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£ b [z ^ ti & Bfe'M M fc £ ^ [c mt & o 

[0002] }S[£5E0(7)-teTrfoi<JN ^(Dyn'Mfet L 
Tli, (tftrfMaj) *><&*>*><, ffife 
X t i/LilS^y |3 cfc 'otl'a) O 

tam#\t Lxits 7i\s*rM\Ms ttsSfStftak T)\,-h p-r ts 
^scfct-is^k 

[0003] — 2JS 'J > ( C a d h e r i n ) (£N l-f§3Ei"3"-§> C a 2+{<£ 

ial£;b K^'J >[zliN E^K'MJX N^K^'J> 

\ Pt> 'J > (CDH3) K^u^ilz^p h^ 

<J>s fx^v—A^] K^'J >Hjb<*Qb;tiTl^0 CtLb0^J 

Tfx^-r M Th^i/VX-i/t^^aV^MLs iTOl*] 

0*J:7L = >£ttLT$l!flSfl#te& (7^>i®*f) [cjljg-fSztjbtfcQbti, 

xfcy, Ljwif^oti^^^.bW„ 
[0004] £tzt> KAij>[«if^l:, B%±s 11M, v 

lot, \%t\ ( 

1 ~ 3 ) o 

ftfrMrXSK 

[0005] 2005-522982 -§-^fg 
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2008-538909 

^£M3 2009-528257 

mmmm 
nmmikL&ottzmm 

[0006] LfrL&^b, fat K^'J ^blc-g 

lot, *#gej(7)fIM[^ K^'J 

Bfi^jSfc-rsfca&o^K 
[0007] zzx-*my\%i*s ±mm%m%t'<<m*miLtzmms 

U- hl^£:fr 

®mtm± 'j >^^ii[3j:b^T^sijsi^[cfn]±t"& - <t ^.laj u 
*mW&yutiLLtZo 

[0008] ttefr-tb, hlit^$-^LT$S^L 

Xte&tfLt) 
Hf M &*><J)Xlg>& o 

[0009] ±SEtfL*i 

fa &:b(DX&& o 

^&2£X[*^Bff2£il£0f::tf>0, ±SEtfi*i K^'J> 

£bl::*#gWit, ±t&slt> 'J £&-£?" ^^IS<b 

f <§>-lS;&-II^;£ Xli £ £ £> Tr & <§> o 

% BR(D$]^ 

[0010] ^f§0J(7)^Itt4#JllIi^/L^ K^'J 

ZH&HI^HIX 
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ztiz&v^ 

mmcDmmtemw 
[0011] [mi]?i=i-+M 

[|H2] 67Ga — DOT A—PPMX20 1 6 tfito (ttjAJt 1 : 1 0 ) 9 6 

[|H3] 67Ga — DOT A—PPMX20 1 6 tfifa (ttjAJt 1:3) 9 60# 

[1214] 67Ga — DOTA—PPMX2029 tfito (ttjAJt 1 : 1 0 ) 9 6 

B# Pel & 0 fa ft #*|T £ atf o 

[®5] 67Ga — DOTA—PPMX2029 tfito (ttjAJt 1:3) 9 60# 

PB1f£0tofl:9^fT£^-fo 

[|H6] 67Ga — DOTA—PPMX2025 tfito (ttjAJt 1 : 1 0 ) 9 6 

0# Pel & 0) it ft £ att o 

[|H7] 67Ga — DOTA—PPMX2025 tfito (ttjAJt 1:3) 9 60# 

T&fcOfoPtftffi&Tri-to 

[®8]67G a - DO T A-P PMX 2 0 2 5£rito(7)DO T AftjAJt^ 1 : ^s 

1:3, 1:1 0 t Ltzt$0)&5-9 6 0#riS]&0ft;fl#*|T£atf 0 

[®9] 111 I n — DOTA—PPAT — 052 — 27 c (ttjAJt 1:3) 

9 6 

[®10] 1 1 1 I n — DOTA—PPAT — 052 — 27 c tnH$ (tt&Jt 1:3) 

^4 8 0#|!i]&0tt;fl#*|T£atfo 

[®11] 1 1 1 I n — DOTA—PPAT — 052 — 28 c tSft: (ttjAJt 1:3) 

}£Jgi 4 8 ^PffHt&t/ 9 6 o 

[|12]90Y-DOTA-PPMX2 0 2 9^ft (tt&Jt 1 : 3) 0 

[|H13]90Y —DOT A—P P AT —0 5 2 — 2 7 c tnH$ (tt&Jt 1 : 3 ) 0) 
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[mi4] c D H 3 * 

o 

[0012] *mmmm<tmmmfat M >*»(*, u 

fat K^'J >*/[{*[£, t K^'J 

^T:\ t K^'J yt LXlts E^K^'JX 
P t K^'J bft<g>^\ P t K^'J <-J£F£ Li^o 

[0013] fat K^'J >t/ito[c(iN ^/tn—j-jufafotSckZfTF'Jtn—j-jufafo, 
fcibZflzfaJ%}&fc£lz!t$mMlzm-gt£Fi&ti$m$LTl^fafot5c};ZfT-

— 7 > h^0)fafo0)£mt5£Zfi%?Mforf-g£ti£o 
[0014] X, fat K^'J -Z^^fafo, t h^ft, 

^-y-^fafo. tWfafo^ =7 0$fa\*. h'J thl: 
LTASWI^Ltz&B* 

&.§}&*. ®\z.l£s **^fafa, t 
ho * 

t^famts t htmomiW}1®}, m*-i£s %m<D^ 
v¥Mtt hfa{*(DM%s SHgOfelgWMfr^te&fafoXfa1) s -?0*fa{*(D 
W^1M£=i- Kt^DNA^t hfait(D^$m^^— Kf-SDN A<tJl 
sis ztizmm*?$-izmft^x@±izmAL^z-azztiz^Lj 
% <§> ZL <t tfiX ̂  <§> ($lj 7L [^ s Cabi I ly S. b N Proc Natl 

Acad Sci USA. 1984 81 (11) 3 2 7 3-7, Mo 

rrisonbNProc Natl Acad Sci USA. 198 

4 81(21)6851-5, §!#-§-f& 1 7 1 4 9 6-§-£#HS 

) o t Mbtritoli, (reshaped) t M/ito<!: tfftcFtU t h 

Ja^nifLS!]^ (COR; comp 
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lementarity determining region) h 

7^XSft®CDRit hSft(?)7U-A 

'J — -^7 pi i$, (f ramework reg i on ; FR) <§> cfc O 13 

i&itLtzD N AIB?IJ£, v?°t&£ a iz& 

mLtzmmo)*>J-3**?K^bPCR^i^u^t^o m^titzo 

NA^t KtSDN A<til$SU — 

izmft&hx\ zti%m±izmALfe3i£je&ztiz&i<)m!Dti& TOtit# 
I*F tiJ JSI& EP239400, SBS^l'FtiJJSI^H^WO 9 6/025 

7 6#|) o CDR£frLTil$S£*l3t M/ito(7)FR[£N 

W$.(0~P[y—A9 — ̂ ^1^(7)7 5/Si^M^LTtcfclMS a t o, K. e 

t a I . , Cancer Res, 1993, 53, 851—856. ) 

O 

[0015] t Mttfito(7)7$/iiIB?iJ(£, mVt'U?1) K-T(7)f§IJ-r^> 

c DNACfi^t^V hXliV I pli^(7)'7 5 / iilB^iJ t 1 0 0 %PI — T?fe-S) 

t Mb, *c*=7\t<»T®fe.-Q%i\I(D|p^ 

«S* ift [c (£&<!: (7)/W^'J 

-§> fctto <t^^bfo^ANbT?<fo<5>0 

[0016] ^ktnHfc-W t 

Ktl3g^P(7)t(7)Trfe-g)o £ •— 

VhN VI_IB?iJ£, 

Mbf <§>0 

[0017] t-tz, t 0l]*.[£* t h 'J >/^£ i n 

v i t r o L, I&fE 
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'J t h SiP-TiM, $J*.[£U 2 6 6 <tii££-t±N 

wi -5 9 8 7 8# 

$D o £tzs t ls/i— h 'J— h7>Xyii 

y <7 £ ztVpJtMO) t £ zttfv 

(WO 93/1 2227, W09 2/0 3 9 1 8, W09 4/0 2 6 0 

2, W094/25585, W09 6/3 40 9 6, W09 6/3 3 7 3 5 

#EB) o ^bicN t M/Lfa^-r'j—y t ht/i 

ft: (scFv) t LT77-vf^X7°UY;il:J: y 77 — 

&-&S miR£titz7T-

-rtiii, K-ra 
DN Set jb<T?#30 tn^lOg^-f 3 s c F V(7)DNAIB?IJ 

eftb^&IOTlcJ^nTrfoi-J, WO 9 2/0 1 0 4 

7, WO 9 2/2 0 7 9 1, WO 9 3/0 6 2 1 3, WO 9 3/1 1 2 3 6 

, WO 9 3/1 9 1 7 2, WO 9 5/0 1 4 3 8, WO 95/1 5 3 8 8 £ 

##[3f 

[0018] K^F 

7> h) tSfrWr 

LTIi* Fab, Fab' , F (ab' ) 2N Fv, 

D i a b o d y il(7)ck d fefcvf^lfrJn $•!#<§> 13 (£ 

Ltz&s ®ia&?t±iTOt#§31£i±*U££^ ($]*.(£, Co, M. S. et 

a I . , J. Immunol. (1994) 152, 2968-2976 

; B e t t e r , M. and Horwi tz, A. H. , Methods 

Enzymol. (1989) 178, 47 6-49 6 ; P I uckt h 

un, A. and Skerra, A. , Methods Enzymol 
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(1989) 178, 497-515; Lamoyi, E. , Metho 

ds Enzymol. (1986) 121, 652 — 663;Rouss 

eaux, J. et a I . , Methods Enzymol. (198 

6) 121, 6 6 3-6 6 9 ; Bi rd, R. E. and Walker, 

B. W. .Trends Biotechnol. (1991)9,132 

- 1 3 7#EfO o 

[0019] mtommtLx, ;u (PEG) 

i%-1ife\&^(Dft¥?\zfe^x^rx\zit±L-£%ix^Z>0 

[0020] x, 
Lzt^mx&&0 btL 

($]*.[£, WO 0 0/6 1 7 3 9, WO 0 2/3 1 1 4 0 ££) „ 

[0021] 

oft ftIFlt2m(DtfL]%$:1t$nt&:b(DX 
&£»&< (?#&*> s it 
s Zti&L± (0i]*tf, 3mm<D) tiiMlzttLXftmi£$G-f 
&&<DXfoZ>0 £tzlt^(D£. ? fttnHfcfl) 
mx (mis, F(ab') 2iftitt^) xfovm&o 

[0022] K^'j> M*. 

mis, -r>e7tt\ -oif hPSiRSJS, fc<fcrm&*D 
N A %mmz & i) m&t &zttfx$&0 

[0023] OU?lJ K-T) 

/£ l-cfc L^T cfc < £P btLT (Camp be I I, "Mon 

oclonal Antibody Technology:Labora 

tory Techniques in Biochemistry an 

d Molecular Biology", Elsevier Scie 

nee Publ ishers, Amsterdam, The Nethe 
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rlands, 1 9 8 4 ; S t . Groth et a I . N J. Immu 

no I. Methods 35:1—21, 1 9 8 0) „ A 

[z<fc y =i — =7^ > h£&-6JIt 

Set^PbtLTl^-g)ffE(7)S!]^ ^-9-^11) 

[ijgtefl&it-r setc:*y^-rsz<b^T*#§0 

*Pb*lTl^<S0 

[0024] /Ky £ •—-fJUinHfcli* SfctlfiUi$ISL 
\ E L I S A7y-tZ'l\ ^iX^^P7h^i Ay TV 

-tr -r H (7) ^ ISft [3 fc Ivr £ < £P b ti & life £ ffl I vr* pJf M (7) £ 

y — - Set [z £ yttse t ;b<T?#S 

o 

[0025] =ES 1 •— 5IP-7 

^eatatffii-a-^-t±. ^y ̂  2'j K— 
t5Ct[:«fcyf5Ct/l<t*tSo ELI SA77"l!'fs 

s V^~-Y A y 7 ytz-Y l-<fcl^T cfc < £P bft 

g Wtf StnH* 
£jS£-f&/w^y K-Tm^iiiR-rs0 mM0tfttt;£#a&-fS/vr:?y 
K-T£^P-->^U fr&Ztitztiiib&WIRL 
s i5ISJ£ffi#I?[cfcl^T<fc<*Pb*iS^&H ^iJH.(SV7h>^^^^AN 7? 

-f-x-f—^ PT h^77-f- £e t^Tr^So feSLMi 

, -tfy hS^y (G r 

een, J. Immunol. Methods 231 : 11—23, 19 

9 9 ; We I Is, Eek, Chem Biol 2000 Aug;7( 

8) : R 1 8 5-6|#|) 0 £tz, 

ci^fc^y £ • —* ̂fg^tf^y £ 

Kf S D N A££|l^T£g£*lS£—|ij®(7)^;S(7)^ 
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[0026] ($J*.(£\ =ES<? 

^Tr^<g>7NJ dzt U7h^ K?°P — :?£ffll^T) lz& y^^[z^lfN IB?iJ;* 

K-T^aisiiecD^a^DN AcD^^L^aifiw^Trfe 

-§)o — J^^-ll Ltzfe b (£\ D N A £ — IC tip A LN E. c o I i $0 

ES* -t^ucosim, ^W--X/\Ax£-iiflli (CHO) 

flS"4§&a., ^ p-:)-;i4/Lto£jS££-t±<g>o 

(7)!H£i<t LT\ McCaf fertyb (Nature 348: 5 5 2 — 

5 5 4 (1 9 9 0) ) [Zj; 

v =? -T 'J — £ lJ £ tz ft & e t tfT* # S o 

[0027] £ •— PilLS!]^S3;JI(7)t(7)$-

Li^0 #§ijE£i±fci^/ ^ •— ̂ ufctfaCUttjIf 

I£^£jSiRTf^<g>0 LTIi, CHOfiS^ffliS^ (f ̂  

-1 --X/\A*$-B£kmk) s C V 1 WUfffll^) , COS ( S V 4 

O &C V 1 (7)l^s^) N SP2/0 (7^7X;iP-7) N P3 

x 6 3 — A g 3 . 6 5 3 (7^X5IP —~?) s fc^y'2 9 3 (t hfl) 

N 2 9 3 T (S V 4 O <§> 2 9 3 (7) 1^1 fa) jb<^lf b 

l-PMJicFtLfel^o t h e Ame r i c a n T i 

ssue Culture Collection(ATCC) A^b, Jfc 

itmm z *itzx.m<Dmm%tM fr b sctmso 
[0028] Ll^iiM^lid h f r <7)#§IjE£liTf £><§> C H O &£&]£&& 

S P 2/0 0HvfjtlfrT?&<5o Urland, G. b, Effect o 

f gamma rays at the dihydrofolate 

reductase locus:deletions and inve 

rsions, Somat. Cel I. Mol. Genet. Vol. 12 

, 1 986, p5555~566, fed;X$s Schulman, M. b N A 
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better cell line for making hybri 

domas secreting specific antibodie 

s, Nature Vol. 2 7 6, 1978, p 2 6 9 - 2 7 0 

%l0M(DZto Jtt^L <lt, H FR^^CHOtfe^o 

?!F~(Dh7>X7i^va>lt 

e<t^T^<g>o &;£;£<!: LTIi, h7>X7i^va> ('J >M 

iJibv1!7A;£N DEAEl 'J^i^yaX hP/KU—v 

^ LTD N A^iA 

7^P^>yi^vaX fc^O'U hP^'f Jl/X^'f jl/XW 

TV btL-g>^^tLbi3|5i 

Current Protocols in Molecul 

ar Biology, Chapter 9 Introduction 

of DNA into Mammal ian Cel Is, John W 

iley and Sons, Inc. $-#{j^(7) Z ta Ll^li, 

hP^U-vaXc^Sli^^^A? KIATfeSo 

[0029] 'J 'J ^©s&sSiSlHi li* 2 0) 1 

- 6 5 5g|^Tfo<g>(7)^?£ L^o 

[0030] K^'J ymtt LXlts /W^'J F-7PPMX2 0 

16, PPMX2 0 2 5, PPMX2029, PPAT-0 5 2-02, P 

PAT — 052 — 03N PPAT — 052 — 09N PPAT-0 5 2-2 4 

N PPAT — 052 — 25N PPAT — 052 — 26N PPAT-0 5 2-

2 8S(/il^IACHO|iWP PAT — 052 — 27 cN PPAT-0 

5 2 — 0 2 c N PPAT-0 5 2-0 3 cN PPAT-0 5 2-0 9 c, P 

PAT — 052 — 2 1 cN PPAT-0 5 2-2 4 cN PPAT-0 5 2-

2 5 c, PPAT-0 5 2-2 6 c, P PAT-0 5 2-2 8 c, PPAT 

-0 5 2-2 9 c^|4tW«LU„ *M*[::fc^TP P 

Mx^ppAT^itst^it 

£t <§> lz & m b ti <§> o 
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[0031] mtmt> K'MJ LTI*. m%mmt LX 
L < \ Lxmi^&irn 

z o) & a t LX it, m *isv v v v o A 9 o (9 ° 
Y) N U_^A 1 8 6 (1 8 6 R e) „ U-^A 1 8 8 (188 Re) „ ffl67 ( 

6 7 C u ) „ i5 9 (5 9 F e ) „ XhP >f^A8 9 (89Sr) N #198 ( 

1 9 8 A u) N 7X02 0 3 (2 0 3 H g) N f p 2 12 (212P b) N vX?°P 

A 1 6 5 (1 6 5 D y ) N Jl/f-^Al 0 3 (103 R u) „ t*X7X 2 12 (21 

2 B i ) N t'X7X 2 13 (2 1 3 B i ) N TM/5 ^A 1 66 (1 66 H o) N 

T'JV A 1 5 3 (1 5 3 S m) N Jbff^Al 7 7 (1 7 7 L u ) 

<t^Tr^-g)o 
90 YN 1 53 S mN 177Lu^\ 

0 

[0032] --%s LTI*. T^^>^A9 

9m (99mTc) N OvOAl 1 1 (111 I n) N -Ov^Al 1 3m (11 

3m I n) N if'J H)A6 7 (67 G a ) N ^'J^A6 8 (68Ga) N ^lJr>A2 

01 (201TI)N^PA51 (51 C r ) N =l A\/U h 5 7 (57 C o) N =l A 

;Uh 5 8 (5 8 C o) N =i/<;uh 6 0 (60Co) N XhP>f^A8 5 (85S 

r ) N 7X0 1 9 7 (1 97 H g) N ||6 4 (64C u) AWilClffl b*L<§>^\ d 

tL [ Z |5| ̂  ̂  tL-g) t (7) Tr I i ̂ I ̂ o 

[0033] ^ft b £#£[::[£N %%\Hfalz 

Ll^o ZO&olzLX&tbtltzMWtlts $Itt£#Jl7E^# 

[0034] e(7)£a&$0faffMl3ffl^b;lx<g>#M^U— LTIi, $]*.(£ 
(1) 8 — t KP^rV^r/ 'J 8 —h^rV^r/ 'J 8-tKP^V 

^SiTh^v^y 'j >N o-7i?^;UTh^v>N O-H>W;U 
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7o-p-_ hP^<>W;U7l-JpvX 

• ;U^P^^V>N :t?p^v>N i/Wx v 

^P^P^v^, P>7PWX hX?P^+fv>N ^UP^vV 

, x/"v;u^p^^v>^(7)^y IJ y\%m* ; (2) ^p^-;ug|N :r;u$/ 

X tfptfp—;k ^^P>, exA^Th—;u (1 1) N tfp^f 

TTNJ h\ 2->j^7°h'<>V1f7V-Jk fh77iijl 

7;uy-r>A^ P^-T K^cD-fb^^ ; (3) xf U>v7 5 (ED 

TA) N yxfu> h (DTPA) Lfc 

KP^VX^;U^IJ v>N V7 5/^°P/"vy — 

Xfb>v7 5 >—ifii, Ifb>v7 5 >~?°P t°7|->iii£iii£N th'P 

JpyXfjUf U>^7 5 if U>v75>f h^^FX Ofb 

>/1xX/ix>ii) , ̂ 'j^-yux-xyuvTS^Eifii, A^>fu>v7 

t KpJFyifM 5/ "ifii, -T 5 / "ifii, v75/?°P 

- h V PHifii, ~h'J n = y°n t°7h>iiN -h'jp h'jx ( 

y =?u>x;u*>ii) h 'jxf u>x > 

fJbDTPA, y^PA+yJbDTPA, 75y^>yjbEDTAs -TVf 

tv7 / v;U EDTA, -< Vf 7hv7/^<>v;U DTPA, >fMV 

f Thv7/ ̂ <>v;UD T P AN p/s^v;u-r Vf Jr*s7 J H>i/;UD T 

PA, TU-r$ K7°Pt°jl/7 5 FX>^EDTA, 7^5 K^>f;U7 

5 FXv^EDTA, TU-f 5 Frvil/7 5 F^VvibEDTA, 7U^ 

5 ;U7 5 F^VvibDTPA, 7^5 Frvil/7 5 K'OvJUE 

DTA, 7^5 FjVib75 F^VvibDTPA ; (4) 1, 4, 7, 1 

O-f F77fv^PFfi]>-1, 4, 7, 1 0 — 29 If It (DOTA) N 

1, 4, 7 - h 'J7+fv^ P/t>- 1 , 4, 7-Hlfii (N O T A) N 1 

, 4, 8, 1 1-rF77fy^Pf F7fi]>-1, 4, 8, 1 1 -Elf 

SI (T E T A) N 1 , 4, 7, 10-j h^7+fv^ P (C y c I 

en) N 1, 4, 8, 1 1 — T1 h ̂ 7"tf P X h > (Cyc I am 

) ^ ^Vftv7/^>yil/DOTA, ^Vftv7//<>y^NOTAf 



WO 2011/099524 13 PCT/JP2011/052759 

[0035] ^Vftv7^Ov^D0TA, * 

f;U-T Vfty7^<>yibDT PA, y^PAJFyMVft^/^O 

v;UD T PA^tl^FU-

$14H0j£T*$f£Ll\, 

[0036] ^[cftoTfr? - <t^ 

t'tSo 0iJ*.[£tn;2j K^'J 

HUUfaTEH£J£J£ £ i± <§> ^ <!: [c £ y ft d 

[0037] tii* 'J U 

(inH$ : ^r u— hlit^) (i 1 : 0 . 1 ~ 1 : 4 . 5 3&<$f £ L < „ 1 : 0 . 5 

~1 : 3T^£ bC:$f£ Ll^o Z(D& 3 <§>[::[£N h 

Ii^£l : o. 1~1 : 5^;i, ftlZ 1 : 1~1 : 3 (7)^;Uj:bTM±jAAyTJ£ 

L^o tiiib<D*ls— HfcfiAHI&li, MALDi-TOFli 

(*i^MS7 5 1 4 0 7 8f, L 

u b \ J Pharm Sci. 94(4), 2005, p788-797 

N Tedescob, J CI in Onco. 23 (16S), 2005 

, 47 65) o t-tz, tiiib<D*ls— hjg$£[::<fc y ;l$f 

o 7j\s±ij±m±m&&um (7j\sHi-y\\\) 
A^£P btltl^ (B r a d y r b, N u c I Med Biol. 31, 7 

95 — 802, 2 0 0 4, DadachovabN Nucl Med Bi 

o I . 26, 977-982, 1 9 9 9) „ 

[0038] LT 

Y-UMt LT?i#|-f *§£%Wl£ 

t) K^'J >tjLfo$-££t£:lS%!MM£tztemBmM:£:"£(D££19i-5-lzmL^ 
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x II M $• ft o x ti* b s •^ i c m & -11«•T? §• s o 
[0039] j&Stt£#M7Ei^£ LTfc&Sta 'J 

iS<, 

<C, LT^BT?&30 

LT^Stn;* K^ 'J ta^J K^ 'J 

[3j;b^TSI^[zial,k<!:l^!f#1t$-^t"-g)o fctfa:^U— h 

Stl&D^EMbJ^I : 0. 1-1:4. 50ii^[Z!t^[Cg|^T?feSo 

[0040] *#§^(7)-lS;&!l®[£N *0<fc 5 

SiJtLrtts T;u^;Mb$ik ftltt^Jjt^k W&M^k fct^SCtn;*)^#] 

, ^Vv^-lflM^ik 6#M£ik *;u^>£ik £&§S£iJ 

H^lfbtL^o 7;U^;Mb^iJ<!: LTIiv^ PT^X^T 5 KUtf)^ hPv 

i>^X£-K^tfi-lSftk 7-AXf >m<D- hp V^rmtn^k ^ 

;u/<v>^7b^[f bft-g)o ttSSfSin^J <t LTli, 5 — F U N i-X7f^, 

;uN =rlfi-?—;k TS-K ^Av£tf>% v£ 

^e>n^ip=ifbft&o wtia^ytLTii, e>^gxf>i(D7i^ 

p-r K&tft^k K-tz£JHz;k /^ u £^i?;ul|(7)£^>^£ri^A,$ij^ 

^(f bti-5o fct£#DSCtfi^/v$iJ<!: LTIi, h?^v>c, K^7;ui£v 

>, xt°;uev>, ^yjb^vx bft^>o K-K 

>r v/7—tfuawsiJt LTii h*w^-i? i g;f 
2J >W ̂ ii] >N h/tsW^^—ifi I EStPfflltox h/Kv KA^lf 

bft-So LTIi, vX^fX ^7^7fV, 

7f-^f-'J >^^(f bft-So h7X7X72, 

>T7fz^ f~? JT — JS iil/Pf-2, 

Ttt^uxys V77I - bft<g>0 Th/U^^SlJt L 

Tl£s f^+M£x/>s h\ n4v7x>f^flfbW„ 

Lrii-r>-$?—p>aN -<>£—p-r^>2^ 

^lf btl<So 
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Lmm&'Ct-vyVLs 

[0047] ^Bff2£[z^6tnH*[i, tf h-7°&mmt£&(DtfM 

£L<s cF b l-M£ L < |p]—(7)x t° I— 

o JttM^ L < Is]—(7)fcvfaTr<£><§>o 

[0048] &-^jE£(i, & 

<- <t t T? cF <5> o ftSs 

J$A(7) 1 0(7)&-^M(£3 7~ 1 1 2 0MBq-efcSW 

£ Ll^o 

[0049] ^[cH»ij^^lfT^f§0J^^b[3=^[zlK0J-r^)^\ ^IPm-ftCiH 

b PI£ £ ft <§> & 0) X (t ft I*o 

[0050] H«iJ1 W;£MCDH3tfiJl(7)ftM 

fctC D H 3m*ftmO)f&'J2.]%tt&tztSb, 

i±fcW;£MCDH3 ( s C D H 3 ) tza 

C D H 3±^c D NA^f>^U- h t Lt, C D H 3 

t&Uft (IB^iJ#-§-2(7) 1 - 6 5 4[Zt@^N JMTs C D H 3 c D N A) 

rpS-f £ £ a dl&It £ ftfc — (IB^iJ#-§- 3 : C G C G G T 

ACCATGGGGCTCCCTCGT, ( h C D H 3 F u I I FW) ) t 

'J /<—X 7 7^7- (IB^iJ#-§- 4:CCGTCTAGATAACCTCCCT 

TCCAGGGTCC, (hCDH3So I bRV) ) ^ffll>tPCRS)S 

o JSJ^ICliKO D-P I us (3C;3^*±) 9 4 °C — 1 5# 

, 5 5°C-30&\ 68°C-90&\ 3 0+M^;U(7)J£J-otz0 

TiSp-x^>*m;7*S!]Tgift+MXT&£&j2. OkbP(7)A 

) |fl<|fl)sCDH3cDNAj#fc0 

HMJ 

( 1 ) C D H 3 £ —0ft 
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:(DsCDH3cD N — p E F 4/m y c - H i s B's 

2fI^I(7)$IJ|5|lf^K p n I fc&XfX b a I L tz&s 

|p]C< Kp n I fc&XfX b a I L tz p E F4/m y c - H i s BlZT 

4 D N A U — p E F 4- s 

CDH3—myc-H i s %%tz0 

[0051] (2) "SJjgMC D H 3 £ >/^SC(7)#gIjE 

F u G E N E 6 va >|it^(7)^0P h^— 

ya >|fr0[Zg 1 0 cmfV 7VaC8 x 1 0 5{@(7) C H 

flL —8 — p EF4 — sCDH3—my c-H 

i s <t 1 6|i L0F uGENE 6|it^^4 0 0 U L0ii;fRPM 116 4 

0±S±i!l[3;I^N 1 afflflSJg&jftCiJjna. ya 

o h^>X^x*i7 ya >lg^? 0 IZjgiRlit^ (Zeoc i n) 

WMCDH 3fgSECHO$!flS0iiifc[i, tSc-My c =E J 0 U-± )\,\K 

fa (SANTA CRUZ B I OTECHNOLO Y*±) ) 

h;£TMTofco tm±)m < igJitfmSffcSfflflS 

WMCDH 3f§IJCHO$ffliStt: (EXZ 1 7 0 2) tf 

m$i£*itznimMcDH3mmcHomi&fo (EXZ 1702) 
(iN±S#®fI1, 5 0 0 c m20P-7-'f h;l/3^^ffll\, • — 7^ h;u 

1*&f=yilifiLjttgJteCHO-S-S FM- I I K>t"hPvi>tt) 3 3 

3mL[:t7 2«t^^, i£#±)i£[I]JJXLfco 

bHisTrap (^ft^ll) HP^)7A (GEN^^7/^^I> 

X*±) [Z.fcST^'f-x-f— £ PT h^77-f-iSupe rdex (£® 

^11) 2 0 0 pg (G E^;ux^7/^7hHf>rx>xtt) [Z^^U 

Mmo PT ^7 7-r-cj: ynriicD H 32>/^sc£t#fc0 

[0052] ili 2 C D H 3 fglJE C H Oim^(7)*tf3£ 

SCDH 3tfifaX^ ^ICDH 3£#§IJE 

t^CHO ftDflg (7)*tf £ o tz o 



J cl |/iy 

IAI atY6^±-$y$) (imil^) p i °o xvw-

J a i ! ±:?3l^/<$eHaoiS&ika>3 rfos=ngfi:i^ii 

4 Zi-^n ^H a ojS&lk (i) 

a^/iSHaov| s\\k\WW. [1?S00] 

° -j. n mmz ? ̂  £ vi a n isas# 

^H ao:jTlW0) 1 0 9 L z x 3 sns-ItKi :f ZI-S-^H 

>-fr— (TisIAI3 1 s A s a^y) TOgHaoffl^a) 

L 0 9 LZX3 °'4U^ ( L 0 9 L Z X 3 ) H O S HOO 

s>mm%m smmco^ \UHI?-]¥H 
(ftA0i0NHQ3i0ia znyo VINVS) TO 

1(-(— • Cf /i o A IAI- on/f ^Q)OH OlEi^tf^S H a O 
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37) N PPAT — 052 — 25 (NITE BP-1038) N PPAT 

-052-26 (NITE B P — 1 0 3 9) J&.XS PPAT — 052 — 28 

(NITE BP—1 040) 2010^2^110 B%.X$2 0 11^1 

8(s 

2 - 5 - 8) izmn Ltza 

[0056] H«|J4 

( 1 ) thCDH3 E/ ^ •—Kt~ 

SDN•—>-fbLfr0 K— 

fSSClZ^i^"^- SRNA^Go ugh, Rapid and quant it 

ative preparation of cytoplasmic R 

NA from small numbers of cells, Ana 

lytical Biochemisty, 173, p 9 3 - 95(1 98 

8) (tztz U 

frt>l) dgljtf) T N EMfli;^ 2 5 m M Tris-HCI, pH7. 5 ; 1 % 

NP-40 ; 1 50mM NaCI ; 1 mM EDTA, p H 8. 0 

I^tz) Ci^oT^ifLfco LXlts 5x1 o6|0/\^^ 

'J K--7$lflS£ 2 00// L(7)TN El®j|[:|S m'b 

l:J; vmmZZWsi; Ltza !#bftfc&]2 0 0 u L$ffliSM±}f[3 2 00//L© 
( 1 0 m M Tris-HCI, pH7. 5;0. 35M Na 

Cl ; 1% (w/v) SDS; 1 OmM EDTA, pH8. 0;7M 

m) ^7itz0 • PTt-wUATttai L, !#b 

tltzRNAm&iZ*^iJ7t LX?'J=i—(P^VZLN Cat No. 

9 0 1 3 9 3) £}jP*.Tfrb, x£ / — )l,X:,%¥&£-gtz0 ^[CRNA>^J|^ 

MSCRN AjlJt^O. 5~2/ig//i Llzft&cfcai:: 1 0~50jiL 

(DMSM^7k$}JQ?tX;£M Ltzo 

[0057] (2) /W^'J F-T^bilLfcRNA^b^cDNA^^^^'J-©# 

-#$g c D N A&^mt&tz&b, |ijIH(7)cfca[3pMLfr$ffliSMRN A(7)0 
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. 5~3/ig£50mM Tris-HCI, pH8. 3 ; 75m 

M K C I ; 3 mM M g C I 2 ; 1 OmM DTT, 1 0 0 n g 

7 4 — NO. 5mM d N T P, 2 0 Ol-7 h®S u p e r s c r i p 

t i i -r>eh• vx>*±) 20H 

liL, 4 2° CT?5 hLfco Z0)&5 Ltz c D 

NA7^ ̂ 7 'J —'J t "y—If(PCR) ;£(7)ifM<!: LTiUgf£ 

ffl Lfro 

[0058] (3) fctCDH K«m^tf)PCR;£[::cJ;£i^g 

-r T—vxx x Lfr o 

[0059] A. T^X Lt!vHJ^£=i— Kt~ C R&Tri^Sf 

^UilZfc^TFR 1 <g>D N A77 

-< —<t 3' L|Ifi(7) JtMfe^<!:f@|n]t££^t~<g>41? 

(i) , fo<g>lM£, 5' Lilv^>;u^^ (7 

—) <t3' ^5i[Zfc^TKCg|5^ (KVL 7>fi?>X7°7 

-<T—) try h (i i) (7)2fI^I(7)?0^>f T — 

izy icDNA^bT^XM^ 

• 'J > LIf RiD N A £i£lf Lfro •< -?-IB?iJ(i<!: fc y Trfoo 

tz o 

[0060] (i) T^X •— ->^4i?^ hiZ>X?°^>fT — 

TPhage Display -A Laboratory Manual 

—, Barbas Burton Scott Si IvermanJ P 

ROTOCOL 9. 5 Sense Primer 17 flL R e 

verse Primer 3 fjH^bj&iS yXf A"9"-l' X >XTf pj$ Lfr0 

[0061] VKi?>X (FR1g|^v) TIE 1 7 (7)?°^>f T—K-tz>X7° 

T—<b 

5' -GAY A T C CAG CTG ACT CAG CC 

-3' (ASM 2) :IB^lJ#-§-5 

5' -GAY ATT GTT CTC WCC CAG TC 



00 WO VOV OIV 010 11V AVO (9 

(i7lfS^) ,e-

1M OVO 00V 01V 010 11V AVO ,9 

8l^#[l£3l: (l7lfSi^) ,e-

VO OVO A O V V1 V 010 11V AVO ,9 

L I • (ZY IfSSJf) , S -

oy\ ovo aov oiv oio nv AVO ,9 
9 L : ( 9 L IfSSJf) , S -

ov yvo oov oiv oi)i na AVO ,9 
9 L : ( 9 L , S -

01 yvo oov oiv a i s nv AVO ,9 
(QWWM) ,e-

01 WO OOV S10 OMO 11V AVO ,9 

ei^#[i£3l: (i7ifs^) ,e-

01 OVO OMV 010 110 11V AVO ,9 

(I?WWM) ,e-
OV OVO VOV OIV OVO A1V AVO ,9 

i i • (z i WWM) . e -

01 OVO OAV OIV OVO 11V AVO ,9 

0 L : (9L , S -

01 OVO O IAI v aiv O V IAI 11V AVO (9 

6^#[l£3l: (8KSi^) ,e-

01 OVO IAI O V OIV id 1 O 11V AVO ,9 

(8lfs^) ,e-
01 OVO VOV id 1 A 010 11V AVO ,9 

(swwm) ,e-
01 OVO 10V IAI 1 IAI 010 11V AVO- ,9 

9##[^3B: (i7lfS^) ,e-
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-3' (||IJ|2) :IB^lJ#^2 0 

5' GAY ATT TTG CTG ACT CAG TC 

-3' (||IJ|2) :IB^lJ#^2 1 

[0062] (4^7h77^7-) 

5' — G G S ACC AAR CTG G A A ATM AA 

A -3' ($gM: 8) 2 

5' — G G G ACA A A G TTG G A A ATA AA 

A -3' : IB£lJf|-§-2 3 

5' — G G G ACC A A G CTG GAG CTG AA 

A — 3 ' : 2 4 

J 1 / J 2 , J 4, (4) 

[0063] (i i ) h?°^>fT-

VKKSP#) 

ZOI g-^7-(7-t^ h (Nov 

agen;Merck, Cat. No. 69831—3) ^TulC^IJPMlf^n|5 

5' -ATGRAGWCACAKWCYCAGGTCTTT -

3' :mm^2 5 

Biiy 

-3' :IE^lJ#^2 6 

5' —AT GGAGWCAGACACACTSCT GYT AT G 

GGT -3' :IE?lJ#-§-2 7 
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D-jzy (TEZ2mm(D7°7J 

5' —AT GAGGRCCCCT GCT CAGWTTYTT GG 

IWTCTT -3' :IB?lJ#-§-2 8 

5' —AT GGGCWT CAAGAT GRAGT CACAKWY 

YCWGG -3' : IB?lJfr§-2 9 

E-tzy (TEZ3mm(D707'(^-(DE£M£1£m) 

GTT -3' :IB?lJ#-§-3 0 

5' -ATGTGGGGAYCGKTTTYAMMCTTTTC 

A A T T G - 3' : IB$1J#^3 1 

CC -3' :IB?lJ#-§-3 2 

F-tzy (TEZ4mm(D707'(^-(DE£M£1£m) 

5' - A T G A G I MM K T C I M T T C A I T T C Y T G G G 

-3' :IB?lJ#-§-3 3 

5' - A T G A KG T H C Y C I G C T C A G Y T Y C T I RG 

-3' :IB?lJ#^3 4 

5' -

-3' :IB?lJ#^3 5 

5' -

T -3' :IB?lJ#-§-3 6 

Gty (TEZ4mm(D707'(^-(DE£M£1£m) 

GCT -3' :IB?lJ#-§-3 7 

5' —AT GGATTTWCARGT GCAGATTWT CAG 

CTT -3' :IB?lJ#-§-3 8 

5' -

G -3' :IB^lJ#-§-3 9 
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G — 3 ' : 4 0 

ACTGGATGGTGGGAAGATGGA : IBJIJ#^ 4 1 

[0064] B. 

5' ^asizfci^TT^XHIIV^U^ (4i?^ h^0^>rT-) t#m 
<t 3' 

•7—s 5' ^SSlzfcl^T F R 1 1-tzy h(7) 

77^7-^3' (IGHC) <bffi 1^114 

£*rr & 2 fi^KT) -r 7-t7h %m ̂ TTH 'j > 7—tfiitissjsic £ y, 

Sc DN AfrbT^XftgE^P^'J >H$gW^#DN A£l&StLf::0 

•7•— SB^IJ 1*&<D t fc y T* & o tz o 

[0065] (i) T^xHfHRr&#£p-->?:7;7>r-7-

VHi?>X (v^^USl^ : 4-iZ7h7°7'f7-) 

Z 0) ~?° — (£Cur rent Protocols in Immu 

nology (John Wi ley and Sons, Inc. ), U 

nit 2. 12 Cloning, Expression, and Mo 

dification of Antibody V Regions(7)T 

able 2. 12. 2 ̂##[Z Ltza 

5' - A T G GRA TGS A G C TGK GTM A 

TS CTC TT -3' ($HM:3 2) :IB?lJ#-§-4 2 

5' — A T G RAC TTC GGG YTG A G C TK 

G GTT TT -3' ($gM : 8) :IB?lJ#-§-4 3 

5' — A T G GCT GTC TTG GGG CTG CT 

C TTC T -3' :IB?lJ#-§-4 4 

5' — A T G GRC AGR CTT A CW TYY -3 

' (MJ!:3 2) :IB?lJ#-§-4 5 
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quest/vquest?! i v r e t=0&0p t ion=mouse 

I g) T-&5HU 

tz o 

D H 3fctfaLt!(7)ViIJ^£=i— Kt~ 

[Zlit hC/<1M£=i-H 11(7)V^ =i-

l:lit hC/cl 1M£=i-

>LTN L||N Hil^r^ G e n S c r i ptfctlZcfco 

X±£:AJL£f&Ltz0 ^(D^s 

=l (K i mb, Codon opt imi zat io 

n for high—level expression of hum 

an erythropoiet in (EPO) in mammal ian 

eel Is, Gene, 199, 1997, p293-301 0)Jj}£ [Zft 

•otz) Zfite-otzo Lnom-Ss $mMmm(Dtzsbiz>Mm 
D N A IB^lJ (Kozak, M. , J. , At least six nuc 

leotides preceding the AUG initiat 
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