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its m'J yti-zfr L T W& t n&<&t zztizt:-? 
Xs ^tc^wnom* 
its &M<D7st—y—ffij\}%D'[sXMM£1l&'&tZ>Z£*>Xl*Z>0 Wt>s * 

f%mz£tii£s i»^$^[:»§KCDH3l: MbKfali^ P > ̂  

=Lf— 

[0042] *Wft<nfcW*ft$LTZ>tc$><D$m}i\;Tits C D H 3 

^\zitm^Z>Z.t1fX^Z>o — 0!l£ LT(is CDH31MH (IB^U#^ 

20 1 6 5 4 iZfemtZ*!feMC D H 3^>A^ 

Wte £%fB £ £ £ tfx $ £ O tliZflkfe-Z tl2> ̂ (DXitttl\ 

[0043] ^%m(D#ifalts £ Mb^y <7 n—j-)\,ljifoX$>Z>o t: h^bfy^p-t 
Z>tclsb(Dttn£ LTs *%mXit^0 7s^(D$&&$:mX/\'( 

7]) K-v£TOT£o 

f#"T£ d £tfV$&o Mz.l££lTlZBEmTZJj}£X:bmz Z£tfltl&Ztfs 

ztiizmfcztizboDxitft^o 
[0044] C D H 3^Sft(Ci^-t£*/L{*£jt£-t£/W 7"'J K-V^ftCDfca&lCtt 

, ^'TCDH3X(i^©^^7051K^KJl^:LT^t7X(C^'r^o IE 

yVnjKy ^%m^te^£^ito. i~ioomg-c& 
y, 0 0/xg-efel)o 7*/=L/<y K«hL 

Ttt, 7P-f > V^±TV=LJ<y h ( F C A) % 7P-r>h^^±TV=LJ< 

>K (F i A) , e>ns0 

. ^^tc^A-r^ci^^cfcy^TfcnSo t/c, & 
tl~fs ^0 'Q^jS^relPras if ^ L < (£ 2 ~ 5 jSHflllfl 

MXs 1~1 0[lk if£ L< &2~5[I]ftj££?T9o fit, 

i)^1~6 0 a%ks if t L < it 1 ~ 1 4 am(Cj/L{*jt£«£$l|-t£o trC 

>AMWif£ IA\ 
[0045] /\4~7l) K —"7 $xp-^|ffl^,h(Z)ilfflM^i 

£tT9o $xp-^«(i% HATi^Jte^ron^jji^^U-JietcA# 
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P3X6 3 

-Ag. 8. U1 (P3U1), N S- 1 btlZ>a 

[0046] If^tS^^DMEM, RPM I -1 6 4 0 igifefc £(DW\ 

1x10^1x101/mL mnwrn^mt 2 x 

1 05-2X1 O1@/mL0$iP-7»^;l^U 

(Dibt.-es^sj^^T9 £ <httx$ & Q t LTs m 

1 0 0 0 ~ 6 0 0 O^OU h>©'tN'Jif bV^'J t&Z-ttf 

X^^>0 Ztcs 

mt £*>-£!* Zo 
[0047] /\-r y*ij K-v iz&.vmz>z.ttfx^z>0 «n 

PM 1-164 0 ttrnttEzmmzmR®. 
, ^-r^p^-r^-7°u-h±(c3xi om/™e i ijgjss^XJU 

miRmmxmmm^ms 1 4Bfumfre>£^LT<£«£/w7,u K-V 
<h 

[0048] i^it LT$/c/\-f 7°'J K-^©i£#±;i @ ft <h 1" £ J/LIW# 
U/W7°'J K —"707.^ <J— — yf\X, 

<, ^(cpg££ti£ MTL&S /W7°'J 
F-vt LX^WLfcV j:JMZ$£ti&t&m±M<D-ffl&j%mLs mmf&m 

cDH3 

/W:/1; K—"7£*£ \)--yVTZ>z.£tfX^%>o •--> 

[0049] 7*) — CtUCE&UfctrCftfiDfc: Mb& 

ll%\\(Dj5:):kXKM$(,tZ>Z.£1fX^Z>a 77XSft©CDR^t 

StrCte©7 U-A7-^^I±i (FR) & <fc 9 (Cf£f+ L/c D N A @B9U 
£s lz*-/<-:?y7TZ>&ft%£TZ><l:?lzWM L/cM©^ 'J =f 

KA^PCR^tCcfcy^-r^o fWcDN A£t: hJ/L^t 
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Kf£D N Zti& 
^±izmALm±$vzz£izj:vm<btiz (EP 2 3 94 OO^S m 
fF£itK7) , im3|W0 9 6/0 2 5 7 6§^ OftfFiSK 8) &£) 0 

[0050] (CDR) 

^ucs-r* jmm&tts foment 2>te-&fe.££xfftmfe.tzw.&mz 

±^#£-t£0 

CDR (i K a b a t (Sequences of proteins 

of immunological interest, 5th Ed. 

, Public Health Service, National 

Institutes of Health, Bethesda, MD 

(199 1) (#^£iin 5) ) ICcfcoTBBm&lCcfcy&^ft. C 

hot h i af> (J. Mo I. Biol. ; 1 9 6, p901 (1987) 

(#M$fF£itK 1 6) ) JCcfcyH^TU^iitCcfcoTt^^nSo 

[0051] K a b a t D R &s -j&ft IC&gtRT^Jittggg 2 4 - 3 4 

iS5o-5 6im m&8 9-9 7{«(C{4SL. mm*i^mx 
tiiS3 1- 3 5^ iS5 0-6 5f^ ^S9 5-1 0 

t%>£-$tiZ>h\ z.(D$%i$,(D±X(DB&tfin.Wste'Slz 

L t PS e> t\ =&5tmi£fr *> £ ntc c D R t iz-mt & t ̂  9 
!R-Ctt&lN0 yIt©^S#^;6^§E£;t^£0t©#^• 

^\t-§L^;^^£K a b a t <Dj-y/<1) y#lZ%£? X\,^2>o 

[0052] h F RSB^Jtt. fc CDtfMl*tlZ, *m*RMWlZ& 

l^Xs MlR-Ztltct^FRffimZs t; K=l>-tr>HtX7 [s-AI-tffiWfr 

b ?# b ti z % IN asmMm x$>&0 

[0053] t: K=l>-tr>Ht7>7 lx —A7 —£SB5!Ki* t: V%.W.<? • 7° 'J tN 

(Cfc^NX, mt&MLX^llZT^smm&ZmTF R|B?U 
v$>&o at. t; h&^yp7"u RIm. 



WO 2014/126198 18 PCT/JP2014/053473 

nmm(oy-y'<f)\s-7ofr>bmm^tiz>0 K a b a t 
K icy-y'<f)\s-701 -e&y. 

-7° I I I 

[0054] mat K \ (D^y-tyy-xm^'pte< 
FR-LK FR-L2, F 

R-L 3, F R- L 4©&BB^J0—D R|3W$<^3££ 

D I QMTQSPSSLSASVGDRVT I TCRASQ : 6 2 

(F R- L 1 ) 

WYQQKPGKAPK :13^#§63 (FR-L2) 

LQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYY 

C : 6 4 ( F R - L 3 ) 

FGQGTKVE I K : 6 5 ( F R - L 4 ) 

[0055] fifin h+f7"^u—7° i i i (D^y-ty-itzmmz'Pte 
< £&£XTmm(D-MZ>m£±%W<33.tls FR-HK FR-H2, 

FR-H3, F R- H 4 0^-13^ (D^ (C C D R|3W$<^3£ 

EVQLVESGGGLVQPGGSLRLSCAASGF : 13^0#^6 6 

(F R-H 1 ) 

WVRQAPGKGLEWV :I3M§67 (FR-H2) 

YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAV 

Y Y C : |3?y#^ 6 8 ( F R - H 3 ) 

WGQGTLVTVSS :@3^S§69 (FR-H4) 

[0056] h=l>"tr>Ht7>7 U-A7-^l3^(is 

mm ic i±i mt % T $ J mm ic £ y $ n & 0 

[0057] t/c, WM&7 ̂  4 * y h© 
*7etui, 

t: h =1 >-tr>Ht7>7 u —A7 —^I3^y^/C{^t L t jS^-e 
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& IN ?§££££ ft J&U h %£ LrtnbtlZo 

[0058] IP^., hRlBvMMBBFJ^ 

U=? 'J-lZttLTX? 'J-->yt£0 

hRT^MlB^t: Mbtiite©£^^JlCG5feUfc^ K7U-A7-^I3^ 

£. ITSlNi,^,!: (Sims?), J. Immunol. ; 1 5 1 , 

p 2 2 9 6 (1993) (#M$fF£iK 1 7), Chothia^, J. Mo 

I. Biol. ; 1 96, p 9 0 1 (1987) (#^£S£ 1 8), Te 

mpestiQ. , Biotechnology;9, p 2 6 6 (1991) 

(#M$fF£itK 1 9) ) o 

[0059] *<D&otH=7'(-J=7V-%:&WL%t 

13t\^tcIr — jl?'< — 7,\lZfc\,^Xjbj[KW(DW,ty\iZ^'$Z>J7=7y( K (00*. 

I MGT/V-QUEST (http://www. imgt. org/1 

MGT vquest/vquest?l ivret=0&0pt ion = 

human I g) ) &Z. tXWfrlSb&Z. Z>0 

[0060] 

FR-LK FR-L2, FR-L3, F R - L 4 ©&BB 

?!J©-SP&£ Wi^piC C D R|B^$<^££ft/cffmiJ$£tl£o 

D I QLTQSPSSLSASVGDRVT I TCRASQ : 7 2 

(F R- L 1 ) 

WYQQKPGKAPK :13^#§73 (FR-L2) 

LESGVPSRFSGSGSGTDFTLTISSLQPEDFATYY 

C : 7 4 ( F R - L 3 ) 

FGQGTKVE I K : 7 5 ( F R - L 4 ) 

[0061] 

FR-H1, FR-H2, FR-H3, F R - H 4 CD&SB 

?!J©-SP&£ Wi^piC C D 

QVQLVESGGGVVQPGRSLRLSCAASGF : 7 6 

(F R-H 1 ) 

http://www
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WVRQAPGKGLEWV :I3^#§77 (FR-H2) 

YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAV 

Y Y C : 7 8 ( F R - H 3 ) 

WGQGTLVTVSS :@3^S§79 (FR-H4) 

[0062] (F R) IBWt 

P-VCDR IB^J 1lJ - In 

[0063] fc LCDR @B^[J £t: K IZ&£ Ltc F Z> Z. £ V&m L 

fcth4b^W\ ^££«h 

dftttF 

(c £ T £ n/c f t £ £ £ £ EG* t" £ o £ ©##c (c M 

, t SE3fe©SS^J£&SftlC*Sll&JiFjTlC#£t-£v£*tn;ti5E3fe©77$ J 

m.t^\ \;%k&^£W& (reshape) 12>Z £&-£% Z0 ZtllZ£V t: 

h IZ <fc ^ T£ i; £ d £ $ £*§•£#& £0 

[0064] yi£$§S©feS&, Tattle J: oTg&y, 
#<©*§•&. 

s hkt&ft# < (^Jx.ti\ Proc. Natl. Acad. Sci. U 

S A ; 8 9, p 4 2 8 5 (1992) (#^£$2 0) ) 

£jfo$tlZm%RlMvM%£(D5 5{i, SMRlMvMM® 4 9 &s 7 Hi RZ/7 
81iifrt>mjK$tlZ 1 J^±0{4SCD7$ SB£B&$:S$TZZ£lZj:-3rs 
mtafei&TizttTziRj±&mzz£tfmm$ti/cffs "tommtm.. 
t>i±%&£&%<&7$ znizmMztizt,® 

[0065] 

£tf-Z$2>0 UTtt, CHOfi5felffl« (^W--
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s C V 1 . COS (SV40TK 

JWsfrt&C V 1 ©gfgtiO , S P 2/0 (^X$xp-^) % P 3 x 6 3 

— A g 3. 6 5 3 (^X$xp-^) , 2 9 3 (thUSl) . M'2 9 3 

T (S V4 0 TfcmZtZ 2 9 3 

PS££ tl&lN0 ?S3E 1)~ s the American 

Tissue Culture Col lection (ATCC) , J/c 

ttiSK £fr bA#f Z> z. 50 

[0066] fcftLOidgf r Jtfc? C H 0 

P 2/0Z&RTZ (Ur I and, G. 

i?s Somat. Cel I. Mol. Genet. ;12, p 5 5 5 5 (1 

9 8 6) (#4#!rF;&;itK4) , BitfSc h u I ma n, M. £>s Natu 

re ; 2 7 6, p269 (197 8) (#^£S£5) ) 0 L <& 

. iii^iDHFR^CHO-eftSo 

[0067] h'0h7>X7i^i/aV(i, 

LT(i. h7>77x^>a> (<J>Mt)Jl> 

Ss 0 A/is DEAE;i, 'J #7 i £ a X aitfil/-? hP't^-i/a > 

£#fr) . -tr>y-r r>-r>'U7>^(Z)x>^p-70;&^Uffl LT D N A£>IA1~£ 

lofts ^p-r yv^o^a x hp^-nux^-nuT^ZTV 

jgfcife e> n a otib(cPS^ 
(Current Protocols in Mol 

ecular Biology, Chapter 9 Introduc 

tion of DNA into Mammalian Cells, 

John Wiley and Sons, lnc.)0si:&&?i£lANCD 

It, hP/t^-i/a XCi:£?si^(Z)70^7^ K^AT^o 

[0068] ZtlbCOm^ CD H 3%mMt2> PS V. -Wctt. 

ti"eti;<s tfc^WfJ=T" (7^yp<>h) #©<£#?4btiift^tn;{fc© 

t/c, Fa 

bs Fab' % F (a b' )2% Fv, ScFv (single chain 
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Fv) , D i abody^^CFcM^i^Lfctrottct^o Z(D£ 

9 £ tlbiKW^k P — Ls 

[0069] ^B^©tn;^©ifS L L"Ois 

IP*>. (ADC 

) m(fcDH3^u 

T IN £ £ &M £ -tt * c: £ ic <t y ^ £ #-e $ & o 

[0070] LT^ ^;t;bJU^^>X 

CC-1 0 6 5, CB I 

f :>>7:J-P7\ MCB I %:lEI$lfi£tZ>^3-tt))l^''( 

is>7i~ P7\ CC B I %:£.&ft£t2>T3.*tl)\/'?4 */y7i~n^ K^r 

7jutr*>x yViL>f— k f^7^ljy-K+v^t:%> 

X *>^^7*'J y-K=£7JUkT*>X K^X^X KUX^fV-

1 0S P > 7° U 7> 51 X (ca I i cheami c i 

n) , p<-f^X>X ^"T^>i>>7^-P7\ DM1, DM2, DM3, D 

M4, DM U /C'UX^fVE, 7^^^fVEB (AEB), 7 7 U 

X^fVEFP (AEFP) , (MMAE) , 

7 .X 51<'U7 7 U X $ y F (MMAF) „ 5 — V'f JUA'U 'J >iHA E 

1^7^ (AEVB) % — 7°'J^>>, i/V7'/Hk X^>PX A 7 

U^-teJk K-tz^^r-tzJk SN-38, S^T^X 'JV^X xdpy 

^-f:>X PJUt^X kTV^^X £>T^>X iXh7A7fX 

•fevK^X X'JZL-^P^X ^hhU^r+f-k ;>< h 7°^ U X *J<?U 

P^hhU^r+f-k 5-yjUtnO^iyJUs 6 - ̂ JUtl 7° h 7° 'J X :> h 

^>>77tV^K, ^^777>, UZL-P:>X 'Ja-Pi/^X 77 

?-yvf$/x y^yjuf^x k 7^ hv 

-f ^>>C, "7-r hx^f:>>A% y "7-f S>X 7< J 7°T'J ys $'J 7 

"7-f:>X ^K7<Ph^r:>X K7 -f P S=£s>>l3i£ttu 

x KU >Miks **v-Jk ^v^-juu^y-r 
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N8-isyMZflZt) >7° h-tzv>=f & d 

z n b iz £ n & t) -e it & i\ 
[0071] 

Us ^/cs 

[0072] $i*.tfSHg£EiN;/c*>**ju7'f 

Kne^vi^'T $ K^-rsne^^f^nso $y*.&\ »FC» 
^ft^7JU7< H£y©^7JU7 < KI^^MTULT, 

7JU7-T S/c, T U-T $ K £fM-£75)£ S/c 

S'J©73/i<h LTs ijiikftiZi'7>7M V^llEfl^WlC^At•&73/£&£>•& 

o 

[0073] ffeCDtlM (U>^-) 

£&Rim?'foZo 'jyti-iZit, $Lfo£tclZ$im£tc&mi5£&fcTZ'gffi 
S£1 lfc(i2I3IMt5i:i:tfiiL^o ttgS(D$!]<h UTti7$ y 

&s ^Jlti 7°KSs , x'U'f^Kfts t°'J $/— 

[0074] 'J yt>-(Dmt LXits N$is)U4 - (x- U -f ^ KP< 5^7U) 

V^7 p/sdrHt>^jU#dri> U-h (SMCC) , 7JU*7>^ W $ S'JU- 4 

- (N-vU'f 5 K*^U) -t'^P^V-l-iM^yb-h (S 

u I fo —SMCC) % N$^JU-4 - (N-x'U-f^K^ 

;u) P^^r+fv-1 (6-7$ K^^PX-h) ( 

LC — SMCC) „ K-"7l/>r $ K^V^VitN 

xJU (KMUA) % r-"7 U^r $ Kl&ItN$ ̂JUXTJI/ (G 

MBS) , s-^U-f$K;b 7°P >11N -t:KP^yX^^>^$ KX7T 

;u (EMCS) , m - V U-r $ K^> vy ;u-N - b KP^ri>7>^i>>-r $ 
h'lXril/ (MBS) „ N- (a-^U-r$K7"tihdri>) -7><7*/y( $ 

Kx^xJU (AMAS) , 7^>>-C $S/JU-6 - (/3-T U-f $ K7°P tl° 
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K) (SMPH) % N—XOi^y^ $ V)V 4 — (p 

-•7 U-r $ K7 X -;u) -7'> u— h (S M P B) % N - ( p -"7 U 

-f $ K7 JL—JV) -f V'y??-- h (PMP I) % N-Xtisy-T $^JU4 ( 

2-t°u^>'U51^) ^v^yi-h (SPP) , n-xo^y< (4 

K-z-tr^u) 7$ ysf^itxx^u (s i AB) „ 

K^70p-r>/u (MC) % -7U-r$ K7°pAy-r,iu (MP) % p-z^y^v 

ist>)\st<y( )\s (PAB) , JkXfN-XOisyj ^is)\s4- ( 2 - tf 

^;i-h (SPDB) cin^tcps^^ 

o©u yvy >>(P 

ABA) (C, /<u >-*> hJU'J > (V a I -C i t ) , 77->~7I-)l 

T^~y (a I a-phe) (D&9 ̂ ^7°^ K U T t 

<UNU ±§E(c&tfYc'J LTt^ 

o 

[0075] Ca n c e r Res. ; 

52, pi 2 7 (1992) (#M$fF:fciK 13), Cancer Res. 

; 6 8 (2 2) , p 9 2 8 0 (2 0 0 8) (#^£S£6) , Nature 

Biotechnology; 26 (8), p 9 2 5 (2008) (#4# 

7)% Bio Conjugate Chemistry; 19, p 

16 7 3 (2 0 0 8) (#M$fF:fciK 8), Cancer Res. ; 68 ( 

1 5) , p 6 3 0 0 (2 0 0 8) (#^£S£9) , X(i^2 008-5 

1 689 6§^ ( (^£$£9) ) te£lZ3Zm<Dl3mzm\;Tft?Z£tf 

[0076] 

mtLT&s V7T*) T h^>>Af|L i/n — FftXlV Kh^r 

^>X U^>A|I% 7 7"U>A|I% ^^>>A||% ?n~ys 

Jkfo\,iZ>Z.£tfX^Z>tf, Z. til Z PS •M $ tl Z> t CD X & & Iv o 

[0077] LT. 
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TS*0 mtmmtLT&. 

xfo&ztmiz. L^O 
[0078] d (D & 9 <h L T (is M A. v h U A 9 0 (9 

OY) % U"^A1 86 (1 8 6 R e) , U"^A1 88 (1 88Re) , 

m 6 7 (6 7 Cu) , 115 9 (5 9 F e) , XhP>fCA89 (89Sr 

) , #1 9 8 (1 98Au) , TKSS203 (203 Hg) , |^2 1 2 (21 

2 P b) , 6 5 ( 1 6 5 D y)% JU^-^A 10 3 (10 

3 R u) , ^77X2 12 (2 1 2 B i ) % ^77X2 13 (2 1 3 B i ) 

, ^JU^AI 66 (1 6 6Ho) , Ht7'J^A 1 5 3 ( 1 5 3 S m) „ )V 

rf^AI 7 7 ( 1 7 7 Lu) ft £ £ <h ifX $ £c ZtlbCDlfottfe. 
&m<D*Xb. 9 0 Y, 1 5 3 S m, 17 7Lu^ Mf$7|x*JU 

^r—s ^ LtN^\ Z.tl 

blzm^tlZ>*>(DXl&t<£^o 

[0079] -j5s LT&. ^*^A9 

9 m (9 9 m T c) , ^>9^A1 11 (111 I n) , ^>9^A1 1 3 

m (1 13ml n), ^'J^A6 7 ( 6 7 G a ) , ^U^A6 8 (68Ga 

) s 5"J^A2 0 1 (201TI), ^ • A 5 1 (51Cr) , =1 /<)l h 5 

7 ( 5 7 C o ) % Z| /K)\/ h 5 8 ( 5 8 C o ) % HI /K)\/ h 6 0 (6OC0) , 

7hP>f^A8 5 (8 5 Sr) , TKSS 1 97 (1 9 7 Hg) , ||64 (6 

4 C u ) 

[0080] U vt/L^cip-n-t± £ (c W3K{^Mc 

#SdrU- MSH£J5J&£-t±\ 

z>otfut LIN0 o©j; 9 iz LTt#^ntcmmmzs 
jS^rU- L Tip •" L TIN'S o 

[0081] hUM(DMtLXl£s 

(1) 8 - t KP^ri>dry 'J X 8 - Tiz h 7 'J X 8-tKP^ri> 

dr^J-JU'vX y 'J X 0— Ttef-JI/tf %•*>>* 0 - ̂VVVil/ 



iviONx ( 

w e I o A o) < Q: x ̂  ̂  X • £ ^H^-ll '8 ' t7 'L '(u 0 

I o A Q) a^^/i-Z^s ̂ -o i ' L 'p ' L x (VIE i) M 

^iEZI— L L '8 'P ' L L I '8 > ' 

L * (V 1 0 N) L 'P ' L —K-f-ftHts <-J+*C fi H — Z. ' P ' L 

" (V 1 0 a) II^IEZI- 0 L 'Z. 'P ' L-<Q^H ^-0 

i 'z. > 'i {p) i vdiair^<v>i $>IA ^via 

3ir/Cv<vd $zir<^H $>IA svdia^<v.H ̂ zir^v.s $ 

zir^<vd $ >1 A s\/1 a 3ir/5<v.H $zir0q aoc^\ $ >i A svd 

T&A> I a 3ir/$<v/" ^vdiaiK^va^^ 'vdiair^ 

* fi H (ffl<*irY<1z£* 

) ^ rn • rn - •£=• M - I^SHD rn -
$ >ir^x<^ad ̂  IMSZK^ 

lS^iG2<$z^if^-xir-cr,// s (m<s-Pr*< 
'I -£ K^ JF ^ H — /C $ 
• d q -Po-^ Q/^ -^ _/C 

1ME2M-r^/nf. r>A_a n^ir^x<^ad 
(vdia) s (vi 

0 3) (e) : Gft^qjr0^H >^a^vO-Airz 
/ir-x^^s^ S/ir-AZ^A/:vs^^irK-s \Hfi£^ 
>•# Mi i) xmv£ 'ir-a^a^ X 
^$irz ^ir=£d£ (s) : fi ^a>iK^-f+^m v 

<s *<<s£^a£ir/'29?aG^qHg':a 

fi X^^O/.^DHr-d-o *<<* 

£/.t£S0/H0Z<IfAL3a 92 86I9ZI/H0Z OAV 
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tfmibti£0 

[0082] Still© 9^, * 

^-)\/< P As ^0 

V)VD T P Atf&S* U- h©#^ftt/C{*^©>IASJ^ *If^ 

IA\ 
[0083] t/[{*^©Mtft#S7i;Sl©i^£s ^ICtfcoTfr-p $1*. 

h§i^<h£J5J^£l±s 

)X ^ TUH £ J5jfc £ -t± & o <h iz £ y ?r 9 o «h tf-c $ & 0 

[0084] j&a. ^wmz^vsm^nzf&wim'smzs 
Effm 

£o<h^-e$£0 £^0®*©*£Jt. ^ 

LTtiat 

s 11 Ong ~5^J 1 OOmg/kg {^1i©i5lllT£>'I>o 

[0085] *fgB£©ft^t^M;:J; y )^^tl9 ££J§ttC D H 3 tf^CDflffljj&lCfgSE 

Sills ?LilS% SM?MPB!®% 1$!®% /5)Httl^ftA;!li!i% fl^Iflillls Ei>y©fe^t:fe!li!i 

% SM?MpBM^P--t^!lS% S$M^F--t Willis J^JlfM^F-

^ ~p J "7 % ?LSJ<!li!i% •? SiMnPM^P--t^!lS% 

ft £%:&\,iz> Z t tffcii3fe£ tfs Z tllZflkfe-Z tlZ> & am*&l\, 
[0086] znco^mm 

(0 F»3 tf^Jfefly (C & -O X PS M £ tl & & (0X tt ft 
0PMt L 

X ^B^ill^tCiti.^Atl btl-bo 

mmm 
[0087] ^»y 1 : C D H 3MC H 0«*$©®ll 

trCC D H 2>m*X0 U -->tc®, ̂1C D H 3 &%m 
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t§CH 0«£®5iL/co 

(1) 

KCDH3DNA^PS?LIS^I1^^^-PEF4 

/myc-H i sB (<{ > tf h • S^x >£t) 'vjf At"^ fc#X 2 H§j|CDf|!lJPg 

SlKpn I (^7/H#) StfXba I (* £ =?JU X 3 7 °C 

, 1 UnaiLm lU<Kpn I MX b a I t®ILfc pEF4/m 

yc-H i SBAT4 D N A 'J ff—tf (7°PP<^tt) 

JfAU li^^^-pEF4-CDH3-myc-H i s £?#fc0 

[0088] (2) CDH3S^Htt©IXt# 

FuGENE (g&jSH) 6 h7>77x^>a >g£££ (P^ZL • #4 7 

9 J 7.^ 4 y <7 7*#.) (D 7°P hP-JHC^i;, h ̂  >7> 7 x £ s> a >fu0 IZ 

f!1 OcmT'fir>2(:8x1 05«©C H 0«£gfflL—8 

yu, g ^-pEF4-CDH3-myc-H i s <h 1 6 yu, L CD F u 

G E N E 6 tS£££ 4 0 0 yu, L ©MlM RPM I 1 640 igjfe (S I G M A -

ALDRICHft) (wftfn L 1 

X7 x^i> a V^fj^/co h7>X7i^> a 0 (CjltRISil (Zeo 

c i n (H&jSH) ) U-~y<f^-otc0 

[0089] C D H 3^SC H 0 0^ P->Iili% fic-My cf 7^P-t^ 

trCti* (SANTA CRUZ B I OTECHNOLOGYft) 

xX^>7"P v y?Ti\ ^©InHs 

&C D H 3^S^I1C H (E X Z 1 5 0 1) £?#fc0 

H^feSCH 0Mti&s C D H 3fgSEtfi?ls§£ftTlN£ N C I - H 3 

5 8M^«tfc<hmM/CC D H 3trCte (R&D SYSTEMS^) 07P 
-+M 1 (c^-To 

[0090] ^»y2 : PT^MC D H 3fom<Dft§k 

trCC D H 3trC^^0^Jl^:-ri>fe«). 

•ttfeRT^§yCDH 3 ( s C D H 3 ) 

( 1 ) RT^C D H 3trCJl^^^^-©^ 



WO 2014/126198 29 PCT/JP2014/053473 

C D H 3^1c D NA^f>^U-hi:LT, CDH 

101-2010 WTsCDH3cDNA) £ 

mtrnTZxt^izmi^ntcyu- K7°^-r^- (CGCGGTACCAT 
GGGGCTCCCTCGT : IB^#^3) t U (CCG 

TCTAGATAACCTCCCTTCCAGGGTCC : IB?U#^4) £ 

P C RJxJ&£fj-3;/co JxJ&lC&KOD —P I us (^;¥$fitt) 

, 9 4°Ct1 5#, 55oCe30#, 6 8W9 Ofl>&3 O+tJ $JI,<D£J& 

fc0 

[0091] X-efei>^2. OkbpCD-K 

> |±1U QIA (gil^I) 

h ( + @fi0sCDH3cDNA^ffco 

[0092] L©SCDH3CD NAOTS^^^-p E F 4/m yc-Hi SBA 

ffixtztMz, zmmvmmmK P n i MX b a i in 
C<Kpn I MX b a I t®ILfc pEF4/myc-H i s B (C T 4 

DNA'J^f—M^^^-pEF4-sCD 

H3 — myc — H i s £ t#/cQ 

[0093] (2) RT^MC D H 3^>A^ft©fgIl 

F u G E N E 6 h7>77i^>a >iS^©7°P hP-JHC^tl/ 

7,7 x ̂ 7 i/ a VfuEUC^ 1 0 c m-^'f -y ZL (C 8 X 1 05{g|(Z)C H 0 

ffl 8 /A g ©fSSE^ * —pEF4 — sCDH3 — myc — H 

i s £ 1 6/iL0FuGENE6 tS£££ 4 0 0 yu, L RPMI 16 4 

Oi&jfeicjjl^ 1 5#Ff^MtSt£* h7>X7i^s> a 

h7>X7i^> a EUCjltRSi^i (Zeoc i n) 

INTPSIM&JBR&ICT^ P-" V^^T-^/co 

[0094] ^}§MC D H 3f|IlC H 0«©«^ tfCc -M y c ^ J 0 P —fJUtrC 

ft (SANTA CRUZ B I OTECHNOLOGYft) 

7"P v h o fc0 ig#±?i ̂  © ?#m 

Rl;^CDH3^IlCHO«tt (EXZ1 7 0 2) tf 
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nbtitco DH3%mcHo«t* (EXZI 702) 

5 0 0c m20P-7-^ P — 

l^fcUllfi^CHO-S-SFM- I I (-f 3 

3 3mLi:t 7 2 i£#±;i £H]J|X L/c0 

ifi^Hi sTrap H P tl =p A (G E^)\,7>'rJ7'U tV~^( x 

>7vtt) (Ci;'i)777 -f —7^ -f — ^P7 h^77-f- (hSu pe rdex (J£ 

&j$H) 2 00 pg^7A (G E^AX/rTy<-r t+t'l' x>Xtt) £<££>7* 

p-7 h^7< —ic <t y R^SHCDH 3^>A^5t£t#/c0 

[0095] 3 : trCC D H 3 "7 

^iI^7K(C)^?L/c5 0Atg©Rn§§i!CDH3*V/^ft£T iter 

-MAX Gold (g&jSH) M 

RL/I p r7^7X (S^xxxjUi/—£<£-0\£T(C>EE 

Mt Z> Z. t IZ <fc y $0H]ft^£?T ̂ fc0 20@ btc2 

5 fjLg$y;<VWw^(D^J)'&mCDH3$y;<tWtT i t e r-MAX 

Go I d £$I^UTJMft£<fctf&Tlc£ffr£££lC<fcy^;(ifeU;/co si 

^'jx^bvyj P— y 7^$iP-"7|fflJ®S P 2/0-A g 1 

4£>£IN£P 3 -X 6 3 - A g 8. 6 5 3 £tc0 

[0096] (2) KC D H 3 7°U K — ~?(DM$L 

iKCDH3^^xmt(Dm\m, ^CDH3^SnCH0i®i ( 

EXZ 1 5 0 1) £EIN£:7P—tM KP< h UT^/co ^1C 

D H 3 H OlffliStt (EXZI 501) ^2mM EDTA-P 

B SzmmtZ>ZfT:-i%m7°ls-Ktf 1 XI 06|/mL 

9 (C F AC S)^)S ( 1 %B S A, 2 m M EDTA, 0. 1 % N a N 3 A y P 

BS) ClSLfco £©«K^£5 0ML/^ijU<hft£J:9(C9 6-} 

xJU7°U-McgfflU /W7"'J K-^iM±;f^JPx.T4°C-e6 0£f^J5 

J7S^i±. FACSi^i (2 0 O^L/^xjU) T? 2 [•]&& Alex 
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a F I u o r 4 8 8*If^/[^ ̂ IgG-t^F (ab ') 2 H y tf h • V 

4°Ce3 f©iFACSMt20 

)%^Ltci1k, 7P—•MMS 'JZmML, CDH3m%CHOmmt(D%. 
7°'J K-x'^MtfeL/co 

[0097] 7"U CDH3fICHO» (EX 

Z 1 5 0 1 ) , iiTfeSC H C D H 3 if £flls§£ 

tiZ^Zt: KlfflEW^S^±^«ttNC I -H 3 5 8£0||§i!ftfcJ5J& 

A-C(C^t0 MfcLtc/\4 7lJ CDH3^I1CH 

omm (EXZ 1 5 0 1) fi^NC I - H 3 5 8<hJ5J^U CHO«<h 

&J5J^Lft^o<h£5i§;gL/co ^2 D £ttgfE#^N I TE BP-1 5 3 

6(Cfi5fct£/W 7"'J K-Vtf ?4iML/c^7^/Lft (trCtt#^ : PPAT 

-076-44 M) ©7P—tM h P< h U i£H£^-to 

[0098] ^»y4 : IE^MM£<fctflffiMif§£"C©C D H 3 m R N A (D%1% 

lib U-+f-^-r 

(Laser Capture Microdissection) "C0JR 

Ltcy-y7°)l£V I SOGEN (">>^>^->tt) 

R N A£flML/c0 RNA^I Ong^GeneCh i p U - 1 33B (A 

f f y m e t r i x£t) Expression Analysis 

Technical Manual (Affymetri x£t) \SX 

i ootu mm 
miZ&^Tf£m,tffZMtZ>T&fc*%:&mLt££ZZ>s c D H 3ttIEtt: h&i. 

mm. *mm. Brnmxmi^ifmt^tc (S3A, B 
) o Ztcs fiik!k(Dmtez>Bmm$miz.&tfz>c D H 3 m R N A(D%m^ 

fi\k^zmtebtmwim^%m,ifmtbbntc (030 0 
[0099] HMJ5 :f&mmit¥m&izi:z>m$mz(DCDH3$y/<tw(Dm% 

mmm$m7 \s J &s 
£t (Shanghai Outdo Biotech Co. , Ltd. ) 
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mo, , mm (^). mm (i¥±^) tm 
m) 

[0100] MS7U^^7^ lOmMTris, ImM 

EDTA ( p H 9 . 0) -e95°C, 40 #ES-fb£fro tc0 E N V I S I 

ON + Kit (Dakott) ttS© 7°P v ^ > </UWZX 

y—trCC D H 3trC^6 1 0 2 2 7 (B D BIO 

SC I ENCEtt) . £<£^*#7^ 7"=l > hP-JU<h LTt/CH B s^H 

yb — 3423<h5 M g/m L©;Mt40C-iSjS^tfco trCti^&£& 

^ L/c^C, ENVISION+Ki t U V-^trC^H^:^ 

JS3 0#^J5J&£-t±fco ENVISION + Ki t 

£firl\ ^ v" h u tco 

^4(Ci£H£^fo 

^fco 

[0101] mfe0U6 h'-7i)x?)®RNA©ftM 

§RN A^Go u g h, Rapid and quantitative 

preparation of cytoplasmic RNA fr 

om small numbers of cells, Analyti 

cal Biochemisty, 173, p 9 3-9 5 (1988 

) (#M$fF£itK 1 0) (fcfcU o©it£(C§E£ 

tiX ^ Z> 'MmmfaOfrt) y tcsu (D T N E If Si)S 25mM Tris-H 
CI, p H 7. 5;1%NP — 40;150mM N a C I ; 1 mM ED 

T A, p H 8 . 0 L/c0 LT(i 

, 5X1 OHIO/W^'U K-7»0. 2 m L0T N EMSi)fcKLT 

nbtltcmo. 2mL« 

W±MIZ0. 2 m L©tfi|±lMii5S ( 1 0 mM Tris-HCI, pH7. 

5 ; 0. 3 5 M N a C I ; 1 % (w/v) SDS ; 1 OmM EDTA, 

p H 8 . 0 ; 7Mg|) £jQx./c0 £ 0;!^^ 7 x y• • * 
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JUA-ettdiU %bUtcR N 'J Tt LT^U =1—(Pv*> 

j-s Cat No. 901393) J 

o &ICRN «»RNA)jiStfO. 5 ~ 2 n g /». L £&£ <fc 

9 (C 1 0 ~ 5 0 IJL L L/co 

[0102] K—x' 'QIMIM lfcRNAi)vf)©c DNA^'f ~J=? 'J — 

(DftM 

-MMc D NA^tSfc^ fulB©i:9 (CflML/clfflJ^ftR N A©0 

. 5~3 ju.g^5 OmM Tri s-HCI, pH8. 3 (^) ; 75m 

M K C I ; 3 m M MgC l2; 1 OmM DTT, lOOng <D=?y#lx 

7°^ 'f ^ % 0. 5mM d N T P, 2 OOizy h©S u p e r s c r i 

pt I I -4 >tf hP^xVtt) £r#£jN2 0 IX L JxJ^fb-n)^ 

11MU 4 21Cf5 0^ri'fV4r2^-hl,fco c©J;?(:ML/ccDN 

(PCR) LTSIfffl 

L/co 

[0103] ^»y8 :KCDH3^t7XKftpI^I±i^=l-K'r^m{s?©PCR)i(C 

•?> iti fe 
^CDH37^ qT^I±i(Z)|3^ £ tc®, 7 T?f# >b tl 

fee DNA^^^'J-^TV^b-htLT, PCR;i(ay^CDH3 

TAV-J U &TlZ3d,mtZ& 9 

^Ste L» fc. o 

[0104] A. Klfe?©PC R7°TK^-

5' F R 1 P C R 3' m 

SffilCfeINt V £ © J IIGIfc? <h*1m^Mt £ 4 "tr >> h 7°^ -f V•-

(1) , fcZim.5' (7-tzy K7°7K^ — 

) <h 3' 3«(C£LNTKC^ (KVL7m>7^7^7-) 

fey h (2) 0 2ffl|I(Z)7o^-r -7—fey 

7 —tfjtgtJSJ&lC<fc y, 
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D NAMLfco 

J^SlB^ytCfc^NT. M&At/c&C, R(£Ag;/c&G, W&At/c 

&T, S&Ct/c&G, Y&C£/c&T% M£G£/c&T% V&A£/c&C 

^/c&G, H &A ̂ /c&C £fcl£Ts D & A ^/c&G ̂ /c(£T% B&C^/c 

(£G£/c(£Ts NtiA^/cttC^/cttGS/cttT^^tl^tl^To 

[0105] (1) 7^7iiRT^P-->^4t9 ht>7^7'f7-

TPhage Display —A Laboratory Manua 

I —, Barbas Burton Scott Si IvermanJ 

PROTOCOL 9. 5 1 1 ) Sense P r i 

m e r 17 Reverse Primer 3 ®^r"n J5^ L tca 

(FR1M\ "FIB 1 7 7°7KT-©;f^t]) 

5'-GAYATCCAGCTGACTCAGCC-3' (ft§fi®2) : IB^U# 

^5 

5'-GAYATT GTT CT CWCCCAGT C-3' (ft§fij£4) : 

^6 

5'-GA YATT GT GMTMACT CAGT C-3' (Slfijg8) : SB5!J# 

^7 

5'-GAYATTGTGYTRACACAGTC-3' (ft§fi®8) : IB^U# 

^8 

5'-GAYATTGTRATGACMCAGTC-3' (ft§fi®8) : IB^U# 

^9 

5'-GA YATTMAGAT R AMCCAGTC-3' (IfsfiJt 1 6) : IB^U 

1 0 

5'-GAY ATT CAGAT GAYDCAGT C-3' (ftifij£l2) : 13^J 

S^1 1 

5'-G A Y AT YC AG ATG AC AC AG A C-3' (ft§fij£4) : 

1 2 

5'-GAYATT GTT CT CAWCCAGT C-3' (ft§fij£4) : 
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*§• 1 3 

5'-GAY ATT GWGCT SACCCAAT C-3' (ftifij£8) : IB^U# 

*§• 1 4 

5'-GAYATTST R ATGACCCARTC-3' (IfsfiJt 1 6 ) : IB^U 

5 

5'-GAYRTTKT GAT GACCCARAC-3' (ftifijg 1 6 ) : S3^U 

6 

5'-GAY ATT GT GAT GACBCAGKC-3' (ft§fij£12) : SB^J 

S^1 7 

5'-GA YATTGTGAT AACYCAGGA-3' : IB^U# 

*§• 1 8 

5'-GAYATT GT GAT GACCCAGWT-3' (ftifijg4) : IB^U# 

1 9 

5'-GAYATTGTGATGACACAACC-3' (|fsfiJt2) : IB^U# 

•^2 0 

5'-GAYATTTT GCT GACT CAGT C-3' (fl&fi£2) : S3PM 

•^2 1 

[0106] (4-fey h7°^-f x' —) 

J 1/J 27Vft>X^7^7- ( 1 ) 

5'-GGSACCAARCT GGAAATMAAA-3' (*fsfiJt:8) : IB 

2 2 

5'-GGGACAAAGTTGGAAATAAAA-3' : IB^#^2 3 

5'-GGGACCAAGCTGGAGCTGAAA-3' : IB^#^2 4 

J1/J2, J 4, J5 7>ft>7^7^7-;F^|) (4) 

[0107] (2) "zv h7°^^-
V K-tz>X7°^^- KSB3K 
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Q— ~f-? 4 V (Novagen ; Me rck, Cat. No. 69 

83 1- 3) 

5 ' - A T GRAGWCACAKWCYCAGGT CTTT-3' : IB?U#§2 

5 

5'-ATGG AG AC AG AC AC ACTCCTGCT AT-3' : 

2 6 

5 ' - A T GGAGWCAGACACACTSCT GYT AT GGGT-3' : 

IB?U#^2 7 

D-fey h-tz>X7°^^- (TIE27 

5'-ATGAGGRCCCCTGCTCAGWTTYTTGG I WTCTT-

3 ' : 2 8 

5 ' - A TGGGCWT CAAGAT GRAGT CACAKWYYCWGG-3 

' : 2 9 

E-tzy h-tz>X7°^^- (TIE37 

5 ' - A T GAGT GT GCYCACT CAGGT CCT GGSGTT-3' : 

3 0 

5 ' - A TGT GGGGAYCGKTTTYAMMCTTTT CAATT G-3 

' : IB?U#^3 1 

5'-ATGGAAGCCCCAGCTCAGCTTCTCTTCC-3':|B 

^y#^3 2 

F-tr>> (T§E4 7°^^-©;f^t)) 

5' - A T GAG I MMKTC I MTTCA I TTCYTGGG-3' : IB^U# 

§3 3 

5 ' - A T GAKGTHCYC I GCTCAGYTYCT I RG-3' : IB^U# 

§34 
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5'-ATGGTRTCCWCASCTCAGTTCCTTG-3' : IB?U#§ 

3 5 

#§3 6 

G-tzy h-tz>X7°^^- (T§E4 7°^^-©;f^t]) 

5' - A T GAAGTT GCCT GTT AGGCT GTT GGT GCT-3' : 

IB?U#§3 7 

5 ' - A T GGATTTWCARGT GCAGATTWT CAGCTT-3' : 

IB?U#§ 3 8 

#§3 9 

5'-ATGGTYCTYATVTTRCTGCTGCTATGG-3': IB^U 

#§4 0 

5'-ACT GGAT GGT GGGAAGAT GGA-3' : IB?U#§4 1 

[0108] B. "7^7.fillqT^I±i=l- Klfe?0PC R7°TK^-

5' (4-tzy K7°TK^-) tmm 

-7-, £>£^£5' F R 1 1 -tr>> h©7° 

3' d GHO ttmm* 

c D N r'J VfillpI^D NAMLfco 7°^-T^ 

-iB^y &&© t&y-zfo-o fc0 

[0109] (3) •7r>7>filIpT^±i^ •— — >^7°^ "7 — 

VHiz>7v7°^'fx'— : 4 iz v> h 7°^'f x'— s Cu r re 

nt Protocols in Immunology (John Wi 

ley and Sons, Inc.), Unit 2.12 Clo 

ning, Expression, and Modification 
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of Antibody V Region s©T able 2. 12. 

2 L/c) o 

5 ' - A T GGRAT GSAGCT GKGTMATSCT CTT-3' (IfsfiJt 

: 3 2) : |3?U#§4 2 

5 ' - A T GRACTT CGGGYT GAGCTKGGTTTT-3' (IfsfiJt 

: 8) :|3?U#§4 3 

5 ' - A T GGCT GT CTT GGGGCT GCT CTT C T-3' : I3?U#§ 

4 4 

5 ' - A T GGRCAGRCTT ACWTYY-3' (IfsfiJt : 3 2) : |3?U# 

§4 5 

[0110] (4) — — 

V H-tz>7 7°^-f "7- (F R 1 Tan^ Journal of 

Immunology; 169, pi 119 (2002) 1 4 

) yy,tc) 0 

5'-S AGGTSMARCTKS AGS AGTCWGG-3' (IfsfiJt : 25 

6) :|3?U#§4 6 

[0111] ( (3) , (4) [z^moyy^-^zyxX^ 

^7- "7 7 7 I g Gt-XTCDjM V7^-A^7--'J > 7* 9 (C 

J^Sra^rlsfi LT^+fy > L/c) o 

5'-CASCCCCAT CDGT CT AT CC-3' (ftifijg : 6 ) : I3?U# 

§4 7 

[0112] mfe0iJ9 : trCC D H 3 v 7 7t/Cft© PT^M©I3?U>££ 

DNA Eng i ne (B i o-Radft) ^ /c P C R (C ^ t/L C 

D H 3^77t/[ft$lflL filI^tl^tl©pI^I±i^^Wy8(C^L/c70^-r 

7-?;ffll,\ti^SL/co i^SLfcD NA77^ > n — ~y</^< 

7^-pGEM (7°PP<^tt) L®^^-0T7, S P 6 

ZL-/<-Ht;U7°^-T L/co 

I TE B P — 1 5 3 6-e^)^^7 
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7./W K-VJCa^-rStrCC D H 3 : PPAT-

0 7 6-4 4M) ©Rl^I±i(Z)9t»s C D 

[0113] SLTSYGVH :1BM§56 (CDR-H1) 

GV IWSGGSTD :I2^#§5 7 (CDR-H2) 

ARNSNNGFAY :I^#§58 (CDR-H3) 

N I YSNLA :IBM§5 9 (CDR-L1) 

LLVYAAKN :iM§60 (CDR-L2) 

QHFYDTPWT :I^S§6 1 (CDR-L3) 

[0114] CDR-HU H 2RX?H 3CDR-L 

mKW<Dmn.s & \ MGT/V-QUEST 
(http://www. imgt. org/IMGT vquest/v 

quest? I i v ret=0&0pt i on=mouse I g) L 

Xs 0 • - - > <fX $ T IN £ £ t £fils§ L /cQ 

[0115] 1 0 : tfCC D H 3^©-®^^^^-©^ 

^ P-->y^tl/c^C D H 3x"t7 7>Kft(Z)gllS.t/filI(Z)V^I±°|^:=|-

hck«p - Kt&m 

fef?:, ^ "7 ^ $ — (c (£ t: h C g 1 

enSc r i p t ft (C <t 9 T Al pj^ L fcQ (5 

' imzN h e I , 3' (DICE c o R I ) £ttjQL/c0 

[0116] CintCcfcy, g^#§N I TE 

B P -15 3 6 2>mmm&<Dtt,c D H 3 mt 

#-§ PPAT — 0 7 6 - 4 4 Ciht^o figt&tf &8I RT^J5$BB?!J if PPA 

T — 0 7 6 — 44M<h|W]U) if-gj&^tltc0 

g^S§N I TE B P-1 5 3 20 13^2/3 13 

B«TA^S&;£A (SMI# 

http://www


WO 2014/126198 40 PCT/JP2014/053473 

§292-0818 B*g^iim*m>$mfr-f£ti£2-5-8) IC^IE 

ZtlTVZ (l!^fE^©&Wsi3ctt. 2014^1^240: ̂ I#§N 

ITE ABP-1 5 3 6) 0 

[0117] fc MblC&UTtt, F Rlzm^tZ>$m%£ McG&UfcF RIBS^CAtl 

mz.. F Rizfa%tzfti&<D7 5ifc 

h=l>"tr>HtX7 U-AIB^y (IB^y#§6 2~6 9) l> 

-AiB^y (iB^y#§7 2~7 9) %m^tc0 

-y<f^tltc#iC D H 3 7vt/bft(Z)±^SlB^y£ I MGT/V-QU EST 

(http://www. imgt. o r g / I MGT vquest/v 

quest? I i v ret=0&0pt i on = human I g) iZAJj L 

s fttlS^©^^IB^y^)l^LTISI+L/co £tc* mfi}fe&-FlZttl&Ltc 

77 $ yitlB^y©®^ (reshape) L/c0 

[0118] D H 3 t Mbtn;te©figys>£^«llRT^I±i(Z)7$ 7It 

IB^J;&.£l~RC;^ L/co 

PPAT — 07 6 — 4 4 H a % PPAT-076-44Hb, P 

PAT — 07 6 — 4 4 H c % £P P A T - 0 7 6 - 4 4 H d J/Cft# 

§P P AT-0 7 6 -4 4 Mtm U C D R|B?y£ft^o 

[0119] fift#§PPAT-07 6-44 Ha, PPAT-0 7 6-44Hb(t 

F R(Cfc SM§P P AT-0 

7 6 — 4 4 H c % PPAT — 07 6 - 4 4 H d (iN F R lfc7 £ X 

tfttelCgfcglfelUfcfc t/c, PPAT-0 7 

6-44 H b, PPAT-0 7 6-44Hd(t tt§E Ufc <fc 9 ̂ 7^7 ItlB 

?y0i^^iALTU§o 

[0120] ; PPAT — 07 6 — 44Ha (IB^#§4 8 £figtRT^i& IB 

^y#§4 9 ̂ mm^mzn-D) 
EVQLVESGGGLVQPGGSLRLSCAASGFSLTSYGV 

HWVRQAPGKGLEWVGVIWSGGSTDYADSVKGRFT 

I SRDNSKNTLYLQMNSLRAEDT AVYYCARNSNNG 

http://www
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F A YWG Q GTLVTVSS : IB?U#§4 8 

D I QMTQSPSSLSASVGDRVT I TCRASQN I YSNLA 

WYQQKPGKAPKLLVYAAKNLQSGVPSRFSGSGSG 

TDFTLT I SSLQPEDFATYYCQHFYDTPWTFGQGT 

K V E I K : |B?U#§4 9 

[0121 ] ; PPAT-076-44Hb (IB?U#§ 5 0 £figtRT^J& IB 

?u#§51 

EVQLVESGGGLVQPGGSLRLSCAASGFSLTSYGV 

HWVRQAPGKGLEWVAVIWSGGSTDYADSVKGRFT 

I SKDNSKNTVYLQMNSLRAEDT AVYYCARNSNNG 

FAYWGQGTLVTVSS : IB^S§ 5 0 

(IB^lJ#§-4 8 LTG4 9 A, R7 1K, L 7 8 V 

D I QMTQSPSSLSASVGDRVT I TCRASQN I YSNLA 

WYQQKPGKAPKLLVYAAKNLASGVPSRFSGSGSG 

TDFTLT I SSLQPEDFATYYCQHFYDTPWTFGQGT 

K V E I K : |B?U#§ 5 1 (HitRT^M) 

(IB?U#§4 9 LTQ5 5 AtfS^£tlT^£) 

[0122] ; PPAT — 07 6 — 44Hc (IB^S§ 5 2 IB 

?y#§5 3 

QVQLVESGGGVVQPGRSLRLSCAASGFSLTSYGV 

HWVRQAPGKGLEWVGVIWSGGSTDYADSVKGRFT 

I SRDNSKNTLYLQMNSLRAEDT AVYYCARNSNNG 

FAYWGQGTLVTVSS : IB^S§5 2 

D I QLTQSPSSLSASVGDRVT I TCRASQN I YSNLA 

WYQQKPGKAPKLLVYAAKNLESGVPSRFSGSGSG 

TDFTLT I SSLQPEDFATYYCQHFYDTPWTFGQGT 

K V E I K : |B?U#§ 5 3 (HitRT^M) 

[0123] ; PPAT-076-44Hd (IB?U#§ 5 4 IB 
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?u#§5 5 

QVQLVESGGGVVQPGRSLRLSCAASGFSLTSYGV 

HWVRQAPGKGLEWVGVIWSGGSTDYADSVKGRFT 

I SKDNSKNTVYLQMNSLRAEDT AVYYCARNSNNG 

FAYWGQGTLVTVSS : 5 4 

(IB?y#§5 2(C>tf LTR 7 1 K, L 7 8 VtfS^£tiT^£) 

D I QLTQSPSSLSASVGDRVT I TCRASQN I YSNLA 

WYQQKPGKAPKLLVYAAKNLASGVPSRFSGSGSG 

TDFTLT I SSLQPEDFATYYCQHFYDTPWTFGQGT 

K V E I K : |B?U#§ 5 5 (HitRT^M) 

(IB?U#§5 3(C>tf LTE 5 5 AtfS^^tlT^^) 

[0124] 7 < & o 

fc h I g G 1 3^£* 

tifcpcxN3^^^-izm&A L 

w-*mmLs scDH3t:himw ^\mw) 

<7 $ - £ f# tc o 
[0125] ^«yi 1 

( 1 ) KCDH 

trCC D H 3t/Cft©-i®tt3§H(C&F r e e S t y I e (=>4 UV 

-Xtt) o afefiAfflilI»TS>l>2 9 3-F (7^7r^y 

• y-Xtt) (£fuB(C^L/co h7>X7i^>a>^0, -ffl§i©t/Cft 

fSSElCtt, 1 x 1 0«/m L©«)jiS(CliMU/c4 0 0 mLfflW 

Miiifco znizi-mmmm^w-1 oo^gMi^^^ 
— 1 0 0 yu, g COn" It 200yu,g(Z)7o^7v$K^:0pt i ProSFM (CH/lij 

L/c/§)S ( I ) L/co ^(C200yu,L(Z)MAX reagent£:8 

mL®Op t i PRO S FMICJD^T^JS ( I I ) <h L/c0 ( I ) <h 

(II) £;f^LT^-e 1 0^P,2 0^lilfco Z.(Dt> 1+1 6m 
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L 2 9 3 - F btc 400mL©2 9 3 %m%WZ JP A. 

, 6 Bfr£> 7 BP^3 7°C, 8 %C 02t>«ig#II«T A I T E C Bio 

Shaker B R-4 3 F LtiS#Lfc0 6 Bfrb 7 BP^t. 

[0126] (2) KCDH 2>iKW(D%%Wk 

I AKTApr ime (GE 

Ztt) ^ffll^fcA b-C apcher ExTra (7°P-^y A") 7 

7 < -7- <-^^A-effML/co t#£>tl/cfc-^7^^>a L 

T^M^CP BS-e¥iHbL/c-fe7 77 ^ IUUS-3 0 Ot>?AlZ£&?)V 

zmziTs zbizm^Ltco mmLtc \ gG^^v/^iojut p# 

I gG^©DMi(JEXPASY©P rot 

Param (http ://we b. expasy. org/protpa 

ram/) 7 LT^fefco 

[0127] ^«yi 2 -.mmftmnmik (ELISA) 

IfefiA LfcC H 0«©iS#±;l^ E L I S AlCcty^UT. 

=>iKWtf^.M^tlX^^>Z.t^mmLtc0 7°U 

- h^drt/Ct: h I g G (H + L) (x^X, I g G 

(C^LTPM)^^) : AQ I , Cat A-110UD) 

TP—KL/co KCDH3dpp<^Kft^^CHO«tf^ 

^^xjKCJPx./co 7°U—h >dpa 

X h I gG (H + L) (x^X, 

I g G(C^LTPM)^^) -H R P (Zl^/W * : AQ I , Cat 

. A — 1 1 0 P D) £Jn*.fc0 -f >a TMBf 

(17 • y'^OyQs Cat. TM4999) ^rJPx./c0 £ ^ tC -f >dp 

n.^ — :> a > L/ctis If lT4 5 0 nm £P$71Gl3;;£:}iy£ 

L/co *I^<h LTffMfc K I gG^ffl^fco 

[0128] ^JfeflJI 3 : tfC 

^«yi ^ ©i^^tt£7P-+M KP< K 
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'J -eML/co 

5 8«$0 £2mM EDT A-P 

1 X 1 0<H@/mL £F ACS«mfc0 d 

5 0 jx L / ^7 xJU <h &•!> <£9 i/Z 9 6r>x>/U70U — h (CSffl L 

. 1 0/* g/m ICgSflDU 4°CT60^ 

^J5J&£-t±fco FACSi^i (1 5 0ML/t7xjU) -e20^)fL/cm, A 

I exaF I uo r 4 8 8 lUStrC t: hi gG-t^F (a b ') 2 (-T > tf h 

• 4 /i, g / m I 4 °C"C 3 0 ̂ ^SJ^^"t±/c0 ^(D&F 

ACSi§lt20ML/cll 7P-^ KP< KU^^ffiL/co 

[0129] ?<DteMs bhft^lLfc^ (PPAT-0 7 6-44Ha, PPA 

T — 07 6 — 44Hc) (iCDH (NC I -H 3 5 8) 

btltc0 IUC Reshape L/ct/Eft (PPAT — 07 6 — 

4 4 H b % PPAT — 07 6 — 44Hd) TiiN C I -H 3 5 8 tC^f Ls 

(^5A)0 t/c, PPAT — 07 6-44 H b, PP 

AT-0 7 6-44 Hd(t CH OMti&lZlZ&fc C D H 3 &fr|fg 

HCHO«(Cfc^NT(iNC I-H 3 5 8«^«h ^tl/c ( 

M5 Bs C) o 

[0130] P P AT-0 7 6-4 4M(Cfi5fcL/c^r>7^/Cft©fc Mb&. CDRIB^U 

«h LTL/cifl^yts \-^m^nzm^Ltcy u 
— A IB^U (h (Z)ll^n""t± (C i; o T s ^^^ ^ ^ ̂  t"^ t# /c 

ZZXlWMLtcC D ft 

fc\ PPAT-0 7 6-44M (Cfi^L/ct; MbtrCtttt R e shaped 

Jfe-r & o ̂  ®mf zztfrbs INrtitf© 7 $ y 
It J# (c £ ti & 0 

[0131] ^»y 1 4 : HSI©^ 

DM1 SMe(t fitll^5, 2 0 8, 0 2 0§ (HIM1 0) fij: 

tf*S!ftfF6, 3 3 3, 4 1 0 B 1 § OftfFiitK 1 1 ) IZB^m^ tltc £ ? IZ 
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6 

[0132] ^«yi 5 

1 . |p-nil^y©3i7i:MII 

JL*? J — JU 3 0 0 /x L "£'/§$? LfcO. 78mgCDDM1SMe<h50mM 

'J 'J £ A3fSi)S ( p H 7 . 5) 1 8 0 ju. L T C E P Solut 

ion (Bond Breaker,"1}" — 7 < "V :> i? — If-f iVf'f 7-f 

20/iL^U liiilTs 0#J2Lt£J&;*-ti\ 3£ 

^y^rMTU L/co 

M7f;^y(iHPLC^MLTffML/cm(C}^^^iL. 1 Omg/m 

L(C&£<*:9 K7$ K(C)^?L/c0 

[0133] 2. $ KMbJ/CftOllM 

1 m g /m Lt/EftdlrJU.tbS su I f o — SMCC ( 

P I ERCEtt) 3 0°C, 1 0#^J5J&£-t±fco 

5 OmM'J ym.t) 'J ^ A, 5 0 m M NaCI 

, 2 m M EDTA (p H 6. 5) t?¥f {b UfcKijb 7 (Z 

ebaSp i nCo I u m n, ^-^7 -f yyt-'t-f IVT^ 7 ̂  ^ 

tt) L/co 

[0134] 3. <££*/[{* ©Mfr 

1 m g/m $ KMb L/ct/Cft <h, L/c^U-T $ KSit© 1 . 

7telCffi^f£&7uH£y££5 OmM'J 'J 5 0mM NaCI 

, 2 m M EDTA (p H 6. 5) "tOfe 

s ®fy&£££y£^u3i§}#^ci: <j m^tco 

[0135] ^JfetfiJI 6 : tntoHSy^fifiD^fi 

2 5 2 n m&t/2 8 0 n 

ZZtX&'MLtco (J. Med. Chem. , 49, 4392 

-4408 (2006) ) (#M$fF:fciK 12), M ethods, Mo 

I. Biol. 5 2 5, p 4 4 5 — 6 7 (2009) (#M$fF 2 1)) 
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izmm(e Ab280=223, 000M-icnr\ sAb252= 

82, 51 OBiMcnr1, s DM1280= 5, ISONMcnr1, s DM1252=26, IBONMcnr1) £^Xfrtc 

O 

[0136] 1 7 : 

T - 8 mt btcmmm 
Cell counting assay 

k i t - 8) £{£fflLTML/c0 

, 37°C-e3B^, 5%C02S^TO y*=LS<- h L/co iglfett F B S£ 

L/co 

ft, A4 5 0/6 2 JP^ 

1 0 0%^; Lfc<h 

LT^IEL/co 

[0137] ^7A"m, litt^LTNC I - H 3 5 8, trC^HSIzi *f- h <h 

LTPPAT — 07 6 — 44H bRXfP PAT-076-44H d lc£££!l£ 

tc o MtrL^©HSI =1 > *>* ZL y - h ^ t 

Ltc o 

|7B^ »^LTHCC1 9 5 4, trC^HSIzi ^f- h <h L 

TPPAT-07 6 -4 4 H d (C|!£y£i^ L/ct 1^7 CeM 

LTHCC 7 0, tattHftJzi UTP PAT-076-

4 4 H d (C||£y£i^L/ct(Z)£ffl^/co H 3^111" 

£ PPAT — 07 6 — 44Hd ©H£y =1 > V n. h 

^t~o 

m7DX&, mtnmnyviL?- K 
t LT, PPAT-0 7 6-4 4 HdCi^y^Lfc:fc©^ffl^Co HSI 

5 (C|E®L/c^)i-ei^L/co ̂ 1 (C§EL/c«tt© 

m R N A %/*? i~ — *7^ — X (ht t ps : // c a b i g — s 

tage. nci. nih. gov/community/caArray 
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GSKd a t a/) iS£l3tf§U (D (NCI 

H 1 9 3 0, SW9 6 2) [JCDH3 LTIS,|^ L/c0 C D 

tUDMMn yViL>f— htDA R&3 ~4 

[0138] [^1] 

ft5t5-r-5^S^ ¥%J C D H 3 m R N 

A 
N C I H 1 9 3 0 lung cancer 9 . 4 

S W 9 6 2 vulva carcinoma 5 3 9 

Detroit562 pharynx carcinoma 15 0 9 

N C I H 3 2 2 lung canccr 15 6 8 

N C I H 3 5 8 lung cancer 2 17 9 

HCC19 54 breast cancer 2 2 6 9 

[0139] 1 8 : fc hW^ffll^cHCC 1 9 5 4|I^E!]t)Sti$ 

fc MbtrCft (PPAT — 07 6-44 H b, PPAT-076-44 

Hd) ILMKHC 
C 1 9 5 4 Lfcif J V=7 7 hffJRilLfco 

1 6 0^-e^fi L =l > V =L >f- h (D 

A R) PPAT — 07 6 — 44Hb (D A R 3 . 69), PPAT-0 

7 6 — 4 4 H d (D A R 3 . 51) Xfo^tc0 

tSilffitt. tfl7^>7PGM1ftft (WAKO 014-0 9801) ^ 

% -XUW^l.J< 1 rn L m L ̂ mXX±rn 5 m L t 

Lfcm, I WfotcV 100u L|S^^(C^L/co &ICH 

C C 1 9 5 4 & 1 0 % F BSMR PM I 16 4 0 U S 

C I (**, 0^^U7) ©£Sfl»^T(C5 x 1 O^/V^IC 

(C^itL/c 

U 5mg/kgtli:lt, 1+ 2 H]JlflM<fc V £-5£fr 

^Cofco 
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L/cip^^HI 8 HI 8 y fc 

P V'y J.y h (idlin,IBL fc0 

[0140] ^JfeflJI 9 : th®^ffl^cHCC70fij|K« (1) 

fc MbtrCft (PPAT — 07 6 — 44Hb) ^-fbtrCft (PPAT-

07 6 -4 4 C) ©trC^HSIziy^iLy- ?LtfA, 

«tHCC7 0^iffiL/cizVy7 7 h =£ TJMZTfem btca 

MtWMMnyViLf- h©D A Rl£s PPAT — 07 6 — 44Hb (D 

A R 2 . 90), PPAT — 07 6 — 44C (DAR3. 0 7 ) Xfoitco 

iKT^T PGM 1 mt (WAKO 014-09801) * 

1 m L Ait^il^7j<4 m L 5mLi:lfc 

m&tcV i 00uLMi^ufco ^CHCC 

7 0 (i 1 0 % F BSMR PM I 64 0 U SC I 

X (*X, 0^^U7) ©£Sfl»^T(C5 x 1 06{®/^;UC&£<*:9(C 

^tlUfco 

tiifc&i§-i#5 [E<h U fc MbJ/CftP>^^r-M£0. 6, 3. OfoZ>^ 

(i 1 5 m g / k g N ^'fbtiiftP yVn-f— Mi 3 . Omg/kg, il^J 

#|p"n CD fc MbtrEft (Naked) (£1 5mg/kg CD^fflmTiSUC 1 

!+2 L/cip^^HI 9 IH9(C^:t" 

IlJ, fc K IbtrCft (C <fc £ P > $/ a. y •- h (is * =?\tiKW IC <fc £ trC 

{£££&! P yVn-f— h (Cjzb LTiffi lJ JJX L ̂  £ tl/cQ 

[0141] ^«y2 0 : fch»^ffl^/cHCC7 0gj|K« (2) 

fc MbtrCft (PPAT — 07 6 — 44Hd) ^-fbtrCft (PPAT-

07 6 -4 4 C) (DmtMMnyViL?- ?LtfA, 

«tHCC7 0^iffiL/cizVy7 7 h =£ TJMZTfem btca 

1 9 fc \-\km*nyV=L?- M£0. 6, 

3. 0£>£l\(£15mg/kg% dpp< ^'fbt/bftP yV=L>f— Mi 3 . Omg 

/kg, ^^y#|p-n CD fc MbtrEft (Naked) (£1 5mg/kg 

TiSlciJt, !+2®MflM<fcy£-5£fTfcofco ^(iM5Ei:lfco M 
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KCDD A R&, PPAT — 07 6 — 44C ( D A R 3 

. 0 7), PPAT — 07 6 — 44Hd (D A R 2 . 9 8) fc^c0 

Sfi^ftft^rMJ!^ L/cip^^m 1 Od^fo i 1 0 L/c® y, fc Mbta 

ft (i^^y ̂ fp'n''^" iW) L% L 

tffllsSSftfco (3. Omg/kg) ICfclNTtt, HMJ1 

9 <h^]*§(CdrP< 7^btrCft©tn;ftllSy=l yVz-f— h (Cjzb LTim^/CSfi^H 

ti/co 

[0142] HMJ2 1 : bhttft^^cOKa-C-1fiifi» 

«^©j/cftii£y=i>^zL/f- h©sfij*±^it»Jt^ 

K a - C - 1 (&3£?ri&&All2i£Sffiffi&m. J c R B 1 3 4 3) L 

/c-tf 7 ̂  7 hff>tilLfco 0 K a - C - 1 £ 1 0%FBS 

#^R PM I 16 4 Oi&ite£ffllNTi£^U SC I B*<7 

U7) ©£Sfl»^T(C6. 5 X 1 om/^oxiztezxt^izm&lstco fc 

MbKft=l>^y-M£1 5mg/kg0SitI(:lt, f+2[HJlflM 

<£ y tco §i»££ig¥3EhLfcc Cctlifch^btrCft«h LT P 

PAT — 07 6 — 44Hd U 1 5 (C§E*6 L/c^)£ 

-e^y^ri^L/co ^Kft^^/cy(DAR) £^«y 

1 6(C|ESL/c^)i-e^ML/c^o5. D A R (i 3 . 0 4f6fco Sfi^Ift^ 

£}iy£L/ci£H£m 1 (c^t"0 ii i(c^L/c®y% fc Mbt/Eft&ii^y^: 

IPCT"^" -2>^ T?\ •?> t (D t. fq]^H(<- iH •ISP/U^ tb 

tCo 

[0143] ^Jfe0iJ2 2 : C D H 3 

(1) 

lfcCDH3 £ tc !Sb, C D H 3 trCJl© N 

g G 2 a©F c L/c0 

y/<tW(D c D N A|B?miB?U#§7 0, 7 $ 7 ItlB^(ilB^S§ 7 1 tcifl 

tfcb/co KtiKft/clI©^©^:^^ u y-JJ?u——yy<o 

tcisbizmmmmi±%57°^KA{UICN h e i 3-J^^AWIZECOR 
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I L/c (IGenSc r i pt J5&) 0 Cltl^rN h e I t E 

COR i xmitLtcmMmm^w-vpCAGGs, 
F R»{K?£$I^3£A,/CPCAGGS-DH F R 

3A/u/c o 

[0144] (2) C D H 3 

-f7r^yp 

tC^^-f 7T^ y py-tt© 2 9 3 F U mfc?3lAS«£7 U -X 

)l • OX • h7>X7x^i/a >§i^ (7^7T^7 P^-tt) £ 

ffllNfeo F cS^pr}§ttKJl©®{s?^^AL/c2 9 3 F C02>j§]t£frJ 

arii$SLt^ufco ML/CS4 
^rgSS(i7°P7^-r > A-tr7 7 U-X (7°Pry/^i) ;b ^ ATliM L/c0 

-I'ifHtfi • U/ct/Lj^(Z)C B 1 2A(C^U ^1 2 

B (C rti|RC D H 3 t/bft (BD B I OSC I ENCEfc WR&D Sy 

s t e m stt) £ 1 )*KiKW£ 0 2 ̂ sStrCft IC A 

nti Mouse I g G F (ab' ) 2-HRP (goat I g G) 

(CAPPEL # 5 5 5 5 3) SrffllNfco 

[0145] ^Jfe0iJ2 3 : C D H 3 V/^l@ffiE L I SA 

CDH3N^1^^^S^PBS1;'2. 5/ig/mLi:U 96-} 

XJU7°U-MC1 OOixL/^iM^Lt, 4fe-^iLfcc 10 

„ ^ Buffer A: 50mM Tris — HC 

1/1 5 0 m M N a C 1/1 m M CaC l2/0. 05% Tween2 

0 ( p H 7 . 5) TMLfco ®CDH3Kft) 

OOAtL/^iJ^aU ^SliflllUfco 

, Buffer A-e^}f Ltc&s H R P*Is^/[ft (HRP-goat a 

nti human I g G (H + L) (absorbed with 

mouse, rabbit, bovine I g G) (Americ 

an Qualex International, cat. A— 11 

0 P D) ) £ b u f f e r A-C 1 0, 0 0 0 L/c t (D%mU U 1 0 
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0 IX L/^ Ls SSI 0t^RML/co Buffer At'ML 

tcm. TMBffeMl OOjLtL/^xJU-eiJD^ Btpife 1 5^iiUT^ 

1 0 0 yu, L/^ 7°U— h U — y— "C 

4 5 0 n m©PMJt£)iy£L/c0 1 3 iZ^to LTPP 

AT — 07 6-44 H b, RXfP PAT-076-44H d£ffl^/c0 

[0146] mmmz4 : A I e x a4 88 
(5 OmM N a HC03, 0. 5M 

NaCI pH8. 5) CiiTSo Kftl mgCj^L, 25mM A 

1 exa488 (1 mg^DMF 6 2. 1 ji I Ci§», =j 4 =j-*? J UV 

-tt) o. 5MI»UT^ 1 mr^wmtZo PB 
5 L/co 

[0147] mmm2 5: (1) 
H \-itmmmzR^tmm^yu-v-( \-*-$- (FACS) 

tc^um-v^tbtco CDH3« 
RXf^mn.Wtm^t^-'MmCDAm a x a 4 8 8UsStn; 

FAcssimm FACSSI^ 
fr&^/co E 0 M e a n {jStf ̂  ^'•^©^•©G E 0 

M e a n{it£ 1 0 0%t L/cif^(M»£®!±! LT I C 5 O^Sb, Ztl 

L/CO 

LTs N I T E BP-98 b 

mmLtc^oMm*mMm2 4-(Dj5:&xmmLs wmfofat LTPPAT 
— 07 6 — 4 4 H d % PPAT — 07 6 - 4 4 C, JkXf PPAT — 07 6 — 

4 4 M£r^K\/c0 fCDln^^rlH 1 4 A I e x a 4 8 
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