Arg), 2 1 l#g07X^7^> (Asn), 2 1 

20 2Sg©W$> (Gin), 2 13#g©tXfy> (His), 2 14# 

S0b'J^h77>.(Trp), 2 17f@0^7n^y> (I 1 e) 

(i i D msmzm-ttrnfe 
tz r.fvic 

25 [ft ̂ 6 1] 

TSEXfS ( i v) £$£>£C"atS\ ff;|<ll6 0 : 

(iv) 
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[lf^6 2] 

jftj&Jg 6 0 Xte 6 1 SB®CD^£O 

mMmQ3) 
5 0Xtt6 lfBicCOXfM (i i i) 

> t: h • «£^tfX?Mfl£ 0 MUt/bC 

[ifsfc^ 6 4] 

$ mMM4 1 75M4 3 43J;r/5 8 

io cgitoo 

[fflt3M6 5] 

•ZZfSL&ik&yatzyzSz.V-bZtlfc, §1^175153 (K 3 6£cfctf3 

7<D^Ttifr—'olziBMomthL <U^r(Dm^0fHr, £frl2* mMM3 8T) 

S4 0 <D!/i"ftlfr—'~D£!2fc(Dfeffofco 

15 [ft;j}<IPi6 6] 

5H2iSt©in#^ , %nMM4 175M4 3, 

5 8&J;^6 4fB®©l/^Ttl^— 

20 

25 


