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3? ^ K Av £>&•!> 3? ^ KSB5U ; 

b 5) IB^S#7 4lC^£ft£3?£ \y*? KWU©6 1 Jbm3 8 7 #@© 

3? ^ K Av £>&•!> 3? ^ KSB5U ; 

b 6) b 1 ) Jbm b 5 ) fr tl&l^'f tlfr—'D (D 3. 0 KIB^U 

£'>&< £&9 5%©*||fH££fto3?£ \y*? KHB^U ; 

b 7 ) b 1 ) Jbm b 5 ) 3©3* <7 KWU 

£'>&< £&9 9%<Dffimfe&ft?Zf \y*? KHB^U ; 

b 8) b 1 ) Jbm b 5 ) fr£]iiR£ o(D3. 0 \s*? KWU 

1st? U \st? K£X h U >^X> h 

&£#-e/w xu y>r xtz# u ztist? ^ KWU 
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b 9) b 1 ) 75H b 5 ) D(D* 0 \st? KWU 

iz 1 k&zuzmztitczt is*? KWU 
J 

fk'afcCL t. 

(4 0) 8lZ^tl%y<7 \s*? KWU©5 8 75^4 3 2#@© 

0 \st ? KMmAv £>&•!> 'J ? K^.t/IB^Ll 

##6 8lZ^tl%y<7 \s*? KWU©6 1 75^3 8 7#g©3?£ K 

frbftZZt \y^? *<7 \s*? 

§ (39) (C§Ei6©^'J 3?£ K 

(4 1 ) IB^##6 OlZ^tl&Zt [st? KWU©5 875^4 3 2#@© 

3? ^ \st ? K Av £>&•!> 3? ^ KSB5UAv £>&•!> 1J 3? ^ K^.t/IB^Ll 

##7 OlZ^tl&Zt \s*? KWU©6 1 75^3 8 1 \st? K 

frbftZZt \y^? *<7 \s*? 

§ (39) (C§Ei6©^'J 3. <7 \st? K 

(4 2) (3 8) (C§Ei6©^'J 3?£ h'tifeoT, 

(a) £IT(DZ<7 1st? *<7 1st? K 

a 1 ) IB?U##7 6 IZ^tlZZ? \s*? KWU©5 875^4 2 0#@© 

3? ^ \st ? YlfhtZZ) 3? ^ K Mm} ; 

a 2) IB?U##7 8lZ^tl%Z<7 \s*? KWU©5 875^4 2 0#@© 

3? ^ \st ? K Av £> & •!> 3? K SB5U ; 

a 3) IB?U##8 0(C^£tl£3^ KWU©5 875^4 2 0#@© 

3? ^ K Av £>&•!> 3? ^ \st? KIB^U ; 

a 4) IB?U##8 2 IZ^tlZZ? \s*? KWU©5 875^4 2 0#@© 

3? ^ \st ? K Av £> & •!> 3? ^ K SB5U ; 

a 5) IB?U##8 4 ic^£ft£3?£ \s*? KWU©5 875^4 2 0#@© 

3? ^ \st ? YlfhtzZ) 3? ^ K SB5U ; 

a 6) a 1 ) 75H a 5 ) tlZ^t tlfr—'3 ©3* >? \y*? KWU 
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a 7) a 1 ) Jbm a 5 ) tlfr—-D(DJ, *? KIB^O 

£'>&< £&9 \st? KWU ; 

a 8) a 1 ) Jbm a 5 ) \st=J- KIB^J 

is*? KIB*<? ist? K U >^X> K 

7"u y>r x-r*# ^ KSB^U 
J 

a 9) a 1 ) 75H a 5 ) tl^^T tlif-'D(D3. ̂  Xs*? KSB^U 

iz 1 jbmmmy^ k&zuzmztitczt is*? KSB^U 
; JkXf 

(b) \>xToztist? nz# v zt is*? K 

b 1 ) IB?y##6 6lZ^tlZ>*<7 \st? KWU0 6 1 Jbmz 8 7 #@© 

3? ^ ? K Av £>&•!> 3? ^ \st ? K IB^U ; 

b 2) IB?U##6 8lZ^tlZ>*<7 \st? KIB?y©6 1 JbmZ 8 7 #@© 

3? ^ K Av £>&•!> 3? ^ KIB^U ; 

b 3) IB?U##7 \st? KIB?y©6 1 JbmZ 8 7 #@© 

3? ^ K Av £>&•!> 3? ^ KIB^U ; 

b 4) IB?U##7 2(C^^tl^3?^ KIB?y©6 1 75^3 8 7 #@© 

3? ^ \st ? K Av £> & •!> 3? ^ K IB^U ; 

b 5) IB?y##7 4lZ^tlZ>*<7 \st? KIB?y©6 1 75^3 8 7 #@© 

3? ^ \st ? K Av £> & •!> 3? ^ K IB^U ; 

b 6) b 1 ) Jbm b 5 ) fr£]iiR£ tl^ttlif—DO* 0 \st? KSB^U 

<h'>&< £&9 5%©*||fH££fto3?£ \st? KIB^O ; 

b 7 ) b 1 ) Jbm b 5 ) fr£]iiR£ tl^ttlif—DO* 0 \st? KSB^J 

<h'>&< £&9 \st? KIB^y ; 

b 8) b 1 ) Jbm b 5 ) fr£]iiR£ tl^ttlif—DO* 0 \st? KSB^J 

£*Hfft&3KSB?yfr 3*^ \st? K<hX h U >^x> h 
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xu x-r*# u 3? * 3? ^ Kwy 
J 

b 9) b 1 ) Jbm b 5 ) fr£]iiR£ D(D3. 0 \st? KWU 

iz 1 jbmmmzt k&zuzmztitczt is*? Kwy 
J 

fk'afcCL t. ~t •2>7t\lJ3?^U^"51K 

(4 3) I3?y##7 8lC^;*ft£3?£ \st? KI3?y©5 8 75^4 2 0#@© 

3? ^ K Av £>&•!> 3? ^ U ;T|~ -51 K13Av £>&•!> 1J 3? ^ K$.1^13^1] 

##6 8lZ^tl%Z<7 Kwy©6 1 Jbm3 8 7#g©3?£ K 

frbteZJLt \szb? *<7 \s*? 

§ (42) (C|E®©^U 3?£ \st=J- K 

(4 4) I3?y##8 0(C^£tl£3^ KI3?y©5 8 75^4 2 0#@© 

3? ^ \st ? YlfhtZZ) 3? ^ K13 ?y Av £>&•!> 1J 3? ^ K $.1^13^1] 

##7 OlZ^tl&Zt Kwy©6 1 Jbm3 8 7#g©3?£ K 

frbteZJLt \szb? *<7 \s*? 

§ (42) (C|E®©^U 3?£ \st=J- K 

(4 5) (3 8) 75^ (4 4) (C§Ei6©^-f tlfr-'D<Dtf >J Z 0 \st? K£ 

(4 6) (3 8) 75^ (4 4) (C§Ei6©^-f tlfr-'D<Dtf >J Z 0 \st? K£ 

(4 7) (4 5) tcifl 

(4 8) (4 6) Xtt (4 7) 

wtimwkT(D Jbm (2 4) wttifr-^izaamaijifc® 

&BJKDMM 
[0010] *f%mz£til& 

B(Dmmm$Mfe(Dfem%}Rx?/xi£^m^mz> zttt-ezzo 
mmvmmtemm 
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[0011] [H31]No. 7 6 J/L'tfcCDiS-C D ^ L/c US T'•!> 0 

[H|2]# 1 G 5 J/E {;£(£> i§-C D RIB^J (D~F $ J L /c HI "C £ 0 

[HI3]# 4 C 1 2 J/E {;£(£> i§-C D RIB^lJCDT7$ 7L/cHIU& £0 

[H|4]|iMaO 1 1 Ufc^7 

[HI5]|iMa A TCC 29260 

^ (ifS^P^Jx-^) ?:^Lfc^7 7T'l)l)o 

^ (a<hirL'f^(Z);Ii-nJx-§L) ?:^Lfc^7 7T'l)l)o 

[H7]HMaE^^HttN o. 3 1 

^ (a<hirL'f^(Z);Ii-nJx-§L) ^^Lfc^7 

[H9]h # 1 G5 —HI (DZtist? KIB^lk RXfT $ J I£lB?U£^ L/c^T' 

<fo%>0 

[H10]h # 1 G5-H2©^^b^f KIB^lk StfT" $ J I£lB?U£^ LtcM 

[H11]h# 1 G 5 -H 3(DZt \st? KWU, RXfT $ J I£lB?U£^ L/cH 

[H12]h # 1 G5-H40^^7l/^f KIB^lk StfT" $ J I£lB?U£^ L/cH 

[HI13] h # 1 G5-H50^^7l/^f KIB^lk RXfT $ 7 I£lB?U£^ L/cH 

[H14] h # 1 G 5 - L 1 ©3?^ KIB^lk RXfT $ 7 I£lB?U£^ L/cH 

[H15] h # 1 G 5 - L205(^l/^f KSB^U. RXfT $ 7 I£lB?U£^ L/cH 

[H16] h # 1 G 5 - L30^^U^f KIB^lk RXfT $ 7 I£lB?U£^ L/cH 
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m 17] h # 1 G 5 - L 4 (DZtist? JkXfT ^ J btcM 

V&Zo 

[H18] h # 1 G 5 - L 5 (DZflst? KSB^U. RXfT $ J btcM 

V&Zo 

[H19]h # 4 C 1 3 K-H 1 (DZtist? KSB^U. RX?7 $ J L 

tcM-21bZ> o 

[H20]h # 4 C 1 3 K-H 2 (DZtist? KIB^lk RX?7 $ J L 

tcmx&z> o 

[H21]h#4C 1 3 K-H 3(DZt KWU, RX?7 $ 7 L 

tcmx&z> o 

[H22]h # 4 C 1 3 K-H40^^7l/^f KSB^U. L 

[H23]h # 4 C 1 3 K-H 5(DZ$[st? KSB^U. RX?7 $ J L 

[H324]# 4 C 1 3 J/L^CDIS-C D RiB^JCDT7$ 7L/cHIT'S)•So 

[HI25]|iMaO 1 1 Ufc^7 7 

[HI26]|iMaO 1 1 Ufc^7 

[H27]HMaATCC 2 9 2 6 0 

(ifS^P^Jx-^) ?:^Lfc^7 7T'l)l)o 

[H|28]No. 7 6 ml g G 2 a <h ©||-n Ufc^7 7 

[0012] 1 . 

<h^9§!HC&, DNAO^^fjfmRN 

A% cDNAStfcRNAt^ttl^t0^t^o 

[0013] r^u2/7KJ umm-e 

DNA, RNA, 7°P-7\ t lJ <? [st? V. RXf7°^K 

[0014] r^u^^Kj <h rgfiftj tt^syn-rtcffliNT 
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^•I>o 

[0015] TRNAM^J £ R N A £^Ar"ClN£®#£l\ 

9o 

[0016] mynmwpKDmms 
So 

[0017] *nm&*iz£^Xs rLPSjti, xti 

Kj £ ID lNTIN'So 

[0018] *BMffl»^c£iNT% «hiN9^§E(i% mmrn(Diim(DyMn(DM. 
;§ £o 

[0019] r#£yitt£j £&* tuiz/^^-A 

tt^P^A) , *Juy (i>7°P7PdrHti>>t/c(iU#7PdrHti>>) 

» ( h^V'f <D 3 

&TZ£&MRT&o :£tl:?tl<DMffl<D$i&felAC I i n i c a I and 

Laboratory Standards Institute (C 

LSI) ©b reakpo i nts IC3S^INX¥0AE! Lfc0 

[0020] ro 1 1 es^m^j tits 0 1 1 trcjmtc 
xiio 1 1 -?-% 

m ^N tc p c R (C <fc o TPitt£t&£EG*'1" £o 

[0021] (healthcare-asso 

ciated infect i o n ) J <h PTG l*l ( n o s o c o m i 

al infection) X&^PTGJSI^; (hosp i ta I—acqu i 

red infection) .htPMtU IH^8llil£>£lN&£^m£lci5 

&mz$fttcizviifciis, Rx^mm^^iz-D^ 
X t mWM HI £> £ IN & £ ̂  £ IN x jgfclfe L tc jgfclfefiE ZMRTZO 

[0022] rtrC^rotrCJl^lSf^J 

ab, F (ab' ) 2S Fv, scFv% d i abody, JkXf 

t/c. F tab1 ) 2%m 
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L/CJ/L^CD RH^TI^CD —IffiCDlfrin 7:foZ> F a b' tJ/E^CDj/L 

isLs znbvfi 

?£SS^ ftgH-eMil L tc t ©0^4 >b t\ 1^ftftfcirCtt 

IN'T^ (C £ivxm^£ ntcWa ft t # £ tl£o 

[0023] rxt0h-7°J iMLPS 0 1 1^0 

m^LPs 01 itt,m<D^ftmi£*mmT2>o o^ ^m^3z><om 
(Microbiol. Mo I. Bi 

ol. Rev. 63, 523 — 553 (19 9 9)), 

it£^J5£U xt°h 

X. iMLPS 01 ItfctefiD^-r* 
LPS 011 fcWs(D^fiiLmmXfoZ>JL¥ h-7°(i. X$7m0H0ti^m/f 
JCcfcoTtuiBrotrC^^I^S-rSLPS 0 1 Mjim<Dmik%ftMt2>Z£lZ 

W,-(D#[LPS 0 1 1 trc^ro^-r^gp^ 

L PS 0 11 K'f^^ip'nW>—(D^KWhW>—(D^KW 

Y-7°%mtz>tmfet&zt/c, i-©^LP 
S 01 1»LPS 0 1 1 fcWslZtttZ>^lZttl;Tm-(D#i\- p s 

o 1 1 (tK-<bt>, m-(Dm*tfw,-(Dm*tLPS 
0 1 1 irCj^<Dm-&%m-f2>) Z£%femtZZ£lZ£?T. IftW^xt:0 

^aoxtf h-70^^-r^«h^-©trc^^ 
H - © trite a © x tf h — 7° (C i^=r L s #irC J1 CD ^ ffl 

-e$&0 

[0024] mkft^commRxfmmz&^ti^tiswpfjcDmwmk^m (CDR : 

Complementarity determining region 

) 1ffo%> Z. £ ibtlZl^&o JpRl^Iii (hype r 

variable domain) £ £ P^Wt'tu K'f^CDfill^.t/SIICD RT|£ 
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U ^y°? Kit©-)Xm^±iz&\,yx, t-mzftl&LxvZo * 

yitl3?y©7$ D R H u CDRH2, CDR 

H 3 (hiiiEu $ Jmm<oy$ y 
f>CDRL1, CDRL2, C D R L 3 tM^t &o Z 

^©±-effiS(C)£g U LT^£0 

[0025] *fgBj^c£iNT, rx h u >^x> h&ii#T-e/w 7"u y>r x-t&j <h 

(is rtl!Jx(Z)/\'f 7"U "tf—:> a xpressHyb Hybri 

d i zat i on So I ut i on (9 uy? v 9 ttM) 6 8 °C X' \ 

-f 7"'J Xtt, DNA^@^Lfc7^^-^ffl^TO. 7 

- 1 . OM0N a C I #ST6 8°CX/\-( 7"'J $4 if-is a tciks 

0. 1 -2^lJt©SSC^& (1 {£>j§JtSSC<h&1 5 0 mM NaC 

U 15 mM ^ivit K U 6 8°CX)9t)$tZ> 

ztizjtv m%.tzz£tf-e:$z0kft5Uz;tti£m^(D0kft-e'^ 7r|j y>r 
Xt" ££££1^0 

[0026] *BJ^#IC£INT. r 1 75^MJ r 1 gu<(itij 

r||j £&, 2 75^1 OI^LTl^o 1 OITO 

~F* 5gl<(i6i^ £e>lc<fcy$?3iU<tt. 2gL 

< &3{®-e&&0 

2. L P S 0 11 

TLPSJ y^APitM«it^i©*ijM 

ftxfov, mnx.xf£mfrt>mm$ti&yan oigfl&ft) -e$>*0 
s =I7#$! (t/c&ziZ^'JdlJi) £m£tlZ^ft£. OtrCJl (O 

) £nMft£SP#fr *>**$£ ft*0 

[0027] S&£$iMliilfn./it§y LTs IATS (International 

Antigenic Typing System) (C <£ •SMSUs 

(Japan Pseudomonas Aeruginosa 
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zttfzzz 
o t/c, thmMm%(DU}Afrbmmz%mmmjkxf/^mmmmik% 
zztiz^v, mfax.&tt.famK%n2>z£tf-e$2>o 
PS 0 1 1 tt,miZtttZ>1l&'&fe.%:U&ltZZ£lZ&?Zs £Y(D&miZsM 

^tg&irCtt*Mft\Zl*Z0 d ©<fc 3 £ UT?# e>ftfc^ y £ • -1-MfiW(D 

0iJ£UTtt, No. 76, # 1 G5, #4C1 2, #4C1 3, #4C13 

K%m-fZZ£tfZl*Z>0 #4C1 2, #4C1 3, # 4 C 1 3 KCDfigttt 

:£T^(C±±®T\ # 4 C 1 3&#4C 1 2©glI©7$yitS#7 5©*> 

XTM >%?n*/>lZW&Ltclji&Z$>i>)s # 4 C 1 3 K(i# 4 C 1 2©g 

fl£# 1 G 5©gfI(CS^L/c^-eS)^o 

[0030] Ifc, ($yxJ£\ Kohler and Milstein, 

Nature (1975) 256, p. 4 9 5-4 9 7, Kennet, 

R. ed. , Monoclonal Antibodies, p. 3 6 5 — 

367, Plenum Press, N. Y. (1980)) ICtfcoT, L 

PS 01 1 

7°U K-^£itiiU J 1 

zztbzzzo W02009/4807 

2 (2 0 0 9 ̂ 4 E 1 6 B&H) MO 2010/117011 (201 

0^1 0/3 1 4 0^11) (ClES^tlT^^o LfrU 

:&©"C&&IN0 

[0031] ±§EL P S O 1 1 y 

(CJQPU t; LTAMtc 

^7 (Chimeric) ^ 

t hft (Human i zed) trCftu t. h}/C{*&<>: ZtlbfOtfi 

ftll%W(DJ5&£IN•ZZZttfZZZo 

[0032] "y^Kwt Lxtis m*(D^^mtfen$mtf^^zmmzfoz>m* 
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, 

L/c^r^ Z1 <h ^T$''2) (Proc. Nat I. Acad. S 

ci. U. S. A. , 81, 6851-6855, (1984) #BS) 0 

No. 7 6 ^trCftCD—Mt LT, IB?yil(£>IB?y#-# 3 3 © 2 0 Jb 

14 7 OSg©/7^ fills ^t/IB?y 

##3 1 CD 2 1 75^2 3 4#@©7$ y®t$ISfr£>&£:P$ yillB?y£;pi-t 

£gitAv,Q&£}/Lft^ # 1 G 5 S5feCDdrP< ^Kftco—^y<h LTs IB^^CDIB 

?y##3 7 CD 2 075^4 7 4#@©7$ 77 $ 7ItlB^^ 

f £fiflL 3 5 © 2 1 75^2 3 4SSCD7$>'i®S^e)^ 

#4C1 3 * =>$KW(D-

0!J£ LTs IB?y^©IB?yS#4 1 ©2 075^4 7 0#@©7$ 7 

yitiB^y^^-r^fiii. &tfSB?y##3902175^234#@© 
7 $ y ^ ̂  & 7 $ y itiB^y &Mrz> gfifr b ta z> trcti* £ # if & ^ <h 

o 

[0033] t: MbJ/Cft<h LTtis C DR0Mt S (N 

ature (1986) 321, p. 522-525 #BS) % C D R^*it;£ 

C D RCDEB^yiCin*.—930 7 b-A7-^©7$ 7It^St t: h 

fiftlCiiLfcSft (i^liwo 9 0/0 7 86 1§A>7l/y h) £ 

[0034] No. 7 6J/[ftfi5fcCDH MbirCft£ LT(i, No. 7 6CD6ffl^TCDCD 

R|B?y£M#U iII®LP S 0 11 

s ^§0E©}/Cft(C"a ttl^o No. 7 6Kft©filIpT^I±i(i, SB^J 

##9(C^^tl^7$yitlB?y^^^^CDRH 1 (NYWI N) , IB^S 

#1 yitlB^y^^^^C D R H 2 (D I YPGTSTTN 

YNEKFKN) , MIB^S# 1 1 tl%> T $ J ItlB^fr bttZ> C D 

R H 3 (lYYDYDGYYFDY) t/c. No. 7 6^ 

ftcDH!iB?y##5yitiB^y^^^^cDRL 

1 (KASENVGTSVS), SB^y##6 
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&CDRL2 (GASNRYT), 7 7 $ J 

fr£>ft£CDRL3 (GQSYSYPYT) ZtlbOCD 

R(D7< H UCtlES^tlT^^o 

[0035] # 1 G MbirCte£ UTtt, # 1 G 506CD C D R IB 

?y£M#u 8H0LPS 01 1 * 

^©trc^tc^sn^o &fc\ # 1 G I3?ys#1 

7 yitlB^y^^^^C D R H 1 (SYWINK IB^S# 1 

D R H 2 (N I YPGSSS I NYN 

EKFKS) , &tfBB?y##1 9(C^^tl^7$yitlB?y^^4^CDRH 

3 (T I YNYGSSGYNYAMDY) t/c, # 1 G5 

}/Lftcc>£i!iB^ys#-1 3yitiB^y^'Q^'i)cD 

R L 1 (KASENVGNSVS), IB^S# 1 4 tl£ 7 $ 7 l£lB?y 

fr£>ft£CDRL2 (GASNRYT) , 1 

S&mmfrioteZC D R L 3 (GQSYSYPYT) Ztl 

b(DC D R(D7$ yitlB^tis H2 

[0036] #4 C 1 2J/CftS5fc(Z)H MbirCte£ LT^ # 4 C 1 2 (D 6M±X(DC D 

RBB?y£&ftu iiicLP s 011 

. ̂ wmfowiz^ntiZo #4c 1iB^y 

##2 5 yi£lB?yfr£>ft£C D R H 1 (TYWIN), SB^J 

##2 6 JWt®mfrbtaZ>C D R H 2 (NIYPGTRSS 

NYNEKFKN) , 2 7 IZ^ tl%> 7 $ J ItlB^fr bttZ> C 

DRH3 (VYYDHVGYYFDY) t/c, #4C1 2 

IB?y##2 1 JWM¥\t>xiotZZ>C D 

R L 1 (KASENVGVSVS), IB?y##2 2 tl&7 $ 7 ItlB^ 

fr£>ft£CDRL2 (GASNRCT) , 2 3 IZ^ tl%> 7 < 

yi£lB?yfr£>ft£C D R L 3 (GQSYSYPYT) otl 

£>©C D R(D7$ yitlB^tis H3 (CtlES^tlT^^o 

[0037] #4 C 1 3J/[ftfi5fc(Z)t: MbtrCtt*: L"Oi, # 4 C 1 3 (D 6M±X(DC D 
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RIB^UillCLP S 0 11 

. *fgB£0^MC^3ift£o &fc\ # 4 C 1 IB^y 

1 (TYWIN), @B9U 

##8 7 D R H 2 (NIYPGTRSS 

NYNEKFKN) , 8 8 IZ^ tlZ 7 $ 7 ItlB^fr £>&£ C 

DRH3 (VYYDHVGYYFDY) £/c, #4C 1 3 

IB^yS#-1 2 3 JWM¥\t>xiotZZ>C 

DRL1 (KASENVGVSVS), IB^S# 1 2 4 tl&7 $ 7 It 

SB^fr^&^CD R L 2 (GASNRYT) , 1 2 5(C^£tl 

37$ yitlB^UA^^^C D R L 3 (GQSYSYPYT) 

o Z.Ub(DC D R(D7$ yitlB^tis HI 2 4 (C tlT^£0 

#4 C 1 3 KtrCtefi&CDt: MbJ/Cft<h L"Oi, #4 C 1 3 K©6ffl^T©C 

DR|B?y£M#U 8I10LPS 0 1 1 

V. &fc\ # 4 C 1 3 

IB^S#8 6(C^^tl^7$yitlB^^^4^CDRH 1 (TYW I N) , 

IB?U##8 7 yitlB^^^^^C D R H 2 (NIYPGTR 

SSNYNEKFKN) , 8 8 J 

•i> C D R H 3 (VYYDHVGYYFDY) t/c, #4C 

13 # i G 

iB?ys#i 3(c^^ti^7$yitiB?y^^^^cDRL 1 (KASE 

NVGNSVS) , IB?y##1 4 yitlB^y^^^^C D R L 

2 (GASNRYT) , 1 5 J 

CDRL3 (GQSYSYPYT) otl^©CDR©7$ 

yitlB^ytis HI 2 4^.t/H 2 (CtlES^tlTl/N^o 

[0038] t/c, ^ ̂ (C^-C D R^0 1 75^3{®©7$ yit^S 

L/cC D Rfl&|£ t: MbJ/Eft&s liMsCOLPS 0 1 1 ^n.JB.i/ZM't 

PS (<-c3 ^ tli)0 

[0039] # 1 G 5trC^a5fe©t; Mb#Cte©^0!J£ LT(i, SB^©SB?y##5 7 (C 
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JWM¥\(D2 0J5M 1 4 SMB&frb&ZTS J 

ItlB^k IB?[JS-^-5 9 yitlB^U© 2 0 75^ 1 4 4#@©7$ 

J <. J ItlB^k IB?y##6 1 J ItlB^U© 2 

0 75H1 4 4#@©77$ >'It^SAv,Q^'2)77$ IB^US"^" 6 3 (C^ 

JWMm<D2 OJb^ 1 4 4#@©7$ 

iB^k x(iiB?y#-^-6 5 yitiB^y©2 073111 4 4#@©7 

$ J I£$ISfr bt£%>T 7* j ItlB^y b & £ fill RT^M £ #frfiflL SB 

^JS# 6 7 tl£ T7 < J ItlB^y© 2 1 J5M 1 2 9#@®7$ y I£^§SAV 

b?£Z) I7 $ -/ ItSB^k SB^i## 6 9 tl£ I7 $ J ItlB^y© 2 1 75H 1 2 

9SI075 J M^&frbtZ&T7 <. J ItBB^k IB^S# 7 1 

J ItlB^y© 2 1 75H 1 2 >'It^SAv,Q^'2)77$ yitiB^ys SB^J 

##7 3(C^^tl^7$yitlB?y©2 1 75^1 2 9#@©7$ J 

^§7$ yitlB^s X(ilB?yS#-7 5 yitlB?y©2 1 75H 1 

29#@®7$y I£$ISfr b ta Z> J7 $ J ItlB^y p, & £ Hit RT^M £ 

£ £ t tfV $ £o 

[0040] UTtt, IB?y##5 7 yitlB?y©2 0 75^ 

I44#@©7$; mm&fr e> & * 
#6 7 $ J ItlB^y© 2 1 75H 1 2 9#@©77 $ AV|Q& 

IB?y#-#5 9(C^^tiS7$ 

J itiB^y ©2075^1 44s@©7^ it^s^ e> & £ fill qi^i±iiB?y £ 

^^jfill^.t/IB^y#-# 6 9 J ItlB^y© 2 1 73M 1 2 9SI0 

i7$ ye>&&mi RT^MSB^^tiwkfrmw. iB^ys# 
6 1 yitlB?y©2 075^ 1 4 4#g©7$ y$gggfr£>&£ 

fiiiRi^i±iiB?y;&#tJNfiiis.tJi'iB?ys#-71 J itiB^y© 2 
175^1 2 9#g©;p$y^gfre>&£&^^JiES^y£^fr&gtfrp) 

IB^y## 6 3 (C^T^ tl£ l7 $ J ItlB^y© 2 0 75H 1 4 4#@07 

^7$yitiB?y©2 175^1 2 9#@©7$ 
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x&ifl^y##6 5(c^ti&7$yitiB^yCD 

2 o 75111 44#i07%y im&fr e> & a 

t;iB^y##7 5 (c^£ti&7$ yitSB^y©2 i nm 1 2 9#@CD7$ yg^i 

o 

[0041 ] J; y $?&&$&•&"£ <h UT IB^JS# 59lC^tl£7$y ItlB^J© 2 0 

7^^144 S@®7$; @£$ISfr £> ft £ £^frfifl&T/lB 

^|JS#6 9(C^^n^7^y|fSB^J©2 1 75M1 2 9 #@07$ J 

x&sa?y#^6 1 
yitlB^y©2 0 75M 1 4 4#@©7$ 

isHB^J ^^^MM^t/IB^y#^ 7 1 IZ^~$ tl%> 7 $ y @l!SB:?[JCD 2 1 75311 2 

9 # @ CD 7 < J e> & -s SM RT^I^SB^ £ # fruits ^ % 

gtfZZttfTZZo 

[0042] #4 C 1 3 K UTtt, SB^GDSS^#^ 7 

7(C^^tl'2>77$y IIIB^CD 2 0 75H 1 4 0#|=|CD7$y It £§SAV £>&•?> 7 

< J ItlB^k IB^y#^ 7 9 i/Z^k^S tl%> 7 $ J ItlB^yCD 2 0 75311 4 O#@0 

7$ y yitiB^k iB^y#^8 1 y itiB^y 

02 0 75H 1 4O#@07$y @t$iS if y @^SB^y% SB^y#"^" 8 3 

iz^;$tl£7$ yitSB^[J0 2 0 75M 1 4 O#@07$ yi® 

yitlB^k X&B3?y#^8 5lc^;*ft£7$y$i3?y©2 0 75S1 4 0#@ 

CD 7 5 y S£$ISfr ^ ft & 7 $ y itlB^Jif b ft z> mti RiETl±i£ R 

t/IB^'J#"^6 7 tli)7$ y ItlB^JCD 2 1 7531 1 2 9#@©75 y WiWt 

yifiB^j, iB^y#^6 9^^^n^7$yitiB?U0 2 175m 

1 2 9#@CD7$ yMISfr£&£7£ yiflB^k IB^J#^7 1 

7 $ y ItlB^yCD 2 175M1 2 9 #@ ©7 $ y ^ ft S 7 $ J ItSB^J. 

IB^y#^ 7 3 (C^^tl-2>7$ ymSBm(D2 1 7531 1 2 9#@CD7< ySt^S 

A^^-S7$ ygtiB^y. x(iiB^y#-^7 5(c^^ti^,7$y@tiB^y©2 175 

^1 2 9#@©7$y^gfr£&£7$y$BB5yfre>&a&$iRr^i$£ 
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Z t if 7:$ 

[0043] UTli, I3^y#^7 7 yitl3^U©2 075M 

1 4 o#@®7$ 

^6 7 lZ^$tl£7< smBE?iJ(D2 1 75M 1 2 

i3^y#^7 9(c^ti&7$ 

J ItiB^J (D2 0Jbm^ 40#§©7$y l£$lgfr ft £ fill qT^I±il3?y £ 

^frfifl&T/lB^JS^- 6 9 [Z^ tlZ>7$J IflB^JCD 2 1 Jbm 1 29SS0 

7< Jm.m&frb&s 

8 1 (C ̂  ti •§ 7 $ yIf IB^J® 2 0 75 311 4 0#@©7$yIf5i3£<o & £ 

fiiiRT^i±ii3^y^#^fiiistM3^y#^71 iz^ti&7$.;mmm2 

1 Jbm 1 2 9#@07S 

I3^y#-^8 3 fC^£;h,37$ y@IIB^JCD2 0 75M 1 40#g®7 

^7$yili3^y©2 175M1 2 9#@®7$ 

13^y^:'atjNSliAviQ^'2)^/i;'ft, X(il3^y#-^8 5 7 $ JWM¥\(D 

20 75^i40#@©7$y MB&fr buz> mm 

t/i3^y#^7 5 yiti3^y©2 i jbm 1 2 9 #@£>7$ JW% 

o 

[0044] £ V t LT(i, I3^j#^7 9(C^:^tl^7$ylti3^y©2 0 

7,^1 40#@©7$; l£$lgfr 8 & £ fill'qTEif ±i@B^J £ # Ofili&T/lB 

?U#^§ 6 9 ft£ 7 ̂  J j§f IB ̂ J CD 2 1 75M 1 29fg©7$y If^lgfr 

X^IB^JS^S 1 
nz>7$ yitiB?y©2 075M1 4 os@©7$y@f^s^^^^fiiipr^ 

i?llB^y^:'a tjNfiliS.t/13^y#"^" 7 1 tl^> 7 $ J IflB^J® 2 1 75 H 1 2 

9#@©7$ y @f^S^v,b^'2)SMpI^pI^IB^[J;?:'aijNSM^x6>;fe'2)irCft^: 

[0045] Lt(t ^ ̂ tC. KLP 
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t: h^/bft^:SD^t"'2)o irCI— PS 0 1 1 t; hJ/Efttis t: 

Tomizuka, K. et a I . , Nature Genetics ( 

1997) 16, p. 133—143, ; Kuroiwa, Y. et. a 

I. , Nucl. Acids Res. (1998) 26, p. 344 7-

3448;Yoshida, H. et. a I . , Animal Cel I 

Technology: Bas i c and Appl ied Aspe 

cts vol. 10, p. 69 — 73 (Kitagawa, Y. , Ma 

tsuda, T. and I ij ima, S. eds. ), Kluwer 

Academic Publishers, 1999. ;Tomizuka 

, K. et. a I . , Proc. Nat I. Acad. Sci. USA (2 

0 0 0) 9 7, p. 7 2 2- 7 2 7f^#E ) IZJ: Z t&V 

[0046] • 7°U >fi 

fttoy (CgSAllfefeft (Yeast 
a rt i f i c i a I ch romosome, YAC) ^ Jtfc 

J v 9To KWi^Rtf Jkxf z.n 
>b (%mj\in± £&& d £ iz j: y ̂  y ai 1" d A<-e $ £0 

[0047] t/c, 

*£=l- KtSc DNA, fc?£LO£§£c DN A^r^O^^^-JCcfcy^ 

£ d t IZ <fc y, d ©J/Cft £i£#±;i 

o ddT\ IslHtWJxMIE $?£U<ttCHO«fflR *)yjm 

^ $ x • - -7 # (D PfifLKMJ® £ £ d £ tf-c $ £ o 

[0048] £fcs £ ^7 U — <fc y JISU L/C7 7—X7°U-r 

(Wormstone, I. M. et. a I , Inv 
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estigative Ophthalmology & Visual 

Science. (2002) 43 (7), p. 23 01 - 2308 ; Ca 

rmen, S. et. a I . , Briefings in Functio 

nal Genomics and Proteomics (2002), 

1 (2), p. 1 89-203 ; S i r i wa rdena, D. et. al 

. , Ophthalmology (2002) 109 (3), p. 427 — 

4 3 1 

[0049] t: (s c F v) t LT7 7-^ 

® IZ %II £ -tt'X, SKmz 12> 7 7 ~ V % MRt2> 7 7 ~ V ? 4 X 7° U -f 

(Nature Biotechnology (2005), 23, (9 

) , p. 1105-1116) tt.miz&'&T 2> Z t 

xm^ntc7zMtittzz.^Xs tt.mizn&'&tzt: 
KtSDN ASB^S^t"* CI £Mile 

SCFV®DN 

#iu t; 
f#t"£ (W092/0 1 0 4 7, W092/2 07 9 K WO 

93/0621 3, W093/1 1 236, W093/1 91 72, W09 

5/01438, W095/1 5388, Annu. Rev. Immuno 

I (1994) 12, p. 433-455, Nature Biotech 

no logy (2005) 23 (9), p. 1 1 0 5 - 1 1 1 6) 0 

[0050] ±§E©J/Cft&, li{«#ftl£aS 

^»y3(C^^tl/cw h o I e cell EL I SA 

dtuc^y, 

7P-+M KP< h U 

mzJ:?TWffi-e$&o liftfS#ftISmtmtiz 
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mz. \ gGi^c 
l) (DWM\W£ LTI¥,fffit"'2) d. £ tfUts&o 3-tcs 

^«y4iz&-ztit£i5femiz£?Twm-e%Zo 
[0051] 

o P'J * MJ - (DSC) 

(Tm) %mm<s ZtcJEmzmfcTZ 

o DSC^ffllNTTm{g^)iy^L. ^(Di^bb&f 

Z>ZtlZ£^Ts */[{*©{£#££ 

(Lo r 

i Burton, et. a I . , Pharmaceutical De 

velopment and Technology (2007) 12, p 

. 265-273), t&mtmfazmfctzzttf-ei* 
Z>o tt.fo*m$LtZtcfy<Dfll<D&m£[sTtt, 

7L li'lRi(Drn i m ̂ intoifm i m ̂ ^t £ & PS b ft ^ (D7\ &L± 
(C^/c^I(cS^VTli^ft(c¥yifrLT, t: 

^k. jStfe Z> i&H tfJb%> o 

[0052] t/c, mt(Dmm.Rxfmm(D±mMm^Mw^)yti-^m^xm^y^ 
—ilH'f Ay^P^'J> (single chain immunoglo 

b u I in) (Lee, H-S, et. al 

. , Molecular Immunology (1999) 36, p. 6 

1—71 ;Shi rrmann, T. et. al. , mAbs (2010) 

, 2, (1) p. 1 -4) 0 Z.(D&ot£-M^ A7 yP7"'J yte-miMt 

TZZtlZ^iTs *5fe H fift -C £> £ «h §1^ L fc Jt 5£ «h t 

Z>Z.£tf RTfg-efeSo t/c, i£—U 

^-Ky-r> 

irCft (single domain antibody:sdAb) tfcli 



% -k<2 4- ? W g 21 0) ̂  0* 2 ° <2: $ i# :? 2 <2: /1 #3 S ̂  

^KY sp^m sw^<2£&%}%mm<M 
^(0SS17-9SI17 -d ' L L (0 8 6 L ) "V "S Tl " ! o S ' P 

BOV • I i B N "00Jd 'V '"I 'u ! SBI|Q pus "0 ' q n B 

i J n) ^\ao (19-100 ooiv ^ffflfo 

HO) • X-->4-^4- (8 9 9 L-nyO "ON o 

01V) 010H I 1 (0 9 9 l-iyo 0 01V 

3 8 L - S £ L "d '0 3 (L86L) I I ® O 'A ' u B w z n | Q) 

ifsoo§?awQ)ir4 \£iim ^fflisnssd (D 
°<2£2-&??<2\'\M%wmWWW: WIS "mwm ^ff24.a^i 

n °2<3l?a2#Ik$:?2 2\nii**iY£f2l-*£via3£0* 
OSX Yi<3J?i2#Ik#:?22\nii*£Y£f2l-*£via3£0-[al 

-i=^^3Sim>a¥ *±?HJ24..H 

°<2: $ a>?:? 2 <2: 4- a> - 6 0 wT$m ^ 21 

[W00] 

M# *12.0 9= <2:0* £^21 <5 0*2 tt^ilO P I I £ 

/ZOOZO M '6 0 £ L 9/0 0 0 2 OM 43frSt9/6 6 0M "*1i 

n 0 ^ ̂  a^#ik^ ̂  2 ̂  4i^T ̂  1-S < - A A 

¥ 2i:?2£4-OgimMIfW<2:^xn^f21*}T#(M0i£^ [£S00] 
°<2<$2-

"mm® 
SIT (8 Q P P (83179) 090 (C66 L ) s J n } B N ' • | B 

• 1 Q -Q UELUJ 0}SBQ-SJ 0UJBH '90-6311 '(6) 

L (17 6 6 L ) "Bug u!0!OJd''lB'l0'S SUBLU© 

P I A n |/\|) n*£||El 

iA4¥1X^^421^ YiSpil*£1ififl:? (ApoqouBu) 

998S/.0/H0ZdfAL3d ee S0S9t0/SI0Z OAV 
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Is&lCcfcySAU in V i t roTftmtZZt 

ic J: y btiZ>o J^±0i£^>£fcfcaNT(i^ft0ge^Hc<*: oTJRfi# 

ID#^otrC^CD^Jb^JlXfi^:*s *1(CIS^^; 

u T 0 ^ t 0 £ MSII •i" £ £ h ̂  RIfg-e tb £ o 

[0055] *#PE©#Ctis<D7>r V$4-f£ UT0frJPSte&<. I g G ( I g G 

1, lgG2, I gG3, I g G 4) N I gM, I g A ( I g A 1 , I g A 

2) s I gDfe3U(£l g E!§%mtf'ZZ£i)t-£^Zfr\ $?£L<ttl gG 

X& I g Mv I gG1XttI g G 3 

o 

[0056] i£/cif 0^0#Kft©KJ^ip^p[5^^T^^/Cft®irLj^la'nllTjdr 

<tlN0 iaf*£/OWX ^7%>>H0gfiSf^?S#lt 

7Mlt5A\ 

(C £ T f m I£trctis 0®TJn£?#£ Z.£tf~£ 

d0<£9&mfttr^0 9*>T\ 

SP £&*# U T IN £ Iff ̂  ©inJC^BSfr tf" <h d £ $ £0 04$t 

t^u-a^ mm® 
*7°vz t 

tf"C££0 iff>-<J3^•?>inft©i/Lj^fp'n'WTin"^{^itxF if"•2>$ltHbfc£% H<S®H© 

LPS 011 trCJltC^f y. ^L< (JUMH LPS 0 

[0057] $!)PU£\ £aft0tr#£ LTW:, Fab, F (a b' ) 2S F vs X&£ II 

RX?mM.(DF yt)--^MHfe^J&tcisy<f)U?^'( yF v (s c 

Fv) , diabody (diabodies), irCftlSrK' 

J:yIf?.ot$§o F (ab' 

) 2££5n&#TT*&SOfcftft<D^^i$©Hffi0l^ttT&£F a b^ £ 

iaft 0 WT K" (C # ̂  tl -2) o 

[0058] £ if B£0#[ft&/>& < £ t 2ffi|l0S^^^Jl(CM LT^St4^ 

£#^14trCtis*C£> o T t <fc IN0 jj§*j* £ 0 <fc 9 tt 2 ffi§l0#C]Fs(C 
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Inn" tCDT'fe'2) if (IP*>. — (bispecific a 

nt i body) ) „ (003. 

3mm) <D&iMlCttLrftmfe&tiT&}n;#&&$TZt,<DV$>Z0 

[0059] s&w&s 
(flUtf. F (ab' ) 2-fi^SttKft) TtcfclNo 

ffilS©^ft©filI«hgfI (HLM) ^fp-n ̂ -yrT^MI"£ d <h t £ U 

£P-^U#Ctt£ji£-r£/W 7"'J K-^£S4ll^1±T, ~fi# 

Mi I Istein et al. , Nature (1983) 305, p 

. 5 3 7 -5 3 9) o 

[0060] if0^©Kft(i—ifU/Cft (s c F vttlBitS) "etcfclNo —iflJ/C 

u K© U --eg 
In t" •?> tl <h (C i: y t# ip tl'i) (PI uckthun, The Pharmac 

ology of Monoclonal Antibodies, 113 

(Rosenbe rg JkZfM oore$!% Springer Verlag 

, New York, p. 269 — 315 (1 9 94) , Nature B 

iotechnology(2 00 5), 23, p. 1126—1136) 

o %tcs 2-D(DS C F K'J 

i s c F 

[0061] — (CdSl/NTJU^PT'fe'i) ($!JxJi\ 7^: 

S^fM, 9 4 6, 7 7 8§, *@^815, 2 6 0, 2 0 3§, 

1^5, 09 1, 5 1 3§, «^i5, 4 5 5, 0 3 0§f^) 0 

c©s c F v h£ 

ft e> <fc 9 ft U > £ if £ L < M U ^ 7°^ K U 

tl^ (Huston, J. S. et al. , Proc. Natl. Aca 

d. Sci. U. S. A. (1988), 85, p. 5 8 7 9-5 8 8 3) 

o s c Fviz&ttm-fDfomzm&y, 
Tfc<fc<, ^©triftKa&UTfc <U\ K 
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>J y t) - £ LT 0J 1 2 ~ 1 9 m&fr ffilt0-iflK7°^ Ktf 

l/N <Q tl&o 

[0062] scFv^3-h'tSDNAIi% tu§BJ/Cft0fifIX&fifI^^I±i£ =l-

KtSDNA, KtSDN A©9^ 

£>013^00 9 ̂ ©^SPXttpjfM©7$ KfS D N A93#£ii 

[0063] t/c, -IscFv^3-KnDNAA^H$n5t "Ztlb^MT 
zmi*<7*-. Rmmm^w-iz^vzntcm^zigmz®. 

Ztcs Jt(Dfe±%m^&Z£lZj:Vs ^ICtfcoTs 
cFv^cm'^o Ztlbvmtmfrtes folB^^C Ltlfif 
£®tf#Uf3E£-t±\ 

[0064] ifBE0}/Lft&, #M^b t 
<tl/No #m'fbt~'I> if/Eft LTtis 1 W*k(DjsKWXfc> -o X fc, 111—0^^0^ 
i0xt:° h-§M0Kft^ T t <fci\, ircft£#fi<bt"£^ 

I g G C H 3 K* -f > £ 2 ^0 s c F v £ (D^s X h l> 7° 

K7^^>«h0l^ y<7X — $ — y - ^ <P X"E?-7 (DUX^^: 

mf£Z£tfXl*2> o 
[0065] if 7$ Jmmi?mteZ>W.mm%(D#i\- P s 0 11J/Cft 

05I£-$I"C£>£, tf'J tf'J^P-^UirCft 
0-^y.h LTtis cD R^'a&£mmu.00*mfzz.£t<x 

<?n-1-)i#il*£ LT(i, 

02004/061 104#BS) 0 

[0066] if ±IB0Kft0filIM/X«II«hJ;b$x LT 8 0 %7bM 
9 9 %^ 0^-ft^tt ^ T t i ±IB0fill7$ Jm<mJk 



WO 2015/046505 37 PCT/JP2014/075866 

jsgtoictt8 o%u±(Dmm^fcy, »t L < 9 o%u±(Dmm^fcy 
. <£ y if t L < &9 5 %j^±©4iitH4-es>y. fttif t L < &9 9%£Lt© 

t/c, yifiB^ytc 1 75^M©7 

Z£lZ£^T&s ±§E © & ̂ ft £ II # © & ^ t" £ #Cft £514RTZZ 

t&Riffi-eft&o s$u %£x.v(/x.izmQ$ti&T$smm&mis 
1 0 7$y mm&U~FV$> y. if t L < 5 75^ 6 7$ JIf^SiilT 

-e^y. i;yift L<(i2 75^3 7$yif^s^T-efey. utiftLOi 
1 7$yiiS"e&50 

[0067] *>* 
•& d. <h #^P <Q tiX J? y (Journal of Chrom 

atography A, 705:129—134 (1995) )% t/c, 

ini;<figt*)\S#**S)\,3$&<Dyu*>x 'JV><D2T$Su 
, %fjtclZt))ltf*i/)lMMlZ.{\LmtZ>7°n 'J FfcZtlZZttf 
^P >otlTlx& (Analytical Biochemistry, 360 

: 75-83 (2007) )Q LfrU 

. m*(Dfcm^mRx?JL7 $ -mm -jv-y\m 
&£) if0^C&^§£Mfr£Stt/cJ/Cftt 

#ttU 1 X(i2o(Z)7$ 

£fts KMb£tl/c^§£;K£ft (^A.ti\ £^#^>^^{£©7° 

• U KMb^tl/cfiil) II U trCH^ 

I 7 i £ * -J&fgjbWc tlX IN £ RS y. if 0£ «£j/[ft©fiit© 

J U <JV4r x> J U ̂  iffi (D iK £ ft & ± IB (D ffl II IC PS £ £ tl ft I'N 0 i f 0.E (C # £ }/[ ft 

£fij5£f £ 2i©figttt, 

sfi^roiN-fnAN—iSTfeoTt^iN u 
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T IN £ *§£• ££ CI £ -C £ £ o 

[0068] —MmoiJ7 $ J Blast algorithm 

version 2 . 2. 2 (Altschul, Stephen F. 

, Thomas L. Madden, Alejandro A. Schaff 

er, Jinghui Zhang, Zheng Zhang, We 

bb Mi I ler, and David J. Lipman (1997 

), TGapped BLAST and PS I — BLAST: a ne 

w generation of protein database s 

earch programs], Nucleic Acids Res. 

2 5 : 3 3 8 9-34 0 2) (D?7 * Jl £ d t IZ <fc 

•PTd. <h 5?)o Blast a I g o r i t h m(t I'V^-

ht'www, ncbi. nlm. nih. g o v/b I a s t 

7>tZZ.£lZ&?Z*>&mt2>Z.£tfZl*2>0 ±§E©B last a 

I gor i t h m (C -z> T I dent i ty (X(£ Ident i t ies) 

JkZf P o s i t i v i t y (X(£ Pos i t i v i t i es) ©2 ffllSCDA 

—\iy?-V(Dmn\n^nz>0 J 

^S^-StUTlN^Jf^© Identity (^-ft) 0{il£*#oT*l|tH£ 

[0069] mtvmmt^z, #u JL?u>yu =i(PEG) momt 
L fcirCttS:l&m o 

[0070] hWl 

TlN^t© (Immunoconj ugate) T' & lNo d. CD <£ 9 & if/Eft 

co$y<h LT(is tLTIN 
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%} Z <h (Nature Biotechnology ( 

2005) 23, p. 1 1 3 7 -1 1 4 6) o 

[0071] mbtitcfom&s m-izsummt&z 

7A^P7h^77<-> 7 -f )\z*P — /jEl/iL PS^MjEl/iL JS^/TS IMlMffl 

#'J 7^7 IUU7$ 

liMt" •£> d. <h^T'$''2) (Strategies fo 

r Protein Purification and Charact 

erization:A Laboratory Course Manu 

al, Daniel R. Marshak et a I . e d s, , Col 

d Spring Harbor Laboratory Press (1 

996) ; An t i bod i es : A Laboratory Manua 

I.Ed Harlow and David Lane, Cold Sp 

ring Harbor Laboratory (1 9 8 8) ) Ztl<b 

[0072] <9 V/?=?~7 4 —ii L"Ois 77-f-T'f-^P7h^77'f- -f t 

h^77 < —, h^77 < —, h 

^77^- ^||^P7h^77^- PX' h^77 < 

[0073] ZtlbOV P "7 h^77 -f — (is HPLC^FPLCfOM^PVh^ 

[0074] 77 -f -7^ —<P P"7 h^77 4LT(i. 7°P7M> 

A^^A, 7p ̂  V G * 7 A £ CI £ "C S £0 

[0075] m^Pf'f>Ajb7A?:ffl^7Ai:LT, Hyper D, PO 

ROS, Sepharose F. F. (7 j7 JUVS/7) Z1 <h ^ 

•e^^o 
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4. JTCLPS 01 1 

JijZECD r 3 . J/E L P S 0 1 1 irbftCDMjaJ 

n^trCLPS 0 1 ItrCtistt, ^7°7->^ffl U 7°7 -

% Opsonophagocyt ic ki I I ing (OPK) ) JkTf-/ 

(Complement dependent k 

i I I ing (CDK) ) ̂ tZtifbs li^LT, 

[0077] SL PS 011 

JMJgfclfe. HEli^ 
&s mmm&s im. umm. MR staii^ fl&mj&ifeg 
. mm&s jnw&. mmmms mm&s mmms mmms 

mu^Ms t>T-T)\s&$kfcs srp^jisflisi. m%(»-
KM$ks ussj&ife^ yyjm&s yyjm&s #iSi&. m 
ffi&s Bmms 

T'Mm^m&s ^L<I® 
Xh^bifs ztib^zu^ti 

ftl^o 

[0078] ±=E (DWMt LT0KLPS 0 11 fc&CDmt LT, # 1 G 

# 4 C 1 3 T3 . tfCL P S 0 11 

Mb&tt£#tf£d£tf-C££0 t-tcs 

# 1 G5KftM/X(i#4C 1 3 

t: MbirCft&tf fc: LTfJffl RTti"C£>£o fe^trCL P S 

0 1 1 trCtttf, # 1 G 4 C 1 3 K into £ |f| i; I kf S-

7°£^d<h&, LPS 0 1 1 mm<DftM<DmmzttLTZtlb<Dtiifatf 
^®(C|p-n f'Sd <h (Ci; o TSIIU'T:'?'•So ~£tcs fe^J/EL 

PS 0 11 irCtttf, LPS 011 1 G5^M 
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[0079] In v i t rotC^LPS 0 1 1 trCftlC <fc •SjjtliStt&s 

illATCC 2 9 2 6 

ATCC 2926otiist^^o 

1 1 mo-'DZfoV, ATCC^yiXtfL/co P 

.V. Liu IC <fc^T A TCClC^fE^ftfc =&©•?£>£ (J . I n f e c 

t. Di s. , 128:506 — 513 (1973) )Q Z Inst 

itute Pasteu rii^C I P 1 0 2 9 6 7 ,h LT, 

he National Institute of Public He 

althfr^CNCTC 5 9 9 7 t LT fc AttffiVftZo 

[0080] In v i v oXO^Mm^nm LfcKL PS 011 

B$Ms ±M$Ms ili^fXcSLPS 0 1 1 trCteS: 
HMF*3&-£u ztxm 
mtZZttfXZZ o 

[0081] Z(D£o (C \sX%btltcfo\- P S 0 1 1 irCfttt, IM^<h LT, JftlClM 

J&lfe. Sfiiks &JM, Sillies iHt 

, fo&^l&ZQ t£^Q%m.¥$\BmOtclsb(D$KWt 

[0082] *Wm$K L PS 0 11 trctett, ill© LPS ̂ tW^t Z>m*X fo-o 

X, 0 1 1 01, 02, 03, 04, 05, 06, 07, 0 

8, 09, 010, 013, 014, 015, 016, 017, 018, 0 

1 9, 0 2 0in;J^, ^t/OJ/bJJI^l^Cip-n L&l\o 

[0083] *fgB£0tn;L PS 0 11 trCtett, 0 1 1 

1" t^io^Wif^X $ 8 5 °M±Xfo y, $f £ L < 9 0 % 

£i±, <fc y ifs L < &9 5%^i±, gfcif3i u < & i oo%-efe^o 
[0084] t/c, *fgB£0tn;L PS 0 11 ATCC 29260 
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mLJilTT?S>y, i?£L<&4. 1 n g/m LfelTOy, U if t U < 

1. 4 n g/m Ll^lT"£•£>•!>0 

[0085] trCLPS O 1 1 UTli, 

Rfi(CM L T £> £ te'>& < <h t^ CDffe©£ 

S/c—"^CD$ll<h LTs JrCLPS 0 1 1^ 

trCL P s 

0 1 1 LT$^T$3{ij3CD^J^>£i^!J<h Lt(t 

% t7xA^ 2JJI/A/**.A^ JrJny$k, 7^sisfi 

£ <h A< •"C $ £ tf £ ft e> tc R| £ 3 ft ft ^ o 

[0086] ^"v'J Visile LT(i, £X^>'JX 

A, ^JUS/'JX if 

[0087] iz7xA!Sli^Lt(t -fe7 **=£*> A, izy?V^UAs t7h'J 

7^rVX -tz7£^A, "tz 7 x tl°A% -fe 7 tf 7"7°^ Z> Z. £ tfT? 

if£ U< (i-fe7^vy'At/c(i-tr7x tTA-efe^o 

[0088] LTtis A-'^A, ^P^?A, 

K "J £ Ztifx^s if £ L < tiy P^^At/cli K 'J ^*A 

-c&£0 

[0089] tyA^^A^Sli^LTtt, 7XhUttAs 

Zttf-e^s fttLK&TXt'l/tTA-e&Zo 

[0090] P V^trCMH^: LT&* :> 7°P 7 P ̂ +f t'X 1/<K7 P =£-?*> X * 

7P^rHt:>X f + i/7P+t», ^f7P^P^^>X 

ift L < (ii>T>P7P^Hti>>t/c(ib#7Pdrtl-

y>tS)§o 

[0091] 7$ ;w,mw&#imMt UT&, >fy$^4*/y, h77?<^», 7$ 
a^x iftu<&:>>& 
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[0092] TH'j $bxa. #u $=i u ^ 

[0093] -7 <7 nyj FMtriMMt UT&* I'J^P^-fS/X 
, 7 £££#-?$, UJU(i7i/'7P7'fi/ve 

^•2>0 

[0094] J: oT 

, 2, 3 &£Wi^ftJ£Ui©ffe©^#J£&-£-r£ ££=&-?££ U 

cmM(D ̂  
-e$^0 Mi^^KLPs 01 Mn,m*m\:m:#\<D*izMXT2>z£ 
iz^^xmmz&^-t&ztlbz^&o £tcs trCLPS 01 1 mtti&CD 

MMtfcLPS 0 1 1 t 
^omm^^btcmzmL PS 011 mfa5uzmtt.fa<Dmm 

nfc-smh^m%L P S 

utcmz^mhmn^^- uxt3*1 
^trCL PS 0 11 

By*©£>5Wiifisy 

[0095] irCLPS 0 1 1^ ftZMZt®? \*lZtt 

In "n i± •?> d <^i tC ct kJ x M. C. Garnet TTargeted dru 

g conjugates: principles and progr 

essj, Advanced Drug Del ivery Review 

s, (2001)53, } i}-2} Qim(Dm^w.nm%-£wikm£Ltz> 
Z.£1$Z^Z>o trCWft=?<D\&h\ LPS 0 1 1 #01 CD ISIS 

UTiN^^Psy, 

t>\ GO*.#, Fab, F (ab' ) 2S F vf©7 7^> h^Jt btf 
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if fflfcfc&WO =7 V * y 
tSchifi^^oSLPS 0 11 ̂ WXltmKW(D 77^>ht Jgfclfe 

M. C. Garnet TTargeted dr 

ug conjugates:principles and progr 

essj, Advanced Drug Del ivery Review 

s, (2001) 53, 1 7 1—21 6% G. T. Hermanson T 

Bioconjugate Techniques] Academic P 

ress, California (199 6), Putnam and 

J. Kopecek TPolymer Conjugates with 

Anticancer Activity] Advances in P 

olymer Science (1995) 122, 55—123 

o trCLPS 0 1 1 

'J 3^7°? 9— 

Z t tfX 

mmmomt U^V-A^J^^M^^mi^zttfx 
jgfclfefiE 

mu*°v-Atmttufcist, R 
Xfs (»fil 0 0 075^1 O^MJttfMb^t) 
) izik¥$]izm%:foz>^&t 'J 3'S<70? Fg(D7>'<—y—&ft'fct*1±XffiS 
ztis mykm&mftTizfottm^Lfcm^s &mtLxmf&zttfx$ 
So mt mmy^<f^y\-) 
3^-? ̂ ©11*$) IS ft ^ ©$•"• (is G. T. Hermanson TBiocon 

jugate Techniques] Academic Press, 

Cal ifornia (199 6), Putnam and J. Kop 

ecekrPolymer Conjugates with Antic 

ancer Activity] Advances in Polymer 

Science (1995) 122, 55-123 ICsEii©^#© 

^ m^m %\ ©^ iz j; y mmt & z t ttx $ & 0 © u # v - A 
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D. D. Lasic FL i posomes : F rom Phy 

sics to Appl icationsj, Elsevier Sci 

ence Publishers B. V. , Amsterdam (19 

9 3) 

D.Putnam and J 

Kopecek FPo I yme r Conjugates with An 

ticancer Activity] Advances in Poly 

mer Science (1995) 122, 55—123 IE (He CD ££11 CD 

mfe-f Kft 
h) (xi^7 7^>h) tfofc-smz. ±IE 

[0096] p s oiitrc^^n^ 
±i^£ft£^im lift. pr;^b^y. ?ub$y. immRtf/xtemm* 

[0097] femjkxf/juttmzmifotemott.L p s 011 mtty&m 
Rxf/^&^mzmw<zm.(D'}>tz<tib-'D(D mmmsmm t m^±t^ # $ 
nzmRMs lift. Ri^b^y. ?ub^y. 

[0098] ^wmwmm^iz&^T^n^n&mmzm^&^nt L 

©=&©#$?£ IA\, 

[0099] PH, mmj±s mm&s fe. M 
&W(Ms m^^TLtcVs teftbtcvtz 

tc/sbomMmo^m^^z ^>0 LT 
Ztlb tC^y RB £ ftft IN : VlJ is X T =? — X <f)l 

*sx ZXA^X T)\s*-yy*&Vi'ym<DT5.JW&. ircM&k T 
7s =1 )v \zym. mki- K IJ v K U ^u 
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s 7 7—, K 'J 7 A, 

(T r i s-Hc I) 

% JfL/Vy/ryHSI (EDTA) i)7iO. # U 

^->/Ut°P U /3 P^drX h U >^P tl KP^>7°P t?JU- /S -*> 

^p^dpx h u yWvmikftk ^UP-X, h u yW 
(omm%L -mmo^o#fe$y. mm ?L 
4m>Ptf 'J ^-)\y t°P 'J v>^©^7_K*° >J -7-s K\ ±k 

JFM^K^X ^VX7JI/3ZH?A% £,t». +r'j?j\sMs ?^nv 

-)US 7 7°p ^PU 

vjis^ymxirmm&mmmmftL yj-tux 7°p eu> 
• yj P-JUXMUP-;U^©)^ -7>- K-JUX&VJU 

tT h-JU^OltZJUP-Jk VJ^^ViXrJk 

2 O^'J VJW<- h 8 0^©^u VJU^- K h'J hV (t r i ton) 

„ hP^-^5 V (t romethami ne) % U^^VXtiPUTv^P — 

iHro^liJtt^y, 7sOu-7s^v^\k1~ K 

U ^A, J^b;b U 7A^>" h-JU • VJUkT S-JU#©3$M£ii&&k $&S£ 

si. Eff^y. ^t//x(i^±©iiii]^yo z.nb(DW$mmm(D*mmte 
, JrCLPS 0 1 1 LTO. 0 1 ~ 1 0 0JftlC 0. 1~ 

1 0M-r5©^tLl\ 

[0100] ll2iMj$^©E^J^£ft&&ft"C:&iIlft"C:&<J:i\, JS^&EJF^y^ll 

7.K (C (£ p H 7 . 0-8. 5©Tr 

1 SA'^77-, pH4. 0 — 5. 5 7 T7 — s pH3. 0 — 6. 

2 (Dt jLyW<v 7 7 — <h^-e$&0 t/c, 7 7 — (c 
v;utrK- zt&vzzo *&BJI(Dmrnrnm^iz 
LPS 011 SLPS 011 mtRx^p 
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&< ztt<x^s 

fo&mmwt bxmm-ztizo SLPS 011 
VIZ, SL PS 0 11 $KWRX?'Ptj:< 

(ix^p-7.0^:9^3®^ &®ff^y ̂  ̂  ̂  tc is^tipp tLx ^ 

tlZZttX^Zo 
[0101] if mowm&$Mm^n&5-mzmwktz>ztibx^z> L, rnniz^ 

%>mmmmizmmtz>ztt,x$&0 mmmmRzfmmz&ttmz 
KLPS 

0 1 1 PS 011 SP*>. LPS 011 

(Kdfg) (c^u (KdiiiM^) s 

InHtcS^Vtif B^roisHMjMoAicttf £}x-^m£:>££t" £ z: «h fe 
bKMtrCLPS 0 1 1 MCftUT&^-t&lfBC 

(£, $j0. 1 ~ 1 00mg/kg^1~1 8O0f|l:1 J; l\ 

[0102] *m±®wm&immm£Lx\z, mmL 
z t #-? $ s»0 

[0103] ^iftMro^^s^saj-rsLpstm&tzztfrb 
, &iJla!§lfe^©§#tr£y<h 

[0104] if LTIi^yt"'?)(C(i% L 

ramomzxzn^mzzttfx$50 Smn,w^hsmm 
ig^CPBS (£il 

ymmmm rnxmRLtdk, 0. 1 
bXtoTL&o X(i^x>>^X#(cif B£©£tft£P#*£l±/ct(Z)t 

IC^IR Us Itffll^o CI ©£§•"(D^? v ̂  

XhLTlt tf'j tr-ju K;ux> 

[0105] ifB^C^tU^ 
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Ms )Ms Ms tftN-SrSSIXU & 

t Z> Z. £ (Ci; y £c 

[0106] ifBJjUC<fcfttf, &iMa©#££*£!±!l~£/c<!s/)(Z)dr>y h-eS)^T, ifBJj] 

[0107] if BE(Z)}/Lft&, ^Ig^L/ct(Z)"eS)^T:fc <fcl\, dCD^Hhlffl =^F-^ MiirCJl 

[0108] ufe^oTifB^ro^ai^y M*. mMiCcfcy, &ji&tej5j&£^;(ife-r£ 
fcg>©ffi*©ti2i£* ^uifE L i s ffetsii* M 
ffites JkXfi/5Umm^*-ZblZ^teZ£tf-e%Zo 
mmm 

[0109] uTs ifB^^^wytc^y xmrnzztibizmfc 
^nz>ib(DT:-tetei\ &fc\ Tm^M{mz&^Tmfc^m/tizmtz>&m/t 

y s r^EUdpzL^ — ̂ P — — yf (Mo I ecu I a r 

Cloning)] (Sambrook, J. , Fritsch, E. F 

. ^.t/M aniatis, T. H, Cold Spring Harbor 

Laboratory Press<tyi 9 8 9^lCf fU) (ClEitfcCDJj/i 

lc<fcy?T9jb\ 5U£s 

IZittiTl&m L/Co 
[0110] [mfetfiJ 1 ] trCL P S 0 1 1 mt(D7sO *)- = ># 
[0111] 1 ) - 1 

Muel ler Hinton Agar (MH A, Becton, Di 

ckinson and Company) "CiaS L /cliMs ATCC 2 

9 2 6 0mClSU ICR7^7 &*-J\,Xl)/<~) (OBSflBcl 

0-1 1 aa$(c50^L/co stit&^6am«TU>Atfi£mxu 
tJI/^ h l/-t~ (Becton, Dickinson and Comp 

any) hZfiM Ls RPMI1640 (Invitrogen 
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) -efc&Ltc&s izJWOti- (Cjmt-8 
o°c-e{£#L/c0 

[0112] 1) -2 ^ J 

W02009/09 1 048, W0201 1/027808, W0201 

2/1 3 3 5 7 2, BMC Biotechnology, 11, 39 (2 

0 11), RXf BMC Biotechnology, 11, 75 (201 

[0113] D -2-1 

5%BSA/2mM ED 

T A / P B S "CH/D L, al lophycocyanin ^CD 

1 3 8 I/Eft (Becton, Dickinson and Company 

) »JPLT4°C-ei 5 ^PEIH y^rn.s<— h L/c0 RPMI 1 64 

0 L, ER-Tracker Blue-White DPX 

(I nvi t rogen) L, ^^"RCT 5 

PBS (CH/ljj L, FACS Aria (Becton, Dickinson 

and Company) (DizJlV— $— %m^T 1 

IrZfiH L/c0 

[0114] 1 ) - 2 - 2 c D N A-n J5& 

=Jd T 2 5^I^L/C^ 

(Dynabeads mRNA DIRECT Kit, Inv 

1 t rogen) (D\-o (50mM Tris — HCI (pH 

7. 5), 250mM L i C I, 5mM EDTA (pH8) , 0. 5% 

L i (LiDS), 2. 5mM dithiothreito 

I (DTT) ) mRNA^^tr-XtC^^H-feo 

-X£ m R N A&j# A ( 1 0 m M Tris-HCI (pH7. 5), 

0. 1 5 M LiCI, 1 m M EDTA, 0. 1% LiDS, 0. 1% 

T r i tonX— 100) <hcDN (50mM Tris-H 

CI ( p H 8. 3), 7 5 m M KCI, 3mM MgC I 2, 5mM DT 
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Ts 0. 5 m M dNTP, 0. 2% TritonX-100, 48un 

it RNase inhibitor (I nv i t rogen) ) 

480unit Supe rSc r i pt I I I Rev 

erse T ranscri ptase (I nvi t rogen) Xtc 

cDNAMffl»cDNAM^9fco i^T3' T-VXffclfc® 

ift (50mM 'J ymtl >J0 As 4 m M M g C I 2, 0. 5mM dGTP 

„ 0. 2% TritonX — 1 0 0 % 48unit RNase inh 

ibitor (I nvi t rogen)) Lfc%£s 4 8 0 u n i t 

Terminal Transferase, recombinant ( 

Roche) 3' ? — 'J > tc0 

[0115] D -2-3 

I^tf-X^TEM (1 OmM Tris-HCI (pH7. 5), 1 

mM EDTA, 0. 1% Tri tonX-100) lZT)9b)$'&s 5' -

RACE PC (D 

m%£-xtkPCR&fowsi (o. 2MM 7°^K 
V—, 0. 2 m M d N T P% 0. 1 un i t PrimeSTAR HS 

D N A Po I yme rase (TAKARA) ) 9 4 °C 3 0 # 

— 6 8 °C 9 0#©J5J^£3 5-tt-t (1st PCR) 0 )XlZ 1 s 

t PC1 o^itfKu ztizmmz 1 s t pcR^i^im 

Id Lfc (2nd PCR) o try 

1 st PCR^7-f7-iz'vh 

5' —cggtaccgcgggcccgggatccccccccccc 

ccdn-3' (A P 3 d C — S) (IB?U#^8 9) 

5' —accytgcatttgaactccttgcc — 3' (mlgy 

R T 1 1 1 1 1 - A S) (IB^y#^ 9 0) 

5' — actgccatcaatct tccact tgaca — 3' (ml 

g/c 1st 5 8 9 — A S) (IB^U#^ 9 1 ) 
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2nd PC try h (fill) 

5' —ct tcgaat tctgcagtcgacggtaccgcggg 

cccggga — 3' (MCS-AP3-S) (IB^S^9 2) 

5' —ctggacagggatccagagttcca — 3' (mlgy 

3rd 656T-AS) (IB^U#^ 9 3 ) 

2nd PC R7°TK^ —try h (Hit) 

5' —ct tcgaat tctgcagtcgacggtaccgcggg 

cccggga — 3' (MCS-AP3-S) (IB^S^9 2) 

5' —actgaggcacctccagatgttaact—3' (ml 

g K 3 r d 525-AS) (IB^U#^ 9 4 ) 

[0116] 1 ) — 2 — 4 "7-7 7. I g G 2 afo&mtt h I g G 1 

N N A|ff 

"7-7 7. I g G 2 h I g G 1 N 

1 - 3 (C^1-7°^7.$ K p J 0 N ml gG2a, pJON ml 

gG2a — hlgG1% pJON mlg/c MM IZ CD X ̂  "7 — 

izv Yr'PCRZmMLZimsLs Dpnl (Roche) ilUtffco 

PCRttO. 4ng/m I p J 0 N > 7° U - h iZ 0 . 2mM d N T 

P, 0. 2 yu,M 7°TK^-. 2 0 u n i t PrimeSTAR HS 

D N A Polymerase 9 4 °C 4 0 #- 6 5 °C 4 0 #-

7 2°C3 0#©£]&£ 2 5V-f OM'j-otco 

pJON m I gG2a&<£'Oi:pJC)N m I g G 2 a — h I g G 1 

-f "7 — iz v h 

5' —gcctggtcaagggctatttccctgag — 3' (m 

I g G joint PCR-S) (IB^U#^ 9 5 ) 

5' —gggggggggggggggggatcccgg — 3' (po I 

y G - A S) (IB^U#^ 9 6 ) 
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pJON m I g h 

5' —ctgtatccatcttcccaccatccagt—3' (m 

I g K joint PCR-S) 9 7 ) 

5' —gggggggggggggggggatcccgg — 3' (pol 

y G - A S) 9 6 ) 

1) -2-5 

2nd PCR [[Terminal Transferase, r 

ecomb i nant (Roche) £:1 6 u n i t 3 7 °C(CT 3 0 

#j5j&£-t±\ tarn 94X)izr 

-?<yx I g G 2 afozimt: h I g G 1 N A 
IffR, 0. 2 yu, M 0. 2 m M dNTP^jQpu 0. 1un 

it PrimeSTAR HS DNA Po I yme rase^Sl^t 

9 4°C3 0#— 7 0°C4ft(D%lti$:5V-'f <?9 4°C3 0#-

6 0 °C 3 0#- 7 2 °C 1 #©J5J&£ 3 0 +M Z. t V? 0 XSmfoZ 

wat: h^iufco mmiz. 
N A Iff jn 

£iD*.Tj5j&£fri\ h^iufco m^tc7° 
=?<< "7—ttTiBroiiyo 

3l$nffl70;7'f 7" — -tzy h 

5' —agagaaaccgtctatcagggcgatggc — 3' ( 

miniCMV f 1 -S) (IB^U#^ 9 8) 

5' —agagaccct t tgacgt tggagtccacg — 3' ( 

miniCMV f 1 - A S) (IB^U#^ 9 9 ) 

1 ) — 2 — 6 irbftm'fs? (D% II 

h^rP< =?MM. 

I£^-— V h^Lipofectamine2000 (I nvi 
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t rogen) H E K 2 9 3 T»Cl£?iAU 3 7 °C, 5% 

c o2TZ4nmimtz>ztz$jimm±m*mtc0 
[0117] 1) -3 

1 ) - 3 - 1 

Mouse I gG2 a ELISA Quantitation Se 

t (Bethyl Laboratories) J/cliHuman I g G 

ELISA Quantitation Set (Bethyl Lab 

oratories) £ffl^T)iy£L/c0 -n TJllzm UT 

fr^/co Affinity purified Goat an 

t i — Mouse I gG2 a Coating Ant i bod y 

Affinity purified Goat ant i —Human 

I gG-Fc Coating An t i body^O. 05MCa rbo 

nate — Bicarbonate (p H 9. 6 ) "C 1 0 1 Us 10 

Oju, I ^we I I LT^St 1 L/c0 1 5 0 yu, I CD 0 . 0 

5%Tween20 jf^JP Tris buffered sal ine (TB 

S ; Tween20iiTBSIiTBST) T? 3 U 2 0 0 At I CD 1 

%BSA/TBS^we I HC^JPLTO. 5 - 2 V L/c0 

I;T 1 %BSA 
/TBST 1 00/i I ^we I I (C^iP Ls ISt 1 

•ttfeo TBST-(?30MU 5 0000MlKLfcHRP Con jug 

ated Goat ant i —Mouse I gG2 a Detect i 

on Ant i bodyj£/c(i1 00000 in LfcH R P Conju 

gated Goat ant i —Human I gG-Fc Detec 

t ion Ant i body^100/il /w e I I ;|sJP Ls 1 

"t±/c0 T B S T U 3 L, SuperSignal ELISA Pi 

co Chemi luminescent Substrate (Ther 

mo Fisher Scientific K. K. ) Ls ^JPDt 

R VO 14207^7^^^- (Pe rk i n E 
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I me r) Tl^L/co )j§Jt£ 

L/co 

[0118] 1) -3-2 

t^>7 7-(hLTO. 1%ge I at i n/1%FBS/Hank 

's balanced salt solution (^" 7°V — yt^v 7 

7-) ^:IiML/co i7i^^-»atHL60^0. 8 % N, N-D 

imethyl formamide L tc 1 0 % F B S R P M I 1 

640 (I nvi t rogen) 1?5 tfcli6Bf|lgSU $?*3MH$MbH 

L 6 0 ^^707->/<>> 7 $ — ha«h LTMH A Tip 

m Lfcila ATCC 2 9 2 6 0 7°7 ->/<>> 7 7-t'iii LTliM 

L/co 1TB a b y Rabbit Serum(Cederlan 

e) ^^m^xmmLxmmLtco (iiM2xi o4ce i i s 

/mi) 4ict?3o^riiiL 

tcm. L 6 0 (ftit}lS4 X 1 0 6 c e I Is/ml 

) tmw (n«jti o%) »JQU 3 7°c, 5%co2Txm^tnzmn 
1 0t^ip#L/co iSitl ^Ht>7°;u^MHA(Cli^u SBtczi 

P--i^^7VhLfc0 KP->/U«hJ;b$xLT, 5 0%±^ 

JH£^ L/cHt> 7°JUVtmfeLtco 

[0119] 1) -3-3 CDR|B?U(Z))££ 

1) - 2 - 3 o7>Ms xu-ht 

LTTIE^-^>X70^-r^--e^-^>X^5ilHL/c0 

A ppl ied Biosystems 3730x1 

DNA Analyzer (Life technologies)^:^ 

UNT^ISte Ltc o t# 'Q t <h(C Andrew C. R. Marti 

n f)©A b y s i sj-^-T, (h t t p ://www. b i o i nf. 

org. uk/abs/#cdrid) lZlt£-z> T, C D R|B^lJ£:>££ L/c0 

is-try*7°^^- (fillffl) 

5' —acaccgctggacagggatccagag — 3' (mlg 
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G sequence) (IB^U#^ 100) 

(Hflffl) 

5' — gtagaagt tgt tcaagaagcacac — 3' (mlg 

K sequence) (IB^U#^ 10 1) 

[0120] 1) -3-4 ^ J 

^m^m±mV-yy°)^No. 7 6, #1G5, #4C 1 2£H,|±lL/co N 

o. 7 6 (i p J 0 N m I gG2a<hpJON ml gjc^ #1 G5^# 

4C1 2[Jp JON ml gG2a-h I gGUpJON mlgsH 

^u^ucDmrntmrn^^mtcD 
R <D I7 $ J ItlB^^IB^S^ 4 — 2 7 (C^j\ L tc0 IB^Lll^OIB^LlS"^" 2. 0 IZTJ\ 

£tl£#4C1 2 7 5 ?Uis 

r#4C13j (h-pp-^g L/c0 t/c, #4C12©filI 

t#1G50ii^||^tetifct,0?: T#4C13Kj L/c0 #4 

C 1 3 K (i 1 ) -2-5^1^?tlfc#4C 12®t 

fiizL->> 1 G5(D^0 7smm.fe^m%=L-v 1) -2-

6©^JC^oT, HEK2 9 3 TtfI^tfc0 #1G5^#4C13K 

(iProte i nG (GE Heal thcare) TUtli U r 

c # 1 G 5 Mj „ rc#4C1 3 KMj <hl^g L/c0 1 ) -3-

1 0^-eWtli L/co 

[0121] [HMJ2] b S^^^-fbtrCL PS 0 1 1»J:tfMe i j i 1 64 

0, Mei j i 16 5 6, HMgG1^-f7°1B01 1 (1B01 1 h 

I gGI) , 7^X1 gG2a^-f^No. 76 (No. 76 ml gG2 

a) mm 
[0122] 2) -1 MbJ/tftllflfll^^-pCMA-L KCOmm 

K p c D N A 3. 3-TOPO/LacZ (I NV I TROGEN 

tt) zmmmmxba IMP me i zmikLxm^nzms. 4kb©7 
=?9*yv £. IB^U#^ 2 8 t: t: hHit£ 
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YtZ> D N A|B?U£#frD N A|ff^£ In-Fusion A 

dvantage PCR^P-z>^yh (CLONTECHtt) 

lNt|pp Lt, p c D N A 3 . 3/LK^HLfco 

[0123] p c D N A 3 . 3 / L K t LT, T§E7°^ -f V—fe v h T? P C R £ 

?rl\ ?#£>ftfc$j3. 8 k b®77^> h£'J V^b&-feJU7 s> 

a CM V:/p^ —•£—©T^lC*>^JUSB5!k ^P--> 

^^-pCMA-LK4iilfco 

7° ̂  'f 7 — 1z h 

5' —tataccgtcgacctctagctagagct tggc — 

3' (3 . 3 - F 1 ) (IB^U#^ 10 2) 

5' —gctatggcagggcctgccgccccgacgt tg — 

3' (3 . 3 - R 1 ) 10 3) 

2) -2 MbtrCtt I g G 1 ^Xfiitfll^^-pCMA 

— G 1 CDHtlij 

pCMA-LK^Xb a IWPme I T^b U T 

t: A|ff^<h, 2 9 t: hfill 

Wth I g G 1 yit^rP- KtSDN A SB 

^0^# 3JD N A Iff jn £ In — Fusion Advantage PCR^7 

(CLONTECHtt) CMV^Pf 

^p-->ynt-r k t h I g G 1 fillet 

7&t^b MbirCft I g G 1 * -f 7°fillf £ * - p C M A 

-G 1 £fiHL/c0 

[0124] 2) -3 Hh^TMbJ/CLPS 0 1 1 

2) -3-1 Hh^TMbNo. 7 

^WO 1 ) - 2 - 3 -ef# £ ftfc N o . 7 6 gfl© c D N A 

^?yy°[y— h <h LTs KOD-P I us - (TO YOB Oft) <hT§E©70 

h-egll©pr^i±i^p- K-r* C D NA^OD N Aiff^£ 
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isfli U £*-pCMA-LK£fr| |®|#H 

B s i W I "C^IFf L/cffip/r(C In — Fusion HD PCR^7 p— 

h (CLONTECHtt) 

itNo. 7 6||^^-^iiLfc0 TpC 

MA-LK/No. 7 6 J <hl^g L/c0 t h^y^ftNo. 76g|I©^^ 

KS3^0£S3^©S3?0#^3 OIC^U ~7 $ ^ 1^13^0^:13^0#"^" 3 1 

(<- 7JN L» /t O 

S^^-fbN o. 7 6$Htffl7°7K7--tzy h 

5' —atctccggcgcgtacggcaacat tgtaatga 

cccaatctcccaaatc — 3' ( 7 6 L — F ) (13^0#"^ 1 0 4 

) 

5' —ggagggggcggccacagcccgttttatttcc 

agcttggtcctccc — 3' ( 7 6 L — R) (13^0#"^10 5) 

[0125] 2) -3-2 7 6fiIii/<^^-0ii 

mmm 1) -2-3-et#^ti/cNO. 7 6an©CDNA 

£^>7°U-h<h LT, KOD-P I us - (TO YOB Oft) <hT§E©7° 

7^-7—tzv h-efilI©pI^I±i^P- K"T£ c D NA^D N A|ff^£ 

i^iU MbirCtt I g G 1 ^7°fifIfIl^^-pCMA-

G 1 £*gHB I p I -£•« L/cffip/r£ In-Fusion HD PC 

R/7P-">ydr>>h (CLONTECHtt) & £ <h IZ£ y 

, £S**^bNo. 7 61^^^^-^IiLfco 

TpCMA — G1/No. 7 6 J tfaZLtco Hh^^bN o. 7 

6filM©3? ̂  U^-51 K13 ̂ 0^:13^0 ̂ ©13^0#"^" 3 2 (C^j\ Ls T7 $ ^ 1^13^0^: 

13^0#"^- 3 3 IZTF L/CO 

S^^-fbN o. 7 6figtffl7°7K7--tzy h 

5' —ccagatgggtgctgagccaggtccaactgca 

gcagcctggtgctgag — 3' ( 7 6 H — F ) (13^0#-^1 0 6 

) 
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5' —cttggtggaggctgagctgactgtgagagtg 

gt gcct t ggccccag — 3' ( 7 6 H — R) (IB^U#^ 107) 

[0126] 2) -3-3 

3 4h^^b# 1 G SHII^ZI- KI-^D N 
AE^^t^DN (GENEARTft AlafefMt 

-tTX) o MLfcDN A|ff^£^>7°U- h<h LT, KOD-P I u s -

(TOYOBOtt) <hT§E©7°7K7--tzy htb h^^^'fb# 1 G 5$l|jt 

£=l— Kt£DN A|B?U£#frDN A|ff^£i^iU MbirCtt 

Ullf * - pCMA-LK £*gHX b a I <h P m e I L/c 

®CI n-Fus i on HD PCR^P-z>^>y h (CLONT 

ECHtt) t;s**^b# 1 Gsmmm^ 
<7$-*mmLtco TpCMA — LK/1 G5j <h 

^L/co t; S**^b# 1 G5$llI©7$yitlB?U£IB?Uil©IB?U#^3 

5 L/co 

H S^^-fb# 1 G 5$Htffl7°7K7--tzy h 

5' — ccagcctccggactctagagccacc — 3' (CM 

- i n f - F ) (IB^U#^ 10 8) 

5' —agttagcctcccccgtttaaactc — 3' (CM — 

i n f - R) (IB^U#^ 10 9) 

[0127] 2) -3-4 t: S**^b# 1 G5fiIM^^^-©Ii 

IB?Uil©IB?U#^ 3 6 S**^b# 1 G 5 fill© KIB 

KS^3 6 75^4 4 S^^-fb# 1 G 5 fill 

RT^M£=I- D N AIBJIJ^D N Ai^^MLifc (GEN E A 

RTtt AlllsfM^-bX) o MLfcDN A|ff^£^>7°U- h <h 

LTs KOD-P I us - (TOYOBOtt) TIE© 7°^ -f V—b v KT 

tl S**^b# 1 G 5fiHpT^I±i^=|- KnDNASB5«J?:tt?DNABf 

Mb}/Eft I g G 1 7°filIfH^^^-p CM 

A-G 1 £*gHB I p I -etJJlff L/cffip/HC In-Fusion HD 
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PCR^P-z>^yh (CLONTECHtt) t&ZtlZ 

ctyt S**^b# 1 

$ — TpCMA — G1/1 G5J (h-pp-^g L/c0 H h^TMb# 1 G 5 fill 

(D~F $ -/ 3 7 (C^j\L/co 

t; S**^b# 1 G 5fi|jtffl7°TK7 —try h 

5' —agctcccagatgggtgctgagc — 3' (EG— In 

f-F) (IB?U#^110) 

5' —gggcccttggtggaggctgagc — 3' ( E G 1 — I 

n f - R) (IB^U#^ 111) 

[0128] 2) -3-5 

3 8s**^b#4c 1 3$ni£=i- KI-^D 

N AE^^t^DN A|ff^^^L/c (GENEARTft AHIsfM 

•tf-tTX) o MLfcDN Aff^£^>7°U- h<h LT, KOD-P I us 

- (TOYOBOtt) <hTIE©7°^'f "7 —-fey htb 1^ + ̂ 7^*40 1 3 

HII£=I- KI^DIS! A|B?U£#frDN Aff^i^iU Mb 

^ - pCMA-LK £»gHX b a I <h P m e I 

IfcMCI n-Fus i on HD PCR^P-zV^f h (CLO 

NTECHft) %m^TmAtZ>ZtlZ£V, t h^7Mb#4C 1 3$l|jt 

rPCMA-LK/4C 

1 3J tftZLtco t; S**^b#4C 1 3g|I©7$yitlB^^:IB^^© 

IB^y#^3 9(C^L/c0 

t; h^7Mb#4C 1 3g|Iffl70^-r^--tr>> h 

5' — ccagcctccggactctagagccacc — 3' (CM 

- i n f - F ) (IB^U#^ 10 8) 

5' —agt tagcctcccccgt t taaactc — 3' (CM — 

i n f - R) (IB^U#^ 10 9) 

[0129] 2) -3-6 t h^^b#4C 1 3fillfll^^-©liil 

oiz^tt h^7Mb#4c 1 smmozt ist? K 
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[st? K#^3 675^4 3 7 h^^b#4C 1 3 

fill •-KtSDNA IB^U D N A if ̂  L/c (GEN 

EARTtt AlllsfM^-bX) o 1^£L/cDN Aif^£^>70^-

h <h LTs KOD-P I us - (TOYOBOtt) <hT§ECD7°^'f "7 —iz y 

htt hdr^M4C 1 3fillRl^I±i^=|- VtZ> D N A|B?U£#frD 

N A if n- U ^ ^ RXf t: h ̂ bJ/Cft I 9 G 1 ^ -f 7°fillf £ * -

p C M A - G 1 B I p I -£•« L/cffip/HC I n - F u s i o n 

HD PC R^P-">ydr>> h (CLONTECHtt) 

d^JCcfcy t: h^7ft#4C 1 3filIfIl^^^-^^L/co 

mTp CMA-G 1 / 4C1 3 J t^btco tl S**^b# 

4 C 1 3filI©7$yitlB^^:IB^^©IB^S^4 1 (C^L/c0 

kh^7ib#4C1 3fillffl70^-r^--tr>> h 

5' —agctcccagatgggtgctgagc — 3' (EG— In 

f-F) (IB?U#^110) 

5' —gggcccttggtggaggctgagc — 3' ( E G 1 — I 

n f - R) (IB^U#^ 111) 

2) -3-7 Hh^TMbJ/CLPS 0 1 1 

2) -3-7-1 b S^^^-fbtrCL PS 0 1 1 trCti*©^ 

FreeStyle 293 FlfflJ® (I NV I TROGENft) ^-=L 

-r)\,lZlt£\,\ Wkft, o 

[0130] CD 1 . 2X10 9{®CD FreeStyle 293 FlfflJ® ( I N 

V I T R O G E N £t) ^3 L Fernbach Erlenmeyer 

Flask (CORNIN G*±) IcSMfi U FreeStyle293 e 

xpression medium ( I NV I TROGEN £t) T^IR L 

Tl. 0 X 1 06«/m \ lzmUl;tc(Dt>lZs 3 7 °C, 8%C02-f>drn. 

— $ — F*3 T 9 0 rpm T—t 9 ip# L/c0 Polyethylen 

eimine (Polyscience #24765) 3. 6 mg^Op 

t i-Pro SFM (I NV I TROGEN ft) 20ml U &IC 
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PureLink HiPure P I a sm i d^r'y h (INVITRO 

GENtt) (o. 8mg) 

(O. 4 m g ) ^2 Om I 00 p t i-Pro SFM (I NVI 

T R 0 G E N £t) L/c0 Polyethyleneimin e/Op 

t i — P r o S F 2 0 m I (Cs %$ —/O p t i — P r o 

S F 2 0ml U £ b IZ 5 frF3tt(SLfc®lZ 

FreeStyle 293 F«(C»L/c0 3 7 °C, 8%C02^ >dpzL 

s<-$-X7 Bm. 90 r p mTlJS<h9iMLTt#^tl/ci£#±;i£D i s 

posable Capsule Filter (ADVANTEC # 

CCS — 045 — E 1 H) -e3i®L/c0 

[0131] pCMA — LK/No. 7 6<hpCMA — G 1 / No. 7 6 <h 

h^^bN o. 76£rcNo. 76j, pCMA-

LK/1 G 5 <h p CMA-G 1 / 1 G 5 t: h 

^ ̂b# 1 G5£ Tc#1 G 5 J , pCMA-LK/4C 1 3 <h p C M A 

-G1/4C1 h + y7ft#4C1 3 £ 

Tc#4C 1 3 J (h-pp-^g L/co 

[0132] 2) -3-7-2 HS^^^^trCLPS 0 1 1 

_t§E2) — 3 — 7 — 1 X^btltcta^^Mifb^KW^:^ r P r o t e i n 

A77<-T^-^P7h^77<- (4 — 6 °C~F) HfcPgHTOlili L/c 

o rProteinA/77'f — ? 4 — h^;77 < — 7 T7 

-S^XfM(i4-6°CT-e^SteL/co st^C, PBS*e¥fft 

LfcMabSe I ectSuRe (GE Healthcare Bios 

c i e n c e ttM) tltct) ̂  -MC I7 7°"7 -f L/c0 

±XA-?tc(Dt>. i) 7 A#i 2 P B S 7 A L fc0 1XIZ2 

M7)\,%-yW&kl®fa ( P H 4 . 0) 

tibtc o (Thermo Scient i f i ct, SI id 

e—A — Lyzer Dialysis Cassette) (C ^ H B S 

o r ( 2 5 m M t: ~X=$-Vy / 5 % VJUlfh — Jk pH6. 0) 
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'\~S -o tc o Centrifugal UF Filter Device V 

I V A S P I N 2 0 U F 1 OK, Sartoriustt, 4°C 

T) (CT)jilsLs I gG;M?;5mg/m I HLfc0 sit£(CM i n 

i sart—PI us f i I ter (Sartori us£t) T ?> i/U L s 

mmv-y-fjit Ltc0 

2) — 4 Me i j i 1 64 0£<fctfM e i j i 1 6 5 6, M g G 1 * 

-f 7° 1 B 0 1 1 (1B011 h I gGI) , 7^X1 gG2a^^^No 

.76 (No. 76 m I g G 2 a) (DftWk 

2) -4-1 Me i j i 1 640 (DftWk 

M e i j i 1 6 4 O&WO 2 0 1 1/10 2 5 5 1 

[0133] 2) -4 - 1 - 1 Me i j i 1 64 

IB^[JllCDIB^[J#-^-4 2 (C^fM e i j i 1 6 4 0HfH©5? X/Js? KIB^Ll 

(DZt [st? KS^3 875^4 0 8(C^£tl£Me i j i 1 6 4 0^11^ 

$I±i£=l- YT&D N A|B?U£#frD N A Iff jn L/c (G E N E A R T 

tt o MLfcDN Aff^£^>7°U- h<h LT 

% KOD-P I us - (TOYOBOtt) TIE© 7°^ -f V—fe v ht'Me 

i j i 1 6 4 OggtRT^M^ZI-Kt£DN A|B?U£#frDN Aff^£i^ 

*iU MbJ/Cftgflfll^^-pCMA-L K£»|#HB 

s i W I -etflff L/cffip/HC I n - F u s i o n HD PCR^P-z>^ 

(CLONTECHtt) ^m^rmXT Z> Z tlZ£ V M e i j i 1 6 
4 0gi^^^-^iilfco mbtltcm^W-*: TpCMA-L 
K/Me i j i 1 64 0J tfaZLtco Me i j i 1 6 4 0 ggt© 7 $ 7 It 

IB^[J^:IB^[Jl^©IB^[JS"^"4 3 lZ7j\ L/c0 

M e i j i 16 4 0 7° "7 -f 7 — "tz y h 

5' —ctgtggatctccggcgcgtacggc — 3' (CM — 

L K F ) (IB^U#^ 112) 

5' —ggagggggcggccaccgtacg — 3' (KCL— In 
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f-R) 1 3) 

[0134] 2) -4-1-2 Meiji 1 6 4 0 fittf 1^0 $-©till 

IB^[JllCDIB^[J#-^-4 4 e i j i 1 6 4 OfifH©5? X/Js? KIB^Ll 

(DZt KS^3 675^4 5 8(C^£tl£Me i j i 1 6 4 0figtRT^ 

$I±i£=l- Kt"D N A|B?U£#frD N (G E N E A R T 

tt o MLfcDN Aff^£^>7°U- h<h LT 

% KOD-P I us - (TOYOBOtt) TIE© 7°^ -f V—fe v ht'Me 

i j i 1 6 4 OfillRT^Iii^ZI-Kt£DN A|B?U£#frDN Aff^£i^ 

*iU MbtfCtt I g G 1 ^70fifIfI!^^-pCMA-G 

1 £*®HB I P I -etflff L/cffip/r£ In-Fusion HD PCR 

/7p-->ydr>>h (CLONTECHtt) (Ci: y M 

e i j i 1 6 4 0IIM^^-^lfco T 

pCMA-GI/Me i j i 1 64 0J <hl^g L/c0 Me i j i 1 64 01 

ii ©7$ J itiB^y;&iB^y^©iB^ys-^-4 5 (C^L/CQ 

M e i j i 16 4 0 fiJHffl 7° "7 -f 7 — "tz y h 

5' —agctcccagatgggtgctgagc — 3' (EG— In 

f-F) (IB?U#^110) 

5' —gggcccttggtggaggctgagc — 3' ( E G 1 — I 

n f - R) (IB^U#^ 111) 

2) -4-2 Meiji 1656 (D^Wk 

Me i j i 1 6 5 6&W0 2 0 1 1/10 2 5 5 1 (C|E®^ 

[0135] 2) -4-2-1 M e i j i 1 6 5 6 gfjtf 1^0 $-©till 

IB^[Jll0IB^[JS-^-4 6 (C^fM e i j i 1 6 5 6HfH©5? X/Js? KIB^Ll 

(DZt [st? KS^3 875^4 0 2 e i j i 1 6 5 6ggtRT^ 

$I±i£=l- K1"^D N A|B?U£#frD N A^^Lfc (G E N E A R T 

tt AlllsfM^-tfX) o MLfcDN Aff^£^>7°U- h<h LT 

% KOD-P I us - (TOYOBOtt) TIE© 7°^ -f V—fe v ht'Me 
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i j i 1 6 5 6$Htpr^M£=l— h'tSDN AE^^t^DN Aff^£i^ 

d"SUs h^Kftgiifii^^^-pCMA-LKzummms 

s iWltWLfcS^CI n-Fus i on HD PCR^P-z>^ 

dpy h (CLONTECHtt) & d £ (Ci: y M e i j i 1 6 

5 TpCMA-L 

K/Me i j i 1 6 5 6J <hl^g L/c0 Me i j i 1 6 5 6 Wk<DT ^ J It 

7 (C^j\L/c0 

M e i j i 16 5 6 7° "7 'f 7 — 1z y h 

5' —ctgtggatctccggcgcgtacggc — 3' (CM — 

L K F ) (IB^S^ 112) 

5' —ggagggggcggccaccgtacg — 3' (KCL— In 

f-R) (IB?U#^113) 

[0136] 2) -4-2-2 Me i j i 1 6 5 6fiif^^^-©ii 

IB^[Jll©IB^[JS-^-4 8 (C^fM e i j i 1 6 5 6 fifH©5? KIB^Ll 

(DZt KS^3 675^4 6 7 e i j i 1 6 5 6fiflpl^ 

$I±i£=l- KtSDN A|B?U£#frD N A^^Lfc (G E N E A R T 

tt AlllsfM^-tfX) o MLfcDN Aff^£^>7°U- h<h LT 

% KOD-P I us - (TOYOBOtt) TIE© 7°^ -f V—tz v ht'Me 

i j i 1 6 5 6fillRT^I±i^:=l-Kt"£ D N A|B?U£#frD N Aff^£i^ 

d"S Us MbtrCte I g G 1 ^7°fifIfIl^^-pCMA-G 

1 £*®HB I p I -etJJlff L/cffip/r£ In-Fusion HD PCR 

(CLONTECHtt) SrffllNTif At"£ £ ££<fc y M 

e i j i 1 6 5 6fii^^^-^iiLfc0 T 

pCMA-GI/Me i j i 1 656J t^Ltca Me i j i 1 6 5 6fi 

II© 7$ J I£IB?U £IB?Uil©IB^#^ 4 9 L/co 

M e i j i 16 5 6 fiJHffl 7° "7 -f 7 — "tz y h 

5' —agctcccagatgggtgctgagc — 3' (EG— In 

f-F) (IB^S^110) 
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5' —gggcccttggtggaggctgagc — 3' ( E G 1 — I 

n f - R) 111) 

2) -4-3 HMgG1^-f7°1B011 (1B011 h I g G 1 ) 

(DWM 
1 B 0 1 1 h I g G 1 &W0 2 0 0 6/084 7 58002, JktfM 1 

iztm$nxINRxfmmco7$;mrazttizwrnbtc0 

[0137] 2) -4-3-1 1B011 h I gG1iI^^^-©Ii 

IB^^©IB^S^5 OlZ^t^OX I g G2 b * -f 7°^^b1 BO 1 1 

Hit£=l-KtSDN (MBLtt 

X) o MLfcDN Aff^£^>7°U- h<h LT, KOD-P I us - (T 

OYOBOtt) <h TIE© 7°^ 7-"try h Xm%(D =l - Kt" £ c 

DN A^ttfDN Aff^i^iU hI!'*£ ̂-

p C M A - L K B s i W I L/cffip/HC I n - F u s i o n 

HD PCR^P-z>^yh (CLONTECHtt) ^ffllNXjfAf 

1 B0 1 1 hi gGllill^^-^iilfco 

TpCMA —LK/1 B01 1 J <hl^g L/c0 1 BO 1 

1 h I g G 1 HfH© 5? ^ U ̂ 1" 51 KIB^Ll^:IB^Lll^©IB^Ll#"^- 5 1 (C^j\Ls 7 

$yitlB^^:IB^S^5 2(C^L/c0 

1 B 0 1 1 h I g G 1 mm 7°^ -f V—fe >> h 

5' —atctccggcgcgtacggcgacgtggtgatga 

cccagagccctctgtcc — 3' (h 1 BO - L F) (15^0#"^ 

1 1 4) 

5' —gggcggccaccgtacgct tgatctccacct t 

ggtgcctccgccg — 3' (h 1 BO-LR) 115) 

[0138] 2) -4-3-2 1B011 h I gG 1 

3lZ^t^OX I g G2 b^^^+^7ft1 BOI 1 

fifl£=l-h'tSDN Aii^^^L/c (MBLtt Al]|fe?»-tf 

X) o MLfcDN Aff^£^>7°U— h<h LT, KOD-P I us - (T 
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OYOBOtt) TIE© 7°^ 7-"try h T?fig|© =1 - Kt" £ c 

DN A^ttfDN Aff^i^iU MbirCtt I g G 1 ^ 7°fi 

I^S^^-pCMA-G 1 £»gHB I p I -e«L/cffimtC I n-

Fusion HD PCR^P-zV^vh (CLONTECHtt) ^ 

1 B0 1 1 hi gG1Ii^i^^-^i 

HL/c0 TpCMA-GI/1 B 0 1 1j 

fco 1 BO 1 1 h I g G 1 mm.(D>tt [st? KWU£iB?Uil©IB?U#^5 

4(C^Ls ~7 $ J ItlB^y^rlB^y#-^- 5 5 IZTF L/CQ 

1B011 h I g G 1 —-try h 

5' —ccagatgggtgctgagcgaggagcaagtggt 

ggagagcgg — 3' (hIBO-HF) (IB^S^ 116) 

5' —cttggtggaggctgagctcacggtcaccatg 

gtgccttgtc — 3' (hIBO-HR) (IB^S^ 1 1 7 ) 

[0139] 2) -4-4 7^7 I gG2 a^-f ̂ No. 76 (No. 76 ml gG 

2 a) (DWM 

2) -4-4-1 No. 76 ml gG2ag|M^^-©^S 

IB^S^ 1 1 8(C^1"N o. 7 6 m I g G 2 agfl^zi- KT£BB?!J£ 

^tfDNAIflt^Lfc (GENEARTtt Strings D N A 

F r a g me n t s) o MLfcDN Aff^£, MbJ/CftH 

m% $ - pCMA-LK zmmmmx b a laWPme I T^b L 

T h P&^/cflip/HC I n - F u 

si on HD PCR^P-z>^yh (CLONTECHti) 

TifA-r^d^Ccfcy N o. 7 6 m I g G 2 agflf-£*111 L 

fco TpCMA /No. 76 ml gG2aLj 

tftZLtc o No. 76 ml g G 2 agfl©7$ yitlB^^IB^S^ 1 1 

9 L/co 

2) -4-4-2 No. 76 m I g G 2 a figtf 1^0 $-(DftU 

IB^y#^ 1 2 0(C^1"N o. 7 6 m I g G 2 afigi£=l-KT£BB?y£ 
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(GENEARTtt 

o MLfcD N Aff^£^>7°u-h<h LT, KOD-P I us - (TOY 

0 B Ott) <hT§E©7°^ V—fey KTN o. 76 mlgG2afigt£=l 

- K1"§l3?^tODN Aff^i^iL, Yimwmmm 

^^^-pCMA-LKMgiXb a I fiWPme I UT tf g| 

t; h/cfl£^$li^£lxy I n — F u s i o 

n HD PCR^P-zV^^S (CLONTECHft) 

t%Z. tlZ&y N o. 7 6 mlgG2afii^i^^-4iilfcci 

TpCMA /No. 76 ml gG2aHj 

Ltc o No. 7 6 m I g G 2 afill©7$ 1 2 UC^ 

L/co 

No. 76 mlgG2a fiJHffl 7° "7 -f 7 — "tz y h 

5' — ccagcctccggactctagagccacc — 3' (CM 

- i n f - F ) (IB?y#^ 10 8) 

5' —agt tagcctcccccgt t taaactc — 3' (CM — 

1 n f - R) (IB^y#^ 10 9) 

2) — 4 — 5 Mei j i 16 4 0, Mei j i 16 5 6, 1B01 1 h 

I g G 1 , No. 76 ml gG2a (D £ <fc XfWU 

2) -4-5-1 Mei j i 1640, Mei j i 1656, 1B01 1 

h I g G 1 , No. 76 mlgG2a (D^iM 

mmm2) -3-7-UIMTIII/C0 

[0140] Me i j i 1 64 OttpCMA-L K/Me i j i 1640<hpCMA-

G 1 /Me i j i 1 6 4 0 <h <D%<fc y L, Mei j i 1 6 5 6 & 

p CM A - L K/M e i j i 1 656<hpCMA-G1 /M e i j i 1 6 5 

6£©M£i±lC<fcy®tf#U 1B011 h I gGI ttpCMA-LK/1 

B O 1 1 (hpCMA — G1/1 B01 1 <fc y L, N o. 

76 m I gG2a(ipCMA /No. 76 m I gG2al_<hpCMA 

/No. 7 6 m I g G 2 a H©II^^b1±(Ci;yiXt#L/co 
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2) -4-5-2 Mei j i 1640, Mei j i 1656, 1B01 1 

h I g G 1 , No. 76 ml gG2a (DWM 

±§E 2) - 4 - 5 -1 xme>2) - 3 -1 

-21 u tca 

[0141] [^Jfe0iJ3] JrCL P S 0 11 in v i t r o^i 

3 ) — 1 illATCC 2 9 2 6 

1) -3-20^C^TATCC 2 9 2 6 0C)!t1-§cNo. 76 

, c # 1 G 5 M, c # 1 G 5, c # 4 C 1 3 K M, c#4C13, Meij 

i 1 64 0, Me i j i 1 6 5 6, 1 BO 1 1 h I g G 1 (Dt7P7->S 

L fc0 ^ 7°V - 5 0 L fc0 *©IS 

^ ̂  ̂  2 (<_ ^j\ o 

[0142] [^2] 

->tm (ng/mL) 
C N O. 

7 6 
c # 1 
GSM 

c # 1 
G o 

c #4 
C 1 3 
KM 

c # 4 
C 1 3 

M e i 
3 1 1 
6 4 0 

M e i 
j i 1 
6 5 6 

1 BO 
1 1 

h I g 
G 1 

ATCC 
2 9 2 6 0 

4. 1 1. 4 4. 1 1. 4 4. 1 110 37 1000 

[0143] cNo. 76, c # 1 G 5 M, c#1G5, c#4C13KM, c#4C 

1 l<M£Me i j i 1 64 0«ty27 

-81 fe, Mei j i 1 6 5 6«ty 9-2 7fi, 1B01 1 h I g G 1 <fc 

y 2 4 3 - 7 2 9{£^Stt£^L/c0 

[0144] 3) -2 iiioi i 

5cNo, 76, c#1G5, c#4C13 

©IpaH^tt^w h o I e cell ELI S A -p TffliLl U/c0 SKN 

fcattih 0|/[J^^:||3 

[0145] 



WO 2015/046505 69 PCT/JP2014/075866 

[^3] 

mm OiriM 
ATCC 33348 O 1 
ATCC 33349 O 2 
ATCC 33350 O 3 
ATCC 3 3 3 5 1 O 4 
ATCC 3 3 3 5 2 O 5 
ATCC 3 3 3 5 4 06 
ATCC 3 3 3 5 3 O 7 
ATCC 33355 08 
ATCC 33356 09 
ATCC 33357 O 1 0 
ATCC 33358 O 1 1 
ATCC 33360 O 1 3 
ATCC 3 3 3 6 1 O 1 4 
ATCC 3 3 3 6 2 O 1 5 
ATCC 33363 O 1 6 
ATCC 33364 O 1 7 
ATCC 4 3 3 9 0 O 1 8 
ATCC 4 3 7 3 1 O 1 9 
ATCC 43732 O 2 0 
ATCC 21636 M (untypable) 
ATCC 29260 Oil ha-JP) 
ATCC 2 5 9 2 2 ±mm (^#7V 7*3 > h n—)V) 

[0146] MH A tiSS L fcl ^ L T 0 D 6 o o = 0. 5-0. 6(CflMU 

1 L/co 5%skim mi Ik (Becton, Dickin 

son and Company) / T B S T T 2 fit] 7° • ̂  ̂  ^ LtzM. 

, 1«^LT0. 1 yu-g/m I 0cNo, 76, c#1G5, c#4C 

1 3 LT 1 i^T2^^; LTAnt i-Hum 

an I g G, HRP — Linked WholeAb Sheep (GE 

Healthcare)^ fctit, SuperSignal 

ELISA Pico Chemi luminescent Subst 

rate (Thermo Fisher Scientific K. K. 

) SrgSJDU R VO 1 4207J^7^i^^>^-

(Perkin Elmer) T)iy^L/c0 &X? V 7°P^£ T B S T T 2 £ 
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fctt3|HMLfco 7"=l> Yn-)lt LTillATCC 292 

60^ 7°=l > h •— JUt LTAEla A T C C 2 5 9 2 2^ffl^ 

tc o c N o. 7 6, c # 1 G 5, c#4C1 3(i01 1 

L/co — 2K <h AV<Q 

, 01 1 mm^mmzmm.tzz.tifmb-frtte-otc (i4) „ 
[0147] 3) -3 II10 1 1 

H-Hi±tt^tt{^©liSiaO 1 1 H^#SI3 1 7"=i 

> h U—Jl>£ LTATCC 2 9 2 60C)ittS^ft^who I e c 

ell ELI S AlCcfcoT&O^Lfco liMs© 

;f 2 0 yu, I «ha)S2 0yu, I L, ^Jl#L{fcixJfclC<J;£J& 

iffl^lCct^T^Lfco Who I e cell ELISA & 3) -2 

<h |W]$l!(;:fj^\ 1 LT0. 1 /xg/m I ©c N o. 76, c#1G 

5 M, c # 4 C 1 3 K M, Mei j i 1640, Mei j i 1 6 5 6 <h 6 . 

4/ig/m I ©1 BO 1 1 hlgG1£=lML, 1 

fcil©111^^114 (C, 

[0148] 
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[H4] 

mm mmu 
i 2 0 10 B* 
2 2 0 10 m

 •a-

3 2 0 10 B* 
4 2 0 10 B* 
5 2 0 10 B* 
6 2 0 10 B* nf-M 
7 2 0 10 B* MMs 
8 2 0 10 B^ n-m% 
9 2 0 10 B* m 
1 0 2 0 10 B^ s. 
1 1 2 0 0 9 3j4|l 
1 2 2 0 0 9 31411 ikm 
1 3 2 0 0 9 314® ii mm 
1 4 2 0 0 9 314111 wis 
1 5 2 0 0 9 314 III 
1 6 2 0 0 9 3|4|i! mm 
1 7 2 0 0 9 3j4HI II? ©gg 
1 8 2 0 0 9 314 |Si MI 
1 9 2 0 0 9 31411 
2 0 2 0 0 9 314 111 ifiM 
2 1 2 0 0 9 iM^y ifam 
2 2 2 0 0 9 X^-f > 
2 3 2 0 0 9 X^Y > wm$ 
2 4 2 0 0 9 7 y >X 
2 5 2 0 0 9 II-T£« 
2 6 2 0 0 9 
2 7 2 0 0 9 7 7 >X n^gasg 
2 8 2 0 0 9 X"W > liim 
2 9 2 0 10 X^I-T> ifuM 
3 0 2 0 0 3 x^o 
3 1 2 0 0 7 mm 

[0149] 
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[1^5] 

i»»sf c N o. c # 1 c # 4 C M e i j i M e I j i 1 B O 1 1 
7 6 GSM 1 3 KM 16 4 0 16 5 6 h I g G 1 

ATCC + + + + + + 
2 9 2 6 0 
1 + + + + + + 
2 + + + + + + 
3 + + + + + -
4 + + + + + + 
5 + + + + + + 
6 + + + 4- + + 
7 + + + + + + 
8 + + + + + + 
9 + + + - - -
1 0 + + + + + + 
1 1 + + + - - -
1 2 + + + - -
1 3 + + + + • 
1 4 + + + + + + 
1 5 + + + - + -
1 6 + + + + + + 
1 7 + + + + + + 
1 8 + + + - _ „ 

1 9 + + + - + -
2 0 + + + „ + -
2 1 + + + + + + 
2 2 + + + + + + 
2 3 + + + + + + 
2 4 + + + + + + 
2 5 + -j~ + + + + 
2 6 + + + + + + 
2 7 + + + + + + 
2 8 + + + - - _ 

2 9 + + + - - -
3 0 + + + + + + 
3 1 + + + + + + 
+ : V - : m l&ls 

[0150] LT4 

y <h¥UtrL/c<h£3, cNo. 7 6, c # 1 G 5 M, c#4C1 3KM(ii 

Me i j i 1 640(i22t, Meiji 

16 5 6 & 2 5i, 1B011 h I g G Hi 2 1 L 

tc o cNo. 76, c # 1 G 5 M, c#4C13KM, Mei j i 1640 

, M e i j i 1 6 5 6, 1 B 0 1 1 h I g G 1 ©0 1 1 E^| 



! 0 'uo iO0g) i| IOJ g u o } u | |-| J 9 | | 9 n |/\| "fpvH 

nf ii-1 0 L '0 =009 Q0^09Z 6Z 0 O 1 V®Sf®P^n V H l/M 

oA§T:IO 9 s 6 s ooivSSfH L — (17 

^,£{0 A ! A u ! COtm L L 0 Sdl^f [*r$SP£l [17310] 
c#^vQ:<5 M® >/¥2 

4-&-W L L OlI^P I 0 6 I M L L 0 9 L '9 S 9 I ! f ! 

s l/M '0 17 9 L ! f ! ® l/M I Ol7#o¥P^? 0 L O P # o "l/MS 

G L # SOI#3 "9 L 'o |\| => iOSPTI o J } \ A u [ 

£|G9^012 L 43 I "6 'o 

I 0 6 I M 110 9 1 " 9 9 9 I ! f ! 

s l/M "0 17 9 L ! f ! 0 l/M \£— °-^n ̂ %~®%2mCDi^PII/M >1 0 L O 17 

#3?l-;iS lOt#^ "IAI9G I # 9 G L#° "9 A 'ON3 [£SL0] 

ooos on ocs X -p i 'f I 'P T e 
0001 ze on p 'I P • i I ' p 9 2 
0001 ze on P 'I f 'i I 'fr 2 

ooozs< 000£< 0008 < P 'I P "I I 'P 8 I 
000Z3< ooos< 000£< Z I I 'P I 'P 2 I 
ooozs< ooos < ooos< p • J I 'P I 'P 6 

w KS 
i o s i q 9 S 9 I 0t9l >1 S I 0 P # => 0 I # 3/ 9 L 
i i o a i | f I 3 PI ! f ! 3?i /e IOP#O c o i # o •OH D 

(qio/S u) »JS 

[9^] [2310] 

° 4-^-1 9 

°-+w^WN'W^ ̂ o s 
¥^a>§^ 3 - e - ( L ?1¥^ 0^n^re^i.s<-A0£^^4-^^m L 
e K9Z KPZ "8 I ^ l "6 "O L L O-^iiS- (£ 

l,£<< = A0££24-^mi^^ I lOSSIH 17- (e [LSL0] 

°-^?a%8 9,M v% 

L 8 "% L L ToOO L ToOO L K% 0 0 I 

998S/.0/H0ZdfAL3d ez S0S9t0/SI0Z OAV 
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ckinson and Company) t'1 0°-1 O901 0in 

3 5t)?-^iLfco OD 600= 0. 1 OS 

fcttO. 1 O$:^^flK$0l^ffl^TOD6OO=O. 1 OtCliML 

, 4fe^UTilI)Si:Lfco I CR?^7 (^-Jl/X'JA-) (Cjgffl 

!£}&£: 5 0 /A I itiJligffl L, Sffl 1 cNo. 7 6, Meiji 16 

4 0, Mei j i 16 5 6£3 1 Omg/k (n = 

3) o Sffl 2 4 L% L/c0 

&-5©=l > h • —JU£¥<hJ:b$$ LT c N o . 7 6 

S§£*U Sfc^CD^&llttMe i j i 16 4 0, Mei j i 1 6 5 6 <h IH 

±.Xh-otc (El 5) o 

[0155] 4) 2 HcSll S EPPJ^ ct •?> 0 .X fjifi 't ~r )\/ (<- <13 ^ •?> 

4) -2-1 o. 1 2ic<fc£-7^*flftj&lfe^7^l4c:£ 
•!>iniil (a •"Jx-^1) 

MH A-eiML/cHMaE^^llttN o. 12^t[C|SU OD 6 0 0 = 

2. otciiMu/c d oi^f^wo. 2ttazmfozmwk) o mtmt(D 
W&t 2 0 1 OO/ig/m ICcNo. 7 

6 % Mei j i 16 4 0, /c (i M e i j i 1 6 5 6 1 :9 ©SUn" T'/ftn' 

Ls I^ICRY^X (^*-JUX'J/<-) tC 5 0 At I SISILfc ( 

n = 3 ) o Sffl 2 4 L% L/c0 S 

fc, ttMtL T Is Tfiyn *•?*>> (LVFX) (No 

. 1 2mzttTZL V FXCDg/Jx^PIlUI® (MIC) (i>1 2 8 Atg/ 

m I) 0 Tft£>t>s : 9 T'IP LS 5 0 At I Si L tc^OT, 

(C240mg/k gCLVFX L/c0 =I 

> h • —LT c N o . 7 6 L/c^\ M e i 

j i 16 4 0, Mei j i 16 5 6, L V F £ 

tl&fr-p/c (16) o 

[0156] 4) -2-2 o. 3 WCcfcav^JM^^T^l/lC# 

£ )piil (a ^^©/fbn" Jx-^) 
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MHA^iUfcillKMtNo. 3imCHU OD 6 0 0 = 

5. oizmm^tc d 5ttezmfozmm) o mtrntv 
W&t 2 0 1 OOyu,g/m I 0cNo, 7 

6 % Mei j i 16 4 0, /c (i M e i j i 1 6 5 6 1 :9 ©SUn" T'/ftn' 

u I^ICRY^X tc 5 o yu. i mMmsbtc ( 

n = 3 ) o Sffl 2 4 L% L/c0 S 

fc, M$lt LTL V FX©)^amt^tltL/c (No. 3 1IC^t§LV 

F X(D M I C(i32yu,g/m I) 0 1 : 9 T'IP L 

, 5 0 M I glUfc7-5^(C2 4 Omg/k g©L V F 

$-^L/c0 ^^^1x4© • > h • - JUI t tbi L t c N o . 7 6, Me i j 

i 1 64 0, Me i j i 1 6 5 6 LVFXg 

(17) 0 

[0157] 4) -2-3 o. 1 2lZ£&^ry7,B$M:E?)MZln 

(HMF»3£-5) 

MH A-eiML/cHMaE^^llttN o. 12^t[C|SU OD 6 0 0 = 

0. 20(CilMU ^tlZ&mmfotLtco ICR?^7 (^-JUX'J A' 

-) tC 5 0 yu. I U mnm.mz cNo. 76, Meiji 1640 

, Mei j i 1 6 5 6^2Sfcli1 Omg/kg ( n = 3) 

o Sffl 2 4 L% L/c0 S/c% ^1"^ 

HTLVFXfe24 0mg/kgM§U L/c0 HM 

c No. 7 6 & L/c^\ Me i j i 1 

6 4 0, Me i j i 16 5 6, L V F ^ tlftfr 

-itc (@8) o £X±(D^$kfrbs cNo. 7 6(iL V F X©i:9^I3E#^^ 

&&-e&z>IIizM LT Rrtitt^ ti/cQ t/c, 

cNo. 7 6 3 tl/c i n v i t r o /<—^ 

i n v i v o titca 

[0158] [^«y5] # 1 G5, #4C1 3K0thftf^> 

5 ) — 1 # 1 G 5©t Mb/<-^a VCDsSft 
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5 ) - 1 - 1 # 1 G 5 ©RT^M©^y<f 

# 1 G 5 y?\x, ffiittff'j y?t Lx-m 

(C4^P©2J/£ (Methods in Enzymology, 203, 121 

— 153, (1 991) ) tCct -P tltco ProteinData B 

ank (Nuc. AcidRes. 35, D301-D303 (2007) 

) >©PT^M© 1 (xm&ikmikfr 

±^$nfc#iG50 

i£n<hLT. 1 UYW^ #1 G5©nn©RT^M 

^ £ J/L I* © ̂  T\ gtimtNSB5U41 

bXM^tltco Ztcs 3 G I 9 ti\ #1 G5©figt©RT^ 

LTjlJR^tl/co 7 U-A7-

# 1 G 5©gfIMfilI(C^'r^ 1 UYWStf3 

G I 9©J®I£M^to-t±T, T7 £ <h (C 

T^M^tl/co )X^X\ -ttl^ftl©C D R (Cd\T©ftilW&=l yfo* — is 

a yify [s — Ar7 — <7IE?)llZ$&2bi2±-£tltco 

[0159] mmz, 1 G 

%{§Z>tcisblzs tcSb(DJL^)i^-l\W-^-otc0 ± 

TliI!x©llfiK^^f^$?#T70P A D iscoveryStu 

d i o (Acce I rys, I nc. ) T fr -P /cQ 

[0160] 5) -1-2 t; Mb# 1 G5(C>tff £7$yi£lB?U©f£!+ 
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fci^BS?y*lltH4£^-r££ bzm^tltco £/c, I C I C!&<% # 4 C 1 
3 KCDmm^^mzny.zm^M^Mmmm^Mt^t Lzm^n 
tco 7 #4C1 3K0giSt;ii^ 

Jfctz> 1 UYWSt/1 C I C©jS*I£$I<^;b1±T, r7l/-A7-^ff 

JUJ £t#£o<h(Ci:-3T^$^tl/co "Ztl^'tKDC D R 

a yffy U-A7-^^\MC$I<^3£ttl/c0 

[0182] g&ic, x^u^-©j^-e#4c i 3 K©pr^Jt©Rrfi,tt©s>i>^?;E 
T^U£t#£/c<!s/)(C, ^©X^JU^r-f+^^T^/c 

o rti|R(Z)^SSiI'f^ti3a;^?4/T70P A D i scove ryS 

tud i o (Acce I rys, I nc. ) T fr ̂  /cQ 

[0183] 5) -4-2 t: hft#4C 1 3 K £ 7 $ 7 iHB?y©f£f+ 

t: Mb# 4 C 1 3 CDR^7770y (Proc. N 

at I. Acad. Sci. USA 86, 10029-10033 (198 
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9) ) £ UT—7^-tr7°^7 

# 4 C 1 3K 

©7 7 $ J (D K a b a t 

-X (Nuc, AcidRes. 29, 205-206 (2001)) (D± 

t©t h7U-A7—?^MLs lpH<h LT. HuMc3W7b-A 

7-^1^-^X07 3%©l3^ffi^tt(C^BHLT. 7^-tr7°^-<h LT 

H u M c 3 IZ-D^X(D7 U-A7-^^I±i(Z)7$ 7 

# 4 C 1 3 K(C^INT(Z)7$ yit^S«hS^y^1±, 

dne>©^s©{4s^ ±-eii^?tifc#4ci 3K 
(D = ft^?)\s%:&m Ut^lfT^tls t LZJ7tiz7$-±lZ?:77T<( y 

V ~?S K^"—Queenet al. (Proc. Natl. 

Acad. Sci. USA86, 10029-10033 (19 8 9)) iZ 

k-oX^-Xbtl^mzk-oZMR^tltco m^tltc^<-Dfr(D K-f-^ 
&^y<piz-f^-mmz^xt^z.tiz^-oz, th<b#4Ci 3KiB?y£ 
^T©^wy(ciE®^ti^i;9(cti^L/co th<t#4ci 3Kmmmg. 

t; Mb# 1 G sMm(om^t^±iz^m(D^(Dt L/CQ 

[0184] 5) -5 #4 C 1 3 KfigtCDt: Mb 

5) -5-1 h#4C1 3 K-H 1 ^-f 7°fill : 

SB^0SB?y#^4 UC^^nS#4C 1 3 KfiH©7$ yit#§2 4 ( 
<fju$^y) £/<u>(c, 7$yit#§2 6 (7°P u y) %iz>jyizs 

y Its§30 (p^>>) £/<U>(C, 7$yit#§3 1 (A'U>) £•;*>* 

yizs i7$ y I^S§3 9 (u-i'Ssy) &/t'j xc, T7 $ y IHii§" 5 6 (.x-51 

^->) £/<u>(c, 7$yit#§5 7 «f)i$$y) ^yju^-yiZs 17 

$ygt#§5 9 (T)i^-y) %7^-yiz, 7$yitS§6 7 (-fyp-f 

isy) %*?t~yizs 7$yit#§8 6 V)*jy) fryiu^-yiZs 

J I^S§ 8 7 (T7^ —V) ^r/^UV(C% I7 $ 7 I^S§ 8 9 (U-li/y) ^r'f 

yp-r^xc, 7$yits§9i o<'jy) ^77-x:, 7$yits§9 
5 (-tru>) %xut=yizs 7$yit#§ioi (y>/u^$>) 
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z'JXC, 

1 0 6 (xut~y) ^yju^-yiZs 7$yit#§i 0 8 (7^^^fy 
It) 1 0 (-tru>) %7,\/t-yizs 7 

1 6 (xut~y) ^77->C, 7$yits§1 3 5 (xu 
t~y) ^p-r1 3 6 (u^-yy) &;<'jyiz 

hft#4C 1 3 Kfig|£ Th#4C1 3K-H1 

$ -f <h-pp-£ L/co 

[0185] h#4C1 3 K-H 1 ^-T 7°fill©7 $ 7 IB^^©IB^S§7 

7 tlTlN'2)o IB^LlS§" 7 7 ©j7 $ ^ ItlB^Ll© 1 75H 1 9#ii(Z)7'$ 

2 075^ 1 4 o#@©7$i 

4 1 75^4 7 0#@©7$ JUSB?y 

. IB^y#§7 7©7$yitlB^^: 

P — K^'S 3? ^ U^f-51 KIB^Kis IB^y^©IB^y#§7 6 tlTlN'2)o 

iB^y#§7 iB^yo 1J5M5 i# mi © 3?^u ̂  51 K £> & •!> 

IB^y. 5 875^4 2 0#@©3?^ Kfr£>ft£IB3^ 4 2 175^141 

0#@©3? ^ K^'Q^'SIB^y^ tl^y^JUB^k 

±sElB3^ fill^t^lB^y ^P-KLtl^o IB?y#§ 76®3^^U^f K 

IB^y^.t>lB^yS§-7 7 ©7$ yitlB^y&s ii 9(Ct§Ei6£tlT^£o 

[0186] 5) -5-2 h #4C 1 3 K-H 2^-r 7°fill : 

BB^0BB?y#^4 WC^;*ft£#4C 1 3 Kfill©7$ 7!£#§2 4 ( 

y>»U^$>) £/<U>(C, 7$yitS§2 6 (7°P'J>) £-tz'J>(C, 7$ 

yi£#§30 (p-i^y) %/<*jyizs 7$yit#§3i (/<u>) 

>(C, T7$ JI^S§3 9 (u-fi/y) ^y^'jy^Zs I7$ JI^S§5 6 (.X-51 

t~y) £/<u>(c, 7$yit#§5 7 «f)i$$y) fryji^-yiz, y 

$ygt#§5 9 (y)i^-y) =? -yiz, 7$yits§6 7 (-rvp-r 
isy) %*?t~yizs 7$yit#§8 6 V)*jy) fryiu^-yiZs 
yit#§8 7 (7y-y) 7$yitS§9 5 (-tru>) 

7$yits§ioi (y;u^$>) 
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#§1 0 3 %iziJ>lZs 7$yit#§1 0 6 (XUt~y 

) 0 8 (Tx^y^yW %<f)i$$yit 

izs 1 o (-tz'jy) 5cx\s^-y\z, 7$yi£#§i 3 5 ( 

7,bt-V) • -f •>" >(C T7 $ y 1 36 (• 4i/y) UVtCS?' 

&7L2>Zt*ft\,^5t-Ztltc£ hft#4C 1 3 Kfig|£ Th #4C 1 3 K-

H2^-f 7°fillJ <h-pp-=g L/co 

[0187] h #4C 1 3 K-H 2*>T 7°fill©7 $ 7 IB^^©IB^S§7 

9 tlTlN'2)o IB^y#§ 7 9 (Z)/7 $ J ItlB^Ll© 1 75H 1 9#@©77$ 

2 075^1 4 1 

4 1 75^4 7 0#@(Z)7$ ^*ve*v>^JUSB?y 

. IB?y#§7 9 07^7 I£lB?y£ 

• — K^'S 3? ^ U^f-51 KIB^J(is IB^y^©IB^y#§ 7 8 (CHE®^ tlTlN'2)o 

IB^y#§ 7 IB^y (D 1 75H 5 1 ii ii (Z) 3? y7 U ^ 51 K £> & •!> 

SB^J. 5 875^4 2 0#g©3?£ Kfr£>ft£IB3^ 4 2 175^141 

0#@©3? ^ KAv<Q&'i>liB^y^\ SJlRTI^Jt 

mm, filI^t^I±ilB^y^=l- h'ltu^o IB^y#§7 8(Z)3^ \y^? K 

iB?y&t>iB?y#§7 9©7$yitiB^ytis m2 0(ctiE®^tiTi^o 

[0188] 5) -5-3 h#4C1 3 K-H 3^-f 7°fiii : 

IB^y^©IB^y#§4 WC^£tl£#4 C 1 3 Kfill©7$ yit#§3 0 ( 

n^isy) £Au>(c, 7$yit#§3i (/<u>) 

#-§3 9 (n^~yy) it/t'j xc, T7 $ y IHii§" 6 7 ('f yp-fv) 

7$yits§8 6 V)*jy) ^yju^-yiZs 7$yits§9 

5 (-tzu>) %x\/t-yizs 7$yit#§ioi (?ju$^y) 

7$yit#§i03 (yx^y^y) %iz'jyizs 7$yit#§ 

1 0 8 CPT>/^ =£>!£) %?Jl>$$ymzs 7$SI£#§1 10 (iz'jy 

) ^XUt-yiZs 7$yit#§135 (7>U^->) £cK J 

!£#§• 1 3 6 (n<r*>y) &/<y yizs$&z.zzt&W^mtt*tifct h 

M4C 1 3Kfig|£ rh#4C 1 3 K-H 3^-f 7°filMJ tft£Lfc0 
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[0189] h #4C 1 3 K-H 3*>T 7°fill©7 $ 7 I3^^©I3^S§8 

1 (CHE® ̂  tlX •So I3^yS§ 8 1 (D ~7 $ J WM¥\(D 1 75H 1 9#@©7$ 

2 075^1 4 1 

4 1 75H4 7 0#@©7$ y iit^iSfr'Q&'SIB^y#^ ti"> 

s fiii^t^i±i(cffi^-r^o i3^y#§8 1 ©7$yiiiB?y£ 

• — K^"'S3?^U^"5IKiB^ytis 80(CHE®^tix\,s&0 

IB^y#§ 80 (D H 9 \s ̂  ? V- SBflJ (D 1 J5M 5 7 # § (Z) 5? y7 U ^ 51 KAV £>&•!> 

SB^J. 5 875^4 2 0#g©2£ Ut? Kfr£>&£IB3^ 4 2 175^141 

0#@©3?^ 1st? fillRl^I 

±sElB3^ fifI£t1MlB?y£=l- KLt^So IB^y#§8 0(DZ<7\s*?h 

IB^y^.t/IB^yS§-8 1 (D7<. J ItlB^ytis HI 2 1 (CtlES^tlTl^o 

[0190] 5) -5-4 h#4C1 3K-H4^-f 7°filM : 

IB^y^©IB^y#§4 1 (C^£tl£#4C1 3 KfiH©7$ yit#§3 1 ( 

/<u>) £'J^>(C, 7$yitS§3 9 (|=K:>>) £/<U>(C, 

#§101 (?ju$^y) ittc, 7$yitS§i03 (7^/^ 

y^y) %iz'jyizs 7$yits§i35 ^p-r^xcz^ 

yits§i36 (n<f*>y) &/<'jyizs$&z.zzt&W^mtt*tifc£ 

hft#4C1 3Kfig|£ Th#4C 1 3K-H4^-f 7°fiiiJ ^^Lfc0 

[0191] h #4C 1 3 K-H4^-f 7°fill©7 $ 7 ItlB^ti. IB^y^©IB^y#§ 8 

3 (CHE® ̂  tlT •So IB^y#§ 8 3 (D ~7 $ J HHB^I© 1 75H 1 9SI075 

2 075^ 1 4 o#@©7$yit^s^^^^siB^y. 1 

4 1 75H4 7 OSg©/7^ y®t^SAv'Q^'SIB^y^\ Vi-JlsBBm 

s fiii^t^i±i(cffi^-r^o iB^ys§8 3©7$yitiB^y^ 

P — K^"'S3?^U^"51 KIB^Kis IB^y^©IB^y#§ 8 2 (CHE1®6^ tlT lN'So 

IB^y#§ 8 2 (D It. 9 \s ̂  ? K SBflJ (D 1 J5M 5 7 # § (Z) 5? y7 U ^ 51 K & ̂ S 

IB^y. 5 875^4 2 0#@(Z);O Ut? Kfr£&£BB?y. 42175^141 

o#@©^^KA^^^siB^y^ ^*ve*v>^jusB?y. S$MRIMVM 

mm, filI^^I±ilB^y^P-KLT^^So IB^y#§8 2(DZ? Ut? K 
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3(DT$ J 022 ICfcsEii^ftTl^o 

[0192] 5) -5-5 h#4C1 3 K-H 5^-f 7°fill : 

IB^y^©IB^y#§4 1 (C^£tl£#4C1 3 KfiH©7$ yit#§3 1 ( 

1 3 5 (7,bt-V) ^: •'f XC T7 $ y 1 36 (U-li/y) £ 

A'U >(CS$^pl£o<h£#^f£f+£tl/ct: hft#4C 1 3Kfig|£ Th# 

4 C 1 3 K-H 5^-f L/co 

[0193] h #4C 1 3 K-H 5*>T 7°fill©7 $ 7 IB^y^©IB^y#§ 8 

5 (CHE®^ tlT •So IB^y#§ 8 5 (Z)~7 $ ^ HHB^I© 1 75H 1 9#i©7$ 

2 075^ 1 4 o#@©7$1 

4 1 75H4 7 OSg©/7^ >'It^SAv'Q^'SIB^y^\ tl'vy^v'UB^y 

. fiii^t^i±i(cffi^'r^o ra#§8 5(07$;mm* 

• — KIB^ytis IB^y^©IB^y#§ 8 4 (CHE®^ tlT lN'So 

IB^y#§ 84©^/7L'^'f K IB^y (D 1 J5M 5 7 # § (Z) 5? y7 U ^ 51 KAV £>&•!> 

SB^J. 5 875^4 2 0#@(Z);O Kfr£>ft£IB3^ 4 2 175^141 

0#g©2£ 1st? 

±sElB3^ fifI£t1MlB?y£=l- KLt^So IB^y#§8 4 (DZ<7\s*?h 

IB^y^.t/IB^yS§-8 5 (DT$ J ItlB^ytis i23 (CtlES^tlTl^o 

[0194] [^Jfe0iJ6] # 1 G 5 % #4C1 3K®thW0ffl 

6) -1 #iG5©t-comm 

6)-1-1 h#i G5-L2^-f$-omm 

IB^y#§6 8(C^1"h #1 G 5 — L 2 $ -f 7°gll©2 0 U*? KIB^y©^ 

0 \y^? K#§3 8 75^4 0 2(C^£tl£ h # 1 G 5 - L 2 $ -f 7°gll© R! 

^M£=l- Kt£IB?y£#frD N A|ff^^^L/c (GENEARTft 

Alife?Mt-ex) o MLfcDN A|ff^£^>7°U- h<h LT. K 

OD-P I us - (TO YOB Oft) <h TIE© 7°^ -f V—fe v ht'h#1G 

5 - L 2^-T 70glI©pI^I±i^=l - Kf^DN A|B?y£#frDN A|ff^£ 

is^gu ^p<^Rtfn K£*-PCMA-LK£&II®I#H 
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B s i W I L/cffip/r(C In — Fusion HD PCR^7 p— _> 

h (CLONTECHtt) %m^TmXTZ>ZtlZ£i>J h# 1 G5-

L rP CM 

A-L K/h # 1 G 5 - L 2J <hl^g L/c0 

t; K 
5' —ctgtggatctccggcgcgtacggc — 3' (CM — 

L K F ) (IB?U#§ 112) 

5' —ggagggggcggccaccgtacg — 3' (KCL— In 

f-R) (i^S§1 1 3) 

[0195] 6) -1-2 h# 1 G5-L3$j 

lfl?U#§7 0(C^1"h# 1 G 5 - L 3^-f KWU0 2 

^ K#§3 8 75^4 0 2(C^£tl£ h # 1 G 5 - L 3 $ -f 7°gll© RI 

^M£=l- Kf£BB^J£^ODN A®rfr£^cUfc (GENEARTft 

Aiife?Mt-ex) o ^wy6) -1 -1 tmm(Dj5:&iz£v h # 1 

pCMA — LK/h#1 G 5 - L 3 J <hl^g L/c0 

[0196] 6) -2 # i 

6) -2 -1 h# 1 G5-H 

lfl?U#§5 8(C^1"h #1 G 5 — H 2$-( [st? KWU0 2 

0 KS§3 6 75^4 3 2(C^£tl£ h # 1 G 5 — H 2 $ -f 7°fill© RI 

^M£=l- KfSSB^J^^ODN A|ff^^^L/c (GENEARTft 

Alife?Mt-ex) o MLfcDN A|ff^£^>7°U- h<h LT. K 

OD-P I us - (TOYOBOtt) TIB© 7°^ -f V—fe v ht'h#1G 

5-H2^'f^fii©Rrl^3 - Kt" •SDN AiB^J^r'afoD N Alffjn 

i^iU MbtrCtt I g G 1 ^^fiflfgll^^-pCMA-

G 1 £*gHB I p I L/cffip/r£ In-Fusion HD PC 

R/7P-">ydr>>h (CLONTECHtt) IZ£ V 

h# 1 G5-H2^7°fifIfgI!^^-£4iilL/co t# £> 
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r pCMA-G 1 / h# 1 G 5 - H 2 J L/c0 

t. MbJ/C^fiflffl 7°^-f -7—fey h 

5' —agctcccagatgggtgctgagc — 3' (EG— I n 

f-F) (i^#§1 1 0) 

5' —ct tggtggaggctgagctcacggtcacgagg 

gtgccctggcc — 3' (H — R) (13^1JS§ 12 2) 

[0197] 6) -2-2 h# 1 G5-H3$j 

iB^y#§6 h # 1 G 5 - H 3 $ 4 t [st? vmm?. 

^ K#§3 6 75^4 3 h # 1 G 5 - H 3 * -f 7°fill© RI 

^M£=l- K1"§l3?^tODN (GENEARTtt 

AUBM^-ex) o 6) -2-1 h# 1 G5-

H3^7°fifIfgIl^^-£4iilL/co TpCM 

A — G1/h#1 G 5 - H 3 J <hl^g L/c0 

[0198] 6) -3 #4C 1 3 K©t MbJ/C{*©fifIfgIl^^-©tiil 

6) -3-1 h#4C13K-H2^ 7°fiitfgll^ ̂  -©till 

IB?y#§ 7 8(C^"th # 4 C 1 3 K-H 2 ^ -f 7°fill©^ £ KIB^O 

©jO U:*?1 K#§3 6 75^4 2 h #4 C 1 3K-H2^7° 

fill© =l - Kt £ IB^y D N A if L/c (G E N E A 

RTtt AllBM^-ex) o 6) -2-I £mm(D?5mz&V h# 

4 C 1 3 K-H 2^7°fiflfgll^^ —£4iilL/co ?#£ftfcfgSE^^ 

-£ TpCMA — G1/h#4C1 3K — H2j tfaZLtco 

[0199] 6) -3-2 h #4C 1 3 K-H 3^-T 7°filI^Il^^^-©ti^ 

IB^S§8 0(C^1" h #4C 1 

©2£ KS§3 6 75^4 2 h #4 C 1 3K-H3^7° 

fill© RT^M£ =l - Kt £ IB^y D N A if L/c (G E N E A 

RTtt AUBM^-ex) o 6) -2-] tmm(D?5mz&V h# 

4c 1 3K-H3$<<7°mmm%'<w-zmMLtc0 

-£ TpCMA —G1/h#4C13K-H3j L/c0 



[3020] 

$ oi °^n 

9¥ii-s<-A0£^ °^n$$q=f^e IOP#OJI 

TSP 9 0 L # ° "1 - A0£ -£G9 £ l/£ H->i £ L O 17 # M ,>Q. 

¥ "3 1/3 H->I e L oi7# M "e i/e H - 9 0 i # M ^I/SH-

9 0 I # M £4-^210 9 3 6 3 00 IV "2 <^21^0 3 - £ - (L 

ig;<rA^|^§4-^:i0 9 3 6 3 OOIVSSIH I- (8 

ISO J 1 ! A u ! G9*}T#qH 3G9>j £ I 017# "9 0 L # [8M^] [17020] 

^©§^3-L-£- umwn - usIT 
3G9>ieiOl7#"90l# 3 - U 

0-^1» £l/£H-^£ L 0 17 # M fi T 213-^IfO) 0 1-9 

0 i#M/>n-vi/\iod^eH->ie ioi7#M/i0-vi/\iod "nt^ 

^3 ~l/3 H->10 L 0 17 # M fi T21+1-^110)3 1 - 9 0 L #M/>jl-

VI/\l0d:;?3H — >1£ IO17#M/I0 — VI/\IOd "1 #**63 Sl/SH-

9 0 I # M fi T 2109 0 1-90 l#M/>11-VI/\IOd^eH-90 

L #M / L 0 — V l/\l 0 d "1 31/3H-90 I # M fi T 21fl-^f|0) 

3 1-90 l#M/>11 — VI/M0d^3H — 90 L#M/L0-VIAIOd [£020] 

°24-«d^ rtm 
1 1 / I H - >1 £ L 0 17 # M J ¥1X T I 1 / I H - >1 £ I 0 17 # M J 3*^ 

£4-1^ L 1 - 9 0 L # M MlfB IH — >H£I017#M "1 

Ll/LH — 90L#MJ ¥1X T Ll/LH-90 I # M J 3*^24-^3 

L 1 - 9 0 L # M MUS L H - 9 0 L # M £1^1$ "£12-*fflfEf0^ "SP# [2020] 

i-L-Z- ummn 
m^COtmiH 3G9>j£lOl7#"90l# l-u [ L 020] 

3G9>j £ L 0 17# "9 0 L# [0020] 

998S/.0/H0ZdfAL3d £6 £0£9t0/£I0Z OAV 
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IW1 

IS### *77-><££[• (ng/mL) IS### 
c # 1 G 
5 

c # 4 C 
1 3 

h # 1 G 
5 ~ H 2 
/L 2 

h # 1 G 
5 - H 3 
/L 3 

h # 4 C 1 
3 K-H 2 
/L 2 

h # 4 C 1 
3K-H3 
/L 3 

ATCC 
2 9 2 6 0 

4. 1 4 • 1 4. 1 4. 1 4. 1 4. 1 

[0206] L Mb 4 c # 1 G 5, c#4C 1 3^ii©S'ft^Lfc0 

[0207] 8) -2 iiioi imztttz&'&ftmfe. 
3) -2<oi5feiztit?T. &mo$im%mmmmiztttz>h# ] G5-H 

2/L2s h#1 G5-H3/L3, h#4C 1 3K-H2/L2, RXf h 
# 4 C 1 3 K-H 3/L 3(Dm^m'\^mmLtc0 Mb4 c # 1 

G 5% c #4 C 1 3 ^0 1 1 

^ L/c (025) o 

[0208] 8) -3 II10 1 1 
3) - 3(Dj5:&lZtjt?Ts 1 1 H^SI 

3 1#CMt5h#1 G5-H2/L2, h#1 G5-H3/L3, h#4 

CI 3K-H2/L2, St/h#4C1 3K-H3/L3 

L/co L Mb4j/[{*&c # 1 G 5, c #4C 1 3£|^lc£T0O 1 1 Gfi^ 

^mmzm^i^^tc ®26) 0 

[0209] [^wy9] # 1 G 5 % # 4 C 1 3 K©t h fcirCtt© in v i v 

'M 
4) ~"\ (Dljmztit^Zs ATCC 2 9 2 6 0CMtSc#1 G5, c 

# 4 C 1 3S h # 1 G5-H2/L2, h#1 G5-H3/L3, h#4C 

1 3K-H2/L2, RXf h#4C1 3K-H3/L3©i n v i vog 

tt£)iy£L/c0 Sft#^©PVKP-;^MLTc#1 G5, c#4C 

1 3, L Mb4j/[{«^rftt>£i^ll£^L. e i j i 

1 6 5 6£X±Zfo^tc (027) 0 

[0210] [^wyi o] 

Ulig ATCC 2 9 2 6 h o I e eel I ELISA 
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No. 76 m I gG2a<hcNo. 76, c 

# 1 G 5, c # 4 C 1 3, Mei j i 1640, Mei j i 1656, 1B 

0 11 h I g G 1 3) -2 1 Xfo 

ftihlTNo. 76 mlgG2a ($|->J!l3£0. 0 1 |xg/mL) <hcNo 

. 76, c # 1 G 5, c # 4 C 1 3, Mei j i 1640, Mei j i 16 

5 6, 1 BO 1 1 h I g G 1 (lt>j§Jt0. 01, 0. 1 , 1 , 

10, 100, 1 OOOyLtg/mL) £^tl^tl»L, 2;»^LXG 

oat ant i —Mouse I gG2 a HRP conjugate 
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