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K£S^LT&£ F (Fctt^f 

) lUCteU Fab, s c F vs £<£tJ\ d i a b o d y HCDlfi 

#?4bin;{fcjb^£ft£o Sfc* dtL^trC^HHnntC^ £?si<h U 

-t (Di£#±;i (c ;$3§H £ ti £ t (D, a 1*1 £. tc & m ft H t a fall J® El(D 

mm-ztis s^b£ti&t©t#£ti£0 

[0004] :®im mms (2s^± 
(D^mW) #iy^ffl©£^JIH ^©€;l^}/C{*E^ppM©fi 

Z.Z.X^mWtlts tctX^tWO^, 'MMvMi&X 

h & F c $m t qr^iiifr b tz & mm ( H ID 2 ^, pr^i^ e> & * 
SIM (L|D 2 £>&•!> 4 m.W^ris.Oy^KW^. 1 ^^"•P-'fi<h LT^S^tl 

£c Z.(D^\iLft^(D%mWt>iWMW£^U, trC^llllnn©iy^ffl©i^H^: 

£tlTlA&0 

[0005] mm. WMMTM-z. *t£t&w 

;&^te©£j$£Wf&yt"£ffeic^©i&£tffig-c£>£o <toT, ffMxfM 

T?&, bux 

[0006] 

/•\$ — ylt (7°^ h7*-,Mb) flUJlXIg) 

-e (is "J > K <h LT7°PfOA (C 7 

7<-T^:frit^h (7°PTM >AfB{*) 

£— JjKftjlCli* 3XT1^©^PV 

MilUci: •'JimMJtlb^tu ^Pj^VA^py h^7 7-f-H0i®"e 

-f p-7 h^77< — JpS7KMl#ffl'?PV h^77< —#©M 

fF£itK2% #^£S£3, JftfFjtitK 5) o 
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[0007] 77 -f 'J 15y Ktt, T£ 

V, mu 13y K£7jC^#iStt£@:^b LT&£ 77 4 -T 4 K 'J y 

£7. (77 -f -T^f £ P"7 h^77 f—Jite, 77^-j<jiftttl^) 

77 < -7^ U 13y Ft bXs mtf7°P^M>A^7°P7M>G, 7°Px 

-f > L #a5fe s /c&. ^ ti e> £$a&*.£ i±rm b nzmmmz 
m* (mmm) Kttsfcttiaiftu f > K,JP, ^7y-
MmKi^prnto)F c jetty i3y K\ 
v-MmfamcDfc^m'&v $y K^w^tu 

Kf^ll^Rap^s L<£ 

Sti^r^-rc <hfr£>v ii?I^ft[l^pnp<h LTf©II^S^T$T^§o 

[0008] 77 -f — ?sifi5fc 

(&~FN 

[0009] $|*. 77 -f -7^ III*© —Mt LT, ^Px'f>A^P7h^77'f 

-IiTtt, at. »;§i±l^tT^tl^^\ p H i-J 7°p 

•fe7.!SIt(C0t^^:^LT^/c/cto, t/c, MipHtf{£tN^ 

•; ££#>£, P H 3futt(Z)€^ P p 

H 3. 5~4^)£-e)§tii-e$^J:9(C70P^^>A U tfV KK* V/^ftl 

OftfF&itK 1 ) o 

[0010] gfc, 7°P7M > A7 P"7 h^77 < -XfMti(c;||^-aM^#lNii^r(i 
s (t;?-) ©W€T(c 
££#£ Ztfrbs 7°P ̂ --Y > A ^ • V K ^ 7 ̂  

A. J: 9 M(C, ^§£7 P? h^77 < 

[0011] Sfc, ^PT^>A^n7^77^-lMffl^-(;\ 

gjg^b. $ 
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7°PTM yA^com^t Lt^MlbLfcS 
ft#?#. t^«-e7°PTM >A'J 13 
yptmj&tztcisbs m&'&vmtz.m 

£S£4) o LfrU 

fj fc0 

[0012] 7°PTM>A^P^ h^7< < -7^ ̂ P7h^7 

$tep qk®L<b4*ytm<7u^^v=? 
7 < —<? P V h 9 7 7 -f at P H 5 J^±© pHt 

p H*4>&£-?$>^>tc0 

[0013] -^T\ at. ^©'JffVKCDpKacfcyfci^P 

H«^ti§o t/c, 

u $y;«?W(D!§m&s (P i) <fcPH-e©pm*^T^bti^0 $i 
A. p I # 8 ©!/[{*© (£, p K a ft 2 ftjfEfiDTJI/^ Vg-^ pKai< 
3 ~ 5 ttfc(Dt) )l&% lJ tfy P H 5 
~ 6 <DMWfo %m^x m%w £ tiff M £ ft £ o P H 'J is y K© 
pKai;iW^>/^I©p I 0Pe^Cix^^fti> HlpH^p I <£ t 

<£1^. <&y, 

0J|X«<€<#£>£<, 
*I^r tils (D 7° p -tz 7> tin (C £ IN T -f ^ y &i&M L ft tt ft ft ^ & IN 

#©frlPBtf &o fco t/c, M p H # n>r t y&& 'J 13y K© P K a icifiiN 

, Ztclts U K©^-f ^xe^70p h>lb£tu 

#MMT-r^«h^ft, ats i^^fttc^A^fco Pf-r^>55 

p K a 2~5 0fi'f^>^fi^^UT 

p H 5 ~ 6 IN <Q ftT $ fc0 

[0014] 77^ ij^P7 h^77< pv h^77-f 

^7 P 7 h y7 7 -f -Ii^l ̂ e>ftl>i|^ (^fF* 
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SK8K VV 

=7-J -r (^fFiSR7) tKlifil'f^v^pyh^ 

(^£S£6) pH 

w * ^ tc0 

[0015] ±§E©<fc9lC#Cti5#£j77'f ^P"7 h ̂  7 <-*iM U tilx©7° 

p-tzx-eimSffM'r^^^ itttp HM^CDP H 

£&y. iPx.T, 77^ 

-T^P7 h^77< L&lW p-7 \*9=? 

y ^ -TMtltlM'kmMWMO h^77 -f ttl 

^tlCDTM^tL LT^T9 j&gtf £> y s 5t*i LTtrC^^^f £ d ̂  tt"C 

si\ m^±m9) 0 

[0016] Ifc, trifo7 7 -f — •X'T h U Liti 

MS-fb^nrfg-efei)^ (f;7-) <h 

LT&mntf&^tco 

[0017] ^£S£1 : JftfFSM 3 9 18 3 0^&*g 

: WO 2008/085988 

:Hi2 010-5 0 7 5 8 3§^ 

: WO 201 0/01 9493 

^£S£5 : WO 201 0/141 039 

ft&xm •• ^H¥0 5-2 0 2 0 9 8^&n 

ft&XW •• ^H¥0 6-2 2 8 2 0 O^&n 
ft&xm : ^2 010-510 9 6 3^&*g 

: ^2008-5 3 5 91 3^&*g 

[0018] l-E^lrFiit^l : H o b e r S. ffe H\ I" J . Ch romatog r. Bj 

, 2 0 0 7$, 848#, 40-471 
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^iS^2 : L o w D. ffe H, TJ. Chromatogr. B J , 2 

007$, 848#, 48-631 

:Roque A. C. A. ffe H, FJ, Ch romat og 

r. A J , 2007$, 1160#, 44-5 51 

[0019] (W.-WM) W/cttFcM^fU<(iF a b, 

s c F vv=? 

it tmzs %k£fo^<D$k£lZM Ui 
t tc&m-e $ £ 

l&T&z.tlz$>&o 
[0020] *fgB£ m~WM) */L{*^©*iS^C£^T, 77<-T^P 

-? LT, m^(D7°nizX 

-eM&izmgktzmz&wt-ztiTZtcs itttpHM^CDP 

Bmzmktztcisba)^® 
[0021] feints 

%MlZttTZ>77 J -7^ U 15y 

iSftCDj^Srlfl —12=> h.^t.tc[tMnl2=> h.^Z%i% L, P"7 h^77 

< -£iH0#toic^;&fe-r£ c: £-e, 

tCo 

[0022] t/c, /cip^:, ^ft7 7 -f — 

x- -f P H ti'f t y^MBW^(D^KW^(DW^M^fi^ 
, nfci^?:f5fl'fty&mmoms 

[0023] (H-fJ^i) VXTOm.VXfoZ : 
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[1 ] 5 77 ̂  -T -f U § 

{*1 u 

-Wt ZLt%ft®LtT 
& trCfts t /c ttirCtis fi 5fct)lt ©*i$^>£0 

[2] fulEl/C^t/c(i^a5fe^S(C^'r5 77 <'JtfV K£^f 
* in* i £ n i' * > 55^S f ̂  in* 2 £ E IN t tc am#; a mm 
(DmMJj&xfoVs 

fu IBlII* 1 £ L tc ti =? A CD "FMJ (C fu IBlII* 2^^JtL/c^^A^e 
|p L tc-wm.13 7ASfc (ifulBlII* 1 <h III* 2 CDM^CDJI^tl tltc 
MiiMti A(C% 

"7 Ad;^^ L, 

O lN-ej§ai)ftz> z.t T?^ L tcSKW£. tctt&ttG&tlft £S§di £ 
<h 1" & I/LI* t tc ttirCtis a 5fct)lt ©*i$^>£0 

[ 3 ] p H Xfr-Dj * V&JgCD 
y^^x>h"etT9 [1] Sfctt [2] 
[4] fulB^t/c(i^a5fe^»©}§|±l^Itttp HtfrU *y&$i<b 

7,7-V 7°7-r XTfr? [1] Sfctt [2] 
[5] mm-wmti7Atfcfcui^sn*^u tu 

y tim^N p V\(D)%i&ifa$:Wfc'$Z> [2] ~ [4] (Dl^ttlfr(C§3 

[6] mm-wmti7Atfc?Au tu 

itmm£<fctf into£fcttirCttatm\l£tcte£Vm\,^ x> 
3$®©* AN^^di)ft<fc y timtN p H ©gfc&jftSrjijft U ^lN-e5(z^?§^jj 

<fcy fcimlNp H©gfc&>ft£jii>ftf£ [2] ~ [4] ©iN-ftlAMClBtfcOliM 
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[7] tulB77 'J 13 > 1 ^7°PTM >A% 7°Px 

-f >G, 7°PTM >L %tc^ub®mmn% u 13> vtt&&&-?$>z 
[1] ~ [6] ©iN-f 

[8] fulB77^-x< 111*1 ^PHVASfclif 

K<h-t&ii{*-e&& [1] ~ [7] ©iN-fnAHciB 

[ 9 ] ftulEtfCftt /cttirCtisa<?P 7" 'J > Gs <?P 7° "J 

>G=^I<*, [1] ~ [8] ©IN-mAHCiB^ 

[10] Fab, scFv% diabo 

dy, en ~ [9] <D^tntHz$m 
(DffiWjfeo 

[1 1] fu§EPl^>£$!S£^-t&*I{*2^\ 13)\,7$**/)\,&%*)X> 

K£t"£fiH$"C£>£ [1] ~ [1 0] ©l\-ftlAHC|ES©ffM^")io 

[1 2] [1 1] tCiEs© 

[13] pHA<5. o^>s-e&& [ 1 

] ~ [1 2] ©iN-f 

[14] fulfill!* 1 © I g G ICttt"0#F^ 6 #-?© 1 0 % D B C if 1 

mg/mL J^Ui 1 OOmg/mL [ 1 ] ~ [1 3 ] (D^'f tlts\Z 

[15] fulEji'f* 2 ©'f V^j^#fi^O . 001 mmo 1/mL J^Ui 0 

. 5 mmo I /m LJ^T-efeS [1] ~ [14] ©IN-f ftAHCsEii©*!!^ 

/i o 

[16] fulfill!* 1 owmmmmif ^ n m£l± 1 0 0 0 At, m£TF-e& y 
. fulfill {* 2 owmmmmif ^ n m£Lt 1 0 0 0 At, m £TF-e&£ [ 1 ] ~ 
[15] ©iN-f 
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[17] pKai){4. 13y 

PI-f t y£Mt ZIII* 2 IZmt£ tcttirCtea5fe tlft L 

tern, P H4. 7 7-W 

[1] ~ [1 6] ©^rti*MC§E*6©*iS^}£o 

[18] fulfil JUTKdr^US#^1; 13y K£^T£H'T:?|-v£&g£^f 

&|I{*2©I g G(C^1-5^^0t^6^-e(Z) 1 0%DBCtf 1 mg/mL£l 

±2 0 Om g/m LJ^T-efeS [1] ~ [1 7] ©IN-f 

/i o 

[19] fu§EPl^>£^S£^1-&*I{*2£^i||Lfc;b^A(Z)fu(C77 

-f —x -f U K•Sil'f* 1 Ltd) ̂  A^rjSfp LT — {*3^ ̂  A 

^.MC^L/c^C, p H 4 . LtSftSfc 

&I/C{*fi5fc^lt;&}!g!±!'t& [2] ~ [1 8] ©iN-f 

[20] wm&m 

T\ 1 /2 0£l±2 0/ 1 \>XT~ZfoZ> [2] ~ [1 9] ©^TtlAMClES© 

[2 1] mMm'i t y$t^%:Mt&UW2. ̂ 77 < U 

LT p H 4 . O^T©Ittt/<>> 77-

[2] ~ [1 8] CDlN-fftfr 

[22] tuiBji^sy^^A^^-rss^i wm&m 

T\ 1 /2 0£l±2 0/ 1 [2] ~ [ 1 8] , [2 1]©^Ttl 

[2 3] mMZkftTlZ&tt&m.W 1 © I g Gic*rr£)wfm^6#-e© 1 

0%D BC 111*2 0 1 g G(C^1-5^^0t^6^-e(Z) 1 0%D B 

C^\ 1/1 OfS^Ltl 0{%£XTT:'foZ> [1] ~ [2 2] (Dl^t'tlAHCiE^ 

(DffiWjfeo 
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[24] [ 1 ] ~ [23] ©iN-ftltc^KW 

t/c&*/[{* finite 

[0024] *fg0£ {m-WM) : 

[1] pKa if 4. 

t y^&^t Z> ill* 2 IZfaW £ tc ttirCtt Sfetlft L fcm 

% P H4. 7 7-Wy,xmt^tcm%w^mm^ 
HHt" •SPl'f •2>|S'f*©fJffi73/io 
[2] tuiE^u^^us#^1;#> yit(ca5fei-5[ 1 ]tcga 

[3] tuiE^u^dr^us#^1;#> 
{*201 g G izttt 6 ̂ -e© 1 o % D B C if 1 mg/mL lil_h 2 

0 0 mg/mLmi>5[1 ] £/c&[ 2 ] 

[4] fulfill^ 2 OH OOlm 

mo l/mLJ^UiC). 5 mmo I /m L [ 1 ]~[ 3 ICD^TtlAMC 

[ 5 ] fulEPf-f ^ £JStt 2 1 M m J^± 1 0 

0 0|xmJ^T-eS>l)[1 ]~[4]©lN-rtlAMC|E®©f^ffl^)io 

[ 6 ] fulEPI'f 5III* 2 L/c^ ̂  A©fu(C777 -f — 

7- -f U #> K•SJIU* 1 ^ A^jllln LT—{*3^ "7 A^rfE 

iu, ̂ ttpH^#-eK{*t/c(iK{*a^»#^5S^tuiE-{*sy^^A 
(C^L/c^C, p H 4 . OJ^T®itt/<v7 7—LT*/L{*£/C&J/L 

ftE3fe$lM£^tiit"£[ 1 ]~[5]©lNTtlAMC|E®©f^ffl^)io 

[7] tytt®k£$:MtZ>UW2. ̂ 77 < K£^t" £ 

ll<*1 ;Fb^«!•S;Fbn~§£l±) ̂ Us ̂ ttpHMt^ 

LTPH4. 77-^f 

LTK{*t/c(iK{*a5fe^»^)§l±l'r5[ 1 ]~[5]©iN-fti;6MC§Ei6©{£ 

[8] tuiE 
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y twg-r #>&)^(DS 

ttijScty&iljl/NpH ©^t/fi-jS^rjSjS'f" •2>[6]^/c(i[7] 

[9] tuiB 

mm £ <fc tf into £ fc tttrc^ a 5fe tlft i; ££:&<£ y iff^W 
jg©, AN^^di)ft<fc y timtN P H U &lN"e¥^bS£>ft£<fc 
Thrift £ y fciEH t >3£j£©* lJ 

t iii IN p H ©^t/fi-jS^rjSjS'f" •2>[6]^/c(i[7] (CHE®©fs^ffl^/i0 

[10] iulEtfCftt/c&*/[{*fi<7• 7 'J > G, f&'M V • ~J "J > 

Ggfgfak F Ztc&F a b% scFv, d i abodytK 

1 ]~[9]©^-rtl^(C|ES©M^)io 

[11] fulEK{*t/c(iK{*a5fe^»©)§l±l^Ittt p H * >*£Jt© 

^T>'IV K"etT9[ 1 ]~[ 1 0]©IN1*tiAMClES©f^ffl^)io 

[12] fulEK{*t/c(iK{*a5fe^»©)§l±l^Ittt p H * >*£jt© 

x^>>7°7-rx-etT9[ 1 ]~[i 0]©iN-fftjbHc§Eii©^ffl:£&o 

[1 3] [1]~[1 2]©lN-f tlAHC|ES©f^ffl^")i"effM^tl/cK{*t/c(i 

SBffloabm 
[0025] *fg0£ (H-fJ^i) J/L{*£/C&F L< &F a b, 

s c F v#©{£#?<b&te#©&tea5fetlft©3li£m£©£-I*£"C£>£ j7 

7 -7^ £ P"7 h^77< —XgtCJslNT, 77^ 

T?£>5trC^S{*©imMJt 4b<h£(C, f;7-©IW£[p]±£-t±\ 

til£©^Mt)P&£i^c>tf t" ̂  ^ o «h tfv & z0 

[0026] *fg0£ {W.-WM) &L#g(DffiMJ:&<DB—J:&V$>Z7 7 4 

Ou^t hy^7<-X^i(C, ^©}§!±!5S£^©££Pf-f;t>£^ 

P7h^77^ — "C4M RTti"C£> y. t tc, 77^-T^ ll{*©lttt;§!±! P 

H^i-fflpH ti'f * > ^t£"C£>£ O <h AN 
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T 7 < -7^ h^77-f •x' h^77< 

-ffM^-{*MiiRitg-eww^70p-trxti^^prtg-e^5o t/c, *fgB£ 
(H-ll^i) y (MS) xm^n 

§0 &fc\ B—SMH"C&g| 1 ~ 1 0, 1 
2-16, m~1 6&&ffi$tlZo 

[0027] [^1]^Hi, ^PT^VA77^-T^^P7 ~TM, 7 -f JUT. 
^P7h^77<o©jni-etT9t£ 

5fe©7 n-^Tjktmxfo&o 
[^2]^2ti% 7°PTM>A77^-T 

£P"7 hy^7<-X^t/Pi-r^>55^^P^ h^77 < -lg£|t|0# 

Zct^s 7^f 7 • — tkT^'tMXfo&o 

[^3]^3tt, p H 3 . 7, p H 4 . 2, pH4. 7 lZ&ttZ&Wi<< 

Mi&M't %>\R.W(D 1 0 %Htti D B C tkTF'tMXfo&o 

[^4]^4ti, m-((PI^V^MI^A) ML 
tcti^A^m^tc^o^y v-ircft (atfe$) (#mo © 

(^rai±i^ (mL), ( 
%) , (mM) %^t) o 

[^5]^5(i, m-(ty^&^mt^m (PI^V^MI^B) ML 
tcti^A^m^tc^o^y v-ircft (atfe$) (#mo © 

(^wrai±i^ (mD , ( 
%) , (mM) £^1") o 

[m6]m6ML 
tcti^A^m^tc^o^y v-ircft (atfe$) (#mo © 

(^wrai±i^ (mD , ( 
%) , (mM) £^1") o 

[^7]^7ti, Pf^v^s^-t&ni* (m-fjyxmawD) ML 
tcti^A^m^tc^o^y v-ircft (fit£$) (£4110 © 
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%) , (mM) %^t) o 

[^8]^8(i, 7°PTM >A77 < -7-1 U 13y K^l"(7°PTM> 

AfS{*) Ltch ̂  1 0 m g ©"E 7 

v-trc^ (atfe$) (t4$i) ($t$im 
)§i±i^ (mD , ^mm^xy&m (mM) & 
^t~) o 

[^9]^9(i, 7°P7M > A 77 4 U (^PT^> 

A lifts) Ltch ̂  0 m g TS>'i)i|'p©:Ey 

v-trcti* (atfe$) (mi) ©Mi£^-r^-c£>£ ($t$im 
(mL) , £i^it°-^®M. £i^i^>^Jt (mM) £ 

^t~) o 

[^10]^ 1 0&, 7°P7M > A 77 < -7-< 'J 13 y (7°Px 

-f>A|iftO L/c^: ̂  l/bft^^il:#^ 0 m g Ufo&Mci (D 

^J^—^sKW (&!£$•) ^.t//|l^'f*^/L'f* (i4li) IIS "£'£>•!> (^t 

mzte&fam (mD , zmmzv-tmrnm. ftmmmxy&g. (mM 
) £r^t~) o 

[^11]^ 1 Hi, 7°P7M > A77 4 U KSr^f^lift (7°Px 

'fvAjsw ^iHL/c^AosTtc, Pf^v^s^t&iift; (s 

P — Sepharose Fast Flow, Pi'f ;t">5£|$!lift; A) 

itL/c;b^A£;gi£L/cil^(Z)^ 7 V-irCft (fil£$) (£4 

m (mD , zmmzv-tmrn 
is, fimmmxy&g. (mM) £^-r) o 
[^12]^ 1 2li, 7°P7M > A 77 4 U KSr^f^lift (7°Px 

'fVAjift) £?5i||L/c;b^A(Z)STtC, Pi-T*£iite (PI 

-f A) 7 V-irCft (fil£ 

$) (mio ©Mi£^-r^-c£>£ (^raifi^ (mL 
) , ^mm^xy&m (mM) %^t) 0 
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m 13]gM3&, 7°Px-f >A77^-T^ 'JtfV K£#-f£}S{* (7°Px 

-f>ASW Pi-f (PI 

-f *>£&$§& B) LfcJf^(Z)^ 7 (Stfe 

$) (mi) (om&tk^tmxfoz> (^rai±i{*a (mL 
) . £ilt$Attkr-£Mt{ii, (mM) £^T) 0 

[^14]^14&, 7°PTM >A77<-X< 'Jtfy (7°Px 

-<>A*I1*) ^?5iIU/c^^A0itT(Cs (Pi 

a^C) (Sifc 
'Bcimm&stfa mm) (mL 

). frffimze-tmrnms ^m.m^^y^m (mM) ^t) 0 
[^15]® 1 yPT<>A77-f-T'flJ^Km5S^ (7°Px 

oAfiw ^?5itu/c^^A®eT(c, pi^v^s^-t&iai* (n 
•< *>£&*&<* D) U5rMuLtz.i^(b=£ J (fits; 
$) (mio ©Mi£^-f^"c&£ (mL 
) . £$m\zv-<7mk^ ^mm^ay&fs. (mM) %^t) 0 

[016]® 1 ^Pf'T>A77'f-T'f,JifVK^tS^ (7°Px 
Y>Aj§fts) m^ty^mswD) t% 
II—v—iaft (S&£) Rtf%IMfatfi# (#$£ 
) (mD , zmmze-tmrn^ 
s ftffimzuy&&. (mM) £^t) 0 

mwzmmt&tcisbmtm 
[0028] (m-mm) o$Kwm mtt-tcimwrnrnm) vmsm 

l/t{*H(cMT&7 7 -r -7-1 V X> F%£TZiafotVw'( *>&&&% 
GT2>feto%MB£tclZM&*):?lxt U -fat LTm*mwjkW&£Xf^ 
tii&fr? Z.t^W^t LT^3 (^BJ3 (H-MI) ££INT\ Mntl^A 
s tti^ti-wmti^A, )^mti^Atmt^m^$>i'j 
, rp&#j t&s r^j ©£ ££V,N3*!•&#&£0 ) o 

*3^ (m-mm ^-
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#©3tt£ra£-c&y. tuiBiii* 1 ^mLtcti^AOT)Mimzmmm2& 
?5iH L tc t) => A £ SIS L tc-wm t) => A £ fc ttiu§3JStt 1 «h III* 2 ©^© 

titcM^Mti ̂  Af,Zs ^ 

A (C ̂  L. ^ IN •X)% l±l £ iijft•1" 5 d <h T? ̂  L /ctrCte# £ I±1 £ 1± 5 d 

&fc\ *fgBJ3 (H-H*i) (Cfc^NX, 77<-

'j#> v*mtz$m n^r 
*>£&S£^-r£jSte2tt, $?£ L<&77<-7^ Utf> K£#£&IN 

o 

[0029] *3^ (m-mm) (trc^#) ©^ 

/c77 < -T-<JH*tm<*y&mmttm^tc%=?At u 
-Wt LT*/L{*^©PM. £<fctfi§ai£fT9 LTIN^ (*fgB£ 

IZfcl^Ts JSIP^^A, Jl^^Ali* -ttl^tl—WMti^As MaMt)? 

Atmtzm-StffoV, TPMJ tte, r^j (Dz.t^^mtstffo&o 

;£&, p K a 4 . 01X±XfcZ>t)JVtf*isJV&<a^lJ jf> 
L/cti, p 

H 4. 0^T©Ittt/<>> 7 7-W LTK{*t/c(iK{*a5fe^»^}§l±l'r 

&fc\ (H-fJ^i) (Cfc^NX, 77<-7^'J 

#>F&GT&}a#UZ% ft£L<lzm'f*>$&&&$£?* 
&&&GT&}a#2lZ% L<&77<-7^ Utf> K£#£&IN0 

£tlTt <fclN0 

[0030] (m-mm* m-mm) &. ^77^_T^P7K^7^-
p-7 h^77< L/c^^A^li^-r^ 

2^P7h^77<-ii (m i 

t«M©7P-) ^1^P7h^77<"Ii (®2#BS% *fgB£ ( 
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W.-WM) (omuyu-) 

^l±15fe5o Lfrt, trCfts^yv —CDslN^fi *k^Mt&Z.£$> 
tt!5fc£o 

[0031] \>xT(c, *fPJl f|-gg*i) 

fi{*77 -r 4 IBfatffiU 1 OPT 7 < 

Tl#ilffl(C!^0^t" §0 

[0032] 77-f-x^ '><#> K£#T£*I{* (7 7-f-7L^J§{*) 

*f§0£ (fg-lMis fg-iMi) T77 ^ U K£#f 

5lIi*J OUT, 77^-x-f UtfV K£^-f£Jl^U 77-r-x-fJK* 

£/c&7 7 -f 1 fiJl<h#Cl*©l^lC 

(gift) <Dfr¥&MfctolzMm (^) "fatlfftfK«h LT7KT;§tt 

[0033] *fgB£ (f§-H*§, f^H*§) 'J^> 

^7°^ Ktt'J > K\ gSftte'JtfV S\ £/c&. 

j&tt'jffvK 

£>^7°f- KitsV K#iEK:$?£ L < . ̂ 0l*L (Ctt 

1577 < -T^ 'J ^V K^7Pf ̂  V AN 7°PX^>G% 7°PTMVU 

7°PX^>H, 7°P7Z-T>DN ^PrOArp, 7nH>FcrR, fi 

K'j #> F&zfittibmuyaM'e&zzttfftizfrni L 
l\ fulE77<-^< 

',) #> K<h L"Ui, 7° P "T" >A, ^QT^VG, ^Pj-f > L 

yjfs L<s 7°Px-r >A 

£ Ll\ 

fg-fm M-mmiz&^X, tulB77 
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2imx±(0 \*7 -f Kt/c& 
w&w wtu, 2~ 1 2~8<®, 
M(C2~6{®0 \?7 4 yhvMn^ntc%w.WWBWXfoZ>Z.£1fUt. L^o 

Ztib(D%mWW&Wtes \?74 y(DMuWXfoZ>fc=£ 

$4^?—s h 'J 7—'J "7 — L, Ufa#?#!!! 

—V$>til£s P74 y&Mtinfa-Z'fo&^T-u$'4 ~7 

—s ^f • h 'J 7-i© Aj p ̂  'J 7 -tfe ̂  T fe 

[0034] *fgB£ (m-mffis m~mm) ommyy ^ vxy KCDUft#?^ 
-&\z7 4>*m&TZl5fct LTtis &mfaW&n<D3&5t*Lfami£tt£ 

L<s fctz.l£% F7 4 yBWJ(D^m7< sMZfrt 

P74 >13^007$ JW%&%fr^fMnTZJ5:&s 
1 KP< 4 y £>ft 

, dft^ro^icps^ftatomi&iN,, 
[0035] *3§B£ m-WM) ®iu§E 7 7 -f —x -f U # > K<h L"Ois # 

MIS1?: 1 LTs 
LT^, 7JU7°$ 

V^PGST «f)\s$^tyS - h^>7>7x^--tf) ^li^L/cISl'pD 

N A7 7°^-^©Wt &£tlft&£©2i£tk PEG (tfUx^UVyj 

=l -J U) & £ © im # •? # ss^ £ ft'T IN & g fi ft # £ # If 5 d <h 'T? $ & 

cft^icPS^ft^fcami&iN,, 
[0036] m—WMiZ^Xs 77 4 — T4&W 1 O I g G ICftf £}$g0#Fai 6#-C 

©1 0%DBC(i% jfit 1 mg/ml_£Lh1 0 0 m g /m L1UTT'£>'I> Z1 <h 

$? £ L < s Omg/mL J^±, £ P> JCif S L < & 1 5 m 

g/mL£LU ££>lC<fcy&3ilXtt2 0mg/mL£LU L < tt 

30mg/mL i^l_t "T?£fe> •?> 0 

STANDI 0 % D B C (i% liWT0^C J; U f ̂  5 il ̂  $ So 

DBC10%= (V10o/o-Vd) C0/Vc (^ V10%tt. I gGtfl 0% 

vjzmwftfam m^s 4>yi^>a^y 
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7AAlJ • ~p A HHP 

s (mg/mL) , Vc(iii7AM) o D 

BCioo^mfetzm^s ($]*.&' 1 
i o $h $?SSIC 3 ~ 6 #) -zftoz.il mrMx$> 5o 

[0037] m-WM, m^7? 4-T4&W(DWWEn*m&. 
0OZ.WM yu.mi^±1 0 0 0 yu, y s 5 yu, mi^± 5 0 0 yu, 

1 0jLtmJ^±2 0 L< 

, 1 5 0 jam£TF#££>£$?3i L<, 1 2 0 ». mJ^Tif)^ ££<£ y $?£ L < 

, 1 OOixmJilTtflC&SL^o 

[0038] Pl'f (Pl'f Vr^^JlU*) 

*fg0£ 

J OUT, ll^*v£&S£^-r£JSte2% 

&, 77<-T< Utf> 

tii)i7Jx4x>m<Dtii7>* 

--r^xc^y, (f;7-) , MMWmmx^ty 

£ftTlN£fc©-c£>fttf&lN0 77<-T< 'J 13y K^e)©^^?©^ai 

P H-e&5i£ttp Hmzsvx. 8 o%ju±©0w-e^iw^^0jjx'r5 

£:#>, Pi'f ^">55^S<h LT, D 13> K <h 

-r^H'T^V^S K) £ 

fc, fuiE^u^^us#^1;#> K&, yi^ca^-r^d^^pr 

ti*c, cfcyifSL<if, 77<-

x b©}§|±1 IZ& p H 4 . 0 £lT©l£tt p H IN e> tl5 d <h £>, 

^I^PH-esiNiujix^^fi,^^ m-mm) <D^X 
y^lJi3y pxfc&tuistf^isjisg^'j 13y K©P K a&4. oi^±-e 
£>50 fulE^UTKdr^US#^1; K©p K att, $?3iU<tt4. 0 5JU 

±6. 5J2TF, <fcyifSU<«4. 1 0£Lt6. 4 5J2TF"C£>£0 pKai< 
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i/juSs *)iyfo&ztiffedn&o 
fc?tL<s pKai){4. 0&±(Dt))[/#**>)[/&&& l)Ut. IA\ t/c, tu 

itvjw^ymzm&t&'bonjfc&o m?izs 77 4 -T-4 U13y Kfr£> 

iftL<s llItt£ST-£>5d<h;6^?t IA\ 70P7M>A£:P7 

U Wi4 *>&&&£ LTl3)\stf 

*is)i>&%'ji3y pttzm-r* Mi £ L IN0 

[0039] fulEPf^V^gOp K a tt, 3. 5£Lt6. 5 iX 

Txfo&ztmrMxfov. u<«4. OJU±6. CHUT. £e>ic 
fc?£L<&4. 1J^±5. 5iUT-e^50 P K 

[0040] *fgB£ m-n«) (cfc^NT. 
-7 7 4 - T- 4 JH* * mm 13 ^ A t tc t> ? A IZ &m t & m^s PI-T 
* y&&&(D p K a t)%& p H Pi-r * >£&S p K a ^}§|±l p H ©M# 

?:lfctc ttftRS L < s ct^fSK (iPf-f ^ >£&S p K a >)%& p H 

©M^^^/c-To 

m-r*y£ 
MP Ka<mm P hKDmft-etjfrtir^fctzz, m-f*y£$&$:£T 
%m*t7 7 4 z>%t(D $?>§&£# * *%mt-i i±i L tc t 
(D1:foZ>o fulBM#^}S£'r5®l'J. )§!±!0t(C*I^>A^lt (into#) © 

< wB"r5©(c>^LT, Pf-r^v^s©1; #> K# 

Mt;< 

&•!> btl&o 

[0041] i-Ii, Sg^JUlCfclNT. 
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yu,miU-t1 0 0 0 IJ, miUTT'S) y s 5 ix mJU-t 5 0 0 ix miUTT'S) 

1 0jLtmJ^±2 0 0 L< 

, L<&1 5 OAHTIJUTN L<(i1 2 OyLtmiUT 

. ̂ Cfc?£L<&1 0 0 jLtmJ^-F-efe^o 

[0042] H—H*§% H— 

% 0. 00 1 mmo I /mL JU-t 0. 5mmo 1/mL lZX~fl:'<bZ> Z. t. tflfr 

£. lANo 

[0043] m~WMiz^Xs 13y 

Pl'f >55^S^:;^1"'2)|S'f* (fuEEPi'f 2 ) CD I g G (C£t"3" •!> 

}leg0#^ 6 #-e© 1 0 % D B C (i% 1 mg/mLJ,U2 0 0mg/mLJJlT 

Xh^bZtifUt. L<. <fc yifS L < 1 0 m g/m L£Lt% £ L 

< & 1 5mg/mLJ^±, £ £>£<fc y&3i IX £2 0 m g/m L£Lt, JftlC 

$?3ilXtt3 Om g/mL£Lt-e&£0 &fc\ JUffra 1 0%DBCtt, flj*. 

l£J2TFCD^lC <fc y 

DBC10%= (V10o/o-Vd) C0/Vc V10%tt. I gGtfl 0% 

vjzmwftfam m^s -r>^b±i 
7AAlJ • ̂T'CDIBWl^{*fjt&<£'Oi'^ "7 A HHP Av^lilHH^^T'CDIBWFfc3'f*fjt 

. C0&ll^©fi{*>j§Jt (mg/mL) , Vc(iii7AM) o D 

Bc10o/o£}iy£-t£ii^ ($]*.&' 1 

#~1 0^\ $?jglCtt3~6#) , ̂ pH(mii3~5, £Hc4mT9 

il <h JST' ifo •!> 0 

[0044] 7KT;§'I4S{* (III*) 

*%m (m-mffis m~mm) izm^zztwesz & 
s 7j<(CT;§^S^-eS)^T, Kft77<-T< K<hPf-f:t>5^S£ 

fly*.#, tf^xtr-x 
£-JU7JUP-Jk 7^ u u- k nsm# 

U7^lUU7$k ^H1£-feJUP-

7,% ^^"tZjUP ,X% T^zWiT7 13 P 7,% h "7 V & t)K *Q 
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miRpnp«hLT^ #?L»-fe;U 

P—L 2 0 0 0, Z'JJUT^T. 

U>'U77$ K^^ip-pt^HLfcS ephacryl S-1 000, j7 ^ 

U U-hM^5T0Y0PEARL, ZtfP-7.m©lgilSS^T'S> 

^Sepha rose CL4B, Rapid Run Agarose 

Beads, XJ~% ~tz JV O 7\ ̂  feSC e I I u f i n e ft 

[0045] ttcs *mn (M-PMm. m~mm) izm^zfr^&fem&s rnmrn 
mtcv<Dimnm<D%ifiLfribs L<, 

IAY, sfomzmt LT#, 
tr-xi*, n®#^ ft^w'titRrtg-e 
& y s liSWfi£Zttf7:^Z>0 7KT;#KI{*±(CIBS£tifcircte7 
74-^4 vx> Ftm**>$&&&i&mtoiz®mT&fz&izs 

mttt®)%kmz%nx^z>z.t-frb, #7L»e-X^f^ L^0 

&&&KW774 U -Ry # 
L < Mt77 

4-=r4 U 13y K£A0#^£©j&"C$?3i U^o Mfofttzte, 7130-7.* 
-tzjun—xflfWfcfi; IAN^\ t0Ti£ftiNo 

[0046] 77-f-T^'J > K£7j<T^t£Sfa, K •; y 

LT(i, ££#-£$£„ fly*. 

tts $KW7 7 4 -7-4 'J 13y F<D7$;&tffeW±lzmX-Ztltc7fr)\,§)\sg 
^frLX^mz^LXij J; <, ^77 4-^4 lJ13> F(D7$;&&&. 
W± 0 stt-f b £ tl tc 1o) U dp */ J US % D- L T Ufa (C U T t <fc IN o 

^/c, £fte>©7jc^14iSfatt, fi#77<-T< Utf> K^A0tu(c'J 

Tfr|£©;£t£{bfifa£ 
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[0047] LT 

77<-T< ')ify 

& flU*.#x^^s>S (xtf^pJUtKUV) , ^b 

N, N-^7^>W (DSC) ft^-CStt-fb^ft* 

k KP4ri/S, 7JIST£ F&£fc&%fefcj3Jls7K>Mg (0iJ;Ltf. N-tK 

P dp ^ > 'f $ K (NHS) i7rJk JUS/'T $ (C 

D i) st^bxx^u) ft^osMtttgs (r^t^bsj) 
t. ifX $ & (Hermanson G. T. ffe H\ T I mmo b i I i z 

ed Affinity Ligand Techniques, Aca 

demic P r e s sj , 1 9 9 2$, 5 , 8 7 4, 1 6 5§ 

. xmm^m3, 932, 557^, xmrn^mi, 772, 6 5 3§, * 
mm^mi, 210, 723^, xmm^ms, 250, 6i23§, M 

1 3 5 2 9 5 7 §, WO 20 0 4/0 7 4 4 7 1) 0 Z.tlbO^ 
(C7 7 4 -T 4 U 13y K iSft(C ZbiDts Slls #ll£ 
II, ztc&mWi<DiJ yt>-%tci£7,'<-y--ifm\'^tiz>&(Dif^£tiz>o 

u 13 y m 
W7 7 4 =T<( U 13y K£S&J5J& Lft^t^b#&^£F £ LAY 

[0048] n—77^ U KOft, gaittt'J 13y K£llfa 
gaft©ttis©-SB££te©ttis©-SB£j5j&£ 

1± & ̂  ^ c <h ^ T- $ & ^ ^ c * y ^ T- $ & ̂  a M © i ft t 
tbS (SttS) N Jii7 $ y It a <£ X? U *>* > ( L y s ) mm (D 7$yS 
, (Cys) {U^CD^-JUS, 

(G i u) (As p) mm 
CD13) U #4r *> J u S:^ h \i <Q tl Z> if H tl b (c PS •M $ tl Z> t CD T? & ft lv o 

[0049] £tcs x)13y \sm^M^UULWBWll'&KW77 4 

-^4 U 13y K£7KT;^limcg^b-t£;^£<h LT. CMmlZisX^j 

399, 7 5 0§, Ljungquist C. ffe H\ f E u r. J . B 
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iochem. J % 1989 1 8 6 5 5 7 — 5 61 Jt) o 

u LTIZ. mtt u i3y vmrnzmfeL 
s vyx-stca^-v— 

wl7$» 

&o Kft77<-T< U 13 y K0@^b0#tc U 9—93# 

iz >j I3y K£^H^cH^iu @^bJlx^©[p]±tc<fcs^SH4fg©[p]±3b^ 

tctA.^, 'J ylJ-r-A(D-^t LTN H S^t^b£ 

tifclo tifcj713 n—'J 13 y KCDHil 

(*g^f§5, 2 6 0, 3 7 3§, ^20 10-

1 3 3 7 3 3, Iftm 201 0-1 33734) 0 

t/c, U U m*77 
4-^4') 13y K^IImzmmLtcimz, 4-^4 u 13 
y P(Dfh^z±±m^$:jfM$ttrizs 7^mmm±^myy 4 -^4 u 
13y (^2 0 1 1-2 5 6 1 
7 6) o 

[0050] m-mffis m-mmiz^x. ^ 

tctz.&s m^mztuistfz-i/tTJis&zmxtz^fetLx 

s 7)113 flfe$S££Af£ 

7)113 ZtlhlZ^ 

MZtiZbfDXlZtaVo yS£J5J&f£S1£S£$AU 

tcmzs 7$ yit©7$ yg^U7$ JB.^m'MikT&z.tizj: y ti)it< 

**>J\s&%&XtZZ£:b&&2>o t/c, 7KT;^mifa±(c#St/cMA 

ztitcvx-jismzttbmBvm&i- K U ^A£j^£i±Tiifa£st^bL 
T'JUT1 t: KS^r^A Ls T7 $ J S<hP§'f >55^S^rf^l— 

Ls -f $ yj^^ki'ZM.jb^M't^> ZL t iz<k y % $Hfa-t(D7)\>'Jrk: KS 

£y^b&^cJ;y£^£•;*t^•|l>r:?|-:/£&g£gA•r 

£;:£tfd^5fe£H'r:?|->£&S^i. gg, 7KT;£ttJlfa(cg^b£tiT^T 
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<j yjj-g&frbxmfcfcz£tc 
s 77 * («) -r^^ttp H^#"F-en< 
ty^&tLxmi&x^ti^ m-txy&^s T^-y-vvyti—tf 

h U v <7 7s(DWUt LTSfS 
U 1/NQ 

[0051] *f§B£ (m-l^is m~PSM) (is 77^x<}lfafr£>Mlft#^0^tii 
£tT9lt(£;^!±! P H-eH'T £ 

tz&, 774ytzmm^ ̂ A 
<hU LTJ/L{*^0PM, £<fctfi§ai£fT3 LT^£0 

fifaE^pq©$fM7°^ >> S/ft — A7°P-t?7.(C^y^^tl-2)S—£ • V K V=? 

7-r-<hg§~^p v- h?77-r-(Dtt£@iJ£ LXS MXl£7°n^-i y AO • 

"7 ^7 < -tffij tytn^ hO'^7 4 

[0052] m—Bi&s M—Mwz&i^zs M—o• v vy=77-r-©7°Px^r>A^ 

£H'-M®(c#PA.^oMu0K$tfWbtiz>m&0kfttfMfe$tis MMfa^(D 

&£te&®7nizxibm?o 

[0053] m—Bffis B—BMlZtil^X, iZ^P7h^77'f-tLtll'f^>^ 

iH^p-7 Y0*^7 <-jlSft^PM*^- K^liUfa 

^ffe0^^0P££^Ttotl£^\ 70P^-r > A 'J tf y (JU 
T< 7°P5L'f yA\mtPV 

7 -f — 0 P£# (Cjg U tz p H £ J; Tf-f tf > 5iJg (CiiST £ d <h X fa £ 0 

<fc^T\ 7°PTM >A^P7 h^7-TH-ftf>£ 

^P7 h^7 <-ia0lM^£I&£1~3ift^£>1',U S/c, #*fi0MR 

[0054] *3§B£ (fg-tJMi, ^-MI) 0;&££E^5i§1^ 77Y-r^ 
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JHfa^lH'tf U -fat LTfi 

fa^®p&#% fc<fctfiga}£fT9t:£"e. 2ig®^P7h^77'f-i^ 

a>5Sft§#8tfrc£5o 
[0055] Jfc, *%rn (M-WMs ©$T*lfifa$fl[&^ 77<-r< 

U P HisTC. -f tf >*£Jt^©f£^c 

j;yzttr%m-e$>z>o ̂ Z=EJOU-I-
JUtrCfts©^^d3lN-Ctt, p H <itl 

z^&tcisb, tfifamzmitij* 
&wm$itt?<D&m£i<t¥<DmMtf*!ffe'e$>2>zttfmft'e$2>o JEIC, 77 
-f'JtfV K£U T. £^7°P^>A'J ;£l±l P 

H$£M£&<sS:^Rr£g"C&£&Jb\ TJl/^'JC IP (cleaning 

in place; CD^fflKJiy, fc RTtB-?£>££ 

to, ££W&7°Piz7>*l^©fL<£fr£>ra^7°P7M > A©ft]J3tf£?£ lAN 

o 

[0056] M—PM%s B—PM£lZ&^Z, 77 4 —T-fjBfa&fB^tlZl&G)? P? K 

^7 7 -f -|Ifa£^int/c&;f3b£r;k^A<h LTffl^/cJf^K -f tf 

V &&}afa t B?k ^P?hy77-f -flfa £ t tc l£M& b T IN £ *§£• 

TMt LT7°^y S7*-A-fbttEi£h#*.e>ft£o 
[0057] I-II, m-mmz&^z, 

W^%\z%ifaT-7 4-T4 <)tfy KlCcty. siNit# 
g14£fgjf"C££&jb\ IJ tfy K©;^l±l^#ifiH^-e<tf >3K 

SOIS^IC <fc y 7 7 < -x < II 

fa 1 uftWte©jifa©n^^i+d: y tisnTiN^0 
[0058] -S7°PTM>A?P^ h^7<-:fr^A(CP&# • ;^£l±fc*;ifa£Pl 

-f tf >55^^ Px7 h^77 -fp H 5. 
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0-9. 0©MSj^T-)§!±!'t£o<h(Ci:y, ^Pf'fVA^P7h^77'f 

tf >£$0 P"7 K^77 -r yWyO&tzit 

Ri'Ttf p H £ LT, 77 4 

Hj:y t^p uzm^zztx, (M~PM 
&) tmt/c. m~mm) 77^-T^ 

fflRTfg-c&y. 
, ^©}§l±lpH^5. 0^)S^4. ObXTZfoVs 77 -fzf-ffi 

fa©}§!±! p HOttPf-f tf >£Mlfa©;^!±!£tT9£T\ 

=ffi$|ii"C£>£ (WO 201 1/01 7514) 0 

[0059] (m-WMs rn-mm) 077 ^ 
-f tfA(D&mj5:&izmLs 

P£#£l±£*Il^ Pi-r tf >55^S©^7>^--rtf 
>j§jtiu±MLtw^^fSL<( ^^-mpf-rtfy&&&m 
ffi&ftm-ttt. %tcs *y&m<D&&i*i:wi-rtf> 

-ftf>3£Jt& 

77<-T< IJx> 

mx^z>&±\ m-rty$Mi£(D)%&)fc(Dl£Htzj:<<js mt. 'jyti-s 
-v-s ijxy Fti£z/m^?iz}mmMizDRMTzfr?$:®]mMiz)m 
P^i L 9 •So 

[0060] mMs Jou-i-Mm^m^^tcim±m^ th^w 
5mz%:\,^xy&m*mtzz£frt>w.&*f£w (m-mffis m~mm) o 
Wfctztc& ^sf££$t£#-e$£ffe, <fc y im i W tf 
> 3£Jt©(c & y 3k£tti £m(c€;$"e $ £0 77^-7^^^ 

£#kiMti£;£!±!£i±£fu^ -ftf v£&Sa>$titff&iI"C£&<£ 9 

tc-f tf 77^-T^ 'Jtfy K^e>©€p H 

Mi £ gIA U TII ̂  tf V £&S © ̂  tf > ® ® ft # ft Mi £ ̂  9 £ £ tf $? £ U 

^0 
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[0061] (M-WM, M-WM) IZSVTs 
"7 A A (hPI'f tf L/c^: ̂  A B £3l$nf •Sii'ns fu§B;fr "7 A 

A©eT(ctuiB^ ̂ A B z> z tmmz-fo y, 
£ fx T SW tf £F £ L IN tf\ 55EE& tut Sip RI tb 

"Cifo•!> PS y % LTt ct l/No 

[0062] (m-WMs rn-mm) or?4 
ii$p£ fcliJl-n^^Ali* 77^ — 7^IIfa<hPl-f tf >5£Mlfa©J:b^Ci: 

^T^ro&tgtfiitfi^tg-c&So 77^ 

10^1^7 7-f -^Jlfatf £>©iltt;§!±! P H lc£tt£R§>r tf 

wtfti =? A tf e>s§di $ y s 77^-T^ gfa©i^#Mtf n^r 
tfi&uy&m-e&T 
7 -f — ̂ llfatf ̂ ;§!±!£ftfcfifatfPl-f #>&&#L#lZ^£:lZ&ftT2>tc 

Sbs <fc y im ̂ N @H$ £t# £ (c tf >3£Jt £ im to (cf££f £ tf £> & 

o -ftf >^Jt£<£t//£/c&p H©IilH(ci;y 0|$SW 

, ^©^yv-ib^roftij^otfRrfg-efe^o 

[0063] H—H^is H—H^i(CJ5lNX% 77 -f — 7^ -f lSfa©ip-n#M (fly*.teM 0 

% D B C) (hPi'f tf (^ A.tf 1 0 % D B C) ©Jzb^C 

^CfrJPS£sStt&lNtf, mW0kftTlZ£tfZT7 4 =T4fei*<D I gG(C>tf 
Pi-rtf >55^1^© i gGic*rr 

^^^0t^6#-e©i^#Mtf\ 1 ofej^-F-efe^ci^tfifSL<. sm 
"F-efe^ii^tf<fcyifS UIN0 t/c, TPS^S 1 /1 ofe&L±-e$>zz£& 

1 /s{^x±.zfoz>z.ttf&\')u%L^N0 mm^nmvbtmz 
s mXl£T7 4 -y^^mfas Pf^ftf >&&&&*tl?tl(D 1 0%DBCi^ 
£f# £ ft£ ib^-e^) o T t <fc IN0 

[0064] W>—fsM- W>—H^i(CJ5lNX% tulB—^AS/cfitulB/Mn'iy^J^A 

577-f —7^ -f llfa^PIH tf >55^lSfa(Z)Sy-n (77-< —7^ -f Ufa 
/Pf-f tf >£&JSfa) tt. fa^S3tT\ 1 / 2 0 J^± 2 0 / 1 J^T-efei) d 
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£ tf if £ L < s <fc y if £ L < 1 / 5 JU± 5 / 1 JUT-efe^o 

[0065] (m-WMs rn-mm) or?4 

>G£j:xfi?<Dmmy!iw) -e&y, -m.^zmtt^u^>^(D\^ 

K^UTftSFcH^iai (FctM . £<fct^#^b#Ctetf 

#ttu feM<7 
• 7"'J>G, f&&<fn7ljyGmUfa. FcM^f, MICtt, Fab, s 
c F V, IkZfd i a b o d y 'fbJ/bfa^r'a ti" d <h tf if ^ lANc 

[0066] J2TFIC, *fgB£ m-H«) ©7 7^-7^ JStt£R§'rtf>£ 

^|Sfa©jSip^/c(i;Ii-n ti =? A£r —fa<h LT£n;faiF©P.$ll\ £J:TJ?/§tij£:fT 

^Ift#?tf^^yP7°U >G©if^(C^^Tfly 

o 

[0067] *fgB£ (H-H^ Sg=j^H) m?L&s (1 

) tulBPi'f tf >55Mlfa;&^5JlL/c^^A(Z)fiJ(C7 7 -f — 71 -f L 

/c^A^iSLT-faM^A^MU (0!J*.tfpH6JU 

±9J2TF) PH4. 

(HUT©!^/^ 7 7-£{£ffl (2) fulEPi-r 

tf > && JH* £ 7 7 -r - ̂  < in* ̂  &iz m&wm-vmt & /i-nSk ̂ i7A^ 

MU MP P H4. 

7 7-W 

[0068] m-PMm. n~ii*i(cfc^NT, 77 4ty&mm&M 
(fifa) ©rnsm. x^<s mwjim. 

s i5tfii, -ity^mmmji^s j§aixg©4xg-e^^ni>S3b\ 

(Dm(D^T-fc&£X?/3.tc&C I PXig, M¥§HbI*M&£:©MJffl©^ 

©I*M£#A, wr t <fc IN0 

[0069] PMlig-m, -j&ft&:P7 <-7^ 
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&j£^P7°'J>G) $rtt?I0IMO)pH 

im-mm, m-mm 
) ©77 4 -7^Jlfa<hPI-f tf (Pfl'tf^M.Ifa) 
jI^^AtCg^U 77^ -^Jlfatf^it£ft/c;b^A3;/c(£7 7 -f -

m&ti. %.mVn7l)yG) tc 
7°P7M > AfSfa^: 77 -f — -f |Hfa<h f £>i|§n\ -^©H^ p H (J 

6£l±tfif£L<. 6. 3J^±9TOUtJ&tU<, 6. 5£Lt8. 5£l 
T tf £ b iz if S L Pi?UStM« Iz&V^m-ZtiZfM&Vn 7 'J > G © 
lfM(Cfcs^T, 4ftlZ'(Xy&&.(DM&%:!&W£[steWZt>\ fe^tfUto-Ttf 
>suit £±\tx ® tc$mmvm*muz>ztib&mz>0 P#*I*MIZ & IN T 

% tc a mm^wsLvmm ^I^PBS caiomM u 
>11 »150mM NaCIf) Sr&ELTfc^lNo %fCs WMTMfDwi 

iz, ^mitWM(DmmtLXs MPBS 
(lllOmM u>!i III 50mM NaCIf) WUTt»J;iN0 

[0070] m-pMB. M~9imz&^Xs ffi&Ife'Cte* 77'f-j'f 'J Jf> Ktf $! 

, P H©iftLiNiSH(ituiE^0t«h^iI;IBH (^tttt3e©pH) xfo-^x 
t J; < s #iR(£6iiLttf£?£lAN0 C 00^,&T(i4Ift tf ^ "C & &(flJ 
x.&\ ^lsyP7'U>G) [£7 7 4 —T4fe.WlZ%M'$tlT^Z>o £©Bts 

WfflpHx^tfvsMWiroittia^ 
iiX^^m^tfh^o mmtfiz&^Xs Pi-rtf 
^tttflfSU<, Tt£t>t>s ^m^(DpH[zt^>tmz-^X±(Dm^ 
tf >^Jt©&># 5^©^^ tf if t L < s z. ©®g*eM#Slv h u v * 7s&&xf 

/Ztc&s M^P7r'J >G£^UT#^ft(C;b^A(C$l^-t£TMt)£ 

&&"f ££ £tffcfci&£o 

[0071] l|-||*i(CfoANT% 
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L < 0iJ*.fcm~F©0y£ 

£ o «h tf-c $ £ tf\ j^"F©^utcps^^ ti& t 
(1) fu§3H*M;b^A£fc&;F^M;b^A£¥§HbM&T-¥§HbU tu 

y fciSiW tf >3KS©x tf 

"^/^HtljSct y & d)l/N p H (H 2 ©^t/fi-jS) il <h tf if ̂  L 

<. (2) fulB-faSy^^At/c(i^sy^^A^¥iHb)^-e¥iHbL. 

mitmm & <fc t a 5fc tut £ m c t /c & £ y ® ̂ -r tf 
tf y & iWi V^N p H (D}%ir&)fa. (W> 1 O^t/#^) ^r®)SLs 

y fc<£lW tf > 

tf y & iWi V^N p H (D}%ir&)fa. (W> 2 ©^t/fi-jS) ^r®)S'^"'2) cl 

<htiftlA\ ±13 (1) (2) CD7°P7M > A ^7 • 

tctjgffl-rstro'efey, 7°PTM yAMI*izimmftizmwLtc^mz 
Sfcl^f Z £ tf'T?S. Pi-T tf fc Stl^f o £ 

tf-e^So t/c, ±§3 (1) (is 

ZZtmrMXfoV. ±§3 (2) &, flyx.^#±;f(C^LTtT^tl^o^: 
tfi?sg-e&£o ±13 (D (2) fly^. 
li'lOmM Tris/HCI p H 7 y % ±|3 (2) 

iiilflOmM Tris 1M NaCI pH 

7 % 1 0 m M Tris p H 7 #©i§>$-C£>£o &fc\ ±13 (1) 

(2) ODtutc. ¥§HbM&^lMtf H©S§& (flUtf. P 

BS) T'ftl/7lc/^'L T t ct l/N0 

[0072] m-WMs m^mmiz&^Ts 
y &j£ tf € iz a ? A & L , m i±i m ® m< tf > £& in* iz £ z> -< 
tf y^m&feftl%\timt(D%mzm7LZ>o -ftfv&jgtt. Mh&aHtfv® 



WO 2015/041218 31 PCT/JP2014/074452 

[0073] m-WMs SffipH, 

y, 77^-T^lifafr^©}§i±i0t(cpi-rtf K 

p H(i7 7 <(fl'Rtfs %%L9 

P7"'J>G) 0^pHMt^o ^pHii, 77-r-71-fisted 

wm (fly*.tf. M^P^'UVG) 

77^Rrt^cCiBS-ei;y SINP H 

tfif£lA\ ®-Ii, fttt^<Z)MiP Htf, 4. 0& 

TT-^y, if£L<tf3. 9 5J^T, i:yif£L<tf3. 9J2TF. £<Mcif 

tL<tt3. 8 J2TF-e&£0 P H tf, fly*, tf, 3 . 0 £l±, if £ L 

<#3. 2£LU i:yif£L<tf3. 5£l±<h LT£<U\ 

[0074] trC^0^ai P Htf, 5. o^-efe^ii 

<htfif£U<. <fcyi?£U<tf4. 5JJTF. £ "Mcif£ U< tf 4. 0^^ 

P H tf N fly*, tf, 3 . 0 J^±, if £ L < tf 3 . 2 £l±s J; y 

if ̂  L < tf 3 . 5J,U^LTtJ:l\ 

[0075] H-fi*I, 77 < 7°P7M >A|Bfa©il 

^ tf, P H tf fly pi tf P H tf 5. o 2 £i±% 4. ottT2 j^i±0 m 

IzmMZtlZo fcfcU £, p H 3 . 0£l 

±AU yiftL<. p H 3 . 5£l±tf#(cif£ L^o MH$P H0±PMtf 

±HE £. IRI^H T'ifo •!> il t. if if S U ̂ N0 

[0076] fg-fi*§s m-l^StcauTs 7JU;b UltttMODB&^S^PTM >A|Ifa 

HKftlC^CD^di p Htf 3. 5-4. 0CD^£*/t>£!S 

oti(c®^^ti^t©-etf^^0 t/c, ^aMtfv&Stf* 7 

7<ty&Mmovc^zfcfet 
<D^wm (fly^-tf. P7''JVG) <Df&m.iz*,®Mtz>h\ V=?VJL 
y X7-fX^am®itcd;ygjS^^>r > 
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^ o 

[0077] (m~mm) (m-m 
m) h)§i±i-etx^>>707-rX}§i±i-et^ 
fflqrti"C£>£tf, }#^©iitM4b©/cto(c&, 707^X}§!±HC <£&*/[{* 
©0JJX<him^ 7 ̂ -#mlb£^"e$£ll#f££tfift lA^tf\ ^r>'xv 

<fc y^-efe^o 
©;§i±l £i£tt p H "C tf o -f 

tf >3£Jt ©y7*>*x> hTfrJ/Cfa^©;§!±!p HX-fr-D-f 
tf >^©x^>>7°7-rx-etT^Tti;^o &fc\ MHO'ftf 

P H©M^fe1±Tfc;&£te#tf*7Alc^gUMi®#toIAU 
&IN *§£•&, -f tf <h tf Ht!5fc£0 

[0078] m-H*mc&LNT. ^^©PH^-^JC 

LTs MH &© •-f tf tf t/c&®m$itzm*T2>^vizt&zt 
tf&g-efei.o <* 

£XymrnxfoZo ^d}&© p H (i, 3 £l±4. 0£lTtf if £ L < s <fc y if 

IL<tt3. 1£l±3. 9 5J2TF. ^^(cift L<#3. 2£l±3. 9 0£l 

HI)5o MH&©pHtt, 3£l±5£lTtfif£ L 

<. <fcyifSU<«3. 1-4. 5, £<^cif£ L<&3. 2-4. OTfe 

So H-iMis -ftfV&Jttt, 0. 1 m Mi^Ui 2 0 0 0 

mM^TtfiftL<. i:yiftL<(iO. 5 mM£l± 1 0 0 0 mM^lT, £ 

^ tc if ̂  L < tt 1 mM£l±5 0 0 mM^T©§BHT^ft(C£fc&|£^WC 

i^£"t±£o 
[0079] (m-mm* m-mm) 077 4 -Tismtm^xy&mmo 

) !£—K(CS"^<Kfa7 7 < tfHx' h U y^^cfcy t 

J U ^©^^©"E ̂  7-^itfi^o 

[0080] 31-tfit^- KHCS^X 77<<MHPH£ 

<fctMtf>*£Jt^©lt^b(c<fcy, t;im to &c:<h&qrfg-e 
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%m (m-mffis m~mm) (DT? 4 y^mmo^m 
£ tc =? A % IN £ d £ (C <fc y, irn ^7 7 44 mm t, 
iicn^r tf p-7 h^7< -c<j:yML?i)^y7-ti0^± 

!£—0^7 p-7 M#^TW^C^J^tgT£>£o<htf £>, til£7°P-tz7> 
^^©€;1 tf RI t£ «h & y, 7° • -tz x£fa© TO\Ri±t i£mfa#m© [p]± 

*%m cm-mm, m~mm) ©77^7^ 
fa £ PI-f tf > £& JSfa(D£ fc fcUI£-£ 7 A <h L T m ̂  3 fr*IJ/Cfa*i 
ic <t y, KfaE^pnp(om^7°• -trT.©M ic^-c $ &0 

[0081] 2 0 1 3^9£ 1 7 0(C|±!gI£ft/c0*g^!±!gim2 0 1 3-
19 2 3 7 8 mkZf 2 0 1 3^9 £ 1 7 0 (CHHSI^ tl/c S^S^I^ttlglll 2 
0 13-19 2 3 7 9^tcS^<ft$fe^S©^y^?:i5S-ri>:fc©"eS>i>o 2 0 
1 3^9/3 1 7 0 (CHHSI^ ti/c S^m^I^HHSIII 2 01 3-1 9 2 3 7 8§ 

M2 0 1 3^9 £ 1 7 0(CHHSI^ti/c2 0 13-192 

3 7 9^©BMffl»(Z)^#tf\ *gI(C#^©fc<!s/)M£tl£o 

njfeffii 
[0082] j^c^wytcg-^v-r*^ m~mm) tt^vrnmiam 

t&tf\ *fgB£ (m-n*§. rn-mm) irznbommmzm^ti&ibQ 
-Q\&ta^0 

[0083] (n-r tf >£Mifa©fiMfly) 
^;U#dr^jUS^ASfa©IiM (liMflyi) 

4 %77^fP— Tv tf—X<h LT/PTMCS^ L/c Low density G 

lyoxal 4 Rapid Run (ABT £t) £M/Hfafft<h lT4m 

L£J5J^^C<hy, ^Lfc1Mm$>i (PH6) tf5|HgfefU 

0JjXti(C7>^ U — ©jftfi?: 7 m L <h L/c0 £P"7 h51 * V/<—2 

$J*t#L/cti(C, 1 5mLjiJpJgA 

u ^P7hft>/<-^1l§f|3 0^ijfUfco M(C, 

if#L/co ^5LTlIfa£»£l±fcm(C)S®tf 6 m L <£ 9 (C±;f£ 
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P&£L/c^C, 2 0 m g h 'J 0 A^rSSJP;^ 

2mm&mmwLtc0 ^ o. IM^I>it o. 1 M7K1&\ti- K U A, 

a <fct^O . 5M©N a C I »JP L/c P B S T+tf L. $ >It 

(D7$ J WfeX7)\,9\i KStC^Utf^^US^ilA 

Ltc7l2U-7sUW^%tca *R§>rtfI yoxa I —COO 

H £ L/co 

[0084] (Pf'f tf D tfV K) ©pKa tf > 

^JU^dr'vJUSilAPl'f tf LTs CM-Sepharose 

Fast Flow (G E^JUX^rT ; Pi-T tf A) , TO YO 

PEARL CM-6 5 OM (MV~ ; Pf-T tf s FRACT 

OGEL COO (M) ;^tfy^MlftC) , G I yoxa I 

-COO H (liMfly 1 ; Pi-T tf >£MlfaD) £ 1 M KC I (pH2)-e 

i&L. 0. 1 M N a 0 H fig LT p K a ^ ̂  tf 

1 (C^L/co 

[0085] [^1] 

pKa 4 {mmoi/mt} 1 

3.90: 
CM-Sejwrosa Fast flow I 

Q.1Q i 

4^45 
TGYOpfc'AjSL GM-6SOM 

0.1Q 

5.08 
Praciog^! COQ(M:S: | 

0 09 

4.14 
Sl^oxaMGH [ 

0.02 

[0086] (Pi-f tf y&mmoms. P H -e©i^#M©)iy^) 
^JU^dr'vJUSilAPl'f tf ytl^MWt LTs CM-Sepharose 

Fast Flow (GE^JUX^rJ7) s TOYOPEARL CM-6 

5 OM (3CV-) % Fractogel COO(M) (pOU^) , G I y 

oxa I —COOH (IMlMfly 1 ) ^Om n i f i t ttMCD tl "y A ( I D 0 

. 66cm x Height 7cm) (Cj?5i|| Ls 0. 5mg/mL(ClMI 
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iLfck n?lj y • -^^<7 •. s *!£££) 

LTs J2TF0£PV hy^7<-^#(CTi^#M;&}iy^L/co 

Mi©pH^3. 7, 4. 2, 4. 7tLX. 

fi£1 0%)il±l(Z)S!]^]i^#M (1 0 % D B C) t LT/IU^ L/co 

[0087] Pl-ftf 1 0% D BCJiy^JCffllNfe^PV 

A : ID 0. 66cm x Height 7 c m% 2. 4mL# ( 

0 m n i f i t £t§?) 

3S5I : 0. 4 m L /tf (^0#^ : 6 tf) 

^P-^M/Cfa (I gG) : ^V7^pyj > • (B *!£££) 

:0. 5mg — I gG/mL(5mM^l : p H 3 . 1 s 4 . 2S 

SfcfcJU 4. 7) 

¥fM: 5mM^l>i(pH3. 7, 4. 2, 4. 7) 

J§tiJ)S: 5 0mM^i>i, 0. 5MSftth'J7A (pH3. 7) 

C I Pi: 0. 1 M7KI^b^ h U IMMth'J^A 

^•S¥fft)S:5mM^lVi(pH3. 7, 4. 2, £fcli% 4. 7 

) 

[0088] &JS (1 0%DBC) £g£| 3 IZTF L/CQ 

*>JUS£ U tf 

t/c, ^1 ©-rtf*@M& 

fils§£ tift tf ^fco p K a tf P H fe#tttf *$ WSft (C 

£> fco 

[0089] (f;7-ti®te) 

&On^t h^77 < —llft^7?-^:tfl 

U f ©I 'J 7i©ibitf y 7-ti^:f ̂fco J2TFlcyjl/3®£#£ 

^j\ L tc o 

[0090] ^U5ji^ h^77 -f — 

^^AiSuperdex 200 10/300 GL (ID 1cm 

x Height 30cm) (G E /MU7>/!r77) 
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0. 5mL/tf 

: 2 1 4 n m 

: 1 00|iL/l nject ion 1 &&A.&l/xi§SKC 

)§H)S : P B S ( p H 7 . 4 ) 

[0091] ammu 
P H 5 

PIK tf >5£^l§.fa<h UTs CM—Sepharose Fast Flo 

w (GE^M^r7) . TOYOPEARL CM-6 5 0M (2C7-) , 

F ractoge I COO (M) )V0) G I yoxa I—COOH 

(IIHMfl!) 1 ) £ O m n i f i t %±M(E>£) 7A ( I D 0.66cm x H 

eight 7 cm) (Cj?5i|| Ls 0. 5mg/mL tCpilS^ L/c t: S7l\ 'J ^ P 

—?-;u£n;tt & 
TOOUT 4-5kftizrfrm%fr-?tc0 mtay^ova a 
§#)jUt£ LT 5 0 - 1 0 0 mMfDTJly^-y^^O bs pH5~6<hLt^f 

K^^7-r-^T;ey ̂ -#M©)IS^tT^/c0 £/c, f©i 

[0092] H-ftf >3£^P^ h^77-f-^fr 

1\ '• ID 0. 66cm x Height 7 c m % 2. 4mL§ ( 

0 m n i f i t £t!^) 

a®: 0. 4 m L /tf : 6 tf) , fcfcL C I PJ«&, 0. 8 
m L/tf 

^p-^M/cfa (i gG) : jfy^sfn 7*u y • —^-^0 (S^M^) 
:0. 5mg — I gG/mL (10 m MO X>j§£s p H 5 ) 

¥» (5 : 1 OmM^XVi, pH5 

( 3 0 m g ) 

>» (5 : 1 OmM^XVH pH5 

m&<f^is±y K (4 oti^Awm) .• A^BU-T^^'X^K 
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A1 : 1 0 p H 5 

Bift: 2 5 0mM^l>i, pH5 

(4 :50mM^l>it 2 5 0mM J^b^ h U ^ A, 

p H 5 

CIP (4;b^Afaj») : 0. 1 M7KI^b^ h U IMMth'J^A 

(4;b^Afa;») : 1 OmM^lVl, pH5 

a y : 1 ti=p Afa^i 

[0093] C I 

^0t;7-fcs<j:?:i oo^u ty7-fcs<j:tfi&^fa© 
tfit£^4fr£>7(C^L/c0 ^L/cKfa^l±l®tf(C0JjX^tl 

s SBMW(D \^—0 V *t 7°tf "E y -7—0 \^—0 V *t 7°i: y {ifrtcf tu 

&tfittf£#S^ tl/Co 

[0094] (Jzblxfly 2) 

7° P 7M > Aflfa£ ffl^NfcirCfa© tf S® 

7°P7^'f > AfBfa<h LTs MabSe I ect S u Re (G E^JUXO 

7) ?:0m n i f i t ttMCD ^7A ( I D 0. 66cm x Heigh 

t 7cm)(C^JtL. 2. 5 m g/m LlzmWkbtck K^U ̂ P-^M/L 

fa (^>^yP7°U> • : B *!£££) £IT©^P 

V S^7-f-^#tCTtfSI^^Tofeo stit)j§Jt<h LT5 0 — 

1 0 0 mM©7J^-U p H 5 — 6 t LT^\lU3i§^P"7 

74-izzit;v-^m<DmM%:ft?tc0 t/c, froi^itfw^tf 
i0^y7-fcs<j: t/;iiHfam £ ̂  to fco 

[0095] 7°P7M > A ^7 Px' h^77 -f — 

^3 ^ A : ID 0. 66cm x Height 7 c m% 2. 4mL# ( 

0 m n i f i t £tM) 

3&5£: 0. 4 m L /tf (^0#^ : 6 tf) , fcfc'U C I PJ^Sli, 0. 8 

m L/tf 

TK'J^P—^-JUtrCfa (I gG) : Uy^^uyj y • (B *!£££) 
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: 2. 5 m g - I g G/m L (PBS, pH7. 4) 

¥§Hb : PBS, p H 7 . 4 

(1 Omg, 3 0mgjfc(i4 0mg) 

: PBS, p H 7 . 4 

&)# 2 (4;b^Afaj») : 1 0 m M Tr i s/HCI, pH7 

h (4 0 : A^BiJz7^7i/'i>h 

A1 : 1 mM^XVlt, p H 3. 7 

Bift: 2 5 0mM^l>i, pH3. 7 

(4;b^Afaj») : 5 0mM^l>@l 2 5 0mM J^b^ h U ^ A, 

p H 3. 7 

CIP (4;b^Afaj») : 0. 1 M7KI^b^ h U ^A, IMMth'J^A 

4i?0-S¥f{b (4ii7AM) : PBS, p H 7 . 4 

[0096] ^^P7hy77^-©SpI^LT, C I — 

'J 8 fri? 1 0(C^L/co ^©ip^, L/cKfa 

^§£7°PTM (1 0%D BC) tt, #J5 0. 3 m g/m 

Lgjs-efeofeo 
[0097] at$$fly3) 

7°P7M > AfBfa£?5it L/c;b^A<h7JU*70P U PttZ> Pi 

-f tf (SP — Sepharose Fast Flow) 

L tc t) =? A <h ^Mu L /c—^ 7 A £ IN fcirCft© tf J® 

7°P7M y AfBfa<h LTM a bSelect SuRe (G 

) Pi'f tf LTSP-Sepha rose Fast F I 

o w (G E ̂ Jl/XOT7) m n i f i t t±M(D£l 7A ( I D 0 

.66cm x Height 7cm) ICj^iHL, 2 ̂ (Dtl "7 A^r 7°P ̂  

-f >A|Sfa^^JtL/c^^A, Pi-T tf >£Mlfa£?5i|lL/c;b^A(Z)JlllT^ 
ipL, 1 fa©;b^A<h LT^7 h^77 < -}#^£^fiteL/c0 2. 5mg 
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/m <PU P7°'J > • -^¥<7 : 

B *!£££) IT, tXTOO • V h 7 -f —^#lCTtfSI£?To 

tc„ 1*tf©2. 4mL£LT&^Lfco MH&IC 

(i, stit)j§Jt<>: LT 5 0 - 1 0 0 mM(DJ7Jls¥-y%tMn U p H 5 ~ 6 <h 

LT^\lU3i§^P^ h^77 4 -(CT^y V—amM^^/co t/c, 

-^•©x 'J T'liStf *Qi§-tf IE©!: y "7 — <kZf/MMfaw. %:$<$) tc0 

[0098] Mntl^AO P"7 h^77 4 —§kft 

A : ID 0. 66cm x Height 7 cm, 2. 4mL# ( 

0 m n i f i t ttM) ©jSlpfa 

3&5£: 0. 4 m L /tf (^0#^ : 6 tf) , fcfc'U C I 0. 8 

m L/tf 

0u-i-)^%W (I gG) : ^V7^pyj > • (B *!£££) 

: 2. 5 m g - I g G/m L (PBS, pH7. 4; 10mM 'J > 

It, 1 5 0 m M NaCIf) 

¥§Hb (5;b^Afa;») : PBS, p H 7 . 4 

(4 0 m g ) 

&& (5*7A{2M*) : PBS, p H 7 . 4 

&)# 2 (4;b^Afaj») : 1 0 m M Tr i s/HCI, pH7 

)§!±!^yx> h (4 Otl^MtW) : A^BiJz7^7i/'i>h 

A1 : 1 mM^l>It, p H 3. 7 

Bift: 2 5 0mM^l>i, pH3. 7 

(4;b^Afaj») : 5 0mM^l>@f, 2 5 0mM J^b^ h U ^ A, 

p H 3. 7 

CIP (4;b^Afaj») : 0. 1 M7KI^b^ h U ^A, IMMth'J^A 

4i?0-S¥f{b (4ii7AM) : PBS, p H 7 . 4 

[0099] ^P7h^77'f-0^Ii:LT, C I P|tfJt0#tfB®fy7-£ 

U 1 1 L/co £ ©B#, iblxfly 2®40mg fcfo 

^^©MHEtf^fiD^y V-fi£ lOOi: L/c*!^, Jzblxfly 3 T?{¥£® 
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tfSTicmJixT^fc^y-7—&2 1. o%T£>y* t/c, fy7-ti(i9 

4. 1 %xfo-?tc0 c i PMtfSTicniJixTSfc^y-7-^2 2. 9%T& 

y, 7JU*7°PH°JUS£'J;tf> 

& 70 • 7"-r > A & %m L /c * ̂  A tc jg^ L T &m L /c *1^, -< tf > gms 

;§l±l Rrfg^^E J "7-0 Wtf Mtf o tco 

[0100] (##0U1 ) 

7°P7M > btctl^At p K a tf 4. O^^CD^U/K^S/JUg 

£ "J > K <h t~ •!> Pi'f tf A (CM — Sepharose Fas 

t Flow) 

tfit 

^Pf'fVA^i: LTM a bSelect SuRe (G 

) Pi'f tf A HTCM-Se p h a rose Fast F 

I o w (G E ̂ Jl/XOT7) tt^ttl^tlO m n i f i t t±M(D£l 7A ( I D 

0.66cm x Height 7cm) (C^Si^L, 2 ̂ (Dtl "7 A^r 7°P 

7"-T > A Ufa £ L tc t) => A, Pi-T tf V £& Jifa A £ %m L fc £ 7 A ©HI 

Tit^L* \W<Dl3=?J±ii\jX<?U^VV=?-?4—%k'fe%^M\jtco 2. 5 

m g/m L(CliML/ct h^'J ̂  P-^M/Cfa (^>7^P7r'J > • 

£ : 0 *£!£££) LTx £b&0J3 ©£ P"7 S 7—^#lCTtf 

it^T^/co 1a^Afaflttt, 1^tf©2. 4mLtLTi^Lfc0 

stit)j§Jt<h LT5 0- 1 0 OmMtfWU^r-V^ML. pH 

5~6 £ LTW5®^P"7 h^77 -f-(CT^y "7— 

o Jfc, -^©X 'J T'liStf^/itf <Qi§-tf HI©!: y 71 — ;j3<£t/)!ii^fam^^#)/co 

[0101] Mntl^AO P"7 K^77 4 —$k& 

^3 ^ A : ID 0. 66cm x Height 7 c m% 2. 4mL# ( 

0 m n i f i t ttM) ©jlllnfa 

3&5£: 0. 4 m L /tf (^0#^ : 6 tf) , fcfc'U C I PJ^Sli, 0. 8 

m L/tf 

^P-^M/Cfa (I gG) : ^V7^pyj > • (B *!£££) 
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: 2. 5 m g - I g G/m L (PBS, pH7. 4; 10mM 'J > 

It, 1 5 0 m M NaCIf) 

¥§Hb : PBS, p H 7 . 4 

(4 0 m g ) 

: PBS, p H 7 . 4 

&)# 2 (At\=>AWW : 1 0 m M Tr i s/HCI, pH7 

h (4 0 : A^B'Jh 

A1 : 1 mM^l>It, P H 3. 7 

Bift: 2 5 0mM^l>i, pH3. 7 

(4;b^Afaj») : 5 0mM^l>@f, 2 5 0mM J^b^ h U ^ A, 

p H 3. 7 

CIP (4;b^Afaj») : 0. 1 M7KI^b^ h U ^A, IMMth'J^A 

4i?0-S¥f{b (4ii7AM) : PBS, p H 7 . 4 

[0102] 0 -r —(D$nMt LT, CIP 

<£t/;iillfa©x u 1 2 L/c0 £ ©B#, tblxfly 2 © 4 0 m g tfcfa 

y-?-m* 100^: L/C*I^, #^fly 1 TH£® 

tftTtc^jjxT^/c^y-7—&2 1. 2%T&y, t/c, t;?-#m&9 

9. 0%T&-?/CO c i PMtfs-eicniJix-eSfc^y-7-^7 3. 7%T& 
y, t;7-am&8 3. 3%T£>o/c0 pKa^4.0^;i©iM^i/JI/ 

S£'J K^-f^Pl-ftf >£MlfaA£?5i||L/c;b^A£70P7M >A|B 

fa£?5iH L /c £ 7 A (CMS L TM L tc*1^, -f tf >HH RTfg ft •=E 7 v 

— [U j|x^ tf H -P /c o 

[0103] (^«yn 

7°P7M > AjIfa^r^Jt 'J 13y FttZ H'f 

tf>£MlfaB (TOYOPEARL CM-6 5 0M) £ ?5JI L fc *J 7 A 

£ ^Mu L/c —faM2J 7 A£fflIN/ctafaCDtfS® 

7°P7M > AfBfa<h LTM a bSelect SuRe (G E^JlXtrJ7 

) £, ^tfV^fifaBtLTTOYOPEARL CM-650M (JH 
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V—) m n i f i t :7 A ( I D 0. 66cm x 

Height 7cm) 2 ^(Dt) "7 A^^P^^f > 

Pl-ftf>£MlfaB£^i||Lfc;b^A(Z)JlllT^U 1 WOt> 

=7 At bX<7 •x' h^77 4 -}#^£^SteL/c0 2. 5mg/mL(Cli^L 

fct h/tf'J ^ P-^M/ifa (tf> x^Pyj > • — : B^M^) 

#>(&<!: UT, ib$3ifl!l3(Z)^PT &i>\ 

1 £ 7 Afam&s 1 *tf © 2 . 4mLih LT&W L/c0 stl#}® 

$(hLT50-1 0 OmM©7J^->® U pH5~6tUt^5 

]i^P7 h^7 <-(CT^y f©i'J7 

fiStf'ffrtf 'o^tf IliCD^E J "7 — ct 

[0104] ^P7h^7 7<-(D^li:UT, C I PiStf £ Tro&tfilCD^y "7 —i> 

1 3(C^L/c0 £00#, H-^fi©J:b^J2© 

4 0 m g^te^tiifca^tratf*©^ 7 V-fi£ 1 0 0 £ L/cif^ ^ 

flyi T^£®tf£TIC0JIXT£fc^y-7-1*9 i. 6%^^ t/c, 

V-^Mli9 6. l%Xh-otca 

^2(D^Mut\=>A(DW{m%n^Z'D\J\X, S»Sl;'0^;7-@lX$ 

. t;7-0lX$8O%f« 

J2 ttm^x^L/CD imm2<o^± 
®tf£T©c i PUtf^Ttc^xT^/c^y^-&9 9. 9%T&y. =EJ 
7"^i(i9 3. b%x&-?tc0 =E y -7-0JM# 8 0%®B#£Ti:b$iUT 

Jzb$^fly2©^y^-#»tf 9 3. 4%T&&(mc>tfu ^fiteflyio^y 

v-#M(i9 7. 1%-efey, fy7-tl^±L/c0 

[0105] (mMM2) 

7°P7^-r > L/C^^A^^]>/U#dri>>/Ua^: U K<h1~£Pf-f 

tf (F ractoge I COO (M) ) £ ?5iH U/c £ ̂  A <h 

£5t$£ U fc—ftM *J 7 A £INfcirCftCD tf J® 

7°Px-r > AfBfa<h LTM a bSelect SuRe (G E 

) ^ fi-<tf>^III^CtLTF ractoge I COO(M) (*;U 
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0) m n i f i t -pA(ID 0.66cm x H 

eight 7 cm) 2 ^(Dtl ̂  A£: 7°P "r-i > A fS fa ^ % iH L 

Pi-T tf >55MlfaC^^5JlL/c^^A(Z)JIII"e^iSLs 1fa©^^ 

A<h LT^ •x' h^77 < -}#^£^SteL/c0 2. 5 m g/m L (CfiM L/c 

t: h^'J ̂ p-^M/Cfa (Uy^^uyj > • : B *!£££) 

i<hLT. J;b$xfly3(Z)^P^ h ̂  7 <-IM^CTtflt^T^/cQ 1 

^^AfafjtW^ 1 ;fctf CD 2 . 4mLihLti^Lfco 

<h LT 5 0 — 1 0 0 mM(DJ7Jls¥-y%tMn Ls p H 5 ~ 6 <h LT^MU3i§ 

K^77^-CT:Ey7-t/c, ̂ ©x'JZlil 

tf $T/)V *Qi§-tf ilj©!: 7 "7— Jsct'tF/ll^faM^r^to/co 

[0106] ^P7h^77^-0lSl^:LT, C I P|tfJt0#tfB®f 

cttfllfaronj 1 4(C^L/c0 £00#, IH-^fi©J:b^J2© 

4 0 m gtrCfa^^glro^aiMtf^ro^y V-fi?: 1 0 0 <h L/cif^ 

0j2-eii£®tf3;'eic®JK-e£;/c^y v-&8 6. I%XM, t/c, 

"7—"ai&9 9. 2%T£>^/c0 

^2(D^Mnt\^A(Dm{M^z-D^x, satfj-e0f;7-0fi$ 
. stitfsf©l^©fy7-ti, ty7-0©8O%j-e®^ 

J 2 ttm LT^ L/CQ tb$$fly 2 

®tf£T©c 1 p®tf£T(c0jJXT$/c^y^-&9 9. 9%T&<<>U ty 

^-#l(i9 3. 5%T£>^/c0 fy "7-0TOtf 8 O%CD0#j&TJ:b&LT 

Jzb$xfly2©^y 9 3. 4%T&&(mc>tf L. ^fitefly2©^y 

"7—"ai&9 9. 2%Xhl), =£ J 7—"altf [q]± L/c0 

[0107] (^»y3) 

7°P^ > AfBfa^it L/c^A^JUtf^^JUS^: U K<h-t£Pl-f 

tf >£MlfaD (G I y o x a I -COO H) £?5i|| L/c;b ̂  A<h L 

/c ̂  7 A £ IN tc JrCfa CD tf II 

7°P7M>A|Ifa<h LTM a bSelect SuRe (G E^jU7>^7 

) Pi-T tf y^mmDt LTG I y o x a I - C 0 0 H tl?tlO m 
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A^ffl^/cKfaOtfit 
7°P7M > AfBfa<h LTMabSe I ect SuRe (G E 

) I y o x a I - C 0 0 H £^tl^tl4 : 

1 (fafEtb) (wftfn LT 0 m n i f i t $±M(Dt) A (ID 0 . 66cm 

x Height 7cm) (Cj?5i|| Ls 2. 5mg/mL (CfMlM L/c fc h 

AK'J ^P-^M/ifa (tfv^ypyj V • -^^<7 : B^WM) 

LT, tblxfly 2 CD^ P "7 h tf? 7 -f — ̂ #lCTtfilt£:fT-P /cQ J/bfa^-f^riHi 

, 1 0 m g t L/co 1;b^Afa^£, 1 ^tf CD 2 . 4 m L t Lti# 

U/co iH;M^lT5 0-l 0 0 m M©:Pjl^ " U 

, p H 5~6 £ LT^U5ji^PV h^^7 <-(CT^y V—^M©)iy^^: 

fr^/co ^/c% U T'liStf^/Ttf ^^tf®©!: y "7 —JS^tJ^li^fam^:^ 

to/co 

[0110] ^P7hy7 7^-©SpIl!:Lt, C I PB^St©^B©f y?-fi 

£x?mMfo(Dz- u riazm i 6 ^ L/CQ £CDBI, n-^?^*©j:bi^y 2 0 
1 0 m g^fa^tiita^aiMtf^©^ y "7-m£ 1 OO^L/cii^ 
^4-es^®tft-e(c0jjx-e$/c^y1 03. o%x-fo<>j, t/c. ^ 
y 7-^M(i9 7 . 3%Xfo?tc0 0W1 0 0%^fc®li, ^U5 
M0#CD^f >^x^>3 ym(DWMt%7Lbtltct)K HI 1 60fy7-(hli 
fa © tf tf e> ib$5fly <h © ̂  y v - #m © tb$$ (c temm U ft U <h ¥U !fr "e $ 
tc o 

satfj-e0fy7-0fi$ 
s M£®tfS-CCDJI^TWCD^y v-#i, ty7-0©8O%j-e®^ 

©ty^-#»£tb$xfly2 ̂ tmuX^u/cQ tb$^y2 
Mtffe^c i p®tft-e(c0jjx-e$/c^y^-(*9 9. 9%x$>vs =£J 
"7-#m&9 6. b%Xfo-itc0 =£J "7-0Wtf 8 0%(Dm&Xtk$itLX 
is Jzb$xfly2©^y^-#atf 9 7. 1 %xfczmzttbs IM14®ty 
V-^M^9 9. 1 %X$>Vs fy7-titf^±L/co 

[0111] 



;-H-|m Hi n hr 
8 H 8 A <h 
$ £*• / tf ^+|-|m t* • 

iIHjjl| VP & iil S H rH 
pj+ IS tf- • n • V 
31 3 • at S3 M, 
O' $ * 9T A • 1 n 41 $ Hi BJ> 
fY 8 S V A Hi 

• EE X)h V pj+ 
n EE vnfr urn- pj+ Sf > 

pj+ 11 |m ^+|-|m hr 
5+ 31 >3DJ? 

SPIT O' $F $F a 
• O' •s-l •Vnl 

Altf* n pj+ 8 
M na 

Xr» ' rv W ?>J 
vj 8 off EE r< 
A )SF W \// 

^1- IV 
II EE pj+ 9; 
Hi "D bf <di n 1 
A I o Im 
i"H-|m pj+ •> I S3 a- *5 

O 

Pr A c >- Vl 1 H n 
S3 ?>J 5> ?>J 
A V r< rv • 

& rv c >i 
V Sf • 

9+ $ 
& |m • 1 9? s 
Sf M $F /V 

|m S rv • vnfr urn-
vP A c~ M 11 

$+ 8 II vj >3DJ? 

fief & Hi A •s-l 
•Viil AHS 

off A II ' ' 

I I 

rv rH pj+ 
Pj+ •a-

i=i m 1 M 
M M "77 8 off 

-H- vj W at 9? ^IC 
anHf n 

A • 

CT 9~r /V m 
A II * n rv bf n 

Hi $ m )SF cH" S V A s 4n- • 

n •> 
UTJ 

JtJV vir bf rH at a-w • vnfr urn- V <r vii 
& 11 <di r\ > 

~7~ >3DJ? o 1 * rv 
3 

•s-l 
•Vn'i> 
AHS 00 c 

51 Vll ' ' a •n o • 

EE VJ n 3" nil i£ 1 
pj+ A <h • $F $F 

1 vr hr rv 
0 

• 
QJ> 8 c 

g "D Hi m r\ 
lira n 7s m pj+ <r 

•> m D) §• I • c 
s 8 hr 

VJ' -f^ H 8 
? ?>J ri 

I ?>J 
vV7 M, r< W lit 

*5 "D >^-
hr 
8 

• rv at 
I 

>^-
hr 
8 ft 8 n <h 

rv -f^ 

>^-
hr 
8 >J 00 

c~ ijn 
\ 8 o 

r\ O 

V 
X)h 

H* ?>J EE 
00 £ V 

X)h 
m ag-—n pj+ 

O ~H V 
X)h hr 

8 
V 
X)h 8 O' 

na 
Xr» ^+l-

|m hr 0 

o 

CO 

V 
& 

4 v 
, 4 <¥• | 

M r f 
&1 mm 

d 
8 

te 

Mr 
.if: 
& 
sd 
3 
«* •v 
4 

so 
in 

(£> 
tO; 

U3 
tO 

<£5 h4-
O-u> 
b 

b-u 
R *>-{3 

1* 3tia 
PS-3fc 

ft U 
£»? 
Sf^A, 
** V 

^ D ® !$• + 
it 
<il 

o 

ro 

CO 

t## 
W* •» 
» 
'i 
& <n 
V <• 
r 

<#» 
A! ^ fa 
fi ^ WM 

a 

» i ss 

-£ a 
!- MI 

Sy 
»s 

f1: 

4! I' If® ®;W: 3fr 
S'$£ 
If 
:i:H-•A ^ 

?. V ?; m* 
®35:S 
8f » 

9 b~ 
"Vit t 

Iff m m w V 
»»§ SI§ 
3 * S-: 

g vj< tf > 

r\3 

3 
O 
N> 
O 
'Jl 
© 
4-
N> 
00 

-P* 
CD 

h3 n 
H 

o 

o 
-4 

|m 
SF 

C/l 
bJ 



WO 2015/041218 47 PCT/JP2014/074452 

U -fat £<fctfi§ai£fT9 ztiz 
& y. KfaE^pnp©MJS7°• -tr X ©^ttlp]± <h ^MJt^b £ £o 



WO 2015/041218 48 PCT/JP2014/074452 

n^coissi 

fa 1 <h H>T tf >£*if &Ufa 2 £E IN•TS tc 7 A 
<h U -fah £ 
t £^ ̂ t & ircfa S fc &#tfa 3fc tilt 

[11^:112] fofc£fctttn,{*m%yiiniZttTZT7 4 -T4 U K£*ff £ii 
fa 1 tm^c *>$&gzt§rz}8ft2 &mi\fcfiL#£fcttfiLfa&&yii 
Mvmmjm'cfoVs 

mam fa 1 & u tc ti ^ A © iz m mm fa 2 £ ̂ 11 u tc t> 7 
A £ SIS U tc -faM ±> 7 A £ tc &tu IBSfa 1 ^ Sfa 2 CD^ CD 
tf 7 A tc, #Lfa £ fc &£ifafi3fc^ft^i$j 
L T JrCfa £ tc JitrCfa ® £ t> =j AIC ̂  L. 

o i/N % ii>Sf zzt -e^ L fctafa £ fc &#yfafi5fct)ft £ 
5£iii£l±£c:£:£ <h 1" £ tfifa £ /c ti^fa S $&fa%(b 

[ii>Rii3] m&Kfa&tcmKfa&Mftnom&ikWi^ P H t^^tf >&&<D 
K-etT9i*^i11 s/c(i2(ci3m©liM^io 

[11^114] tulE^fa^/ctt^faffi^KCD;§tii^lttt P H Ttf O-T tf V&Jg© 
7s X >> 7° 7 -< XTO? Il^ll1 £ fete 2 lZBm(D$§M1o)io 

[fi^iI5] HUIB—#Mtil7A£fcl£M'nMl3 7A&slz$rfc/&i&V3lz@rfc U fu 
lairCfa£fcttftfafi&tlff U d 

>&l£<Ds J&NO^d3$J: y taiN P H CDgfc&>fc£5i)ftt- ̂ >11^112 ~ 
4 CDl/Nf-'tltf (ClBi6©|fM^T)io 

[11^116] tulB-fa§y^^A^/c^;1^5y^^A^¥»}§)STrWHbU. lu 

IZW-'M\\^)fca J: tftfCfa £ tc &#Cfafi 5fe$)S^)£)£ £ ̂  S 7c (i <fc 
y i^V/N-f tf y^SCDs tf "3 y feimtN p H©)ft;#^£iI>SUs 

u N T k }§ )S fc <£ T/ ̂  fa t /c ti fa ft a ̂  ;§ <fc y £16 lx 



w * 0 0 0 L w n i 3 $Hf2|ng 
Vi <$X±T3 w ^ 0 0 0 L TYC1w n I ^m&TkmtyCD I *)IfS|n| [9 Lll^ll] 

omx 
MM 09 S>2! 09 17 L ~ L w/ I owwg 

' 0 TK11UJ/ I OUJUJ I 00 '0 #¥^f2£/; £ >09 3 tHISHil [9 lll^ll] 

W|\10e L ~ L Ml>£II£<20.^7:11 w/B UJ 0 0 I TYCin LU/6 

W l>?0 9 a % 0 L 09i\^ 9 4-^-1 0 6 I 09 L *}I{S§ni [wli>£ll] 
o¥(^Mlla)»2l2K(/^,4.O0 3 L ~ L 

Il^!§<2-<£a^¥0 -S#H d Ffl^09M^5tm¥P^?t}^2IJil [Clll^If] 

°¥^fiiK 

09SSI-1 L iziimmi 

ssi-1^^.4-^00 L~ 

ow^m%%cDm 

Siris?i£.4-^09 6 ~ i * A 

poqe ! p ^AJOS (qs j V/M^¥5*}^{£P^£*}^{£§III [0llO£lI] 

°¥^I*a>S£§ 

2Kga*£^G98~ I d ^«Til0< 

^ ,4. 09 L ~ 1 imm % <# a**if % 4- # r> ^ M^II SI® <* ^ 

1 *}I{£4-I^;H <#fi >^->^ZS|n| [8li^ll] 

-&UJL >^dA^ L ^}I|<2,4-^-^.H <&• n >^- > £Z2|ni [Zli^lf] 

°¥<^fI*a>S£§-KW4-^a> p ~ 3 

^mo/uozdr/ud 617 8UIH)/SI0Z OAV 



WO 2015/041218 50 PCT/JP2014/074452 

If 1 ~ 1 5 CDlN-f tltf 

^cII17] p K a tf 4 . U> 

-f tf V ^ 1" £ iifa 2 (CtfC-Hs £ fc tttfcfa fi 5fe tlft M 

^ Ltcm. P H 4 . 7 7-W LTj/Cfat/c&J/L 

fafi5fctlt;&}§!±!l-£!f;£ll 1 ~1 6©^Ttltf(C|ES©ffM^)io 

^iH8] i3y K^-r^H'Ttf 

Ufa 2 CD I g G ICft-f 6 tf T'CD 1 0%DBCtf1 mg/m 

L£Lt2 0 0m g/m 1 ~ 1 7 tltf (C|E® 

(DffiWjfeo 

^iH9] ttigEPi-r tf v£&g£^T£isfa2 %3tmLtcti^A(Dmiz7 7 ^ 
<Jrt> K£^T£jSfa1 ̂ ^itL/c^^A^^LT-faM^ 

7A^iU ^ttp H^-eKfat/ctiKfafi^K^^^fu 

IE-faSy^^A(C^L/cm(C, p H 4 . 0WT©itt/<>>7 7-$: 

LTKfat/c(iKfaa5fet»^^(±11-^11^112- 1 8 0^-rtl 

tf 

#1120] tuiE-faM^^A^tij^-r^iifai ^iifa2©sy^tf\ wm&mx 
s 1 /2 0£l±2 0/ 1 £lT-e&£!f;£lI2~ 1 9 ©^Ttltf (C|E® 

#1121] tugEPi-r tf V£&S£^T£iSfa2 ̂ 77 < -7^ U K£^f 

sfifai ^ttpHi 

LT P H 4. O^ITOME 

/<>> 7 7-%&m u tsfas/c ̂ fai^tm ̂^(±11-^11^112 ~ 

1 8©^Ttltf 

#iI22] tulE^M^^A^tij^l-^IIfal <h|Ifa2(Z)tU^tf\ fa^S^-e 

, 1 /2 0£l±2 0/ 1 11^112- 1 8, 2 1 CDlNTtltf 

#3123] PM^#T(C£tt£jIfa 1 © I g GlCttT£)wfm^6tf-e© 1 0 

% D B C tC^tfl" 5, Ufa 2 ©I g GlCttT£)wfm^6tf-e© 1 0% 



WO 2015/041218 51 PCT/JP2014/074452 

D B C tf, 1/10 1 0 #111-22 © IN 1* ft 

tf (C§Ei6©li$^)£o 

#1124] If #111—23 CDlN-f ft/cSI^S/c 

in fa S $Q M o 

#1125] p K a tf 4 . 01X±XfcZ>t)JVtf*isJV&<a^lJ jf> K£^-t£Pl 

-f tf V £M t Z iifa 2 (C JrCfa £ tc ttirCfa fi 5fet)ft& M 
ffiLfc&% p H 4 . 7 7-W UTtrCfaSfctttrC 
fa 5fct)It £!±! t Z PI-f tf V ^ 1" £ iifa 

#1126] fulfil U tf > Ktflttt7$ 7 I£(Cfi5fc-t£!f#lI 

2 5 

#ii27] tuiEtfjutf^^us#^1; K£^-r£H'rtf 

Ufa 2 CD I g G tc^tf-r 6 tf T'CD 1 0%DBCtf1 mg/m 

L£l±2 0 0 m g/m L^T-e^)^II#II2 5 £/c&2 6 

#1128] tulEPi^tf >£^S£^-t£lIfa2(ZMtf >£$|#*tf 0. 001 

mmo l/mLi^UiO. 5 mmo I /m L £lTT'S>'I>Iii#Ijt 2 5 — 2 

7 CDlN-ffttftCiE^ro^ffl^o 

#1129] fulEPf-f tf Sjifa 2 ©faflWIl&^tf 1 M m J^± 1 

0 0 0 Mm^T-e^)^II#II2 5-2 8 (D^t fttf 

O 

#1130] tugEPi-r tf >5^S£^-t£lIfa2 ̂ ^5JtL/c^^A(Z)fu(C77 < 
K^t^llfal 

7A^:ltlLs ^ttp 

IE-WMti^AlznffiLtcmZs P H 4 . 0WT©itt/<>>7 7-$: 
&m LTKfat/c(iKfaa5fet»^}§l±l'r^II#lI2 5-2 901N-T 
fttf (C|E®CDf^ffl73)io 

#1131] tugEPi-r tf £iifa2 ̂ 77 -f U K£^f 

sfifai ^ttpHi 



WO 2015/041218 52 PCT/JP2014/074452 

LT P H4. O^ITOME 

~ 2 9©lNl*ft3bHCiB^0^ffl^o 
#ii32] mm-wmti7Atfcfcui^sn*^Au tu 

y tiS'T tf > 
3KS©, y timtN P H<D&t&%L*m%LTzmjstm3 01 
fc&3 1 

#ii33] mm-wmti7Atfcu tu 
u c:©^^§dini$&tu 

<fc tf into £ fc «h |f| i; £ fc tt <fc 
y imtwtf >3KS©, y timiN P 

t\T¥§Hb;§;Sfc<£tf t fc (i K fa fi t) If a ̂ ;§;S<£ y fciEH 
tf >3K®0, y timtN P H©^)f)S;&a5S'r^ii#ii3 

0tfc&3 1 

#1134] ftulEtfCfatfctetfcfaaf• 7" U > Gs O• 7° u > 
GIf|>#fa% F i£fc(£F a b% scFv% diabody 

t u<5-33©iN-r nanc 

#1135] tulEKfatfc(iKfaa5fet»©}§|±l^Ittt p H Ufr-o-r tf V&Jt© 
^r>'iv K-etT9ll#II2 5~3 4©^Ttltf(C|ES©fJffl^)io 

#1136] tulEKfatfc(iKfaa5fet»©}§l±l^Ittt p H tf V&Jt© 
7°7-r X-etT9ll#II2 5~3 4©^Ttltf(C|ES©fJffl^)i 

O 

#1137] II#II2 5 — 3 6 ©INI*tltf tlfcJ/Cfat 

fctt#CfaE3fe$lMo 


