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[3 0] [3 8] tlAMClBSOS^ 

[4 0] fulBGPC3*Ift^^y^WC3^^^^^,h 

£, [3 0] [3 9] ©lN-fn3bHCiB^©^J. 

[4 1] tulBKGPC3K^^\ (ADCC) 

mM&fcmmmm (CDO [4 0] 
\ 

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

(1 ) IB^#^ : 4, : 5, 

£fig|CDR1, figtCDR2£<fctffigtCDR3, & ^tflClB^#^ : 7, 13^#^ : 

8, : 9-e^tl^tl^^tl^gflCDRU &g|CDR2£ 

DR3 ; 

(2) : 1 2, : 1 3, : 1 4?-?tl?'tl 

mt*tlZm&lCDRU fiflCDR2£i:t/figtCDR3, & e>tfl;:|B?y#^ : 1 5, IB 

: 1 6, £<fctf|B?y#^ : 1 7-e^tl^tl^^tl^gflCDRU HflCDR 

2£<fctf&g|CDR3 ; 

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

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

; 2 4, £<fctf|B?y#^ : 2 5 V? tl£$litCDR1, HflCDR 

2£<fctf&g|CDR3 ; 

(4) IB^OS^ : 2 8, IB^OS^ : 2 9, fc^t/IB^S^ : 3 0V?tl?tl 

mt*tlZm&lCDRU fiflCDR2£i:t/figtCDR3, ft£>tHC|B?y#^ : 3 1, IB 

^0#^ : 3 2, £<fctflB?!J#^ : 3 3 V? tl£$litCDR1, HflCDR 

2£ <fctf&g|CDR3 ; t L <& 

(5) IB^OS^ : 3 6, IB^y#^ : 3 7, fc^t/IB^S^ : 3 8V?tl?tl 

mt*tlZm&lCDRU fiflCDR2£i:t/figtCDR3, ft£>tHC|B?y#^ : 3 9, IB 

: 4 0, £<fctflB?y#^ : 4 1 tl^gflCDRI, HgtCDR 

2£<fctf&g|CDR3 ; 

^r"a tjN^/LGPC3drP< t: MbJ/bGPC3j/L'f^"T:'S>'I> [4 0] [4 
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1 ] (ClEi^g^y, 

[4 3] fu§E}/LGPC3}/[{W, tlfr ; 

( 1 ) : 4 4, I3?U#^ : 4 5, |3?U#^ : 4 6, |3?U#^ : 4 7 

, I3?U#^ : 4 8, |3?U#^ : 4 9, £<fctfB3?!J#^ : 5 0t?^tl5fii 

e>3i±R^n*fillRT^M, & I3?U#^ : 5 1 

(2) I3?u#^ : 4 4, I3?U#^ : 4 5, |3?U#^ : 4 6, I3?U#^ : 4 7 

, I3?U#^ : 4 8, |3?U#^ : 4 9, £<fctfS3?!J#^ : 5 0t?^tl5fii 

&e>tHci3?u#^ = 52, 

: 5 3, I3?u#^ : 54, |3?U#^ : 55, I3?U#^ : 56, |3?U#^ 

: 5 7, |3?U#^ : 5 8, |3?U#^ : 5 9, |3?U#^ : 6 0, |3?U#^ : 6 

1 , I3?U#^ : 62, |3?U#^ : 6 3, |3?U#^ : 64, 13^#^ : 65, 

a<fct^s35!J#^: 6 
; 

(3) I3?U#^ : 6 7-e^£ft£figtRT^J& £<fctfS3?!J#^ : 6 8^ 

(4) I3^y#^ : 6 9-e^£ft£figtRT^J& £<fctfS3?!J#^ : 7 0Tt 

(5) |3?U#^ : 7 1 £<fctfS3?!J#^ : 7 2?^ 

t u < & 
(6) I3?u#^ : 7 1 £<fctfS3?!J#^ : 7 3ti 

[4 0] [4 2] 

[4 4] tulEGPC3*Ift)^S^WC3^(Ci|fflMIStt^K^i^^tl/cK 

[4 0](CIEm<Dm%L 

[4 5] GPC3*Ift>£il£y£ [1] [1 4] 

zmmtzo 
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[0016] GPC3*Ift>£0£y0;£^^fr£'9 t>\ 

o CtllZ£V, GPC3*Ift)^^y0)i©^m©^]±«h, >Sil£Stt£,%#®Q0L 
RTtg£ft y . <fc y tiz>o 

Bmvitmft&w 
[0017] [|I11A]GPC3-IHC (3fcfe& 1 ) IZ <fc =l 

fe§^^L£®-££>£o 

[®1B]GPC3-IHC (Sfefe&l) 

fc$aU§S3kfe&£^ &Sfcfe&<D±^£^ 
^To 

[^2]GC33tf$^£ft;/c20^0J©GC33©$^jM£^O;fc^T&£o 1+M £ 

JI/&GC33 GSHHiS^) (Dm&tt&to 

[|H3]Autoclave^(CTin;J^M/^'(b^tl/c^fe)ilCLfcA<coTs '•It^37'i)<7 

&±s i^o2.mz^[i btitcmu^m^ntcm^om^m^mmo) 
*m^Ltcmxfcz>o m^m\x^T-^i^x±(Dn (9#y) , 
ti-otcM (7^!i) ^I+X=IT^7^/C^ 

/c$HcMU 7^±©^0/\Hf-Kib(i0.376 (95%®II^ : 0.116-1. 227, p 

=0.0852) Xfo^tzo 

[®4A]GPC3^Il,<h MS n/cl¥(C£ W 5, MM^K&tii3 tl/c)IitGPC3}j§ 

JS £ MMBM,(DGPC3-IHC7z\ l7 £ (DHIHI\%£^ L tcHIXHb Z0 SIMItOnM 

^©SlliGPC3)lJt (ng/mL) £g|U =l£^ttGPC3^ft^#J^£gtt;/c&© 

mMBm (s) zmto 
[gi4B]GPC3€^iisfctittttttitcmz&V&S ifiLjt^tc^tais titc 
®HGPC3)iJg,h|SlIM(Z)GPC3-IHC7. H 7 £ lfclT?S)§o 

ilt$AttJfr^a>jSSlGPC3*lJg (ng/mL) ^$fi&GPC3*Ift>£il£yil;££ 

^itcikmrnmuw. (s) &mt0 

[m5A]GPC3*Ift£ s tt & ml(DMM-fr bm\S tltcifiUf ^ 3 
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tcmxfczo ^&GPC3^ft^#j^£gttfcmcD 
(B) zmto (6^j) s m% 

teGPC3<ittfMI£l®^ (0.4 ng/mL) ^mtcitcffi- (1400) *tl?tl<Dmmm£. 

[^5B]§iUMP^ (GPC3*Ift>^^)itum^:#^) <DB%fr tltc 

W^fc^btcmxfozo 
)^^itc^(Dmmm^mm (a) &mt0 mm^GPcsm^mmmji^ 
Siif^mJ^tcU GPC3M ft >£^SJIi/£ ̂ (DB^afri? ~$tltc Ifoji ^ S 
nfejfajf^cDjSSiGPcs^fly^Rrfg-efeofei# (9$y) . 5$$lH£GPC3*ift>£ip£y 
WJ£(Dm'\%.V, vttlIC£V,vTt, MaItMyktc^tcE#txbWSLStltcl£n;t3&N 

^(CfcslNXGPC3{g^)iy^®^ (0.4 ng/mL) JzMtc^tcgt ( 

11 w 
[^6A]GPC3*Ift)^«y^)i^S^^tu©a^^^mxStl/c^f^^^ilS 

tcm?&Zo mmzGPzmmsmmmfttk&tttcmo) 
(a) zmto mmAM&GPC3tfMfeRiffi-e&?tcm (8$y) 

, 5^(iGPC3{ii^)iySPS^ (0.4 ng/mL) £ffitc?tc& (190IJ) ttl^tKDM 

&&mn£ffitc?tcmzttLs ^RTm-e&^tcm® 
/N+f-KJ±&0. 265 (95%{f £I|x : 0. 077-0. 914, p=0.0219) Xfo-otc0 

[^6B]§iUMP^ (GPC3*Ift)^^)ifum^#^) (DB^frbm^tltc 
titctinM ^©SIIIGPC3}jiS<h £ (D 

Wli^lfcMl.o 4t$flttGPC3Hft^£iJ^ 
(B) £^T0 ^§&GPC3tift>£||SJII>££ 

§: £ fu t fc & GPC3*I ft ^ (D BM hx b Stitc i£n;i b J£S® S 
tl/c^f^©®HGPC3^}iy^prtg-e^^/c^ (130J) , 5$$lH£GPC3*Ift>£il 
si ̂  © tu ̂  IN -f n tc a IN T t, ^wmkti&tttcBMfrb mj -ztitc ̂ .m 
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^(Cfcs^TGPC3{il^}iy^®^ (0.4 ng/mL) 

(i4^u) *ti±i^^/c^/c^(c^L. 
^aiRrti"es>ofei#©/\+f-Kibtt0.283 (95%{gfira: 0.112-0.715, P=0. 
0038) Xfo-otco 

[^7A]GPC3;fIft£ §1 &W}(DB%fr b W$SLS tltcUM) t>x b J£SI 

Stl/cm;f^©®HGPC3}jiS^^^{S (1129. 7pg/mL) & y 

Ltcmxfo&o 

m (340J) , flSmGC330it^S7 7{ii3b^^ii<fcy'>^lN|# (GC33{£^£ 
m: 19^), &Lm&<&33<DmM \-yymt>^^im±(DU (GC33^as?¥: 3 
Mm , *n?ti(Dmmm^mm^to MiM£#gj^©*Mt&7o^-tz 
<Ki#-C83B. GC33{£^&i#"Ctt43.5B. GC33im^&i#"C124B Xfo o tc0 7°^ 

GC33i^&S#©/\+f- K£b £0.803 (p=0.397) , GC33{£^& 

mzttlss GC33^#S?¥(Z)/\Hf-KJ;b(i0.425 (p=0. 010) Xfo-itc 0 

[m7B]GPC3*IftW$SL^ tltcJfajf fr bJ£SIS 

ftfcmM*0jSSIGPC3*lJttf4^ii (1129. 7pg/mL) J 

(Dmmm^mmtmmrmtk^istcmxfoz0 mm&mm 
) , fi£$gttGC33{£^£i# (400J) , j&$gttGC33i^£i# (240J) , =ttl^tl 
(Dmmm^mm^to MiM^#fls^©^^{S(i7o^-tr^-e44a, GC3 
3{£iSH"e(i46.5Bx GC33^#S^-e87B-eS)^/co U GC 

33^#S?¥(Z)/\Hf-KJ;b(i0.510 (p=0. 036) , GC33U GC33im 

^&i#0/\+f-K£btt0.572 (p=0. 056) Xfo^tc 0 

[m7C]GPC3*IftW$SLS tltcJfajf bJ£SIS 

tl/cm;f^©®HGPC3}jiS^^^{S (1129. 7pg/mL) & y ^ 

mm%(o±^mm£(D^mmm%:^Ltcmxfcz>0 mmzzfy-ttfm (34 
M) . ®.m&GC334g,mm& (wj) , £M&w33mmmm (34^1), *ti? 
tl(D±^mm^to ^#flS^©^^{S(i7o^-tr^-e203B, GC33i&M 

&i#-C&86B. GC33im^SI#"e295B'eS>ofeo 7°^"tztfi^CftU GC33im# 

mU(D/\*f-K£btt0.590 (p=0.200) , GC33<£M£i#£tt U GC33imHE£¥ 
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0/\+f-K£btt0.329 (p=0. 008) Xfo^tc0 

[m7D]GPC3*IftW$SL$ tltcJfajf fr bJ£SIS 

ftfcmM*0jSSIGPC3*lJttf4^ii (1129. 7pg/ml_) 

mm s 

fi£$lttGC33{£^lBi# (400U) , j&$gttGC33i^£i# (240J) , *tl?tl(Dm 

GC33€#S 

m-e&mBs GC33^#S^-e308a-eS)^/co 7°^"tztfmizttu GC33im# 

mU(D/\*f-K£btt0.303 (p=0.005) , GC33€HESHC>tf U GC33imHE£¥ 

0/\+f- KJ:b&0.280 (p=0. 002) Xfo-otc0 

[m7E]GPC3*IftW$SLS tltcJfajf fr bJ£SIS 

tltcUM*0jSSIGPC3*lJttf 175 pg/mLi; y 

mm&-fy-tTtm (51 w 
. fi£$gttGC33{£^£i# (560J) , j&$gttGC33i^£i# (470U) , *tl?tl(D 

MiM^#ls^©^^{S£70^-tr^-e5ia, GC33 

ilSJIt(i45B, GC33^#S^-ei24B-eS)^/co U GC33 

KJ;b(i0.597 (p=0. 0184) , GC33U GC33im# 

mU(D/\*f-KJ:b&0.439 (p=0. 0003) Xfoitc 0 

[m7F]GPC3*IftW$SLS tltcJfajf fr bJ£SIS 

tltcUM*0jSSIGPC3*lJttf 175 pg/mLi; y 

±^mmtmmrm^[,tcmxh^o mm&x^iz^m (51 w. m 
$gttGC33{£^£i# (560U) , j&$gttGC33i^£i# (470U) , ^tl^tlCbim 

±^mm(D^^{mt-fyiz7rmx2Q3Bs GC33<£^IBI# 
T?tt141B. GC33^#S^-e308a-eS)^/co 7°^-tztfi^CftU GC33im#E 

H©/\+f- Kib £0.402 (p=0.0037) % GC33<£M£i#£tt U GC33imHE£¥© 

/\+f-KJ;b(i0.238 (p=<0. 0001) Xfo-otc 0 

[m8A]GPC3*IftW$SLS tltcJfajf fr bJ£SIS 

tl/cm;f^©®HGPC3}jiS^^^{S (1161. 5pg/mL) & y ^ 

^$lH£70^-tz#:g¥ 
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(31M) , ®$§ttGC33{£MI# (200J) . j£$§ttGC33imM3# (360J) , ^ 

m©*« 7°^ -t?*-^82 

0. GC33<£^S^-e«43B. GC33im#S?¥T-124B t?& o tca 

U GC33^S^0/\Hf-Kibtt0.713 (p=0.197) , GC33®#E^(C^ U G 

C33®^SI#©/\+f- K£btt0.392 (p=0. 004) X&itc 0 

[ m8B] GPC3*I ft >£^£y^>£ % S # & ttJ (0 MM fr £> ffltiL s U tc JM ft b S 

tl/c^f^^SlilGPCS}!®^^^ (1161. 5pg/mL) 

^^ti7°^-tzTn'l¥ {21 m 

) , M&GC33«St¥ (39^U) . ,£I§&GC33(220)J) s *tl¥tl 

0 ^tiM^#flsrBi©^^{S(i7o^-tr#^-e450, GC3 
3€#SS#-e£47 0, GC33i^£l¥"e87 0-e&ofco GC33 

i^&i#©/\+f-K£btt0.588 (p=0.092) , GC33{£^&i#£tt U GC33im» 

Si#CD/\+f— K£b&0.626 (p=0.116) X&^tc0 

[ HI 8C] GPC3*I ft >£^£y^>£ £ S # & ttJ © *§=# AN S U tc JM ft b S 

tl/c^f^^SlilGPCS}!®^^^ (1161. 5pg/mL) £ V ^ 

imM(D±^mmt(ommmm^Ltcmxh^o (31 
\m. mm . &mzGC33Mmmm (36W. 
U(D±^mm^to ££#$^©*&{Stt:^t#irC203B. GC33\&m 
&i#-C&860, GC33^#E^"e2950-e^)^/co 7°^-tetf^C>tf U GC33im# 

SI#CD/\+f- KJzbti0.508 (p=0.100) , GC33{£Mi#£ttU GC33imMi# 

0/\if- Ktbte0. 287 (p=0. 002) Xh-otc o 

[ ̂  8D] GPC3*I ft £ g w- & tu (D BM fr >b mm. s n tc mm ̂  ̂  s 
titcMm*(D$mGPC3m£tf*&m (1161.5Pg/mL) 
(D±±mmtmmmm?k^Ltcmxfo%„ ^ii«7o^-tr^ (27^1) , 
5^ii^GC33€#s?¥ mm, &m&w33mmmm (22m). ^n^nom 

^#ISra®^^I(i7°^-tz/Kg#-ei76 0, GC33MS 
l#-e«1770, GC33i^®Sre2910-e&^;/co GC33^a 

SI#CD/\+f- K£btt0.300 (p=0.022) % GC33«S£|HC>tf U GC33im#®SI 



^1 (B) fflC-j °^^fW0T¥>¥ 

0[g|g^vk0i (0C-^? >^sf/<5.c^^4.) 0TKfc.3¥P/?G9C- %i 

^21^0^ r (UB) CDC.—j r (B) ®C—J 

MM^SE [0200] 
° £4- ̂ 09 9=24.1^ 

¥om £ o il* £ $Ii21 TO- i c- T 21 ^ S¥1 II £tf WSfe!:$f jQ. T SPII aM# 
^<2-u<5 in WM21 B&&* * ri §a o#&WM<D$iffti^#-imwffi* 

[6100] 
Sf^0> <*^*4^:3^3$ 

0 2 y£ S2! 21 »ffl#£f0 

(D^r PO e082-2 L 0 *!P1Sffl$£f0¥ [8100] 

(1000"0>=d) fr0e-0¥i^s -^\/G9 
$S#®££09 "n^215SS#S>££09 N (£1700 "0=d) I7LI7 "0*1 TO -,6-^0#8 
#¥££09 sn^2i#i>(>^^o£ °^^aB80e.igiti££O!) ^S9si¥ia^ 

S#3*££09 ^SS8ia^4-^0£¥1f}¥^©a&5#^ 
WCDU^Ulr s (\\k\L<v) #gS#¥££09£1IW * (P^SS) #gS#5>££00¥1§f¥5 

* a#0s) °%%xm-i^^%mmmmcD^mmM^cD 
ft rw^ L•6S2^^£Odo^a)^i<w-y^ 

£ cj ^ mw•%.u £ ism-<b W W W Q) n| <2: £1 g 3 W I*£0d9 [ d8 HI ] 
°^c<3j?a (6000 -0=d) ^"0¥1^.H -A\/G9#gS#M£ 

£00 ^l&21#gSH5>££09 * (010'0=d) £99'0M.H -AvG9#gSH¥££00 * 
n^2i#i#^.^o£ °^^^ast72ia#is#si££oo xHs"Sfr?jajg8#Steeo 

s (n$kto £ts#®££oomw * (^99) s ( 
n^>09) 0 2 <2 a i*m ̂  3 $wmmcD^mm^mmmco 

ft nw/6d L•69^w&od9i^a>^i<w-^ 

^||^^x(?i/¥^^^x^c5^^0G)n|^^g^¥^P^^I^OdO[38lll] 

°^c^a (900 *0=d) l72£'0¥iq=fd-^\/Q9 

6ZS/.00/CI0Zdf/X3d OZ 8t9/.60/H0Z OAV 
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z>o 

[0021] :P$ yif 

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£ 9 (C, 7 $ 7 Itm =1 - K 

[0022] 7Sf(£>5ft^ 

(Kunke I b (Proc. Natl. Acad. Sci. USA (1985) 82, 48 

8-492) ) -"^Overlap extension Stl%%>0 

%tcs J&(D&M.l5fe£ LT 

s S tl%%> (Annu. Rev. Biophys. Biomol. 

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

2003) 100 (11), 6353-6357) 0 MPLlt±=l K>© 1 ^-e&£UAG=l K 

> (7>/<-=l K>) JWL 

S tl/ctRNA^#^ A (Clover Direct (Prote 

in Express) ) ^tl^o 

[0023] *BM&IZ&^TS r&&xf/£. 

/ctij (DmmvWMtes <h rt/ctij tchb 
r43ft, 52ft, £<fctf/3ifctt105fe 

(D7$ t&VXTOJ7 $ i-*> a > 

; 

(a) 43ft, (b) 52ft, (c) 105ft, (d) 43ft 52ft, (e) 43ft£i:t/105 

{4. (f) 52ft 105ft, (g) 43ft£<fctf52ft£J;tf 105fto 

[0024] EU±>A'U >ff&cJ;t/Kabat±>A'U 

Xi&m S tlT £> 15% IZ£&£S J/[{*©CDR tmzmvmx 7 
$ J ItftS&KabaUC {yfct^-o tl£ (Sequences of Proteins of 

Immunological Interest (National Institute of Health, Bethesda 
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, Md., 1987*££<fctf1991^) 0 

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

< J l£(£KabatCD j7 $ J U/c EU^>/< "J > ̂  

(C L/cA^T^Stl^o 

[0025] 

^g0£Uc&^T 

£fc&;,t{*©§s^£^9o ^®£?teun®$m,Mte-Wsm£ LT, 
JfiUBt Jfitfi* M>& U ^J#s %Ms IIWs 

)ls ®>& ^ ?U liiift, JM, 

mm. WMW&. mtztctefc7°mm. 

[0026] jSS®GPC30*lJgtt% 

£if7:-^Z>0 0U3.1& ^ifniS^^(Z)SlilGPC3(Z))ISs t/c(iifn;f t L < (iifn. 

*8t&£©jfa>$®#©tijN- ^^xfnlS^k ifn;fiS^t/c 
izm.&uutbmxtiz) ^©®itGPC3©MjtM£stit#£0 m&'Mte-
H*§<hLT, ifn;fiS^t/c(iMtiS^^©SlilGPC3(Z))jiS 
i^s rfrISStlTl^&Human Glypican-3 ELISA kit (BioMosaic I 

nc.) „ j£/c(iEnzyme-linked Immunosorbent Assay Kit For Glypican 

3 (GPC3) (USCN Life Science Inc.) EDTAT'MUStltcik 

ifnlS^k jfajfttc&MtTtit#£0 

[0027] t&s *<D3if&<DWmfrt) rx^ftj izmt-ztltcZts 

^yx.ti\ Kt/cMu 

^7°^ ^$©2|*St"C—Miptfc bfiM. 

£ftfc|f| U [stl- Kt/cMU^"?1 K&i£itStlT^£d<h£* 

So ti(Di&(DM 

'J Z<? [stJ- Kt/cM'J^0?1 Ktt 



WO 2014/097648 23 PCT/JP2013/007529 

^UStlTl^o 

[0028] a*SIGPC3 

r^iiGPC3j tit, GPC3^%mt^mmiz.m^^nxi^ 
INGPC3£^\ 

«^StlfcGPC3fr£>#^C*$itU#£^raGPC3ff^£#fr0 r^HGPC3 

j mmfett-mmt LT. 1 
•i>GPC3CD 358{4<fcy^$y U ^7°^ K\ IB^U#^ : 1 

tlZ#1)*?? Kfr£>fc£GPC3©3 7 4fti;<'J7$y^My©^U^7051 K 

, a ;u#dp ^ iz t % GPi -7 y ti - tfftm s nmm. L tcGPC3^ u ^ 7°^ 
K£<£«tl£>(»^fWy^Stlt#£ (^«7) o jSS®GPC30*ti££ 

t&fctZtMz^MMtt&SP ©#&£i&tjiiRt"£ Z. t ifpTfg-Ch£o #PS 

£©H*§<h LT±iE^I^^;^7 

JUK t) (Dtium X &M * (C #£t £ )S HGPC3 £ sg*i I±1 L T * (D mit £ 

t £ 15%(D S A\ tct A. tfSti&W1*1 "ei^SS tl/clfflj® £ GPC3(C =1 > 

izs 7X7,7* 'J A — izD^tc^Notum^0MMGPC3^:MMt 

tzztiz^-oztki; fc jSS®GPC3£&ai L T * (om^mfrt £ 15% 

Stiffs (J. Cell. Biol. (2003) 163 (3), 625-635^) 0 

[0029] ^jtfGPC3)§Jt0)&i|^)£ 

D£1±(D15% ; NMR ($$ 

SWf) Xttftfitftfr (MS) ; SELDI (-T0F) , MALDI (-T0F) 

% 1D^U^-7>^/T, 2D^U^-7>^/T, M^P7h^77^ - ($l*.tf 

s P^ h^77 < - (HPLC) P^ h^77 < - (L 

PLC) ) , jiJi^Px' h^77^- JkX?LC-MS'<-7,(D&% ; iZ^iTrnfe 

Stiffs M&LCMSM£#Hf£<h, ICAT (g&jSH) (Applied Biosyst 

ems) XtiiTRAQ (®^^1) (Applied Biosystems) t\M~bo 3-tc 

s ®HGPC3^M^g^-eS ̂ (C)ijbStl/c®ilGPC3(Z)S bt£Z>!fr^£*i!±! 

S tit# •So 
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[0030] )SHGPC3(Z)}iy£&, 
0 ®HGPC3^ mm* into. ^7°^ 
K\ 7 L < 'J \s^=5- K\ t/cMitGPC3£4#Sft(C|£ 

>Kt/ctiu^>mtmwtmttfn.x, w.&$i£tcim&mz&&-z 

£©&ai 
[0031] ft^ft?T& 

MM.WC3(DbrMteiM'Ml5%t LTs GPC3(C#S-r^xt° h —7°(Ci^-r^ 
LTtis 

(ELISA, EIA) , (FIA) , midftm 
)iy^)i (RIA) , (LIA) , 
0 U^7 h^77 -f —7vJ;b}l)is 7T^^ 

j^}iy£>£^we>ti£o t/c, # 

[0032] *fgB£lc£tt£ft^ft;&&tt, K-r 

#y*.i& ^{Mz^s\t^utcW>—(D$Kwt, 
ftISMxfWMMWlz£iXMfrS ti T ̂  £ I%—(D^KW^i, m Bt t fc&JIII(c 
J5J^S1±^O ±IB©J5J^(Ci;^T, U\Mzm%\]C^tltcW.-(D%iW. SIHGPC 
3a<fct^Ifei t)It (C TMfrS tl T ̂  £ f§ ~ © J/[{* ©*t^r {*^ JFMStls d 
(D^iMz^n^-O^KW^Mn^UtcmMMW^mt^Z. £ (ci; 
Ts ^^ftiS^^(c#tti^®HGPC3(Z)M out) ^ly^-t^d^-e?-
^ o 

[0033] mi*. >r ^ 07° 

U-k ^Uft(C^fKSftfc£^ft§im, HRP^©g||(c^TMfrSti/c 

l§—CD^/L^ i5til^''y7 7—% &<£t/HRP=^CDlf^(C<£ & JxJ/5^:!§:W''i>Sft^ 

#PS^^fly^©-^-ett, w.-cofcw 
zfeMtzmmtz. 



WO 2014/097648 25 PCT/JP2013/007529 

t/c, ^^^ly^ioJii^tcti 

tc&-oxsntcm~(Dmt, &>#/<^yy-mrMtcE^^n 
mzo ttmfcft'M£<D-m&va* 
ntc%m%tc& -o x. ^(Dm.mtontfftt%tmMS nm&0 

[0034] s b tc M fi&m ̂ (Dmsiz.^ tc <£ n 
z>o ztcs 

•2>o Jfc, ifc'MJzb)Ii/£s y y-V ^ 7s\^cWiks 7f V 0 7v)H^SJ^/iy^/i^© 

Jf^tCti, x> K*V> h;£i;fctiU-

tlZo £tcs -f Ay ^p-7 h<f y 7 Jnlz. 

its TX\*i7'(y±tz%Lti2>mwity}W<D&tfm%tfotzmM-zti2>o &fc\ ^ 
©s^totoiy^-r^ftfey tc, 

[0035] m*^m%\t^ntcm-(D%iWt.$mt 
£, tfow&Mfes \t^$\%^%t.tc\l&z.nb(D{%^(Dj5)^z&y, P&*. 
$££- s -tt & c: <h A<RTfg-e& & o mm.M>£ tc j: y #c{* £ mm t & t*. 

jgl:^ tstim&o tfift t mt £ M«M&& ^ (D ;§M&^ 
-e;Fb^L®Msi±^^^ /<yy7-m^my,tcmttmt^m^^^> 
-}5%Mh<mft>tiz>o ztcs it¥m^%iz£^xibmmz.$m?kmmkt 
ZZttfRimxfcZo 0iJ*.t£, tri#t}B#&<yjl/*J1,7JI/Tk: K\ 
-f $ K\ -f $ KxT.-7LJUSfeti"7lx'T $ KiF©~jItt©^M§S^<h;fb^K ® 

S&s hJ1/7K*i'JI/gs Tt-Jls&s T)V 

fk KS, t/cti7KItS^«hJ5J^Sl±^^)i^^y^Sti^o S^btc&L 

Xs m*%mmk^^tcm*<D&mwmm%mnztc&b 
tcMH^9 ifhz>&$Q(D?3%tc<fc o T@^bti©4ra 'nrfg-e 
Si5o $l*.t& K^^Sffi^bS-yr/clI^^^St/ctip'g^Stc, ^^ifnjfT7 

;U7°$> (BSA) % ^-tzVX -tf^X #PS7>/U7°$ >t/ctiotl^©J^i 

(D$y/<tWs ^Il^i^yt L<MS^?L^^gMSl±, $5 £ 

ktl&o 



WO 2014/097648 26 PCT/JP2013/007529 

[0036] Xs WM^Z^-oXM^UX^^m~(D 
mm.ik¥M^%3.tcteznb(Di#mW:(Dj5 

mz&v, pm m-&$-&2>z£tr*sm-e$>2>o mmm^z^^mMzm 
tlf So MPL^S trC^ 

/<y 7 7-^IZ 

buz>a mmm 
w#m • -r tmSizyam%M%tfM^]XhIJ, $KWt 
#=ip-r 7#PP-T K 

MW,^Mt&$KW%:%Z>Zt.±^tZXfoZ>o £tcs Ib^ft^&lCcfcoTfc 

$n.w%mm%wiz^-ixiimtstt&zttt^mxh^0 m*.m*tmM 
JV7 JV^rt: K\ Jo J Is tfi Z? 4 < K\ -f $ KxTv7^-'U^/c(i"7 U -f 

;S, 2jJU<K=^>JUg. ^-JUSs KS, t/c(i7KItS^«hJ5J^ 

*isfcfcMb 
MMc^tLT, 

^ nng^nticj: o xmm^ntc.mt(DstMzm.i£ 
£^P 0 ̂ ;£ -? TMtitt0Mil7^Rrtb"C&£o 

s Ufcircftic, 7:>i£n;i7)1/7$ > (BSA) , t\-try X 

#Pfi7JU7^>£fc&^0j^§0^X^|t, L < 

fcJM&*0?L# £ &M s -tt, Ma S -tt £ ;&&### If e> ti £ o 
[0037] UTtt, (POD) , 7 

U 7^X7 7*—(ALP) , /S ~-fi=7<? hi>y-"tr\ 7U7-"tr\ 

^ —-tz\ y;UP-7>^dri>y--tr\ ¥LMfc!k^ffi^ 
Mstitf^o ztcs mytft&mfefeom-Ss 7;u^u-tr-r>-rv5i^^7 
*—k T- w VJ-X*>7*— k s&p—y^wv 

k PP h 'J Vf ̂ i/7^- h, S'Z-X t/c 

P^>7->^^fflStlt#So t/c, KU51 

7A, 3 7ll125£fc&a7ll131^M£fflStlt#&o 
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Jl/i/7x7-^ £.tc& 

t/c, 'fA;^P7h^77'f-

/is yy-V 0 7vJ;b}l)is 7T^^ (is 

I'JXfbX Z^'JP-h'J 

^b^-;U-7^ lUHtx7^,/U±±fi 

W))\,m$ MS fa. (**) 
7^U>-7^^x>±±fii^k *$<7X))V 

M=>3-y, 'J #7-A, vr ̂ P;b7°-tz,ik 

, t}—tfy-J=7V<7s #ISlb^tk ils #I=II=KK\ £. 

[0038] LT&S 

7$l)t)— — k U If—JU hJUxX /tN'J^PtfbX ^'Jx^UX 

^u^bif-Jk ^PX U 7<? K\ 7 

"TVOT,, 'J #7 —A, "tr^X ZtfP-T^ -tzJUP-T^ iz77P-T, 

, #11, Ztctes 

^-r^P7°u-k tiifcw* ^>7"ux t/c&tti$^©j^ 
S tit# •So 

[0039] 

JCcfcoT^^tL^o MCtt, GPC3(C#S-r^xH° K-7°(CiS 

^t"£#c{fc#'>&< <ht— ffll!#tti^o fuj£Sti£lI^c[§ 

mstifc^imi^stit#£ U II^«h(iWJft(ct^Stit#^o Z-tc 

. MCtt, ^^ft(C^IKStl/c^HGPC3(Z)^5S^3iiJPft(C#ttl 

t#£0 Mctt, fu§E©GPC3(c#£-t£xt° h-7°<h&s&£ 

h--?lzm*£TZ>$m?kmz>pt<t< <h £-«§!#£ tit# £c *fgB£©ft 

tmm-Zfc&o MCfciNT, )§££<h LTs &ffi© 

7j<^}^^fflstit#^o o©7j<^}^«h LT. m?L&s mm** 
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7j<s t L < li K 'J 7 y-s 'J 7 y-Sfc&'J 7 y-

7 7 — if^hf btl%>o Z.(D^V 7 7 — CDpH<h LTs 

pH0{gli^lC^Sft£o<hli&^\ pH3~ 

1 20|QHft0pH£HJK UTm £ £ t if—jl&ftT?&£0 

[0040] Zfcs hlCli, fu3i0J^^0ffi(C, 

)\,7<y (BSA) s b Kifiljf > (HSA) N ti "trV > £ fc&^0iMiF0 

ty^on. mmm. j&Mm. iE^^t>-^m,f#©^isii]ti 
7vMb^ h U Sttfctlft. J5J& 

S> U< li#-f * £ fcttEi'T * 

0.001-10% (W/V) #IC0.01~5% (W/V) (DiSfflfrM 

s n z> o 
[0041] v MC&, w-Mco^comzmcommt 

i&CDUMtLT&s /<V77~, 
^>UM, 

Z>WM, 

te'SMT&UM. &IE (dpi? U 7'[s-i/ 3 y) ^^tdsbO^W^Mt^ 

UMs Z.tc II £ ft 9 tc sb (D % St £ t % UMW= if^ if h ti & 0 

[0042] iy^>v h©m^LTii^«^sft£t©Tii&^ 
if, ^^^o^liC)IiJ^^tT9/ctolc. S©« 

LZ&mi£$tim%o ±13-
ttM©s#0!fMfv K <h LTs mti\ ELISAdp-y k k -f A 
y h^py S^tf#lf£ft£o mii'ELISAdpy h©m^ LTli, m-
(D&WifW&fc-Ztltc.-?4 ^P7°u- k ^0 ft IC It fKStl/c® it GPC3;fI^ 

HRP^©g*lCj;^TMftStl/c||-(Z)K^ M/^'7 7 7-
MIIJ5J^©Slt;§^^#£ft£o £tcs hOif^lcli 
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£0 t/c, -f Ay h©*I^r(i, "fe V K ft (C * > 7° U V# 

JlX^SftTfcy, f0/>7^V±0-ii (~FMI) 

*Hb£tlT^£0 t/c, ^>^'b>±©i©-ai (±MI) (C(i, 
mw^nT&Vs ^©^©TMKcii, ±§E^i^y©SK«jp^ti/c/^ 
v Ktfl3i^titfcHJ, *y7\syQ^T3uUz[&ml^(D&:3<lzWM,^titcW, 

— © $KW JQ £ tl tc J ^ v K ^IBS £ tlX ^ £ SMU# If <Q tl £ 0 

[0043] t/c, M£(C£tt£GPC3©fgIlm£*£!±!l-£fc<£(CffllN 

>btlZ>^¥tf}mnt LTMI^IpWffiS^f btlZo ifS Ll^»# 

^Ipplis ^ LOis »{*©M 

£fc(iET«^M-e&£o ST^t/c(iST«^IHI^mX'r^^i«h LT 

ffl<miWtf&J*(D£mfrbm&BrfB9ilZfflt*tl% M©MS^Wx£tl£;fr 

n/c±T\ 

£ titcmzBM&tfBM £ ti£c 

[0044] M£*IPW1I 
mmizi&m$tiz>Mi%-\-fiizmmtz>ic $ n * „ ^©tusP§ 
LTM^ipnp^®^^ti^0 mu • mmcomBM^zn^m^ 

$a$£tij^-r&»^^iz^BML 
, si ®^©^i^£ti£M£*i 
pnp^\ A^7< LT# 
%m*^(DM'>AXtJ]\>)mLbtlZ>e )X^X\ Tm^mfctZtctiblzm^btl 
&§siiT-&£®^^T-^§£tr^;i>*£ti£o mMfetbxit, 
X L < li^ttMSpl^Ux' 'J ytfBj&lz&Rj^tiZo 

-7 U >©)jiS(ilI^Ipnp©^ttt/c(i^tt(cj^ I;TJS1:]14R^ ti£c )j§Jt(ii 
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-50%, fc?£L<(£5~25%, L< (i10~15%©^-e^Sl:^M^tlT 

imtstimzo ntcm 
tl'So J±&<£t/I^/m©^^^T'lli]AM^£l45(Ci&0Tffli]ji£iS; 

~T%> ZL t. (C <£ -o tl'So 10^^AV|Q70^% 

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

0#^AN£l60#F^©iBHT&:tjIiR£tif#£o 

izmm (20t^^^480tr^, »tu< £240^1 L < &4 

[0045] ;^(c, ®^M£tifcMS*Ipnpfr^ fcmmKfeZtclZ/i1?? 4 

o.c 

. T. compound (Miles. Inc) ^(CUM^rifxA LT^In^-tir/ctCD^ O^^T-, 

S) ibtl&0 A^7< 

^ti/cM^ipnp^±i^yic;i)*^timsb b 

s±i^yt LT(is *=? 

7 J ymrMiz&m^nm&o s^M^tifcMtiipmx^y-ju^ffl 
^TJ$7.K£ti£o J —)\s, 80%x^y-ju 

% 100%x^y-JU(c|III^;l;*£tl£o<h(Ci:-3T. ^§£MI*Ipnptl 

•2>o /5/*(Cil'^'I>0^f!t3;j3c£'LF[jI]|£(is 10^f!t]Av^i&EI<j3<£tjn[jI]Av^3[Ii](Z)§Bl3 

"e^SlDl^^tltf^o £tcs ^^t/c(i4°C(Cfc^NTt;l)*^tlt#^^\ 4°C 

(c a IN T mm tsti&mt; izm ^ <D 0# m ttm. ̂  & 9 mi t 
LIN0 uxcs^^ti/cti(c, iim^ipnp^/^7o 

(C^TSiI£tl£0 ^©)Sffi©dr^U>^(Z)S^(C^'r^0t^(i10t^^^ 

^^©iBH-e^siDi^^titf^o ^©Pi(c, ^-cs&£ti?#£U 4°c(c 

fc^NxtS^^tit#^^\ 4°C(cfc^NXS^^ti^if^i(c(i, S&00#iaUi, 

it^^©0tr^^s^N^9L^N0 /^7< >s±i(c^-r^0t^ai;t/ 
10^^<£t/10Av<Q4[n](Z)iBHIT'3S!a!3SiR^tit#^ ~t(D 

mzs ^-C^S£tlf#£ U 4°C(Cfc^NXtS±I^tlt#^^\ 4°C(Cfc^NX 

s±l^ti^if^(c(i, SS00#Faitt* it^^©0tr^^StN^9 LIN 
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o s/c, 4 ynmmm (EGH6 
0, Leica#) Z. t IC J: -oX, 7 4 >^±1^ tl 

m&o 

[0046] ±5£<D J: 9 (C lt^7 7 -f tl/clfi^Ipnp^^^lCg#Ti> £ <h IZ 

ct^T r 7°p v 0 J tu Z © 7"p >> *? if $ V P h — A <fc o T1 Av ^>20 

/x m © |5 £ <Q H}R ^ tl •!> FJTH © I¥ £ (C ?£•tU 3 tl £> 0 3 tl tc HIM ft & 

&t£© XfoZXyj K^7X± (CHS 3 tl £ £ £ IC <fc y M 3 tl £ 

o £©*§£-££>1^ KJlyXlZQ. 0 

1%/1v0|>l-L-'J ->*> (Sigma) *=&$?&£& 

m^tim&o @* $ titcmmj] n- e> 10#^ © ^ e> 3i±R ̂  ti & M & 
^m&stiSo 

[0047] tammftfr. 
ifS L^H^i(cfcs^T(is TJNJUV U V@^c<£ U#i^<h©SJ^t4#;Ji§§L 

fcMC©£jfcte£®,i&fc-t£o 7°P^77--tfKJg®^'fb 
;£ (PIER&) RTtgT?&£ U mmm#iWM%4t)£ (HIER& 
) zmmtzzt*, RIMX&ZO %tc, TiE-e^ti 

%>&0 izmu^tiz r mastiffs ̂  1(DMMWnn] ©9% —©*Ipnp(C>tf L 

Xs PIER&£jgfflU (DWnnitZM UTs HIER;££MU 

1±tct $©^P^©lfeMMJt©*S3i£Mlb-t£ £ t&RimXfcZo 

[0048] BffilZ£l*ri£s rJ (DlMX^ZtlZJ:? IZMM 

t*tis tbtitcn-DvmmMFntf-MHM^ti& 

o o©^Ml^pnp^|l|^±ll^^ tlf#£--D(D$m^nnXfoZ> Z t&M£ 

IA\ rim$ttf#5j tits fflJ:l:$x1"^-'^©ll®Ipnp^ze©M^lRnp^ 
5fef & $i&tiMinnn "e S -©Iffl^ S tc <0*1$^ tlT ̂  £ £ «h 

znmtzo m&tztyfrt uTiM)M^ti/c-o©ii^i0an^ii^ 
£ tit# %>--D (DWffiMaa XhZ>o IZ ^fxSU (C IBS U & ̂  PS U 

s riwi^^ti#^-o©iflM^innnj Lxmm^titc--D 
dtUCjQ^Ts LTliM^tlT^^< 
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n*i"cifi*rc££i,<Dv$>tii£ r^£nt#£~^©Ml*innj (c§£^-t&0 

IfflJ® t tc liiSroMA^ B&—? ©Mftlnnm~eM~e $ £ Jf^r £ L T (is 

(1) Mltfl^i45(Z)ipiij^i±^|W]—©ftS(c|W]— 

tumvwfttffefct&mt;, (2) ^§£«©tj]^^§£¥®MI±© 
m-(D\iLmzfet±t < t&5Q°M±s if S L < &60%£l±, £ 
fcifS L < (£70%£l±, M(c»t L < &80%£l±, ct^fJK (£90%£l± 
. mzitfg L < i£%°M±x$>z>m'£s 

[0049] ffcgigtrCJlES'fb&tt, Vnmz&Z>1)n%kJ5%>Pt-\-<7 [s-7lZ£ 
%kl5fe. t/c(i, a&Stf 

ilWC(C{£/ctl£i: 9 (C780W©!±l^T1i>«iI-t£il^ 4M#ES-fblCg 

T£0#^tt5#-60#©F^fre>&:tMiR;*tu 0y*.tfi0£f^-c&£o trcJi©E 

S'fbMlKis 10 h U 0 A$f1Sr}&©flik ffrlxCDTarget Retriev 

al Solution (DakoCytomation) HCDc£i"T:'fT9 d <hTIB0^15600 

(C&^T(£Target Retrieval Solution^rfJ^f'So $K^bMS0$n^<h L 

T KGPC3KI* -r^Kji^©xn°h - 7°^* ̂  zmmLT, 
&£!if £ taH £ trCft CDI*CD*i tii # RTt£ £ & £ fc © "e £> T tl©M 

®r>& 

[0050] 7°P^7—tr'KJlE/m)i(Cfc^NTM^tl^7°P^7— 

^SSfelC^lNT^lCPS^tl* £©-?&<, -^ft(CA#Rlt^ci:70P^7-

-tr^^HM^LTM^tltf^o ffl^^tl^7°P^7--tf©^y«h LT, 0.01N 

j^l£^0.05%)j!jt©^7%>X pH7.6©TrisMii)S^0.01%}jiS©Ca 

Cl2^M(C#^-r^0.1%)1S© K U 7%>>, 10 mMCDEDTA£<fctf0.5%©SDS£ 

#^pH7.8©10 mM Tr isJ^MSi^l ~50Mg/mlMJt©7°P^7-irK^;6^? 

iglC#tf£>tl£0 £ blz7nT7-iiK%m^2>tm'&* ^©J5Mt©pH(i6.5 

^^9.5©r^-e^si:)i^^ti, smsn^ K U 7isymMM^*=£ K U 7%>>PI 
t Tv 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 
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commnt Lzm-fbtiz0 
%>if. J5J^^Sli25oC^^50°C(Z)iBHft(Cfc^NT^l:^M^tlt#^o 7°P^ 

T--tz^jipjbmmi°cizJSJ»mMJ*.# 1 e>5 
15#, 30^ 45#, 10m 20m 3mm 

% mmmxh^>0 Ltcm. 
tl&o (Phosphate buffer s 

aline) A*£fjjiUCffilN £> tl-i> fliik T r i s±^ItM®i>f^ & tTM (C T* tit# ~b 0 

. LT(i^(cT5^^©^)f ̂ m^Mt^&ifum^nzif 

[0051] m mm a tmpcs^to) 5 ̂  
ikBl^trCJlE^b^tC <fc StrCJlE^bMS^Jig^ ntcW$M°u&£l$/ £.tc 

(i7°p^7—-tftrcJlE^b^tc <fc ^J/CJlE/^bMil^lte^ tifcMftlnpicft-
LTs m^^tl^KGPC3^^-^^,h UTJ5J&£1±£O i^JSJ&tttrCGPC 

3trC^^tn;Jl^©x tl° h-70;&l^ 

^#T-e^ffi^tl^o at. ^§£J5J^£4°C(CT«. t/c(i37°C(CT10t^ 

°c^^50°C(Z)iBHft-e^M^tit#^ u sj^0t^iii^^^7B(Z)^-e^M^ 
tit# £ o <£$nn'T? © J5 Jfc £ tl £ *I^r (C tt s 0# J5 Jfc £ -tt £ O <h tfi? t 

Ul/No L/ctil% J; o 

tl£c /7t/#fflM®i)SliPBS (Phosphate buffer saline) ^fcFjiUCffllN £>tl£> 

ffe, TrisJ^Mii)StMlCM^tlt#^o MMs m%3kft£ LT^^c 

T 5 3 ^ tl-2> if, ^^00^[lfl£<fcTJ?/niiJS 

M^M£tit#£o 

[0052] )X^Z\ Z> 

—&£ift£ixJfc£-t±£o — ̂ ^W^W^t^tcSbOWMPtW^Z^-o 

Z^fcWM^Utc—^-KWif^hn&v FITC (7)lt 

Hz'f h) JpCy2 (Amersham) „ Alexa488 (Molecular Pr 
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obe) 'J 7 * *7 

% n-f 6ti£0 

[0053] ^/LGPC3#L#£% ^lM/lGPC3^fa^mmt 

at, mm 
t tc &37°C lzr30fr75M1BmgM$ nzt>\ ^GPC3^i* £ 

fa t tfitiim$ifafc£fa&J&MTZ<DIZMmmt?js£ nmz>» m*. 
s^JS(i4oc^<b50oC(Z)iBSift-e^M^tit#^ Us j5j£0#^&i#fre>7 

u% z> o ^-e ® s cs; ^ ft & *i-a- (c & m ̂  0^ n jg jfc £ 
-l±6c:£tf$?£ Lixo —L/ctts 

(C J: oXfft&'Z tl&o (Phosphate buffer saline) 

Trism&mmfatft-mzitm^nmzo MM, &>#=£# 
£ LXtem&lZZ5#ffi<D%c&$:3®mjfoTZJ3%&&R3tlZtfs 2fc&00# 
m £ <fc tJ^Jt$ ft?# £ o 

[0054] %izs =x&ifa£j&&M$tifcmffimFnizttLTs 
-K#ifa(DmM%}n£ 

0.02%®gHb7KSi7K£:pH 7.200.1 M h U zm@fM®i)S"e0. l%)lJt 

(CliS^ft/cDAB (*/?§ ;*>*/*/» !&&£*:4 SSitu^m 

T^thZ.£[z^^X%bU^fR\ibykXW^M°ati^ y* =LS<- h£ft£0 D 

AB0^(C(is DAB-Ni^AEC+ (£l±, DAKO) ftt#£ 

o >r y*=L<«- B^Tll«Ti^fe0*iJt£iEllu 5S 
ft/cisp^T-M^ip^^r p B s izmmtzz. £iz£^xm% 

4bjxJfc#it#> £>ft£0 

[0055] -^i{*0*IlltlSI<h UTs U 7 * X 7 7 $ GiZlZ 

% BCIP (5-7^^-4-^ p p-3-<> K'JJU'J >@f) /NBT (- KP7VU—-x s 

yV'JOA) (Zymed) SfO§)S (10 mM*lJt®MgCl2£tfctf28 mM)lJt0NaCl£ 

#Wt3pH9.8050 K 'J -7 A«j^(C, 0.4 mM*lJfCNBT£JJ:&0. 38 

mMJI^BCIPtf^g^ftfct,©) S^ft^o 

% BCIP&J:tJ!;NBT0{ij3(C(is Permanent Reds Fast Red% i£/c&Fuchsin+ (£X 
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DAKO) -f MCftftoT, 1 mM)j§f£(D 

fofr&TJUt) 'J 7XX7 V~Jl> (i~t)y 

, 0.1 UiUiti- h <J OA&J:Z?50 7*^0 A£#fr0.1 M 
h (pH 9.5) m^zziftfr>bmm70\s-( 
huttj:^ -<y*=LS<- \-(Dmmz&^Ts mfrmmtT-zmmiss s 
j^g$i^ti"es>i>^fe©^u-7+fy(D)timmm^ntcwmx, MI^IPP^ 
7K^t/c(i2%^U £-Jl7)lZ\-)l%:^fcTmz£Z>jRfcsWit(Dm, TBST (0 
. 1%©Tween20^:#^TBS) (CT)ft;#£tl£0 #=l • -f 

L T £ tl £ (C £glij$(C<£ -z> T(C # jSgSW#£ tl£ £ «h 

(cj;^T#=ip-r KtfRT*nb£ti£0 mn$(Dj5mzmMMiz<'Mnxfoz>o 
[0056] FITC (7>/U^" HZ'f V'f V51^">'77^-—K) JpCy2 (Amersham) „ Alexa488 

(Molecular Probe) LTffll/N/ci|-n (C 

It LTs $ !±! £ tl £ ft %m^Z>Z£lz£^T & £ tit# £ 

o 

[0057] 7 

*fgHJ30#PS:£&-^il"Ctt, ®HGPC3}jiS(CjPA.T, 

T^HH$ ntc.rn.mz&«•&GPC3©^HM^e>. GPC3^ift>^^y^)i^^-e 

Jl^ti30 #PS^^-H*i-e(i, ±IE©;^£(c^T*£!±!£tifcM£(c£ 
w- & GPC3©fggEmA. # TIEic^y^ $ ti *$m^y5)iiz&-oxmmt $ 
ti£0 *mmz&^Ts ^(D&oizWL^k^titcW&iz&ttzwzms&Lm. 
£ rGPC3©MHI^^feX=l7J <h^9o 

[0058] WO2009116659(C|ES^tl/c^)i(C Ltctf^X, $t Mz^t&mzfit^ TH 

HH^tl/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 m 1 & 
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2 ©f+H^c; &1 '3lsZl]QWl>Z{§ibtl£>7s =1 7t\ 
&GPC3©MMft^lfefe*=l j7 r^Mx=l7 1J £W&) t 

Lzm^n&o 
[0059] [^1-1] 

mm mm XnT 
(PR) 0 0 (PR) 

l%£l±20%^m 1 

(PR) 

20%£l± 50%7fe?ffi 2 

(PR) 

50% £l± 3 
(SI) 

• »K (si-cp) 
• IM&K (SI-cm) 

0 (SI) 

• »K (si-cp) 
• IM&K (SI-cm) 

ispm 1 

(SI) 

• »K (si-cp) 
• IM&K (SI-cm) 5 mm 2 

(SI) 

• »K (si-cp) 
• IM&K (SI-cm) 

3 

(SI) 

• »K (si-cp) 
• IM&K (SI-cm) 

4 
(SP-cm) i® 0 (SP-cm) 

1 

(SP-cm) 

if' CD'MB (DMBM(D — tISfc i rj—f |5CDiBJJScoCD 2 

(SP-cm) 

^ifcD^flgcD^KwRJ^cDlfe-fe 3 
(Sp-CmtDffiCiLT, 4{§l£fc«: 10 f§tD*f#l^SBj§& 

[0060] [&1] 

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

[0061] imi 

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

[0062] [^1-2] 

MS«^3T1 IHC total ^37 

7 J£l_t 
7^}K 

[0063] mz, t L< &»ltft©lfefe^Jt£0~3(C:fr§iU 

($M : KS. McCarty Jr 
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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) tl0 

[0064] -^T\ BS afefe©tU^£7^C0~3+(C^It" 

Z> TIBX =1 7 'J > 9*7)1 =f 'J XAfcJ: XfM 7)1 =f 'J X AIZ t £ -3 < Mi 3. =1 

7 (^i^372) #0!J^;*tl£o 

[0065] imz\ 

^37 M 
0 0 

1 + 1 + 1 + 

2+ 

(?±:z>m& io% 
Tfeii) (fcfc*u io%£x±K&5rtzMmwfo 
<o$k&<o^f&\z.± (ffi : SMSKrtGoSfe&dSfeS# 
-a-, SMfflJtew 50%7feii)) 

3+ 10%£X±K 3+ 3+ 

[0066] *f£nfMz&\,^Ts rGPC3©IIHI^^feX=l7J £ LT(is mx.&Ztlb 

<h\1^1X37 1, HX=l7s IS^rMX=l7 2^(Z)^4[-et/c(iotl^^: 

$m^(D-mm£LT&, rGPC3© 
=i 7\ =i 71 $tit#& u mmm'M® 

-H*§<hLT&, rGPC3©MHI^^feX=l7J =1 7 2 
^ tit# •!> o 

[0067] GPC3*jft>£ilSi| 

*fgBJ^C£lN-c rGPC3^Ift)^^yj GPC3lC<fcy*&fr;*tl£ 
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GPC3mL PIS. Ztcim 
mzttc>bi% ttcizwcszfzmtzmmiztttzmmM^zbtcbthb 

tl£©•?&&<* GPC3fiD££SI^ftk £><fctf£4b 

GPC3*I^>£ 
mMomt LTs ( 1 ) GPC3(Ci^-r^ u t'y K^^I-^GPC3(0^(0^ 

^-CGPCS^©1;#> K^co^ic^-r* 

(2) GPC3<h^©'J K<h©i^C&T>£L&^\ 

•-J, GPC3(C<££^(Z)'J RCftT£!ie^Cj;oT£i;£S1££PM3ifctt 

(3) GPC3©fgIl£;l/>£l±£^fflt)lt. (4) GPC3 

c:tf 

'a^tl'So "J t'y KCD#PS£&—WMt. LTs wnt (Cancer Res. (2005) 

65, 6245-6254) % IGF-II (Carcinogenesis (2008) 29 (7), 1319-1326) t 

/c(iF i brob last Growth Factor 2 (Int. J. Cancer (2003) 103 (4), 455-46 

5) $KW ( 
>£#fr) . (7>^"fe>Xt/c(iRNAi^^ 

). ̂ 7O^K\ 

[0068] *fgB£0GPC31Ift^£iJ£ L 

#pg£&-iMi<h LTs Kte©<£# 

fJpy'jViitl: (WO2008/046085) fWy^£tl£0 t/c, 

K144-152 (|3?U#^ : 

2) t/c(iHLA-A24^SttGPC3^7°51 K298-306 (I3?U#^ : 3) (Clin. 

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

[0069] ffr.GPC3ffr.te 
^0^©GPC3^i^^^y«h \^ximzn%wc3m*mmfete-mmt 

LTs (BioMosaictti;''J^^py#^B0134R(Z)t^:(C|R^^tlT^^) 1G12 

$jiW (WO2003/100429) (Ant i 

body drug conjugate (ADC) ) (WO2007/137170) 
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[0070] LT, WO2006/006693tc(iWO2009/0 

41062(C|ES^tl/ct h^KGPC3^^y^^tl^0 : 4 

. IB^S^ : 5, : 6 Ut tl^fiflCDRU fillCDR 

2£<fctffig|CDR3, t£ ibmz : 7, 13^#^: 8, : 

9-e^tl^tl^^tl^gflCDRU &^CDR2£J;tf&gtCDR3£^frt: MbirCGPC 

3j/ciw\ ^0^©GPC3^i^>^^y«h Lx&m^nmzo ^^HK^GPC3K 

&(DttWZ&LX. IB^#^ : 1 0-ei^ftlSfil7 U-A7-^l3^yt/c 

: 1 1 14#®^ 

t: h7 U - A 7 - ̂ lB?y#®iI^©±t t Mb©^f©x>7°U- K <h LT 

[0071] ^ bizmttzimfett-mmt LT. IB^#^: 1 2, 1 3, 

£<fctfSB?y#^ : 1 4-e^tl^tl^^tl^fillCDRU figtCDR2£<fctffigtCDR 

3, ft ^ mz IB^y#^ : 1 5, IB^y#^ : 1 6, £<fctfBB?y#^ : 1 7-e^ft 

^tl^^tl^gflCDRU gllCDR2^i;t/gllCDR3^#tJ^GPC3drP< y^KWt. 

tctet Mb*/LGPC3j/C{W\ *fgB£0GPC3jIft^£iJ£ LZ&m^timZo ^ 

mt\*fcti&pc3mfa<Dwmz&LT. ras^: 1 svmztizmmzns-

A7-^IB^yt/c(ilB^y#^ : 1 9-eil£tl£git7 u —A7 —^IB^y«hlB 

^}(Dm— K7 U - A 7 — ^ lB?y#®iI^©±t t Mb©^f©x 

>7°u- h<h LTtffl^Wo 

[0072] LTs IB^#^ : 2 0, 13^#^ : 2 1, £ 

<fctfBB?y#^ : 2 2-e^tl^tl^^tl^fillCDRU figtCDR2£<fctffigtCDR3 

, : 2 3, IB^y#^ : 2 4, £<fctfSB?y#^ : 2 5U^tl 

^tl^^tl^gflCDRU gllCDR2^i;t/gllCDR3^#tJ^GPC3drP< y^KWt. 

fcttt: MbJ/LGPC3J/[{W\ *fgB£©GPC3^ft^#J£ ^ 

mt\*fcti&pc3mfa<Dwmz&LT. ras^: 2 6zmsnzmm7is-

A7-^IB^yt/c(ilB^y#^ : 2 7 "e^^tl^g|l7 U-A7-^IB^y«hlB 

^}(Dm— K7 U - A 7 - ̂ lB?y#®iI^©±t t Mb©^f©x 

>7\s-^£LT tiZo 
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[0073] : 2 8, IB^J#^: 2 

9, : 3 0T^tl^tlil£tl£fiitCDR1, figtCDR2£<fctffi 

I1CDR3, : 3 1 N 13^0#^ : 32, fc^T/SB^J#^ : 3 3 

T^tl^tlil£tl£$£itCDR1, &g(CDR2£J;tf&MCDR3£^fr&GPC3** ^ 

mthIbirCGPCSirCte *f§B£©GPC3^I^)^^J tLXfem^ tit# 

So MbJ/LGPC3J/L{*©^S^CPiLT, 133^#^: 3 4xm$tiZSm 

7 \s — A7~: 3 5 X^S tl'l>$lljt7 U — A 7 — ^13 

MtW,^}(Dm— h7U —A7 —^@3^^ItI$R(D±X£ MbCD 

m<D^y 7°u- h <h LT^ffl^tlSo 

[0074] £/c, mcomte&imfete-mmtLXs IB?y#^: 36, 3 

7, £<fctfB3?!J#^ : 3 8T^tl^tlil£tl£fi$tCDR1, fittCDR2£<fctffi 

IHCDR3, f£ iotfitZ. 13^0#"^- : 3 9, 13^0#"^" : 4 0, fo^t/IB^y#"^ : 4 1 

T^tl^tl^tlS^MCDRK SIMCDR2^J:t/gMCDR3^#^GPC3^p< ^ 

Mbj/LGPC3j/[{w\ ^B^©GPC3^i^)^^y^ Lx&msnm 

&o Mbwc3^<*©^M»LT. i3^y#^: 4 2xmstizmm 

7 U —A-7 —: 4 3 X^Stl3g|g7 U-A7-^g3 

^«hl3^y©^l—K7 U — A7 — ^ 13^#®tl^©±tt Mb© 

^©x>7°U- h h LX&m^tl&o 

[0075] £/c, i3?y#^:4 4, 13^0# 

§:45, I3^y#^ : 4 6, 13^#^ : 4 7, 13^#^ : 4 8, 13^#^ : 

4 9, a<fct^s3?y#^: 5 

m^vms &e>tHciB?y#^ = 51 Mb 

KGPC3m{*^\ *fgB£G)GPC3jIft^£!J£ LT{£ffl £ tlt#£0 ^©ffeCD^PS 

Mte-m mt LT, i3^y#^ = 44, iB?y#^ = 45, IB^#^- = 46, 13 

: 4 7, IB^y#^ : 4 8, 13^#^ : 4 9, £<fctfSB?y#^ : 5 0 T 

m. s ti & ail £ ti £ an RT^M, & b xf tc S3^y#^ 

: 52, I3?y#^ : 53, 13^#^ : 54, 13^#^ : 55, 13^#^ : 5 

6, 13^#^ : 5 7, 13^#^ : 5 8, 13^#^ : 5 9, S3^S^ : 6 0, 
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IB^U#^ : 6 1 , IB^U#^ : 62, IB^U#^ : 63, IB^U#^ : 64, |B?U 

S§: 6 5, £<fctfSB?!J#^ : 6 6 

K^KGPC3K^^, ^B^GPCS*!^-^^ L 
z&msnm&o 

[0076] t/c, mvmttzi-mfete-mmt LT, IB^US^- = 6 i-em-ztizmm. 
: 6 8T^£ft£&gtRT^Ji£^frb h<btfcGPC3 

trCttu IB^U#^ : 6 9T^£ft£fi^^J5$£<fctfSB?!J#^ : 7 OT^ 

h^KGPC3K^, IB^U#^ : 7 1 T^^n^fil 

: 7 2T^£ft£&gtRT^Ji£^frb h<btfCGPC3 

trCte. t LOilB^#^ : 7 1 T^^t/IB^S^ : 7 

3T^£ft£3£gtRT^Ji£^frb h^KGPC3K^tt/c, *3§B£(Z)GPC3*I 

tLx&msnmzo 
[0077] MMftftftj&tt 

^B^©KGPC3^,h LT, 

&0 LT, 
SSlT'&ttilfflSS'fSS1 (antibody-dependent cell-mediated cytotoxic i ty : AD 

CC) )St£, (complement-dependent cytotoxici ty : CDC 

) *f£BRlZ£VT. CD 

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

LTip-n L, s 

ft ©irCJI^#?ADCCS1££^f £frSA\ XttCDCS1££^f £ frSfrte 
MJAE^ tl?#'?) ($|z.tef. Current protocols in Immunol 

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

[0078] £ts X7x^7fr-Mm* Mfa&fas 
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(1) 17 

RPMI1640i£±fe (Invitrogen) ^ 

Tl$Jt«^it£tl£o (FBS% HyClone) 

T&&£ 106/mL(CilMf ZZtlZ^i X. 17 

i * * nmzo 
[0079] ( 2 ) 

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

LANE) %Ud{%lzmRt&Z.tlZ&-oX, ffifa&fotfmWk* ft?#£o 

[0080] (3) 

mCi CD51Cr-^ • h >J 0 A (GE 

-r^Ht-rx>X) tt&iz, 10% FBS#^DMEMi^±te^T37°C(CT 1 

Jiltilill 10% FBS 

^mpMii64Qmmzx 3 tifcmi&(Dmig%2xiQ5MizmmT z z t 
lZ£-?Xs 

[0081] ADCCSte. XttCDCSttttTiBtC^S^JCcfcyjfly^^nffSo ADCC^tt 

©MJ^CD^ln" (is 96^ xjHJjg7°U—h (Becton Dickinson) (CjQx. £> tl/c 

£50M I"fo<htrCJl^^?3b^X±IZX1 SftmJ5J&£ tt £ ft £ 0 * 

©ti, X7x^^-|ffl^100yu,l^JPA.^tl/c^|^7°U-h^\ 

+ into (irCJI^#?) 

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

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

D5005, Packard Instrument Company) INTMJAE^ft£0 

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

•2>o A(i£§S;|SUC&tf£ (cpm) % B(i1% NP-40 (nacalai tesque)^: 

(cPm), 

tt (cpm) o 

[0082] —Jo, CDC^tt©/!!]!^©^-^(is 96^ xJU^FJi^U—h (Becton Dickinson 
) (CJPA. ̂tl/c^50M l-r^©^Ift«^:KJli^^^7K±(CT15^^J5J^ 
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y*^^<-$-ftx4mmBw.snz>0 
A.ti0t/c(i3Mg/mL^(Z)}jiS^IS^^tlt#^o ffSti, &0 i,/Ufr£>0JJX£ 

titcmit[<D±m<Dmtt?£&ti\ isy^ti^y$-ikm^xmi£snz>0 $s 
ti [R] (<-§1" ji^ tifl§ •S 0 

[0083] lilSttii 

t/c. ^^©SiGPC3tn;^©#PS^^-^^:UT. 

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

body drug conjugate (ADC) ) (iWO2007/137170^(Cfl:'f^ft(CH^^ 

tl&\t^W,)£MXfo -o X t <£ < s ^/cAlleyiQ (Curr. Opin. Chem. Biol. (2 

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

, yft-mX# 
[0084] ^0^©KGPC3^(Ci^^tl^jb^^y^T(C^y^^tlt#^ ; 7+f 

U tf> (azaribine) % 7tX hPV-JI/ (anastrozole) % j7 +f:>51 'v> (a 

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

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

hr'yV (camptothecin) „ 10-t: KP^r5>^ >7° hr'yV (10-hydroxycamp 

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

^ • "7 A7':>,IU (chlorambucil) % ^7,Zfy^~y (cisplatin) „ 

y (irinotecan) „ tDU^Zfy^y (carbop lat i n) „ (cladri 

bine) % :>9 • 7 7 $ K (cyclophosphamide) % tf> (cytarabin 

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

'Vfi/y (dact i nomyc i n) „ 90 X 4 :> > 0*)V0 • — K (daunomycin glu 

curonide) % #'0 J JUtfS'> (daunorubicin) „ T1'dp +f *? sj y (dexametha 

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

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

nide) % (epirubicin) „ If ZJH7. h7'y^t'-Ji' (ethinyl 
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estradiol) % 17 > (estramustine) % x K (etoposid 

e) % x hTiO/ pn K (etoposide glucuronide) % 7 • dpi/0 1J V 

y (floxuridine) % yjU^'y^y (fludarabine) % K (flutamide 

) s 7 (f luorouraci I) % 7 )\s$~ dp:> ̂  • > (fluoxymes 

terone) % (gemcitabine) % t: K • dp:> 7°P fT,^ • ytl 7°P 

X—h (hydroxyprogesterone caproate) % t: K • dp:> 0 U j7 (hydroxyure 

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

ZITK'JV (leucovorin) „ (lomustine) % 7-f -f K (ma 

ytansinoid) % ^$n\s$$.y (mech lorethami ne) % ^ K • dp:> 7°P 

• >7117^—h (medroxyprogesterone acetate) % h • — JU77"tZ71' 

— h (megestrol acetate) % ^-JUyyyy (melphalan) „ ^ Jl>£] 7° h 7° U 

> (mercaptopur i ne) N ^ h h Udp-tz — h (methotrexate) % $ hdp+f> h 

uy (mi toxantrone) % $ h y~7^i/y (mithramycin) „ $ h ~7^i/y (mi 

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

„ 7°U K-V*> (prednisone) % 7°P (procarbazine) % 'J 

^dp-tzJU (paclitaxel) % (pentostatin) „ (se 

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

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

h (testosterone propionate) % +f'J K (thalidomide) % 51 

^0*~F — y (thioguanine) % (thiotepa) % — K (teniposi 

de) % (topotecan) „ 0 yi; )\/^? X*? — K (uracil mustard) 

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

UTvfV (vincristine) 0 

[0085] *fgBJ^C£lNT, € 

JrCGP 

at100~2000% L< tt200~10000#?fi£^-r£o £££$1^ 

L/cjb¥^)i^y(is 
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£ £ <b^&&J (is ft (C£ tiZ> 7°• K => *> 7 

[0086] gfcs *wmwc3-mmmn^mzm%stiz>mmmmmmt LT 
(i% Pseudomonas exotoxin A% Saporin-s6% Diphtheria toxin% Cnidaria 

n toxin^(Z)^tt/^7°51 K (hdp5>>) -^Radioiodinev Photosensitizert 

®msti%z>» uxtis $]*.&\ yK(D*>(Dt>mmzmi 
<Q tl£)o 

V~? y- 'J I7 h y AfH (Diphtheria toxin A Chain) (Langonefb (Met 

hods in Enzymology (1983) 93, 307-308) ) ; 

•>"ZL — K^E^TvX> K h > (Pseudomonas Exotoxin) (Nature Medici 

ne (1996) 2, 350-353) ; 

'JSsy$M (Ricin A Chain) (Fulton£> (J. Biol. Chem. (1986) 261, 

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

r>bs (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) ) ; 

~F~?x)ykW( (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) % &ctt/Thorpe 

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

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

„ Cumber |Q (J. Immunol. Methods (1990) 135, 15-24) „ Wawrzynczak 

|Q (Cancer Res., (1990) 50, 7519-7562) „ JS^t/Bo lognes i (Clin. 

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

7l\ — ̂  0 -f — -f JU3vllE=| (PAP-s; Pokeweed ant i-viral protein 
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fromseeds) (Bolognesi (Clin. exp. Immunol. (1992) 89, 341-346 

) ) ; 

(Bryodin) (Bolognesifb (Clin. exp. Immunol. (1992) 89 

, 341-346) ) ; 

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

341-346) ) ; 

)\/Vy (Momordin) (Cumber^ (J. Immunol. Methods (1990) 135, 

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

c^t/Bolognesi (Clin. exp. Immunol. (1992) 89, 341-346) ) ; 

dp> (Momorcochin) (Bolognesifb (Clin. exp. Immunol. (199 

2) 89, 341-346) ) ; 

2 (Dianthin 32) (Bolognesifb (Clin. exp. Immunol. ( 

1992) 89, 341-346) ) ; 

V ~F y^ y 3 0 (Dianthin 30) (Stirpe F., Barbieri L. (FEBS lett 

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

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

6) 195, 1-8) ) ; 

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

6) 195, 1-8) ) ; 

yftJl/^rS/y (Volkensin) (Stirpe F., Barbieri L. (FEBS letter (19 

86) 195, 1-8) ) ; 

(Dodecandr i n) (Stirpe F., Barbieri L. (FEBS lette 

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

h 'J f > (Tritin) (Stirpe F., Barbieri L. (FEBS letter (1986) 

195, 1-8) ) ; 

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

195, 1-8) ) ; 

h 'J Z| dp 'J y (Trichoki rin) (Case I las (Eur. J. Biochem. (1988) 
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176, 581-588) % lognesi (Clin. exp. Immunol., (1992) 8 

9, 341-346)) o 

[0087] -j5s 

% 967 xjU^FJg7°U— h (Becton Dickinson) ^I^^/LGPC3-

7K±(CT15^r^©J5J^^Ste^tl 

Z>o [s- 1 jbN£>4 0#H^K >dpzL^ 

- h£tl£0 KGPC3-^^IS^©it)jiS(i0^^3Mg/ml(Z)iBHft-e^l: 

femsnrnzo iSiti 100 Mi©±;t^0jjx^ti. 7>*-v%m 

IZ LTf+H£tlt#£0 

[0088] FdM 

*mmfaWC3fomz^;3.nz>'Mn$Mmz^;3.nz>fc$m&. t: KIgGfr£> 
FC^ 

tte, EU:h>/<'J >7*Til£ft££J;^216fe©:P$ A/W> 

wmzm® t: y^mmMrnfrb, V*>\ CH2£i:t/CH3 KP< -f >£# 

^^Fc^Ji©ifiS^J^: LT, 

<£9tCFcy \st7$-lZttTZ^)%'&$:^TZFc%mtfmfibtlZ0 D 

UhlgGI (I3?U#^: 7 4) , IgG2 

(I3?U#^ : 75) , IgG3 (I3?U#^ : 76) , 3ifcttIgG4 (I3?U#^ : 7 

7) umsnz>^niz#tn&FC^A^J^^ n&0 
[0089] FcyU1z7°# — (FcrR) 

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

y ^p-^M/L{*©Fcli^ci^Lt#£U-tz70^-£^\ ^ItfttcFcy u 

-tz7°^-m{s^C=l- K£tl£^>A^lt(Z)7 T7 $ U —P< >/<-

t KTii, ilCD7 T7 $ U — (C(i% jM 7 7 -AFcy RIa, Fc 

yRIb^t/FcyRIc^rHfrFcyRI (CD64) ; 7M 77^-AFcrRIIa (7P 

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

FcyRUb (FcyRIIb-1£i:t/FcyRIIb-2£#fr) £ j; t/Fc y RIIc£#frF c y R 
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II (CD32) ; V7*-AFcyRIIIa (7• $-f 7°V158&J;tfF158£ 

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

70FcyRIIIb-NA1£i:t/FcyRIIIb-NA2£#fr) £#frFcyRIII (CD16) 
, t; KFcy R§It/c&Fcy RjM 7 7 -A£.tc& 

TU^^i 7°t#ttl£^\ FcyRte, UK 

^7XFcyR|I(C(i, Fey RI (CD64) , 

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

, Mt>HClN^^^^^,©^7 7>FcyR|It/c(iFcyR7-r 7 7*-At/c& 

TU^^i 7°t#ttl£^\ o 9 L/cFcy U-tr7°^-

LTlit KFcyRI (CD64) % FcyRIIa (CD32) % FcyRIIb (CD3 

2) % FcyRIIIa (CD16) RXf/Xltfc y RHIb (CD16) ifmihtl£c t KFc 

yRI^U^f KWmi3?U#^ : 7 8 (NP 000557.1) (C, t KFcyRII 

a CPP^7°H131) KI3^(il3^S^ : 7 9 (AAH20823.1) (C 

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

^^l3^"eS)^) , FcyRIIb©/^ 'J ^7°^ KWmi3?U#^ : 8 0 (AAI4667 

9.1) iZs FcyRIIIa©/^ <J ^7°^ KI3^(il3^S^ : 8 1 (AAH33678.1) iZ 

s fc^t/FcyRIIIb©^1;^^^ KWU&. I3?U#^ : 8 2 (AAI28563.1) (C 

(tl v Pft&RefSeqiF©^ — — Xfi#§^^t) 0 Fc 

yU-tr7°^— IgGU IgG2% IgG3% IgG4^Ey 7 P — -tMn,W(DFc^M^Z^ 

FACS^ELISA7^-^>> h©&;6\ ALPHAS7 U — 

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

>^P,I (SPR) UfcBIACORE&#0&ft©;&&lCj;oTi®s§£ft?# 

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

[0090] FcyRIa, FcyRlb^t/FcyRIc£#frFcyRI (CD64) te^XflZJ74 7 7* 

— AFcyRHIa (7P$-f 7°V158£i:tfF158£#fr) £i:t/FcyRHIb (7P 

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

IgGCDFc^Ji<h £ aII^JU%l*Mt £ ITAM£ 
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~15, 74 77*-AFcyRIIa (7P^7°H13 

1£<fctfR131£^fr) £i:t/FcyRIIc£#frFcyRII (CD32) © g 

KV 4 XCtilTAM^^ttlTt^o U-tr7°^ —(J, 7^P77-y 

^77, KlfflR < ©ft^MlCfgSELTl^o otub© 

U -fc 7°^ -tflgGfiDFc^fcM^t" -5 d ^ o ^;U 

lC<fcoT\ 7^P7?-^'©ttiJPMtt^ 77hl 

tl<k>0 -tp3© <£ 9 (<-/[§t:fe'fb'>' 

^ju^ji-r^fg^^-rsFcr u-t?7°^-^ 

cr Hz7*-£n¥tfft£0 

[0091] FcrRIIb (FcyRIIb-1£i:t/FcyRIIb-2£#fr) 

B«-mFcy 

Rllbtmm^-t-ft- (BCR) t(D^m^^^XBCRt,^(D)^mt^<f1-)Vif 
?^P7 7-^t(t FcyRin 

£?cYRiib£(Dmmiz&?TM&m3$>&ft.fey-4 \-t)4>(om±mmms 
tl Z> o ±§Eo <fc 9 (C»J lb *> 71-)V %{^M t £ f^ ^ t z Fc r u iz 7°$ -

*0Mffl#(c£^T»JsyFcy lsiz7f-£m£tiz0 

[0092] FcrRlZttitZFcSmCDM^m 
fuj££tl£ <£ 9 (C, ^^0^©KGPC3K^(C"a^tl^Fc^I±°|«h LTs FcyU 

iz 7°^ -(c^-rFC^I^W*e^©<£ 9 &FC^$ 

©^PS^-^^LT. UhlgGI (13?U#^: 7 4) , IgG2 (13^#^: 

7 5) , IgG3 (13^0#^ : 76) , £fc&IgG4 (13^#^t : 77) 

Fcr b"tz7°^-^\ IgGU IgG2 

, IgG3% OU-1~)Vmt(DVc%.mzm^\^Mt^t^tiH^ FAC 

SJpELISA7 t — ~? V hCD&fi\ ALPHAS ^'J — > (Amplified Luminescent Pr 

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

IACORE)i^CD^^P©^")i(Ci:(Proc. Natl. Acad. Sci. U. 

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

[0093] ALPHAF1~— £ 70 "tz 7°^ ~(D2z)(D tT—&ALPHA 



WO 2014/097648 50 PCT/JP2013/007529 

, 2-Do^-xtfm^Ltc^fMomzo^ f£yti/?j-jis%&ih-ztiZo u-
•tf-£<fcoTEtl&£ftfc K:f—tr-XF»3©7* h-tJ13S(D 
&m*m&vtm<D-s.jmmtzmmtZo vi—z-xmmtz 
MU &mLT^Z>7t1zX$-£-XlZMmtZ>t£-Xft(Dit¥%X 

U K^"— d—X [Z%n a L tc^^-
£?/7 -tr 7°^ - tr-XlC^ LftlN <h $ Pi— tT-
X©0£t Z> - fiiII£H7 £ "tz 7°^ - tT•- X (c l!lJg L ft IN /c sb, \^%% 

[0094] K^"- tT-XtC tr*^ >*!!$£ ftfcFc^£^fr&GPC3fttetf!l6 
h^>X7x^--tf (GST) 

-e^^b^tl/cFcr 11^1" 
J/LGPC3J/L{*©##£TT&. ^MFc^^^-r^KGPCS^.hFcr U"fe7° 

L520-620 nirKD^y^-^^^-r^o * ̂ b£ tlZ IN&^FCH 

^^^^OtrCGPC3tn;^tt, ^MFc^^t" ̂KGPC3^,hFcr Ut 

7°^-£m&Tz>o 

tizk-o trCftSrSu Lfo-NHS- tr* ̂  > 

#?:ffliN-c tr^-^y-fb-r^ci^tt^'efeSo Fcr u-tzX^-^GST-e^^b 
t&J5)£t L"Ois Fey Uiz^-^r^- Z<7 \stj- K<hGST£=l 

- K t £ # U 3? ^7 U t ? K £ -f > 7 U - A T?m^ L JWU] RTtg 

(C£ tl/c^^7 ̂  - (cM# L tcM^IZ £l/NTmM U <f)l$3-tyt\=> 
A£m^rffmtz>snmz>0 ntcVI-MMPLtf G 
RAPHPAD PRISM (GraphPad£t% San Diego) f 0V7 h 0 x.7&ffi 

—pMilln" (one-site competition) ^ T^UCjiti-n £1± 

Z>Z.tlZ£V tl&o 

[0095] mtz*m(D-?5 CJ^>K) *izyy—?vx<D&mm± 
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(SPR^y^u 

) mtz>*m(oi&?5 (T-y=?4 K) 

51 v 7°CD^®ic^S L U # > F£7 j-?4 \-M^tZ>£. m'MikStiZ^Z 

u # > K^OSM^JP U -tr>v—?y xmmcommcommwmtt 
£o Z.(Dmfr^(Dmt^^^s SPRisVI-lMDliLWifisy htz> Wz&'&tf 

£ £ is &i~)\/(DttLiBteWS) o Biacore'>'7v7zA(i±IE©'>'7 h t^i 

, y 7°il®T©ltm^b£i^c(hl<,U ftfi©0#F^b 

*? £ LZ^^T^ (IzV+f — ^^A) 0 Jz.yJtf — /?=?l±(b'h — ~J 

(ka) <hfBit3lJt£i£(kd) 

©ib^e./^'f-T'f- (KD) BIACORE^-ettPI^flll^tif 

£>ft£>0 PMSFMJ^/iCD'WiLazor £> (Proc. Natl. Acad. Sci. U 

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

[0096] FcrU-tr7°^- (FcrR) il&£5ft&Fc$Ut 

*fgBJ3©ftGPC3fttetf^frFc^£ LT. UhlgGI (I3?U#^ : 7 4) N I 

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

7 7) Z$tSn&fe^mz^3.tlZ>fc$m(Dtet>HZs ^lib hlgGOFc^I 

mCDfcy tFcy Ut 7$-IZtttZ^fe 

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

iib KIgG©Fc^I±iJ £tes 13 : 7 4, 75, 7 6 3; fc 1*7 7T^ 

Stl%> t: KlgGU IgG2. IgG3SfcttIgG40^^JitC^Stli>Fc^Ji©EU-f 

>/< U > ̂ 297ft(CL fcUggttf7 =1 -X#^MIIT& £ Fc$I±i%Mfct & 

o ^©i;9^FcrRip^B^Fc^I±i(i, £ KIgG©Fc^I±i(Z)7$ JI££ 

&M.T2>Z£lZ&?Zft§k-Ztl%2>o FcrR|^B^Fc^I±i(Z)FcyRlZtttZ 

^lib KlgG©Fc1M©FcyR(cft1-£i^;m<£1'J^frS 

fulE©FACSJpELISA7 t — "7 "V h CD[SA\ ALPHAX-^'J — > (Amplified 

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

UfcBIACORE&#0&ft©;£&£ElNTjg:t^;(fe;*ftf#£o 

[0097] *$&Bjjuc£iNT, Fc^iii© £ 
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t?„ KFCT 

^Ttl©Fc^I±it|±l^Fc^I±i(h LTf£ffl£tlt#£o 

£/c, mz^Mm\\XhUtcVc^^%Vc^t [;XS 

bntctrtm^wmtrtmt Lxbrmz&mstimzo 
, £tcte&f£Fcmi£*=\ 
- KI-^7$yitiB^y^SD^Ltf^o aifgFc^uctt, m^oiRxm^sti 
tcM&A.lZ.£-?xm^Stltc'Mn(Dfc^I±i£tit#Z>o !±!^Fc^I±i©BM 

tt, PS££ tlftINt: ht/c& t: h AN^IXt#£ tit#£o 

fcftLOi, LT^i, 7 v K k /NAT^ 

—, 7L/f^X$, *=l, -<2, I*#, b7i/\ ^:>, £-7, ^ 

y, sffis^N^jiiR^tLS^ti^ifis^f^tLSo sy©n« 

(Cfc^NX, |±l^Fc^I±i(it/c, ;b"^-f+f,ik h, Z^+fMk 

Sfcttt: h^^lxt#^tit#^o fcftLOi, d^Fc^te, 

t: KIgG1^^lXt#^tit#^^\ IgG©^©^;UCPS££ti£t(Z)--et&lN 

o d©d<h&, UhlgGU IgG2, IgG3, S;/cttIgG4©Fc^Ji£aifgFc^Ji£ 

£0 |W]*§(C, *BJ^#IC£IN-C, 

fu§EtfMaES©£t)fr£> ©IgGtfMaES©(£^7^ 7X ©Fc$I±i£, $? 

t L < LXm^&Z£ifX^&Z.£$:Mv%T&o 

1"£IgG©/<U 7> h£fc&}#^£tlfc§y©$y&, yMU(D$:Wt (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) (ClEtfc 

^tlSjb^tl^lCRIl^^tl&lN,, 

[0098] &M<D®\£[sTl£—&±<DUMs $!*.#, l±l^Fc^I±i(Z)7 $ J It«h &S& 

£7$ yit^S(CS^^tl/c^S% ^^lN(j|±i^Fc^I±i(Z)7$ smzttLx 

-£l±(D7$i J®kB&(DWA3.tc&lti%Fc$Mi$(D7~i 

yit©^^^#ttl^o fc?£L<&, B^ti©Fc^I±i(Z)7$yitl3^(C(i 
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TZo ti?£ LI^MBMIZB^TS mMtetiiWc$MM(D7$ JWMm£#J75 
%~100%^©7$ JMMmm-feztctemufes £vu< &#j80%~ 
100%*^ ct^fSK tt#j85%~100%^©, ct^fSK tt#j90%~1 

00%^ L< ti^95%~ 1w%&m<Dm-ftttzmm>&(D7$ J 

0^©FcrRip^B^Fc^I±i(Z)^(C(id>^< 1 -D(DT$ JW.(D^tfh^>o l±l 

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

tCcfcoTtifiStc^prfg-efeSo 

[0099] Fc$m(D7$ ;m<D#M<DtMZ&, (KunkeKb (P 

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

ension PCR#0&fc]©;£&tf£ftf#£0 %tc, 

LT, Wkommli^um 
~Stl%%) (Annu. Rev. Biophys. Biomol. Struct. (2006) 35, 225-2 

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

) o MTL&S lt±=l K>© 1 oT^^UAGzi K> (7>/<-=l K>) CDffilift 

7 >/ <—+t 7° U >> V- — tRNAIZ#5^ 7 $ J ItS tltc tRNA^# £ tlZ> M 

IfflSSSliR^'vTvT^A (Clover Direct (Protein Express) ) Hfe 

l/N <Q tl&o 

[0100] ^mn(O^MB^^Z^tlh, KIgG©Fc^I±i(Z)Fcr Hz7°^ 
•?>IpcT/c&ttct V &Fcy Hz 7 ̂  •?>IpcT/c&tt^iW)tNFcyRIPCT 

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

$1i$£ LTm^btlZ t: KIgGSy^^yP7"U VCDj7^ 

I^FcyRi^B^Fc^I±i«t#^tlt#^0 &M<Dtcfy(DlR£. lAMgGSUft^ 

• 7"'; VCDFc^Ji£ LTtis IB^U#^ : 7 4, 7 5, 7 6 £/c&7 

7-e^^n^t; KlgG (IgGU IgG2. IgG3, £/c&IgG4, te^Xfi^tlb®®. 



0<2r£i#:?2<2:4.#W£ 

4-^21-4^41 ̂ d^ fi <2:4-^21-4^ 4-1 ̂ odOPpFi^odOPOB 

T21^20911 /- $ZG9<5°1:^c5/1#^|l^ ^Z09T 

YCIC-^:^ >^sf/<l:a|^^ltc)v(/#ga)5}0l7l7.>aT£P5}9£l7 ^£17 ^}6217 ^8 

217 s5U2l7 "MlZP ^}96£ s5}26£ ^}S8£ s5}28£ s5}08£ ^}6££ ^}8££ 

LLZ LZ s5}6££ S5U££ s5}9££ s5}S££ s5}l7££ '£}£££ s5}2££ ^H££ * 

5}0££ s5}62£ s5}82£ ^\LZ2 s5}92£ ^}S2£ ^\WZ s5}£2£ s5}22£ s5}02£ 
S7T}8L£ s5Ul£ ^}SL£ S5}£L£ ^Hl£ ^}S0£ s5}l70£ s5}£0£ s5}20£ ^10 

£ ^}00£ ^}662 ^}862 ^Z.62 ^}962 ^}S62 "^>1762 s5}£62 s5}262 

62 s5}062 ^}882 s5}982 ^}S82 "^>1782 s5}£82 s5}282 ^182 s5}082 

6LZ KM2LZ KM9LZ "M9LZ LZ ^VtZLZ ^VtZLZ KMlLZ ^VttiLZ ^}692 * 

51892 %~$\L9Z s5}992 ^}S92 "^>1792 s5}£92 s5}292 s5}092 ^}8S2 ^}9S2 

^}SS2 ^VtWZ ^HS2 s5}0S2 "^>6172 ^}LPZ "M9PZ ^}Sl72 ^VtWZ 

2 ^1172 "5}0l72 s5}6£2 s5}8£2 ^LZ2 s5}9£2 ^}S£2 ^£2 s5}££2 styZ 

£2 ^H£2 s5}0£2 s5}822 ^}LZZ ^}S22 "^>1722 s5}£22 ^)ZZZ ^HZZ<2U 

ri>/<-^nd s?ii*m imr a>^- [2010] 

O£p21.^^£0l7£20/9002OM.>aT£P0929L L/9002OM >L L020/9002OM '£960Z.0/S0 

02OM YLL260/8002OM "S£9 L170/Z.002OM "8££30 L/9002OM "6172660/17002OM 702 
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[0103] fc$m®£ 

>w^tstiz ; 
22HiCD T $ J It#Lys % tc &Ty r CD ̂  t tl t\ 

222{\L(D~F $ J It^Phe, Trp% Glu j£/c(£TyrCDlNlf tl£\ 

223{\L(DT $ y It^Phe% Trp% Glu j£/c(£LysCDlNlf tl£\ 

224{\/;CD;7 $ y It^Phe% Trp% Glu j£/c(£TyrCDlNlf tl£\ 

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

221{\i_(D~F$. y It^Gliu Gly% Lys j£/c(£TyrCDlNlf tl£\ 

228{\/:CD T7 $ y It^Gliu Gly% Lys j£/c(£TyrCDlNlf tl£\ 

230{i©7$ y It^Ala, Glu, Glyt/c(iTyr©^Ttlt>\ 

231{AZ:CDy It^Glu% Gly% Lys% Pro j£/c(£TyrCDlNlf tl£\ 

232{\/;CD T7 $ y It^Gliu Gly% Lys j£/c(£TyrCDlNlf tl£\ 

233\\L(D~F $ y It^Ala% Asp% Phe% Gly% His% Ile% Lys% 

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

234{\iCD77 $ y It^Ala% Asp% Glu% Phe% Gly% His% Ile% 

o% Gln% Arg% Sei\ Thr% VaU Trp ̂ /c&TyrCD^Ttl^V 

235{\iCD77 $ y It^Ala% Asp% Glu% Phe% Gly% His% Ile% 

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

236{\iCD77 $ y It^Ala% Asp% Glu% Phe% His% Ile% Lys% 

o% Gln% Arg% Ser% Thi\ VaU Trp ̂ /c&TyrCD^Ttl^V 

231\\L(D~F $ y It^Asp% Glu% Phe% His% Ile% Lys% Leu% 

n% Arg% Sei\ Thr% VaU Trp j£/c(£TyrCDlNlf tl£\ 

238{\iCD77 $ y It^Asp% Glu% Phe% Gly% His% Ile% Lys% 

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

239{\L(DJ7 $ y It^Asp% Glu% Phe% Gly% His% Ile% Lys% 

os Gln% Arg% Thr% VaU Trp j£/c(£TyrCDlNlf tl£\ 

240{i©7$ yIt^Ala, lie, Met^/c&ThrCDl\"fftjb\ 

241{i©7$ yit^Asp, Glu% Leu% Arg% Trp j£/c(£TyrCDlNlf tl£\ 

Leu% Met% Asn% Gl 

Lys% Met% Asn% Pr 

Lys% Met% Asn% Pr 

Leu% Met% Asn% Pr 

Met% Asn% Pro% Gl 

Leu% Met% Asn% Gl 

Leu% Met% Asn% Pr 
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243{A/:CD77 $ J It^Leu% Glu% Leu% Gln% Arg% Trp j£/c(£TyrCDl\lf ti£\ 

244{±(DT$ yit^His, 

yit^Ala, 

246{\L(DT $ J l£^Asp% Glu% His^/c(£TyrCDl\lf ti£\ 

241\\L(D~F$ y It^Ala% Phe% Gly% His% Ile% Leu% Met% Thr% Valj£/c(iTyr 

(Dl^t tlt\ 

249{\L(D7$ J It^Glu, His, Glnt/c(iTyr©^Ttlt>\ 

250{£ CD T $ J It t% I u % tc &GI n CD ^ t tl t\ 

251 {4© yit^Phe, 

254{i©7$ yit^Phe, Met3.tc&Tyr(D^ttlt>\ 

255{\L(D7$ yit^Glu, Leut/c(iTyr©^Ttlt>\ 

256{\L(D~F$ JWtftAla, Met^/c(£ProCDl\"fftjb\ 

258{\iCD;7$ y It^Asp, Glu% His% Ser ^/c&TyrCD^Ttl^V 

260{i©7$ yit^Asp, Glu% His j£/c(£TyrCDlNlf tl£\ 

262{\L(DJ7 $ y It^Ala% Glu% Phe% I le^/c&ThrCD^TtlAV 

263{i©7$ y It^Ala, He, Met^/c&ThrCDl\"fftjb\ 

264{i(Z)77$ yIt^Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Pr 

o% Gln% Arg% Ser% Thr% Trp j£/c(£TyrCDlNlf tl£\ 

265{\L(DJ7 $ y It^Ala% Leu% Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Pr 

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

266{i©7$ y It^Ala, He, Met^/c&ThrCDl\"fftjb\ 

2Q1{\L(D77 $ y It^Asp% Glu% Phe% His% Ile% Lys% Leu% Met% Asn% Pro% Gl 

ns Arg% Thr% VaU Trp j£/c(£TyrCDlNlf tl£\ 

2Q8{\L(D~J7 $ y It^Asp% Glu% Phe% Gly% Ile% Lys% Leu% Met% Pro% Gln% Ar 

g% Thr% Val j£/c(£TrpCDlNlftlA\ 

269{i(Z)77$ yIt^Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Pro% Arg% Se 

rs Thr% VaU Trp j£/c(£TyrCDlNlf tl£\ 

270{i(Z)77$ y It^Glu% Phe% Gly% His% Ile% Leu% Met% Pro% Gln% Arg% Se 
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i\ Thi\ Trp j£/c(£TyrCDl\lf tl£\ 

271{iCD77$ yit^Ala% Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% As 

n% Gln% Arg% Sei\ Thi\ VaU Trp ̂ /c&TyrCD^TtlAV 

212\\L(D~F $ J It^Asp% Phe% Gly% His% Ile% Lys% Leu% Met% Pro% Arg% Se 

i\ Thi\ VaU Trp j£/c(£TyrCDl\lf ti£\ 

273{iCD T $ J It#Phe % tc & IIeCD ̂  t tl t\ 

21A{\i(D7 $ J It^Asp% Glu% Phe% Gly% His% Ile% Leu% Met% Asn% Pro% Ar 

g% Sei\ Thi\ VaU Trp j£/c(£TyrCDlNlf tl£\ 

215{\L(D7 $ J It^Leu%fc&Trp(D^ttlt\ 
21Q{\L(D77 $ J It^\ Asp% Glu% Phe% Gly% His% Ile% Leu% Met% Pro% Arg% 

Sei\ Thi\ VaU Trp ̂ /c&TyrCD^TtlAV 

218\\L(D~F $ J It^Asp% Glu% Gly% His% Ile% Lys% Leu% Met% Asn% Pro% Gl 

ns Arg% Sei\ Thi\ Val j£/c(£TrpCDlNlftlA\ 

279fe© 7$ yit^Ala, 

28Q{\L(D~J7 $ J It^Ala% Gly% His% Lys% Leu% Pro% Gln% Trp j£/c(iTyrCDl/N 

ttlt\ 
281 <AZ;CDT7 J It^Asp% Lys% Pro j£/c(£TyrCDlNlf tl£\ 

282{\/;CD T7 $ J It^Glu% Gly% Lys% Pro j£/c(£TyrCDlNlf tl£\ 

283{\L(DJ7 $ J It^Ala% Gly% His% Ile% Lys% Leu% Met% Pro% Argj£/c(iTyr 

(Dl^t tlt\ 

284{\L(DJ7 $ J It^Asp% Glu% Leu% Asn% Thr ^/c&TyrCD^Ttl^V 

285{\L(DJ7 $ J It^Asp% Glu% Lys% Gln% Trp j£/c(£TyrCDlNlf tl£\ 

286{\L(DJ7$ J It^Glu% Gly% Pro j£/c(£TyrCDlNlf tl£\ 

288{\L(DT $ J It^Asru Asp% Glu j£/c(£TyrCDlNlf tl£\ 

29Q{\L(D~J7 $ J It^Asp% Gly% His% Leu% Asn% Ser% Thr% Trp j£/c(iTyrCDlN 

ttlt\ 
29]{\L(D~}7 yit^Asp% Glu% Gly% His% Ile% Gin ^/ctiThrCD^TtlAV 

292{\i_(D~F $ J It^Ala% Asp% Glu% Pro% Thr ^/c&TyrCD^Ttl^V 
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293{\L(DJ7 $ J It^Phe% Gly% His% Ile% Leu% Met% Asn% Pro% Arg% Ser% Th 

rs VaU Trp^/c(£TyrCDlNlftl£\ 

294-fiCDT7 $ J It^Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Pro% Arg% Se 

i\ Thr% VaU Trp^/c(£TyrCDl\lf tl£\ 

295{\iCD77 $ J It^Asp% Glu% Phe% Gly% His% Ile% Lys% Met% Asn% Pro% Ar 

g% Ser% Thi\ VaU Trp^/c(£TyrCDl\lf ti£\ 

2%{\L(D~J7 $ J It^Ala% Asp% Glu% Gly% His% Ile% Lys% Leu% Met% Asn% Gl 

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

291\\L(D~F $ J It^Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% Pro% Gl 

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

298{\iCD77 $ J It^Ala% Asp% Glu% Phe% His% Ile% Lys% Met% Asn% Gln% Ar 

g% Thr% VaU Trp^/c(£TyrCDl\lf ti£\ 

299{\L(D77 $ J It^Ala% Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% As 

n% Pro% Gln% Arg% Ser% VaU Trp ̂ /c&TyrCD^TtlAV 

3M\\L(D7 $ J It^Ala% Asp% Glu% Gly% His% Ile% Lys% Leu% Met% Asn% Pr 

o% Gln% Arg% Ser% Thr% Val ̂ /c&TrpCD^TtlAV 

301'fAZ;©/7^ J It^Asp% Glu% His^/c(£TyrCDl\lf ti£\ 

302{i©7$ yit^Ile, 

303<AZ:CDT7 J It^Asp, Gly^/c(£TyrCDl\lf ti£\ 

3M{\L(D7 $ J It^Asp% His% Leu% Asn ̂ /c&ThrCD^TtlAV 

305{AZ:CD j7 $ J It^Glu% Ile% Thr^/c(£TyrCDl\lf ti£\ 

31 ]{\L(DJ7$ yit^Ala% Asp% Asn% Thr% Val ̂ /c&TyrCD^TtlAV 

3]3{±(DT$ yit^Phe, 

315{i©7$ yit^Leu, 

3M{±(D7$ yit^Glut/c(iGln% 

3'\8{\L(D~}7 yit^His% Leu% Asn% Pro% Gln% Arg% Thr% Val j£/c(iTyrCDl/N 

ftlfi\ 

32Q{\L(D~}7 $ y It^Asp% Phe% Gly% His% Ile% Leu% Asn% Pro% Ser% Thr% Va 
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U TrpSfc&TyrfiDlN-ftlA\ 

322\\L(D17 $ J It^Ala% Asp% Phe% Gly% His% Ile% Pro% Ser% Thr% VaU Tr 

p£ fc&TyrCDlNf Ut\ 

323{\L(D7$ yit^Ile, 

32A{\L(DJ7 $ J It^Asp% Phe% Gly% His% Ile% Leu% Met% Pro% Arg% Thr% Va 

U TrpSfc&TyrfiDlNfUt\ 

325{\L(D~j7$ y It^Ala% Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% Pr 

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

32%\\L(D~F $ J It^Ala% Asp% Glu% Gly% Ile% Leu% Met% Asn% Pro% Gln% Se 

rs Thr% VaU Trpj£/c(£TyrCDl\lftl£\ 

321\\L(D~F $ J It^Ala% Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% As 

ns Pro% Arg% Thr% VaU Trp^/c(£TyrCDlNlftl£\ 

328{\L(D~}7 $ J It^Ala% Asp% Glu% Phe% Gly% His% Ile% Lys% Met% Asn% Pr 

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

329{\L(DJ7 $ J It^Asp% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Gl 

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

330^00 T7 $ J It^Cys% Glu% Phe% Gly% His% Ile% Lys% Leu% Met% Asn% Pr 

o% Arg% Ser% Thr% VaU Trp j£/c(£TyrCDl\lf tl£\ 

33'\{\L(D~}7 J It^Asp% Phe% His% Ile% Leu% Met% Gln% Arg% Thr% VaU Tr 

p£ fc&TyrCDlNf Ut\ 

332{\L(D77 $ J It^Ala% Asp% Glu% Phe% Gly% His% Lys% Leu% Met% Asn% Pr 

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

333^00 T7 $ J It^Ala% Asp% Glu% Phe% Gly% His% Ile% Leu% Met% Pro% Se 

rs Thr% Val j£/c(£TyrCDl\lf tl£\ 

334{\L(D~}7 $ J It^Ala% Glu% Phe% Ile% Leu% Pro^fc(iThrCDl/NTtlA\ 

335{\L(DJ7 $ J It^Asp% Phe% Gly% His% Ile% Leu% Met% Asn% Pro% Arg% Se 

rs VaU Trp^/ctiTyr^l/NTtl^V 

336{\L(DJ7$ yit^Glu, Lys^/c(£TyrCDlNlftl£\ 
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yit^Glu, His^/c&AsnCDl\'f tlt\ 

339^00 T7 $ J It^Asp% Phe% Gly% Ile% Lys% Met% Asn% Gln% Arg% Ser^/c 

ttThr©lNftL3b\ 

376{±(DT$ J SbJMLaS fc&VaLCDlNf tlt>\ 

377{\L(D7$ J It^Glyt/c(iLys©^Ttlt>\ 

378{i©7$ yit^Asp, 

379\tL(DT$ yit^Asn, 

380{i©7$ JWtftAla, Asn£ fc&SerfiDlNf tl£\ 

382{£ CD T $ 7 It #A I a t /c & 11 e CD ^ t tl t\ 

385{\L(DJ7$ yit^Glu, 

392{\L(D7$ yit^Thr, 

396{i©7$ yit^Leu, 

42Hi©7$ yit^Lys, 

427{i©7$ yit^Asn, 

428{i©7$ J It^Phet/c(iLeu©^Tftjb\ 

429{i©7$ yit^Met, 

434{\L(D7$ yit^Trp, 

436{±07 $ y I le% t L< & 

440{A/:CD77$ J It^Gly% His% Ile% Leu j£/c(£TyrCDlNlf tl£\ 

CD£¥fr£>)l^£tl£'>&< t — 'Dl^±0T< btl 

£c %tcs &M.-Ztl2>J7$;&<Dm*fttzmM-Ztlt. -Wpfj(Dfr(D7$ J 
m.tf^Msti%^> u JWLtfitMstim&o 
7$ GO*.#^3 (^3-1-^3-3) tciB 

£>tl£0 t/c, KIgG©Fc^I±i(Z)Fcr U 

-tr 7°^ - 1" £<fc fc Fc r u "fe 7°^ - f £im ̂Fc 
y R$cTnfi&|i£Fc<pJt±i (FeyRip*nB^^FcTl±i) ^^^KGPCS^/L'f^^ft'f^ftT^^iJ 

t>\ WO2007/04729HC|ES^tlT^^o 

[0104] 
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[H3-1] 

t 7 
K370E/P396L/D270E S239Q/I332Q 
Q419H/P396L/D270E S267D/I332E 
V240A/ P396L/D270E S267E/I332E 
R255L/ P396L/ D270E S267L/A327S 
R255L/ P396L/ D270E S267Q/A327S 
R255L/P396L/ D270E/ R292G S298A/I332E 
R255L/ P396L/ D270E S304T/1332E 
R255L/ P396L/ D270E/Y30QL S324G/I332D 
F243L/D270E/K392N/P396L S324G/I332E 
F243L/R2SSL/ D270E/P396L S324I/I332D 
F243L/R292P/Y300L/V305I/P396L S324I/I332E 
F243L/R292P/Y300L/P396L T260H/I332E 
F243L/R292P/Y300L T335D/I332E 
F243L/R292P/P396L V2401/V266I 
F243L/R292P/V305J V264I/I332E 
P243L/R292P D265F/N297E/I332E 
S298A/E333A/K334A D265Y/N297D/1332E 
E3S0A/T307A F243L/V262I/V264W 
K326M/E333S N297D/A330Y / 1332E 
K326A/E333A N297D/T299E/I332E 
S317A/K353A N297D/T299P/ I332E 
A327D/I332E N297D/T299H/I332E 
A330L/I332E N297D/T299I /1332E 
A330Y/I332E N297D/T299L/I332E 
E258H/I332E N297D/T299V/I332E 
E272H/I332E P230A/ E233D/1332E 
E272I/N276D P244H/ P245A/ P247V 
E272R/1332E S239D/A330L/I332E 
E283H/1332E S239D/A330Y/I332E 
E293R/I332E S239D/ H268E/A330Y 
F241L/V262I S239D/I332E/A327A 
P241W/P243W S239D/I332E/A330I 

[0105] 
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im-21 

F243L/V264I S239D/N297D/I332E 
H268D/A330Y S239D/S298A/I332E 

H268E/A330Y S239D/V264I/I332E 

K246H/1332E S239E/N297D/I332E 

L234D/1332E S239E/V2641/I332E 

L234E/I332E S239N/A330L/I332E 

L234G/I332E S239N / A330Y /1332E 

L234I/I332E S239N/ S298A/1332E 

L234I/L23SD S239Q/V2641/I332E 
L234Y/I332E V264E/N297D/I332E 

L235D/I332E V264I/A330L/I332E 

L235E/I332E V264I / A330Y / I332E 

L235I/I332E V2641/ S298A/1332E 

L235S/I332E Y296D/N297D/I332E 

L328A/I332D Y296E/N297D/I332E 

L32SD/I332D Y296H/N297D/1332E 

L328D/1332E Y296N/N297D/1332E 

L328E/13320 Y296Q/N297D/I332E 

L328E/I332E Y296T/N297D/I332E 

L328F/I332D D265Y/N297D /T299L/1332E 

L328F/I332E F241E/ F243Q/V262T/V264E 

L328H/I332E F241E/F243R/V262E/V264R 

L328I/13320 F241E/F243Y/V262T/V264R 

L328I/I332E F24IL/F243L/V262I/V264I 
L328M/I332D P241R/ F243Q/ V262T/ V264R 

L328M/1332E P241S/ F243H/V262T/ V264T 

L328N/I332D P241W / P243W / V262A/ V264A 

L328N/I332E F241Y/F243Y/V262T/V264T 

L328Q/1332D I332E/A330Y/H268E/A327A 
L328Q/1332E N297D/1332E/ S239D/ A330L 

L328T/1332D N297D/ S298A/ A330Y / I332E 

L328T/1332E S239D/A330Y/I332E/ K326E 

L328V/I332D S239D/A330Y/I332E/ K326T 

L328V/I332E S239D/A330Y/I332E/L234I 

L328Y/I332D S239D/A330Y / I332E/L235D 

[0106] 
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[H3-3] 

L328Y/I332E S239D/A330Y/1332E/V240I 

N297D/I332E S239D/A330Y /1332E/V264T 

N297E/I332E S239D/A330Y/I332E/V266I 

N297S/I332E S239D/D26SF/N297D/I332E 

P227G/I332E S239D/D26SH/N297D/I332E 

P230A/E233D S239D/D265I} N297D/1332E 
Q295E/I332E S239D/D265L/N297D/ I332E 

R255Y/I332E S239D/D265T/N297D/I332E 

S239D/I332D S239D/D26SV/N297D/1332E 

S239D/1332E S239D/D26SY/N297D/1332E 

S239D/I332N S239D/I332E/A330Y/A327A 

S239D/I332Q S239D/I332E/H268E/A327A 

S239E/D265G S239D/I332E/ H268E/A330Y 

S239E/D265N S239D/ N297D/I332E/A330Y 

S239E/D265Q S239D/N297D/I332E/K326E 

S239E/I332D S239D/ N297D/ [332E/L235D 

S239E/I332E S239D/V264I/A330L/1332E 

S239E/1332N S239D/V264I/S298A/I332E 

S239E/I332Q S239E/V264I/A330Y/I332E 

S239N/1332D F241E/F243Q/V262T/V264E/I332E 

S239N/I332E F241E/ F243R/V262E/V264R/ I332E 

S239N/I332N F241E/ F243Y/ V262T/V264R/ I332E 

S239N/I332Q 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/L328F G236D/S267E 

S239D/S267E 

[0107] ^B^©KGPC3^(C#ttl^Fcr KPW ><hFcy U-tz7° 

&msnm%o u-tz7o^-i^Kpw 

ytFcr LT©pHl£t«7^pH^ 

fet&t&s atpH5.8~pH8.0^mD^-r^o fc?£LO£pH6.0 ~pH7.40ffit© 

pH{g(C^T^£tl£§B0T&l<J, fc?£LO£pH6.0, 6.1, 6.2, 6.3, 6.4, 

6.5, 6.6, 6.7, 6.8, 6.9, 7.0, 7.1, 7.2, 7.3, £<fc Xfl. 4fr tU 

L < (i^im©pH(C)£^pH6.15-7.4T&£ (VaupeliQ (Cancer Res 

. (1989) 49, 6449-6665) ) 0 LT, fc$mt 
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t KFcy \yte7°$-t(D^7 7 < -T- 410°C~50°C(ZMaES(£>^Jfe 

mmsnrnzo FC^^H KFCT 

T -( -%>kfetztcdbiz, 15°C~40°C©^^ffl^tl^o L<& 

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

5^ CD IN 1* ft AM ^ (D <fc 9 &20°Cfr e>35°C £ TtfMaEltMJt fc IH^C, Fc$I±i 

•hFcy -x- -f -Jki,k'M.tZ>tctsblz\$.mStiZ>a 25 

°C <h i/N 9 JSJg & *fg 0^ © H*§ CD # Rg £ & -$| TfeSo 

[0108] *0Mffl»(C£lNT, Vcymtsimtc^moVcy -iZttt 

•&if^mc$m(DFcy fciFeyR 

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

IbCDl/N-^tl^CD t; KFcy Hz7°^ —(C^ff'Sip'n/c&tt^, ZLft^CDt: KFcy 

u -tr 7°^ - icttr £^$§yFc^©a6^gte <fc y fc ® IN d t % IN 9 0 m 

, ilE^MW^Cfc.h^VT, ttm£tz t; MgG0^$^Fc^£^frin; 

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

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

±, L< m30%£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 

m^\>X±.(D^^^tZ.£^Oo 3it&mcmi&£ LT&, HHfgFc^ii 

fcf£ffl£ftt#£ L, 

[0109] 1$m£tZk MgG©^$SI!Fc^Ji£ LT, EU^->/<U>^T 

m. S ft £ 297fe(D 7 $ y It iz L fcUggt 7 =1 - X #^IIlT fo Z> tl 

KIgG©Fc^I±i^M(CffllN^tl^o EU^->/<U >^T^^ tl^>297{i(Z)7$ 

Ti?ls§£ftf#£o 0ij*.tf, T§E©<*:9&;^Ci:-3T, KlgGOFcH 

L tcWktf? 3-xttiiT«)5 ^ ^ RII^T 
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fo%>o t: hIgGtCN—Glycosidase F (Roche diagnostics) 

SVZ>ZtlZ£-?Z. (Weitzhandl 

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

(Schenk£> (J. Clin. 

Investigation (2001) 108 (11) 1687-1695) (DWtffl&Wfaif. 2 ~7 $ J 

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

230 (2) 229-238)0 iz)in-Xt>~ h U y <-J J& 

WMS tltc, titc2-kWfcWkh\ IHIffi<? • v h V =? 7 * -(c <fc o 

TMtfrStl&o *i!±i£tl£^P^ \-<fyA(D¥-<7$:mmrZ>Z£{Z£^Z 

, t; KIgG©^SyFc^I±i(Ci^L/cMII^7=l-X#^JllI-e^^^gA^ 

[0110] m^ttzmcy-y't?LT 

igG^jon-i-)im*ovc%m,%Mt&WMm*hv^{t.mstimz> 
o ^Fc^©*ti££ LT. : 7 4 (^-^-Xgti#^AAC8252 

7. KZ)N^(CA^Jp) , 7 5 (^-^-Xgti#^AAB59393.1 ©N^CAttflp) 

, 7 6 (x-^^-Xg®#^CAA27268.1) , £<fctf7 7 (f-^^-Xl 

®#^AAB59394. KZ)N^(CA^JP) (ClEi^ ft£Fc^tf 

t/c, 7^-r 7°©KGPC3^^^t^K«h LT 

mmtzm^iztt, m%<D74 vm y°(ompc3m^nmt LTE^ 
%>Z.tlZ<k-z>T, $lfcFc^Ji£^fr&GPC3^M;:<fc£Fcy U"tr7°^-(C^f 

±IE©i;9(CLT, Fey 

o £ mmiS tl/cFc^I±i^r^t;KGPC3^^Mil^^tl 

^ o 

[0111] )5#^JFcr isizXt-lZtt-tZM'Smfttimftmcy Isiz 7°6?-izttt Z>M 

"•*/[§!:£<£ j> iwi l/NFc^ilfe 

fu§E L/c<£ 9 tZs ftfemFcy Is iz 7*-tLZ&s FcyRIa, FcyRIb£<fc 

t/Fc y RIc^r'afoFc y RI (CD64) „ Fc y RIIa& i^tHCV 7 ;t—AFc y RII 

la (ZP^-f 7°V158£i:t/F158£#fr) £<fctfFcyRIIIb CPP^-f 7°FcyRI 
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IIb-NA1£i:t/FcyRIIIb-NA2£#fr) £#frFcyRIII (CD16) 
btlZ>0 t/c, FcyRUb (FcrRIIb-1£<fctfFcrRIIb-2£^fr) tfJCPfrlSHFc 
y \siz?$-<DtRi&teM£ LT&lfbtlZo 

[0112] LT. S^FCT uizyo^-izMt 
tfmmcy \siz7$-lZttTZ&'&%fe.& V fc ^^Fc^I±°|^#^GPC3K 
fatfm-ft>nz0 z(Dm^s stt^Fcr isizxt-iztttz&'&fsmmu 

Fc^m<DFcyRlas Fey 
Rlla, FcrRIIIaSt^/XttFcrRIIIb©lNf tlfrQ t. KFcy U"fe7°^ — 

ilECDMr^lCfc^lNT, Fc^^^^Jll^^^FcrRIa. Fey RI 
Ia% Fey RIIIa^tJ\/X(£Fcy RIIIbCDlNif t KFcy UizZf# — IZMT£> 

FcrRiiblzttT&$£'£%fe<D% 105%£I±, fc?£L<mi0%£l 

±, 120%£l±, 130%£l±, 140%£l±, nizBZ L< tt150%J2Lt, 160%£l 

±, 170%£Lt, 180%£Lt, 190%£Lt, 200%£l±, 250%£Lt, 300%£Lt 

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

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

d <h £IN-50 £9 LfcFcTl±i;&'atjNIgGin;'f^(i% #u^CDADCC;^ 

14#tlT IN £ d £ mu btlX l^Z.£fribs ^Fc^£^frin;GPC3 
^^0^©GPC3^I^)^^y«h LTffflTftSo 

[0113] SteSUFcr 

UPliJiFcr U-tz7°^-(C^-r^i^Stti:1'J timiN (SttMFcr U"fe7°^-

Fc^CD0!J£ LT. tu^^tl/cEU^> 

A'U V<?T^I;*ft£22H4, 222{4, 223{4, 224{4, 225{4, 227{4, 228{4, 23 

0{4, 231 {4, 232{4, 23314, 234{4, 235{4, 23614, 237{4, 23814, 23914, 2 

40{4, 241{4, 243{4, 244{4, 245{4, 246{4, 247{4, 249{4, 250{4, 251{4, 

254{4, 255{4, 256{4, 258{4, 260{4, 262{4, 263{4, 264{4, 265{4, 266{4 

, 267{4, 268{4, 269{4, 270{4, 271{4, 272{4, 273{4, 274{4, 275{4, 276 

{4, 27814, 27914, 28014, 281 {4, 282{4, 28314, 284{4, 285{4, 28614, 28 
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8{\LS 2W{\LS 29]{\LS 292{\LS 293{\LS 294{\LS 295{\LS 296fe, 297fe% 298fe, 2 
99i\Ls 300fe, 30H4, 302fe% 303fe, 304fe% 305fe, 31 Hi, 313fe, 315fe, 
317fe% 318fe, 320fe% 322fe% 323fe, 324fe% 325fe, 326fe, 327fe% 328fe 
, 329fe, 330fe, 33H£s 332fe% 333fe, 334fe% 335fe, 336fe, 337fe% 339 
its 376i\Ls 377i\Ls 378fe, 379fe, 380fe, 382fe% 385fe, 392fe% 396fe, 42 
His 427fe% 428fe, 429fe, 434fe% 436fe£i: tM40ft©i#fr tl£ '> 
&< bvt-D--DIX±07$ sWz&M 
snri^F c&t£ mrM izm-fibti&o 

[0114] s^Fcr 

UPliJiFcr [siz-?$-lzttTZ>$&£}:5,\tk£V timiN (SttMFcr u-t?7°^-
izttt%) fcsmvmt LT. ^3-1^^3-
3 yit^^MFc^<hS&;z>:P$ smz#M.-£ti 

c&t£ mrM izm-fibti&o 
[0115] mmtmmsntcFc^m 

LT. v^mzm^^tc 
3|ggt©Mj$tf 7 =1 LfcFc^CDty^tf im < &£ & 9 (C, 

VjWflQ L/cFc^I±i(Z)Sy^i^ 

im <&£<fc 9 (CMfr£tlfcFc$I±it#3;tlt#£o trC^Fc^J^JC^^f SN 

U =l^> Ki^S^fJllIMTU^ON >A^7=I-X^ 

S £ P&£ 1" £ <h, Fc r RII la (C ftf £ £1 £ tl £ o <h ft] £> tlT ̂  £ 

(SatoiQ (Expert Opin. Biol. Ther. (2006) 6 (11), 1161-1173) ) 0 tl 9 

L fcFc$I±i£#mgG1 trCtttt, ±§EADCCS1£tf tlT ̂ Z>Z£ tfftl ^ tl 

LTtifflTfe^o trL^Fc^JitC^-rSN -?'J=I 
*> KiffiCDN -7-tr51>'Uy>'U=lHt$>A^7=l-7. 

P££3 tifctfcte <h L T its 0JA. &\ )%(D <£ 9 ; 

-yj =^>JMb^»£tl/cJ/[{* (S&&HIW01999/054342#) , 

-mmzmwt(§^4^02000/061739, WO2002 
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/031140, WO2006/067913#) , 

t/c, Fc^i^Cl^r LfcMfI©Mj^7P-7.^JlMfI£i£ 

^L/cFc^i±i(Z)Sy^A^< izs •tz^T^ vyN-z-tz^u 

7*^=1+^ ViWJP L /c F c^Iii © SO ^ im < &£<fc 9 (CMft^tl/cFc^Iii^: 

#^KGPC3K^(Z)fl:^^]^^y^\ WO2006/046751 £i:tM)2009/ 041062(C|E® 

£tlT^£0 

[0116] trC^Fc^JttC^-rSN -7*U =1 ^ 

TU^BON >fr^7P-7JiS^P&££ftfcJ/L{*©S 

&£#Pg£(Z)-II*§<h LT, MII(C^JP'r^7=l-XA^IlL/c^ (g^f 

4OTO2000/061739, WO2002/031140, WO2006/067913#) Z>tcl£>lZs 

u^7°^ 

^(Cfc^NTma©^afe? £fgSEf Z> Z £lZ£-3 T, 
tob =t©7^-7^ JILtc^# 0 JIXsnm&o *°u^7° 

^ F<Dmmm&&BmT&%fe£ LT. 7^^h7>^7x7-t* (EC 2 

.4.1.152) , 7=1-7. (SLC35C1) , GMD (GDP-^W-7.4 

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

7.3, 5-JHi0/y-iz, 4-\sW$-iz) (EC 1.1.1.271) , £i:t/GFPP (G 

DP-(3-L-73—Xt?U7tfX7tf 'J y — iz) (EC 2.7.7.30) ft 

bmtKsnzmmzfctehyyxrf-f-vimmmfemmtemt LT 
Z.tlb(DWWkt.tc[-£VyyXi$-$-[•£, 

Z>Z£ if T $ tl&W L t fe^T 

ZUbCD^ifK^tc^mM^Ut^tclt)^ Z.U 

(g^kHWO2000/061739, WO2002/031140, WO2006/067913# 

) o CHOflfflR Bwmm. NS0IIR SP 
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2/mMs P3X63^7.#iSlfi|fflR PER«. PER. C6«fflR HE 

K293«% Sfcte/W 7l) 

[0117] ;<4t<?^-(ywcniKc%mtz>,mn.%mTz>#i{* (§^^02002/0792 
55#) tf'jktiat&Zo #PS£&—AV izt-r* XfGlcNAc&^t 

GnTIII (/S-1,4-v > 7 *>)l~<f 'J U 

7°P7^>, 4-le-N-7'trf1^^l/=lHt$-;u S7>^7x7-1f) (EC 2.4 

.1.144) SttSfcttGaLT (iS-1,4-f 7^ hv^ h7>X7x7-ti') (EC 2 

.4.1.38) 

m^tUPiX. t; KManll (v>7 *>y—II) (3.2.1.114) 

PTZMfc^s GnTI (0-1l2-7-iz1LJl>?Jl>=l+r$=Jl> 

h7^7i7-^I) (EC 2.4.1.94) 

— K'^'Smfs^s GnTII (/S-1, 2-/7iz51>'U y7">'U=l"lt$ — JU K^>7v7x^ — 

-tzll) (EC 2.4.1.143) 

, ManI (7>;i/^-tf) (EC 3.2.1.113) 

£=] —KTSitfe?, a-1,6-7U*>JU S ^ >7.7 1 ̂-"tf (EC 2.4.1 

.68) (§Pgf£^WO2004/065540) o 

[0118] BJiXfi/tJ 

&Z.£lZj:-z>X. K^Fc#|i^(C$!!ra 

t~i>N =h> K^^§y^S7u5feiffiCDN -Z-tr^U^UP^ 

7P-7JiS^P&££ft/cJ/[{*s ££Xf/<4 "te^7^ V^GLcNAcSr^t" £l|g 

IM£#t"£i/tttft^ftf^M£ tiW&o d ft e> *f§0J! 

©Fc^I±i(Ci^ L/cMII(Z)Mj^^7 =1 -7^Ji$tit£i£l^ L/cFc^I±i(Z)Sy^ 

&£><!: 9 VJWJJP 
LtcfcSmCDm^tfM < &£ <fc 9 ft/cB^Fc^^^^JliS^ 
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msntc c^±i m u 
tulB© rFcyU-te7°^- (Fey R) i^B^Fc^j T§Ei6£ tl/c^&tC«fc o 

tit# •SO 

[0119] tlfcfr.GPC3flr.tis 

^B^-ef^ffl^tl^KGPC3^(Z)#^^^-||*i^: LT. (pi 

) tfmktZ <fc 9 #LGPC3#L{*(Z) 7 $ 7 tlT U £#LGPC3#C 

^B^^I^I-^KGPC3^(C^^^ r7$;m?m(on 

(DUWMnt^X^XT(D^(DifmibU^0 pl{it£i^p£#£ 

&^<hLT(£, IB^J#^ : 5 0T^^tli)KGPC3^(DfiiIq[^S 

^^©Kabat^-V/'?1; ><?T^£ tl£43{iCDQ(Z)K^CDS^ 52{iCDDCDN^CDS 

#U 105{i©O(Z)R^(Z)S^^^)l^^tl^/>^< <h t—o 

TS, 0UtfSS?y#^ : 6 7T^tl3 7$yltlB^CB£^tl£0 £fc, 

13^#^ : 5 1 SfcttSB^J#^ : 6 6 X^ tl£#CGPC3#C<*(Z)$lgt 

Rl^I±ll^©Kabat-fyj^) y?X$tS tl£ 17fe0E0CK0g^ 27fe0Q0R 

^CDB^S 105{\z;(Z)O(Z)R^(Z)S^Av,Q3liR^: tl^'J^ < <h fc — "^CDS^^rfj'? 

zitifx^s mTLtiiB^y#^: 68T^^ti^7$yitiB^ytc$ti£0 

pI{il^;l/>^1+^B^(h LT(i, I3^y#^ : 5 0 T^ tl£frGPC3fr; 

^OfiMql^Ili^^Kabat^-y/^'J >^T^^tl& 19fe(Z)K(Z)T^0S^ 43 

fe©Q(Z)E^(Z)S^ 6Hi©G(Z)E^(Z)S^ 62{4©K(Z)S^(Z)g^ 64fe(£>K(Z)Q 

65{i©G0D^©g^^^}liR^tl^/>^< <h fc — -3>©S^^tT9 

il<hA'?T$'s ^yX-ti'lB^y#"^" : 6 9% IB^y#^ : 7 1 T|^^ tl-2> ~7 $ 7 ItlB 

mz&m-znzo ztcs iB^ys^ = 51 tfc&iB^y#^-: 6 6^ 

£ tl £ J/LGPC3J/L{* (Dmg. RT^M ̂  © Kabat > / < 'J y VX^t £ tl £ 24fe © R 

(DQ^(DM.^s 21{\L(DQ(DE^(DW.$!ks 74{±(DK(DT^(DM.^ 77{\/;CDRCDS/^CDg 

#U 107{i©K(Z)E^(Z)tt^^^)l^^tl^/>^< £fc—O0S#|£?T9 

TS, : 7 0, IB^y#^ : 7 2, IB^S^ : 7 3T^$tl£ 

7$ yitlB^(CB^^tl^o M(C, pI{g^;l/>^1±^B^«h LT(i, IB^S 

% : 7 4T^^tl^fiiI^^^^^fe^TEU^->/<lj >^T^^tl£268ji 
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, 274fe% 355fe, 356fe, 358fe, 41 tl£7 $ J !£©'>&< <h £ 
-^>©s&tf#tfe>ti£0 zn^omm^ 1-eii^ti 

EU^">/<U >^Til£ft£268fe(Z)H(Z)CK(Z)S^ 274fe 

©KCDCKCDS^ 355{i©R(Z)0^(Z)S^ 356{i©D(Z)E^(Z)S^ 358fe©L(Z)M 

^©S#U 419{i©0(Z)E^(Z)S^ £&— -DOm^ifU 

WM£\,T&tfbtl%Z>0 Z.tlbom$k(D%^ t: StrCtis©IgG1©^^ 

$£IgG4©;£t^£©**7tetf^£ft£0 ^S&lC<fco 

Ts mMropi^-rs 

[0120] • yX—T-f —{fi;MCD/c$)CD5ftlg 

I3^S^:7 4, 7 5, 7 6 £/c&7 7 T^;*tl£IgG©:£t^UC£tt£ 

EU > / < U > ̂ £ tl £ 446{i © GI y £ <£ tM47fe © Lys L tc IgG£ M$1 

±it^0^©flcGPC3flc^(c#tti^^tTiat Lxi&msnm&o ztibo 
7 < J o «h (ci; y, trctis©fi^^ii©^iffitca5fef 
•S^xP vx^7^ -< — •!> o <h A<RltbTS)'2)o 

[0121] frflsfiP^ffE 

# "j 7°^ jfs >j *7°^ K ©£•&$£ti 

fc# 'J ^7°^ Rcttf U ^7°^ Kfr 

'bffM^tl^/cto, ^0^©frGPC3flC^(C^ frGPC3fr#<D~%ffi£V$>Z 
*° >j * 7°^ K (Dmmmm fcMfr ti t # t ti & 0 ^ u ̂  7°^ K ©SIIR 

U^7> K©ttiP (ISGlb 

% SUMCMbs s 7$ 7 (:> U JMbSfcli 
K) , (^TJU7< KMbs 7°Px7-"tf^ 

a?) ^ a a %> mmmmmm^u-mm 
h LTs U /^7°51 T7 $ 7 •2>/^7°51 K{\tJP 

£fc&ttgSttMWe>ti£0 U>iHb ( 

iz'J>s X[st~y, fPi/X b ("tz U 

X 77.A^dr>iM§) , Z^JMb (U^>) , 7iz^JUit ( 
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i)*>» s n Kn^JMb 7°PIJy) , z/u-jMb (iyx^-fy 

) , h-OMb . 7)\s*Mk OJ*>x 7)i¥~y) , 

#JI>$ ^.Mk {V)i>$ $.yW) , Hb s <J\ 

b s hJi/'j yfc (TJI/=¥—» S xtisyj 

$ KffM (yxj^^yit) mMoVfr 
$ $ V©t?P^I/£ ̂ JMblCJ:^ tfP^U* $ Vlt^OMfr^Stt/cJ/CGPCS 

}/[{*&^ CD £ £&#£;k^B£CDfrGPC3#LftlC^£tl£o S/c, — 

<fc £/c&fiit^]± ASSIST tl/cfrGPC3fr^©fliRmM^ 

is ^0^©flcGPC3flc^(c#tti^o 7$ 

—Jl/Stt. f^O^-JUS-h^TJU? < KlS^r 

-JiKfalClgG^-Ctt, CH1£<fctfCL$|< KiS^Ci: 

otus^n, mm*ftmTz>-'?(D#,j'<703L K&, Eu^>/<u>^-e^ 
£tl£226fe£J;t>'229fe(Z):>7.7M 7JU7 < IC<fc oTit 

i££tl£0 :?b/c^7^ Ki^C<£^T^i££tlfcfrGPC3#C{*0fl=R 

ftMfit) £. *fg0£©frGPC3trCI*IZ#£ tl3o 

[0122] GPC3*i^iBM)£ 

rGPC3*ift>£ii£yii)£j 

[0123] r®(C^1-^GPC3^I^])^^)i©^ttJ Sfctt r^cftt£GPC3*Ift 

~Cs GPC3m^)^^M)im 

9o (1) 

©PI#. (2) mm®?5Ms (3) ji©if©pii, (4) mizmmtz 

(DM^Us ll;ls PIS. £ L < &fu§E^ii©#lJt(ZM£ 

;ls Sfcli (5) B#©£#^©B£#^#£tit#£0 ^©PifgfiDPMlctt. 

Sfc(iffi©Si(aLJ dtiSTlc&^tiT 

l^&s llffi©JI^93{i£J:tfJiSMMT©}|ffi©J&S©P.l^ ft b XfiZ ff fc&SI 
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tC ^ £Pf£ £ tl £ £ © t fcti jfeft W ftfc CDCD^Ttl^TS) lJ %%><> MA.ti\ 

BMtft bV$>Zl§'£s thti, B&#£fctiil}£tc>tf-t£j^(Z\ it^tci: 

LT, Sl^fc L < 

Lt#£0 &*wi. mmv-

2J-, £fctiX$§}ii^tci:£mJl,tcS-3VT, Sfi^+MX£fctiJMM£m© 

;$/>tCfltt$t§£o >£iltCft1-£]^tC^NT^J*E^mflLt#£^< 

CD^^Mitcti, SiMit ifn/MMit £<fc 

^ ̂  tc. e£j*E 

ti. *i!±! RTtb&Sfi}!^ - t -©;$'> Lt# £ o &£Wi. 

^rs¥'ffii'3~'I>fc#)tc% JHEI/j£g#lfi\ £<fcTJ?l^lfi?i&!±ij!Si&& 

^ ©ffe (D UB £ ^N & d ^T $ £ o 

[0124] ^0^©GPC3^I^])^^)i©m^:^^^ti% Hft£&£GPC3tfimfg3E 

LT^£^T&tUi'£,©<£9&^fc§£^-t£0 9 &^©-$y<h LT, 

?LilS% "f SililS* SMTMPB^S STK^S 1$!®% JU5~ 

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

tt'J V^Jfi (Malignant lymphoma) % HfifcHfeffl (Malignant melanoma) 

* JjMHSU tuilS7^s HEl^ ^Jw^s !$£* ^t^lUs 

ti^^y^ ti&0 

[0125] GPC3M^)£^M)£0^!££)££-r£:fr)£. £fctiGPC3*j^)£^M)£ (£> 

X ti GPC3^I £ jg tt fc tx b ̂ it £ tl tc §i^'^ CD M HG 

PC3m&tkT:-$ U y<?Ls ^I^HGPC3}jiS^m^©{STS)^ii^tC^^GP 

C3*Ift>£^£y^;£;6^$]T£>£ <h>££f tfcti^§£^;£©38^£>£ 

rGPC3^ft^£y^£gtt£iiu©j§^j £ ti, 

*rc&££f#lffr£tlfc£^T&c>T. ±$©GPC^ft^#J££-5;*tlfc*g® 

CDft^i§^£^\ MtC, ^I^M^ti, ±^©M£tC£tt£GPC3(Z)fgIlmfr 
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£.fcs rGPC3^I^ 

GPC3^ft^£iJ©£-^gE&ti, &^£tl£GPC3*Ift>£|| 

m?L&s 

(omtLzimn&^tfin^ti&o m*. 
tf. mmz^s «&^s m?L&s ait 

bteZmtLTs 
^ Ztc £ Z±M £ tcti £ ti50 

[0126] GPCS©^1;^^ KSB^CD^CDSBfttC 

fcs^T=l >/<;U^--tr\ 7*3.7* U A--trDtfc&Notum#(C<£-3T70P-tz 

381^"C*£!±!£tl£ —15Z\ tltcMtE£T?t£jgHGPC3I±1 

LT^P'btlT^/c OftfFjtSK 7 #) 0 £9 

L/clSHtCfc GPC3*I^>£^£y^;£;MtC^T&£il^K l£n;i^ 

X(iMt^(C^tl±l^tl^®ilGPC3(Z)}jiS^)^©^(C#^^0tW(C;l/>'r 

Z £*>&&•$ tltc* tz^ifm<^<^ztizs *WRMbimm(D£?t<):m 
UT-emmm$i*Mtotctz 5. GPC3^w^sy^tc^^^-r Rrt&tt# 
h^^'M. (Stable disease) tltcUM^XtilfoiitP^CD 

®HGPC3}jiSt£;$'> t Z> & y fc L 5 £ tc&m JP L T IN £ £ <h £ tltc 

o t/c, GPC3^l^)^^y^)i©^-^fij(c, jfajf^XtiJfiUBt^tc&diSft^jS 

HGPC3 (D }j§Jt tfpfifc (D >j§Jt 1^± (D tC GPC3*I ft tfMWl Zfo&Z. 

t ̂ Tjk^tltCo 

[0127] mi^Mt^^m^titc^^m^o 
®HGPCz. z.z\ 
-e$>z>*§•&tc, ^m&%iz&ttzmztttzGPC3^Iftm®T?$> 

M£/ct£>£££tU 

p/r^COliitiO. 1 ng/mL% 0.2 ng/mU 0.3 ng/mL% 0.4 ng/mL% 0.5 ng/mL 

% 0.6 ng/mL% 0.7 ng/mL% 0.8 ng/mL% 0.9 ng/mL% 1.0 ng/mL% 2.0 ng 
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/mU 3.0 ng/mL% 4.0 ng/mL% 5.0 ng/mU 6.0 ng/mL% 7.0 ng/mL% 8.0 

ng/mU 9.0 ng/mL% 10.0 ng/mU 15.0 ng/mL% 20.0 ng/mL% 25.0 ng/ 

mL% 30.0 ng/mL% 35.0 ng/mU 40.0 ng/mL% 45.0 ng/mU 50.0 ng/mL% 

55.0 ng/mL% 60.0 ng/mU 65.0 ng/mL% 70.0 ng/mU 75.0 ng/mL% 80.0 

ng/mL% 85.0 ng/mU 90.0 ng/mL% 100.0 ng/mL#©^£©{ilAv 

tit#£ Ls 

Tmttzmmmt ^(o^^^mmumcomtLx 0 
.1 ng/mLb 100 ng/mLtit#50 0. 

1AV|Q100 ng/mL% 0.5AV|Q80 ng/mL% 1.0AV|Q60 ng/mL% 2. 0AV|Q55 ng/mL 

s 3. 0AV|Q50 ng/mL% 4. 0AV|Q45 ng/mL% 5. 0AV|Q40 ng/mL% 6. 0AV|Q35 ng 

/mL% 7.0AV|Q30 ng/mL% 8. 0AV|Q25 ng/mL% 9. 0AV|Q20 ng/mL% 10AV|Q20 

ng/mL ^ tl •So fc? ^ H/N^{iil5lll t LTs 0.1 <Q0. 35ng/mL% jlXfc?^ 

H/N^{iil5HIt LTs 0. 15AV<Q0.3 ng/mLA^y^^tl'2)A'?Zltl,Q(C®^^tl 

iSHGPC3}j!Jt©m£©{i!&s 

®HGPC3£}iy£-t£§i^(Z)^ 7\ Oa££<fctfJ(0 

mm s 4T4frtfcizmbLt# 
z>o ±.i^(DM^]Xh^>z.t^m. 

Xs ®HGPC3(Z)}jiS«h LT, 

tl tc JfiL>& Mil t tc Jfajf (D IS $• (c £ £ }lJt jffi £ £ tl £ o 

[0128] fu§E©3iSHGPC3(Z)}j!Jt&s GPC3^Ift)^^)i;&il^-r^fu^t//X(iil^ 

L tc ti tc $ ti tc ts $• iz & ̂ r )iy ̂  £ tit# & ^ ti h it pffM <D 0# m Pi 
T«X£ ti tc o §^4 T & }iy fetsnm&o pfrfeoim m PI T UM ̂  titcM 
Wiom^o ^ & w- & ®HGPC3}jis^±^(Z)m^©}jiST 
tozm-siZs ^m&%iz&ttzmztttzGPC3^Iftx$>z 

mmmmmmfete-mmt LTGPC3 
^Ift)^^y©^O0^tiia. 2Bs 3B. 4EL 5B. 6B. 7B 

) , 8Bs 9Bs 10Bs 11 Bs 12Bs 13B. 14B {ttattm) , 15B. 16B 
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, 17B. 18B. 19Bs 20Bs 21B (fiP^3M) , 22B. 23B. 24B. 25B. 26 

Bs 27Bs 28B , 29B. 30B. 1J3, 5®, 6®, 7M. 8®, 9 

m. 10®. in, 3^, 4^, SB. ztc&eB. fcuoiink 20, 3®, 4 
nk fc u< it*ti&±<D%tmv-4m&vmps tomtom® 

tlmztf. 1 Bs 2Bs 3Bs 4Bs 5B. 6B. 7B M) . 8 

Bs 9Bs 10Bs 11 Bs 12Bs 13B. 14B {ttattim , 15B. 16B. 17 

Bs 18Bs 19Bs 20Bs 21B (fiP^3M) , 22B. 23B. 24B. 25B. 26B. 

27B% 28B 4jJl) „ 29B% 30B% 1 5JS% 6JS% 7JSL 8JS% 9JS% 

10®. 2^, 3B. 4^, 5^, 6Bmmmfeti:-mtLzmf>btiz>0 
[0129] #pg£&—GPC3*Ift>£^£y^;££||££L/c30B 

ti t tc it 1 E ti (c ̂  mWJii £ S # tc MM fr h J£SI £ ti tc JM, Mt t tc it MM 

^©jiiUGPCSjjIjt^-^ u ^jSS&GPC3*lJttf0.1 

ng/mL fr b 100ng/mL^"C0l5HI"CS)i> n1 ^ j!£GPC3Mft?£$|£y$|&A^i$] 

So S'JCD^PS^^—GPC3*Ift>£^ 

3^ti. 4^ti. sBm%tcit6Bmzmm)ik*mj 
tcMMfrb^tfe-ZtitcMfas Mttfc&i£nM^©jSitGPC3>j§Jt;&;E-^ U > 

^§£j§HGPC3)® 13:^0. 1 ng/mL£> 100 ng/mL j£TCD§5 

0T&£il^C, ^I^GPC3^Ift)^^)i^^-e^)S tyjfMTZ>o 

[0130] #pg£&—GPC3*Ift>£^£y^;££||££L/c30B 

ti t tc & 1E ti (c ̂  mWJii £ §: tc MM fr b J£SI £ ti tc JM, Mt t tc it MM 

^©^ilGPCS}!^^^-^ U y<?tZ>Z.ttk^;frs ^jSS&GPC3*lJttf0.1 

ng/mLb 100 ng/mL^TCD§50T&'I>i|-n ^|^GPC3^Ift>^^^y^)iCDli 

SiJ0#PS^^-^tCd3lNT, GPC3^Ift)^^ 

fezmmbtc2jm 3jm 4jm 5^tit/c(i6^ti(c^i^i^s^/cM 

Mttfc&i£nM^©jSitGPC3>j§Jt;&;E-^ U >yf 

•S d1 ̂ "a^s ^§^3lilGPC3)jiS^0.1 ng/mL£> 100 ng/mL j£T CD §5 HIT 
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[0131] £/c, ^tl<M£GPC3*Ift>£il£yiP;££ 

HfjfcniT •2>tu(cM^Av'Q^il^ tltcJM, Mtt tc&i£n;i(D(c £ INTM'M 

^ti^®HGPC3(Z)}jis ( >}ji^j ) ttm^tim&o *mmz 
®HGPC3}jiS© <h&, GPC3^ft^£iJ£i&£gttfcj§ 

^^^^n^ti/c^^ftis^^©®iiGPC3}jis^\ ymiK 
J*Lt T £>£*§£•£ ER* t" £ o GPC3*Ift 
^s^/cfum-e®HGPC3}jis^^immBMizsv 
£ilffilCttt-£GPC3^ft^£y^tf^$l]T£>£ O 
£tl, GPC3*Ift>£^y^;££gtt/cfu 
&TjSS&GPC3*lJttf |f| LT^ty^i, <h 
^Rrfg-es>y^©{iitcps^^n^iNo LT, HS^^i06fe 

im±, i.05m±, 1.1 
1.2um, l.m 1.5m, 1.6m, 1.7 

£l±, um, l.m, 2m±, 2.1ISR 2.26^ 2.36W 
, 2.42.5m±, 2.6m±, 2.7fi^ 2.8feJ^±, 2.9|g^ 3 

3,1^1, 3.2m±, 3.3m±, 3.4fi^ 3.5|g^ 3.6{£ 
£l±, 3.7fi^ 3.8m±, 3.9|g^ 4m±, 4,1^1, 4.2feJ^± 
, 4.3m±, 4.4m±, 4.5m, 4.6m±, 4.7|gJ,U, 4.8fiJ^±, 4 
.9m, 5i^u, 5.1m, 5,2m, 5.3m, 5,4m, 5.5in 
£l±, 5.6m, 5,7m, 5.8m, 5.9im, 6m±, 6,1m 
, 6.2|g^±, 6.3|g^±, 6.4fi^, 6.5|gtt±, 6.6|gJ^±, 6.7fi^, 6 
.8fitt±, 6.9|g»±, 7fiJ^±, 7.im, 7.26^1, 7.3fi^±, 7.4fe 
£l±, 7.5|g^±, 7.66^1, 7.7m, 7.8fi^±, 7.9|g^±, 8feJ^± 
, 8,im, 8.2|gJ^±, 8.3|gJ^±, 8.4fi^, 8.5|g»±, 8.6|gJ^±, 8 
.7m, 8.8|gJ^±, 8.9|g»±, 9m±, 9.im, 9.2m, 9.3{£ 
^i±, 9,4m, 9.5m, 9.6m, 9,7m, 9.8m, 9.9m 
±, 10|gtt±, 1im±, 12m±, 13m±, 14m±, 15m±, 16fe 
£l±, 17fe^±, 18feJ^±, 19feJ^±, 20{££l±, 21 22{££l±, 23 
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24{££l±, 25feJ^±, 26feJ^±, 27{££l±, 28feJ^±, 29feJ^±, 3 

0feJ^±. 31feJ^±, 32fe^±, 33feJ^±, 34fe^±, 35feJ^±, 36feJ^±, 

37fe^±, 38m±, 39feJ^±, 40{££l±, 41 42{££l±, 43{££l± 

. 44{££l±, 45feJ^±, 46feJ^±, 47{££l±, 48feJ^±, 49feJ^±, 50{££l 

±. 55m±, 60feJ^±, 65feJ^±, 70{££l±, 75feJ^±, 80feJ^±, 85{£ 

90m±, 95m±, 100feJil±, 105m±, 110m±, 120m± 

. 130m±, 140m±, 150m±, 160m±, 170m±, 180m±, 1 

90feJ^±, 200feJ^±, 22Qj%iX±s 240feJ^±, 260feJ^±, 280feJ^±, 300 

320fe^±, 340fe^±, 360feJ^±, 380m±, 400{££l±, 420fe 

440feJ^±, 460{££l±, 480feJ^±, 500feJ^±, 550feJ^±, 600{££l 

±. 650feJ^±, 700feJ^±, 750feJ^±, 800feJ^±, 850feJ^±, 900{££l± 

, 950feJ^±, 1000feJ^±, 2000feJ^±, 3000feJ^±, 4000feJ^±, 5000{££l 

±, 6000te£Lt, 7000feJ^±, 8000feJ^±, 9000feJ^±, 104{££l±, 2 x 104 

{%£i±s 4 x 104{n6 x 104{n8 x 104{££l±, 105 {%£i±s 2 x 105 

4 x 105{££l±, 6 x 105{££l±, 8 x 105{n£/cm06{££l±-e 

ftzmsiZs ^m&Miz&ttzmztttzGPC3*Ift-e&z 

[0132] #Rg;£&—GPC3*Ift>£^£y^;££H££L/c30B 

ti t tc it 1 E ti (c ̂  £ jg ft tc MM fr h J£SI £ ti tc JM, Mt t tc it MM 

^©^ilGPCS}!^^^-^ U ^I^HGPC3)jiS^\ ^ 

ymf£ix±zfo&m^izm(D$m,Mte-mmiz£>^Ts ttmt* G 
pcmm£mmm%*mmi;tc2Bms 3jm 4jm sm^tdtsmmzm 
mWJii ̂ ^iitcMMfrb^W^titc JM, Mt t tc it MM ^ © )S it GPC3>j§Jt 

^±fr^106{£^±T£>£*I^C, ^|^GPC3^Ift)^^)i^^-e^)^ «h>^ 

£1" •So 
[0133] ±=E(D, ^§£®itGPC3^]t;6^-X^ ^§£GPC 
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-Zfo-oZ, ftlzB&W&Z-Stel&W&lzStt 
^GPC3(D%mmtm,M(DW{mxz\yix±zh^m^izs ^i^GPC3^ift>^^y 

tttStlSo S!J©#PS^^-^tCd3lNT 

s GPC3*Ift)£^y^)££P^£L/c2/3t£% 3/3ti, 4/3ti, 5/3tit 

fc &6 ̂  ti (c ̂  mWJii £ S # fc MM fr h J£SI £ ti tc JM, Mt t fc it MM ̂  © 

^itGPCS^jt^-^ U ^I^HGPC3)jiS^-X^ 

-f >}jiS©im±^^106m±-e^)^T, ^§£,t^fr^i£H£ftfcML ft 

iZB&W®%^te&fflMiZ&i1Z>GPC3<Df£%tmtfpftM<DfflM%,&%±&7>^J7 

£l±T£>£il^C, ^GPC3Hft^£iJ^tf^$l]T£>£ tfcMt & Z. t % 

lx9o 

[0134] ftizBmm*<3fcmmmz&tf&wc3(Dm% 

fe/i 1 (<-<£ •?> lfefe(Z)itn^ P T7^ifi]^i§Ijil% ^fcfct'ffit L 

Oi^fSSE IHC totalX=l7^7^±tfc(i7^)S) ^y^£tlt#£o £ 

fclfefe;£2 (C<££lfefe(Z)i£|l®!±i£tl£GPC3-IHC7.=l 7:6*1+, 2+% 3+T£>£ 

LT^y^$ tit# •!> o 

[0135] #pg£&—H*§(C£^T, GPC3*Ift)£^£y^)££!!££Lfc30B 

titfc& 1Eti£^mWJii^^iitcMMfrb^W^titcJM, Mttfc&i£n;i 

^©^ilGPCS}!^^^-^ U ^guSHGPC3)j|Jt^\ ^ 

-x?<r >mizix±-<?&%*§-£izs m$GPC3mft>&mMm)£(Dmm$:>kfeT 

ZZ£%^? o Sy©#P^&-H*§(C£lNT, GPC3^Ift)^^ 

&£m&Lfc2jm 3jm 4jm 5mi£fc&6mi^§£ii&£Sttfcj§ 

^•^^^H^tifcifn^ Mttfc&i£n;i^©jSitGPC3>j§Jt;&;E-^ >j y<ft 

zzttt^frs ^i^HGPC3)jis^-x^-r >}jis©im±^^i06m± 

T£>£il^C, ^§£GPC3*Ift>£il£yiP;£©^£>££1-£ £ <h £^9Q 
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[0136] ±IB0. ^MitGPC3MJt^-7^ ^|£GPC 

£ #0$sM$ IZ fc tt £ GPC30^fi £ fc #JtT £ £ <h fc RIfgT £> £ 

T, ^tCflT^fii)s^#^$li)slCfcH^^GPC3 

©fg!j!m;6^£©MXP 7^±T&£if^i (C, ^§£GPC3*Ift>£^£y^>£© 

PC3Mft)^^)i^r?I^L/c2^tt% 3/m 4m%s 5B&3itc&6Bmz% 

IfrWJ££SfcM^fr £^it£ titcitn&s iM t fc (iifliJt•^®3lliGPC3}lS 

^r^E—^ u ^i^HGPC3)jis^-x^-r >}jis©i^ 

^±^^i06m±-e^-^T. 

^te&KBMiz £ £ GPC3©^iiM^m^©M^^^fex =i 7^±T& £ if 

^IZS ^§£GPC3ilft>£0£yiP;£©^£>££1-£o<h£^9o 

[0137] ^(CST^im^^^MHI^a^^GPCS©^!! 

fe)ii tfc&igfcL 

<tt4^SE (^IHC totalX=l7^7^±tfc(i7^)S) ^y^£ftt#£0 ^ 

fclfefe;£2 (C<££lfefe©i£|IJl!±!£ft£GPC3-IHCX=l 7:6*1+, 2+% 3+T&& 

if^fc %.tcpfj,Mmmf&&$k&x=\ yu±-vh^m^mm,M(D-mmt 
L T {^!l^j\ ^ tl% •§ o 

[0138] >£j|gyfecfct/»i| 

^0^(cfc^NT>^^y«h^ at. ̂ M©>^fcL<(i^^ &£Wi& 

g • g#lfT©fcto©^y^^9o tfc, ^g0£Ucfc^T, rGPC3;fift)£^y^ 

0fllT&££^c£^T£fc&©GPC3^to^£!Jj TGPC3^Ift 

® HGPC3» 

S^p/f^®{ilT^^M^(CGPC3^Ift)^«y^^-r £ d <h £^OHS©&£i;& 

/ij RitgT^^L, r^^)^-r^fc^(Z)E^(Z)ag^(c 
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> V 'J =i-JW I-Jim) s X (*° <J 

VJI/S<- K80 (TM) , HCO-50#) 

[0141] tefefot 

yisJVRXf/Ztc&^yisJVTJVZ-JVbiftm^tlW&o £tcs MWM ($1*. 

l£s 'J K U 0 AgffiS) , i^b^y (0IJ3.1& 

y°nti^y) , £££y ($yx.fc£\ , it 

^bK±^y«hi3^^tit#^0 mm^yy-fjuz^m 
£tl£o 

[0142] ifS L< >£ 

MM. ^&^y§^ w&^ys^ 
HMF^H strati 

[0143] 

mt&mmmmM(D&j3-m&. -mz-D^wai kg&fcy 0.0001 mg 

<Q 1000 mg©iBH(C|S^^tlt#^0 BMtbtc y 0. 001 ~100 

^y<h LT, ^^"CDifll'^ h "7 7{it£il:l^±<h 9 

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±% 230 g/mLi^l±% 240yu,g/mLi^l±% 250 

yu,g/mLi^l±% 260yu,g/mLi^l±% 270yu,g/mLi^l±% 280yu,g/mLi^l±% 290jug/niLl^l 

±, 300jLtg/mLJ^±, 400Atg/mL£Lt£#tf£ d ttf-£^Z>0 ^yfcftLOi 

% 200yu,g/mLiil±^:^tf d <h $ •So 

[0144] *fg0.S(Z)S^y(C&, 

ft§im* ©)SHGPC3)j|Jt 3b%^(Dm-T?& £ j§^ (C £ £> IZt Z> ^(D#g 
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GPC3*Ift>£H£y 
mfe%&ttt£&lzm*LTV2>mMlZ$blZl9Ll3-t2>W<DMtttfS£tl2> 

o 

[0145] 

'J mm 
Mf&GPC3m&tfpjTfc<D@-e$>z m^izm%GPC3m ft 
tfcMTZs §Eii£tiZJs &# 
frmwmmti&o 

[0146] *fm<»m&Mte-mm-etes 
JSS&GPCC^T\ 

T$>z>*§•&izs ^m&%iz&ttzmztttzGPC3*Iftftm®T$> 

p/r£©{it&0.1 ng/mL, 0.2 

ng/mL% 0.3 ng/mL% 0.4 ng/mL% 0.5 ng/mL% 0.6 ng/mL% 0.7 ng/mL% 

0.8 ng/mL% 0.9 ng/mL% 1.0 ng/mL% 2.0 ng/mL% 3.0 ng/mL% 4.0 ng/m 

L% 5.0 ng/mL% 6.0 ng/mL% 7.0 ng/mL% 8.0 ng/mL% 9.0 ng/mL% 10.0 

ng/mL% 15.0 ng/mL% 20.0 ng/mL% 25.0 ng/mL% 30.0 ng/mL% 35.0 ng/m 

L% 40.0 ng/mL% 45.0 ng/mL% 50.0 ng/mL% 55.0 ng/mL% 60.0 ng/mL% 6 

5.0 ng/mL% 70.0 ng/mL% 75.0 ng/mL% 80.0 ng/mL% 85.0 ng/mL% 90.0 

ng/mL% 100.0 ng/mL^CD^CDflifr£>>£££ft?#£ L, ±IB(Dft^(D{$.(D 

i#fre>ftE£MiR;*ft£^©{ii£±PS£J;tmS£T££WiiiBH£ LT>£ 

ti%£>o ^fCD^ 9 LT 0.1 ng/mLAv<Ql00 ng/mL^ 

T©^{iil5HIAv'Q3S^3liR^tl%Z>o 0. 1AV<Q100 ng/mL% 0.5AV<Q8 

0 ng/mL% 1.0AV|Q60 ng/mL% 2. 0AV|Q55 ng/mL% 3. 0AV|Q50 ng/mL% 4.0AV 

|Q45 ng/mL% 5. 0AV|Q40 ng/mL% 6. 0AV|Q35 ng/mL% 7.0AV|Q30 ng/mL% 8. 

0AV<Q25 ng/mL% 9.0AV<Q20 ng/mL% 10AV<Q20 ng/mL^ti50 fc? ^ L 

0. i^e>0.35ng/mL, mzftZL^mmmtLx, 0.15 
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fr£0.3 ®itGPC3)j§]t©P/T£ 

(Dimts ®itGPC3£)iy£t" 

7°, gim©&#£# o^jtfc^m^) . it®giW7'f 

T^T^T^-^C^LT, to1*jbHc^fbM#£0 ±§B©^-e£>£d<h 

fc^x, ®HGPC3(Z))IS^ LT, 

(D tm iz fc a z> >ut #m ti&o 
[0147] iiu§3©jSSlGPC3©*lJ£tt% GPC3^Ift>^^)i;&il^-r^fu^t//X(iil^ 

u tc ti iZ £ tl /c iZ fc IN •T )iy M £ tit# £ t tl e> tt P/r£ (D 0# Fai ^ Pi 

tsi^ ti tc *t i& o §^4 ~e & }iy fetsnm&o pfrfeoim ̂  m Pi ~e UM ̂  titcM 

Wiom^o 7t>^ttifrx}t'D iz fc a z> ®HGPC3}jiS^±^(Z)p/T^©}jiS"e 

&£*§£•£, miz&ttzmztttzGPC3^Ift^£y^&ftm®•?$>& 

fc L < &^§£il;£(«^>£££tl£o G 

PC3*I ft % m fa L tc ti CD §ima (D (D 0# m Pi it i&tss^ £ ti 
%ti\ mmmmmfete-mmt^TGPMmmsmmmm&^mns 2 
a, 33, 40% 5B. 6B. 7B M) . 8B. 9B. 10B. 11B. 12 

B, 13B, 14B (Tt£t>t>2M) . 15B. 16B. 17B. 18B. 19B. 20B. 21 

B (SP^3M) , 22B, 23B, 24B. 25B. 26B. 27B. 28B 

) % 29BN 30BN 1 5jJl% 6jJl% 7jJl% 8J5L 9J5L 10®L 2B-. 3£U 4£U 5 

B. ZtciteB* fclXttlUk 2 0, 3®, 4®, *,L<it*tl&±<D%tm 

+M0)\yW^(D, mi&(Dmffitm£t(Dm(Dfobty&m£i~z-U'%L^timz> 
o &^ffittet>t>%tmy-4IB. 2B 

, 33, 43, 53, 63, 7B {ttattm) , 8B. 9B. 10B. 11B. 12B 

, 13B, 14B (Tt£t>t>2M) . 15B, 16B. 17B. 18B. 19B. 20B. 21B 

(fiP^3M) , 22B, 23B, 24B. 25B. 26B. 27B. 28B 

% 29BN 30BN 1 5J5L 6J5L 7J1% 8J5L 9JJ1% 10JS, 2B-. 3^% 4^% 5^ 

% 6Bm<$m^-mtLxmf'bti^0 

[0148] #mfcte-mmiz£^-c. IU§B^»(C^ GPC3^ift>^^i^r^^u 
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tc30 a ti $. tc & 1 B ti iz ̂ ^^.ntcBM^b^-W^titcM^ Mt t tc 

M;i^©5iSitGPC3}j§]t;&;E-^ U y<?tZ>Zttk^;frs ^I^HGPC3)jiS 

^0.1 ng/mLb> 100 ng/mL^TCD§BHIXfo&MaiZs ^|^GPC3^Ift>^^^iJ 

W8ktfM$]-Z1bZ> tykfeTZ Z £ tf§Ei&£ tiZo Ei]<D$Emfete-BffiiZ&l* 
T, GPC3mft)&mMm)i^m^Ltc2Bm, 3jm 4jm 
5 E ti t tc It 6 H ti (c ̂  £ §1 ii tc MM fr h i£it £ ti tc jfajft, Mt t tc it 

ifHyW ^ (D Slit GPC3>J||3t — "J yytzzttk^frs ^jSS&GPC3*lJttf0 

.1 ng/mLb 100 ng/mL^TCD§BHIXfo&MaiZs ^|^GPC3^Ift>^^^iJ^)i 

-Z'fc&t&fet&Zt §Eii $tl50 

[0149] tu§E^»(c&, GPC3^ift>^^i^r^^u 
tc 30 a ti t tc it 1 E ti (c ̂  mWJii £ §i ii tc MM fr b i£it £ ti tc jfajft, Mt t tc 
M;i^©5iSitGPC3}j§]t;&;E-^ U y<?tZ>Zttk^;frs ^I^HGPC3)jiS 

^0.1 ng/mLb> 100 ng/mLj£"C0i6HIXfo&MaiZs ^l£GPC3^ift?£$|£y 

sy©#Ps^^-^tcd3iNT, tu 
BZffi^Wizit. GPC3mm£mMm:&*m%iLtc2Bms 3jm 4jm 5^ti 
t tc &6 ̂  ti (c ̂  mWJii £ §: ii tc MM fr £> ^it £ ti fc JM, Mt t fc &i£n;i $* 
CDjSS&GPCS&JtS:^* U ^jSS&GPC3*lJttf0.1 ng 
/mLAv b 100 ng/mL3;-e©!BH"e£>£*§£•£, ^I^GPC3^Ift>^^)i©^^ 
£ >££t Z> Z t m^WL £ tl £ 0 

[0150] tfc. ^mmimfetemcD-mmxit, ^tie>&GPC3jift^£ij£i&£ 
HfjfcniT •2>tu(cM^Av'Q^il^ titc JM, Mt t fc it MM © IS^Uc fc ^ T ;iy £ 
£tl£)SitGPC3(Z)}j§]t ( \«-7,=j4 >>j§JtJ ) <hJ:t$$£tlt§£o *H*§(C 
fctt£, ®HGPC3}jiS© tit. GPC3^ft^£iJ£i&£gttfcj§ 
^^^^n^tifc^^ftis^^©®iiGPC3}jis^\ ymiK 
J*Lt "C £>£*§£•£ ER* t" £ o Ttet>t>M—MMiZ£\,\TGPC3*Ift 
£SttfcfutiT®HGPC3)j!]t^ l^iiflD LXVZtZiZs mmMMizStt 
^^(C^-r^GPC3^Ift)^^)i^^-e^)^ £ ^MZtcitfcM 
£tu tfc&^§^;£©$®^>£££tl£0 GPC3*Ift>£^y^;££^ttfcfu 
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m-e;sitGPC3}j§]t^ «h 

im±, i.05m±, 1.1 
1.2^U, Um, l.m 1.5m, 1.6fi^ 1 . 7{n 

^i±, um, urn, 2m±, 2.11SR 2.26^ 2.3 
, 2.4fi^ 2.5m±, 2.6m±, 2.7fi^ 2.8feJ^±, 2.9|g^ 3 

3,im, 3.2m±, 3.3m±, 3.4fi^ 3.5|g&±, 3.6{£ 
£l±, 3.7fi^ 3.8m±, 3.9m±, 4m±, 4,1^1, 4.2feJ^± 
, 4.3m±, 4.4m±, 4.5m, 4.64.7m±, 4,8|g^ 4 
.m, 5|^U, 5.im, 5,2m, 5.3m, 5,4m, 5.5 
£l±, 5.6m, 5,7m, 5.8m, 5.9m, 6fiJ^±, 6,1m 
, 6.2|gJ^±, 6.3|gJ^±, 6.4fi^, 6.5|g»±, 6.6|gJ^±, 6.7fi^, 6 
.8fitt±, 6.9|g»±, 7fiJ^±, 7.im, 7.2fi^, 7.3fi^, 7.4fe 
£l±, 7.5|gJ^±, 7.6fi^, 7.7m, 7.8fi^, 7.9|gJ^±, 8feJ^± 
, 8,im, 8.2|gJ^±, 8.38.4fi^, 8.5|g»±, 8.6|gJ^±, 8 
.7m, 8.8|gJ^±, 8.9|g»±, 9m±, 9.im, 9.2m, 9.3{£ 
^i±, 9,4m, 9.5m, 9.6m, 9,7m, 9.8m, 9.9m 
±, 10|gtt±, 1im±, 12m±, 13m±, 14m±, 15m±, 16fe 
£l±, 17m±, 18feJ^±, 19feJ^±, 20{££l±, 21 22{££l±, 23 

l±, 24fe^±, 25{££l±, 26feJ^±, 27{££l±, 28feJ^±, 29feJ^±, 3 
0{££l±, 31feJ^±, 32fe^±, 33feJ^±, 34m±, 35feJ^±, 36feJ^±, 
37fe^±, 38feJ^±, 39m±, 40{££l±, 41 42{££l±, 43{££l± 
, 44{££l±, 45feJ^±, 46feJ^±, 47{££l±, 48feJ^±, 49feJ^±, 50{££l 
±, 55feJ^±, 60feJ^±, 65feJ^±, 70{££l±, 75feJ^±, 80feJ^±, 85{£ 
£l±, 90m±, 95m±, 100feJil±, 105m±, 110|gft±, 120m± 
, 130m±, 140m±, 150m±, 160m±, 170m±, 180m±, 1 
90feJ^±, 200{££l±, 220{n J^l-t, 240{n J^l-t, 260feJ^±, 280feJ^±, 300 

320{nJ^l-t, 340{n J^l-t, 360feJ^±, 380m±, 400{££l±, 420fe 
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440{££l±, 460feJ^±, 480feJ^±, 500feJ^±, 550feJ^±, 600{££l 
±. 650feJ^±, 700feJ^±, 750feJ^±, 800feJ^±, 850feJ^±, 900{££l± 
, 950feJ^±, 1000feJ^±, 2000feJ^±, 3000feJ^±, 4000feJ^±, 5000{££l 
±, 6000feJ^±, 7000{p 8000feJ^±, 9000feJ^±, 104te£Lt, 2 x 104 
{%£i±s 4 X 104{££l±, 6 X 104{n Ji-l-ts 8 x 104{n Jil-ts 105 2 x 105 

4 X 105{n 6 X 105{££l±, 8 X 105{££l±, t/c(i106fe^±-e 

ftzmsiZs ^m&%iz&ttzmztttzGPC3^Ift-e&z 

[0151] tu§E^»(c&, GPC3^ift>^^i^r^^u 

tc30 a ti t tc & 1 E ti (C ^mwjii%&tttc&MfrbM£&-$titcjfajft, Mt t tc 

M;i^©5iSitGPC3}j§]t;&;E-^ U ^guSHGPC3}j|]t 

fi\ s<-x7<r>m&yL±v$>zi§'£iz% 

%i]<D#m£&-Bmz£^rs fulfil 
mizizs GPC3mft)&mMm)i^m^Ltc2Bm, 3jm 4jm 5^ti£/c&6 
^ ti (c ̂  %gtftcBMfrb¥M$titcJM, Mt t tc l&MM ̂  © jSit G 

pcs^jt^-^ u y<?rz>z.t%^;frs >m 
Jg©1 e> 106{£^±-e&£il^C, ^I^GPC3^Ift)^^)i^^-e^) 

& t fcMTZ d ^IB® £ ft £c 

[0152] ±§30. ^^®HGPC3)jiS^-X^-r V*lJg£Lt-C£> ^§£GPC 

£{#1±T^Jt1-£d<hfc§E*6£ftt#£o ttet>t>s tt&£^£lCfctt£jSSlGPC 

3)1^^-7.^-f ym&&±-e$>?Ts MIf^e,#l^ft/cim 

ST^M££#fr^MHc fc tt £ GPC3©fgSEfitf =I 7J^±-e«> £ 

ti^r tc, ^i^GPC3^ift)^^)i^^-e^)^ ^ tiES^ftt# 

So sy©#ps:£&—^JUlCfclNT, GPC3^Ift)^^)i;&il^L/c2^tis 3 

jm 4^ti. BBm^tc^6Bmizmm^mitcmm^h^m^ntcM)ik 
, mttLtcteMM^OimikGPZm&ik^-t')y?tZ>Z.tik<5;fr, 
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$> & t z t £ tit# z> o 

[0153] 

mtfpftM<DffiM%,m%k&7>^j7&L±-z$>2>m'&<D#mM<D-mwit LT, m 
fe/i 1 (<- <£ •?> lfefe(Z)itn^ ^ U 
Oi^fSSE IHC totalX=l7^7^±t/c(i7^)S) ^y^£tlt#£o £ 

/cl^fe)i2 (Ci;^^fe(Z)iSm®l±l^tl^GPC3-IHCX=l7^1+, 2+% 3+T&& 
*I^§t 7^±T&£ifi^©#P^©-II*§<h 

LT^te^ tit# •!> o 

[0154] tu§E^»(c&, GPC3^ift>^^i^r^^u 

tc 30 a ti t tc & 1 E ti (c ̂  S tt fc j§^ <Q ^11 £ ti fc jfajft, Mt t fc 

Mjf^^^ilGPCS}!^^^-^ U y<?tz>z.ttk^;frs ^I^HGPC3)jiS 

t\ >m&yL±v$>zi§'£iZs m$GPC3mft>&mMm)£(Dmm$: 
%£TzzttfBam$tiZo %i]<D#m£&-Bmz£^rs tu§E*s^»(c& 

, GPC3mm£mmm%*mmi;tc2Bms 34jm ^B^tc^B^mz 
^ ItWM ^^itcBM^b^Mk^stitc JM, Mt t tc it MM ^ © )S it GPC3>j§ 

u y<?tz>z.ttk^;frs ^i^HGPC3)jis^-x^-r >)is©i 
>b 106{£l^±XfoZm-glZs ^I^GPC3^Ift)^^)i©li^^)^^'r 

•i> CI .h^lES^tl'So 

[0155] ±=E(D, ^§£®itGPC3MJt^><-X^ >MJt^±T&£*Il^C, ^§£GPC 

^^n^ti/cim ftizBmm*^fcmmmz&tf&GPC3(Dm%w%:i%v: 

T^Jtf^il^tiE^^tLffSo fti;I^Cfctt£)SitGPC3}j§]t 

^X-T^-r V*lJt£LtT£>oT, ^ICffFilS 

MM £ # OUffiMM (C fc tf £ GPC3 © fgSEfi £ © M X =1 7 £Lt'T £> £ *!£-

(C, ^^GPC3^Ift)^^)i©li^^)^^'r^d^:tlE®^tlt#^o SO CD# 



WO 2014/097648 89 PCT/JP2013/007529 

. 3jm 4B&S 
JM, Mttfc&i£n;i^©jSitGPC3>j§Jt;&;E-^ U yytZZ.t&lifr, ^ 
i^HGPC3)jis^-x^-r >}jiS©im±^^i06m±-e^-^T, ^§£<§ 

TlX±V$)^m^iZs ^§£GPC3ilft>£iP£yiP;£(Z)38 
mz&'MT&zt $ tit# z> o 

[0156] 

fe/i 1 (<- <£ •?> lfefe(Z)itn^ ^fcfct'fSt U 
Oi^fSSE (^IHC totalX=l7^7£l±3;fc&7^) tlf#£0 £ 
/cl^fe)i2 (Ci;^^fe(Z)iSm®l±l^tl^GPC3-IHCX=l7^1+, 2+% 3+T&& 
*I^§t £fcm£©M£&j£lfefeX=l 7^±T&£ifi^©#P^©-II*§<h 
LT^y^$ tit# •!> o 

[0157] *wmz.nb^mm 
(cfrjpg£ti£ t©Tii^^o 

1 

[0158] GC33&, t: hGPC3(Cim^fffltt£t ̂ T^t5»<5fl^^.t: MblgGI 

-Ey ^P-^-jU^TS)^ (WO2006/006693) 0 GC330JI?Tfc <fctf/3ifctt^: 

(HCC) H^Cfctf^Dose Limiting Toxicity (DLT) 

&fc<£, #SteiS(cfciNTlliffiE^j^iS,i^^Ste^ti/c (GC-001 us§sn) o mfi 
fc<£ Xf/£ fc&{¥fgttHCCj§^(c fc£S^ttfc<£ Xf/£ fcGC 
33(DWV\W&-Ju-J T < )\/, trcffisl^j^ fccfctf/W 

«hiT'S^ISllTiis HCCM^-(CGC33 (2.5 mg/kg~20 mg/kg) ^jl1 

M lNfcf$M£f*UC i^T tlfco 

[0159] ^^tit^tifcHcca^^ mm^foztcimm^mzmm-ztitcs w-m 
fc <£ xf/1 fc tt&ssft mm iz jg L T ̂  &$^tt©Hcc L 

TlNfco Sg*&£^tt'>&< ^t18^TS>y. 
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• — 1T\ fr-^chi Id-Pugh 

H°ZL-mm AtL<(iB^7m^fc0 t/c, ( 

RECIST) iZ^t^tJi<t^^(DWm^m^m^^bX^Tc0 mCD&mtL 

T&s GPC3^^im^fe (GPC3-IHC) ICffllN^tl^HCCffi&M® 

) <om&s 1500/^1, 50000/^0 

, Mfg (^tr'JJUtr>^IE^©3fe, 7X«Vi7$;h7V77i7 

y S7>^7x7-^Ii05fi, PT-INR^2.0) 

. &&xFgmm U7f-v^ii©2^) ^M^tifco &*§. S?L 

£§X&®S*iSPltt TOS*iS&®tiB f) 12ti BizBM(OhO fc&tt 

(DBM. 
(DBMs mm 

%s ^itfc&ymmmo)mmiz^P$ 
* $ JFFIM^C £ & * 
m& (omt * ̂ t m ©mt m.n °a t tc &CHO« iz & ? x $ n 
/c|M^pp(C^)"t"•2>H^P©j§iLfciNa^fN^roi^^M^^&^fco ^ 
tc, ^(D 
m (o 4t¥m&* # & tc mm * s w- tc m ̂  \>x 1*1 iz so r at e n i b iz j: z mm 
*§ilj tcB% Zfcli 1 s tt tc E^iGPC^I ft ® 

&-z> fc#*\ p/f©wash-outJ^|^tCGPC3Mft?^^^^^ 

tlfco 7°Ph=Ul4£, iipDp0E^i©il©I¥©^y K7^ VlCt^ 

T^fe^tu ^ti^ti©#JP'T^)^{tilMgM^(Ci;''JIHpr^ti/co ± 

X(D&M&s ^U(Dmlzs MiOH yy*—A K=i>-tz> Lfcc M 

GC33©40$^£ 1 +M U ££^£^3ifctt§^^tg&#l4 

tffgSEU&WSy. GC33©$^«^£tlfco Sfim(DWim^-X^-( yx 

^m±im:jtz>z.x,iy-'( vjvzit.izK^tixwm^titcv £,&© 

IZ<£ o TM£ tlfco 

[0160] HCCffi^MlC£tt£GPC3*V/^ft©fg^ttGPC3MMft^lfefe (GPC3-IHC 
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) tlfco GPC3-IHC(i^H]Char les River LaboratorydT^CD 

tifco <fc o j: ytifctitc7 * JU 

"7 U VHI7 7 -f >)i±I^tlfcSfi^l7°P V ^ <fc yii^^tlfcHCCfflSl 

tlfco ^SChar les River Lab 

oratorylC£tt£fcy:£©^©^JlE^b&#©MMIfefe©#&ttWO2009/11665 

9(C|ES^tlfc^")i(C^i;fco trC^(hltV^T,GC33irC{£% 

Wt LTx"7 7.IgG2a^^ffllM^tlfc (WO2006/006693) 0 

[0161] Charles River LaboratorydT^Sfe^tlfcGPC3-IHC (^fe;£ 1 ) (CM L 

Ttt, $t4 lZ7jkt&^Mt£-?TWlh^tltc, PIMM (Positive cell r 

ate: PR) % !ffl!§^£fc&!ffl!§lIlC£tf£>^<fe!jiU^ (Staining intensity 

of cytoplasm: SI-cp, Staining intensity of cell membrane: SI-

cm) — y (Staining pattern of cell membrane: 

Sp-cm) iScfctf^CDf+H^lCfc <h-3VTJP® LT, 

lfefefi©i§"^IInn tlfco i§"lfe'fe^Ilpp 3^ CD^illM (<- •?> Pee r 

review meet i ngdTstll-'fb^ tlfco 

[0162] 
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[H4] 

Sfffi X37 

(PR) 0 0 (PR) 

1%HX± 20%7fejt 1 

(PR) 

20%iil± 50%7fe?lS 2 

(PR) 

50% iil± 3 

(SI) 

• HHJj&ff (SI-cp) 

• HBJfeM (Si-cm) 

wmm 0 (SI) 

• HHJj&ff (SI-cp) 

• HBJfeM (Si-cm) 
mm 1 

(SI) 

• HHJj&ff (SI-cp) 

• HBJfeM (Si-cm) «t uy s tc mmm&w 5 mm 2 

(SI) 

• HHJj&ff (SI-cp) 

• HBJfeM (Si-cm) 
fMligtt 3 

(SI) 

• HHJj&ff (SI-cp) 

• HBJfeM (Si-cm) 

mm 4 

IfflJISffiSfefett (SP-cm) ma 0 IfflJISffiSfefett (SP-cm) 
1 

IfflJISffiSfefett (SP-cm) 

% if <n iffl M <n IB m ui <D—f is fc ± if- fp <D na m (D if m in <D 2 

IfflJISffiSfefett (SP-cm) 

ft¥<nMM<nmim<nV\m-®;<nVk& 3 

[0163] imi 

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

iz 16?£0ytfiwRTfg-efe-itco -*-vo\s-

fe-e©IHC totals 7£stMt (14) 

5 'O^ISI 1 k.<j\ L/co 

[0165] [^5] 

GPC-IHC 5fF® (IHC total X=tT) m%L20 K£&5#j-&) 

(7M 9 (45%) 

(7^n) 7 (35%) 

4 (20%) 

HJ6^I 2 
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[0166] GPC3^ft^lC£tt£GC33£^C<fc£&ffi^mtfM£ftfc0 ±§EOt 
&yGC33^^^titc2m{m&5-mm%m2 iz^Lfcc tifc 
IP^S (Stable disease: SD) 

Sbbtltco 

[0167] Sfi^IHI(Cfc^^GPC3(Z)^Il^:GC33(Z)M^m©M^tt^Ii^^tlfco G 

PC3-1HC(DMtf RTmXfo-itc 16560U©IHC tota IX =1 71 ^ t (DM5t 

^ L fc ISH. IHC 101 a IX =1 7 tf7£l±, fc U < tt75&S -e(C # fc if 

5^^^±©SlS^SD^|^^tlfc«y^T^{S^(C#ttl. 

iM.6) o 

[0168] [^6] 

IHC total ^37 MP 
6 W± 36% (4/11) 0% (0/5) 

7 44% (4/9) 0% (0/7) 

8 W± 50% (3/6) 10% (1/10) 

9 W± 50% (2/4) 17% (2/12) 

10 $^± 50% (1/2) 21% (3/14) 

[0169] Hi IN Xs IHC total XZ\T(Dli^±(Dmt, 7£M(D&lZ&tf2>mmM£ft 

IS (PFS: Progression-free survival) ^:J;b$X Lfc t. Z. 5, 7i^l±©S¥(Cfc 

^T^E^CPFS^S^d ̂ A^^tlfc (|3) o 

[0170] tfc. ±IE(CTM^tlfcSfi^t^©-S^ffl^TGPC3-IHC^)iJPLT!¥ 

tlfco BenchMarkEll S^fe^S (Ventana Medical SystemsttM) 

l/NIQtlfcs ant i-g lypican 3 Mouse GC33 Monoclonal Primary Ant i bod 

y (Ventana Medical System Inc.) fc^lHVentana M 

edical SystenHC <£ o Xs % <Q tlfcH^y©^!^©^'^,©^^:/^!^^^:^ tlfc 

o Ventana Medical SystenHCtlfcGPC3-IHC (^fe;£2) T'ti, 

&jt#icj;y0 

~3+1T ©4|£pg (C T 7, =1 7 lb £ tu ^7IC ̂  t" #?# £> tl fc 0 

[0171] 
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IW1 
GPC3-IHC (!¥®^Ti£M 14 1^65#!^) 

3+ 3 (21.4%) 

2+ 1 (7.1%) 

1 + 7 (50%) 

0 3 (21.4%) 

[0172] £fc, mW + £2+RXfi3+(D=mz#ttt££$lZs 2+/3+£¥ 

[0173] [^8] 

GPC3-IHCX3T M3¥ mm 
1+/2+/3+ 18% (2/11) 0% (0/3) 

2+/3+ 50% (2/4) 0% (0/10) 

3 + 33% (1/3) 9% (1/11) 

H»!J 3 
[0174] GPC3^ft^lCfclNTGC33tf£^;*tlfc£^©mM*©jSBlGPC3©*lJttf 

mMZtltco ^tl^tU. 5 yu.g/mL<h^'i)i; 9 7 T7— (0.05 mo 

VLMm&l-^VOA, pH 9.6) tifc^Xj/CGPCS^ J 

tfC-HsM3C11 d3«fet^L9G1 ItfC-Hs (WO2004/022739) tf&O x;KC100MLT^^)E^ 

tlfcti(C^TM0tP^ffS£tlfc7°U- JL)Vm9t)§/<y 7 7 - (0.05 

mol/L Tris buffered saline, pH 8.0, 0.05% Tween-20) "C3[°]}5fc 

;#£ tlfco 7 • V 7 T7 — (25 mmol/L Tris-HCl buffe 

r, pH 8.1, 0.5 mmol/L ikit72 mmol/L J^b^ K U 

^A, 0.05% ProClin 150, 5 mg/mL "7$ >, 0.025% T 

ween-20, 1% Block Ace) tk&O xjKC200 yu-Lt^^JE L, ^/m"C20t^ 

iiLT, ±IE^^Sffi^^tl/c7°U-^§£7°U-M£ 

SC(Cf£ffl L&^Jf^C&4T^CT{£#£tlfcm. )iy^Cf£ffl£tlfc0 

[0175] ^%RJ<'>7 7- (25 mmol/L Tris-HCl buffer, pH 8.1, 0.5 mmol/ 

L 72 mmol/L J^b^ h U ^ A, 0.05% ProClin 15 

0, 5 mg/mL 0 isM/HT7$ >, 0.025% Tween-20, 0.4% Block Ac 
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e) (CT4{£||fK£tlfc±§E^J*§Si^Cfc^T^IX£tlfci§^-l£n;i;6<100 ILL 

K^\ 4°C(CTit^ffS£tlfc0 

, GPC3*I3tt)lt<h LT. ^=p L&IA <fc 9 IC495&& bmz 

509{i©-tr U — >5iS(CS;t^^ tlfc U =1 > lf^> KGPC3 (Hippo 

b (Cancer Res. (2004) 64, 2418-2423) ) ^ffllA^tlfco 

[0176] 7 7—T30&&£tlfc^§£7°U-hxJKC, HfK 

/<>> 7 T7 — T0. 3 ju.g/mL<h &•!> <£ 9 (C^rfK^ tlfc tf^^V^i^/LGlypican-S 

(R&D systemttM) ^100ML-f-^Px. tlfco ^ ^ tC25 

°cr 1 m m&s $ titc ̂  m 7° u — K o x JU #/ 07 7 - T3®^ $ 
tlfco 7 T7 — (CT^rfK^ tlfc 100 yu.L CDHRP 

HHEJITV h U 7° h j7 tf(St reptavi din-Poly HRP80) (Streptspecif ic D 

etection Techno log i esttM) If&O xJKCiPx. <Qtlfcfu!!E70l' — h^\ 25 
ocTi0tr^ UST^titco ^(D^S mm-?[s-\-(D&0JL)im9t}§/<v7 7-

T3[s]}7t}#^ tl/cfis V K^fa^ilil^ilHC^lATMB Microwell Peroxidase 

Substrate System (Kirkegaard & Perry Laboratories Inc£tM) 

ffllNT^fe^'t±/cfiIIE:&r> xjKZ)SJ^>S©450 nm& A>tHc650 nm(Z)Py&7lcS 

ItJlEU ^y^i~y KGPC3^#^i^iS^(ct^-^VTM^ 

titc^mM (*PM$IO zm^Ts m^titc&o 
Jfajf GPC3KJ1 A^WHhl £ tlfco 

HWlJ 4 
[0177] mmm 3 THHH$titcMm*ic&ai$tifcjsaiGPc*ijt ©}#&£, mmm 2 

T>£££ tlfcSfi}*M£GPC3-IHCX =1 =S#lC#ttT^ 4 
(C^L/co GPC3-IHCXP7(Cfc<h^VTGPC3imfgIl<hM£tlfc:g¥ (|4A 

) (CfclNT®HGPC3^}iy^^tl/c»y|^^#^^/co Slj^SD£^ 

LtcmmiZSVTl*. jSS&GPC3*lJt©±^ £fc&££WiEfl£tlfco * 

tltC^f LT, GPC3-IHCX =1 7IZ i £ "3VTGPC3{SfSSES fc<htl 

fc£¥ (I4B) (CfclNT^UGPCSM^^tlfc^yi^^^^^^fco 

[0178] tfc, tfc(i^O0^fu(cmLfcm;f(Cfc^TGPC3 
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(GPC3H14S#) , (Progr 

ess ion free survival: PFS) tl/cQ GPC3^i&5>^^(Z)^IStefiI(Z)lfll 

JfGPC30R§1£il©PFStt, ^tt?¥©PFSi; y (@5A 

) o ££>£, MMwc3®m&mtfwc3m$i%im#\<Di9Lj3-m%tmziin.Mwc3tf 
(GPC3*I^ 

^^PS^"F©^J) ©PFs^yt, ^m<o??s 
<£ y t (cS^/N tl £ if 7.tltc. (US 5 B) o 

H»!J 5 
[0179] £.fcs 0lZ7jkt£^lZ.s 1 2 

ti/cGPC3-iHC7. P 7(Dm&uxfr^Mmwc3mifm,&(Dm'£(Dmm 
^SDCDty^tt, GPC3-IHCXP 7^^{®?¥(Z)ii^(Z)SlS^SD(Z)Sy^i; y tim < 
tezzttf^ztltc (^6, 8^e>l 0) o 

[0180] [^9] 

GPC3-IHC (JfefiiSr 1 ) IHC^ffi (7 a±) ifojf GPC3pm •^•GDftb, 
GPC3 60% (3/5) 9% (1/11) 

nmkfoM GPC3 80% (4/5) 0% (0/11) 

[H10] 

GPC3-IHC (5fefeife2) IHC (2-3+) if!?# GPC3 •-Ercofdi 
GPC3 100% (2/2) 0% (0/12) 

WcrnkfaM GPC3 67% (2/3) 0% (0/11) 

6 
[0182] 1 <h-3VTGPC3-IHC(Z)IHC to 

talXP7^7iil±T\ A^Chi Id-PughX =l ££>IC70IJ (^ 1$| 

©IHC total7>P7(iftitM©i^IHC totalXP tltc) j£ 

mfe0y3©^&lCfi£l\ Ifn;f^©GPC3{g^)iy^^tl/c0 t/c 

. ^Wy4,h^l«(CGPC3^I^^^y^^^tl/c^I+27«y(Z)PFS^M^tl 

tco Z.tlb(D£E$| CD Jfajf ^ CD GPC3{g t PFS t CD M ̂  if • V =7 > £ *i% % M 

T&m^tltcm^ ^tu(cm;f^©GPC3^}iy^pItg-e^^/c^(Z)PFS (^6 
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A) % ^©GPCSM^RI 

mxtb-otzjg- (El 6 B) (D^ttlOPFSt, m;f^©GPC3^}iy^®WT"eS) 

tcffi® PFS<£ y < &£ o <h tlfco 

HWlJ 7 

[0183] GC33©jttTfci:t//t/c(i^tmffl^ (HCC) £ 

£1££fllsrr£fca&, 

A£^£tt&£UfcGC33 1600 mg^RSM^f 

(NP27884ISH) 0 2:1 

©J;b^-eGC33^ (1600 mg@:£Efi£1jl^PB"C2[I]&-^l PSSS&-5, n = 12 

Ii) (n = 600J) (Cte^jbSy^t/GPC3-IHC h 

(VentanattM) lA/cIHC|fefe(C <fc y GPC3^H (0, 1+, 2+/3+) (C 

S^$3=i/1x-htcjisy^^ti/co >£i^!M+®#(CT!+®£ti 

TlNfc1280iJ©itfifg£# (PFS) 

[0184] ^^^tit^ti/cHcca^ti, (4waj 

ML/cjttTttX(i$E^tt©HCC (fibrolamellarSy£P&<) %&t>s 'PK< £ 

«>y. GPC3)iy^ffl©sfi^Ht>7°;KZ)^^prtgT\ 

;U-7° • L < (i1T\ fr^Chi Id-Pugh (^^ 

-fjuKtriL-^) %tcs mmmmsmMm&m (REC 
IST) iz^t^tj:<t^^(Dwm^m^m^^bx^Tc0 m<o&mtbx 

fxu m/Ms ̂  50000/*tu 

• tT>^8.0g/dl) , JFN&fg (^tTlJJUtr>^2mg/dU >It7$ 7 

h^>77x^ — "izfccfct/77^ — VT7^ J h^>X7 x ̂  —iz^JE^^Pg-fit 

©5fe), &&xFgmm (M}Mo\s7i--y^n±-mm2{%) tfMsn 
tco 
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m) s (WMRXf/XttT-Momm) VXM-k 
mzz>v-c&. 2mmvmmmttmtks 
'>& < 113^ B vx±&mtzz£izmMb^ fcQ 

©iH'n'fcts /^i^)^^1"!-1 (<-l)Px.% ^ £ i>40 0 [10(Ds< U T7 

tlfco —G 

PtSfrb0m LTIEXtt$fcMI£^©3te&tf flls§£ tiTIN£<§=£ 

CTCAE V4 

.0(CS^< Grade 31X±(DdiJfil©Wtf&ZMTZBM. 
SJEft f£J§^ *tiifc-C&-5^ftl5HSI 

(cdomLTiN^t\0^% -<— 7x• >^;££ijtetT^©ll=§\ 

VlC£tt£QTctf470 ms£±0£, >££lN-c£f|0#1&M (45 

/c:^/L)llifll^;yX(ii]![l^/^?^;y^:Jx-§L^ tlfciMt (tl^ — ̂ JKDBn^.l) £rP&£lT 

IVPittM^, XtiAIDSM^a^^LTlN^a^ ^©HSI (f;^P 

-•fjutrc^, ga#^M^y, ^i?^--x/NAx^-#pma5feM^y) (c^-t 

£®i(£E©SSfttf£>£i^ ^gmtCcfcS^ 

^ © RT^-tffo z £ %tm.n&/tt&m. es tm m u fc mm&&m© vmnM £ 
£ tlfco 

[0185] 7°Ph=Ul4£, E^pnp©E^J^iS,|^(Z)^Ste(Z)S^(Z)^V K^-r 

Jfe^tu ^ti^ti©#JP'T^)^{tiIMgM^(Ci;''JIHpr^tifco £T© 

f£$l0f!ulc\ UpiiCD'f yy t — A KP yizy h Lfcc 

. ̂ a©jitTtfc(iI^^prt^ci:m4^IlL^lN^i<j% GC33©$^M^ 

^ tifco mMvmnte^-x^j v-cmsu 
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tifco I+MtJi&mmtK-iT&v. 
>£!$*B: H SiP IZ <fc o T Win £ tl fc 0 

[0186] HCCffi^MlCfctt£GPC3*V/^ft©fg^ttGPC3MMft^lfefe (GPC3-IHC 

) IZ <£ -z> tlfco GPC3-IHC(i^H]Ventana Medical SystemsdT 

tlfco &*P§^CJ;OT y$a}£tifc&lC7*Jl/-7 U > 

@ £ fc <fc # / ̂  7 o )i±i £ ti fc MM 7 • v <? <fc y liM £ ti fc HCCJMM © 
tlfco GC33trC^ft 

tifco 

Hjfcffll 8 
[0187] GPC3^I^])^(CfclNTGC33t L < tlfc^jCDSO [!]£-£ 

iiu©Jfa^©jSSlGPC3©*lJgj^ 2ffl|I©S^^^llGPC3(Ci^-r^^©M 

(GT30^tt£GT607^tefr£&£M-&1±\ fc L < &GT114<hGT165fr£> 

tCcfcy^IU^^tlfco GT30% GT607, GT114fc <fctfGT165ttWO2004/0 

22739(C|ES©^)i(C^^T^ML. JSS&GPCSIC^T £irCte£jiiR bfco GT 

30©H|Ifci;t/LlI^^tl^tll3^S^ : 8 3fc«ttf8 4, GT6070Hg|fc <fctfL 

H£^tl^tllB?U#^ : 8 5^5^8 6, GT114©H^fc<fctRfI£^tl^tlSB 

: 8 7 fc<fctf 8 8, GT165©H|Ifci;t/LlI^^tl^tll3^S^ : 8 9fc 

cfcTJ* 9 0 Lfco 

[0188] 96^-f ̂ P7°U-tT-X (JSRttM) (CGT30£ L <&GT114£ 

^^1tfctrC^^?>ft^25jLtL-r^^D. (± 

IE^Wy3^©GPC3^^K^M) , fc L < Lfc^f§^£25^ 

Lf9, U 7*X7 7^--tf£*It$LfcGT607t L< &GT165££ 

e>tC25jLtL1*^^JPUfco 25°CIZX20^^JJg<h 9 Lfctt. Dyna-Mag-96 Side S 

kirted »Lfc^HT\ &;# ;fcT50&;# U ^ 

to37oC(CjP^LT^fc^S»)S^50ML-r^» Lfco ^-C1£f^£ o 

Lfcm. 4^^ns-r^o^-e^^i±fco ( 
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titc0 

nwy 9 
[0189] ±=B (D t fc y GC33tf tlfc 125«y ft bXflZ 7°^ "tr tltcSm 

m<0^t>. 128^#©PFS>T^V Stf?#e>tlfc0#j£n?. GPC3*Ift>£il(Cfctt 
£GC33£^C<fc£&mtfPFSlCj;yM;*tlfco £fc. iy&M£ LT££# 

(os) &78>e<> h(cgy^L/c0t^-e©os(ci;yM^tifco 
[0190] tfc, GC33^|#tCfclNT^ *%im$itfiUmiZ&ttZGiC33tin.m}J!M! 

^m^nbtitcmmw^iiiz&vmy-j0)v • ias 
MS) CD$^fu©M^GC33 h^7{it£}f£U h =? o fc230 

yu.g/ml^:^:,y K^"7<hLs GC330^&tf'>&frc>fci# (GC33{£^£i#) . fc 

L < ttGC330M£tf#frofcS# (GC33imHE£¥) CD2^(C:frtt, ^ti^tifiDil 

, feL< (PFS 

) tu<li^ifl (OS) ^^7°^>^-r^-)i(Ci:yj;b$xLfco 

10 

[0191] mi&m8-en&-ztitcito.M*iz&&-ztitc&i&mpc3mmzM[,s GT30<^G 
T607©M^fe1±©&T©5fly:^ii©4^ii£fc £ 
IS U 9 IZ^iS tlfc <fc 9 ICGC33<£^&. imast L < &7°^-tz#SHc 

fctt£PFSffilfegfc U<ttOSffilfeg£^7 A~D£^Ufc0 tfc, |W]^II(CGT114<hG 

T165©M^Jb1t O&U(D *&{$.£ fc1 izmIZ#jH L fcIffOPFSM fc L < 

(iOSEftlH^rHS 8 A ~ D (C^ Lfco 

[0192] IN ttKDm^X fc. ®HGPC3)j!Jt MttPFSj®m ft ^tttCOSj®^©M 

1?"otc(DiZj$ Ls Jfajf ̂  ©®||GPC3)jiS^^ INH (c fc IN x GC33 

Mmmm#s# tc & L . PFSIS m & >b xf izosis m iz fc 
l/N"C;^ilt(C'fg;l/N/\-if — Kib^r^Lfco 

[0193] tfc. sit^S^/jN^ < &£)iS|GPC3CD2j v LfclnHs G 

T30-GT607-e(i175 pg/mU GT114-GT165X^259. 7 pg/ml_£&y% ftl^'tltl 
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v y imlNjSSlGPC3fli£^ Lfc0^¥T©PFSfl&§fci:t/OSfl&§£^ 

tl^ftU ^7ERt/Fs &ZflZs ^8ERt/FlZ^Lfc0 W\+f 

- Kit. Tfcfe^&£#JM©&StfGC33i^£i#lCT^;*ft;/c0 

[0194] Lfc^T©fijtm 

y Atizifctrzo 

mm±mmRim,& 
[0195] G mm*§itt%m%(DQOL 

iB^ya^y-^jpxh 
[0196] IB?U#^4 4 :Mfa/C{*trK-

i3^y#^4 5: mmwmx 
i3^y#^4 6: mmwmx 
i3^y#^4 7 : mmmHTK-
i3^y#^4 8 : mmmHTK-
i3^y#^4 9: mmmHTK-
i3^y#^5 o : mmmHTK-
i3^y#^51 : mmm HTK-
i3^y#^5 2: mmmmx 
ra#^5 3 : mmmmx 
i3^y#^5 4 : mmwmx 
i3^y#^5 5: mmwmx 
i3^y#^5 6: mmwmx 
i3^y#^5 7 : mmmHTK-
i3^y#^5 8 : mmmHTK-
i3^y#^5 9: mmmHTK-
i3^y#^6 o : mmmmx 
ra#^61 : mmmmx 
i3^y#^6 2: mmmmx 
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3 : 
iB?y#§6 4 : mmwmx 
IB^S^6 5: mmmHTK-
iB^y#^6 6: mmmmx 

7 : mmmmx 
iB^y#^6 8 : mmmmx 
iB^y#^6 9: mmmmx 
iB^y#^7 o : mmmmx 
iB^y#^71 : mmwmx 

2: mmmmx 
iB^y#^7 3 : mmmmx 
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tciztttzGPC3M%®mm%>*£t%nikt?$> ̂  
Ts GPC34Ift^£iJ£i&Z>tu©*§#&#/XttGPC3jIft^£!J 

m%%§l<^it £ tlfc±ffi¥KlMft'P<DT&j&GPC3m&% ̂  

-$ 'jys/TZZt ^^®HGPC3}jiS^m^©{g-efe^ii^ 
(C^|^GPC3MW)^«!J^i##^"efe-2)<h^^-r-2>s gfc&s ^I£GP 

C3*I ft (0MM £ >£ t Z> 

[11^*12] fus3jSSIGPC3SiJgi&^ tltc£Mgfift% gfc 

ttjtajfn^in IC§E®©:£&0 

[11^113] tulEM#^^^li^tiyc^^^WiS3)^^0tu|3^|iGPC3}lS^\ M& 

ti jft t tc & JfilJiISSN- (c fc £ >j§Jt "C $> & s Il^cII2 (C IE®CD ̂ ")io 

[11^114] tulE^HGPC3©p/f^©{ii^0.1 ng/ml_7bviQl00 ng/mL©l5El"Cfe^>^ II 

^cll 1 ?> 3© IN t tl AHC IE® © 

[flails] tuiE®HGPC3}jis^\ if^ififr 
^)4©lN-f tlAMC|ES©^")io 

[ii^ii6] tuiE^iiGPcs)!®^ mmm%fr^GPC3mftmmMm:&*mffit%m 
^^St^tl/c^^^]^^^llGPC3)iS«hl;b$xUT±^AUTV,N^% 

II5RI11 ^ 5© IN -f tl AMC IE® © ̂ ")io 

[11^117] fuIEM^A'?GPC3(Z)i|&lll^,^^'fe^3 II 

^cll 1 AN £ 6© IN -f tl AHC IE® © 

[II5RII8] iiu sEDffi T? £> £II5RI11AN £ 7 © IN -f ti IE® 0 ̂ ")io 

[11^119] luIEGPCS^^J^^^iJ^s SJ7"7fil"e200/Ag/mlkLh<h& 

£<£9 (c$-^£ti£, Il^il 1 3bN^8©iN-ftL3bNJCiE®©^^o 

[11^1110] tuIEGPC3^I^)^^y^WC3^^^^^,h 

s H^cJl1jbN£>90DiN-ftiAMClE®®^")io 

[11^1111] tuIEKGPC3K^^\ (ADCC) Stefc <£#/££& 
(CDC) H^limclE 
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[11^1112] tulBKGPC3^^\ i^TCD (1) (5) (D^ttlfr ; 

( 1 ) : 4% : 5, fcc^t/IB^y#"^ : 6 T^tl^tl 

figtCDR2fc<fctffig£CDR3, ft ^tflCSB^J#^ : 7 

, IB^y#^ : 8, fc<fctfSB?y#^ : 9-e^tl^tl^^tl^^llCDRU 

gflCDR2fci;t/glICDR3 ; 

(2) |B?y#^ : 1 2, IB^y#^ : 1 3x fc<fctfSB?y#^ : 1 4H 

tl^tl^^tl^fiilCDRU fi$MCDR2fcJ;t>'fiMCDR3% ft^tKCSB^J# 

§: 15, IB^y#^ : 1 6, fccfctfSB^J#^ : 1 1 X'ttl^tl^tl 

3 $£$CCDR 1 s SIICDR2 fc <fc t/gflCDR3 ; 

(3) !B?y#^ : 2 0, IB^y#^ : 2 u fc^t/IB^#^ : 2 2K 

tl^tlJl£tl£figtCDRU fillCDR2fci;t/fillCDR3, &£>tHC|B?y# 

§: 23, IB^y#^ : 2 4, fcj; tfSB^J#^ : 2 bX^tl^tl^tl 

£ HflCDR 1, gflCDR2 fc <fc ggj(CDR3 ; 

(4) |B?y#^ : 2 8, IB^y#^ : 2 9, fcc^t/IB^y#"^ : 3 OT'f 

tl?tl$fZtlZ>mmVRU fillCDR2fci;t/fillCDR3, &£>tHCIB^S 

§:31, IB^y#^ : 3 2, fcj; t/IB^S^ : 3 3 tl^ftl^ tl 

^gflCDRU &g|CDR2fc <fctf&g|CDR3 ; =fc L < 

(5) IB^JS-^- : 3 6, IB^J#-^- : 3 7, fcctt/IB^JS"^ '• 3 8T''t 

tl^tl^^tl^fillCDRU fillCDR2fci;t/fillCDR3, &£>#£IB^S 

§: 39, SB^y#^ : 4 0, fcJ:t/SB^S^ : 4 1 T^tl^tl^^tl 

£ HflCDR1, gflCDR2 fc <fc ggj(CDR3 ; 

^r"atjN^/LGPC3drP< =?$KWi£ tc(£ t; MbJ/LGPC3;|yi{;fcTfe£Ii^lH10^/c: 

&1 HC 

[11^1113] tulBKGPC3K^^\ WT©^f tlfr ; 

( 1 ) IB^y#^ : 4 4, IB^y#^ : 4 5, IB^y#"^ : 4 6, IB^y#"^ 

: 4 7, IB^S^ : 4 8, IB^I#"^ : 4 9, fcc^t/IB^I#"^ : 5 0 "T? 

m $ ti & >b m$i $ ti z & e> xf tcis 
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: 51 •, 

(2) : 4 4, : 4 5, 13^#^ : 4 6, 

: 4 7, IB^S^ : 4 8, : 4 9, fc<fctfSB?y#^ : 5 0 T? 

ail RT^I ®,(Dm-fr b 3i±R £ ti * an RT^M, & e> xf iz IB 

: 52, IB^U#^ : 53, IB^S^ : 5 4, |B?U#^ : 5 5, 

IB^U#^ : 5 6, IB^S^ : 5 7, IB^S^ : 5 8, IB^S^ : 5 9 

, IB?y#^ : 6 0, IB^y#^ : 6 1 , IB^y#"^ : 6 2, IB^y#"^ : 6 

3, IB^y#^ : 6 4, IB^y#^ : 6 5, fc<£t/IB^S^ : 6 6^ 

tl^gllRl^I±i(Z)^A^)l^^tl^glIpr^I±i ; 

(3) IB^y#^ : 6 7-e^^tl^fillRl^I±i, £<fctfBB?y#^ : 6 

8 tl^gllRl^I±i ; 

(4) |B?y#^ : 6 9-e^^tl^fillRl^I±i, £<fctfBB?y#^ : 7 

0 tl^gllRl^I±i ; 

(5) IB^y#^ : 7 1 Til£tl£filIpr^M, fc<fctfSB?y#^ : 7 

2 tl^gllRT^I±i ; £ L < it 

(6) IB^y#^ : 7 1 Til£tl£filIpr^M, fc<fctfSB?y#^ : 7 

3 tl^gllRl^I±i ; 

£ #fr irCft "C $> £ II^cll 10 txb 12© IN t tl AMC IE® © JJ&O 

^1114] tulEGPC3^I^>^^y^GPC3K^(Ci|fflMIStt^KA^iS^tl/cK^ 

Il^lI10(C|E®©^)io 

mm 5] GPC3^i^>^^y^)i £ s w- & tu ©usi^ AN e> ti/c^^ i^um 

^ © Slit GPC3}j§Jt tfpftM® i&-e3bZ&%iZ&5-TZ>tctb(D GPC3*I ft >£ 

m#L 
^1116] GPC3Hftj^}£ftU£& £ jg tcfeBM AN ^ i£it £ tlfc£^¥ © 

®it GPC3}j§Jt © {g T £ 0^(C £ (C 1" £ fc to © GPC3*I ft 

>£H£y0 

5RII17] fulEjSitGPC3>j§Jt^\ ^M^AN^i£H£tlfc^l£n§S^k MtlS^k t 

/c tijtajfmm iz fc w- & *ug •T? &, II^II 1 sx ̂  16 tc IE®© >^^y0 
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mun t. tc it mm urn iz & a zm s -c & a, n^ii 11 iz IB® 0 
o 

^clj|19] lulB^UGPCS^RfT^CDfil^Q. 1 ng/mL Av b 60 ng/mL 0 05 H 7?&&s If 

mil 15 e> 18 01 •\ t n friz IB ® (D mm 

#3120] fu!B®HGPC3)j|®^\ 11^1115^ 

b 19CD IN "f nAHClB^CD^SiJo 

#lf 21 ] GPC3*Ift>£il$y0;££§:iitcmzttj|3®llGPC3;lJt tfiiX L T U <3 si 

15 3&NP, 20 CD fN f tl friz IB® 0 )^»y0 

#1122] tu!B,t^wc3©mmft^ifefex=i 

ii 15 e> 21 ® UN -r ti AN tc IB® 0 mm%\ o 

#1123] tulB^SM#A<cIT^0^Tfe-?)ll5l<lI15Ax,D220lN-^!tlAN{Cl3®0>n^ 

3'Jo 

^1124] ttHBGPC3Mft>^0^JK ̂  7 filT-200 jLtg/m l£Lh <h ft 

^ J: 9 iC ̂  ̂  ̂  tl ̂ , II mil 15 A^ 230 V,N -f tl AN IC IB® 0 o 

^1125] ftll3GPC3Mft^^yA^GPC3^^^^^^(h 

s II^III 5Ax |Q240V,NtlAxtc 13®0)po 

^1126] tulB^GPC3^^A^ (ADCC) Stt£<£T//t/c(i 

(CDC) 11^1125iZ 13 

®0>n0^!Jo 

^1127] fu!3}/CGPC3j/C{W\ ttT0 (1) frb (5) (Dl^t'tlfr ; 

( 1 ) : 4, |B?U#^ : 5, : 6"e^tl^tl 

^^tl^fillCDRU fi§|CDR2fcJ;TJi;*MCDR3% ft bxfiZ IB : 7 

. : 8S fcJ:t/SB^#-^: 9-e^tl^tl^^tl-g.SilCDRU 

&gtCDR2£<fctf&gtCDR3 ; 

(2) IB^y#^ : 1 2, IB^y#^ : 1 3, £<fctfBB?!J#^ : 1 4H 

tl^tl^^tl^fiiiCDRU fi$|CDR2£«i:tffiMCDR3% IB^J# 

•%• : 15, SB^[JS-§- : 1 6, iJ^t^SB^J#-^ : 1 7 T^tl^tlf^T* tl 
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£ SilCDR 1, gi!CDR2 fc £ tfSilCDR3 ; 

(3) IB^U#^ : 2 0, : 2 1 , fc<£t>lB?U#^ : 2 2ff 

ft^tlJl£ft£fi$|CDR1, fi$iCDR2fc<fctffi$iCDR3, &£tMCB35!I# 

§: 23, : 2 4, fc<fctfS3?!J#-t : 2 5 Tttl^tl^tl 

3$£$|CDR1, SilCDR2fcJ;t/SilCDR3 ; 

(4) |B?U#^ : 2 8, |B?U#^t : 2 9, fc<£t/IB^S^ : 3 0tf 

tl^tl^tl-SfitlCDRI, filMCDR2fcd:t/*IMCDR3v tebXflZffi&M 

§: 31, IB^O#^ : 3 2, fc<fctfS3?!J#^ : 3 3 tl^tl^iS tl 

^SIICDRI, gf!CDR2fci;t/gllCDR3 ; fc U < it 

(5) IB^#-^ : 36, IB^#-^ : 37, : 38?* 

figtCDR2fc<fctffig|CDR3, &£>mclB?U# 

§: 39, IB^O#^ : 4 0, fc<fctfS3?!J#^§ : 4 1 Vttl^tl^tl 

-5SIMCDR1, mMCDR2£J;ZSmMCDR3 ; 

^#OKGPC3drP< ^fiiftgfcitt hfcmpc3fm-£&zmmn25£fc 

it26i0EBMC0mm^Jo 

[If#iI28] tuIBin]GPC3in;^#, JUTOi^t'tlfr ; 

( 1 ) IB^U#^ : 4 4, IB^OS^ : 4 5, |B?U#^ :46, |3?U#^ 

: 4 7, IB^U#^ : 4 8, IB^S^ : 4 9, fc<£t/|B?U#^ : 5 07 

&$tiz&bx/izSB 
: 51 ?$tisti%mm^m •, 

(2) IB^y#^ : 4 4, |B?U#^ : 4 5, |B?U#^ : 4 6, 13^#^ 
: 4 7, SB^[J#^ : 4 8, SB5!J#^ : 4 9, £<fctf@B5!J#^ : 5 0 7? 
mztiz smRi^vMM(Dmfr zmftztiz mm.RT^J& & % xf iz IB 

: 5 2, 1B?U#^ : 5 3, IB^US"^" : 54, IB^iJS"^- : 5 5, 
SB5!J#^ : 56, 13^#^ : 57, S3^#^ : 58, 13^#^ : 5 9 
, |B?U#^ : 6 0, IB^y#^ : 6 1 , 13^0#"^" : 6 2, IB^U#"^" : 6 
3, 13?y#^ : 6 4, IB^S^ : 6 5, fc <£T/IB?U#^ : 6 
ti3mn.zmiRztiz•, 



WO 2014/097648 108 PCT/JP2013/007529 

(3) : 6 7-e^£ft£figtRT^J& : 6 

8 tl&mk^^MM, ; 
(4) : 6 9-e^£ft£figtRT^J& : 7 

0 ; 

(5) 13^#^ : 7 1 : 7 

2 tl^gllRT^I±i ; £ L < ti 

(6) : 7 1 : 7 

3 ; 

£ # fr trite T? £> £II #1125 frb 27 © IN t tl frlZ IE® (D >£^£0 0 

#1129] 

"C£>£K II#II25(C|ES©)^^^;yo 

#1130] 

^(DSlit GPC3}j§Jt3b%^(D{$.'UZ>IZt Z> ^O£#O 

GPC3^Ift)^©/cto©M^yo 

#1131 ] GPC3Hftj^}£ftU£ & £ §: £> l£it £ tltc£M^ftW&*¥<0 

Slit GPC3)j§ Jt © fit T & £ tC £ £ tC ^ £ ̂ , 

frGPC3*Ift mW.(D tc 6b (DMMO 

#II32] fu§EjSHGPC3)j!Jt^\ ^M^fr^it^tifc^xfnlS^k MtlS^k t 

fct*mMti&tC£tt£*lJ£T&£, Ii#lI30X&31 tc|E^©^Jo 

#1133] fuIE^M^fr^it£tlfc£^¥ftIS^©fuIESIitGPC3>j§Jt;^\ Jfil 

mum t tc ttifiL/f mm iz & «• * *ut -c & *, n#ii32 iz IE® ©s^y0 
#1134] fulESIilGPC3(Z)p/T!^CO'fiiA'?0.1 ng/ml_Av<Ql00 ng/mL(Z)|5HI"T:'fe'2)s Ii 

#1130 frb 33 CD IN T tl AMC |E® o 

#1135] fu§ESIitGPC3}j§]t^\ Ii#lI30Av 

^34©lN-ftlAHClES©M^yo 

#1136] GPC3*Ift>£H£yH;£tcmtCiiu K)SSlGPC3*lJt ii* LTIN^|i 

#lI30fr^35©lN-ftlAHClEt£©M£yo 

#1137] tuIEM^"A'?GPC3(Z)i|&lll^,^^'fe7v=l 77A<im^Il;&^:t"M^"Tfe'i)Ii# 
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1130 £ 36© IN 1* tl AMC IE® o 

#1138] tulE^M^^ST^0^-efe^II#lI30A^37(Z)lN-ftlAMC|E®©M^ 

o 

#1139] ftllEGPCS^Ift^^^yA^ h =? 7{ilT200yu,g/mliil±^:^: 

#1140] tulEGPC3^Ift)^^y^WC3^^^^^^; LT^fr^SUTfc* 

s II#lI30A^39©lN-ftiAMClES©M^yo 

#ii4i] IUIEKGPC3K^^\ (ADCO 

CCDO &%>, ii#ii40(c§E 

momno 
#1142] tulEKGPC3^^\ J2TF© (1) frb (5) (D^ttlfr ; 

( 1 ) I3?U#^ : 4, |3?U#^ : 5, : 6Tf tlftl 

^^tli.fillCDRU fig|CDR2£J;tffigtCDR3, ft btfiZ I3?U#^ : 7 

. SB^J#^ : 8, 9Tf tlftlil£tl£$£$|CDR1, 

&gtCDR2£<fctf&$tCDR3 ; 

(2) |3?U#^ : 1 2, I3^y#^ : 1 3, £<fctfS3?!J#^ : 1 4H 

tlftlil£tl£fittCDR1, fiflCDR2fci:t/figtCDR3, 

§: 1 5, : 1 6 , fc<£ t/l3?y#^ : 1 7 Tf tlf tlil£ tl 

Z> HflCDR1, HIHCDR2 £ J; &$(CDR3 ; 

(3) |3?U#^ : 2 0, |3?U#^ : 2 1 , fc : 2 2K 

tl^tl^tl-SfiltCDRU fiilCDR2fcJ:^fillCDR3, &e>tMcS3?!J# 

§: 23, IB^U#^ : 2 4, fc<fctfI3?!J#^ : 2 5 Tf tlf tlil£ tl 

Z> SIICDR1, g|ICDR2 fc <£ t/gflCDR3 ; 

(4) 835!J#^ : 28, S3?!J#^ : 2 9, fcj:t/13^0#^ : 3 Off 

tlftlil£tl£fittCDR1, fiflCDR2fci:t/figtCDR3, &£>tHC|3?U# 

§: 31, IB^U#^ : 3 2, fc<fctfI3?!J#^ : 3 3 Tf tlf tl 

£$l§tCDR1, g|ICDR2fci;t/gllCDR3 ; fc L < it 

(5) |3?U#^ : 3 6, IB^U#^ : 3 7, fc<fctfS3?U#^ : 3 8Tf 
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ftftlJl£tl£fiitCDR1, filICDR2fci:t/fi|jtCDR3, 

§: 39, 1B^#^ : 4 0, : 4 1 

ZmnCDRL SMCDR2fcJ:t/SMCDR3 ; 

£^fr*n;GPC3** MbijiGPC3iji$;7fe£!f #II40£tc 
luuzmmomftL 

[Il#il43] tul3KGPC3K^^\ lilT©^Ttlfr ; 

( 1 ) SB^#^ : 4 4, IB^O#^ : 4 5, IB^OS^ : 4 6, SB^S^ 

: 4 7, IB^y#"^ : 4 8, IB^Ll#"^" : 4 9, fc^t/iB^LlS"^- : 5 0 "C 

anRi^i±i©?¥^e>5iiR£n3fill &e>tcIB 

: 5 1 -e^^ti^giiRi^i±i; 

(2) IB^y#^ : 4 4, IB^y#^ : 4 5, IB^S^ : 4 6, IB^OS^ 

: 4 7, IB^lJ#-^ : 4 8, IB^Ll#"^" : 4 9, fc^t/iB^LlS"^- : 5 0 "C 

^n^fiiiPiE^(D^A^^K^&e>mc@B 

: 52, IB^y#^ : 5 3, IB^S^t : 5 4, |B?U#^ : 55, 

IB^y#^ : 5 6, IB^y#^ : 5 7, IB^S^ : 58, IB^#^ : 5 9 

, IB^U#^ : 6 0, IB^U#^ : 6 1 , IB^S^ : 62, IB^S^ : 6 

3, IB^U#^ : 6 4, |B?U#^ : 6 5, : 6 

(3) IB^y#^ : 6 7-e^^tl^fillRl^I±i, fccfct/IB^y#^ : 6 
8; 

(4) IB^y#^ : 6 9-e^ftafigtRT^Ji, fccfct/IB^y#^ : 7 
0 ; 
(5) IB^y#^ : 7 1 -e^^tl^fillRl^Iii, fccfct/IB^y#^ : 7 

2 ti^gllRT^I±i ; fc L < ti 
(6) IB^y#^ : 7 1 Ti^ft^fillRT^M, fccfct/IB^y#^ : 7 

3 -e^^tl-SSIlRl^Sli ; 
£ # fr iritis T? £> Z> II #1140 frb-42 (D IN 1* ft AHC IE® o 

[II#II44] fulEGPC3^Ift)^^y^GPC3K^(Ci|fflMIStt^K^i^^tl/cK^ 
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