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w ^ * 

&Ms55W 
[0001] 

tz.$><D%m&Pimm, mm<D? 

Hf:Wf 
[0002] 

mm, ttn. r^/mm, & J 
(Dm^, tMWiWm^<Di%M<Dtc£>K, v&%wjyn&M<Dj&ti)y>) 

, fM^MlW]^i^(DkM inM(D=ixb(D75^95%&pnpfi:os/ 

^(DX\ 

7k%n<D*gBk%l95?>0 

[0003] i£r^ Nii?Lltlj^S^^)^:zH;I.oV","Cf3:> <££4^ (mad cow disease) „ 

0 (Bovine Spongiform Encephalopathy: BSE) „ (Transmissible Sp 

ongiform Encephalopathy: TSE) N ^i\Z.l±^^4yy• ~Y^y^Pl (Creutzfeld-Jakob 

Disease: CJD) 
/7}&^Lt£v^mMm&m^mnM<DmmtB^tbx^%0 m^matsoom 

z(DtcmnmnMfrbmm&M^xh&pjjW(D? 

[0004] _hf 
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iXWi~&$)fMtLX7^y4>/, hyy^y^Jy, T* 

0 ̂  ft ^SrSfc&P li^£;faT£fc0 

[0005] ^(yyvy, Vyyyy^jy, 

fffift MBP Lft itti Jift bftV , nyhPRI^(-J:5<D {1 bo§ft 

[0006] _t|B£ 

rSbfffi"Cfc5>£u ft 

[0007] ^r~£\ ^ 

i£¥, r» 
^T^/^(D^S!j^ov^5>#fU r^pJ§#"e 

5rtKJ:>9, ry^Vxiy\yy(DW^W§M 

Kbfr^ftofc(#N#fF^cS^Do L^Lft^b, rtib^pj^, 
^jab/ccHo»^j:oT(7)^fg-<b^Tv^^^, aS(Z)CHo»-eitfiEtt$ 
tLTfeb-f, £bMfi, fiil(Z)r^7^(7)f@^(7)^]^:^OV^{^Pj1"efc5o ^ 
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$&VR(DT%7F 

mmmm^t-rum 
[0008] tnM 

%$c&~tZ>z.t\z.£19, g &)ktZ>0 

[0009] ^^ifbte, i:fB<DJ:5ftMM£^J&1~^<§&Ei^£M;tefc£n;^ 
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[0010] -t&frh, 

&imM utb-f^h&wmk-tz>, 

vC, m^m^(7)^y^(DmiM^lmMSX±, RUt/Xlii/^4y(D 

»0. 4mM^±^-T5^fe 

(4) lmMK±Ofn^ 

.W/XttO. 4mM^i:(7».X7MV^^-f 

(5) iits o) x«(4) 

±i~&m&&^LxmM?y^?'M:§:UMir&:zk&W/ilkti-&, ffiM<D?ys^ 

o 

-h^M^.X^6Mfh1^~-nl^^±X(DmfhlVmMM[P^1Jy(Dm^lmM 

3TO-&WT, m^W*P<D?-vi/y<Dm&$:lmMSX±^ Rtf/Xfc>XTJy<D 
4mMKJ:it5^So 

ft'<<DWSWLMMM<D—»v V±±X<DM?3X\ tgW&i41 (D±VyoM^ 
imM^±ti~&^&wrnti-&, 
(9)±fB(8)(7)^^fcV^T, 
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Ru/xms^4y(DmR 
4mMsi±t-t^m0 

(i o) bbM&<DMWtWUM<v—m±x<DM ^ <D±V y<D 
M&%2mMSi_kh-tZ>, ±fE(8)Xtt(9)(D^0 

(ID wxm<D?ys<?m*m£.'tz>nm*m^Lx ̂  
/>ft<^J§#3~ioH g(D—t^vM^TtD^rpg-e, i^m^(D^vy(D^^ 
lmMSX_tk-tZZ.k%W®Lk°tZ), 
(12)±fE(ll)(7)^^^feV^T, $b(-/>ft<^J§#3~lO0 g(D— 

RU/xny^4y<DM 
4mMsi±t-t^m0 

(13)^>ft<^j§#3~io 0 g (D— 
]&$:2mMSX_kb-tZ>, ±fE(ll)Xtt(12)(7)^0 

(14)_tfB(lh (2), (5)~(13)(7)V^-f^^j§#^fc5VMiM^^(-feV^T 
^ flHUtll"^ [Hl^io^fefeftatch culture)^ ||5^iML[H]5^io^fefe(repeated batch culture) 

^ ^^P±o^fefe(fed-batch culture)^ ||5^iML^JP±o^fefe(repeated fed-batch c 

ulture\ ]®|n:±a^fefe(continuous culture)^ ^^^^^(perfusion culture)"C±o^"f"<5 

(15)»«JPj§#^-ej§#-T5, ±fE(l), (2) „ (5)~(13)(7)V^-f^^j§# 

(16)±)yRZ)!^-vyyRZ)!/xiiy7.^yfi\ w^h\z.w^M, 
, _tfBU5)(D^mo 

a7)Mfa&ffiM(D?y/<?M%*~b*'tZ>jAfctt^ALtcb<DXhZ>, -hfE(l)„ 
(2), (5) ~ (i6) (D\ 

(IS) pjfm^y^^ijii^xh^, _tfa (17) (DM£0 

a9)mm^miW}mm&xh&, _tfauh (2), (5)~(i8)(Dv^-r^^^0 

(20) miWiWmm^cHom^xh^, _tia (19) <D%m0 

(21) 10mM~ 1 OOOmMfD^^y 
(22)20mM~500mM(D}tJt(Z)^y^^-f5»i$#fflr;»#:fcfio 
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(23)^x^^/Xtt^n>/^^p^^-cv^i:fE(21)Xtt(22)(7) 
mmm0 
(24) ^^^ym3^^yyWm\\^X\^±M(21)JL\±(22)(Dmhm 
Jfio 

(25) ±IE (21) ~ (24) (DV 

(2Q)M^^^LXpJfW.(D^yy^'M^MMi'^Jj'M^^^Xs J§#^±fE(l), ( 

2) „ (6)~(20)(DV^-f^^-fEic(Z)^^fflLTtT5-^^#lt^"f5, 

%(DWt)5\^o 

(27) _hfE(5) Xtt (26) 

z>mM<Dwm%&0 

mW<D%}W: 
[0011] ^.m^ji^y°i:'Ktfc^y^fM(D^.M^B^x^\\Ki^x^0 

m^xh^o m 
$)XffcfrB.ffc&WbfrX*foV)viyb$i<D^'J?f£ 
^&)-xh&mMxh&0 

&£;*:£< MStt* <5^£#5"C£<50 

[0012] [®i(®JD 
[m2immmm^(D^m^m^i'0 mmmi) 
mmmMm*<D%M^m<Djm**-t0 (WJD 
[®4<MM®\2) 
[®5Mmmm^(D^m(Dmm^i'0 mmm2) 
mmmMm*<D%M^m<Djm**-t0 mmm2) 
[07mMn3) 
[08 mmm^(D±Tym^(DmW'^-r0 mmm 3) 
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CMmm) 

<DMmm&j&&i-0 (##MD 
[unw^^—fpyyhyyxtf—(##MD 
[|1112]|§J|^0yX^KpHyg/TauT(7)#3t%^-ro (#%#ij2) 

<5/cfct>co|| Jl cojfefM 
[0013] &>T, 

[0014] 

M&i-zmiz, mmmMvy^mkmmwbxim-r^tikmwt-r^ n 
fc&}\ax PRIv^(O 

lmM^±x &^L<mrnM&,±ki~&^b&Wilkti-&0 

[0015] timMu±:(D±v^tTzn^(om^^irms^^^m^^m 
<D-mmx*hZ>a nmM£A±_0)±yy 

ta, wm^Mvym^nmM&,±.xh^i^mfznx^<, 
i&ft ̂ (Z)» \z. £Q'P ft < H USv ̂ 

la iS;fX'2>o 

[0016] W^M(D^yy\0)W?LX, f-nv' 

yRu/xny^4y&m%Lxmm-r^t&wmk-r&0 ^<t 

±, m$/xteis*^i/(nmm^^&<Dm&Utht&l:o\z.1rZ>0 ^X\ 
4mMU&T*fo6Z.kfrh, itufS^T^^lit 

It, 

<7)-i^mr3xm^m^^>^4><Dm^o. 4mM«±, &£L<e±imM:^_t 

[0017] Ife^oT, lmMU±.(D^V^Tc\±^m:ia^L, £&fc'>ft<^ ImMK 

±(D^-ayys RZf/XteO. 4mM&±(D-yxT4y$^#ir5W}W%RligMb 
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tit, ̂ J]mnM(Dy^4yM 

[0018] ^(D^Km^m^(D±vy(RniuuyyRn/xnyx'r4y) <D^m%mWL 
xmm-r^ti^v)s 

<D±yy(RiF^syRiF/xn*sx^y)<DM]&&ffi%:<DM]&Si±\z.mW£ti 

[0019] r(Z)j;5^ ±])y(RWvy 

x jf.wnv-mm&bt&o 

<D±])y£fcltt<DM.&1£#U Zb\z.'J?f£<tb, lmMH±©fni/y, RXf/Xte 

^%(Dm^M^b^f^)\(D—WMxh^o 

[0020] ±^(D&o\zlfe^^^(D±yz/(RX$^n*sZ/RXf-/X\^s*;T 

4y) <Dnm%mfe<Dnm&>±\mw-tz>MMtLxn, mmmmimm^nr 

mwztn xb&\ 
[0021] rr-£\ {WUM?M^Mibn,mWM&^M<vWMMfrbWMMKWifi~% 
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X8, ̂ flJ^T2002^j) 

M^(D—t^vM^T"eii^^LTV^{lJ:<, Mcfo&iwx 

WK, ®#3 0 g^^^fcV^TMJ§Jfi^(7)r^7^1:^TOLTVK(Z)T\ ig 
#3 0 g^(D—feMF3±n^mtP(v±yy(&ni:'uyy&n/xnyx'r4y)(D 
m^pjf^mi^Ki^KLx^^tmm^xh^o ®ot, 
V^T, i^m^(D±)y(~BiXJ^'XiyyRTJ/X\±y^'f^y)(D 

^m%ffife<D^m&±\mwLx&<<&m<Dhz>Mffln, ̂ Ktum 30 g^b 

#3 0 g^bi#^Bll&<D^*g^»b^i$^53rc*<D$[?g<D^ 

[0022] £bfc=ir##jfrji$l£LT{3:, in^mt¥MVy(RU^vyyRU/xnyx'r4 

MMMtmm 0 g m) ̂ 4 0 ti m^mms 0 £?tu « 
'j?ft<tbMMMMtmM<D3 0 tim^mm^ 0 mmk, 
<tbMMMtmm<D2 0 ti m^mmz 0 £b wtuj^giw^ 

±n^ml¥MVy(RU^vyyRn/xnyx'r4 

mmu\H(DWf^, ̂ KtUnW^Ti~%5 0 jtfj£T\ £?£L<te4 0 Mire, £b 
fc£P£L<{3:3 0 Mlre~eMUl J:V \ 
#100 g£T\ fr^L<mnm^Ti~&5Bm^x\ iWjtua^i^iiTt 
64 0 Mire, £6^mL<mnM^Ti~63 0 m^xxhti^ iv\ 

[0023] *^<D£bfcB'J^ffifc:fcvvr, m^m^(D±vy(Rty^yyRty/xny 
x^y)(D^m%ffife<D^m&±KMmi'Xmwi'X&<ftt.L^MffltLx\x'j? 
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mmmnm 
imm(D4 0 0 mm, 
mmmmmfMmmuwxh^o rr-e, 

T, mwzfoxb&^t 
^^jM^xh^o 

[0024] mmmmrMmMns as®## 3 0 g mx*hz> 
o t^oT, #%Vfi(D£b\Z.Mcfo#]f£MW\Z.$5\,^XiX 3 0 g • 

SX-tt~tZ>Z.t%<$Wlt'tZ>o ^nyyRn/xny^4y(Dmi^bpJf^(D 
^Ktunms nu^(D-n^"n±x(Dmmmmx 

m^m^(D^uyy(Dm^nmM£i±.sRu/xny^4y(Dm)£mmmm 
rrt\ 4mMg 

MIS ̂ TMV^ JX m 

mMK_h, #JJ;LOilmMi^XTNfcoTt)cfcV\ 

[0025] ^&,^(D-n^^±x(Dmmmmitix 
mi4 0 g, 5 0 g, 6 0 g ifevMi7 0 g u^(Dmmmm^xbx<, 
0f,mmiB gifevm20 g^^-e®#30 
'a ̂ ^LTV iv \ 

[0026] tn^m^MVyiRn^vyyRU/x 
&>x^y)(D^m%ffife<D^m&±KMmi'Xmwi'X&<ft-£L^MffltLx 
JX 0 jtu£T\ £?£L<{3:4 0 jtfj£T\ £b\Z.&-£L<n3 
0 m^XXhM^\ 0gf 
T\ ^L<mn^mri-^5 0 MtT\ iWfiu ®##^i-T-r54 0 Mt-e 
, £b\z.ft-£L<nmm^T'tZ)3 0 m^xxhti^iV\ 

[0027] t^oT, Xft<^j§#3~10 0 g (D— 
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fc1"50 0. MfE^X 

®il3~lO0 g(D-^J|feVMi 

4mMK_h, ^L<filmM^± 

[0028] g<D^i&lMi£T<D^$[?gj£te, 

0 g, 5 0 g, 6 0 g i&m7 0 g u^(Dmmmm^xbx<, 
0f, J§#10 gj|feVMi2 0 g^^-CJ§#3~lO0 g(D^i&lMi£T<Dig^|lj[?g 

<tV \ 
[0029] 0 g £J|^<D^^lMi£T<D$[?gT*ig^ 

m^MVy(RU^yyRU/xny^4y)<Dm^m^MiM&,±Kmw 
fMW#MP^lO0 J:«9feMV^^T*feoTfe^3 0 gI»(Z) 

—M^^n^kX(DmF3Xin^mlp(D±Vy(RUii:'uyyRUi/Xnyx'r4y)(D 

[0030] ^ M&MMx&h$i/^Wt 

r^j;^ ffim<D?y/<?m$W£v%Z)0 

[0031] mmm^(D^vy(RXJ^ui/yRxj/x\±y^^y) %ffife<DM]&\z.mWLX 
m^-tztczxD^&kL xn, 
(Rxy^^yyRxy/xny^4y) 
yCRV^^yyRv^/XlXy^T^y) Zl^ft'tZiigM&iggtplzmaLrz.tib 

<D^-ftib^imx&60 

[0032] tg^m$<D^yy(Rvi^vz/yRXf/xiZz/xT'ry)<DM&:£Bffc<DM&JX± 

m^(Z)±fEr^7^j5ff^^T^ftoT3 0^^^, ̂ tuiii0^^, ty? 
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fir^/w.ik^x^ hx\ \ 
[0033] —fxt^ culture)^ ^f^j##?;fe(continuous cul 

ture), TjiEtlP±§#?i(fed-batch culture)60 Vvf 

tlx fiN 

[0034] i^^\Z-W\irAZ^m&M7Ltd0X 

y (RLf^-vi/yRut/xixyxT^y) &^W^x&<0 

[0035] M3J 
^Xh&o f|l?jiE±o#(perfusion culture)fe^"^^L50 

[0036] 'T'fa!^ T05^§lt^fe(semi-b 

atch culture)^ M 

¥f/^(D^(D^mMLXb iV \ 
[0037] ^xfiimnMtix as, M&m^mjiommxm^frixv 

[0038] 
Mir&^M^\z.MMfe<v^})y(RXF?-x2-s'yj!a$/X\'Z.*sx;r4y) 

Rty/xny^4y)^^^:xm^xb^ \ ±3&Ltz.£.5\^ in 
^(D/p?£<bhfft^$kf&x^yy(Di§i^ &^H±^yyjkxi^-ni/y(D<i§i^ h& 

l^i±VyR^y^-fy(Dmm, h^H-t^Vy W^xiyyRWy^^ycDi^ 
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il^©tyy(lt;fn^y^t;/X(j;^7^y)ft, 

[0040] xy^LTJX ^0", 

(Z^lJt^lmM^i:, ̂ L<mmM&,±Xh^tm¥itXh^)0 

$jo.5 

if &^VyM&lZW>&XMMSiX&>'5bl^j X-&(Du\becco, R ., Freeman, G. Virology 

8, p396 (1959), Nature, New Biology (1971) 230, p52)0 

[0041] ^-n-y^ov^-ofe^ii^ i^np, 

J^np, ^(7)^(7)1 

*s7sr4l/<D2ikW, i/X'f-ybiS^tiZ)0 

Wx-tf. 7>ft<^50VtpOfni/y(Dll!j5ImM 

[0042] ^PigiOT 

Xy^LT^lO—lOOOmM, ^L<fi20~500mM, £kM£p£L<{3:50~200 

mM^b(D^MnMtLXm^t^X^0 L-fn^LTl^O. 01 

— lOOOmM, £P£L<f3:l~200mM, $b(^f^L<»10~100mM^t?^Pj§jfi 
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, L-sX'T'CyMW&bLXlfoO. 01~500mM, £ftb<J3:0. l~50mM, £ 

bfi i ~ i V ^b^X^%0 

[0043] 
%, $ftb<tt5~5o%, $b(^ftb<tt8~2o%^, ig^njngsrabTii^tfj^ 

[0044] N"C\ 

0 g m<D4 0 mJM, &-£L<MmMMMMt{stifM<D3 0 mm, £bfc£?£b<te 

^(D±mr^/m^pjfy^m)M&,r^^x3 0 m<&i 0 mi*u itwt 

^ntm^mm-rmmtLxix ^<tun 
0 Hu3rC\ £?£b<{3:4 0 jtfj£T\ £bfc£?£b<{3:3 0 m^XXhtl^ 

iv\ ^<tumiOBB~£X\ 
^^T-T55 0 jtfj£T\ §4 0 MtT\ £bfc£?£b<teig 

53 0 m^XXhtiitiv\ 
[0045] ifmm(DM^xm\^u^rn^(D\^(D&fttLxn, as, m 

, », mwmm\^&0 _t 
tm^(Dm\ *g*»Mgb0i\ 

[0046] m^m^<v{&<v&fttLXM;W-&)iax Mx.k£, L-T7^y, L-T/^^y, L-T 
L-r^<y^ym, L-sf/u?Vym, 

, L--fyn^>yx L-u^yy, L-Vi/ys L-^Hr^y, s L-y^/vr 

L-y°nyy^ L-yy^y, L-hVy°hyyy, L-s<yym, $ftb<ttL-77-
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L-7;v^y, L-Tx^^rV, L-r^<y^ym, L-Jf;v?%y, L-y/uy^ym 
, yvyy, L-t^f^yx L-^yu^yy, L-uyyys L-yyys L-y^^y, L-y 
^jv77=^ys L-7°nvy, LL-h)y°hyyy, L-s<yy^(D7^yMM 
•,\-yyy\—j^, \f^"f-ys MM, Mgt, =-=^7yM, 

^yv^yM^^yy^, i^gt^yK^f-—/K MM^VF^yy, y^yy^y, 
mm^r^y, mtx<\±\fy~7y, MM, y«, ̂  
=i^-ymr^\ ;<yV7ym%^yy^, Mt°yK^-/K y^yy^y, mm^-r 
^y, tf^^Bi2% yy^/^yBi^^y^yM-Mit^yy, M^M^yy, )y—/^ 

^wv®t ^^LKCi^^Vy^fDSmMS^-;^^^^ 
jjyyv—y, ̂ yy—y, y/v-yy—ym, ?JS; 

mt-rhyy^, mt^yy^, mm^yy^m, mtx<\zm^-rvyy^m<DWM)± 
M^EDTAI^ y^-ymm, mtm-m, mtmy m, mmm-m, mmm~m 
, mmmymm, ̂ L<nmtmym, EDTAI^ y^ymmmmmm-Mm^ 

mt^/^yy^, yymy-A^y-hyy^, HEPES, MOPS#, 0^L<n 
jkWt7my-vyy^m<Dmwmntim^^o 

[0047] ±ta^(D{s^\ &m, mt?ytfy, ^ rn^y^yy^, 
mt^ysr/y mtyy\ m^y^yy^, ̂ yywtrvyy^m, ̂ iKiigw 
, ?)it^fiL#b\ ^\Mr?y ̂ yy -,Tween80, y°/l-U^--yyF68^f<D 
^M^M\te^xjmkxM4yy^)y, H^MIGF, II^MEGF, 
GF, lim^MPDGF, ll^MTGF-a , 
A, y^-yyym, m.my°hyyyym, &t.L<teM.±yym-rhyy^, mm^-yy-
7vr%y, H^^MIGF, mtyvyyyym<v^$Mfy}Ml'-,"fyr*y7"fyyy, 

m^yyyy-yvti^W^wLXb^\ 
y°h^yyy, ̂ ^yyyG^yy^mi^fyy^yyym^^'M.^, y^y—)vy 

5/K#(DpHm^^^Ay"ev ̂ xb \ 
[0048] r^7^«0.05-1500mg/L, 

ttO.OOl-lOmg/L, flgW0^fiO-2OOmg/L, -20g/L, rlMIS 
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IMlJttO.l-lOOOOmg/U »Ji0.1-500mg/U pH|lfi^lJ«l - lOOOOmg/L, 

^MTnl^tt0.00001-200mg/L, MM^rlJtt0-5000mg/L, 

-10000^ g/Lfej:t>^W^>K»0.001-50mg/L(7)|Effl^S^"efc19, 5 

[0049] —J$lftmpH6. 8~7. 6, #<(7 

^pH7. 0—7. 

[0050] 

&x%%0 hzwx r£M^(Dmmmm^mnM&MmnMbLxm\ 

LTTf:|^(DS^±oi[{l§rM7^"f"Sftb{i\ D-MEM (Dulbecco's Modified Eagle Mediu 

m\ D-MEM/F-12 1:1 Mixture (Dulbecco's Modified Eagle Medium : Nutrient Mixt 

ure F-12), RPMI1640, CHO-S-SFMII(Invitrogenf±X CHO-SF (Sigma-Aldrich|±) 

„ EX-CELL 301 (JRH biosciences^), CD-CHO (Invitrogen%h), IS CHO-V (Irvin 

e Scientific%h), PF-ACF-CHO (Sigma-Aldrich|i:)ft<^;^{5£ffl RTft§"C<fc>S0 #K)Piail 

[0051] MM 

HOfMS, ^Ts-yyYWfO) 

Kb&mx^, ±mLtc®im<DmZ-, BHK», 

[0052] fc&v^xmz.%-tu 
^A^/cCHOfMS-efc5o 
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tfLfc, #LCD3#L#, ^LCD20^L^, #LGPIIb/IIIa#L#\ ^TNF^JL 

^LCD25^, ^LEGFR^L^, #LHer2/neu#L£k ^LRSV^L^, ^LCD33^, ^C 

D52#L#\ #LlgE#L#\ ^CDlla^C#:, ^VEGF^jC#;, 

fiMST-(G-CSF), 

0T(GM-CSFh 4y?—y^ny^ IL-1^IL-6#(D^>^— 

t-PA, r>nif, 

[0053] fch , ^f* 

3% bis 

IgGl, IgG2, IgG3, IgG4ft^ 

(DIgG, IgA, IgD, IgE, IgMftifV^"f ^&Wo'a~ 

{iIgG^.t>lgM^)^f^LV^0 ^bt^^^^(D^{$<^LTfiwhole(7)^{$7crf"Cft<, Fv 

, Fab, F(ab) ft 2?y3J-~Wf(DV y%—X 
2 

M o^$ii"7clf[Hi^7c{i2f[Hi]^ JKD^^IKFVCSCFV, SC(FV) ft<?f) (DflS^T^irL^ft^ 
2 

bia^ti%o 
[0054] 5 

z.k&i^mxh^0 M^CHOfMS-efctuMS, ^^0-40%, 
2 

L<f±, 2-10%<£>#ffl^T\ 30-39°C, #f£L<lZ, 37°Cm^X\ 1-50 0 PRU#^ 
sum -14 0 p^isLTt^v \ 

[0055] wt, m^MMn^^U(DmwsiW.tLxn, 
g, ̂ T—vyhmnW&U, %/^-r—yyy^mn^^W, y^y-r—yyy^ 
mmmm, ̂ ^^vr-mmmmm, ^y74^-mm 

-etSo 
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[0057] 

=1—XVyyyy^—MfE(Z)J;5 

1-50 0 50, 0£L<fi5-21 0, 

L<tt7-14 0 

Mx.S\ ^#:X^AF^ ililAlrfil, (1994)p. 102-104;Affinity Chromatography Princ 

iples & Methods, GE ^jVy^T (W), (2003)p.56-60ft^#M) ffM 

[0058] MMxMWiAiMjiWs #L#®rK\ ^r^ytfiW, th 

bispecific^#;ft<?f)„ (G 

-CSF), flMSX(GM-CSF), 

$—y^nys IL-1^IL-6#(ZMV^—PX3^, t-PA, if, sk^T/^y^y 

[0059] 

•sr^^A mM&%w&tz>z.t&x%Z)0 *mw<D?y/<?MRxF*mw<D?y 

[0060] 7X, 

^ij, n7-/r>x /Kytf^/iSTJVZI—JV^ /Kytf^/monyKv> -% 

—, /Kyr^yxgtAl-y^A, T/^VgtAlA 

TkMi&'T^-xhyy* AAIA^A, ^?^-ys ^iv±jv 

u—ys a^^-/v^/vu—ys TytT^AA ;friAf>\ /Kyxf 

i/^^yn—;vs v?Ayxy>\ Ayxy>\ Aptv^Ay^^/w yxy^, /^7^y, 

^fry^r/^-^ ̂ rryyi, tMir^Ay(HSA), /K y;v 
tA-/A y^h-y, mMMtiD^LXWm£h5ftffi?£Bffli§&mifhhZ>0 

[0061] MB<D%SlJU!%JlX #%ffl<DfcMppV$>Z)Bffiffl<DfiMlZ}fcZX±sZ<DtPfab*¥-
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W$m, Mx.kfTween80 

, Tween20, if 7^, t 

M•S^iJTfZb*t~57c^^Y$M®#L7ct)(D"CfcoTt)J: 
C m%&$i<Dfc$>(DmMffltLx\x yy^wmc)ir/^ 

[0062] >Ky-<70^-K(Z)fi||, 
(Dmm, *mw<D? 
ys*?u&foyv¥%yfofom<DtfifcxhZ)Wf&, :£<D#%}&J3'AIX 
f^MlkgfcTC^O. 001mg^^bl000mg(7)fii|#|"C}S{i^LSo fcSVMX ^lal&fcKlO. 

01~100000mg/body(D^m^I!^<^"e^5o 

A\z.®m$inz>b<Dxnt&\ 
[0063] 11 P , #11 P &#<Dl tbXb^mXh&fr\ ft 

tL<Ji:#|lRSJXefcl9, ^tf 

MMM 
[0064] KTx z.tib<D^ 

fift v \ 

[0065] r^MMilriiTf^xu^ 

(^{feflziT^ACHO»*£) 

MIMs Xy^50mM, y7T^yt|fi-7KfPt)1.8mM, ^n^l4.5mM^P^, 
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M LTV 

»: tMUgG (j7LyV¥#y-3ffL#) 0XCHO|B« (S^li^WO 2006/0066 

93T§*^^71o 

[0066] r^U-i:fECHO»|& 2 xlO5 cells 

/mL^ft5J:5JP^T370C, 10% CO ^#^^14 0 m%M 
2 

c, pHTPS7.o, ^#^a^4o%(D g mmmm^tc0 mm 0 g 

-^ii(Mi§±i{iiL(^L, i.Og/B#pH0)TiMU 140 gt-ei§#^To^0 m 

5, 7,10,12,14 0 g (^ty^!Jy^ltTofc0 ^-f-W/KDigiI 

Lfc0 ±yy, 

(Control) <DM&, 14 0 m.6 g/lMt*fcofc0 ^ 

Ser,Cys,Tyr) <D^£\ 14 0 f?0<D^T^fr$i^te2.2 g/L3M£$j40 
ft^#5r^-e^0 -ztm 
31^-rx^ 0 gi», xy^, 

irfipH^p v 

[0067] [mmM2mm%±v>. 

mMm.f&RXPMMW;n&T<Dmi9X*foZ>0 
iibfco 

MlMs Xy^50mM, y^T^ytlfi-7KfPt>1.8mM, ^n>^14.5mM^JP;c, ^ 

^lc:j:«9pH^ifi^^T^i-S^T^^L(pH1.5^-j£), 

M LTI 

[0068] r^U-i:fECHO»|& 2 xlO5 cells 



WO 2008/136398 20 PCT/JP2008/058046 

/mL^ft5J:5»T370C, 10% CO ^#^^14 0 m&M 
2 

c, pHTPS7.o, ^#^a^4o%(D g mmmm^tc0 mm 0 g 

—1.5g/B£[?g)T«JPU 14 0 g m 

5,7,10,12,14 0 g #f-W/KDig^ 

bfcD ®4\z.7Fi-£.5\z.^ ±Vy, 

mamM (Control) (DWt^, 14 0 ttl.3 g/lMt*fcofc0 ^ 

er,Cys,Tyr)(D^, 14 0 tt2.0 g/UM£$j54 

xy^, y^f^y, ̂ n^^iUeW^P 

mm:m^tafcmm^Wj^, 14 0 PEH^H-CM 0 g o^mn 52 %vh^tc0 r 
a-U^U S^Ut^y^ y^T^y, 

14 0 ^(Di§^T*14 0 g (Z)X#^tt78 %^r^V^#«|i^-r5r^^-e 
%tc0 %mfkmz.mm 0 gi», xy^, 

[oo69] r^iifeM3]i9;ji^i?y^ 

CHO»*£) 

^Pigifc (Ser,Cys,Tyr) : 

?>m^bvm^4k, xy^50mM, 7KfPt)1.8mM, ^P^/14.5 

mMePi, iS^lc:j:«9pH^ifi^^T^i-S^T^^b(pH1.5^-j£), igifc 

bTV 

r^p^ifi (Ser,cys): %mmmm^ ̂ WiMm&m^mnM^mmMKMLm 
MlMtUmm, Xy^50mM, ^X^^MJt-7KfPt)1.8mM^P^, 
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mnmM (Ser,Tyr) : 
m&hvmmks xy^50mM, ^n^i4.5mM^px., 

MWMVk-o 

mmrn (cys,Tyr): 
yk&h\MM'&, 7KfPt)1.8mM, ^n>^14.5mM^JP;c, MM 

lc:j:«9pH^ifi^^T^-rs^T^^L(pH1.0^3£), 

LTV 

[0070] Px., rtl^i:fECHO»|& 2 xio5 cells 

/mL^ft5J:5»T370C, 10% CO 0^#Ti#i^riiLfco ^#^^14 0 m%M 
2 

C, pHTK7.0, ^#^a^40%(D g f]ft!IJ^P^To^0 1§#3 0 g 

1.5g/B£[?g)T«JPU 14 0 gtTJti^Tofco ig 

5, 7, 10, 12, 14 0 g (^fy^iJy^ltTofco #f*W/KZ)1§# 

irM^oV^T, 

YcT5;/gt5>#f 

^/gt^tJ^yJiJ^rfio/Co ®7^x"f £5^ xy^, i^vz/y&igML 

ftv ^Pigif&SrfflV ^d^PJ§# (Control) (DW&, 14 0 P^j^T^fm® ttl. 1 

6 g/UMTfcofco ^n^/JgifgpH^P 

i§»fflV^d»^#(Ser,Cys,Tyr)(7)lt^, 14 0 ^(D^T^M^fil.87 g/L 

, 14 0 ^(D^T^M^fil.47 g/L, 

£fflV^®JP^(Ser,Tyr)<D^, 14 0 P^j^T^fm®m.41 g/L, SbftJt 

^n^j^l:{£pH^pj§j:lfl^V^/d^P®#(Cys,Tyr)(7)lt^, 14 0 

^(D^T^^fil.18 g/L£V^#MM0^;^5#k;ftfco t^oTrl^jtJt 

1?y>\ ^-n-»^(Dji|S}3i, 
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[0071] 08, 14 0 ffl<Dm^Mffl(PwjyRZJi?-^yyoMlMom^^i'o Co 
ntrol-e«l§#5 0 |t% ±yyitO. 63mM&t>^n^(iO. 34mM, I§#7 0 g ^ 

4mM^T&t>^n^»0. 4mMKTi^ofd\ 

[0072] itfe 

^£^ALfcWUgGjg£CHO*|BII&tt<DfNcfco^TfB«-f50 

[##M i ] =-yjf 

CHO DXBimmKWL-6U±yy-mtm^^MALfcmL-6U±yy-^i 
#:0X£MS(#II¥8-999O2^^!§)^btotal RNAffc£ii£:&-ftofc<D%, /KyAfc 
ft#-r5cDNA^J^L/c0 Sail, Xhol, EcoRI(DHfIII(D*gfl!tT®r^L/':: 

cDNA§r|^M"f"•^7ry,y>/by>/X/Kw-^7w- (Hamster TauT)ia 

^T-^PCR^J^H/Co PCR7°7^^—fi UE£BT?fo5Rat/Mouse TauT^Tit^ 

|S^P(Z)4i^|i(Z)TauT <?;(7)t@rBlt4/)^b Hamster TauT^r 

^^KLTVNS^<^^$jlfl>L7c(l3lO)o Hamster TauTT^/^ia^|]{iMouse(96% Men 

tity), Rat(96% Identity), Human(93% Identity) TauT^^LTiSjVTHI^t^^^fLTifc 

(^i^lX^LTcHamster TauT (i^TTauT) jstfe/R^Kozak 

IH^IJ^PX., CMV70n^-^-^Ja7 7X^KpHyg/TauT(gll2)^t#^b^0 pHyg 

/TauT$?SV"i{i;TauTji;fe/F§r[^V"i7c=i>/bn—/l^7°yX5;KpHyg§r, 

t°^7^-3^#:0XCHO|B^ OH^H^WO 2006/006693^/^:^;, ]^#BS) 

^•^l/^fn/^Vw-v/3>/^"C^Ab7Co ^^7°7^^K^A£|HllS^Hygromycin(400 n 

g/ml)#^TT]|?;KL7C(Z)^, •SflHIltlltt't"^T§rfjt^vb7c(pHyg/Ta 

uT:8tt, pHyg:7^)0 TauT mRNA^M^^TaqMan^J;^, iTO^fLTf# 
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JJIAIMS (7$0 (DmRNA^ 

/^(7|^)(D^40f§"efeo7t0 

^(Dmrnmife^-to 

^i~0 
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lmMSX_tk-tZZ.k%W®Lk°tZ), 

L<ttO. 4mM£khttZ>, 
[3] imM&,±(D±yytfcn^(DM.&^i~&mmmm^mnM0 

[4] £b\Z.'J?f£<kb* lmMH±©fni/y, RXf/XfeO. 4mMH±©^f^ 

ik'jj&o 

+5> (-I4"C^5I Pel (D—v tp <D±y lmM 

mik-tZ>z.k%W®Lk-t^ 

(DM^imMmii, Rvt/xixy^4y<Dmj£&wmnM<Dmj££x±.bL<tto 
. 4mM0,±^'t5x fticIS6fE^c(Z)^;^0 

ig^1&Ip(D1rVy<DM£%: 1 
mMsx_tk-tZz.k%W®Lk-t^ 

yy<Dm&&imM£i_t,Ru/xtty^4y<Dm&:§:$)mnM<Dm&£i±-bL< 
no. 4mM£khttZ>, Micrg8fEgc(Z)^£0 
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^2mMft^rg8Xtt9^fEic(Z)^0 

mib-tz>z.k%w$Lk°tz, 
[12] 0 g 60— 

OlS^lrnM^J:, RVt/Xtey^4y<DMM&Wmnm<7)MM£X±.bL<no 
. 4mM£l±ti~5, m^Ml lfagc^^o 

[13] '>ft<W^#3~lO0 B<D~ffi$;\/VZ£T(DfflfhlT*jgM?fccP<Vl?yy<VM&& 
2mM&±bi~&, m&jgiixm2izm$<z>#&0 

[14] [I05^tfii?:fe(batch culture), l^^iMLtEO^ia^^Crepeated batch culture) 

, ^^P±o^^(fed-batch culture), J;7cf3:, lls^Mb^JPlit^^Crepeated fed-batch c 

ulture), ]®l5t±#^^(continuous culture), ^|l^±|f^fi(perfusion culture)"C±#^"f^<5 

, ffN^H, 2, 5-13(7)1^^^-15^(7)^0 

[15] ft^H, 2, 5~13(7)V^-f^M-fEic(7)^o 

[16] ±)yRUf-vi/yRU/xm/^'r4>^s $f£ 

ft^rli5fEic(Z)^o 

[17] UNfgl, 2, 5 

~ 16 (D\ 

[18] gl7|E^(D^o 

[19] M&^MLMMm&Xh&x ff^rll, 2, 5~18(DV^-f^^-IHft(D^o 

[20] miWiWmm^cnomuxh^, ft^rii9tEic(7)^& 
[21] 10mM~1000mM(7)#^(7)-fei;^^^-f5lffl^^#fflr^P^ifio 

[22] 20mM~500mM(7)^iit(7)Xy^^^r-r5lB^J§#ffl^Pl§Jfio 

[23] ££>}£, ^7MV&U/X\^vyyfi^J)\\^iiX\^mM^2lX\Z-22\zMM 

[24] £bf-, Zy^^W^u^y^m\\^fbX\^tn^^21X\-i22Kt^WL^W)\\ 

±nM0 

[25] m^K2l-24<D\^frhfi^mB^MMnM$:^Mi-%^b$:WWlbi-%, j## 
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