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\ 

[4 2] tulBKGPC3K^^\ \>XT(D (1) frb (5) Wttlfr ; 

(1 ) IB^U#^ : 4, |B?U#^ : 5, £<fctf|B?!J#^ : 

£fig|CDR1, figtCDR2£<fctffigtCDR3, ft £>tHC|B?U#^ : 7, IB^U#^ : 

8, £<fctflB?!J#^ : 9-e^tl^tl^^tl^gflCDRU &g|CDR2£ 

DR3 ; 

(2) |B?U#^ : 1 2, IB^U#^ : 1 3, £<fctf|B?!J#^ : 1 4?-?tl?'tl 

mt*tlZm&lCDRU fiflCDR2£i:t/figtCDR3, ft £>tHC|B?U#^ : 1 5, IB 

: 1 6, £<fctf|B?!J#^ : 1 7 V? tl£$litCDR1, HflCDR 

2£<fctf&g|CDR3 ; 

(3) IB^U#^ : 2 0, IB^U#^ : 2 1 , £<fctflB?!J#^ : 2 2 V?tl?tl 

mt*tlZm&lCDRU fiflCDR2£i:t/figtCDR3, ft£>tHC|B?U#^ : 2 3, IB 

: 2 4, £<fctflB?!J#^ : 2 5 tl^gflCDRI, gflCDR 

2£<fctf&g|CDR3 ; 
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(4) : 2 8, : 2 9, : 3 

H£ft£fi$iCDRU fi$£CDR2£<fctffigiCDR3, fc^tflCSB?!]#^ : 3 1, SB 

: 3 2, £J;T>1B^J#^ : 3 3 ft£$£#|CDR1, HflCDR 

2&J:ZfmMCDR3 ; t U < It 

(5) IB^U#^ : 3 6, IB?U#^ : 3 7, : 3 

^£tl£fiilCDR1, fi$iCDR2£J;tffi$iCDR3, ft : 3 9, IB 

: 4 0, fo^t/IB^S^ : 4 1 ft£$litCDR1, UltCDR 

2fc<fctf&giCDR3 ; 

£#fr^GPC3^^{*i;/c&t: MbKGPC3*jt{*T&£ [4 0] gifctt [4 

1 ] (C§E*6©S^ 

[4 3] tu§3KGPC3K^^\ \XT(D^ttifr ; 

( 1 ) IB^y#-^ : 44, IB^y#^ : 4 5, 13^0#"^" : 4 6, IB^U#"^" : 4 7 

, IB^OS^ : 4 8, |B?y#^ : 4 9, dSctt/IB^y#"^" : 5 0 

tebxfizmm^ •. 51 

(2) IB^y#^ : 4 4, |B?y#^ : 4 5, IB^S^ : 4 6, BBflJ#^ : 4 7 

, IB^S^ : 4 8, IB^y#^ : 4 9, ;J3<£t/IB^OS"^ : 5 0 tl&MM. 

ti&fillqT^I±is ft^tfizIB^y#-^ : 5 2, IB^y 

1H§ : 5 3, IB^JS^ : 5 4, IB 5!]#^ : 5 5, IB^J#^ : 5 6, SB^JS^ 

: 5 7, |Bfl]#€ : 5 8, IB^I#"^ : 5 9, IB^I#"^ : 6 0, IB^I#"^ : 6 

1 . SB^y#^ : 6 2, IB^y#^ : 6 3, IB^S^ : 6 4, IB^S^ : 6 5, 

£<fctfiB?y#^: 6 6?-m$nzmM^mni$(Dffifrbmi-R$tiz&$MRiM 

w&; 

(3) IB^y#^ : 6 7Til£ft£fiitqr^fii, £<fctflB?y#^ : 6 8ti •, 
(4) iB^y#^: 6 9Tii£ft£fiitqr^fii, £<ttfiB?y#^ = 70-eii 

(5) : 71 dScfct^iB^y#^ = 7 2-cm 
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•, t L < ii 
(6) : 71 = 73^ 

[4 0] thb [4 2] <D^?tlfrlZBWL<Dm#k 
[4 4] 

WXfoZ>, [4 0] (C§3*6©S^ 
[4 5] GPC3*Ift>£«!J£ [1] ±xb [14] (D^tUtHZimO^^Z «fc 

zmMiz&s-tzztiz&z, m(DfemUfes 

[0016] iz j: m£% fBimfr?Mmizs GPC3mm£m%mmtf^®]frz ?1\ 
foZ>^ GPC3*I ft 
o dtUC<fcy, GPC3*Ift)^^)i©^m©^]±^:, fem%&VZ>BM(DQOL 
B^##Piffitfty, j: ymtitc.m(Dtsti&0 

[0017] [^1]GPC3Mft)^^)it L < 

«&GC33&^ mmffyiztfm 

[^2]GPC3Mft>^^)it L < 
L<it±^mm^Ltcmxfoz>» £$iu£GC33imaE 

^to 

[ m 3] GPC3M ft £ §: £ fu (DBMfrb £ tl tc JM ̂  CD if ̂  It if 
(3,607®/ML) <fcy>^lN|#. t 

^ti^nomms^mm^to B^mm^p^mz^x 
tt, GC33&-£i#CD/\+f- Ktbtt 1.229 (p=0.369) T?&o 
/cCD(CftU Ktb#0.607 (p=0. 03 0)"C£>^Jfco 
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[ ̂ 4] GPC3*I ft M * © cmmm 
(49010/JU.L) 

mmtGC33^m, mm 

mz&VT&s GC33£^i¥©/\+f-K£btt1.273 (p=0.30 

7) -?$>?tc(DlZttLs R£b^0.635 (p=0.05)-e£>o)fco 

[ HI 5] GPC3*I ft >£«yil;£ £ S tt 3 tu © « £ tl tc M * (D CD56Pif4 

CD16Pit4NK«^^^g (6.3{®/ML) *, L < 

Lfcmv$>^0 *M&GC33# 
^-ms mmt-fyiz^m* tti^ti<ommm±^mm^to cD56^ttcDi6 

-J^iztfmzttL. GC33^^©/\Hf-

KJ:btt 1.259 (p=0. 344) T*&?tc<DlZttU ^S^tt/N+f-KJ:btf0. 571 (p 

=0. 022) U<fa n tc0 

[ m 6] GPC3*I ft >£«yil;£ Z&ttZmO&Mfrbim-Ztltc M * (D NK«± 

0CD16^Ji* (MESF) (372, 254 mesf) =fc U < tt# 

IN s# ic £ w- a ̂  © Mi M F*I «h © m m & £ ̂  L tc ̂ -e & & 0 5$ 
ii(iGC33^^¥, ^ti^tiom^Ws^mm^to CDI 
6^ii#^4aN||(ca^T^ Xyizt<miZMLs GC33#-5i¥<Z>/\+f- KJrbfi 

1.130 (p=0.612) Kib^0.668 (p=0.10 

D-e^-^/co 

[g)7] GPC3*Ift>£0£yiP;£ Z>ffi<D&gfr b UW $ tltcJ&mm & M ^ tc 
mc^'m^mm^m±(DCd]6%mm(Dmtiz^^ M 

(-64.33%) <fcy>&l,Nge wccm&im) . £L<(£#^ ( 
ADcc{g^t4i¥) iz&«•tLtcm 
•e&^o ^fH£7°^-tz7t^ j&S§&GC33s^Si¥. 5MfH£GC33«E^ =t 
ti^tiQmmms^mm^to 
[H8]GPC3fIft£stt £ bUM£ tltcMmm%m^tc 
MCC}&m&%mm$tm±(DCd]Qlam%w(DmklZ£ <J M L/c^f©CD107afg 
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(34.15%) ^y#^ 

m (ADcc€^tt?¥) 
tmxfoZo ,&^&GC33imHEl^ fi£$gttGC33{£^&i# 

[0018] fem 
* VR (c £ i vT su WL (D •Mm if ft 1\ PS y s *fg ̂  (c M 5t L T m IN £> tl £ 4b 

©tt5o 

[0019] 

r—-D(D (a) J r—-D(D (an) J £ IN 9 ^§B£UC£IN 

Ts —(t"&to"£'>&< ^0) -tOT^jg^]© 

i)i±©ft^^:lN9o r—o© (a) 

[0020] 7$;M 
fcihitl Ala/A% Leu/L% Arg/R% Lys/K% Asn/N% Met/ 

M% Asp/D% Phe/F% Cys/C, Pro/P, Gln/Q% Ser/S, Glu/E% Thr/T% Gly/G, Trp 

/W, His/H, Tyr/Y, Ile/I, Va l/V£^£ tl£ <fc 9 7 $ 7 l£m =1 - K 

t/c&3;£^=l- K\ t/c(i^0M^-e^lE^tlTlN^o 

[0021] 7 5 yBfe®5ft& 

(Kunkelib (Proc. Natl. Acad. Sci. USA (1985) 82, 48 

8-492) ) -^Overlap extension PCR^0&ft]0^&A*jj§]E[$Mtl%%>0 

%tcs ^m<D7$ J&(D&M.l5fe£ LT 

s T* tl%%> (Annu. Rev. Biophys. Biomol. 

Struct. (2006) 35, 225-249, Proc. Natl. Acad. Sci. U.S.A. ( 

2003) 100 (11), 6353-6357) 0 M7Lfc£\ It±=l K>© 1 :3-C£>£UAG=l K 

> (7>/<-=l K>) JWL 
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^ tl/c t RNA^# tl •!> :> 7> 7- A (Clover Direct (Prote 

in Express) ) ^tl^o 

[0022] r&&xf/£. 

fc&j (DmmoiWMtes <h rt/c&j 
r43fe, 52fe, £<fctf/3;fctt105<i 

(D7$ yit^S^^tlT^^J tltlXTOT $ yit©B^©/<U i-*> a > 

A'?'a^tl'2) ; 

(a) 43fe, (b) 52fe, (c) 105ft, (d) 43fe£<fctf52ft, (e) 43ft£<fctf105 

{4. (f) 52&£<fctf105fe, (g) 43ft 52ft £<fctf105fto 

[0023] EU±>A'U >ff&cJ;t/Kabat±>A'U 

£ tlT IN £ (C <fc £ <h, trC^©CDR £ FR(CSU y ^ T b tl£ 7 

$ y ItftS&KabaUC L/c^otl£> (Sequences of Proteins of 

Immunological Interest (National Institute of Health, Bethesda 

, Md., 1987*££J;tf1991^) o *B£«fflSlC£lNT. 

yit^Kabat^->/<u y?\z L 

< J It&KabatCDT7 $ J Itftgd^ U/c EU^>/< "J > ̂  

IZ Irtctf? T^£tl£o 

[0024] 

&f£n%lZ&\,^T 

^®£?t£m%(D$m,Mte-Wsm£ LT, 00*.# 
JfiUBt Jfr;is il;Ss U ^J#s IIWs 

)ls Pi)Ss ^ ?U JM, 

mm. 7°©im 2fc&icj;yf#e>ti££> 
(^jiiiiiJirot©) . hPT-©«i£#ti 

© © tSJN- t ti a o 

[0025] 

<h UTifiL>ft£ffliN£j§-£tt% ^'ifa^ftu<s ^H^ti/c^'ifn^©^^ 
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te-mmtbx, MA.I£S =? 
A-Fj: z> t^mnm 
So £fcs It 

&uz.i& n-+t 

-f hp< h'J-lZj:z>rMfe$ti1§Zo 
[0026] r^n^tlfcj tit, Z(D^&<DWmfrb rx^ftj izmitztl/zzts 

t&t>*>, 3imx3intcm^ ^(D^omiRfrbmt£>£x?/3.tcmvih 
•ZtltcZt*:l^o tf'J 2^7 KSfc 

IN£ d t tSblZ, 

J:IN) F*31C£;/C#£UTIN 

Z>^X*>, ^H^tlTlN^0 

[0027] fi.mm 
^mmizti^x tit, &m$i^<D£.fote®ft&fcifcizmj3-T 

&«£icD*u mm) 
s M7^P77-^ Bmm, NK«X 
m-fbtiZo 

[0028] 

*%mz&\,\Xs n^ttaz <§# © ^ £ >iy ® f & ̂  
Its ^cRB£Sft&tN0 ttMtte&BMfrio^^tflWMt LXM 
%t%mmus ux^simmmmizjz^xMiJMtsz 
ttfXZZo £fcs WXl£lllli$BtWfiR$:fBl\ fr 

-D %A+fm&iz. <fc y L /cm, ifefe© £ n^^^rosiN (c j: 
ys?*s& »it^ toim-sfrb* 
ti^tioBB^Wtht^> zttfx^z>o zzxu^ft&^^foumt 
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, BMa(D f&'mmm%>iyM t & z t ©x $ & mm-x$>ti&^iz PSM$ tit 
s $jx.fc£\ <Q tl£>o Hfrft iZ (is 

[0029] frmm.±izm%A,T^zft^QmmQmtt& 
iz x. BM(D%m.mm,±.iz%m u x ̂  &^o%m 

¥ft|im<h LTM^IXU mmtZfZgtisTVZftTlZttTZftmttltett. 
&£E.fc-zi±s 7P-+M M 
iZs U 7"U-^> a > tT-X£ffl^ 

M (Molecules of Equivalent Soluble F luorochrome : MESF) ?k$x.'M.~<t %> Z 

tx\ fcs«ia©7P-t^ KP< \* v -iz&zmyt&mmMtfezuEsm 
lZM.$k L!^M'fbt"'2) o £ifXl*Z>o ft^ft^i, $yx.W:Journal of Research 

of the National Institute of Standard and Technology, vol. 107, No. 

4 (2002) pp339-353(C§Ei6©;fr)£(C^T}iy£'t£o^T-$£o ZZXU 

ix $ ti % ft mm its mM a & <D frmmm % >iy ^t z z t ©X $• & mm 
-e&ti&ftizmfe-znts ^m^Wbti^o jM*fttc&, mx 
t£^«y iz iE® iz iE® (D iz £ ^ x )iy •M^tim^o 

[0030] FC 

*%miztii,vXs tt&t&zBMtfFcr &fr£ 
?frfemtzijfeiz. ^tcps^^n^iNo in^ts 
^ftim*mjy.s m^tcmmt^b^f J Am^^my,xvcr^Wiz 
$mtz> (Di&mm Z&'MT & ztiz^^ -r^mf &zt ttx $ &0 
S-^fttCti^yx.^ Journal of Clinical Oncology, vol.21, No.21 (2003) 

PP3940-3947 iZ IE®CDiZfi£ T MM t & Z t tfX $ £ 0 £ £ XWM ZtlZ 

ft mm its B M a 5fc © *fj A ^ %mt & z t ©X $• & mm-x $> 
ti&ftlzmfc-Ztit. btiZo 

[0031] ^mmz^Xs %m,iz&ij&wzmm%mikii$i\titz>t£tsbizm^btiz> 
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raj^MS-e&£0 LTkmn 
<Di5fe-e$>z£& ou *?*>-) mrmzm^bti&o 

tis ti£>Jj/Hkix 

9o if, ijtu(c^^ts 

j&MfrbBUfD^mtT? # t & y, $ ntc 
mzm%mifwM^tiz>o 

[0032] M£*IPW1I 

mmizi&m$tiz>Mi%-\-fiizmmtz>ic $ n * „ ^©tusP§£ 

$B$£JtJ$f£Iffl W3I ̂(c5BML 

pnp^\ Ji^y 4 LT# 

utit M7'j 

X W.lzB£ L < D 
v U I;TJS1:]14R^ tiZo >lJt& 1 

-50%, fc?£L<&5~25%, L< (i10~15%©r^-e^l:^M^tlT 

tsnmzo mmm^mmn^titcm'Mmm^>7^BUTWI 
tl'So J±&<£t/I^/m©^^^T'lli]AM^£45(Ci&0Tffli]ji£iS; 

lJ~ •!> tl t. (C <£ o tl%>0 •!> 0xff!tHi, 1£>7 0 fit], 

L< tt20#^^e>3ar^ L< &30tp^e>240m mztiz. L< &4 

0#^AN£i60#F^©iBHT&:tjIiR£:M#£o mM<D&lzl) y&Mffiy&MlzW. 

£&0#F^ (20tP^fr£>480m KL< £240^1 L < (i4 

0#^^e>i60#^©i5H'ejSi:]i4R^ftf#i>0#^) . M;i;*^ti£o 

[0033] &ic, ®^^M^ti/cM«ipnp^^. fcmmKfeztciz/i1?? 4 
&*m^xmfrmrmzwm^timz>o o.c 
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. T. compound (Miles. Inc) ^ 

s) btiz0 ^7-f 
igffl £ ti@& b 

s±i^yt LTti, *=? 

7 J ymrMiz&m^nmzo 
tNTS^7j<^ti^o J —)\s, 80%x^y-ju 

% ;-JllZimXMM^tl& ZtlZ^^Xs 

•2>o /3IM(Cil^&0^f!t3;j3<£tJi'[Ii]i&(i% 1 <Q^S ctt/1 [°]/)v<Q3[n](Z)i5HI 

T?iS:i:jiiR£tlf#£o £tcs 4°C 

iz & IN T ;!;* tsnzm^ iz it, ;i)*0t m it^m ̂ <D 0# turn. ̂  t 
LIN0 uxcs^ti/ctitc, lim*ipp^v^7 -i > 
iz£-ixnm^tiz>o ^y^(Dw.mzmr 

^-cs&sti?#* u 4°az 
4°Ciz&^xW^ti&Mnizits S&©0#i*Ui, 

Mft IA\, /<y7 1 y&MizWTZV$r$&&Xf 

10^^AVctt/1 [°]/)N|Q4[n](Z)i5HI"T:'3S!a!3SiR^tit^'So "?"© 

lff(C, ^-C^S£tlf#£ u 4°C(Cfc^NXtS±I^tlt#^^\ 4°C(Cfc^NX 

S±I£ti£il^c&, SS©0#Faitt* LIN 

o t/c, A^7 < >SiIJ5J^SiMbMiI£tl£A^7 -f VSIgi (EG116 

0, Leica^) £^3 ̂ ,v (c<£T, Mtflnp^f^C/^ 7 -f >SI^? tl 

t#£o 

[0034] ±^©<£9 (C LT/^7 < >SiI£tlfcM£*Inan£c^C}g*-t£;:<h(C 

(tot r 7° • >y J tl, o CD 7°P V £ <7 • h - A <£ T1 £>20 

n, m ©J5T^ bHJR£ ti £ p/rUCDff£ izjitj ̂  ti£0 £ titcMfflQ]K" it 

%77-f KV =?*±£f$S£ ti£ o <h (C<£ y ti£ 

o o©if^(cfc^NX, K^^X(C0.0 

1%^U-L-U^> (Sigma) L$£'Jt£l±/c7^-f 

$ tit#&o mm^ utcmmj]n- \zw&fr b 10#^©^ e> MiR $ ti * M& 
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0tft^JILf££ti£o 
[0035] 

>£ (PlER)i) d <h t RTfb"Ci5i> Us (HIER& 

) RTirc&£o s/c, "FIB-C^^tl 

£<fc 9 (CllS^tl£ r[fl^^tl#^)--3)©fl^lqnqj ©9t> — 0*IqMcft U 

T, PIER&£jgfflU ffi;fr®*Ipnp(Cft UT, HIER>££M U 

i±tct ®mmm(Dm^fk(DmM%§mikT z> z t^mzxfcz. 
[0036] cDif-e^^ti^ J; 9 IzMM 

o zomnmM^nm.^rn^tim^-'DomwmmXh^zt.ifm^ 
IA\ m^nmz>\ tit. 
a 5fct z> PP a T? s - (Dnas t tc &$a$ ̂  m£ tir ̂  ^ «h 

flu#, uTpa^ti/c-o©m*ipnp(i^^ 

£ tit# £ - o ® II®Ipnp (C a IN r fe #I£SU (C13*6 L ft UN pi y 
. r m *i $tit#^--D(Dp°J tmm^r^mt.Lxmm^titc-'D 
0li^Ip°^tN9#v Z tllZj]U7L~Cs B&tZ>tj)titLTmWl^tLT^tj:< 

— (DMMWant tc ^ l%--D(DWmW;nn 

mxm^Lx^&ibvxfomt m^nm^>-'D(D%mM^\ izm%t&0 

»ttcmt—-D(DBMWnhPESXH*E"e$£Ma tLXtt, 

m-®{yLStC#Sf < <h £50%£Lt. #?£ L < &60%J2*±, S 

/c£?£UO£70%l^±, j|(C$fS L< &80%&±, <tys?s L< &90%£Lt 

[0037] -*4 \>0 u-7lc<fc 

$.tctes 
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T£0#^tt5#-60#©^fr£^;tMiR;*tU 10£f^-e&£o trCUCDE 

S'fbMlKis 10 h U 7AMIInSCDfliU ffrlxCDTarget Retriev 

al Solution (DakoCytomat i on) HCDc£i"T:'fT9 Z tifXl*Z>o T§E©^Ste$!J 

(C&^"0£Target Retrieval Solution^rfJ^f'So M/c&'fbMH^Ip^.h L 

T trcGPC3 $m m$,m t & j/cjia © x K - ̂mtw t © m-sfe. £ «t§ L T . 
&$iTZ>#iWst#ilk(DW©*i^tti ©M 

®r>& 
[0038] 7°P^7—tr'ti, 

m^btl^yu^T-izOmtLXs 0.01N 

j^l£a0.05%}j!jt©^7%>X £fctts pH7.6©TrisMii)Sa0.01%}jiS©Ca 

Cl2^M(C#^-r^0.1%)1S© h U 7%>>, 10 mM©EDTA£i:t/0.5%©SDS£ 

#frpH7.8©10 mM Tr isj^MSi^l ~50Mg/mlMjt©7°P^7-irK^£F 

£>tl£0 £ £>(C7°P^:P--trK£ffllN£il^ ^©J5M&©pH&6.5 

^^9.5©^-e3Sl:)i^^ti, smsn^ K u K u 7%>>PI 
t X h 7 T7 'f > HER2dp V h (MONO) ("^W/< 

-r^Ht-rx>X) (C^^tl^7°P^7-"tft o9 L/cM^7°P^7-"tf 

©sflsfly*: LT#Hf £>tl£0 ^Pf7-37°C(CTtT^tl 

J5J^^(i25oC^^50°C©iBH^(Cfc^NT^l:^M^tlt#^o 7°P"T: 

T~if37°cKTfrtoftS±1^(C(is J5J»mMA.tf 1^x^b5 
^©F^-cs&tjiiRstu m?L&s 15^\ 30^\ 45^\ 10m 20m 3mm 
% 40trP^-e^^o Ltcm. ^§£Mii^ite£tifcMs*innn& 

tl&o /7t/#fflM®i>S(iPBS (Phosphate buffer s 

aline) btl&i&s T r i s±^ItM®i>f^ & tTM (C T* tit# ~b 0 

[0039] m mm a £fr.GPc 3 #[.&£© S CE 
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iz£& a <£ xf/s /c 
« 70 • ̂  7 - ^ tifciiioDp iz n 

bXs ft 5&GPC3&ft UTJS^£t!:i>o ^JSJfc&KGPC 

eh-7°^im & © msstjofc 
^#T"e^ste^n^0 at, ^§£sj^i4°c(c-m^ t/c(i37°c(cTi0tr^ 

jxJfclMW* trC^^trCJl^rox tf h-7°£§^UTj/CJIiJ/L{* 

°c^^50°C(Di5Ei^-e^ii^nt#^ u, 
tll§Zo 

lANo -^trC^JSJJS^T LTcms 

tl£o (Phosphate buffer saline) £>tl£> 

m. Tr\smmnmbftmzi£m^tim&o mn. &)#=£# 
x53\a\mmtzijm&um-zns 

[0040] )*K^X\ —Xffi#JxJ&tfM$tlTcfflffi1£fi,LZttLrs —XtrLfc&^ffiTZ 
=%#[&&JxJ&$1*2>0 II, ^XirLfa&'&IMfcTZTcitMDlgfflMMlCJ:? 
x?tt>mffit?tiTc=xfn;#tfm\,^tiZo mmmt uxtt, FITC (7M 
UiZ'f V51 T7^-— h) JpCy2 (Amersham) „ Alexa488 (Molecular Pr 

obe) H©^cfe!I, U 7*X7 7*— 

, £fcte&=in>r 

[0041] =&#[{*:£ CD JSJfott, KGPC3^,h, ^I^GPC3^^irsiT^-^/L^ 

£Tc&37°CIZT 30#7!>S1 tiZtf, J/CGPC3J/CI*t-)%%i 

wtm%wsmt^w^mt* <mcM&ig0xm^w.znm&o mx 
tf, SJS^jt«4°c^(b50oc®igsi^-e^M^titf^» u, jgj&0#^tti#fre>7 
s © m-e m. M $ nf# £ o <g •-e © s & ̂  m -$ ti z> m^ fc t ± m v* 0# m & i& $ 
ttZZtfiWS o Ltcik, lfif$*IpDp&&>$MSj>S 

IZ&vTffi&IStl&o /5t/#^M®j)S^PBS (Phosphate buffer saline) 
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btl&llbs Tr i ^ tl?#-i>0 

m & <fc t^as £ nm & 0 

[0042] LT, S 

tUt£J5J^£l±£o LT^>'U^dr^y--tf;&ffl^/cii 

0. ®2%mmt7m*tpu 7.200.1 M K U i%*ut 
(Cil§g£tl/cDAB >dpzL^<— h SILKCHM 

ABCD^Cte, DAB-Ni^AEC+ (£l±, DAKO) |®lfellif)?liil^tlt#£ 
0 -r y*=LS<- \-(Dmmz&^Ts is 

utcm^mmw^u ̂ PBS izmmtz ztizj:-? T qm 
'Qtl'So 

[0043] TJltl 'J 7*X7 7 $-IzZm^tdMnlZtt 

N BCIP (5--7nt-4-$ • P-3—r > K 'J JU 'J >!£) /NBT (-hP7^U — 7^ h 

7V*U^A) (Zymed) SIM (10 mM)j§]t©MgC Lz££#28 mM)j§]t©NaCl£ 

#^-r^pH9.8©50 mMj^It^- h U 7A3fSj)fc, 0.4 mM)j§jt"eNBT£i:#0. 38 
mM)iJtT'BCIP;6^?£tl/ct(Z)) -eli^lpnp^V £/c 

s BCIP&<£t/NBTCDfliUC(i% Permanent Red% Fast Red% j£/c(iFuchsin+ (IZX 

±, DAKO) -f MCftftoT, 1 mM)jiS© 

'J 7XX7 7#—t?<Dmg%lV&ZlkfclsS<$ V —)V (i~tly 

^y-7,0) , 0.1 M)Uik1-h i) 7 A^r#tjN0.1 M 

h(pH 9.5) <h, >drzL'<-

h -f y*iLS<- \-(Dm^z&^Ts Js 

tifc&pg-c, liming 
7K^t/c(i2%^U £-)l7)lZ\-)l$:^fcTmz£Z>jRj&W±(Dm, TBST (0 
. 1%©Tween20^#tJNTBS) (CT)ft;#£tl£0 #=l • -f K^— 

L T £ ti £ *§£• (c £gli j$ lz£-?T MIT iz #jSSS *m# £ ti £ o <h 

(C^T#=IIIK KtfRT*Hb£ti£0 
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[0044] FITC (yHz'f h) JpCy2 (Amersham) „ Alexa488 

(Molecular Probe) LTffllN/cJ§-n (C 

itLTs scai^fts%m^zz£iz&?zig:t&&$tm& 
o 

[0045] 

®itGPC3}jiS(cjpx.T, ±.130^)^ 

T^HH£ ftfclSC£tt£GPC3©fgIlmfrb, GPC3*Ift)^S^)i^^"e 

tltt^ftSo ±§E©;^c^T*i!±!£ftfcM£(C£ 
w- & GPC3©^II^\ m x ̂ TIE ic^y^ £ ft & iz^-ozm&it $ 
ft£c *fgBJ^C£lN-c, ^©<£9(Cimb£ftfcM£(C£tt£GPC3©fgIlm 

£ rGPC3©MHI^^feX=l7J «hlN9Q 

[0046] WO2009116659(CiE®^ft/c^)i(C L/c^-^T, ^ WC^-TS^CtfcoTH 

HH^ft/cs (Positive cell rate: PR) % 

(Staining intensity of cytoplasm: SI-cp, Staini 

ng intensity of cell membrane: Si-cm) &<£— > ( 

Staining pattern of cell membrane: Sp-cm) (D&t? CDX zi 1 & 

&Xf£, 2 CDf+^(c 11 dVt JP® LTt# £>ft£ X =l 

&GPC3©MMft^lfefe*=l j7 (jlUfttC, r^Mx=l7 1J £W&) £ 
Itfe^ftSo 

[0047] 
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1311-1] 

X3j 

I5§MS^ (PR) 0 0 
l%Rh20%^i 1 
20%l^Lh50%7N,iS 2 
50%&Lh 3 

(31) msm 0 
• mm $i cP) mm 1 
• M! 61 cm) 2 

3 
3»t 4 

(SP cm) Pitt 0 
1 
2 

3 

(Sp-Cm©M(CPi LT. 

[0048] 3. 1 

IHC total = PR + SI-Cp + Si-Cm + Sp-Cm 

[0049] ?£2 

IHC cm = PR + Si-Cm + Sp-Cm 

[0050] [^1-2] 

lie total X37 
7Rh 
7 T^it 

[0051] mz, fc L< &«ltft©lfefe^Jt£0~3(C^IU "ttl^'tKD 

($M : KS. McCarty Jr 

et al., Use of a monoclonal anti-Estrogen receptor antibod 

y in the immunohistochemical evaluation of human tumors. Cane 

er Res. Suppl. (1986) 46, 4244s-4248s) <Q tl0 

[0052] -J5Z\ Bs m^(Dm^^7biZQ-3HZ^mt 

Z> TIB7> =1 7 'J y </7)l =f 'J XAfcJ: #|f| 7)1 =f 'J X A IZ t £ r5 < Mi 3. =1 

7 (1^17372) 
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[0053] [MZ\ 

fW 
0 SffliailfSfefe 

msMm& 
1+ 

miMm&(0 lOmB^ftSrMSS^Ifefe <j£ : l^l^f 
s^fes®a\ ®is»5o%^jt 

2+ SI®MS» lomhratsii&v 
(a: mmrnm 10%^® cfcff 

^ ®: ̂ unaB^fT^fes^s®^; mgm&v5o%3m ) 
3+ J; bflSM&z) io%£JLB;3of t5M3 

A^gfefe 
^fcfi 

[0054] *fgBJ^c£lNT, rGPC3©IIHI^^feX=l7J £ LT(is 

0l^lll73 7K H7>=I7S IS^rMX=l7 2^(Z)^4[-et/c(iotl^^: 

rGPC3© 

=i y\ =i -71 £nmz> u sy©#ps^© 
rGPC3©MHI^^fex=i7J =i 7 2 

^ tit# •!> o 

[0055] GPC3*jft)£ilSi| 

*fgBJ^C£lNT rGPC3*Ift>^^yj GPC3(Ci:y^£tl£ 

*>^U*£E&£^a&fc, GPC3©£t)¥ft^tt©». »j, PIS. %tcim 

£tc&wcszfzmtzmmiztttzmmM^zbtcbthb 

ti-XAt^Pt1~£ GPC3©^iI^ft, 

GPC3*ift>£ 

mMcomt LTs ( 1 ) GPC3(Ci^-r^ U K(Cft1-£GPC3©^©StrC 

Pi#^yt/c(i#SKPi#^ ^-CGPCS^©1;#> K^co^ic^-r* 

(2) GPC3<h^©'J 

y, GPC3(Ci:£^(Z)'J 
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Ms (3) GPC3©fgIl£;l/>£l±£^fflt)lt. (4) GPC3 

^StlSo U H*§<h LT, wnt (Cancer Res. (2005) 65, 

6245-6254) % IGF-II (Carcinogenesis (2008) 29 (7), 1319-1326) 

Fibroblast Growth Factor 2 (Int. J. Cancer (2003) 103 (4), 455-465) 

©trC(7>^-te>X£fc&RNAi^f0 

. ̂ 7°^K\ #^7> 

[0056] *fgB£©GPC31Ift^£iJ£ L 

fJpy'jViitl: (WO2008/046085) t/c, 

K144-152 (13^#^ : 

2) t/c(iHLA-A24^St4GPC3^7°51 K298-306 (IB^#^ : 3) (Clin. Can 

cer Res. (2006) 12 (9), 2689-2697) tlt#£0 

[0057] ifr.GPC3^* 

^B^©GPC3*ift^^y«h \^Timzn%wc3m*mmMte-mmt 
LTs (BioMosaictt^ ;b^py#^B0134R©t<h(CSR7^tlT^£) 1G12 

$jiW (WO2003/100429) (Ant i 

body drug conjugate (ADC) ) (WO2007/137170) 

[0058] t.tc, ±§E<hS&3#^ft-fi*§<h LT, WO2006/006693tc(iWO2009/0 

41062(C|E®^tl/ct h^KGPC3^^y^^tl^0 f&tt. IB^S^ : 4 

. IB^S^ : 5, d3<fc#SB5!J#^ : 6-e^tl^tl^^tl^fiflCDRU fillCDR 

2£<fctffig|CDR3, : 7, 13^#^ : 8, : 

9-e^tl^tl^^tl^gflCDRU $lflCDR2£i:tmflCDR3£#frt MbirCGPC 

3*/[{W\ ^B^©GPC3*Ift>^^y«h ^§£t: Mb}/CGPC3}/[ 

&(DttWz&Lx. : 1 ox^n&mm? 
: 1 1 "e^^ti^gii7 u-A7-^iB^y<hiB^y(Z)^i— 

t: K7 U - A 7 - ̂ lB?y#®iI^©±t t Mb©^f©^>7°U- K <h LT 
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[0059] 1 2, : 1 3, 

£<fctfg3?!J#-*§ : 1 4-e?ti?tl$i$tl&mMCdRU fillCDR2£J:t/fiitCDR 

3, : 1 5, 135W§ : 1 6, £J;tfB35!J#-5§ : 1 7V?tl 

?'tim$tl£mMCDRh &MCDR2£J;tf&MCDR3£#fr&GPC3*,>< =?fcWtL 

/ctinK^KGPC3^^\ *wmwcm$i%im#\£{,T&m-ztim2>o ^ 

mt s^GPC3^©^ia^^LT. mm^-. i 8-c^*tii>*$i7u-

A7-^l3^t/c(il3^S^ : 1 U-A7-^13^0^13 

K7 u-A7-^i3^y^l:3i^©±-et Mbco^©?1 

>7°u- h<h UT{£ffl£tl£0 

[0060] LTs : 20, I3?IJ§^ : 2 1 s £ 

cfcT^IB^y#-^ : 2 2-e^tl^tl^^tl^fillCDRU fiitCDR2£ J;t/ailCDR3 

, &e>TttClB?y#^ : 2 3, SB^y#-^ : 2 4, fc<fctfSB?y#-*t : 2 5Vttl 

^tl^^tl-SSMCDRU &MCDR2£<fctf&MCDR3£#frifrGPC3*p< 

fcttkhttLGPC3^^\ *^BJ3tf)GPC3*Ift>&0£!J<h ^ 

Mb&GPC3#Cte®ftia£&$LT, 13^y#^ : 2 6-C^3ft£fi$i7 U-

A7-^s3^yt/c«i3^y#^ : 2 7*e^nsii7 U-A^-^IB^IB 

h7 u-A7-7iB^y^i:5i^©±-et Mb^iiox 

>7°u - LTf£ffl£tl£0 

[0061] ^ LT, 13^#^ : 2 8, : 2 

9, £J;T/IB^J#^ : 3 O-e^n^n^^n^fiMCDRK fifCCDR2£<J;T/fi 

|j|CDR3N tZ. fbtlHC 13^11 : 3 1 % IB^'JS"^" : 3 2% fed^t/lB^JS"^" : 3 3 

gflCDR2ai:t/gflCDR3^#tJ^GPC3drP< 7 

JrCttSfcttt: Mb£iGPC3Jji{*#\ *f§Bj!0GPC3ilft>£«!j<h 

§0 m%t: Mfc&GPC3£tttfiD^£!Uc:&LT, IB^#^- : 3 4?^n5fii 

7 U-A7-^lB?yt/c«lB?y#^ : 3 5 tl£$lii7 U-A7~^IB 

K7 U-A7-£IB^Jtfjg:tgiRCD±"Cfc: Mb© 

PSrofv^u-^Lt^ffl^nSo 
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[0062] se^s^: 36, SBflJ#^: 3 
7, : 3 8T^tl^;hJl£tl£fittCDR1, fiilCDR2£i:XfS. 
ilCDR3, ft bmz :39, SBflJ#^ :40, £<fctfSB?y#^ : 4 1 
-e^tl^tl^^n^^MCDRK &MCDR2£J:tf^CDR3£#fr^GPC3*p< 7 

t: Mb#CGPC3#cf«\ *^BJ!©GPC3*Ift>£|g£!j<h 
&Q ^mt\-4kmpc3$iW(DwmizmLz, 4 2^nsM 
7 U-A7-01B^y^/c(ilB^S^ : 4 3-C^£*I£&^7 U-A7-^IB 
5y£EE5y©I^H!£tfi^lNb S7 $R0)±7:-t Mb© 

h<h 
[0063] tfc, ^^(csij®a^^#pg^^-ii*i<hLT, sa^y#^:4 4x mm 

§:45, SB^iJ#^ : 4 6, |B?iJ#^ •• 4 7, |B?iJ#^ :48, SB^S^ : 

4 9, £<fctfBB?y## : 5 

&£TMC@3?!]#-S§ : 5 1 eT^P££#frt: Mb 

^GPC3^^\ *fPE©GPC3^to£f£#J£UT&E3;M#£0 ^<Dffe<D#PS 

£&-fi*i<h IT, : 44, : 4 5, SB *!]#*§ :46, IB 

?yS"^ : 4 7, SB^y#^ : 4 8, IB^y#^ : 4 9, ^^t/SB^yS"^" : 5 0 T? 

m-zn%mm:RT^§J& & ^t/ICIB^JS^ 
: 52, IB^JS^ : 5 3, SB^JS^ : 54, IB^JS^ : 55, IB^JS^ : 5 

6, SB^iJS^ : 5 7, IB^iJS^ : 5 8, EBEJ#^ : 59, IB^S^ : 60, 

SB^y#^ •' 6 1 , SB^lJill-^- : 6 2, iB^J#"^ •' 6 3, SB^O#"^ : 6 4, SB^J 

#§: 6 5, fccfctfEBflJ#^ : 6 6 bM^R^S 

ti&mgvsmm^&t S^^GPC3^^, *fg0£©GPC3Hft^£!i£ u 

[0064] t/c, so<Dm&z#m%.te-mm£ LT, SB^S^ : 6 7-em-ztizmm. 
•. K<btfcGPC3 

tret*. iB^y#^ : 6 9-e^^n«>fiMRr^iifcs<fc^sB9y#^ : 7 o-c^s 
tiz>mmm.$m%<atit: hjb^GPC3^, SB^S^- : 71 vmtsti&sm 

.- 7 2z^ti^mm^^m^h^ Mb^GPC3 
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trCte. t L< : 7 1 tl£figtRT^Ji£ <fc : 7 

3T'il£tlS$lfI^Iii£#frt: Mb&GPC3£itefc3;fc, *fgB£0GPC3jI 

ftt u T&m £ nm s 0 
[0065] 

*fgB£©&GPC3£i;tis£ LTs 

So LT. 

SSlT'&ttilfflSS'fSS1 (antibody-dependent cell-mediated cytotoxic i ty : AD 

CC) StilEs (complement-dependent cytotoxici ty : CDC 

) *f£BRlZ£VT. CD 

c%&£imfa$ktz£2>mmm^%fe.*mmt2>o -^ADCC^I^^ ^iftii 

LTip-n Ls s 

ft©irCJI^#?ADCCS1££^f £ frSA\ XttCDCS1££^f £ frSAHi 

"J MJAE^ tltiS ($yxJi\ Current protocols in Immunol 

ogy, Chapter7. Immunologic studies in humans% ColiganiQ$!(1993) 

[0066] JIteftlCtt, £ts X7x^7fr-Mm* Mfa&fas iiftlfflJWIlS^tlS 

o 

(1) 

CBA/Nx"t7X^^^^^I±l^tl/cS$ii^^. RPMI1640i£±fe (Invitrogen) ̂  

10%t7^^m;f (FBS, HyClone) 

T?Sfc&£ 106/mUCilMf S £ <h (C T, 17 

x ̂ 7 *tlf#£o 

[0067] ( 2 ) 

10% FBS"a^ip±te (Invitrogen) IZ <£ o TBaby Rabbit Complement (CEDAR 

LANE) %Ud{%lzmRt&Z.£lZ&-oZ, ffifa&fotfmWk* tit#So 
[0068] (3) *Ift«©HM 
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mCi CD51Cr-^ • LM.t~ K U ^ A (GE 

tttlZ, 10% FBS#^DMEMi§±tea"e37°C(CT 1 

Jiltilii, 10% FBS 

^mpMii64Qmmzr 3 tifcmi&(Dmig%2xiQ5MizmmT z z t 
lZ£^Ts 

[0069] ADCCStt. ^tCdC^mtTmz^^mz^^m^nm^o ADCC^ft 
(DM1zL(D^kn^ 96^ xjHJjg7°U—h (Becton Dickinson) [Z'hWA.btltc 

^50Mit-Dvmmmtizx 15^JSJ&* 
©ti, X7x^^-|ffl^100yu,l^JPA.^tl/c^|^7°U-h^\ 

+ trcte (irCJI^#?) ©it>j§JtMpU£ 

0t/c(i10Mg/ml^©)jiS^IS^^tlt#So IfStis ^xJUfr^JJX^tl/c 

100Ml©±;f©MtStt^\ (COBRAII AUTO-GAMMA, MODEL 

D5005, Packard Instrument Company) I^T/IOAE^tlSQ 

(%) tf(A-C) / (B-C) x 100©ItW^tcS^lNTItW^ftf# 

So A&^§S;|SUC&tfS (cpm) % B(i1% NP-40 (nacalai tesque)^: 

JPA.tcumiz&tt&mr^ (cPm), 
tt (cpm) o 

[0070] -J, CDCSt4©/iy£©i§'n 96^ xjUIp:Jg70 U — h (Becton Dickinson 

) (CjPx. btltc&WfJL 

^i±^tiSo ^w^mm^{mwxbtitcmtx\y-

*>r >drzL^-^-^-e4 0t^iis^tiSo 

A.ti'0t/c(i3Mg/mL^(Z)}jiS^IS^^tlt#So ffSttx x 

SSISS/^tttiADCC/c^ft©)!!]!^ £L [R] £<- si" Ji^ S 0 

[0071] 

t/c. ^^©SiGPC3tn;^©#PS^^-^^:UT. 

tl/cKGPC3K{^t^y^^ tlSo ^0<fc 9 &}/LGPC3-}/C{*^^t^i{* (Ant i 

body drug conjugate (ADC) ) &WO2007/137170||(;iJ|'f;fcft(;:|if];^^ tlTlNS 
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tl&\k^W.)£MXfo -o X t <£ < s 3.tc Alley^ (Curr. Opin. Chem. Biol. (2 

010) 14, 529-537) ^pWO2009/140242tlX ̂ ^>\t^Xh o T t <fc < 

[0072] ; 7+f 

'J (azaribine) % 7t7, hnV-JI/ (anastrozo le) % T^i/^-Vy (a 

zacytidine) % 7° U "7 -f > (bleomycin) „ 7° (bortezomib) 

s 7"U ̂ "Tv-^^V-I (bryostat in-1) % 7"7.JL'7 7> (busulfan) % ^>7° 

h7^5>> (camptothecin) „ 10-t KP^r5>^ >7° h7^5>> (10-hydroxycamp 

tothecin) „ (carmustine) % iz U 7° U "V ̂  3> (celebrex) „ 

^nyAy'is)]/ (chlorambucil) % i/T^Zfy^-y (cisplatin) „ -f U ̂  7^ 

y (irinotecan) „ tDU^Zfy^y (carbop lat i n) „ ^7 K'J tf> (cladri 

bine) % :> ty • 7 7 $ K (cyclophosphamide) % i/^y^y (cytarabin 

e) % (dacarbaz i ne) % Klz^ ̂rizJU (docetaxel) % $ 9 ̂  J 

'Vfi/y (dact i nomyc i n) „ 0 J 4 :> y 0")V0 • — K (daunomycin glu 

curonide) % 0 J > (daunorubicin) „ T1'dp ^ *? sj y (dexametha 

sone) % h • — JU (diethylsti Ibestrol) % K^fVJUt? 

i/y (doxorubicin) „ K^rV>'H^:>>7'>'U^ •—K (doxorubicin glucuro 

nide) % (epirubicin) „ If ZJH7. h7'y^t'-Ji' (ethinyl 

estradiol) % 17 h7AXf > (estramustine) % x h7t\5> K (etoposid 

e) % x h7i\i/ • x K (etoposide glucuronide) % 7 • i/0 'J V 

y (floxuridine) % yjU^'y^y (fludarabine) % 7JU^$ K (flutamide 

) s 7 (f luorouraci I) % 7+ (fluoxymes 

terone) % (gemcitabine) % t: K • ^r:> 7°P • ytl 7°P 

X—h (hydroxyprogesterone caproate) % t: K • ^ U I7 (hydroxyure 

a) s -f yjUtfS'V (idarubicin) „ -1'7;t3v777$K (ifosfamide) % P'f 

P^K'JV (leucovorin) „ (lomustine) % 7-f ̂ >N>7-f K (ma 

ytansinoid) % ^$n\s$^.y (mech lorethami ne) % ^ K P 7°P 
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uyyiz^r— h (medroxyprogesterone acetate) % ^ fx h • — 

— h (megestrol acetate) % ^JVJyyy (melphalan) „ ^ Jl>£] 7° h 7° 'J 

y (mercaptopur i ne) N ^ h h U^iz— h (methotrexate) % $ hdp+f> h 

uy (mi toxantrone) % $ hy^-i'S^y (mithramycin) „ $ (mi 

tomycin) „ $ h > (mitotane) % 7 JL—JUZ??- U— h (pheny Ibutyrate) 

„ 7°U K — sJy (prednisone) % 7°P ~h)\/J^Vy (procarbazine) % 'J 

^dp-tzJU (paclitaxel) % (pentostat i n) „ (se 

mustine) % h U 7° h V :> > (streptozocin) „ dp :> 7 x > (tamoxife 

n) % (taxanes) % -^dpy—JU (taxol) % jX h7,T• >7°P tf 

h (testosterone propionate) % K (thalidomide) % 

JsfT — y (thioguanine) % (thiotepa) % — K (teniposi 

de) % h tfy^tiy (topotecan) „ 0 — K (uracil mustard) 

% 
]dyJ=p'X^-y (vinblastine) % (vinorelbine) % lf>^ 

UTvfV (vincristine) 0 

[0073] *fgBj^c£iNT. €^©jb^^ye^So € 

JTCGP 

100-2000, L< ̂ 200-10000^^*^^1-^0 £££0!^ 

a tt s <b^&&J ft (c $ ti & 7° • K ^ v V 

7°p FyyytDimikimmftte&m-z'fovmzu 
& ifo y t#So 

[0074] t/c, LT 

(i% Pseudomonas exotoxin A% Saporin-s6% Diphtheria toxin% Cnidaria 

n toxi n^(Z)^tt/^7°51 K (hdp5>>) -"pRad i o i od i ne% Photosens i t i zer t 

#14^7°^ uxtis yK(D*>(Dt>mmzmi 
<Q tlSo 

V~? y- 'J I7 K dp5> y AfH (Diphtheria toxin A Chain) (Langonefb (Met 
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hods in Enzymology (1983) 93, 307-308) ) ; 

ZL — > K h > (Pseudomonas Exotoxin) (Nature Medici 

ne (1996) 2, 350-353) ; 

(Ricin A Chain) (Fulton£> (J. Biol. Chem. (1986) 261, 

5314-5319) , Sivam£> (Cancer Res. (1987) 47, 3169-3173) , Cumbe 

rbs (J. Immunol. Methods (1990) 135,15-24% Wawrzynczak£> (Cance 

r Res. (1990) 50, 7519-7562) „ &^t/Ghee i te (J. Immuno I. Metho 

ds (1991) 142,223-230) ) ; 

(Deglycosylated Ricin A Chain) (Thorpe^ (Cancer 

Res. (1987) 47, 5924-5931) ) ; 

Z^UVAfH (Abrin A Chain) (Wawrzynczak£> (Br. J. Cancer (199 

2) 66, 361-366) % Wawrzynczak£> (Cancer Res. (1990) 50, 7519-75 

62) „ SivamiQ (Cancer Res. (1987) 47, 3169-3173) % &^t/Thorpe 

(Cancer Res. (1987) 47, 5924-5931) ) ; 

fU — y (Gelonin) (Sivam^ (Cancer Res. (1987) 47, 3169-3173) 

„ Cumber £> (J. Immunol. Methods (1990) 135, 15-24) „ Wawrzynczak 

(Cancer Res., (1990) 50, 7519-7562) „ &^t/Bolognesi (Clin, 

exp. Immunol. (1992) 89, 341-346) ) ; 

7l\ — ̂ 0 -i — -f JU3vllE=| (PAP-s; Pokeweed ant i-viral protein 

fromseeds) (Bolognesifb (Clin. exp. Immunol. (1992) 89, 341-346 

) ) ; 

~fx)^Vy (Bryodin) (Bolognes\ b (Clin. exp. Immunol. (1992) 89 

, 341-346) ) ; 

'J y (Sapor in) (Bolognesi (Clin. exp. Immunol. (1992) 89, 

341-346) ) ; 

^^Jl/Ssy (Momordin) (Cumber^ (J. Immunol. Methods (1990) 135, 

15-24) ; Wawrzynczak£> (Cancer Res. (1990) 50, 7519-7562), £ 

J;t/Bolognesi (Clin. exp. Immunol. (1992) 89, 341-346) ) ; 
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dp> (Momorcochin) (Bolognesi (Clin. exp. Immunol. (199 

2) 89, 341-346) ) ; 

i/*7V'>>3 2 (Dianthin 32) (Bolognesi (Clin. exp. Immunol. ( 

1992) 89, 341-346) ) ; 

i/*7Vs>>3 0 (Dianthin 30) (Stirpe F., Barbieri L. (FEBS lett 

er (1986) 195, 1-8) ) ; 

(Modeccin) (Stirpe F., Barbieri L. (FEBS letter (198 

6) 195, 1-8) ) ; 

(Viscumin) (Stirpe F., Barbieri L. (FEBS letter (198 

6) 195, 1-8) ) ; 

7j\Jl/^rS/y (Volkensin) (Stirpe F., Barbieri L. (FEBS letter (19 

86) 195, 1-8) ) ; 

(Dodecandrin) (Stirpe F., Barbieri L. (FEBS lette 

r (1986) 195, 1-8) ) ; 

h 'JJ-y (Tritin) (Stirpe F., Barbieri L. (FEBS letter (1986) 

195, 1-8) ) ; 

< y (Luff in) (Stirpe F., Barbieri L. (FEBS letter (1986) 

195, 1-8) ) ; 

K 'jZldp'jV (Trichoki rin) (Case I las £> (Eur. J. Biochem. (1988) 

176, 581-588) % t/Bolognesi (Clin. exp. Immunol., (1992) 8 

9, 341-346)) o 

[0075] 

s 960 xjU^FJg7°U— h (Becton Dickinson) ^I^^/LGPC3-

trC^Htl^^©50 VLlt-DtflNTLbtls 7K±(CT15^^0J5J^^Ste^tl 

SQ [y— 1 jbN£>4 0#H^K >dpzL^ 

- K^tlSo KGPC3-K{«^S^©it)jiS(i0^^3Mg/ml(Z)iBHft-e^l: 

tim So iSitl 100 tfy^t)Oy$-T:-m% 

_h/it S iHt / £ 14/MJ/EL^ tlSo $[!§[?}IllSvcSjADCC/^ttO/IJ/E ti [R]|H 
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IZ 

[0076] FcHM 

t; KIgGfr£> 

Fc^Ji 

EU-fyA'J >y-e^^tlS£i;^216ft(Z)7$ /OU> 

t; >^±i©N3«fr ^§£t: >y\ CH2£ <fctfCH3 K* -f >£# 

^^Fc^Ji©ifiS^J^: LT, & 
i;9(cFcr lstX$-lzttTZ^%'&$:^TZFc%mtfmfibtiZ0 *<D 

thigGi cra#^: 7 4) , I9G2 
(I3?U#^ : 7 5) , IgG3 (I3?U#^ : 76) % £/c&IgG4 (I3?U#^ : 7 

7 ) um£ tlZ> fen-(C # £ tl S Fc^ii0|J^£ tl£o 
[0077] Fcr U-tr7°^~ (FcrR) 

Fey Hz 7°^ — (FcyR^tlEi^tlS) tte, IgGU IgG2. IgG3, IgG4^E 

y ^P-^M/C{*©Fc1I^Ci^U#SU-tz70^-£^\ ^ItfttCFcy U 

-tz7°^-m{s?(CP- K£tl£^>A^lt(Z)7 T $ U 

fc S"C&* Z(D7 T7 $ U —iZlts 7-T 77^-AFcyRIa, Fc 

y Rlb&^t/Fcy Rlc^r# foFcy RI (CD64) ; 7M 7 7 ;t — AFcy Rlla (7P 

7°H131£i:t/R131£#fr0 IP*., FcyRIIa (H)£i:t/Fcy Rlla (R)) , 

Fc y RI I b (FcyRIIb-1£i:t/FcyRIIb-2£#fr) £i:t/Fcy RIIc£#frFcy R 

II (CD32) ; 7 7 * - AFc y RHIa (7 P $ -f 7°V158£i:tfF158£ 

#frQ IP"^ FcyRIIIa (V)£<£tfFcyRHIa (F)) £<£tfFcyRHIb (7P 

70FcyRIIIb-NA1£i:t/FcyRIIIb-NA2£#fr) £#frFcyRIII (CD16) 

. %:bX?lZ^frt<i:Z>^%%(D t; KFcyRHt/c&FcyRTM 7 7 -At/c& 

7P^^ 7°t#ttlS^\ Ctl^CPS^tlS t(Zm£&^0 FcyRti, fch 

, -7^3., ryy-3r&£x?y-)\s$:<3fc£)K ztibizmfe^nstrot 
^XFcyR^Cte, Fey RI (CD64) , 

FcyRII (CD32) % FcyRIII (CD16) £<£tfFcyRIII-2 (FcyRIV, CD16-2) 

, &XflZ^frt£Z>^%%(D^O XfcyR^tc&FcyRj7^ 7 7 ̂ -ASfcli 
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4 c9LfcFcrUt^-

(DbTMfeMt L"Oifc KFcyRI (CD64) % FcyRIIa (CD32) % FcyRIIb (CD3 

2) % FcyRIIIa (CD16) RXf/Xltfc y RHIb (CD16) ifmibtlSQ fc KFc 

yRKD^U^^f KI3^(il3^S^ : 7 8 (NP 000557.1) (C, fc KFcyRII 

a CPP^7°H131) CD^'J^f KWU&I3?U#^ : 79 (AAH20823.1) IZ 

(7P^-T 7°R13Hi|3^S^ : 7 9 ©166#@©7$ 7l£^Arg(CS^£ tlT 

^SI3^"e^)S) , FcyRIIbCD^ <J ^7°^ KWmi3?U#^ : 8 0 (AAI4667 

9.1) iZs FcyRIIIa©/^ U ^7°^ KI3^(il3^S^ : 8 1 (AAH33678.1) IZ 

s £<£t>TcyRIIIb©^U^70f KWU&. I3?U#^ : 8 2 (AAI28563.1) IZ 

(tl V PfttiRefSeq^©^—— Xfi#§?:^t) 0 Fc 

yHz7°^ — tfs IgGU IgG2% IgG3, IgG4^E J ^ P — -tMn,W(DFc^M^Z^ 

FACS^ELISA7^-^>> h©&;6\ ALPHAS U-

y (Amplified Luminescent Proximity Homogeneous Assay) -p^fSzfy 

>^p,l (SPR) UfcBIACORE&#0&ft©;&&lcJ;oTi®s§£ft?# 

S (Proc. Natl. Acad. Sci. U.S.A. (2006) 103 (11), 4005-4010) 0 

[0078] Fc y RIa% Fey Rlb^S^t/Fcy RIc^r'atj'Fcy RI (CD64) ?£ *o tflZ J7 -f V 7 ;t 

— AFcyRHIa (7P^-f 7°V158£i:tfF158£#fr) £i:t/Fcy RHIb (7P 

70FcyRIIIb-NA1£i:t/FcyRIIIb-NA2£#fr) £#frFcyRIII (CD16) 

IgGCDFc^Ji<h m&t S a it <hITAM£ 

^-rs^ayii^^-rso TM77^-AFcyRiia (7P^7°HI3 

1£<*:t/R131£#fr) £<J;t/FcyRIIc£#frFcyRII (CD32) CDg#CD«|t 

KPW >(C&ITAM^#£tlT^S0 otl£>©Hz7°^-&, ?^P7 7-^ 

ztibo 

\y iz 7* - IgG©Fc^UCi|fr&r £ £ <h IZ 

IZ&-OZ, 7^P7 7-^0ftlJPMllt^ 77K1 

ES © Willis tiSo ±IBCDi; 9 (cStt'fb'v 

^^^fe^-rSt^^^-rSFcy Hz7°^ —(is *BMffl»(C£LNTStt5yF 

cy Hz7°^-<hPMtl£0 
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[0079] -15. Fc y RI I b (Fc y RIIb-1 £<£ Xffc y RIIb-2£#fr) 

V* J y izimmmisz>nmti^3.nz^z>o B«-mFcy 
Rllbtmmis-te-ft- (BCR) 

7^77-ym FCTRIII 

tlZ> o ±§E(D <fc 9 iz»Jit *> ^)\y *{*M t Z> mtl £M t Z> Fc y l> -fe 7°^ -
(is *BMffl»(C£lNT»JSyFcy U-fe7°^-<hn¥tfft£0 

[0080] Fc r Rtcjttt Z> Fc£iM(D1^)5# 

9 (C, ^^B^©KGPC3K^(C-a^tl^Fc^I±°|<h LTs FcyU 

•tr 7°^ - (c^i- & bti%0 * © £ 9 &FC^ 

LTs t: hlgGl (I3?U#^ : 74) % IgG2 (I3?U#^ : 

7 5), IgG3 (I3?U#^ : 76) , 3ifcttIgG4 (I3?U#^ : 7 7) X^tl 

^Mn^mz^t-tl^Vc^mW^tl^, FcrU"fe7°^-^\ IgGU IgG2 
, IgG3% IgG4^E J V n-1~ )im*OVc%mz%^7&^Mt FAC 
S-'pELISAy t — "7 V hCD[SA\ ALPHATv^'J— > (Amplified Luminescent Pr 

oximity Homogeneous Assay) JPll®70^X;E>^P,| (SPR) L/cB 

IACORE^IfiD&fcQCD^&lCj; (Proc. Natl. Acad. Sci. U. 

S. A. (2006) 103 (11), 4005-4010) 0 

[0081] ALPHAS 'J-Vtt, K^"— <h ~7 O iz Z?$ —(D2'D(D tf—£ALPHA 

f •^-(Ci;^TTIE©JliI(cS'^^T^Ste^ti^0 K^-fc-XHcfS 

, 2-Do^-xtfm^Ltc^fMomzo^ f£yti/?j-jis%&ih-ztiZo u-
K:f—tr-XF»3©7* J13S© 

-fiintmti K^--tr-xjiatc 

U K^-fc-XtCi^L/c^ 

^7/7-^7°^- tr-xic^ U&IN<h $K^- tr-
x©m£t z> -mmkMt<T Q iz 7°* - tr•-xtciyjg L &^/c$>, 
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[0082] mx K-t- fc-xiz tr* ̂  ymm$ utcv^m^#^/LGPC3 
i^tu TtlzXt-Z-Xlz&VJWTXys^^yzyji^-if (GST) 

ZWit^titcFey 

trCGPC3tn;^©^#ST'ett, ^$SlFc4p8£^f £ftGPC3in;te£Fcr 

L520-620 m(Di/?1-)\,%:£t2>o $ V4t$ tlT^^^Fc^I 

u-t 
x$-m®&o 
t IZ J: ^^rSulfo-NHS-fc^f > 

Fcr u-t?7°^-£GST-e^^b 

1"3^;£<h LTteU Fey b-fe7°^-£=l- K"T£#'J 2 £ K<hGST£=l 

- K1" £ # 'J 2 £ U * ̂  K £ -< > 7 U - A U Wfi]qTlg 

£Jg^£ ftfc* £ * - (CM# L IZ £ ivT fgSE L. ^ f ̂  7 

A&m^xmmt&snm&0 t#^n/cx# G 
RAPHPAD PRISM (GraphPad£t% San Diego) f 0V 7 h ^ x. 

0 !)§$?#? — (one-site competition) ^ xJUtCjiti-n £1± 

£ o <h IC J; y tlSo 

[0083] *gS^£iEH-f£t)ft©-^ (UtfVK) £-tr>+f-X©#jiEil± 

IC@£U •fe>+f-51>>70(Z)Wiy^^#jill«h^^X(Z)±^®-e^Slfr^ 

&0lZfttk^T%ts J5ftefc©-9MCJ5ftf&Jttf{£TUfc93# (SPRis</1-)\s 

) t>mM^tiz0 tmftm%mmrz,MM(Diftj5 (z^-r K) &iz>+r-
3Lv7°(Dmmiz)fiLijrt>pt7+y'{ mfeit^nxi^ 
'j $y FftTCDwmtfMJin u izyv—^v xmmvmmmiFtwmkt 
&o z(Dmiff^(Dmtizcty^ spR^y^u®{is^>7 KI-£ (J£ICH&&# 
fflM'?2>£i/yi~)\'(DttLW.It&W:£>) o Biacore'>'7v7zA(i±|ECDs>7 hf •Sit 

^r/iy^x—$ t bx^Tjk'tz> dzy't—fyix) o iz.yy'—y=7i±(Di3 — ~x 

frt>K4 *T < OX : (ka) ^®H3SJt^(kd) t\ 
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jiUCffllN PMSFMJ^/iCD^lHiLazor £> (Proc. Natl. Acad. Sci. U 

. S. A. (2006) 103 (11), 4005-4010) tlT^£0 

[0084] FcrU-tr7°^- (FcrR) il&£5ft&Fc$Ut 

*fgB£©&GPC3fttetf^frFc^ji£ LT. fchlgGI (I3?U#^ : 7 4) N I 

gG2 (I3?U#^ : 75) , IgG3 (I3?U#^ : 76) , 3ifcttIgG4 (I3?U#^ : 

77) higG©Fc$i 

±i©Fcr tFcr 

tt^im^FcrRip^B^Fc^i±it^i:fjffl^tit#^0 *nmwiz&vzs 

KIgG©Fc^I±iJ tte, 13 : 7 4, 75, 7 6£/c&7 7 Ztim 

£ft£ fc KlgGU IgG2% IgG3t/c(iIgG4©^|^I±i(C#ttl^Fc^I±i(Z)EU^-

>/< U > ̂ 297fe(CL fcUggttf7 =1 -X& £ Fc^I±i£ER*f & 

o ^©i;9^FcrRip^B^Fc^I±i(i, fc KlgG©Fc^I±i(Z)7$ J I££ 

o iz <£ ftt#£0 Fc r Ri^B^Fc^I±i(Z)Fc r R(c^1- £ 

5^Mfc KIgG©Fc^I±i(Z)FcrR(C^'r^i^/mi:1'J^^^S 

Av(is fulE©FACSJpELISA7 t — "7 "V h CD[SA\ ALPHATv^'J— > (Amplified 

Luminescent Proximity Homogeneous Assay) JPl^®70^X;E>^P,| (SPR) 

mM£$m LfcBIAC0RE%g<D&fiHDjj%&H^r&g£fo$tl1§Zo 

[0085] FcHii© £fciA rrssM&Mj t 
Its l±l^Fc^I±i(Z)7$ yitl3^y«h(iS^^>7$ J^M^ZWiM.t^> Z.t^ 
t?„ KFCT 

^Ttl©Fc^I±it|±l^Fc^I±i(h LT{£ffl£ftt#£0 

t/c, I3E(CB^^JPx.^tl/cFc^I±i^|±l^Fc^I±i(h 

^ti/cFc^i±it^0^(Z)Fc^i±i(h Lzbrmz&m^timzo 
, difgFc^£^OM$tk ZfclZttiWc$Mi$£=l 

-FTZ7$SME5f!}&MVfcM§Zo tiifgFc^Uctt, ft 

tcA.lZ£-?Tm^tltc'Mn(DfC^l±i£ ftt# £ 0 I±1 Wc^I±i©£B}JI 
PS££ ft ftINtf# fc h (DilMO£.$} t /c & fc h <Q£ ftt#£o 
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fcftLOix k /\A** 

-s *=U <7, l7^, £*>, ^ 

y, gyro^n 
(C£^T, l±l^Fc^I±i(it/c, ^-^>r+fJk k Ttif-ifJW 

^yj^yV-, d^Fc^te, 

o oOo-hte, fchlgGU IgG2, IgG3, %fcttIgG40Fc^Ji£aifgFc^Ji£ 

LT3SM^£o<h;6^$£o<h£Sn*-t£o |W]*§(c, *0Mffl»(C£^T, 

fu§EtfMaES©£t)fr£>©IgGCDffit©^7Xtfc(i+f 7"^ 7X ©Fc$I±i£, $? 

"T^IgG©/*1; 7> h &&©:£& (Curr. Opin. 

Biotechnol. (2009) 20 (6), 685-91, Curr. Opin. Immunol. (2008) 20 (4) 

, 460-470, Protein Eng. Des. Sel. (2010) 23 (4), 195-202, @^HW02 

009/086320, WO2008/092117, WO2007/041635, £<fctfWO2006/105338) iZ$3W, 

£ tl £ t<;t tl b (C Rg £ tltZ. l/No 

[0086] [sZl£—&±(DUMs 00*.#, l±l^Fc^I±i(Z)7$ yit<h&S& 

s>^^(ii±i^Fc^i±i(Z)7$ smzttLx 
-\X±(D7 $ J®kB&(DWA3.tc&lti%Fc$Mi$(D7 ~i $ 

TZo ti?£Li^MBMlz£^rs mMtetiiWc$MM(D7$ JWMm£#J75 
%~100%^©7$ JMMmm-feztctemufes £vu< ra80%~ 
100%*>S, ct^fSK &^85%~100%*^©, ct^fSK tt#j90%~1 

00%^ sttfcft L < (i^95%~ 100%^© |f]-ft £ fc mm>&(D T7 $. J 

0^©FcrRip^B^Fc^I±i(Z)^(C(id>^< tt, 1 -D(Dj7$S&(DMt><$>2>0 HH 

^Fc^I±i^:^0^(Z)FcrRip^B^Fc^I±i(Z)7$ ^(Cfu^OEU 
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J tlfcT7 < 

tCcfcoTtifiStc^prfg-efeSo 
[0087] FcftM<D7$SM<D&&<DfcdblZ&. (KunkeKb (P 

roc. Natl. Acad. Sci. USA (1985) 82, 488-492) ) -^Overlap ext 

ension PCR#0&ft©;£&tf£fcs ^(DTSSMVLtt 

(DT< ymiZS&TZ7< SM<D&MJ3%t LT, 

(Annu. Rev. Biophys. Biomol. Struct. (2006) 35, 225-2 

49, Proc. Natl. Acad. Sci. U.S.A. (2003) 100 (11), 6353-6357 

) o MTLISS lt±=l K>© 1 -DZfaZ>UAGzi K> (7>/<-=l K>) 

7 >/ <—+t 7° l> V V-~ tRNAIZ#5^ 7 $ J It£ tl/c tRNA^# 3i tl £ & 

IfflSSSliR^'vTvT^A (Clover Direct (Protein Express) ) # & fcFjiUC 

btl&o 

[0088] fc K IgG©Fc$I±i(Z)Fc y U iz 7°$ 

•?> ipcT/c&ttct y tFcy \siz7 $ •?> ipcT/c&tt^iW) tNFc y RfpcT 

&l£Fc^Jt&lNAN&£^&lC<J;c>T:&IX?#;*tl?#£jb^ HH^Fc 

fc KIgGSy^^yP7"U y(D7$ ;m.(D&mzJ:-iTm 

mcym^imEc^mmm^tim^o imotctsbou^ iAMgG§yft^<7 

• 7r'J VCDFc^Ji£ L"Oi, : 7 4, 7 5, 7 6 £/c&7 

7t?feWfc KIgG (IgGU IgG2. IgG3. £/c&IgG4, £<fctH:tie>©& 

) CD M-IZ # t tl £ Fc$I±iIf tl £ o 

[0089] ^Mfc hlgGCDFcHiiCDFcy 

•2) $p*n'/5't:fe<£ y &Fcy \y iz 7 $ •?> $p*^/£t:fe^ill] t)K c? U s UN <£> 

GLW<D7 Si tin 2>o fc LT fc KIgG 

1©Fc1M£#A,W£il^ EU^VA'J >y297{i(Ci^L/cMII^7=l-

MgGCDFc^CDFcr isizX*-IZtttZ^fefe 

<fcy tFcr 

o9 Lfc7$ LT(i, 

02007/024249, WO2007/021841, WO2006/031370, WO2000/042072, WO2004/029 
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207, WO2004/099249, WO2006/105338, WO2007/041635, WO2008/092117, WO20 

05/070963, WO2006/020114, WO2006/116260&<fctfWO2006/023403&£lC£lN 

[0090] JW.il LT, EU-f y J V)y 

tl£22His 222{i, 223{i, 224{i, 225{i, 227{i, 228{i, 230{i, 231 {4, 23 

2ft, 233{i, 234{i, 235{i, 236{i, 237{i, 238{i, 239{i, 240{i, 24Hi, 2 

43{i, 244{i, 245{i, 246{i, 247{i, 249{i, 250{i, 251 {4, 254{i, 255{i, 

256{i, 258{i, 260{i, 262{i, 263{i, 264{i, 265{i, 266{i, 267{i, 268{i 

, 269{i, 270{i, 271{4, 272{i, 273{i, 274{i, 275{i, 276{i, 278{i, 279 

{4, 280{i, 28His 282{i, 283{i, 284{i, 285{i, 286{i, 288{i, 290{i, 29 

His 292{i, 293{i, 294{i, 295{i, 296{i, 297{i, 298{i, 299{i, 300{i, 3 

0His 302{i, 303{i, 304{i, 305{i, 31 His 313{i, 315{i, 317{i, 318{i, 

320{i, 322{i, 323{i, 324{i, 325{i, 326{i, 327{i, 328{i, 329{i, 330{i 

, 33His 332{i, 333{i, 334{i, 335{i, 336{i, 337{i, 339{i, 376{i, 377 

li, 378{i, 379{i, 380{i, 382{i, 385{i, 392{i, 396{i, 421{is 427{i, 42 

8ft, 429ft, 434ft, 436ft tM40ft©i#fr tlZ '>& < t fcDlX 

±07$ JWf^tf btlZo ZtlbOTSJMO&MlZAvXs 

gG©Fc$I±i(Z)Fcy IsizX*-IZttTZ&'SftfeJ: V £Fcy Ut Xf-lZttt 

[0091] Fc^I±i(Z)E 

22Hi(D T $ J It#Lys % tc &Ty r CD ^ t tl fi\ 

222ftCD77 $ J It^Phe, Trp, Glu j£/c(£TyrCDlNlf tl£\ 

223ftCD77 $ J It^Phe, Trp, Glu j£/c(£LysCDlNlf tl£\ 

224ftCD77 $ J It^Phe, Trp, Glu j£/c(£TyrCDlNlf tl£\ 

225{i©7$ yit^Glu, Lyst/c(iTrp©^Ttlt>\ 

227ftCD77$ yit^Glu, Gly, Lys j£/c(£TyrCDlNlf tl£\ 

228ftCD77$ yit^Glu, Gly, Lys j£/c(£TyrCDlNlf tl£\ 
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230ft©:P$ J It^Ala, Gliu Glyt/c&Tyr©l\-f ftjb\ 

231ft©/7$ yit^Glu% Gly% Lys% Pro j£/c(£Tyr©l\lf ti£\ 

232ft©/7$ yit^Glu% Gly% Lys j£/c(£Tyr©l\lf ti£\ 

233ft©/7 $ y It^Ala% Asp% Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Gl 

n% Arg% Sei\ Thr% VaU Trp j£/c(£Tyr©l\lf tl£\ 

234ft©/7$ y It^Ala% Asp% Glu% Phe% Gly% His% Ile% Lys% Met% Asn% Pr 

o% Gln% Arg% Ser% Thr% VaU Trp ̂ /ctiTyr©^"^^^ 

235ft©/7 $ J It^Ala% Asp% Glu% Phe% Gly% His% Ile% Lys% Met% Asn% Pr 

o% Gln% Arg% Ser% Thr% VaU Trpj£/c(£Tyr©l\ti';h'A\ 

236ft©/7 $ J It^Ala% Asp% Glu% Phe% His% Ile% Lys% Leu% Met% Asn% Pr 

o% Gln% Arg% Ser% Thr% VaU Trpj£/c(£Tyr©l\ti';h'A\ 

237ft©/7 $ J It^Asp% Glu% Phe% His% Ile% Lys% Leu% Met% Asn% Pro% Gl 

n% Arg% Ser% Thr% VaU Trp j£/c(£Tyr©l\lf tl£\ 

238ft©/7$ y It^Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Gl 

n% Arg% Ser% Thr% VaU Trp j£/c(£Tyr©l\lf tl£\ 

239ft©/7$ yIt^Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Pr 

os Gln% Arg% Thr% VaU Trp j£/c(£Tyr©l\lf tl£\ 

240ft©7$ yIt^Ala, lie, Met^/c(£Thr©l\-f tl£\ 

241ft©77$ y lt^Asp% Glu% Leu% Arg% Trp j£/c(£Tyr©l\lf tl£\ 

243ft©/7$ yIt^Leiu Glu% Leu% Gln% Arg% Trp j£/c(£Tyr©l\lf tl£\ 

244ft© 7$ yit^His, 

245ft© 7$ yit^Ala, 

246ft©/7$ yIt^Asp% Glu% His j£/c(£Tyr©l\lf tl£\ 

247ft©/7$ yIt^Ala% Phe% Gly% His% Ile% Leu% Met% Thr% Valj£/c(iTyr 

©INf tlti\ 

249ft©7$ y It^Glu, His, Glnt/c&Tyr©^tlt>\ 

250ft © 7 $ y It t% I u £ tc &GI n © l\ t tl fi\ 

251 ft© 7$ yit^Phe, 
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254ft©:P$ yit^Phe, Met£ fc&Tyr©lN-fftjb\ 

255ft©;7^ ypt^Glu, Leut/c(iTyr©^Ttlt>\ 

256ft©7$ JWtftAla, Met^/c(iPro©l\TtlA\ 

258ft©/7 $ J It^Asp% Glu% His% Ser ^/c&Tyr©^-^;^,^ 

260ft©/7 $ J It^Asp% Glu% His^/c(iTyr©l\ti'tlA\ 

262ft©/7$ y It^Ala% Glu% Phe% I le^/c&Thr©^-^;^,^ 

263ft© 7$ J It^Ala, lie, Met^/c(iThr©l\-f tlA\ 

264ft©/7 $ J It ̂Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Pr 

o% Gln% Arg% Ser% Thr% Trp j£/c(£Tyr©lN-cf 

265ft©/7 $ J It^Ala% Leu% Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Pr 

o% Gln% Arg% Ser% Thr% VaU Trp ̂ /c&Tyr©^-^;^,^ 

266ft© 7$ J It^Ala, lie, Met£ fc&Thr©lN-f ftjb\ 

267ft©/7 $ J It^Asp% Glu% Phe% His% Ile% Lys% Leu% Met% Asn% Pro% Gl 

ns Arg% Thr% VaU Trpj£/c(£Tyr©l\lf 

268ft©/7 $ J It^Asp% Glu% Phe% Gly% Ile% Lys% Leu% Met% Pro% Gln% Ar 

g% Thr% Val^/c(iTrp©l\ti'ftA\ 

269ft©/7 $ J It^Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Pro% Arg% Se 

rs Thr% VaU Trpj£/c(£Tyr©l\lf 

270ft©77$ y lt^Glu% Phe% Gly% His% Ile% Leu% Met% Pro% Gln% Arg% Se 

r% Thr% Trp j£/c(£Tyr©lN-cf 

271 ft©T7^ y It^Ala% Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% As 

n% Gln% Arg% Ser% Thr% VaU Trp ̂ /c&Tyr©^-^;^,^ 

272ft©/7$ ylt^Asp% Phe% Gly% His% Ile% Lys% Leu% Met% Pro% Arg% Se 

rs Thr% VaU Trp j£/c(£Tyr©lN-cf 

273ft©/7 $ y It ̂Phe £. tc & 11 e © IN t tl fi\ 

274ft©/7$ y It^Asp% Glu% Phe% Gly% His% Ile% Leu% Met% Asn% Pro% Ar 

g% Ser% Thr% VaU Trp^/c&Tyr©^-^ 

275ft©/7$ y It^Leu£. fc&Trp(D^ttlti\ 
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276ft CD/7 $ J Asp% Glu% Phe% Gly% His% Ile% Leu% Met% Pro% Arg% 

Ser% Thr% VaU Trp ̂ /c&TyrCD^Ttl^V 

278ft CD/7 $ J It^Asp% Glu% Gly% His% Ile% Lys% Leu% Met% Asn% Pro% Gl 

ns Arg% Ser% Thr% Val j£/c(£TrpCDlNlftlA\ 

279ftCD 7$ yit^Ala, 

280ftCD77 $ J It^Ala% Gly% His% Lys% Leu% Pro% Gln% Trp j£/c(iTyrCDlN 

t Ut\ 

281ftCD77$ J It^Asp% Lys% Pro j£/c(£TyrCDlNlf tl£\ 

282ftCD77$ J It^Gliu Gly% Lys% Pro j£/c(£TyrCDlNlf tl£\ 

283ftCD77 $ J It^Ala% Gly% His% Ile% Lys% Leu% Met% Pro% Argj£/c(iTyr 

(Dl^t tlt\ 

284ftCD77 $ J It^Asp% Glu% Leu% Asn% Thr ^/c&TyrCD^Ttl^V 

285ftCD77 $ J It^Asp% Glu% Lys% Gln% Trp j£/c(£TyrCDlNlf tl£\ 

286ftCD77$ J It^Gliu Gly% Pro j£/c(£TyrCDlNlf tl£\ 

288ftCD77 $ J l£^Asn% Asp% Glu j£/c(£TyrCDlNlf tl£\ 

290ftCD77 $ J It^Asp% Gly% His% Leu% Asn% Ser% Thr% Trp j£/c(iTyrCDlN 

T Ut\ 
291ftCD77$ yit^Asp% Glu% Gly% His% Ile% Gin ̂ /ctiThrCD^Ttl^V 

292ftCD77 $ J It^Ala% Asp% Glu% Pro% Thr ^/c&TyrCD^Ttl^V 

293ft CD/7 $ J It^Phe% Gly% His% Ile% Leu% Met% Asn% Pro% Arg% Ser% Th 

rs VaU Trp j£/c(£TyrCDlNlf tl£\ 

294ftCD77 $ J It^Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Pro% Arg% Se 

rs Thr% VaU Trp j£/c(£TyrCDlNlf tl£\ 

295ft CD/7 $ J It^Asp% Glu% Phe% Gly% His% Ile% Lys% Met% Asn% Pro% Ar 

g% Ser% Thr% VaU Trp j£/c(£TyrCDlNlf tl£\ 

296ft CD/7 $ J It^Ala% Asp% Glu% Gly% His% Ile% Lys% Leu% Met% Asn% Gl 

n% Arg% Ser% Thr ^/c&ValCD^Ttl^V 

297ftCD77 $ J It^Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% Pro% Gl 
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n% Arg% Ser% Thr% VaU Trp j£/c(£Tyr©l\lf tl£\ 

298ft CD/7 $ J It^Ala% Asp% Glu% Phe% His% Ile% Lys% Met% Asn% Gln% Ar 

g% Thr% VaU Trp j£/c(£Tyr©l\lf ti£\ 

299ft CD/7 $ J It^Ala% Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% As 

n% Pro% Gln% Arg% Ser% VaU Trp ̂ /ctiTyr©^"^^^ 

300ft©/7 $ J It^Ala% Asp% Glu% Gly% His% Ile% Lys% Leu% Met% Asn% Pr 

o% Gln% Arg% Ser% Thr% Val j£/c(£Trp©l\ti'tlA\ 

301ft©/7$ J It^Asp% Glu% His j£/c(£Tyr©l\lf ti£\ 

302ftCD 7$ yit^Ile, 

303ft©/7$ J It^Asp, Glyj£/c(£Tyr©l\lf ti£\ 

304ftCD77 $ J It^Asp% His% Leu% Asn£tc.&Thr(D\,\'ftl-h\ 

305ft©/7$ J It^Gliu Ile% Thr j£/c(£Tyr©l\lf ti£\ 

31 1ft©/7$ yit^Ala% Asp% Asn% Thr% Val ̂ /ctiTyr©^"^^^ 

313ft© 7$ yit^Phe, 

315ft© 7$ yit^Leu, 

317ft©7$ yit^Glut/c(iGLn% 

318ft©/7$ yit^His% Leu% Asn% Pro% Gln% Arg% Thr% Val j£/c(iTyr©l\ 

t Ut\ 

320ft©/7 $ J It^Asp% Phe% Gly% His% Ile% Leu% Asn% Pro% Ser% Thr% Va 

U Trpt/c(iTyr©l\-fUt\ 

322ft©/7$ y lt^Ala% Asp% Phe% Gly% His% Ile% Pro% Ser% Thr% VaU Tr 

pt/c(iTyr©l\-f Ut\ 

323ft© 7$ yit^Ile, 

324ft©/7 $ J It^Asp% Phe% Gly% His% Ile% Leu% Met% Pro% Arg% Thr% Va 

U Trpt/c(iTyr©l\-fUt\ 

325ft©/7 $ J It^Ala% Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% Pr 

o% Gln% Arg% Ser% Thr% VaU Trpj£/c(£Tyr©l\ti';h'A\ 

326ft©/7 $ J It^Ala% Asp% Glu% Gly% Ile% Leu% Met% Asn% Pro% Gln% Se 
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rs Thi\ VaU Trp j£/c(£Tyr©lN-cf 

327ft©/7 $ y It^Ala% Asp% Glu% Phe% Gly% His% Ile% 

ns Pro% Arg% Thr% VaU Trp j£/c(£Tyr©lN-cf 

328ft©/7 $ y It^Ala% Asp% Glu% Phe% Gly% His% Ile% 

o% Gln% Arg% Ser% Thr% VaU Trp^/c&TyrCD^TtlAv 

329ft©/7 $ y It^Asp% Glu% Phe% Gly% His% Ile% Lys% 

n% Arg% Ser% Thr% VaU Trp^/c(£TyrCDlNlftl£\ 

330ft©/7 $ y It^Cys% Glu% Phe% Gly% His% Ile% Lys% 

o% Arg% Sei\ Thr% VaU Trp j£/c(£Tyr©lN-cf 

331 ft© 7^ y It^Asp% Phe% His% Ile% Leu% Met% Gln% 

pt/c(iTyr©l\-f Ut\ 

332ft©/7$ y lt^Ala% Asp% Glu% Phe% Gly% His% Lys% 

o% Gln% Arg% Sei\ Thr% VaU Trp ̂ /c&Tyr©^-^;^,^ 

333ft©/7 $ y It^Ala% Asp% Glu% Phe% Gly% His% Ile% 

rs Thi\ Val^/c(iTyr©l\ti'tlA\ 

334ft©/7$ y lt^Ala% Glu% Phe% Ile% Leu% Pro ̂ /ctiThr©^-^;^,^ 

335ft©/7$ yIt^Asp% Phe% Gly% His% Ile% Leu% Met% Asn% Pro% Arg% Se 

rs VaU Trp^/c(iTyr©l\ti'tlA\ 

336ft© 7$ yit^Glu, Lys^/c(iTyr©l\ti'tlA\ 

337ft©/7$ ypt^Glu, His^/c(iAsn©l\-f tl^\ 

339ft©/7$ y It^Asp% Phe% Gly% Ile% Lys% Met% Asn% Gln% Arg% Ser^/c 

(iThr©l\-f tlA\ 

376ft©/7 $ y SbJMLaS fc&Val©lNl*tlA\ 

377ft© 7$ y It^Glyt/c(iLys©lN-f Ut\ 

378ft© 7$ yit^Asp, 

379ft© z7 $ y It^Asru 

380ft©/7 $ ypt^Ala, Asn^/c(iSer©l\-f tl^\ 

382ft © 7 $ y It #A I a £ tc & II e © IN T tl fi\ 

Lys% Leu% Met% As 

Lys% Met% Asn% Pr 

Leu% Met% Asn% Gl 

Leu% Met% Asn% Pr 

Arg% Thr% VaU Tr 

Leu% Met% Asn% Pr 

Leu% Met% Pro% Se 
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385ft© T $ J It^G lu% 

392ft©;7 $ yit^Thr, 

396ft© 7 $ y St^Leiu 

421 ft© T7 $ y It^Lys% 

427ft© I7 $ y It^Asn% 

428ft© 7$ yit^Thetfc&Leu©^'tlA\ 

429ft© 7$ yit^Met, 

434ft© 7$ yit^Trp, 

436ft© 7 $ y It^I le, t L< It 
440ft©77$ y |t^Gly% ti\ss Ile% Leu^/c(£Tyr©l\lf ti;6\ 

<h i-at-D--DIX±(DT< bti 
Zo £tcs n&yzi;m.(Dmt'&izm'M^tit\ -ffim©<^©77$y 
i%i?zm^nmz>Ls =zwm&L±<D7 §;&&&&$ ti^z0 -®m^±© 
7$ y^©&^CDM£i±£ LXlt, 0!J*.tf^3 (^3-1-^3-3) (C§E 

£tc, hIgG©Fc$Iii©Fcy u 

iz-ft-lZttTZ<fc t Fc y U -tz 7°^ - (Cftt £INFc 

rRi^B^Fc^i±i (FcrR^^Fc^Jt) ^#^GPC3^©^ft^^y 

WO2007/04729HC|Etl^tlT^^o 

[0092] 
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1313-1] 

7 5 
K370E/P396L/ D270E S239Q/I332Q 
Q419H/P396L/D270E S267D/I332E 
V240A/P396L/D270E S267E/J332E 
R255L/ P396L/ D270E 
R255L/ P396L/ D270E 

S267L/A327S 
S267Q/A327S 

R255L/P396L/ D270E/ R292G S298A/I332E 
R255L/ P396L/ D270E S304T/1332E 
R255L/ P396L/ D270E/Y300L S324G/I332D 
F243L/ D270E/ K392N/ P396L S324G/1332E 
F243L/ R255L/ D270E/ P396L S324I/I332D 
F243L/ R292 P/Y300L/V305I/P396L S3241/I332E 
F243L/R292P/Y300L/P396L T260H/I332E 
F243L/R292P/Y300L- T33SD/I332E 
F243L/R292P/P396L V240J/V266I 
F243L/ R292P/V3051 V264I/I332E 
F243L/R292P D265F/N297E/I332E 
S29SA/ E333A/ K334A D265Y / N2970/I332E 
E38QA/T307A F243L/V262I/V264W 
K326M/E333S 
K326A/E333A 

N297D/ A330Y /1332E 
N297D/T299E/I332E 

S317A/K353A N297D/T299F/I332E 
A327D/I332E N297D/T299H /1332E 
A330L/1332E N297D/T299I /1332E 
A330Y/I332E 
E258H/1332E 

N297D/T299L/1332E 
N297D/T299V/1332E 

E272H/I332E P230A/E233D/1332E 
E272I/N276D P244H / P245A/ P247V 
E272R/I332E 
E283H/1332E 

S239D/A330Wt332E 
S239D/A330Y/I332E 

E293R/I332E S239D/ H268E/A330Y 
F241L/V262I S239D/I332E/A327A 
F241W/F243W S239D/I332E/A330I 

[0093] 
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[313-2] 

F243L/V264I S239D/N297D/1332E 
H268D/A330Y S239D/S298A/1332E 
H268E/A330Y S239D/V2641/I332E 
K246H/I332E S239E/N297D/1332E 
L234D/I332E S239E/V264I/I332E 
L234E/I332E S239N / A330L/ L332E 
L234G/I332E S239N / A330Y /1332E 
L234I/I332E S239N / S298A/1332 E 
L234I/L235D S239Q/V264I/I332E 
L234Y/J332E V264E/N297D/I332E 
L235D/I332E V264I/ A330L/I332E 
L23SE/I332E V264I/A330Y/I332E 
L235I/I332E V264I/ S298A/I332 E 
L235S/I332E Y296D/ N297D/I332E 
L328A/1332D Y296E/N297D/I332E 
L32SD/I332D Y296H/N297D/I332E 
L3280/I332E Y296N/N297D/1332E 

1328E/1332D Y296Q/ N297D/1332E 
L328E/I332E Y296T/N297D/I332E 
L328F/I332D D265Y/ N297D/T299L/1332E 
L328F/1332E P241B/ F243Q / V262T/ V264E 
L328H/1332E P241E/P243R/V262E/V264R 
L328I/I332D F241E/F243Y/V262T/V264R 
L328I/I332E F241L/F243L/V2621 /V264I 
L328M/I332D F241R/ F243Q / V262T/ V264R 
L328M/1332E P241S/F243H/V262T/V264T 
L328N/I332D P241W/P243W / V262A/ V264A 
L328N/I332E F241Y/F243Y/V262T/V264T 
L328Q/I332D 1332E/ A330Y / H268E/ A327A 
L328Q/I332E N297D/I332E/S239D/A330L 
L328T/I332D N297D/S298A/A330Y/J332E 
L328T/I332E S239D/A330Y/1332E/ K326E 
L328V/J332D S239D/A330Y/I332E/K326T 
L328V/I332E S239D/A330Y/1332E/L2341 
L328Y/1332D S239D/A330Y/1332£/ L23SD 

[0094] 
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[313-3] 

L328Y/I332E S239D/A330Y /I332E/V2401 
N297D/I332E S239D/A330Y /I332E/V264T 
N297E/I332E S239D/A330Y/I332E/V266I 
N297S/I332E S239D/D265F/N297D/I332E 
P227G/I332E S239D/ D265H / N297D/I332E 
P230A/E233D S239D/D265I/N297D/I332E 
Q295E/I332E S239D/ D265L/N297D/ I332E 
R255Y/1332E S239D/D265T/N297D/I332E 
S239D/I332D S239D/ D265V/N297D/ I332B 
S239D/1332E S239D/ D265Y/N297D/I332E 
S239D/I332N S239D/J332E/A330Y/A327A 
S239D/I332Q S239D/I332E/H268E/A327A 
S239E/D265G S239D/1332E/H268E/A330Y 
S239E/D265N S239D/N297D/J332E/A330Y 
S239E/D265Q S239D/N297D/J332E/K326E 
S239E/I332D S239D/ N297D/ I332E/L235D 
S239E/I332E S239D/V264I/A330L/1332E 
S239E/I332N S239D/V264I/S298A/I332E 
S239E/I332Q S239E/V264I/A330Y/I332E 
S239N/1332D F241 Ef F243Q/V262T/V264E/J332E 
S239N/I332E F241E/ F243R/V262E/V264R/1332E 
S239N/I332N F241E / F243Y/V262T/V264R/ I332E 
S239N/1332Q F241R/ F243Q/V262T /V264R/I332E 
S239Q/I332D S239D / I332E/H268E/ A330Y / A327A 
S239Q/I332E S239E/V264I/ S298A/A330Y/I332E 
S239Q/1332N F241Y/F243Y/V262T/V264T/N297D/1332E 
S267E/L32SF G236D/S267E 
S239D/S267E 

[0095] ^0^©KGPC3^(C#ttl^Fcr 1^7°^-^ KPW ><hFcy 1^7° 

&m^nm%o *wm$Km^fi^^£nz>Fcy u-t 
>£Fcy lsiz7*-t<D&'£mfe&MfcT&0kftt LTCDpHMfet&TiMpHrp 
fet&t&s jitpH5.8~pH8.0^El^-ri>o fc?£LO£pH6.0 ~pH7.40ffit© 
pmiz£-3r^tizmmvfoi>js fc?£LO£pH6.0, 6.1, 6.2, 6.3, 6.4, 
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6.5, 6.6, 6.7, 6.8, 6.9, 7.0, 7.1, 7.2, 7.3, Xf7.tl, 
L < &^Mt©pH(C£^pH6.15-7.4-e^)^ (VaupeliQ (Cancer Res 

. (1989) 49, 6449-6665) ) 0 £ tl£;UJt LT, 

fc KFcy Hz7°^ —<h©|p-n Z7 -f — f'f — (£, 10,C~50,C©ffit©$a£"C 

M£tl?#£0 Fc^£fc KFcy l/t^-t©^77'f-

f 15°C~40°C(Z)^]t^{£ffl£tl£o ^yfcftLOi 

, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, £<fctf3 

5^ CD IN 1* tlfrl ̂  (D <fc 9 &20°Cfr£>35°C £ TCDffita^at fc IH^C, Fc$I±i 

<hFcy l/t^-i:0^77'f -f tl£c 25 

°c <h i/N 9 jsjg & ̂  0^ (D mm CD # PS M & -0u 
[0096] ^0^lffl»(Cfc^NX, FcyR|^B^Fc^I±i(Z)Fcy U-tr 7°^-

tt^^§yFc$Iii(Z)Fcy U-tz7°^-(C^'r^i^Stti;l'J FeyR 

!•*• fl&|£F enlist CD FcyRI, FcyRIIa, FcyRIIb, FcyRIIIa^.t//X(iFcyRII 

IbCDl/N-^tl^CD fc KFcy Hz7°^ —(C^ff'Sip'n/c&tt^, ZLtl^CDt: KFcy 

Hz 7°^—tcMf s^gyFc^©^^<fc y timIN d ̂  ̂ IN -p 0 0U 

. ±IB©m/f^)i(Ct,h^\NX, M^^-r^fc MgG0^$^Fc^£^frin; 

GPCS^/L^CD|p"• (C J;b$X L T Fc y R|p-^-B^^FCTI±?I "a ^/LGPCS^/L^CD|p"• 

SIWs 105%l^l_bs »tL< &110%J^±, 115%£l±, 120%£l±, 125%!^ 

±. L< &130%£l±, 135%£l±, 140%J^J—t, 145%J^J—t, 150%£l 

±, 155% J^J—t, 160%£l±, 165%£l±, 170% J^J—t, 175% J^J—t, 180%£l± 

, 185%£l±, 190%£l±, 195%£l±, 2m±, 2.5m±, 3{££l±, 3.5{£ 

£l±, 4{*£l±, 4.5{££l±, 5{££l±, 7.5{££l±, 10{££l±, 20{*£l±, 30 

{££l±, 40{*£l±, 50{££l±, 60{££l±, 70{££l±, 80{££l±, 90{££l±, 1 

[0097] M^^-r^fc MgG©^$SI!Fc^Ji£ LT, EU-fyj^)yfZ 

m. £ tl £ 297ft (D 7 $ 7 It (C L fcUggt 7 =1 - X #^111^ fo Z> fc 

KIgG©Fc^I±i^M(CffllN^tl^o EU^->/<U tl^297ft©7$ 
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Ti?ls§£:M#£o m?Ll£s 5^Mfc KIgG©Fc$I 

mzm-g L /cMii^7 =Iz t #prtg-c 
$>&o fc hIgGtCN—Glycosidase F (Roche diagnostics) 

^VZ>ZtlZ£-?Z. W?5^Mfc KIgG^^MII«H^tl^ (WeitzhandI 

eriQ (J. Pharma. Sciences (1994) 83, 12, 1670-1675) 0 )Xi/Zs x. 

0 J ~Jt^P£Avtl/cJx£5)S (Schenk£> (J. Clin. 

Investigation (2001) 108 (11) 1687-1695) (DWtffl&Wfaif. 2-7^7 

$ K(C<£ :3 tl£ (Bigger (Anal. Biochem. (1995) 

230 (2) 229-238)0 -feJUP-**-MJ 

tS£££ Utc, tltc2-kWfcWkh\ IHIffi 0 P -7 h # =? 7 4 - (C <fc o 
TMr£ft£o *i!±i£tl£^P^ 
, fc KIgG©^SyFc^I±i(Ci^L/cMII^7P-X#^JllI-e^^^g^^ 

[0098] m^ttzmcy-y'tyLT 
IgG^y £ P-^U^te©Fc^Ji£^T£&GPC3^tetf&:i:^ffl;*:M#£ 

o ^Fc^0*ti££ LT. : 7 4 (^-^-Xgti#^AAC8252 

7.1©N3^CAttJP) , 7 5 (^-^-Xgii#^AAB59393.1 ©N^CAttflp) 

, 7 6 (^-^-Xgti#^CAA27268.1) , d3<fct^7 7 (f-^^-Xl 

tl#^AAB59394.1©N3^CAttJP) (ClEi^tl^Fc^^ 

t/c, £>£^©;M 7^-f 70©J/[GPC3J/L{*£M*it)lt£ LT 

Z>ZtlZ&-oX, $lfcFc^Ji£^fr&GPC3^M;: <£ £Fc y U -tz 7°^ t" 

±IB©i:9(CLT, Fey [yizXO-iZ^t 

o £ tf*£SE£ tl/cFc^I±i^r^t;KGPC3^^Mil^^tl 

^ o 

[0099] )5#51JFcr \st7°$ -iZttt Zl&^mmtmmFcy U-fe 7°^~tCjrtt-£M 
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fu§EL/ci:9(C, fefemcy isLTIt. FcyRIa, FcyRIb£<fc 
t/Fc y RIc^r'afoFc y RI (CD64) , Fc y RIIa& V 7 ;t—AFc y RII 

la (7P^-f 7°V158£i:t/F158£#fr) £<fctfFcyRIIIb (TU^-f 7°FcyRI 
IIb-NA1£J;tfFcyRIIIb-NA2£^fr) £#frFcyRIII (CD16) 
btlZo £tcs FcyRIIb (FeyRIIb-1 £<fctfFcyRIIb-2£#fr) tfJCpfrlSHFc 

y LZ&lfbtiZo 

[0100] LT, sitsuFcy 
tftfpfrJSUFcy fc^^Fc^I±°|^#^GPC3K 
<ww£>ti£0 ^®±i^s sttMFcr\siz7o$-iz.tttz> 

Fc$I±i(Z) FcyRIa, Fey 

Rlla, FcyRIIIa&tf/X&FcyRIIIbfiDlNl* tlfrCD fc KFcy Hz 7°^ — 

FcyRIIb(C^-r^i^Stti:l'J 

±§E©fl¥#r^lCfc£^lNT, Fc^Jt^^OtrCJl^^^roFcyRIa, Fey RI 

la, Fey RIIIa^tJ\/X(£Fcy RIIIbCDl\lf tlfrCD fc KFcy UizX^ — IZMT£> 

FcyRIIbJCM-rS^S'tt©. 105%£l±, fc?£L<mi0%£l 

±, 120%£l±, 130%£l±, 140%£l±, L< m50%£l±, 160%£l 

±, 170%i^_t. 180%£l±, 190%£l±, 200%£l±, 250%£l±, 300%£l± 

, 350%£l±, 400%£Lt, 450%£l±, 500%£Lt, 750%£Lt, 10{££l±, 20 

30{££l±, 40{*£l±, 50{£, 60{£, 70{£, 80{£, 90{£, 100feJ^±© 

o <h £9 LfcFcTli^£#frIgG;|yi {;£(£, fiMCDADCCS 

14#tlx l^Z.t mu btlX VZZtfrb. ^Fc^£^frin;GPC3 
fcm*. *fgB£©GPC31Ift^£!J£ LTfffl-eftSo 

[0101] sitsuFcy « 
»JMFcy U-tz7°^-(C^-r^i^Stti:1'J fc^ (SttMFcy Hz7°^-

FclM©^ LT, tu^^tl/cEU^> 

A'U >y-e^^tl^221ft, 222ft, 223ft, 224ft, 225ft, 227ft, 228ft, 23 

0ft, 231ft, 232ft, 233ft, 234ft, 235ft, 236ft, 237ft, 238ft, 239ft, 2 

40ft, 241ft, 243ft, 244ft, 245ft, 246ft, 247ft, 249ft, 250ft, 251ft, 
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254ft, 255ft, 256ft, 258ft, 260ft, 262ft, 263ft, 264ft, 265ft, 266ft 

, 267 ft, 268ft, 269ft, 270ft, 271 ft, 272ft, 273ft, 274ft, 275ft, 276 

ft, 278ft, 279ft, 280ft, 281ft, 282ft, 283ft, 284ft, 285ft, 286ft, 28 

8ft, 290ft, 291ft, 292ft, 293ft, 294ft, 295ft, 296ft, 297ft, 298ft, 2 

99ft, 300ft, 301ft, 302ft, 303ft, 304ft, 305ft, 311ft, 313ft, 315ft, 

317ft, 318ft, 320ft, 322ft, 323ft, 324ft, 325ft, 326ft, 327ft, 328ft 

, 329ft, 330ft, 331ft, 332ft, 333ft, 334ft, 335ft, 336ft, 337ft, 339 

ft, 376ft, 377ft, 378ft, 379ft, 380ft, 382ft, 385ft, 392ft, 396ft, 42 

1ft, 427ft, 428ft, 429ft, 434ft, 436ft£i:tM40ft©i#fr tl£ '> 

&< t bVt-D--z>yL±<D7$ J tm&Z 7 < SWz&M 

c%m mrM izm-fbti&o 
[0102] stesuFcr < 

UPliJiFcy [siz-?$-lZttTU(SttMFcr 1^7°^-

izttt^3-1^^3-

T ̂  & F mrM iz&ifbtiZo 
[0103] tc$m 

LT, FCHmzm^^tc 
3|ggt©Mj$tf 7 =1 L/cFc^I±i(Z)Sy^^im < &£ & 9 (C, 

£ fcii/W iz$T-f y )[/?)[/z\y-^ UfcFc^ii^fiDt!]^# 

M < 9 (CMfr£tlfcFc$I±i£#3;tlt#£o trC^Fc^J^JC^^f SN -<f 
'J =l*> >fr£>7=l-7Ji 

S % l&£ t Z> t s Fc y RI I la tZ MT & £ tl £ d t btiri^z 
(SatoiQ (Expert Opin. Biol. Ther. (2006) 6 (11), 1161-1173) ) 0 tl 9 

L fcFc$I±i£#mgG1 ±§EADCCS1£tf tlT tfftl £ tl 

-yj=i 

*> Kiffi(on -7^^)v9)v^^yi^by^-7sB&ft 
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3 tifcirCft t L T ti, MX ; 

(s^wi999/054342^), 

- fill ICttJD t ̂  7=1-7. tfkm. Ltcmt (S&&HIWO2000/061739, WO2002 

/031140, WO2006/067913^) , 

IfmibtlZo t/c, Fc^i^Cl^r 

^L/cFc^I±i(Z)Sy^^^< &£<*:9 iZs -\Z<7T < >9N-Tiz?Jl> 

ufeFc^Jtrosy-n^im < &£<fc 9 (cMfr£ti/cFc$iii£: 

WO2006/046751 £<fctfWO2009/ 041062(C|E® 

^tin^o 
[0104] 

TU^BON -J71z3L)l<f)lZ\y-$yfrb7=\-XB&£)<y££;^tltc#ifa(Dm 

X. Hg^Cttflp-f £ 7 P-X^JiL/cJ/Cl* (S^f 

4OTO2000/061739, WO2002/031140, WO2006/067913^) &tcl£>lZs 

u^7°^ K ® stt -tfWM. $ n fc ^ m 

£fgSEf£ o <h (C<£ -z> T\ 

S&fr b ̂  ©fiit^© 7 =i -X ̂  Ji L fc^§£J/[{W0JJX^titi^o *° 'J ^ 7° 

^ LT. 7^>J^7>^7X7-t* CEC 2 

.4.1.152) % 7=I-X (SLC35C1) , GMD (GDP-^W-X4 

,6-^fc K^-"tf) (EC 4.2.1.47) % Fx (GDP-^r h-6-^ > 7 -

7.3, z, 4-U 9 0 0-M) (EC 1.1.1.271) , £i:t/GFPP (G 

DP-/S-L-7=l-Xfc0P7^X7^ U =>~M) (EC 2.7.7.30) ft£:g¥fr 

bmtR^n&mmstctehyyxtf-t-v^mmMmmttmt LT 
#Hf^tit#£0 oti^©g|ltfc& 

£ o <h ifX$ti&W L £ tiftl\ 

^we>ti£0 oti 
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(g^kHWO2000/061739, WO2002/031140% WO2006/067913^ 

) o CHOIfflR Bwmm. NS0«fflR SP 

2/mBs Y0#iS|ffi«, P3X63^X#iS|ffi«, PER«, PER. C6«fflR HE 

K293|fflR 7'J V 

/ w m ©jtfc? izimt & tit# & 0 

[0105] Ay-tz^f < >yGlcNAc£^1" £ filial" £*/[{* (S^HWO2002/0792 

55^) /W-tz^oyGicNAc^f 

GnTIII (/3-1,4-^W =1 

7°P7M>, 4-/S-N-7"tz51>/uy>/UP+f $-JU h7>X7i7-^) (EC 2.4 

.1.144) SttSfcttGaLT (/3-1,4-tf^ h^>X7x^--tz) (EC 2 

.4.1.38) \!TZ>mfcT*m%TZ>m3i 
mm^wm^n^o mmmMmm^-prnzte, mmoimm^y^o 
StCjQplT, fc KManll <^yj*/#—tzll) (3.2.1.114) 
tGnTI (t3-],2-Tiz^JU^JUZiV^-JU 
h7^7i7-^I) (EC 2.4.1.94) 

GnTII (/S-1, 2-7izfJ^J^ it $-JU K =y 7 i 

-tfII) (EC 2.4.1.143) y^twtk^ - FTZmfcT 

s ManI &yj*/V—tz) (EC 3.2.1.113) %&&&* y WW 

-t •-KtSlfefs a-1,6-7=ls>JU h7>X7i7"^ (EC 2.4.1 

.68) (SPi£^WO2004/065540) 0 

[0106] &&-&JU 

•£<7T4>VG>icMcmi£*$teM8(*MJ&T2>%fe.*mT2>fe£.mmtz$ifa 
*? — •& CI <h (Ci; o T, c'v^i^lllZ:kn'a 

t&N -0U) =^> K^^§y^S7U7^iffi©N -Tiz^JU^JU=lV-<y^b 

7 titers £<£t/Ay "tz^f < V^GLcNAc£^-f £i|§ 

ii^^-r^^^^ti^ti^M^titf^o 

©Fc^i^Cf^ LfcMfI©Mj^7 =1 L/cFc^I±i(Z)Sy^ 
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L/cFc^i±i(Z)sy^^^ < i: 9 izrn^ 
TcomitiDfeizbmmtzzttfpsm-eJbZo z? 
m $ n s FC^ K L fc$tM0iu». 
fu!B0 rFcrU-tz7°^- (Fey R) l^r B&^FcHiiJ "e§Ei6£ tl/c^;£(C<fc o 

tit# •SO 

[0107] tlfet.GPC3ftil; 

^0^-eM^tl^KGPC3K^(Z)#^^^-mS^: LT. *0#®j& (pi 

) ifmtt Z> & 9 iZs J/[GPC3J/L{*0 7 $ 7 MIS#tlT ̂  £J/LGPC3J/[ 

onWMtLT\Z\XTO*>(DtfmibtlZ>o pHit£i^P£l±£ 

ZmtlsTtt, IB^#^ : 5 0-e^^tl^KGPC3^©filIpT^I 

J^^0Kabat^->y<g tl£43ft0Q0K^0g^% 52ft0D0N^0g 

#U 105ft0Q0R^0g}^fr£>)l}R£tl£/J>&< <h £—-3>0g^£tT9 £ <h;6* 

T?£, 0!l*.tfSB?y#^ : 6 7"e^^tl-g.7$ y|tlB^(CB^^tl^0 tfc, 

IB^y#^ : 5 1 £/c&IB?U#^ : 6 6-e^^tl^KGPC3K^(Z)^ll 

Rl^I±i^©Kabat^->/<U y^T*^ tl£ 17ft0E0CK0g^% 27ft0Q0R 

^0g$k 105{i(DQ©R^0Si^^^^K^tl^/>^< <h£—-3>0g^£fT9 

mx«IB^S^: 68-e^^ti^7$yitiB^yizim.•$ti&0 

-yj. pI{g£;l'>£l±£B&^ LT^ SBflJ#^ : 5 0-e^^tl^KGPC3^ 

^©fillRl^I±i^(Z)Kabat^->/<U > tl& 19ft0K0T^0g^ 43 

ft0Q0E^0g^N 61ft0G0E^0gj^ 62ft0K0S^0gj^ 64ft0K0Q 

^0g$U 65ft0G0D^0g^fr£>Il}R£tl£/>&< ht-9©S^^tT9 

c mfcfiB^u#^ : 6 9, iB^os^ : 71 -e^ti^z^ yiiiB 
?y(CB£^tl£o t/c, IB^y#^ : 5 1 £/c&IB?y#^ : 6 6-e^ 

£ tl £ #[GPC3J/L{* 0gflRT^M ̂  0 Kabat •+ y / < >J y 0"£ tl £ 24ft 0 R 

0Q^0g^, 27ft0Q0E^0g^% 74ft0K0T^0g^% 77ft0R0S^0g 

&s 107ft0K0E^0g^;6v^ll}R£tl£/>&< <h t—O0g^^tT9 o 
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0!l*.tfSB?y#^ : 7 0, : 7 2, : 7 

7$ yiHB^CB&^£tl£o M(C, LT(i, IB^OS 

•*§• : 7 4-e^^tl^filI^t^I±i^(Cfc^NTEU^->/<U > tl£268ft 

, 274ft, 355ft, 356ft, 358ft, 419ftfr e>jl4R^ tl£ T $ 7 $CD'>& < <h £ 

—?©s$^we>ti£0 znbomm^ iB?y#^3 1-eii^ti 
EU^->/<U >y-e^^tl^268ft©H©0^(Z)S^, 274ft 

CDKCDCKCDS^, 355ftCDRCDQ^CDS#l, 356ft CDDCDE^CDS^, 358ft CDLCDM 

^CDS#u 419ft©0©E^(Z)S^, jbN£]iiR£ft£/>&< t =fc— 

ig&0!J£ LT#Hf £>tlt#£0 otl£>©S^©i£ll, fc StfCttCDIgGICD^^ 

$£IgG4CD:£t^£CD**7tetf^£ft£0 ^S&lC<fco 

T, mMropi^-rs 

[0108] • yX—T-f —{fi;MCD/c$)CD5ftlg 

IB^S^:7 4, 7 5, 7 6 3ifctt7 7T^£tl£IgGCD:£t^lC£tt£ 

EU f" > / < U > ̂ £ tl £ 446ft CD G L y £ <fc tM47ft © Lys ̂  Ji L tc IgG£ M$1 

±it^0^©KGPC3^(c#tti^^tTiat Lxi&m^nm&o ztibo 

T $ J o <h (C<£ y, trc^0fi^^ji©^iffitca5fef 

vx^7^ -f — •?> £ £ A*prtb"C&£>0 

[0109] flr.feCD^tfE 

# U ^7°^ KOfHRtiMfr<h &, # U ^7°^ KCD££-J$IC£^Tfl!R£ tl 

U ^7°^ o U ^7°^ Kfr 

e>JFM£tl£/c&, *fgB£CD&GPC3^Mctt, KGPC3^©-^i^-e^)^ 

*° U ^ 7°f K © il IRtJHM £ £ tt /cMM£] £ # £ tl £ 0 *°'J^7°f K ©S1IR 

U^7> K©ttiP USG-fb 

, SUMOjbs ^-fcdpfvjb) s 7$ J (*> U jMb^fcli 

J&j7^ K) , (^7JU7< KMbs 7°u^y-iz^ 

a?) mmmmmmM^-mm 
(h LT, U /^7°51 K©fl^J5^^ft"T:'S)'2) j7 $ 7 •2>/^7°51 K{\tJP 
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t^^m^tLzmwrnz^ u>iHb ( 
iz'jys ^u->ys 7X/<y s </)l-(-tz'J 

ys xut~ys % yi/juit CJisy) , T-tz^Mb ( 

<Ji/y) s HKPdriWMb OJs>X 7°U'jy) s 7°U-,Mb 

) , h-OMb y) s CJ^V, T)l^-y) s 

yju^^Mb «?)U$^y®k) s ^yW . 

u^'jyjMb it) s ^Kjuuv^b (7JUdr->) s xo^y< 

< CPXA^>It) N^CD^U 

^ $ XDfcP^JU^ $JMb(C<*:£ $ Vlt^OMfr^rStt/cJ/CGPCS 

trC^t t/c, 0U3.I& ~ 

mxnyi KIS^J IC 
-ozm.mtm.rn, $.tc&mmm±ti<m^m^wzmwcDmmmm'n 

is ^^0^©^/LGPC3^/L'f^(C'a'^tl'2)o 7 J MfDisXT^-I y 

-JlsStes M~0^ t-)U&t^X)\sy -r 

-miZlgGfi^Ztes t\\y&&X$Zl%M1?VX)\s7 4 

mm^mt^-'D(D7f^j^-f^^^s Em-y^yy^zm 
£tl£ 226ft&<*:T/229ft;(£r>X7M >SSFI©^7^7'f KfS^C^T^ 

$££tl30 09 LtcVXilU Kl^tCd:^T^ii^^tlfc^GPC3^0f|=R 

fc s ^fg0£] ©}/[GPC3#[{£ (C # 3; tl £ 0 

[0110] GPC3Jgffl&J*aifiS& 

rGPC3iift>^«y^j GPC3*ift>£«y£j§^c&^-t& 

[0111] r^c^-t£GPC3*ift>£^y^)£©^£!]ttj t/c(i r^(c^-r^GPC3iift 

Ts GPC3*Ift>£M^;£^\ 

9o (1) 

©PIS, (2) (3) mommcomm. (4) 
(rnfrteZ) (DM^Us €;ls il;ls PIS. i b < &fu§E^©#lJt©€ 
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Ms zfcii (5) mommommizits 
Ib^WJ&s iitiS'Clc^StiT 

IZ <fc y £Pf££ tl£ fc CD £. tc & jfeftft & £ CD CD IN ttlfrT:-& y ?# £ 0 0!l A. 
MMtfM s-c&£t§£\ fc Mi, j§^c<fc 
y £Pf££ti£^i*<h LTs L < £S;fc©&#3i;/cttM^©^'>£s§IS 

M#£0 Sfij*^-

2J-, £fcM§}ii^ci:£mJl,(cS-3VT, 
^£ttT£J&^c^iNTll^|ltfiB&M#£iN< -jfr 

CD^i$ft^ii(c&, SiMit ifn/MMit ffcjM$fcl£5lj£, £<fc 
iS,|^iSm©It^^#tti^0 £££, e£j*E 

its ^&^mteMM^-ti-(Dm'p%wim[.mz>o $>z^i*s 
~t~Z>tc&)lZs JHEI/j£g#lfi\ £<fcTJ?P§fi-?i&!±ij!Si&& 

[0112] Hft£&£GPC3tfimfg3E 

LXl^mX'htllt^CDcfc-p&Uffifc^'f £0 LT, 

?LilS% "f SililS* SMTMPP^S STK^S 1$!®% ^Utifet))\s5" 

y -f K (Malignant carcinoid) % UttWitlSISfi (Malignant glioma) % H 

tt'JVA® (Malignant lymphoma) % HfifcHfeffl (Malignant melanoma) 

* JjMHSU tuilS7^s HEl^ ^Jw^s HUffi* ^t^lUs 

SE&±&i®i#AN£>]iiR£ ti^^y^ tiSo 

[0113] GPC3Mft)£^M)£ro^!££)££-r£:fr)£. t/c&GPC3*jft)£^M)£(£> 

X(iGPC3^IfttcBMfr bJ£SI£ tl/c^(Ds % 

&mm^Rx?/xi^m%,>mmm±izm%LTi^ftT(DmmtkmMLs ^ 
Mrax immm -e&z iz ^ ̂GPC3H 
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-eftztfcfetzijfes £. tc & ̂  >££t z> tfmfc $ ti z> 
o rGPC3|Ift>£^£y^;££;gtf £fu©M^lrj y&XfoZ) <hi#l)T^ titcB. 

MX&^Xs ±^©GPC^ft^#J£&^;*ft;/c*£®©&l\'§^£lNl\ W.IZ 

s ^§£i§^£. ±$©M®lC£tt£GPC30fg^fifre>GPC3^ft^&tf;£ai] 

T-&£<h>£££tlT^Tfc<U\ t/c, rGPC3Hft^£iJ^£gtt;/cj§^ 

J tits ±$0GPC3^ft^#J££^;*ft;/Ug®£;£-r££^£lN9o GPC3 

^^^ti^GPC3iift>^^y©tt^(c^i±TM 

mxits &5-m$&(omtLz$mn&j3-tf 
ftmn&s-fD-zbtezmt LXs mi*, mm^ 

, m&&j3-tf®m-zti2>o m#. mm^o^bttzmtLx 
s fcT^M^fttlZ 
<£ Z> ±M £. tc tt J§93 ft te&S- £ ti Z> o 

[0114] ^m^mmM^-mmxits mi^Mt^^m^ntc^^m^o 
f&mm§k%m,Mtz>zt%^;2b, nnx\ mmmgktfpfjMoi&xfo&m 
^izs ^M^(cfcMt^^(c^-r^GPC3iift)^^)i^^-e^^ottf 
M. *fgB£-e 

&mts ^ts 
Its 'J btl&o 'J ysmiZ-D^Xtes CD19+BIIR CD45 +'J>A 

its CD3+T|fflR CD4+T|fflR CD8+T|fflR MtHC, CD4+/CD8+T|fflR CD16+NK 

mm,s NKp46+NMfflR CD563HH1£NMifflR CD56-CD16+MR CD5611^PlttC 

D16-MR CD56H^PittCD16^PittNKi|ffl^^tf btlZo Ztl bOBm® 

i^tu i&izttt^GPC3iift>^^)i^^-e 

^fMsStcltft'MTZ>tci£>(DmW.tT& Z. t& RS&X$>2> L 

, Z.tlb(DWm(D7t>s ^ o x^i^ LT t J: 

[0115] MXlts ^©;ls£^CGPC3^ft^£iJ£i&£?Tl\ HslCft 

-r^GPC3iift)^^i©^m^5iin-e$^^a^©^^fflra(Z)¥^{S 
i:vM^mmizfozmx-foniSs 
ZZttf-pSMX&Zo £tcs ^&©ils£^CGPC3^ft^£!J£i&£ 
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t/c, m. 
§k(DmBM(Df&mm§k^mMu <ty® * 
HtVis GPC3jgKi%&ftM%lz<l:ZfiM&PFS<DMMX.ttfiM&0S<DMM4£ 

[p] tfmtb btizBM % M ̂  w-e^-t & tc &> (opfjMcom ttzzt tfx $ 

-r£fc#>©S3l£&£, LT^HH 

T?££$n?£>titf<fc <. 100AJ2Lttf$?3iU<. 150AJ^±AUyifS IA\ 

m^©{s«hLT, ifwciittiii 2500®/At u 300 

0i/MU 3500®/AtU 4000®/AtU 4350®/AtU 4500®/AtU 4750®/AtU 

5000®/AtU 5250®/JU, U 5500®/AtU 5750®/AtU 6000®/AtU 6500®/At 

U 7000®/AtU 7500®/AtU 8000®/AtU 8500®/AtU 9000®/AtL#©^ 

£9000®/L 

Xs 3000®/AtLfr £8000®/AtLtf0!J^;*tl£o <fc y ifS L^MiBH«h LT 

, 3500®/AtLfr £7000®/AtU IANMIBH<h LT, 4000®/AtL^ 

^6000®/ At^ ti& # c: ti ̂  tc PS^$ ti&^o ^mmmm £ y 3i±R 

£ ti £ ̂  CD fit <fc y im IMS £ 

[0116] i^iStCDif^Cte, 50®/AtU 100®/AtU 200®/AtU 300®/AtU 350®/ 

AtU 400®/AtU 450®/AtU 500®/AtU 550®/AtU 600®/AtU 650®/AtL 

, 700®/AtU 800®/AtU 900®/AtU 1000®/AtU 1100®/AtL^CD^CD{it 

<fcy®lMilfrtl?#£0 50®/AtLA^e>1100 

100 

®/AtL^^i000®/AtL^y^^tiso <fcyjfs L^MIBH^ bXs 200®/ 

AtL^e>900®/AtU L^MiBH«h LT, 400®/At£800®/AtL 

ti& if z. ti £ ̂ PS^$ ti&IN0 ^§£M§BH <fc y £ ti& 

{ii<fc y ® IMS % pffMvm ttzzttfxzzo 

[0117] 500®/AtU 1000®/AtU 1500®/AtU 2000®/AtU 25 
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00®/AtU 3000®/AtU 3250®/AtU 3500®/AtU 3750®/AtU 4000®/AtL 

, 4250®/AtU 4500®/AtU 5000®/AtU 5500®/AtU 6000®/AtU 6500®/ 

AtU 7000®/tit#£0 

, 5mm/ 
ifS LT, 1000®/AtLfr £6000®/AtLtf0y^£tl£o <fc y $? 

1500®/AtL^£5000®/AtU M(c»tL^MlBH 

t LXs 3000®/ixLiT'£4000®/AtLA^O^^£ICPSAE! tl&lN0 

^ I^MIB m & y MR £ ti * ̂  ̂  (D m & y ® tMS £ m^ © fit t t & z t &•x 
$£o 

[0118] yy/moi400®/AtU 500®/AtU 600®/AtU 700®/AtU 800 

®/AtU 900®/AtU 1000®/AtU 1100®/AtU 1200®/AtU 1250®/AtU 13 

00®/AtU 1400®/AtU 1500®/AtU 1600®/AtU 1700®/AtU 1800®/At L 

, 1900®/AtU 2000®/AtU 2100®/AtU 2200®/AtU 2300®/AtU 2400®/ 

AtU 2500®/AtU 3000®/AtU 3500®/AtU 4000®/Aty m 

iMiiA^^^tLffSo 400®/ML^£4000®/ML 

£T-©M§B0fr£^:tM^tit#£o ifS LT. 450®/AtL 

^£3000®/yLtL^y^^tl^o <fcyifS L^MiBH«h LT, 500®/AtLfr£ 

2500®/AtU L^MiBH«h LT, 1000®/At£2000®/At 

£ti£lcRB:£;*ti&i\, ^§£M§B0i: y ti£^©{iti: 

y M IMS % pffMvm ttzzttfxzzo 

[0119] mz.<Jysmvtpxbs CD45+Uy/mvmsiz^ 400®/Atu 500®/AtL 

, 600®/AtU 700®/AtU 800®/AtU 900®/AtU 950®/AtU 1000®/AtU 

1050®/AtU 1100®/AtU 1200®/AtU 1300®/AtU 1400®/AtU 1500®/At 

U 1600®/AtU 1700®/AtU 1800®/AtU 1900®/AtU 2000®/AtU 2100® 

/AtU 2200®/AtU 2300®/AtU 2400®/AtU 2500®/AtU 2600®/AtU 270 

0®/AtU 2800®/AtU 2900®/AtU 3000®/AtU 3500®/AtU 4000®/At L# 

0^©{gJ;yimWL!fr£)£££tit#£o 400®/ 

AtLAv£4000®/At©^{[11513Av£?g!a!3liR^ tit#•So lANifc{0ti6lil 
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t LTs 4$m/tiifrbsmm/<ty$?3i L 

Xs 500®/AtLfr £3000®/AtU L^MiBH«h LT, 1000®/AtLfr 

£ 1500®/ ft * # c: ft £ ic PS:£ $ ft & i\, ^ mmmm £ y m$R 
$ ft * ̂ ©{it <fc y ® IMS £ 

[0120] CD3+T«(Z)li^C&, 250®/AtU 300®/AtU 400®/AtU 500®/AtU 60 

0®/jLtU 700®/AtU 800®/AtU 900®/AtU 1000®/AtU 1100®/AtU 120 

0®/MU 1250®/AtU 1300®/AtU 1400®/AtU 1500®/AtU 1600®/AtU 

1700®/AtU 1800®/AtU 1900®/AtU 2000®/AtU 2100®/AtU 2200®/At 

U 2300®/AtU 2400®/AtU 2500®/AtU 3000®/AtL#0^©fiiJ: y 

250®/AtLe3000®/AtL^ 
x(ommmfr>bm£.m$R^timz>o 300®/AtL^ 
£2500®/AtLtf0y^£ft£o cfcyjfS L^MiBH«h LT, 350®/AtLfr£20 

00®/AtU ^ H/N^{iiiBHI £ LTs 400®/AtLAv £ 1000®/AtL^^y^T^ 

ft£tf £ft£lcRB:£;*ft&i\, ^§£M§B0i: y jiiRSfta^CDfiiJ; y M 

Wit % pffMvm tTZZttfXZZ o 
[0121] CD4+T|ffl^(Z)ii^(C(i, 150®/AtU 200®/AtU 250®/AtU 300®/AtU 35 

0®/AtU 400®/AtU 450®/AtU 500®/AtU 550®/AtU 600®/AtU 650® 

/AtU 700®/AtU 750®/AtU 800®/AtU 850®/AtU 900®/AtU 950®/At 

U 1000®/AtU 1100®/AtU 1200®/AtU 1300®/AtU 1400®/AtU 1500® 

/AtU 1600®/AtU 1700®/AtL^©^©{gJ:yimWL!fr£)£££ftt#£o 

150®/AtL^£1700®/AtLt-e©MiBH^£^l: 

m$R^timz>o ifs LT. 200®/Ate 1500®/AtL 

ft*o <fcyjfsLT. 250®/AtL^£700®/Atu 

^iftlitiBHIt LTs 300®/AtLAv£600®/AtLA^y^^ft'2)^Zlft'Q(CPS!^^ 

ft & IN0 ^ I^MIBH <fc y £ ft & ̂ Mcom & y ® IMS % £ 1- & 
ZLttfX^Z o 

[0122] CD8+T«(Z)li^C&, 50®/AtU 75®/AtU 100®/AtU 125®/AtU 150 

®/AtU 175®/AtU 200®/AtU 225®/AtU 250®/AtU 275®/AtU 300®/ 
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AtU 325i/^U 350®/AtU 400®/AtU 500®/At y imtMil 

fr£>£££tlt#&0 50®/jLtL3bN£500®/jLtLS-e© 

M§B0fr£^:t)l^tlt#£o L^MiBH«h LT. 50®/AtLfr£300 

<fcy»S L^MiBH«h LT. 75®/AtLfr£275®/AtL 

. L^MiBH«h LT, 100®/AtLfr£250®/AtLtf0iJ^£tl£tfC: 

ti £ tc PS^$ ti&IN0 ^I^MIBH <fc y £ ti&"ftMcom& y ® IMS%m 

[0123] CD16+NK|fflJ®(Z)il^C&, 25®/AtU 50®/AtU 150®/AtU 175®/AtU 20 

0®/jLtU 225®/AtU 250®/AtU 300®/AtU 350®/AtU 400®/AtU 450® 

/AtU 500®/AtU 550®/AtU 600®/AtU 700®/AtU 800®/At L#©^© 

{g<±:y^MLtfr£>£££tlt#£o 25®/At£800 

®/AtLt-e©MiBH^£^l:)l^^tit#^o L^MiBH«h LT. 50 

®/AtL^£700®/ML^y^^ti^o <fcyifs L^MiBH«h LT. 100®/At 

Lfr£600®/AtU L^MiBH«h LT, 150®/At£300®/At 

$y^ $ ti & # o ti £ tc PS^ £ ti& IN0 ^ I^MIBH <fc y MR $ ti & 

<fc y im IMS £ P/T^©{® 

[0124] NKp46+NK|fflJ® CD 20®/AtU 30®/AtU 40®/AtU 50®/AtU 60 

®/AtU 70®/AtU 80®/AtU 90®/AtU 100®/AtU 110®/AtU 120®/AtL 

, 130®/AtU 140®/AtU 150®/AtU 200®/AtU 250®/AtU 300®/AtU 3 

50®/AtU 400®/AtL • ^©^©{gJ:yimWSfr£)£££tlt#£o 

(Dm*. 20®/ML^£400®/MLt-e©MiBH^£^l:)l^^tlt# 

So LT. 30®/AtL£300®/AtLttS0 <ty$? 

£ L^MiBH«h LTs 50®/AtL^£250®/AtU L^MiBH«h L 

Ts 100®/AtL^£200®/AtL^y^^tlS^otl£(CPS^^tl^lNo 

{itiB0i: y jiiRSti^^CDfliJ: y 1 ^p^©i^ 1"§ ^ t $ I.o 

[0125] CD56-CD16+NK«(Z)il^C&, 2®/AtU 3®/AtU 4®/AtU 5®/AtU 6® 

/AtU 7®/AtU 8®/AtU 9®/AtU 10®/AtU 11®/AtU 12®/AtU 13®/ 

AtU 14®/AtU 15®/AtU 20®/AtU 25®/AtU 30®/AtU 40®/AtL#©^ 
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mx&s 2®/ni^£ 

®/ii.Lfrb3m/tiZo 2®/^ 

£20®/*tu mtcfcft LT. 3m/ 
£ft£lcPS:£;*ft&iN0 y fta^CDfliJ; y 

{it £ pjf £ (D m 11 & Z t if-T? $ £ o 

[0126] £fc, *^©#P££&-l**§Ti£. fu§El^fr£l£it£ftfc£t)¥ft§ii: 

T\ ^§£Ii^C£tt£^C>tf-t£GPC3 

^*j£fc&>£:£$tu tfc&^§£ 

£ ft £ o £ ft £ ft^fflJS±-efg3E L T IN & # 

JftlCPS^ft&lNtf, CD16tf#tf£ft£o dft£©^?©^ 

MtLtcte}kMt%tcfc(D^im£tZ>Z.£lb-^mzfoZ> U £ft£(Z)fgIlm© 

IN< LTti;iNo 0iJ*.tfCDl6 

©*§£•&, ^&0ilffl,H^CGPC3^ftj^^ft|^&£?TlN% HffilCttt" £GPC3Hft 

$ &lNj§^i#0ft^iffl]]&±©CD1 6©^I1M©¥^ 

-rsd^^Rrfg-efe^o tfc^ ^©^a^(cGPC3iift>^^)i 

^S&PFS^MSX&^S&OS^MSftlfR^liJ#) £ft'2>M^"S¥©CD16 

©fg^fi©¥^iticg^£m:£a>flt£&:£-f £££tf-c££0 t/c, $1*.# 

. WkomBMcDm^cDmi^m^mML, ^©*£flt<fcy®iNflt£m:£a>flt 

ttzzttb* GPC3II ft (C <fc £ ̂  M ft PFS © MSX M ft OS © 

tfmtb btizBM % M iN^-ejiiR t" & fc & ©p/r^fit ttz>z.£ 

tfv&&0 zzvm$k<Di&£M£te* GPC3mM>£mfflm£(D£m£xtemm 
£>&MTZfc6b®&m£teZs CDi6<D&mMlzttT&pJfM<Dli£&4iMffli£t 
urwtav&^v$>til£j:<, 100MX±tfti?£U<* 150AJ^±AU y if 
SUIN0 m^©{S«hLT, IftftClittill NK«±©CD16©il^C&, 
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±5&©7P—tM h 150000mesf% 175000 

mesf% 200000 mesf% 225000 mesf% 250000 mesf% 275000 mesf% 300000 mesf 

„ 325000 mesf% 350000 mesf% 375000 mesf% 400000 mesf% 425000 mesf% 45 

0000 mesf% 475000 mesf% 500000 mesf% 525000 mesf% 550000 mesf% 575000 

mesf% 600000 mesf% 625000 mesf% 650000 mesf% 675000 mesf% 700000 mes 

750000 mesf, 800000 mesf^CD^^CDlili; y £>£££ ^ 

$yxJi\ 150000 mesft>x£800000 mesf ^T'©i&{iI§Bl3Av£jjti 

if H/N^{iil5HI£ LTs 200000 mesfAv£700000 mesf% 

tlZ>0 y if ̂  H/N^{iil5HI £ LTs 300000 mesf Av£650000 mesf 

% M^Cift lANMt§B0<h LTs 350000 mesfAv£600000 mesftl& 

^§£M§B0i: y y imtMii 

[0127] ztcs mi^Mt^^m^titc^^u, 

s ZZ-Zs ^^^fl§±©CD16^/XttCD107a©^fi3b%^©{ii'efei> 

*:PgB^C£lNT&^«±©CD16, CD107a©^Ttl^-fflHX(i 

Mt tc & tcsbomi £ i" £ o £ t qrfg-eh z>0 

[0128] ^©;ls£^CGPC3^ft^&J£i&£?Tl\ usictt 

^ffl]S±©CD16X&CD107a©^IlM^GPC3Hft^)i^y#ST £ ##£T «h T? 
tmLXs CDI6vm-siZs mMfom*. GPC3iift^^y^##ST-e©^n 
w£(D£(D¥im&y 
^ Z>pf\M(D{$_£t Z> Z. £1$ RTfg-e&y, CD107a©ii^(i, GPC3 
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. mi*. mmtePfsommxtt 

6X&CD107a©fgIlm£GPC3*IftiP;££y#£T <h##£T <h Ztm LT. GPC3 

o t/c, mx^s 

±©CD16X&CD107a©fgIlm£GPC3*IftiP;££y#£T <h##£T <h T?J:b& L 

Ts CD16©*I^£, GPC3*Ift||;££y^##£TT-©fgIlm<h© 

^©*£fli<fc y €^§B0(c&3{g-e&tU;£\ 

•M(D{$.£tZ>Z£i? RTtg-efey, CD107a©*I^£, m^©<it^\ GPC3*Iftil 
&$y T T? © fggifi £ © ̂  © 4^ii <t y im ^ IB H ic & * fli -c & ntf, 
^^©a&iitf ssft-c$£m£©<ittt&ztRTfg-efeSo c:c:"«i& 
©nai^i*. 

CD16XttCD107a©fg^filCttT£pjT:£©fli£^E&fli£ UTHtfi"? 
tU£i: <, 100A£I±^?£ L<. l50AJ^±AUyifS IA\ 

[0129] m£©<it&. ^teftlCttflUtf. CD16©*I^C&, GPC3*Iftil;££y#£T 
-e © CD 1 mmm fr £ GPC3II ft m&M##£ •T •T? © mm * £ u s i ^ tc m & -1 
0%fr£-95%fr£)l^ti£^©{Lti: y ifS L^iSt 
mmtLX. -20%fr£-90%, Mtcifs L^MiBH«h LT, -50%fr 
b -90%A^y^^ tl%> tfz. tl b tl&lN0 

[0130] CD107a©if^C&, GCP*Iftil;££y#£TT-©CD16fgIlmfr £GPC3*Iftil;£ 
&J#M? £~F •T? o%mm L S i ^ fc W5% ̂  £ 70% ̂  £ 3i±R £ ti & 
^vm^mm^tiZo 10%^£60%, MIC$? 
£ L ^MIBH <h L T, 25% £ 60% 0|J^ £ tl Z> if H tl £ (C Rg£ £ tlft IN 

o 

[0131] ^«Mt/^^«±(C^IlLT^S^©^IlM©m^©{Ll^ # 

<©H?, ^HGPcs^jiy^-rsis^©^ 

<-^(cfs#LT, ^TAMc^bLtf^o ±iB©^^"e^So^^^)iy, ^ 
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tc £ ft ti^t. 4# tC Jkm Jfil IC £ IN T 5fl!l £ £ ft £ o 
[0132] GPC3*I 

ft £ n %$t&mRx?/x&m%$Ltcmz%L$k^ntcUUiz.&^T >iy 

ftt#&#. ^ftbmPi-eix$ft/c^i^®is^T-1 

ftt# So P/T^ © 0# ^ Pi -e^fix £ ft & *ti£ © is & © ? ̂  IN -f ft ^ ̂ ̂  tc & 

w- & &^»Mt^§£»±tC:Pgi! LTIN§ ©^ii*^±^©m^© 

X?/X tifgSEfiT? & £ *§•£• tc. ^ §£j§^ tc £ tt £ Us tc fcTT £ GPC3*Ift 

^£y^tf^&]"C£>£o«hfct£>£££ft, t L< ti^l^ 

;£©3®^>£££ft&0 m^PiirMMZM^ ftsmtmmmt 
mMK-mmt LTGPC3^ift>^^y©^0^mia. 2a, 3a, 4a. 5a. 
6a. 7a (t^iot>m) . 8a. 9a. 10a. 11a. 12a. 13a. 14a (t& 
t>t>2m . 15a. 16a. 17a. 18a. 19a. 20a. 21a (SP^3M) . 22a 
. 23a. 24a. 25a. 26a. 27a. 28a {ttattm) . 29a. 30a. IE 
. 5JS. 6JS. 7JSL 8JS. 9®. 10®. 2^3 % 3^3. 4£3% 5^3. i£fcti6£3. t L 

<t£10. 2 0, 3 0. 4 0, fc L< lZ*tl&±<D%tmV-4 0)lW<t£(D, 

m&©m^-z&m.tstim&o mt^t> 
ferny-* mt£. ia. 2a. 3a. 4a. 5a. 6 
a. 7B . 8a. 9a. 10a. 11a. 12a. 13a. 14a (t& 
t>t>2m . 15a. 16a. 17a. 18a. 19a. 20a. 21a (EP^3M) . 22a 
. 23a. 24a. 25a. 26a. 27a. 28a {ttattm) . 29a. 30a. IE 
. 5®. 6JS. 7J1% 8JS. 9JS. 10®. 2^3 % 3^3. 4£3% 5^3. 6£3H^#PS/i:& 
-mt LT^tf£ft£o 

[0133] ±IE©. 

tf?f\M(Dm.7ZfoZ>mt;tc. ^GPC3Hft^£y^tf^$i]-C£>£ £&Mt £ 

IfftC. ^§£,t.^FcyS#fa©^ 7°IIhRXf/X&$-( 7°IIIA©»{s? tC£ 

INT. FcyRIIIA©158ft©'>&< ti 1 -3<D7$SM%&tfVal-e&Z£%!lR 
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tf/XttFcrRIIA0131ft©'>&< ti 1 

Xs FcyRIIIA©158ft©:P$ yMgg©'>&< 1 "^ValT 
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*!£-tC, ^§£GPC3*Ift^£y^&1fm®}XfoZ>ti,k'M.tZ> 

[0134] t/c, ±§E©. 

© is •T? & & *§•& tc, ^ I^GPC3^I ft ^sy^& (Dmmz&'MT z> 
IfftC, 7°llhRXf/X&$-( 7°IIIA©a{s?tca 

INT, FcyRIIIA©158ft©'>&< 1 -D(Dy^ 

tf/XtiFcrRHA©131ft©'>&< 1 -^©7$ yit^S^HisTS)^#^^ 

^^»Mt/^M^±tC^IlLTlN^^©^na^p/f^©{gTS)^ 

Ts FcrRIIIA©158ft©7$ yit^S©/>^< 1 "^ValT 

&£#^&tf/XtiFcrRiiA©i3ift©'>&< ti 1 -?©:P$ y il$IS;^HisT 

£>£#Sy;&;pi-t£il^^C, ^§£GPC3*Ift>£il£yiP;£©^£>££-t£ O <h t 

'a^tl'So 

[0135] FcyRIIIA©158ft:©'>&< <h t 1 -DOT7 $ &[-£$>£& 

MZGtZt ti, ±^©Fcyg#<*#M©«UC§E*6©;^£tC^T, Fey R 

IIIA©if^(Cti158ft©7$ yit^S^=l- K-T£J&gBB?!J£i?ls§U Val© 

^^sy(v/v)xti^^psy(v/F)©j^giB^y©ii^(c, otuc§^-t&0 t/c 

, FcyRIIA©131&©'>&< 1 -D(D7<J MlgtfHisT£>£#§i!£^f 

•i> <h ti, ItUiltC, FcrRHA©©131ft7$ yit^S^=l-

i?ls§U His©/1x^Sy(H/H)Xti^^PSy(H/R)©J^SlB^©if^tC, otUC§£ 

^ t"'So 

[0136] ±IE©s ^l^^«Mt//Xti^^«±tC^IlLTlN^^©^ilM 

^m^©{S"e^^if^tc, ^i^GPC3^ift)^^)i^^-e^^tfcMt& 
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MUt&jslfefeX =1 7J2Lt'V&£*§£•©#PS£CD •— H*§t LT 
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fflj tni^7L&z.£ibRTfg-efe^o 

[0140] *fgBS©>£H£y&, ^ii^c^n©;^££fflLNTS^b£tit#£o mi* 

^y©)Ei^y©^-e#^pft(cM^tit#^0 Hii¥±i^£ti£ii 
ftfcb <&$£{£* ft^fttcti, ¥L4bftk H)i 
SI. MS'M. ^o^y% mmt ^fc^Jk B&H&k &-&#]!§t 

"C s -mzmtob ti/cMH^fite iz W 3c £ ti £ mMI"? 
t & z t iz <fc o TS^b £ tit# £ o o ti (c £ tt £ 

^£tlfc§B0©^ft#m;6^#£tl£<*:9(Cf£££tl£o 
[0141] Jilt©tc$><OWiW&$Mmm7k© <fc 9 fc £ JU £INx jfi?jt© 
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tc Ltctfaits©7j<^>$tbx^ mx# 
^7j<s siH (m&'D-vjufc h-Jk D-^W-X 
% D-^>"h-;k ^b^-KU^A) £#fr^S)<WWe>tl5o 

JU (x^y-ju^) % ^'J7J^-Ji/ (7°pfc°u 

>y 'J =1-Jk *° Ijifu>yu^-jum % (*° u 
v;u^-h80 (TM) , HCO-50^) 

[0142] %3fey&t LTl£=f-?%3% XMMitf&lf £tu f&fflfflBilfflt 

yisJVRXf/Ztc&^yisJVTJV^-JVbiftm^tlW&o £tcs MWM (00*. 

l£s 'J yM^MMMRtfSfMi- K U 0 AgffiS) * ^fclUbftl (0!l*.l& i^It 
7°P^-r>) , S^y (^yA.ti\ '<yisJl'7Jl'=l-Jl'%.Zf7 JiS-Jls) s It 

^bK±s«hi3^^tit#^o 

£tl£0 

[0143] ifs u< a 

mm* »&^y§y. mm%^m(Dfemmm%^nz>0 
HMF^H Ismail strati 

[0144] flLttmz. 

mt&mmmmM(D&j3-m&. -mz-D^wm 1 kg^/cy0.0001 mg 

fr£1000 mg©iBH(C|S^^tlt#^0 ,&=££>&y 0. 001-100 

000 tl£©Mt(C<&-f L tfrJPS^ 

$y<h LTs H^tCDlfilp^ ^7 {it9 (Cjx-^t" 

ifS lAMfil* h^7{it<h LT(i, 150jLtg/mLJ^±, 

160yu,g/mLi^l±% 170/xg/mLi^_tv 180yu,g/mLi^_tv 190/xg/mLi^_tv 200ju,g/ml_ 

IX-ts 210yu,g/mLi^l±% 220yu,g/mLi^l±% 230yu,g/mLi^l±% 240yu,g/mLi^l±% 250 

yu,g/mLi^l±% 260yu,g/mLi^l±% 270yu,g/mLi^l±% 280yu,g/mLi^l±% 290 Aig/mLlil 
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300Atg/mL£LU 400Atg/mL£Lt£#tf£ d <fc y $? 3i U <tt 

% 200yu,g/mLJil±^:^tf d <h $ •So 

[0145] 

t/c, m<D 

, GPC3^Ift)^^)i^S^/cm(C±^ALT^^M^(C^ b IZ&ia-t 2> W<D 

[0146] 

L T IN £ & £ ii^(C ̂ ^GPC3^Ift)^S^)i^ 

^ -e & & <h ^ -t &, £tctem%m&(Dmm%:}k,MTz>ztm3m^nz>m 
£ #frM£y £ ti £ o 

[0147] 

zzvs m% 

ZtctefcM-ZtU £. tc It ̂  Itl &Z.t §Eij $ tl z> 
»£#frS^y^l{££ti£0 oo-e^i^^»(ciES^ti^m^©{S(is ± 

t/c&GPC3*Ift>£^£y^ 

[0148] ft&mm^jkx?/x&^mmm±izm%LT^%ftT(Dmm(DpfiM(Dm& 
s #<©H?. ^iifflmtf^« 
±izf%$t[s-cvzft:?<Df%%tm*mMT2>um<D$*gim©&#£# ( 

s ^* -^izikfeLTs t>? 
•frizmbU#£o ±-l3(DM®]~ZfoZ>Z.£$:^m. :^M%tcl&)k'M.t 
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t tc & ̂  mmfe omm % ykMt^mz^x. f&mm§kRt?/x & ̂  mm 

ya¥ ft un. ^ ic ̂ m ̂  & w- % m jffi M $ ti & o 
[0149] GP 

C3*i ft %m%$t&mRxf/x&m%$Ltcmz.^$fc^ntcUUiz.&^ 
T)iy^^ti%%t\ ^tib& m m^PIX*MIX$ titzmkmt^x^m 

ti?#£0 p/r^©0t^^Pi"e&^ti/c^tit©^©91> 

iz a «• & %m.mm,WLJkvvx & ̂  §£«± (c^n L T ̂  COPSES # ±i& 
© FJT^ © fit "C £>£*!£• £, ^ §£j§^ (C £ tt £ ̂  (C *t1" £ GPC3*I ft 

1fM®}XfoZ>Z. t ^*Jt/c(i;£^tu t»L< 

>£££tl£c GPC3Hft^£y^£H$& L/cfi©iSMlX©p/r^©0t^^Pi 

mtmmmmMtz-WMt LTGPC3^ift>^^y©^o 
0&-5&1B. 20% 3B. 4B. 5Bs 6B. 7B (ffcto^lM) . 8B. 9B. 1 
0Bs 11 Bs 12Bs 13Bs 14B {ttattm) , 15B. 16B. 17B. 18B. 1 

9Bs 20Bs 21B (SP^3M) , 22B. 23B. 24B. 25B. 26B. 27B. 28B 

4jJl) , 29Bs 30Bs 1 5®, 6®, 7JSL 8®, 9®, 10®, 2^3 

. SB. 4B. SB. ZtclZQB* fclXttlUk 2 0, 3 0, 4 0, fc L < 
^tuLt©^+M<7)\SW&ZG>. m%(Dmmtm%t(Dm(Dfobtyz>m& 
T'^lX^tit#~bo }x-^Pe1Pra'^:&::b"%)p|i"lt'f ^JU(£^1=[EX/E:^00 

7u&, 1 Bs 2Bs 3Bs 4Bs 5B. 6B. 7B , 8B. 9B. 10 

Bs 11 Bs 12Bs 13Bs 14B {ttattm) , 15B. 16B. 17B. 18B. 19 

Bs 20Bs 21B (SP^3M) , 22Bs 23B. 24B. 25B. 26B. 27B. 28B ( 

34jJl) , 29BN 30BN 1 5JS, 6JS, 7JSL 8JS, 9JS, 10JS, 2^3, 3 

B. 4B. 5£, 6Bm<$mM^-mtLxmf'bti^0 

[0150] ±IE©S 
^I^GPC3^Ift)^^)i^^-e^)^ d t tf§3M 

$tl&#gzkmiZli% ^mBM^Fcy^^(D^^70IIARtf/Xlt^^70niA 
(DjAfcTlZB^Xs FcrRIIIA©158{4©'>J&< ti 1 ^©7$ J It^S^Val 
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T&£#^&tf/XttFcyRnA©131ft©'>&< ti 1 ^©7$ J It^S^His 

(c £ §£«± L T IN £ ©fgSEfi 

pjf^0{il"eS>oT, FcyRIIIA(Z)158ft(Z)7$ 

1 :3tfVaLT&£#^;Rtf/XttFcyRIIA©131ft©'>&< <h t 1 "^©7$ 

JW%&^§£GPC3*Ift&tfM$hT? 
%> Z> t fcMT & Z t i IE® £ ftf#£0 

[0151] t/c, ±IE©, 
tfpRM(Dmufczmsiz, ^I^GPC3^Ift(Dmmz&'MTz> 

Z <h^§E*6£tl£^»(C&, UlUJkXfi/5UZ 

H -?IIIk(DmfcTlZlD^Ts FcyRIIIA©158ft©'>&< ti 1 -DCDT^J 

^gtfVaLT&£#^;Rtf/XttFcyRIIA©131ft©'>&< <h t 1 -D(D7<J 

mmmi\\\s-zfoz>%w.ikmtz>±^to±^i%mtz>ztiim^timz>o 
Ttett. iz £ §£«± (C^Il LTlN§ 

©^IlM^p/r^©{g-eS)^T, FcyRIIIA©158ft(Z)7$ JWB. 

g©'>&< 1 :3tfVaLT&£#^;Rtf/XttFcyRIIA©131ft©'>&< «h fc 

1 -3(07$ y^gtfHis-e&£#§y£^-f £*§•£•£, ^§£GPC3*Ift>£^£y^ 

£ d <h fclEi^ ftf#£0 

[0152] c^T\ FcyRIIIACD158ft©'>&< ti 1 ^©7$ 7MIStfVaL-C£>£# 

±^©Fcyg#^#Sy©5ilH(C|ES©^)i(C^^T, FeyR 

IIIA©ii^(C(i158ft(Z)7$ yi£$IS£=l- Val© 

^^sy(v/v)x(i^^psy(v/F)©J^si3^(Z)ii^(c, dtuc§£^-t&0 

, FcyRIIA©131ft©'>&< <h fc 1 ^©7$ 7It?iS is-?£>£# t" 

|W]*§(c, FcyRIIA©131ft7$ Ft 

mu ti\s(Dt^m(m)x^^um(m)(Dikmm(Dm^izs zmzm^ 
tZo 

[0153] ±iE0, 
tfpftMofe-e&zWi'&iz, ^i^GPC3^ift)^^)i^^-e^^tfcMt& 



WO 2015/170480 82 PCT/JP2015/002352 

d<h;^§Ei6£tl£^»(C&, ^§£Ii^fr£i£it£tifcML ftiz 

tit#&0 

fflt (C £ tf £ GPC3CDfgSEfiJft£©MX =l 7J2Lt'T? %> -o X, MMtBMlZ&tf 

£>£ *§•£•£, ^GPC3Hft^£!l^tf^$l]-C£>£ £>££1"£ o «h 

tit# •So 
[0154] t/c, ±IE©, 

^HMtfpRM(D^I^GPC3^Ift^sy^&(Dmmz&'MTz> 

d<h^§E*6£ti£^»(c&, ^cffFHsM® 

£ #frUsMi® IZ £ tf £ GPC3©^I1M £ #H±'r #Jt f & o t IE® £ tit# £ o 

t&£>?>* M&BMfrftizBfmmz^&mmiz&tf 
•SGPC3CDmMwtfftMCDMX =1 7lX-tT& -o T\ (C £ tf £&1SM 
m$LJkxf/x.&%mMm±izf£m, u T ̂  ©fggifitf m:£©{ii-c& 3*1^-
(C, ^I^GPC3^Ift)^^)i©^^^)^^'r £ o «h tlE®^ tlt#^So 

[0155] a^^£^n^ti/cim &izBmm*<3timmmz&tfzwc3(Dm% 
mtm,M(DW{mx=\yix±-^h^m^(D$m,M(D-PMmt LT, PRMOW® 

=1 7lX±T:'fcZ d 11$mibtlZ>« =l 7IX 
±V$>Zl§'£<D#mfc<D-mffitLZs WO2009116659(C|ES^tl/c^fe)i ( 
Ifefe/S 1 ) (<- <£ ^S lfefe(Z)itp^ tl'S^S'n'p^Fjffi^. P T7 1 ^/c(i 
fitu<(i^l (i§-^IHC totalX=l7^7^±t/c(i7^)S) tftfiJ^Stlt# 

•So ^/c^S*n*p^Fjffi^. P T7 2 l/N £ tl'S^'fe/i (Ifefe/S 2) (<_<£ •Slfefe(Z)itp 
m®l±l^tl^SGPC3-IHCX=l7 =1 7 2 ) ^1+, 2+% 

M£&j£lfefeX =1 7J2Lt•T?&£*§£•(D#PS£(D-H*§t LT 
tit# •So 

[0156] J^-Ftc^^^mig^ijtccfcy ̂ ftic^-r^tf. *wmz.nbmmm 
ic$yps£ti£ 

#®wi i 
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[0157] £ tl^GC33(—: codrituzumab) fc KGPC3(C 

MbigGi^y^pcw 

02006/006693) o GC33©jttT^i:t//t/c(iS^ttSTilffl^^ (HCC) BMUfr 

(NP-27884iS,|^) o 

if & Mi n^#ss^ izjz&£ iif @ ft <h u mm^ 
>hP-JlA &bT/^£t££<£T// 
^.tc&M^'&QWiW. GC33©^K]||70P7 iJcfctf/W t^ — ti — 
^^ly^sft^-rs^H'e^ HCC<§^CGC33 (1,600 mg) tf&omzm 
&mm. *ti&Lmz2mtzm<D&ffi*m^tcnm£$fitz£?-a9Li3--ztitco 

[0158] nm^mzmm-zntc* (4waj 

ML/cjttTttX(i$E^tt©HCC (fibroLameLLar§y^|^<) %&t>s '>&<£ 

&y. wcsmMmmmv-y-fJuvrnm^mzs 
Jl> — X • /<7 L < lUVs fr^Chi Id-Pugh (?-* 
-r^KfczL-mm) %tcs mmmmsmMm&m (REC 
IST) iz^^tj:<ti]z>(Dwm^m^m^^bx^Tc0 m<o&mtbx 

1500/AtU jfmMS ̂ 50000/AtU 
Pfc>^8.0g/dl) , JFN&fg (|£fclUUfc>^2mg/dU >MT < J 
K^>7v7x^—\L~fcX.Tf-7y — yy^. J K^>7v7x ̂  —iz^JE^^Pglit 

©5{§), &&xFgmm (M}Mo\yT^-y^n±.mm2\^) 
tco mMrnQizmz-D^Ttt. 

mmm ^2t>nmx±.mn 
m) . Xtt^ft>gi£MS£gttfc WM&xf/X&^o)®P£) IXM& 
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'>& < t fc3ti B vx±&mtzztizmMbRrfg-cfc o tc0 

/^i^)^^1"!-1 (<-i)Q A-s ^ £ fc40 0 [10^ U T7 

— J5X\ G 

PtSfr £ 0m L T INfc t% j§^ IEXtt$fcMI£^©3te&tf flls§£ tlT IN £ <§=£ 
. B§y/c§yffFifeJ^^©^«:^ 

&lfc2££^&iiu4MF^fclCNCI CTCAE v4 
.0(CS^< Grade WX±-<b&ftL<DWfi£%:MT %BM. 

SJEft f£J§^ *tiifc-C&-5^ftl5HSI^^©trC-lfflSI£&-£ 

(Dft>%>, (CirL^^y£tltcMM 

(Cdom LTlN^t\0^% -f V^-7xP>I^^Ifi^©If> ^ — 

VlC£tt£QTctf470 ms£±0£, >££lN-c£f|0#1&M (45 

0/#*^) fem%Bft£L 
Zc^lllfll^yXtiltD.^/^^^y^rJx-^^ tlfcMM (tl^ — ^JKDBn^.l) £rP&£lT 

5iw, . mM*x&mi*(DmMs H 
im&BM, mimmm (f^p 
-1-MKW, ^~-XJ\AX$-m^&%WkM) IZMT 
£®ic£E©SSfttf£>£i^ >£i$H (C M 
^ © RT ̂ -tffo z £ femtft/'ftfem. em tm m u tc mm&&m © vmnM £ 
^tltCo 

[0159] 7°Ph=Ul4£, mM°a(DWa^M^.(DmM(D^m(Dl2^ yiZ^-oXm 
jfe^tu ^ti^tiom^t^fe^mm^m.^z^^rn^titco ±xo 

f£$l0f!ulc\ UpiiCD'f >7 ;t — A KP >1z> hL/co 

. GC33©$^M^ 

^ti/co yxmrn^s i&mtfMftTzz-e&s-mfe 
frbAV^<7JW iv-jtjw 1 0+M£JU©0#J£U ^©&&4+M 
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asftTMistifco I+M 
>£!$*B: H Bft (C <fc o T M £ tl tc 0 

[0160] 2:1©J:b^-eGC33|# (1600 Pi 

M&-5, n = 12100) (n = 6000) Izmft&itmttJkW 
C3-IHC dp>> h (VentanattM) ^/cIHC|fefe(C<fc y GPC3^H (IS^ 

M7.ZI72) (0, 1+, 2+/3+) (CS"^$3=l/1x-KtCJlSy^^tl/co 

)^^M+®»(CTl+®^tlT^/c1280O©te^^# (PFS) 

h tltco 

[0161] HCCffi^MlC£tt£GPC3*V/^ft©fg^ttGPC3MMft^lfefe (GPC3-IHC 

) s T 2 (C<£ ^Tl¥ll^tl/c0 GPC3-IHC(i^i]Ventana 

Medical Systems(CTtltca &*P§^C <fc o T y 

fa\&-$tltd$k\Z7 * )\/-? 'J >mM&£Zfs<y7 4 >}£iI£tl/cJM7°P vl 
<fc y IiM^tl/cHCCSfi^im©^feX^-r K©&Mimifefe;6^ffi£tl/co 
trCft:<h LT 7.GC33trC^ (VentanattM) ^ffl^£tl/c0 

2 

[0162] ±|B© t £ y GC33tf tl/c121 ?£0O& £tHC 7°^ -fetltcSm 
0O©9*>. 128^0O^©PFS-r^> K^t#£tl/c0t^T\ GPC3^Ift>^(CfcMt 
^GC33^(Ci;^^m^PFS(Ci;yM^tl/co t/c, iO^M-h LT££# 

(os) ^92-r^> K(cgij^L/c0t^-e©os(ci;yM^ti/co PFS 
, 0S^(CGC33^(Ci;^MS^m(il^£tl^^^/c m 1 ) o t/c, £-GPC 
3-IHCXP7 (IS^rI¥jl7>P7 2) -e©I¥lI(C£l\Tfc, tl©7. =l 7"efc 

£ ti&fro fc0 

[0163] £tcs GC33£-£i#lC£lNTtt, £GC33m;f}J!M! 
^:ffl^t#£tl/c^0PK^^KCi;ym3Ht-r 0)1 • 1BS (£O0$^££fr£4 
ii@) ©^-^tu©Jfa^GC33 h^7{it£}f£U h 7 7fil©4^ii"C£>o /c230 

Atg/ml^rt] ^ K^"7<hLs GC330^&tftc& (GC33{£^£i#) . fc 

LO£GC33(DmUtf&fr^tcgt (GC33imHE£¥) (D2mz^^s ^tl^tl©?¥ 
s fc L < \,tXy^m-t(Dmxw^^(D^mt (PFS 
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) (OS) 
H, PFS, 0Si±(cGC33^#S^(Cfc^NT7°^-tr^% fc U < ttGC33<£^&8¥£ 

(H2) 0 

[0164] GC330-aii(hp«i-£Ay 

f&mm±iz%mtz>Fcjjy^§im*(D$-( -JUM L < & 

(ADCCSI£) ^eti^tiPFs, tL<^oim^mmztx 
=?y^ -i "t7—)i(Cd: log-rank^t^^^jfe U/co 

H»!J 3 
[0165] GC33©^m^:M^1-^/U^V-^-«h LT, l 

/cti, (s liiitis-fife) ̂  Tmm ̂  
GC33^m0BM0^mnsL^<D^m 

Hl<h (DfhlTPFSti: >oZflZOS(Dtt$il^:^:j-z) /c|p^ ^4 (C^f <£ 7 (C\ 6lftll>f<ii( 
% 1^ GC33£^c<fcy:^t#i#<fcyPFS©&gjb<s§ 
isbbtitcQizttb, tn?'ti(Df&mm§k(Di&^m (^^t^) -m^e© 
^ote^^MEsbbtitzfr-otco fcF^^UcHil LTl&s 

(Cfc^NT^E(CPFS©MS^to£tl/c (H3) 0 

[0166] 3btZs ±IE-e7o^-tr#^(C^LPFS^£t/(COS0M^^I^£tl/cGC33^ 

SiMIL (fiifn. 
m : ^5,680®/MU mt : ^503i/jxU : ^3, 607®/At L) 

Ttifc^E^PFSEStcJpx., OS©MS^I^to£tis £ <Mc U vAi^iUcltl L 

Tfc, U (^1,246®/ML) IZ&^T(D2b, PFSOMSftl^] 

(CjPx., OS©^E^MS^IHto£ti/c (^4) 0 

[0167] 
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[H4] •A. 
7y-feKvs.GC33 /yfe® vs. GC33rt5flli¥ 

PFS OS PFS OS 

yvtp— hit pfi 
(Log-rank) 

y-rfp— Kfcfc pii. 
log-rank) 

y-.+P— hit 
dogrank) Mfc dogrank) 

SiteJtfc 
1.180 0.595 0.954 0.864 0.923 0.756 0.612 0.123 

SiteJtfc 
0.752 0.195 0.862 0.583 0.507 0.014 0.461 0.035 

as 1.172 0.500 0.795 0.411 0.997 0.992 0.513 0.036 

rBi® 0.709 0.121 0.988 0.964 0.419 0.003 0.544 0.087 

%A%Mk 
fStt 1.229 0.369 1.004 0.988 1.082 0.754 0.682 0.222 

%A%Mk 
rftflS 0.607 0.030 0.796 0.390 0.311 0.000 0.861 0.008 

m. 0.944 0.802 1.063 0.826 0.738 0.240 0.666 0.196 

rftft 0.938 0.773 0.759 0.307 0.658 0.128 0.404 0.017 

HWlJ 4 
[0168] $ bizmMiz&mft&MmomfeZ'ijTtctos 

ACS^r^IX^ 
Sfe^tl/co ^5 lC^f<fc 9 IZ 'J y/^lt(D~7 — tl — t LXs CD19, CD45, CD3, 

CD4, cmz^^x^n^niztttz>#ifatm^ntc±ihi.%m£iL. U>A 
i>f<"lt7"tz,y MiTrucount tubes (Becton Dickinson£t!^) Us /iy 

Mm <D *&m xmm tmm iz u tc isn. GC33&^¥ 17° ̂  -t #m t 
©tb&lcfciNT. CD4PftMra©^^?¥ (^490®/ML) T^ElCPFSCD® 
WttfWLtib btltc (g]4) o 

CD45Pftt«i^m^¥ (^1,090®/MD T\ OSOMJIftl^k CD 
3PfttT«i^m^¥ (^752®/ML) T\ Pfsjkmsvmmms ££(CCD4 

(^490®/MD -eosnmmffifatftti^timtobtitc 
(^5) o 

[0169] GC33jfEllfS£¥(C|®/E: ts CD3P§tts CD4P§t4ilfflSS^^I^l/NS¥ (C 

D3 : ^752i/^U CD4 : ^490®/*tL) , fc L < (iCD8PfM^M^?¥ «25 

1i//iL) "CCD 2K ^1* tlfc^B&PFS, OS©MS^IHto£tl/c (i!5) o ft 

fc\ -MIftMiroil, 
<&-f LfciM£¥s 
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[0170] [^5] 

S5. 
yytoK\s.GC33 yyfe^fvs. GC33 rftiSif 

PFS OS PFS OS 

-'•^-Kfcfc jOffi 
log-rank) ^1F—M£ ptt 

(Log-rank) /^-Kfcfc jpflt 
(Logrank) 

jOffi 
dogrank) 

CD1&4BMS 
m 0.798 0.353 1.192 0.579 0.647 0.114 0.621 0.212 

CD1&4BMS 
rw)f[£ 0.964 0.941 0.667 0.125 0.746 0264 0.508 0.032 

CD45+-
m 1.072 0.771 1.520 0.139 0.737 0279 0.783 0.486 

CD45+-
iStf 0.780 0.289 0.537 0.040 0.653 0.121 0.430 0.021 

CD&+-TM^: m 1.103 0.674 1.161 0.578 0.844 0.526 0.715 0.291 
CD&+-TM^: 

IHIML 0.760 0.239 0.642 0.155 0.616 0.076 0.462 0.046 

CEM+TM^; m 1.273 0.307 1.465 0.173 1.058 0.836 1.045 0.891 
CEM+TM^; 

t^jflS 0.635 0.050 0.476 0.013 0.461 0.004 0235 0.0002 

CD8+TM®: 
\m 0.849 0.490 0.924 0.776 0.586 0.052 0.506 0.041 

CD8+TM®: 
rttfLt 0.932 0.762 0.779 0.387 0.815 0.451 0.622 0.176 

[0171] m^Xs 

ConvancetttCT^^/iy^^tl/co CD3% CD16% 

CD56(C^1-^^^ffllN/cFACS^/f(Ci;^^I(CjPA., NKp46, CD8(C>tf-t£ 

cmztttz&fcmmfefDMrnmzM u 
Ttt, CD16Pft£. NKp46Pitt(CjPA., CD56<hCD16(C>tf-t^WO^Jt^mz 

s CD56bright NK|ffl^^\ CD56-/CD16+ NK|ffl^^\ CD56dim/CD16- mBB 

bX?IZCD56d i m/CD 16br i ght NMffl]]&£•#IZ L tc0 

[0172] ^ft^ft©NK«^MC£tt£GC33$^Ci:£PFS, OS^Of^l 6 IZ^ 

t£^Zs CD56-CD16+(Z)NK«^^IN^ (^6.3®/ 

ixL) -e©«^GC33^-^(Ci;^^E^PFS(Z)MSs ft ^tHcOS^MSftlP^fiigg 

-ztitc (^5) o £ 

mu-x - M <D si IN m [p] # *# b n x IN & IN o 
[0173] &^-tl-lZ£Z><frMlZ-))n?Ls NK«±©CD16t LO£NKp46(Z)fgIlm£^] 
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^IKCFACS (FACSCanto II% Beckton Diskinson£t!^) ICT/IOAE! /lU^ip^CD 

Mmmti&mmizfimiss ^i*mcGC33&^ &e>tttcG 

C33i^&££tt£PFS, 0S£7°^t#ig¥<hJ:b$$L/co (RT 

: mean equivalent soluble fluorescent level (MESF 

)) (is -V 'J 7*\y — i/ a > tf—X (Quantum MESF bead standard^ Banglabo 

ratoriesttM) <Mftm£S(CMESF*PM$§£^j5£ U 

<fcyfg3Efi (MESF) £H!±iL/co ^6 iZ^t £ 9 (CCD16©^HM 

(CD16 MESF) (^372,254 mesf) 

GC33$^ci: y ^It&PFSOMJI. ft £tflcOS0&S<I[P]tf s§#> £ti (^ 6) 

, GC33^#S^,h70^-tr#?¥(Z)J;b$x(Cfc^NT(i, <fc 

y o fc0 

[0174] [^6] 

j?6. 

y°-y±t^ vs. GC33 vs, GC33 [HiliitP 

PFS OS PFS OS 

Kit pS 
(log-rank) Kit pS 

(log-rank) Kit pS 
(log-rank) Kit p IB 

(log-rank) 

CD16+NKSBia#T 
fiffi 0,977 0,919 1,043 0.884 0,697 0,183 0,466 0.043 

CD16+NKSBia#T 
0,743 0,244 0,727 0.309 0,618 0,101 0,595 0.148 

NKp46+NK ?MSf{ 
\m 1,095 0,714 1,027 0.926 0,805 0,443 0,613 0.159 

NKp46+NK ?MSf{ 
IBIIB 0,768 0,256 0,781 0.401 0,594 0,062 0,502 0.065 

CD56bright 

NKMSIk 

\m 0,913 0,706 1,206 0.527 0,709 0,207 0,686 0.286 CD56bright 

NKMSIk sffi 0,901 0,658 0,653 0.150 0,641 0,126 0,462 0.041 

CD56-CD16+ 

NKSBISIS 
1,259 0,344 1,173 0.594 0,991 0,975 0,666 0.269 CD56-CD16+ 

NKSBISIS i^i i£ 0,571 0,022 0,615 0.110 0,405 0,002 0,425 0.020 

CD56dimCD16-

NK SBISS: 

fiffi 0,935 0,780 0,932 0.811 0,684 0,166 0,499 0.053 CD56dimCD16-

NK SBISS: 0,896 0,641 0,860 0.603 0,722 0,248 0,643 0.211 

CD56dimCD16bright 

NKMSIk 

fiffi 0,982 0,937 0,946 0.845 0,688 0,174 0,431 0.024 CD56dimCD16bright 

NKMSIk 0,768 0,288 0,839 0.579 0,645 0,124 0,682 0.290 

CD16MESF 
\m 1,130 0,612 1,152 0.631 0,908 0,724 0,758 0.421 

CD16MESF 
i^ifi 0,668 0,101 0,665 0.170 0,473 0,010 0,348 0.005 

NKp46 MESF 
\m 0,818 0,419 0,958 0.884 0,668 0,144 0,746 0.374 

NKp46 MESF 
s-ifi 1,004 0,987 0,781 0.395 0,642 0,133 0,281 0.004 

SMS^iJ 5 
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[0175] GC33©ftfflp<2j-XAt UTADCC0g§gtf£g£;*ftTlN£ (Ishiguro T. e 

t al., Cancer Res. 2008; 68: 9832-9838) 0 ^ ZLX\ GC33^x^-^l(DMM(Dk 

DCC^tt£)iy£ Us GC33©^m«h©M#^tlt^ tltco 

[0176] GC33& L < 

i;9 iz&mbtco UM.mzm*mmizxm%u -150®^# 
mMLtclk. IL-2 (Pepro TechftM) £#frRPMI Iljgjfe (HyClonettM) % 

—0fti£#L/c 1 x 105®©^^i^(CGC33 (0.5 ju,g/mL) 

-*fv h«£JP;U 37]fei0ti£#U £ £(CMonensin^JPx.20tP^i§# 

L/cti, Mh L, CD45, CD3, CD16, CD56&£tHCCD 107 

IZtttZfcteM&foZlNz.. NK«(C£tt£CD16fgIlm. t L < (iCD107a^§ 
tl^ftlFACS (FACSCantII% Beckton Dickinson£t!^) (CTMJ/i: L/c0 

t/c, K«©^^JPx.iML/c^(Z)CD107at L< 

ttCD16©fgSEfi£ U mfett&tCDm&ADCCmfeCDtlsmtLfco $->fv h 
UTtt. ADCCStt)iy^ffl(C(iGPC3^^Il-r^fc KST^«ttHepG2« 

(ATCC) hfttt#ilttfim#I«ttK56 
2MB (ATCC) &fc\ ^ttl(D+)-yX)imm^XfamzmLXlt 
CovancetttCT^^/iy^^^lSte^ tltcG 

CD107a(C^lNT(i^^{S (34.15%) £ y ©SrADCCimStei#. <M 

©t©£ADCC€Stt£¥<h U t/cCD16(i^^{g (-64.33%) cfcyiMCDfcCDS: 

ADcc^^tt^ L/CQ ^ti^etucsiu iwi^ntc 
<£^&S£ 70^-tr#?¥^-ePFS, oscDtb&Srfrofco ^ 

7 9 (C, CD107a% CD16l\T tKD^WAZ^^X t ADCCimSt£g¥"£CD<^P 

FS% (m 7, M 8) o 

[0177] K562«(Cft1"£CD107at LO£CD16(Z)fgIl(Z)^b (CD107a^b 

M^^{S:9.74%% CD16^bM^^{S :-15.76%) Ufctf 

, ADCC^a^y, irn^P^^Tti^^^-e^m^PFSt L< (i 
osvmmmEsbbtitefr^tc <MD 0 

[0178] 
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IW1 
m. 033(7^: 

vs. GC33 

PFS OS 
ADCC - Kit Pffi Kit Pffi 

CD107a 
f£ 0.536 0.047 0.538 0.124 

CD107a 
1W1 0.513 0.038 0.303 0.003 

CD16 
i& 0.340 0.001 0.305 0.003 

CD16 
iw 0.813 0.521 0.575 0.182 

NKSft Vit Pffi Kit Pffi 

CD107a 
f£ 0.555 0.085 0.338 0.013 

CD107a 
tm 0.601 0.127 0.406 0.048 

CD16 
f£ 0.506 0.044 0.295 0.013 

CD16 
t^i 0.573 0.117 0.390 0.026 

HJ6^I 6 
[0179] mt (D Fc^I±i t t Z> Fc > "7 gO mfc?# M into © Fc$I±i t (D 

Ztif$UbtlT^Z>0 ^£T\ 7°IIA 
^bxfiznik(Dmi^^Mt(Dmm^m^Ltc0 yiKim't 
<fc y ^VAlfe?^lU Fc^>^^I±i(Z)^-r 7°IIA©13Hi(Z)7$ yit^ 

t L< 7°IIIA©158fe(Z)7$ y^gSlCffi^f 
li^ymL/c^m^yMagNa 

Pure LC DNA Isolation kit 1 (Roche Applied Science£tM) 

tc*fJ Amh%mi\ ^ft^ft©SNPslCttJ&t"£ £9 V^ftfcTaqMan 
(illiiSli) probetReal-Time PCRdi: y genotypi ng^rfj^/cQ 

[0180] ^(D^s FcyRIIIA©158fe©7$ y®t$IS^Val£^#§y (V/V=fc U < 

&V/F) <hPhe©^£J#^#§y (F/F) £©F^TPFS, 0S£im^&i£ 

<h 7°^1z7KS¥^tlzftl"T:'J;b$x L/cfp^s ||8 <£ 9 (CGC33ifi;llfSS¥(C& 

INT, V/Vt L< (iV/F^^-r^^tCfc^NXPFS, OS^lC^ElC^-fetflllctt 
L$ES#I§#> £ ti/c© (cM L, F/FTii -t (D <fc 9 £ tift-3 fc0 

[0181] 
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[H8] 

8, 

7"7t^l vs. GC33 

FcyRIIIA-158 
V/V fc L < It V/F F/F 

FcyRIIIA-158 
/^- Kit Pffi /^- Kit Pft 

PFS 0.524 0.016 0.779 0.447 

OS 0.442 0.039 0.628 0.288 

FcyRIIA-131 
H/H b L < ii H/R R/R 

FcyRIIA-131 
/^- Kit Pffi /^- Kit Pft 

PFS 0.565 0.011 0.948 0.925 

OS 0.436 0.009 0.457 0.350 

[0182] £tcs FcrRllkOUMtomi^^MlZ-D^Ximmzm^Ltco 131 {4© 

7$ yi£$IS;^His£^#§y (H/Hfc L< &H/R) £Arg©^£ft^#§i! (R/R 

) ^©r^-ePFS, OS£im^£i£ €#S^«h70^-tr#^^tl^tl-eJ;b$xL/ciS 

I, ̂8lC^-r<fc9lCGC33i^&i#lC£lNT, H/H=fc L < &H/R£^fZ>mz 

dSlNTPFS, 0S^(C^m(C7o^-tr#^(C^LMS^I^£tl/c©(C^L. R/R 

"C& •-tCD <fc 9 btl&fr^/c0 

[0183] ADCC^tt. fc L OiFctf > 

1±'eGPC3^ftj^^©^&1££[p]± LvZZt &7ik$tlfco 

H«!J 7 
[0184] nmm±(DCm(Dm%m (CD16 MESF) (CMLTti, £ £ICtbtfiJ/N+f- K^E 

^KCS^\N/cCox0^i^ffilN/c^/T^Ste^tl/co ^ 

«y5(M£i£||£fc<h(C, h^7{S(Ci;^TCD16 MESFiME^C 

D16 MESF<Mi#lC$HlU &miZ-D^T/\-*f- KJ:b. 95%{S$IE^ (95% CI) 

& bZflZ log-rank^^©p{iS^:^|±l L/c0 &fc\ MrlC&fc T 

[0185] CD16 MESF{[tCD33% (33/*—fe -f J^H) V£> o /c279, 736. 9 mesf, 50% ( 

50A--tz>^-nu{it) T?£>ofc363, 594 mesf, fc L <&67% (33/*—fe-f 
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Mfe) -efe-^/c439,468.3^^>> L/co fit, &t) V h^7{it(C 

GC33i^&i#lC£tt£/\+f- K 

tK 95%{f|$I|x^£i;t/p{it^70^iz#£¥<hJ:b$$ L/c0 -^©IP^ ll9(C^t" 

£?IZS CD16 MESFimflii#"Ctt, CD16 MESF{g©^>> h * 7Wim <&£ 

iv\+f- KibAMS <tZ-otcZ.tt>xb, GC33©ll^&1££CD16©fggEfijffl 

(^9) o 

-J5X\ CD16 MESFiMiTCtt, CD16©MESF{[t©;b v Ft 7{it©^b<h/\Hf 

- Kib«h ©FHbtitefr^ tca 

[0186] [^9] 

9. CD16 WIVESFirco#-/ KttiiCQM^ 

CD16 
MESF 

toh^it 

CD16MESF®lig| CD16MESFffl m CD16 
MESF 

toh^it N /Vf-Ktt 95%CI 
rvm 

95% CI 
±ME p\S N /v+M-U 95%CI 96%CI 

-HSt pi S 

33%M 71 0.44 022 0.88 0.020 36 155 038 635 0543 
mffi 5i 053 0.14 0.77 0.011 53 1.46 055 4.11 0.459 
67%® $ 0.09 0.02 0.44 0.003 71 1.08 050 212 0328 

[0187] Ltc±T©futm 

y Ati££©<h1"£o 

Sii±03pjfflRrfiBtt 
[0188] G ^£gtt££^©Q0L 

B£#(cg-t&t©-efey, 
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HacOlfiH 

tcBM(Cnt£GPC3*Ift(Dmm%}£,MTZ>J5&T:'fo^ 
Xs GPC3^ft^#J^&£gtt£iiu©£^;Rtf/XttGPC3^ft^£iJ 

(c^i^GPC3^ift>^^)i^^]-efe^<h>£^fz>s t/c& 

, ^l£GPC3*Ift>£^^}£©^;&>££'t£;fr}£o 

3cll2] fu§E£^¥ftISW\ If^cIIHC 

3cll3] fulE&^fflW. filM, ^-its 
&< ti 1 -DOfflife-e&Zs 

3cll4] fulE'J >AW, CD45+U>Ai>ft CD3+T|fflR CD4+T|fflR RXfs CD8 

ti 1 -D(D'J y/mMBxfc&s If3cll3 
(CHE®©73/i0 

3cll5] fulE'J CD16+MR NKp46+NK|fflR , RXfs CD56-CD16+N 

ti 1 -D(D') y/mMBxfc&s II^II3(C 

3cll6] CD16X(iCD107a-efe^, If 3c 

I11 X(i2(C|ES©^)io 

3cll7] fu§Eii^\ FcyRIIIA(Z)158fe(Z)'>&< <h t 1 ^©7 $ 7 l£$IS^Va 

lTfe£#M&t>VX&FcyRIIA©131fe(Z)'>&< «h t 1 

^S^HisT'fe'2)#Sy^:;^t"'2)M^'T'fe'2)s II 3c I11 <Q6CDl\lf tlfr 

(CHE®©73/i0 

3clI8] fu §E^ X h Z> II 3cll 1 fr b 7 CD ^ t tl AMC IE® CD J5)£0 

3cII9] fulEGPCS^Ift)^^^!]^ ^M^CDlfr^ h ^ 7{it"T200ju,g/ml.lil±<h;& 

£<£9 II3clI1^^8©^TtlAMC|ES©^")io 



WO 2015/170480 95 PCT/JP2015/002352 

^1110] fu§EGPC3*Ift)£H£y^\ ^GPC3J/C{*£^J5^<h LT 

mMWfrb9(D\,^ttlfrlZ$3W,(Dl5:&o 

^ini] tuiEKGPC3K{*^\ (ADCO 

mwikmmmmm CCDO tzfow-e&z. n^mcis 
W,(DJ5)$io 

3clf12] fu!5KGPC3^^\ JXT(D (1) t>xb (5) (D^ttlfr ; 

(1) : 4, •. 5, £<^13^#^ : 6-e^n^en 

figtCDR2£<fctffigtCDR3, &btflZ 13?U#^ : 7 

, 13^0#^: 8, : 9-e^tl^tl^^n^gllCDRU 

gflCDR2£J;t/$lgtCDR3 ; 

(2) 13^0#^ : 1 2, I3?U#^ : 1 3, £<fctfS3?!J#^ : 14^ 

tl^tl^^tl^fillCDRU figtCDR2£<fctffigtCDR3, &£>tHC|3^S 

§: 15, 13^#^ : 1 6, £<fctfS3?!J#^ : 1 1 X^Mtl^tl 
£ gflCDR 1 % gflCDR2 £ i; ggj(CDR3 ; 

(3) |3?U#^ : 2 0, I3?U#^ : 2 1, £<fctfS3?!J#^ : 2 2ff 

tl^tl^^tl^fillCDRU figtCDR2£<fctffigtCDR3, &£>tHC|3^S 

§: 23, |3?U#^ : 2 4, £<fctfS3?!J#^ : 2 5 Mtl^ tl 

£ MLCDR 1 % gilCDR2 £ i: t/gflCDR3 ; 

(4) |3?U#^ : 2 8, I3?u#^ : 2 9, £<fctfS3?!J#^ : 3 0tf 

tl^tl^^tl^fillCDRU figtCDR2£<fctffigtCDR3, &£>tHC|3^S 

§:31, I3?U#^ : 3 2, £<fctfI3?!]#^ : 3 ZX'Ztl^tl^tl 

^gflCDRU gllCDR2^i;t/gllCDR3 ; fc L < & 

(5) IB^lJ#^ : 3 6, 03^#^ : 3 7S £J:tfS35!J#^ : 3 8tf 

figtCDR2£<fctffigtCDR3, &£>tHC|3^S 

§: 39, |3?U#^ : 4 0, £<fctfS3?!J#^ : 4 1 U^tl^'tl^ tl 

& ggtCDR 1 % HIHCDR2 £ j; t/gflCDR3 ; 

£#frJ/[GPC3drP< h^KGPC3^-efe^H3cII10S/c 
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3clf13] fu§E}/CGPC3}/C{W\ J^TFCDlN-ftlfr ; 

( 1 ) IB^U#^ : 4 4, IB^U#^ : 4 5, IB^U#^ : 4 6, IB^U#^ 

: 4 7, |B?U#^ : 4 8, IB^U#^ : 4 9, £<fctf|B?!J#^ : 5 0 T 

ail RT^I n.om-if' b 3i±R ̂  ti & an RT^M, & x? iz iB 
: 51 T^ti^giiRT^M; 

(2) |B?U#^ : 4 4, IB^U#^ : 4 5, IB^S^ : 4 6, IB^S^ 

: 4 7, |B?U#^ : 4 8, IB^U#^ : 4 9, £<fctf|B?!J#^ : 5 0 "C 

$ ti & fill RT^In.om-if' b 3i±R £ ti & an Ri^i±i, & x? iz IB 
: 52, IB^U#^ : 53, IB^U#^ : 54, IB^U#^ : 55, 

IB^U#^ : 5 6, IB^U#^ : 5 7, IB^U#^ : 58, IB^U#^ : 5 9 
, IB^y#^ : 6 0, IB^y#^ : 6 1 , IB^US"^" : 6 2, IB^US"^" : 6 
3, IB^OS^ : 6 4, |B?U#^ : 6 5, £<fctf|B?!J#^ : 6 6U^ 
tl^gllRl^I±i(Z)^^^)l^^tl^gllRr^I±i ; 
(3) IB^U#^ : 6 7-e^^tl^fillRl^I±i, £<fctflB?!J#^ : 6 

8 tl^gllRl^I±i ; 
(4) |B?U#^ : 6 9-e^^tl^fillRl^I±i, £<fctflB?!J#^ : 7 

0 tl^gllRl^I±i ; 
(5) IB^U#^ : 7 1 T^tl^fillRT^M, £<fctflB?!J#^ : 7 

2 tl^gllRT^I±i ; fc L < 
(6) IB^OS^ : 7 1 T^tl^fillRl^M, £<fctflB?!J#^ : 7 

3 tl^gllRl^I±i ; 
£ #fr irCft "C $> £ II3cll 10 fr b 12CD IN t tl AHZ IB® CD J5fe0 

^1114] tulBGPC3^Ift>^^y^GPC3K^(Ci|fflMIStt^K^^iS^tl/cK^ 

II3cII10(C|3S©^)io 

^1115] 

GPC3^I ft &m#L 
^in6] mm 
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mM L T IN £ (D fgSEfi'T? £> £. II #il 15 IZ IE® (D GPC3*I ft >£^£0 

o 

#1117] fuIB^¥ftlS^^\ II#lI16 

(<- PB® (DmWt^Ao 

#1118] fiiM, ^-W-s 

&< t& 1 ZXDffllfa-e&Zs M&J%15frt>n<D^Ttl7bHZBdm<D%m 
Mo 

#1119] fuIB'J>AW, CD45+'J>/^ CD3+T|fflR CD4+T|fflR RXfs CD8 

+T«AN£>)lW:tl£'>&< <hfc 1 -3(0 lJ >AitMJ&tfoZs II#lH8 

(<- PB® (DmWt^Ao 

#3120] fuIB'J>AW, CD16+MR NKp46+NK|fflR % RXf, CD56-CD16+N 

MfflJj&AN£>jitfft£'>&< <hfc 1 ^©'J y^ltBJ&tfoZs II#lH8 

(<- PB® (DmWt^Ao 

#1121] fulB^^ffl^±(C^HLTIN£#^A<* CD16XttCD107a-C£>£, II# 

1115 AN b 17© IN-f nANJCiB^ro^Slo 

#1122] fuIBl^A^ FcyRIIIA©158fe©'>&< <h fc 1 ^©7 $ 7 l£$ISAn/a 
iTfe£#M&t>Vx&FcyRiiA©i3Hi©'>&< «hfc 1 -^©z^yit 
ggsA<H i s •T?& #m %M t z> BM-T?. ii#ii 15 AN e>21 © IN t n 
Av pB® © >P sin^y o 

#1123] iu §B$Si A^TiUlll^t "C £> Z> II #ljt 15 Av b 22 © IN -f ft Av (C IB® © feW: 

Mo 

#1124] fuIBGPCS^Ift^^^iJA^ h y 7lil"C200/Ag/niLJ^±<h^ 

£<£9 (C$^£tl£, II#lI15A^23©lN-ftlAMClB®©)^^yo 

#1125] itmGPC3^ft^#JA^GPC3&te£;£&$#£ LT#^^yefe^ 

s II #1115 Kb 24© IN -f ti AN JC IB® © 0 

#1126] tuIBKGPC3^^A^ (ADCO 

CCDO II#II25(CIB 
®©>£H£y0 
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[if#1127] tulE^GPC3^^\ UT(D (1) i>xb (5) ; 

( 1 ) I3?U#^ : 4, : 5, : 6Tftlfn 

^£tl3fillCDR1, fillCDR2£i:t/fi|jtCDR3, ft btflZ 13^#^ : 7 

. 13^0#^: 8, £<fctfS3?!J#^ : 9 7^ft^tl^tl3iSllCDR1, 

&gtCDR2£<fctf&g|CDR3 ; 

(2) I3?u#^ : 1 2, I3^y#^ : 1 3, £<fctfB3?!J#^ : 1 4H 

ft^hJl^tl-SfillCDRI, SMCDR2fcJ:Z/SmCDR3s &bZ/lCS3^U# 

§: 1 5, l3?U#^t : 1 6, £<fctfi3?!J#^ : 1 7 tl^tl^ tl 

Z> HIICDR1, g|ICDR2 fc J; t/gflCDR3 ; 

(3) @B^S^ : 2 0, @3^#^ : 2 1 , fcJzt/Bd: 2 2tf 

tl^'tim^tlZSmCDRU figtCDR2£<fctffig|CDR3, 

§: 23, IB^S^t : 2 4, £<fctfi3?U#^ : 2 5 U^tl^tl^ tl 

ZmmCDRU mMCDR2£J;Z/mMCDR3 ; 

(4) @3^JS^ : 2 8, SB^J#^ : 2 9, £<fctfSB?!]#^ : 3 0?? 

tl?'tim$tlZ£mCDRh figtCDR2£<fctffig|CDR3, VIZffl&im 

§: 3 1, S3^[J#^ : 3 2, £<i:tfS35!J#^ : 3 3 tl 
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