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fuIB7 7 9 — C0 

[3. 2. 2] 

(a — 2 , 3) fuIB7 7 <7$-C0 

[3. 2. 3] 

5^7 7 <7 9-ClZbt^<X (a- 2, 3) 

•§>, fu IB 77*?^ C0 

[3. 2. 4] 

S f UT^^T^ii^i±/c^7>^-©7 7^7^-CtCib 

(a-2, 3) m^(DMrn^7)Vm^<Mt^>, fuIE77^-C0 

[3. 2. 5] 

Maackia amurensis Ag g I u t i n i > 

~Juv V LfclH, ^7 ml!B7 7 0 
*-C0 

[3. 2. 6] 

Maackia amurensis Ag g I u t i n i 

-Juv hlfcl. S f 9£?si«<h UT^TfSIi£ltfc£7>:tf-®7 

7^£-C(Cj;b^Tim^SJ^t££:^1\ tuIB7 ?^^-Co 

[3. 3. 1] 

2 1 mM(D<7JLym.1- K U CA©#STT\ 1 0 

s fuIB7 7^^-Co 

[3. 3. 2] 

2 1 mMffi^i>lt K U -7A©#STT\ 2 0 

, fu!S7 7^-9 — C0 

[3. 3. 3] 

5 2 mM©^||7K^^- K U ^A©#STT\ 2 5 

, mJSB7 7^^-Co 

[3. 3. 4] 

5 2 m K U 7A0#STT\ 3 5 %£Lh©8l#S14£^T 
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* nu§E7 7 —CG 

[ 3 . 3 . 5 ] 

2 1 4 mM0Mf h U £ ACD#£"F"C. 2 5 %&LtCDgg#S1££^t\ 

fy§37 7 9 9 —C0 

[3. 3. 6] 

2 1 4mM0Mt h U r>A0#S"F*e. 3 5 %&LtCDgg#S1££^t\ 

tulB7 T7 9 9 C0 

[3. 3. 7] 

1 6 m M0®7y^s>") 1 5 

15137 7^^-Co 

[3. 3. 8] 

1 6 m A©#£t~FT\ 2 5 %J^±(D££#?St££:^t\ 

tulE7 7 9 9 C0 

[3. 3. 9] 

2. 5mM©j|fti]Jk>^A0#aTT\ 3 5 

fu§E7 T7 9 9 C0 

[3. 3. 1 0] 

2. 4 5 %J^±CD$l#Ste£^t\ 

fu§E7 7 0 9 C0 

[3. 3. 11] 

2 1 mM©n>Mt K 'J ^A©#4Tt\ S f 9£7ti«<h 

T^il^-t±/c^7~ htf-©7 7 9 9 —C, ^|77^-

C J: tulE7 77 ^^ — CQ 

[3. 3. 1 2] 

5 2 mU(Dm.m.7mi- S ') S f 9 £7LTfflU 

7° h#—CD7 T7 9 9~CS 7 9 9 — 

C <£ ^ s ttllB7 7^^ —C0 

[3. 3. 1 3] 
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2 1 4mM0Mt h UOAfDfefeTV, S f 9 

mM^-tt/cljy"h^-07r99-Cs »7^-c 

«ty fyf37 r 9 9 —C0 

[3. 3. 1 4] 

1 6mM0^$T^*^A<Z)#£T"C* S f 9 LTfll^T 

mM^i±fc1J7"h^-(D7r99-Cs £J:tf/£fcl£% 

<fcy ME? y0 9-co 

[3. 3. 1 5] 

2. 5 mM(D^bfiJls*>ryA(DfefeT-?:\ S f 9^?|±»h 

h;tf-©7 7<7$-Cs ^177^^-C 

<fcy ftll37 7^-C0 

[3. 4] 

fulE7 7^^-c0 

[3. 5. 1 ] 

#5S5LS D S - P A G 1 1 5kDa~1 4 0 k D 

a-efeS, fu!37 7 9 9~C0 

[3. 5. 2] 

#S^SDS-PAGET;ite£ft£^sfr1 15kDa~130kD 

ftiI37 7 9 — C0 

[3. 5. 3] 

#SjuSDS-PAGET1iy£^£^Mfr1 2 0 k D a ~ 1 30kD 

aT'fe^v fu!37 7 9 -9 — C0 

[3. 5. 4] 

#JSTUS D S - P A G E "Cite 3 1 2 0 k D a ~ 1 28kD 

atfe^ fu!37 7^^-C0 

[3. 5. 5] 

#£5uS D S - P A G 1 27kDa±5kDat' 

fu 139 7 0 9 C0 
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[ 3 . 5 . 6 ] 

D S - P A G E -zmfe-Z 1 28kDa±2kDat 
fu HE 7 7 0 0 — C o 

[3. 5. 7] 
4¥&7ts D S - P A G E -emfe-Z I 27kDa±2kDat 

fuI37 7 0 0 — C0 

[ 3 . 5 . 8 ] 

$¥WJK SDS-PAGE Tr;te£ mfr 1 26kDa±2kDat' 

iib&s fusB7 7 0 0 — C0 

[ 3 . 5 . 9 ] 

#iS7uS D S - P A G E TlteT* 1 2 7 k D a ± 1 kDaf 

fuH37 T7 0 0 — C0 

[3. 6] 

fti!B7 7^^-C0 

[3. 7] 

77^^-c^i%m±mvfcz>, mm-?7 0$-co 

[4] 

fu§37 x> K hdr^>)iy^y0 

[4. 1] 

iSblZ, £7" htf—©7 T7 £ ̂ -B££T/2J7" h ~ © 7°P ̂  P ^ x -f V 

fuE>te£!Jo 
[4. 2] 

fulB7 7^^-BfrT=E (E) (F) IZ^t 0 y^OMVfc V s fu 
IB^n^Pvrf V^xy+ff AJJTFBB (G) (H) 

fs*c£>£. fu§E)iy^y: 

(E) S3^[J#-^- 6 IZTFTT^ y ; 

(F) I3^|J#^6(C^T7^ y|£IB^HC;j3V,\T, 1 SU< ttMl©;7^ 

©®3& fro, 7 700 
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-B ; 

(G) ; 

(H) l3^S^8(C^-r7$yitl3^(Cfc^NT. 1fl<(iM07^i 
©S#u jf A* fro, 7°P^P 

v=7-< y<?ny*f4 

[5] 

fulB)iy^^yivh*h^>dr>> ho 

[6] 

mfetZ>T-fc%<atj\ K 
[6. 1 . 1 ] 

tu§BM^iS^fr\ -f tuiB^)io 

[6. 1. 2] 

fuHBM.I^iS^(-fr\ t) >tk'a^T&s tuHB^3/io 

[6. 1 . 3] 

fu§BMi$§s^fr\ tugB^>£0 

[6. 1 . 4] 

tu§BM^iS^fr\ TJi/ti u±is#s-r^>;&# 

'It'S, fuEBJj/£0 

[ 6 . 1 . 5 ] 

fu§BMi$§s^fr\ yjiti tuiB^io 
[ 6 . 1 . 6 ] 

fu§BMi$§S^fr\ TJUti 'J ±$M£M'<*y$:'a£TZs fulB^&o 

[6. 2. 1] 

fu§BMi£§S^fr\ -f K U 0 A'f ^ U ^ A'f A'f 

s A-f ;t>fr 1 

[6. 2. 2] 
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i~ K 'J 0 A-i y&'a^T5, BUPEJJ/£0 

[6. 2. 3] 

tu§5®i$!^fr\ ti >J OA-l 

[6. 2. 4] 

ful5MllIS$4fr\ ti JI/S/0 A-l y &s fuIEJj/£o 

[6. 2. 5] 

[6. 3. 1] 

fu §B$ifcl$£l-iz££-fJy(Dizm$kTZ>t)^ty 

£ LTs 1 fulE^io 

[6. 3. 2] 

©;ijtfr\ mmunttuiB^j^^j^ utcrnv^^iz&«•si^ut 
£ LTs 2mMJil±^j:§J:^cj:l'efe§, fu§E;fr}£o 

[6. 3. 3] 

fu iz&tt&jty(Dmt>\ izm&t zti^ty 
©;ijtfr\ mmunttuiEfcy^sy^ Lt^co^ihtz&v&i*;Ut 
<hUT, 5 mM£Lt<h&£ J; 9 tulB^)i0 

[6. 3. 4] 

fu iz £ \d z> <f t y (Dmt>\ (c fi 5fc t zti^^y 
mtmMHtmBmfcMt&M'SLfcmvKjfcMiz&tfzmmjg. 

tLTs 1 OmMiil±tte£J:?ti:w-?fo£s fulE^&o 

[6. 3. 5] 

fu5N-iz&>r ̂ M5N-izm$k?z>t)3-?ry 
©>j|Jtfr\ £fulB}iy^^y<h £;!£• L(C£tt£l*;lJt 
<h LTs 2 0 mM)^±<h&£fulE^&o 

[ 6 . 3 . 6 ] 
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fu(c&z>-f tyom 
©;ijtfr\ §£»§jm«htuiB)iy^^yt u^aw-&i^ut 
<h LTs 5 0 mM^±<h&£<£9&m"e£>£. fulB^")i0 

[6. 3. 7] 

fu IBMi^S^(caw-&-<^mfi\ izm&t&ti^ty 
©;lJtfrs <hfulB)iy^^y<h £;!£• L(Ca£l^lJt 

<h LTs 1 fulB^")i0 

[ 6 . 4 ] 

fuEBMlllS^frs $>&, tuHB^/io 

[ 6 . 5 . 1 ] 

fu§BMi$liUWs J^b^hU^A, *s>£ As J^lt7j<*^- K U 0 

A, O^y^tf K U ^A, J^b^JU:^A, i^b^U^A, -r^-^^AIt^-

h 'J H) A, x-^ A~^- h 'J 0 As &<kZ?'jyM=7kMi-^'J0 

Afrb&zmAvmftztiz 1 m£fc&?tiyL±<D&&$GTZs tuiB^i 
o 

[6. 5. 2] 

fuHBM.I^iS^(-frs im'fb^-K U ^ A^r'a^f'Ss fuEBJj/£0 

[6. 5. 3] 

fu§BMi$li^fr\ M%~??*isOA%:^TZ>s tulB^)io 

[ 6 . 5 . 4 ] 

tulBM^iS^fr\ OA %^TZ>s tulB^)io 

[ 6 . 5 . 5 ] 

fu§BMi$li^fr\ ^x>It^-h U tulB^)io 

[ 6 . 5 . 6 ] 

fuEBMlllS^frs im'ittiJl'Sy0A&'a^T&s fuEBJj/£0 

[6. 5. 7] 

tulBM^iS^fr\ Ikfcti'JO AZ^TZs fulB^&o 

[6. 5. 8] 
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-i ?t" S 'J 0 BUpB3fr/£o 

[ 6 . 5 . 9 ] 

fux t> )l 0 A ~ -f K 'J 0 A £##f -S s ttl I3^;£ 

o 

[6. 5. 1 0] 

fui3»!imfr\ u >m=7kmi- K U tuiB^io 
[ 6 . 6 . 1 ] 

fulB»iS^iz a w- &(c S3fef &^©>f Jt 

M^iS^^tuiB)i^y«h £ it, 1 

mM£Lt£ &£<£?&£•? £>3* tuI3^")io 
[6. 6. 2] 

m MJil±<h &•!> <£ 9 'ilT'fe?), tulB^'/io 

[6. 6. 3] 

futza#£Mitsmizm&tzt&<Dm&.tf. 

luIB^/io 
[ 6 . 6 . 4 ] 

fui3»sim(ca^i-

mtmum t tuS3>iy^^y «h L iz & «• & a&ijt ̂ ux, 1 
0 mM£Lh<h&£tul3^)io 

[ 6 . 6 . 5 ] 

tu§3i«i5miz&vizm&t&&<Dm&.t>\ 

0mMJ^±^4^<J:9 4M^^ tu!3^0 

[ 6 . 6 . 6 ] 

Hu!B$ifcS£5ft(c £ 3N-K £ 5fef £ 



WO 2014/092079 19 PCT/JP2013/083082 

Muslimtutcmo&itzkiz&w-&a&ug£LTs 5 

[6. 6. 7] 

tuiBM^is^iz&w-^(cmmt&t&omfetfs 
£ tu§B)te£y £ u iz & «• & a&ug 1 

0 OmMJ^Lt£&£<£•? &i-C£>£* fulB^")i0 

[6. 7] 

tlXtr- FfcJ&<DMfr&&liiTZfcdb<D&M&fc!&MlZffilJQTZJ:&&'5 
t>\ H'JPB^/SO 

[6. 8] 

o 

[0018] imwi) 
[H32] 0;fcjt|;£] 7° h #—Tachyp leus tr identatus|±|^CD4H|gCD7 7 $ $ — C 

(Sf9% CHO, HEK, TAL) 0#S^ttT^l7^V^P7T<V^0^ 

[H33] 0^^^: 7° h Jj— Tachypleus t r i dentatusE£|5fc(Z)^$£ 77^ — C (TA 

L) feJ:tfiIi7 7^^-C (CHO) (SDS-PAGE) 0 

[04]77^-C ©Stt)iy^© X 

[|§|5]^M:§j$2j7>'(r — KJxJ&^£^t"l§lo 

[H36] 0;fcj?|:ft 7° h Jj— Tachypleus tr identatus|±|^CD4H|lCD7 7 $ — C 

(Sf9% CHO, HEK, TAL) (D^^TMo 

[H37] 0^^^] 7° h Jj— Tachyp leus tr identatus|±|^CD4H|gCD7 7 ̂  ̂  — C 

(Sf9% CHO, HEK, TAL) (D, ^IMia^iSttPlS^^tlo 

[gl8]^dr7°Ur>7> • hlJfV^77077^^-C (TtFC) «h J 7> =1 

£^©7 7^-C (834CrID4) (DT^^y *y h 
(^9(C^<) o TllHi. 
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• hlJf>5'77077^^-C (TtFC) ttl^^yxzI 

JUtfOX • UV >7^ tiO^Oy 7$$ — C (834CrID4) (DT^^y^yv 

m8(om^) 0 Tmz* nmmmmhv&zvm&^y-tyy-xw. 

IM10]S7u^#Tfcs<£tf#3S7u3M4:"F'C© 7 7 0 $ - C <h 

Zf S#—Tachypleus tridentatusS^04®H©|fM7 T7 ^*? 

-C©^m£^t¥JI (SDS-PAGE) 0 

[1H12] 7° K ^Tachyp leus tr identatusda^CD4ffi|ICD$i$^7 7 0 *? 

(o^xtyy'nv h) o 

[IH13] 0;fcj?l:ft 7° h #xTachypleus tr identatusS^©4HH©ffM7 7 0 $ 

-c (D v =? -< =i^7>y•—tfFiz£ &N§ymm®i&£<omm(o*. 
7>^>7°P v K) o 

[®14] (a) 0^^^: 7° K Tachypleus tr identatus|j^©4fifl©#il^7 

7<7$-C(D[st3Lyy'n V Mc<fc£Niyj|g^©&aj^£^t"¥£ ; (b) 

; (c) 

7 7 ̂  * - c 

[0019] (1)^1077^-C 

ffl077^-Clt ^yS^ftj|5©7 7^^-C-eft5o *3§0,B 

077^^-Cli, M&x.$y^<7WVfo&0 tWkx.$y^<?W\ 

*>^£jt£=i- \tt&mfc^?kfe±mmizmx[.mmm%^v:z>z£iz& 
V%btltc$yj^VW%:^Oo M077^-Clt 77^^-C0;S 

[0020] t) 7 h 1J - £ L T 0 7" h -'T?£> £ ̂  dp 7° U 7 X • h 'J 7sy $ 

V~X (Tachypleus tridentatus) % 7^ 'J tJ0t) 7"h Jf—V&Z) U AJUX • 

/t^'J 7xA7, (Limulus polyphemus) % ^MTVTM (V>^3^—JljM) t) 



(e'z-») °vnivnn^:io-^^^ 
C2imm YiT21 :? 2 24.^21 0-* *¥1 

inrz^ \£iim Mr ̂ 2021^121^^ v>T^ivun^Mli 
210-6£f<LC ^1|lirz^ %\^:?2<2:02n^f^|lirZ<0 0-£ 

£^£G9Ef0i£^ *#:? ri:4-^^ll/irz^j 0<2rl*<3### (oOSneN) IK 

$4>^irn l= n^-N4- (ovgneN) |1< ̂  4 > Z' ir^4-Z - N \£1"¥^ s 

£iin^|lirz^ ":pio-*£^£0£f03£¥ [2200] 

°<2ri*ci •*£=:? 2 <3j?ao-* 

H '*10 

-6f0^- £(D&0<Z >^<^n • /"SOT ^21^ °4_ 

^216 ( (4-^^S^Il^ ̂ Z09S5>¥1BBX) ^l/^S-eeX-usv) ^ 

3i^4<^<l=?r#Ki 2s¥0)»fI|f^N^H < ^<>^Z0)0-££^£M 

° 2 o in £ r^tcvuh ̂ mmmmmn xw a ? o - * $ 
• *Miri=*^ir^:?o-££^£a>^£< 

^fiH %o^lll(p^n^|2ig^/:JF^v^za)M^v< 
£ ^D-6 6 + CCOtim* [L200] 

°4-^2i e ̂ sn^si^ mmnco^m^ 4-.H -i=^o-££^£a>.£ 
ov y^KK.n • YO^^^Yr0 4-^21 p^mMVM^MVMm. 
r ><LCDO-66 + CCD&OIZ y^^K.a • YO^V^Yr^A(% 0 4-^21 

L ^S^3l^^3ISm®i?}«<l:4-d -\z^O-^^^-CCDYn^^^(\ H 
• ^^z^m&mmwmf^tf-CDQ-bb + ccD 
Yn,^^^(H -YO^f-^b vn ̂ Mhr&CDV^^mYK^K^h 
H • ^1-2^0)^012 Mil 

• YO^V^Yr A 
q: (mir-##<<*) sYK^<^r,^ -YOIA** 

'¥1-2^09^^2 (SB6I6 sn0]dAqo 

B1) + H " (epnBO 1 pun;oj 

sn 1 djoosou 1 OJBQ) £ £ % /* • • ^ Z / ̂1f ¥H ,/l 

Z80£80/£I0Z<IfAL3d VZ 6/.0Z60/H0Z OAV 
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XJ:<s <fc (a-2,3) 

T<U\ r (a-2,3) (a-2,3) ^'J=l*>K^-C 

r (a-2,3) ^(DMmisTJVItJ ( 

a-2,3) yj =1$/ KI^-efJKci^L. So, 

Mii«hLT^ *>-FJ\sm*s mz. 

J^T-7 y, 7 7^ — cicttflnt-£££#-? 

pfi?us»frwe>^0 

. m?L&s mmm«titm/T^ &sa©#& 
tCcfcy^T-pd^^-e^So m^s istTy^mmtmtkmmLTmmmfr 
^Ii9 Maackia amurensis Agglutinin 

(MAM) LT \s$3->7n v h£tT9 d tlZ£ y, (a-2,3) f^r©^ 

[0023] M(D77^-Clt ^M©7 77^-C<hJ:b$$LT, *s? 

< tLTUTJ:^ WI®77^^-Ci:J:kSUT, < ^f 

£J *3§B,B©7 7<7$ — ClZ$&'& Ltci/J7)l>&<DMt>\ 77^-C 

©#?^ tc y ©$/7 JUlt©^iUC^JI LTs ft M©7 T7^^ —C(CiS"n L 

flu*.#, ^^©77^^-ctc 

Ltc*/yjim.(Dm^s 77^^-C0^fcy®5/j7 JU&©#?$UC 

i^JILT, ftM©7 T^^-CtCi^L/c^ZJUil©*©^ 1. 1 teJ2Lt, 

1. 2m±, 1. 3m±, 1. 5m±, 2. 0m±, 2. 5 m± 
, t/c&3. 

[0024] ftM© 77^^-0^ LTtis MMfflli&S f 9 7 7 £ 

^-C^5^©7T7^-CfrWe>tl£0 rs f 9£7si«<h LT^H 

$tfc77^^-cj «h(i, ^f0^077^^-c^i-©7$ yitrafr 

^77^-C^P- Kt^mfc^S f 9£7si«<h LT3§H£1± 

^o^:(Ci;yt#^tl^777^^-C^:lN9o ^i©77^^-Cj <h&, 

^7° h^-©^-T "tr- Kfr^^HffM^tl/c7 ^©7 
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bfiWMWk^ Utc? 7 W — MTL 
^^©7 7<7$-Cif$Jr-f[sryX • 

*-C t/c(i^©/<u 7> ^©7 7^^-C(i^dr7°Ur> 

<fclNo 

[0025] rftBg©7 77 /7^-c,hJ;b$xLT, < ̂ t Z> J 

(D77<7$~Ct ft M© 7 7t7$ — C£-£*/ 7>/Ht©M £ tb$$f £ o 

£i;:j;yiiisrcs£o ^>7JH£©M&. ^^tccfcy^-rsc: 
tt<x^^>0 fiiiMWs ©#&£<£ km-? flUtf. u 

Maackia amurensis Agglutinin (MAM) V7'*P'y h 

fr-pd^lCcfcy, (a-2,3) 

T?££0 Mmvist^yy'nv h%fi-?tcmzim^Jx.J&,&%:^T%3is (a-2,3 
) (a-2,3) ^(DMmisJ7 

)\/Wk%><MtZ>. «h>^^-e$^o ^©77^-C(i, ft 

M©7 77^-C<hJ:b$$LT, MAM-eU^^V^P >> h fc8&lCimlNixJfc 

rftBS©777^^-C^:J;b$xLT, MAMT-U^^V^P v h 

tit. ^M©^^0^©7 7 0 $ — C <hftM 

©7 7^^-C(Cft LT^tl^tlMAM-eU^^V^P >> h^T^/c^ttC, ^ 

0Iffl77^-CfflX/fy h©*i!±!^Jt (3§fe©*MJt^) ftl©7 7^7 

^-C©7^y h©*i!±!^Jt<±:1'J 

[0026] M077^-Clt C^M(CH i s ^ f (DV 

t/c, M©77^-Clt C^M(C V 5 

t/c, M©77^-Clt C^ffi(C^7° 

51 Kfr—t/c, ̂11077^-

C(i, N^M(C^7°51 Kfr—t/c, 

M©77^-Clt ^7> Kfr— 
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(DXfo 

[0027] ^077^-C(i, 7 ±1 B&Mtl 

7"h»77^-c, 0J *. 2 t /c (i 4 (C ̂ 1" 7 $ y £ 

MPilt 

s ±§E7 7^-C©/1^&fc\ /<'J7 

> h©7$ ^(C;b7>;tf-(C£lNTJl,!±l£ti£;:<h£^L& 

INQ r^7° h^-©/^7° K^-fi5fe(Z)J 77^-CCli, ^ 

7° h^-(Cfcs^T^,l±l^tl^7 7^-C©/<'J 7> h-e&^T. ^7° 

- iz&n,!±!£ n&iNT $ y itiB^y& t © t #t ti&0 

[0028] 77^-C (is i>Kh^> > ©#ST-e^ttSy <h ft L>U 7 7 

£ * - B £ £ 1± £ £ IN 9 o r 7 7 ̂  ̂  - c © ^ 1" £ 

J Ztlts M©77^-C^ $?3S&7 7<7$ — B3n£X?B 

3S&7°P^P>>^< A «h 11^-^1 ̂ -t±/c^(C, x> K h =£:>>(£> 

KJ5J^©jitT;&^tl±l-r^o^:(Ci;''J5ilH-e$^o 

Its 0!J;Ltf. KW&7 7 <?*-&£ LTIB?y#^6(Z)^>A^ft£, $?jg& 

7°P^Py7^ vyivtf-f A <h LTIB^y#^8(Z)^>/^S^:fJffl-e$^ 

o tiX^r- F£jfc<DM?rtes &7&TZ&tiiH&n&H^rWfcV$Z0 

[0029] ^%m®7 7 <7 77^-C SPSy^ ±IB(Z)i;9 

ft77^^-c©7^yitiB^y. fly*.tfBB?y#^21&&4tc^-r7$yit 

BB?yic£iNT. 1 gL< lgU<ttM©7$yi©i 

#u if 
tuiB rigu<iitij tits 7 5i;m.m&<D$>/wn<DiLfami£tz£tt 
Z>fts^p7$ y JM*ftIZItft£. L < it 1 
~2(m <fcyifS L< tt 1 ~ 1 (m 1 ~5<@, 
tu<(ii~3i^iin0 ±i3©igo<(iiSi©7$yi©m & 

if As Sfcttffltt, 
Xfo&o W.^kXfo&o {£#ftSi^£:(£ 

. m?Ll£s W.&^tiLtfjgmm-FSiJm.-V&Zm'&tZ^ Phe, Trp, TyrmXs 
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Leu, He, Val^T\ 

G ln% ksnmXs $ J Lys, Ar 

g% His^T\ 7 It "£•£>•!> if "• l/Zlt, Asp% Glu^T\ tKP^r'vJUS 

^07^ Sei\ Thr^-C£SlHc:#&-r£^"C&£ 

o Alafr^SerXtiThr^ 

©S^, Argfr6>Gln% HisXfiLys'VCD®^ Asnfr£>Glu% Gln% LysN HisXfi 

Asp'vCDBi^U Aspfr£bAsn% GluX&GIrrvCDSi^U Cysfr fbSerX&ALa'vCDS 

Glnfr£bAsn% Glu% Lys% His% AspXtiArg^roS^s Glui)v£bGly% Asn% G 

ln% LysX(iAsp^©S^% G lyfr ̂ Pro'vCDS}^ Hisfri^Asru Lys% Gln% Arg 

X(iTyr^®Si^s Ile7!)v,QLeus Mets VaIXtiPhe'vCDSi^x Leufr£>Ilev Met 

s ValX(iPhe^©tt^s Lysfri^Asru Glu% Gln% H i sX&Arg'vCDSi^ Metfr 

£>Ile% Leu% VaIXtiPhe^CQS^s Phefr£bTrp% Tyr% Met% I leXtiLeu^© 

S^s Serfr £>ThrX(£Ala'vCDS}^% Thrfr ^SerX&Ala'vCDS}^ Trpfr^Ph 

eX&Tyr^CDS}^ Tyrfr£>His% PheX(iTrp^©S^% $.TJ\ Valfr£>Met% I 

leX&Leu^©S^fr#Hf £>tl£0 £.tcs ±IB©i: 9 tH7 ^ J SI©B#U 'K'k 

. ^A, ztcizmmiziz, m 
(Dm^Z&-j<m^te£(D^AZ.±i;Z>^m:b^3.tlZ>o 

[0030] t/c, M(D77^-Clt ±§E©<*:9&7 7 W-CCDJ7^ 71113 
mi£lB?U#^2g;fcl£4^T7$y|£|B^$;icftUT. 8 0 

°M±s if S L < & 9 0 %£Lt, J: y $?3i L < 9 5 %£Lt, 

(£9 7 %£l±s iNHcfcft U < It 9 9 U 

[0031] if0^©7 7^-C£=]-KTaJtfs?^ ±§E0 J: 9 WPI©7 7 

Kf^PSy^tC^JPS^n^lNo ^1077^^-0^3-

btit#^70• -7\ 

S^1 £tc&3lz&tik&^<D±fa3itc&-:&lzttTZfetii^£Z K U 
>^x> h^^#T"e/\-r7°uxu 7 7-?^-c©;gft^t^^> 

fx MJ >^x> S& 



WO 2014/092079 26 PCT/JP2013/083082 

U >> -0iJ£avt±tf. ffiltt^l^DNAl± 

s 8 0 %£l±s if £ L < & 9 0 %£Lt, <£ y if £ L < & 9 5 %£Lt, 

<£ y if £ L < & 9 7 %£l±, ^(cif t L < & 9 9 %£Lt©*l|tl14£^r £ D 

N A7"u y>r xu ^ti£ yD N Aiti±tf/W 7"u 
7"u y>r-tf-^a yom^o 

0k{*XfoZ> 6 0°C, 1XSSC, 0. 1% S D S % if ̂  L < (is 6 0°C% 

0. 1XSSC, 0. 1% SDS, ^(CiftLOi. 6 8°C% 0. IX 

ssc, o. 1% s D stcffi10. <fcyifsu< 
& 2 ~ 3 0$£&•t £ If ̂  ti£o 

[0032] t.tcs ^%Vft(D7 7<7$ — C%: =l-fiES©P K>£^tl 

^fi©= Kvciiu/ctQ-efe^xtct^o 0y*.i& ^07?^ 

-C£p-=1 K>©M^t)1t?:Pfi?L!li^fl§"e©^tCg 

gSSfctt. 

LTlT9c^^-e$l)o &fc\ ^^©7 

% =l K>©M<^to1±frPfi?L§i»T©fgIl(C;gi^b£ftfcD N A©/<U 7 

> h -QlSb 1X t <fc IN0 

[0033] &fc\ ±§E©m{s?^>/^lt©A,|J h (CMI" £§E«m. 77^ 

— B£<fctf:/p£p >^x>Hf-T A, K1~£m{s 

[0034] M(D77^-Clt #M^SDS-PAGET)te£tl£^mfr 

1 1 5 k D a~ 1 4 0 k D a, 1 1 5 k D a ~ 1 3 0 k D a, 120kDa 

~ 1 3 0 k D a, Zfcte 1 2 0 k D a ~ 1 2 8 k D aTfe^TJ:^ t/c, 

*3§0£© 7 7 ̂  - C #S5u SDS — PAGE 1 

27kDa±5kDa% 128kDa±2kDa, 127kDa±2kDa 

, 1 26kDa±2kDa% 1 2 7 k D a ± 1 k D a T?&o T <fc 

t/c, M(D77^-Clt #S7uSDS-PAGE-e^^ni>^? 

1 2 8 k D a Zfcte 1 2 6 k D a U$> o T <fc 
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[0035] t/c, M(D77^-Clt 

'tM LTlNT tctl^o Z>\ 

M(D77^-C^ NM(D7 7 <7 $-C ttt&LT, <^y(D 

ttM(D7 7<7$-CtLTlts m 

£«s f 7o$7o$-c-tfmf 
bu&o tits i»7 7^-c©ffitt^ 

ttmo77^-commmPSy^izmps^n#^t>\ mxit, 
(0 77^-C 77^-C 1 . 1 

1. 2m±, 1. 3 1. 5m±, 2. 0m±, 2. 

5{££l±, t/c&3. 0il^LtJ;i<\ f-rtyizj:^ 

StePM£Sttlc:<iv|£ftj t LTs m^lt, »7 7^^ 

-Cttt^LXs 2 1 h U 7 

5 2 m M©j^It7j<^^" h "J 7 

ft, 2 1 4 mM0Mt h U 1 6 

m tf ̂ *>0 2. 5mMCD 

btlZ>0 t/c, r 

-f ;*>(ci:£SttP.iS£Smc< <h LTs flUtf. 2 

1 mM®nvlt K U 7A(Z)#ST-e 1 0%J,USfcli2 0%J^±©i# 

5 2 m M(Dm&*Wk1- h U ^A0#STT 2 5 %£l±£/c 

£3 2 1 4mM0Mt K U 7A©#£T 

t2 5 %1^± £ tc it 3 5 % J^Lh © $£ # S14 £^1i4ffs 1 6 m M ^ 

**> ^A0#STT 1 5 %l^±t/c(i 2 5 2 

. SmMro^b^JkyCAQ^fiTTS 5%£l±£/c&4 5 %£Lt©gg#S 

£>tl£0 ffl077^-Clt 

&fc\ (is ^4 iZTjstTvt'i mz^Xs )Eltffl7j<(CX 

> K h dp *> y%m\l L/ctCD (x > K h dp>}j§Jt0. 05EU/ml_) «h 

L/c^©J5J^tt;&100%«h L/cif^r®, •< ty%<ahs^%kU&lZJiy K hdp:> 
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(x> K Kdr^>}jiS0.05EU/mL) Ltc&Ofc 

(%) <hLT^£tl£0 

[0036] t/c, M(D77^-Clt 7jCS£,l£"C£>oTJ:l\, 00W9 

ttj tits 71 $-c%m^feMmx%m,^^tcmiZs mm 
Lfc77?$-c&pr®feMftizmm$tizzti^0 rpn§i£®#ic&ai 

tits mMLtcy 7?$~C(D2 0°M±S 5 0°M±S 8 0°M 
±s 9 0 °M±s Zfclt 9 5 %J£Uitf Rn§te®#lC&di t*tizztv$>?z 

£1^0 

[0037] (2) *»77^^-C0lM 

ffl(D77^-Clt Pfi?[Ji«£7si«<h LXm^X% 

i^vzztiz^vm&x^zo *%mts ps?Lis«^7siiffl 

mt LXm^Xtl7\>ti=<D7 7<7*-C%:f£mT2>Zt%:$tj\ t> 7>tf 

-077^-C Z>J5&s £Jl{£"t£0 

© 7 7 <7 $ - C CD—WMXfo £c 

[0038] Pfi?US«&. 2j7>ff-©7 7£*-C£&tgftlC (functionally) fg 

SE-rsd^tf-csspsy. mffimzmmtzi tits 
m%^tltc7 7<7$ — Cti<s 77^^-C©;S'i^ti:^^U9o 

ictt, Pfi?US»&s C 0 S — 1 Pfi?L 

If o®ll£><fctfffiSillJbN£>&£i#<fc l)M$R^U%vM\M^(DW& 
XfoZ>(D±mt.[s\,\ If-om^t LTtis ^W--

X/\AX$-s /\AX$-s ~?OXs 7'?K hfr#Hf£>tl£0 o 

— — X/\A**—#$?£ IA\, ft^--X/NAX^ 

-0«fflJS£ UTtt. ^W--X/\AX^-#pmfi5fc«tt (CH 

0) C H 0 <h L T (is CHO DG44^CH0 K 1 

ffiSIS«hLT(i, ftIZ$M$titers th, y-)is =$-y^yv 

Xlts t; ( 
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HEK) tfmibtl£0 H E K LT(is H E K 2 9 3 t?mib 

[0039] Pfi?US«&. 

7 Pfi?lJMfflJ^C£^T, 77^^-C^3-h*t 

mmxmzt~(D%\\nTxm%^mizm^n 
TlN*U£<fcl\, Pfi?Lmffl^(ca^T. 77^-C^3 — 

$y*Ji\ 7°^7>$ K0<fc-P 
l^T =&<£<* lfefe{*±(C>IA£tlWr t <fcl\, 77^^-C^3-KtS 

y7 $ — t- LTtis ^y^-tis pCA7 (Makoto Takeda, et al., J. Viol. 

79(22): 14346-54 (2005)) tfmibtlZo t/c, pCI-neo^*-

(Promegatt) 7 7 9 $ - C % =1 - Kt" £Pfi?iJi»(£>lfe 

fe^±(C^A"e$^o PS?US«&. 77^^-C?;3-Ktl.IlE?^ 

1 =l tr—CD^UTlNTfc <fc <s 2 =l LT^tt <fclN 
o 

[0040] Pfi?[Ji«£iMt-£PS?Ui«fri^it-e$ £ PS y 

»£tnr\ PS?L<&mz£<>jmm& 
tmtLTlts mti\ PS?LIS»©iM(ca 

mti\ RPMI1640i£ 

±fe (Sigmatt) ^DMEMi£±fe (Sigmatt) £ <hfr-e$£0 $1*. 

ti\ 3 6 °C~ 3 8 °CT\ 5 % C 0 2 T?f|®i£# tfU $ £ 

o 

[0041 ] atilft ft 77^-C £><% II LtcZ-t. Its 77^-C £ 

££lCj;yiiis§'C££o Sfc, 777^-CfrfgIlL/co<h&, 77^-

C£=l- R N A ©filter* £ <h*/[{* 

[0042] ^Hfc77^^-Cli, 7T7^^-C^#^-r^)^«h LT0JJXU * 

%U%(DJLy K S**>>5fly LTifflT$^o 77^^-C^t 
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tzfefet&s m#* t-tciztnb 

9-So 7 7<7$-C&, 

<. m^-ti-r^ffliNTfecfciNo 7 7W-c%mmtzzttn 

, +#&x> K S^v>)ISf£frt#bfi£o 7 7 <7$-commas ^!)?il£ 

$ yM(DWMlcm^ t>ti&yMn(Dl5:&lz£ y ft"i z.£ifz^&0 tcT><fc 

K^7 -f 

^^>^•7 1^^77^- Ml#ffl^P7h^77^- th'P 

• V h^77 -f —£>tl£0 £/c, 77<7$~ClZ 

% H i 

Lfc77^-T<-?P7 S^77'f-(:«J:|'J7 7^^-C^it5 

t/c, 77^-c^its* 7<fju*-

3i§LTffi^Tt <fcl\> 7 <<)\s$-£ UTtt, 0.22jLtm©7-f — 

[0043] (3) ^BJ3©x> K b**>>iaUfc&H 

M(D77^-Clt X> K hdpi>XZ)}iy^(C^Uffl"e$^o 

s *mm<D7 71^-at^^y K h^>>>iy££y£ji{£-t£ 

0 ^ix> K Kdr^>)iy^y^. r^0^©x> K hdr^>>)iy^yj 

o *fgBj3©iv K hdr^>)iy^y(i, x> K h^>>©)teii*mc]^i;T, 

£S>IC, 7 7^-C]^CDH?£#/vWT:fe <fcl\, 

[0044] 0IJ3.1& t!0|(D77^-Clt 7T7^^-BJ5i;t/70P^P>>^0 

^XV+JM x> K Tftto 

t>s ^|0I> K ^077^-C, 7 

7^-BS £<£T/7°P^Py7^ >^x>Hf-f A£#k\ I>h'h^» 

ZLfOtmS. tiXtr- KSJS0IIiiTl)^^ P f -f >^ 

x>Hf-rA^aifsd^tc<fcy, x>Kh+5/>^i^S50 

x> K Kdri>>}iy^y©—H^i(C-attl^7 77^^-B^i;t/70P^P>>x 

-r y^xy+f'T A^r, ^tl^tl^^0^©7 7^^-Bd3J:tJi^»XP^ 



WO 2014/092079 31 PCT/JP2013/083082 

PfT'fV y-lf -f A t IN 9 O 

[0045] —tiXtr- i>h'h^» 

^i©x> K ^ 

^&*IBPg3iTlcll^T£H?£^TiNfttfj;iN0 

tixtr- KJSJfc© ̂  W\M%Zfo £ 77^-C £&ai f 2>ZL£IZ&V 
x>Kh+i/>^t5®x>h'h^>v&y^ay77^ 

$ - c £ #A/T? IN ft# J; tN0 

[0046] M077^-B(t t>7 bj3~m$k(D7 7 t t/c, 

^^0^©7°P^ • >^x>Hf-T A(i, ti7 K^xS5fe©7°P^ • 

<>yx>Hf-rA-efe^o ^7"K^x,hLTti, a^^7"stfx-c&a* 

dr7°Ur>7v- h U "ry^ 'V 7- (Tachypleus tridentatus) % 7 ̂  'J t) 0tl 7° 

h U AJUTv • U 7 x AX (Limulus polyphemus) % 

m (isyfitf-ji/0) tiy'hJj^Tfcztui'issx=uist°ox • uyy^-f 
tlOy (Carcinoscorpius rotund i cauda) % 7 ̂  ^ 7° h 

^^7°U77s • dr^fTv (Tachypleus gigas) htl&o ZLtlhCD^Ui/^ 

s bJj=TfcZ$*7°l'OX • h ')^y$V7,&%ZfoZ>(Dl?U 

t IAN0 

[0047] ^dr7°Ur>7> • h 'J f>^77©7 7 7$~ B% ^p^pyj^vyxv 

Hf^A©7$yi£lB?U£^ft^tllB?U#^6, 8(C^t0 t/c, ^7°^ 

7> • hlJf>^7X©77^^-B, 7°P^ • y 7^ >^x>Hf-f A£p — 

KT£»{E?0&SSB^J£^ft^ftSB?!J#^5, 7 (C^f0 

[0048] ^077^-B(i% 7 7^^-B0;mtt^Pg^ 

7'bi3-(D77<7$ — BS ^yx.tiiB^y#-^-6 

>/^l©/^J7V ±§E7 7 

^-B©/1^ £tcs M®7 7^ 

-B£p- ±§E©i: 9 tZ^WR(D7 7 7$ — B £p- Kf 

SPSy^^iJPS^n^lN0 7 77 /7 ^-B^^tl^:P- 7 

> h(C^lNX(i, ±^©7 7^^-C^^tl^P- 7> 
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[0049] 77^-B0^14<hIt, 77^-C£W, 

XP^Pl7T<> >+f -f A T?£> & ̂ Pyf-fV yx >Hf-r A iZ 

r7 T7 0$ — 

^fl077^-B^ $?3S&7 — 

ysfj:y-if-( AtrnfrSfr-tttcmiZs xy K h *isy(Dfe1±TZt>7,'r- K 

J5Jfc©^£&tfit"£;i£lc:J;yiiis§"C££o MWfolzlt, 1&W£~??<7$ 

— C£ LTIB^yS-^-2 (D$ ffig&7°P £ p y J- ̂  >yx>+f-f 

A<h LTIB^S^8(Z)^>/^»^M-e$^o tiXtr- KJSJ&CDilfTtt. 

[0050] 7°P <7 Pv T1 ^>^X>f^ A7°P £ P V T1 -f > ̂ X >+f -f 

A © ^ 1" £ PS "J s ±§E:&ffl *J 7° h tf- © 7° P £ P V 7- 4 y VX > if -f 

A, mx\,tm^m^8[z^t7^ JWM^\^Mt^>^y^0W(DJ<^ yy v 
/<U 7> 0IJ3.1& ±§E7°P^ p y^jy^jiy-tf 

-f A©/1^ t/c, M0^P^P'>T 

•f >^x>Hf-r A£=l- FT±IE©i;9^^^0^(Z)7oP^P>> 

>yx>+f-rA£=I-K-rsPsy^^yps^n^iNo o°uou^^^y 
yx>+f-r A^p^ti^P- yy ±^©7 

^ o 

[0051] 7°P^ P y 7^ >yx>+f-f ;Stti7 7^^-B©#ftT 

T?S1£§I!-C£> £^P^T^V^x>+f-rA<h&y. &*i!±!fflSlt«hs 

P7^P-

X&{£tSS% Y&^^K, Z&Y £7 § PUS'S Ltc&m-e&Z) X^tl 

£ Sit <hJ5J^L fell ($!*.#. Boc-Leu-G I y 

-A rg-pNA^^LpNA^II^t§;g© £^90 \^U^UV 

^>yx>Hf-f Z> \ $yxJ£\ ^0^©7OP^P>> 
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f £?}g&7 7££-C£J;TJ':ffiI&7 7£^-B<hll 

x> K Kdrf>XD#^T"e^7>^-- KjxJ&fiDJtfrSr&fchf 

££<h(CJ;U5iir<?$£0 $?M&7 7^-C<h UTIB*!]#*§• 

20^V/^1^ UTIB^J#^6(D^ V/^f|£{£ 

^ o 

[0052] ^f BJ©7 7 ^- Baitf/Sfcf B|©X• ̂  • •> T< >^X>Hf 

-f A(t -ttl^;h,7 7^-B(£>S'|4. 7°P^P>>7Z^ >^I>^ AOS 

SPSy. ^^©^7°^ <fcl\, ^ CD <£•?&"* 

7°^ K«h LTtis H i t/c, 

^^0^0 7 7 <7$ — Bte&Xf/t.tc&^WRfo-j'uOn Vj-t >yx>+f-r 

A&, ^^0^07 7^7 C^i^CH i s £ 

C^jfC V 5 * C^(C^7°51Kfr 

—N^uffi(C^7°51 Rfr— 

. Kfr—<fcl\, 

[0053] S/c, M©77^-B^3- K-r^a{s?fcxcJ:t//t/c(i^0^(Z) 

7°P^Py^ >^x>Hf-r A^rP- Kt" •SaHs?**. ftS©P K>£^tl 

<hfi©3 KXcaiLfcfeOtr^^TtJ:^ M©7?^ 

-B£p- K1-3mfs?£i:tJc/i;fc&^#g0£(Z)7oP^ P >^x>Hf 

'TA$:3-h'tSafe?^ P 

ftt§<]:9tILTt<];^ IB?U#^6©7 7 B £p-KU SOP 

N AtLxit, mm 
§-§-9®D N Ati^lfbti&o te&s ^P5G)77^^-B^3-Kt^l 

& Xf /7°P^ P vx-f y^xv+f-f A^rP — K1~£m 

P N A(D/< 

U 7 V 

[0054] ^©7 7 ̂  ̂  - B B<ttfM©^P -? P 'V T ̂  >^X>+IM Ati, 
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[0055] ^©7 7^9 — B&£tf3i%i(D70n<7n V ^ 4 y^/nLy+f^( A&. ttl 

•etis ±m&mtiy'bj3=(DmmttiMfrbm§tz>z£rfi?%z>0 z.nb 

SP©#/£ (Nakamura T. et al., J Biochem. 1986 Mar; 99(3): 847-57.) (C 

<fcy?r? ZttfVZZo 

[0056] M^x.7 7^^-BfcJ;t/II^x.70P^P>>X'r >yx>+fV A(i 

£fg^££psy^cfrjps£ft&i\, ?si«<hL-m. mm*> 
/i?n<Dmmizm%H^btizb<D%$mvttz>o m 
& bti&o z 

L<. mwmz^s m 
y $?£ IA\ 

[0057] PiEfI«^W'btl£0 P$?L£I*#©i!j 

±^Lfc*|g0£(Z)7 F^-CCDS^fC-^T^IBlc 

7 7^^-B^J:tJc70P^P,>x< >^X>+P-T 

o 

[0058] UTtt, Sf9% Sf2U SF+, High-Fivetf#tfkft&0 M 

LTteu Sf9tf£?£ L^o 

[0059] 

-e $ & RS y 4# ^ $IJ RS ^ ti t\ 

&fSglcfllffl-C££0 0!J;Ltf. = -

( r-^-r 
JPT.&J <h&^9) o t/c, #0?^ = -

^-E^fSSEStt-aci £#-?$£ ( tt^-5) o 

[0060] <-7^;|/7J£> 
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ttf-z$&PSy^tc^yPS$ti t\ MMfflite"?tcm^ 
)ix£LA^P^ 

-f JU7> (Baculovi rus) <Q tl £ 0 A'dpn. P 0 -f )VX £ L"Ois 

'MO^JVX (Nuc leopo lyhedrov i rus ; NPV) ^ lANc NPV<hLT(is A 

cNPV (Autographa californica NPV) „ BmNPV (Bombyx mori NPV) 

tfmfbtlZo N P V <h L T (is AcNPVtflJLl\ 

[0061] 7-r>/ux^(Z)^it(Z)^A(it)i(ci;y^9b^yx 
7 7—/<£* —<fc y fr? O h^>7>7 

7 $ — £ LTtis pPSC8 (7°Px'f x>7v (Protein Sciences) 

tt) s pFastBac (Life technologies corporation) „ pVL 1393 ( 77~$> 

V •x.y (Pharmingen) ft) htl&o h7>X77 —/<$ $ — £ U"Oi 

% pPSC8A*fc? ^ IAN0 

[0062] = -

<Q tl'So 

[0063] 

t&£<fcy?T9C: mti\ pIZ-V5 (Life 

Technologies Corporation) "7 — n. J7 JllZfit-o 

[0064] 

^nt\ iz>m*%s ^iiayiiiiiiit 
MTL&S i%ift£ 

ztgi&&H^zz£tfv$z0 f©cta«tLx&s 
bu^>0 sf900inte^f^ (Life 

Technologies Corporation) d £ if7:'1*Z>o inll&s $Ux. 

ti\ 2 7°C~2 8°CT\ M£?%mz£i>)'fj?Z£tf-e:$Z0 
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[0065] 

ttc, 7m, 

R NA©i^I^t"5 ZfPs 17^ 

> 7"P y K m J; y &H? ̂ aj f £ d £"? fc$ Z>o 

[0066] UTS^U M©I 

i§S±;fs %tz.\Xttib(D& 

=fc<fc^o 

K Kdpv>;I£f^# 
e>ti&0 

WUicIN e> tiz>(D jj%£ <£ y ?r •? £ £ -c £ £o -?•©<£ O tmik t L 

Ttts ^ItTV^E-O A^, $Ml/*>®£ p-7 h^77 -Y -s 

P"? S$r7 7'f —, IfoMSSflUE £ P "7 S^7 * —x tKQ + ̂ 7/^-f 

S^7P"7 h^77 -f -gtf&lf >btlZ>0 t/c. H i sWm<D$ 

V%mn UT^ £*§•&£&, Lfc77 -f 

<-^p?b</^y^£tc, &m 

7 LTffi^Tt J:i,\ 7^fH 

— £LT&, 0.22jLim<D7-Ml/* —£JE^&£0 

[0067] yMja^tl/cii^r(C(i, 0-ML/X©P&££ 

tT9Lh«UV,N0 t7-r^x^p^-r^#^^(c$yps^n-rt;i(cj;y 
^9 It^Ho $iR(£\ 7tf7+KX5 0 0 k D a0^^^ii^01^J;y 

[0068] ^vpgBj^C&^T, ^f§B^©7 7^7^-0, ^|©77^-B( £<£# 

^P^p^p'yj'f vyiv+M A&, 

TOJiC^i^ttcfc^o 

[0069] *fgB£ © x > K S dp */ VM]££ij &, ®] *. tf, #f§B£ © 7 7 47 * - C (D fr % 

^fLT^Tt <fc <, M077^^-C, *fPE®7 7£*-B% ££ 
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[0070] ^©iv K 2J7>>T- KJ5Jfo<D3It3£&tii't£;/c«> 

©il?:ttUttctl\ *$&BJjUc£lNT, ^©<*:9&S|t£*i!±!fflSlt<h 

l/N "? •§ o 

[0071] *i!±!fflS|t<h LT(i, P7drZLP->f>^tf ̂ tl^o P7=£nP — 

tixtr- >yx>Hf-r A©^aiSM 

-e & o P T =£ 3. p - *f y 11 p >> x -< > ? x > +f -< A if ig M •t £ c <h -e, 

PZ^ZL 'J yt LTlit^o SCI 

^T^na-^fyutiy'K—jflL^wtti^ (^ 

-< -tz— h) t/c, P7^aP-y>^P-h't 

(gBae>. m&w. mt mm 
M No. 29; P30-43; 1986) , X^ftfc£jt1"3 £ <h & I? 

[0072] t/c, &difflSft£UTtt, tlX 

>T- rtix^--

FfcJfc<D&tiilZftj&&&M] tLXtes ^P^TO^l>^A©#ft?: 

&&T&fctf)<DfeWJt>s tlXtr- \t%.fc<D&*fSLm%1fk&t2>tclsb(DfeWt>< 

^tfbtlZo r^p^jryyivf-f Jx(Dft1±$:&lht2>tcisb(Dfe.W} £ 

UTtt, 0 P AGDft&jglxJfclcJ; y Ou 

^r^xvf^e>ns0 r 

KJ5J^©ji^lSPieb^^l±l'r^/cto(Z)MJ «hLT(i, ;g'IS7 7^ 

iiS77^^-ci©ix^- y 

T£ttft^W<c>ti£o -J&jfcX-Y-Z (^ 

fK Xfi&^g, Y(i^7>K\ ZttY^S KI^L^feU"?^) T?^t 

£>ti&0 JSJJ&^tcxy K £*§£•£&, £ 

7>^- KSJ^©inH<>: Uti'fS^pyT'f >^x>Hf-r 

CDJSMSJ&ICj: y Y - z m<oy $ mztu &mz «n Lx^fe 
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K©&ft©{^g£$?iglcffliN£;:£tfT££o &£ LTtt 

, t-y VV JUSA^f £>ti£0 feHz&% ftiz 

Zfo^Tlb£l\ &mztl;Ttes p N A (J^=>~ KP7-U>) . MCA 

(7 -p< 'J >-4-Ml) s DNP (2, 4-^-hP T-'jy 

) s D a n s y I (^>^U) tl£0 ^7°^ FYt LT&, 

Leu—Gly — Arg (LGR)% I I e - Glu — Gly — Arg (I 

E G R) (IB^U#^ 10), Va I—Pro — Arg (VPR) , A s p -

Pro-Arg (D P R) tfmf btlZ>* 1^J5£Slt<h LT&, x>Kh=^> 

>©)iy^H*i(cj^LT, *p>>x< >yx>nf-f j^jfcf 

£fc©£ig:t]iiRLT*ufflr£d£tf-eS£o 
/^7°51KY(hLTLGR £ #frS|| (i * P y x -f >^x>+f-f A HH 

/^7°51 K Y £ LTV P Rj£/c(£D P R£#frS 

It7 7 * * - C I±i (c ffigtc rn ^ £ o £ if T $ £ 0 IlLfcfel 

z&% y)iy^-ttu£<u\ 
[0073] t/c, ^0^©x> K X> K h^>>(Z)}iy^CffllN£ 

ZtifTS£PSy. cfclNo 

£^Jt LT)l£-ttU£i: <, ^cpg££ti£t(zm£&^o 

[0074] t/c, ^0^©x> K hdr^>)iy^y(i, 

S©ff#iTS^b£tlT^Tt<U\ li&MblC&fcoTtt, £Mtft£LT 

is^y. unsay, stK&k mm x 
*w%<D^y K 

JfctMif^ffl^TflK 

. #i$U XttS§fl¥L. x> K h^>>©)iy^c*yfflT$£0 Z(D£?lzmR 

s #t$u xra^L/cJf^ct, ^®i> K hdr^>)iy^y©iBH(c 



WO 2014/092079 39 PCT/JP2013/083082 

[0075] K 

<, MTL&S & 

ttittiS']imzM 

[0076] ^®i> K 

iBHtcJixssIA\ -fcwnojiy K h^>>}iy££y 
mmuniz&j&$i±zmizfemzLt£*,(D) izsvz&mm 

5 ~ 2 0 0 ju,g/ml_T'£> o T <£ < .. 2 0 ~ 1 0 0 

^L<s 4 0 ~ 8 0 fJig/mlVh^CDif^ l) fc? j£ L < s J^J 6 0 Atg/mL"CS>i> 

IA\ t/c, ^ICiVKh# 

h*h^> >m££y (w?§im izm\ ̂  n- & m iziz L tc t ©) ic & w- *, 

A.ti\ 5 ~ 2 0 0 ju,g/mU 1 0~5 0yu,g/mU j£/c(£ 1 5 ~4 0 ju,g/mLT 

t/c, ^0^©x> K hdr^>>)iy^y ($ifc!i£uc 

&$&•$•&zmz^mz Ltc^o) iz&ttz, LT 
m^TW8kbtc7 7t*-C(Dmg.&s $1*.#. 5~2 0 0jLtg/mU 50-

1 5 0jLtg/mU tfc(i80~1 2 0 ^d/mLXfo o T t <fc &fc\ ±§E0iJ 

f# b tltci%m±M £ 7 -f )\y $ -}Jii® LZ%btltc?>^(D$yj^VW tf± X 

@ft©H^-e&£<h^LTjl!±! Ltc^OXh-o Tt<U\ 

[0077] *m%(o±y K hdr^>)iy^y(i, x> K bt LTJI 

o iyh'h^VM + ̂ hlt ^l0l>Khir 
$/>jfly^j^^opsy^tc$yps^n^iNo M*. 

flUtf. X> K h ̂  V V^IPPS JXJM^ 3-=L--J^4 *P7° 

u-h) , V = n.jMU#fre>jIiR;*ft£ 1 

t'UtiUo 
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[0078] (4) K 

®ivh'h^>tzztiz£v, 

Ulzay K b^-isytfizt.ti&iqs'aiztetix'r— KjxJfcjJfttfrfSo tiX^r 

- KJ5j&©iifT£5fly:£-f K h^>>£;iy£ 

tZZttfZ^Zo ttet>t>s *:PSTOs ^|0l> K 

#k\ K mJ5:&%s 

r^^oiv K h4rs»)ll^J ^tl^o 

[0079] ^®i> K hdr^>)iy^i(Z)-ii« (&IT, m 1 omm 
) IZ&^Ztes £Z(DIS:PtfM&§iS&£M'n$tlZo B1 <DBffilZ£\,\Zs 

-fcWROmy K hdri>>)iy^y(C-a -fcWROmy K hdp:> 
y )iy ^y % ts$- t M-& t&Ji&®mj]frt>&ifcmz^3.nz^z:b£< 

[0080] m?L&s K h^rv>}iy^y^»!S^^;Fb^-r^X^(is u 
"FCDIg (A) ~ (C) £#A,wrt<U\ 
(A) *%m<ny7^^-c^js^tc^ijp-rsxgo 
(B) To 
(c) >yx>Hf-r 

[0081] Xig (A) ~ (C) ttMlCfrfeftTfcJX, -^mtflZfifrtlZ fc <fc < 
s <fciN0 ii (A) ~ (c) m^Mom^zftfonz 
<U\ Xjg (A) CD&lCIjg (B) tffrfetu Xjg (B) (Dmzx. 
M. (C) <fclNo 

[0082] m 1 CDfi*§(C£^T, tlXtr- KJ5Jfc©JI?Ttt, 
JPU i^Sft©j5j& (fsfe^;ra^) ^}iy^-r^o^-e)iy^-e$^o *i!±i 

IcgSflp^ftTfc <fci\, ^10XV K h4ri/>Mt UT, 
m 1 (ommzn^^ti&o 
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[0083] K hdp:>>}iy£;£(C£^T. (Cx> K hdp:> 

KJ5JfctfJI?T'f £PSy, ffl®7 7^-B 

fcsi;t/70p*• .hti; 

^0 *m%(o±y K Kdpi/>)iy^)i(Z)sy©ii*i (J^T, H2©II 
J2TF©H£ (A) ~ (D) K hdp 

^ym'M.&zfo&o 
(A) *fgB£(Dyy^^-Oh£XlMo 
(B) M(D77^-Bt I*MA©;f3b^i(Z)7 77**-C<h£;f3b^-t 

•2>XlMo 

(C) Mro^P^P^TOyiVf^At XlMB©;Fb^rti©7 

^-Bi:^t5Ilo 

(D) tix^r- F£j&<DM?r&WfcTZJ:&0 

[0084] M2(DmmiZti^Z, Ii (A) ~ (D) ttMlCJtfrUTfcJX. -93 
iSA^^te 

>+f-T LTt<U\ t/c, IiB?:ili&U ^§£l*M©ii 

tT^t/c(i^7ti(C7°P*P vx-f LTti; 

t/c, I*MA©^#]fr£> 3ffl©H^^T^J5J^^(C"a ttlWTt <fclN 

o %tcs XlMA©gMti©7 7**-C^0JjXLTXlMB(CffllNT 

<. l*MB©gMt£©7 7^-B£0JJXLTl;gC(cffliNTt<U\ 

[0085] f§2(£>II*ll(C£^T, tlXtr- KJ5J^(£>iitT&s 

JPU i^Sft©j5j& (fsfe^;ra^) ^}iy^-r^o^-e)iy^-e$^o *i!±i 
m&Wtes <, 
^ tc (£TD7 (<-JxJ/5^ ^ -h/X t <£ tNo 

[0086] %tcs Ksj^ro^spg^ai-rsci^^cfcy, x>Khdpi/> 
flUtf. tixtr- KJ5J&0*F^tl 

^|0X> h* (J*l 
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3)^^©x> K g§3 (DPSMlZ&l^T, ;5ttS7 

<t<, ^ 
l^xll© jitT^ £ tc 7 ft (c 

[0087] ^m%(DJiy K K^>>)iy£}£&, K 

i\ 0IJ3.1& ^©x> K 

tZ>TM, $>2>MZs tiXtr- KJ5Jfc£<fcy£i;fc£nvx-f V^xy+M 

s ^#gB£(Dx> K ^ti^Slt©JxJ£UCg^$, 

K <U\, 

[0088] ^©x> K ^vV|J£;ii:a^T^ 

IA\ 
[0089] ^0^©X> K 

M,it^(Cx> K KSC&A^^fSRSy 

^ci®££tit\ #ig?©ttft^icisi;T&:ti&:£t-&e:£tf-eS£o M*. 

tis ^H?'©}®JStiN $!lx.l<£s 2. 5 ~ 1 0 0 /xg/mL"C^)'C)Xcfc 

<v 1 0 ~ 5 0 /j,g/mLUfc>Z>(DlfiS-^ U < •> 2 0 ~4 0/xg/mL"T:'£>'i>07^ 

£l\ WZ.&S If-? 
&&<DMB&&sMmt brm^rm&btc77?$-c(Dmmts n&ut 
T\ mTL&s 2. 5~100jLtg/mU 5~2 5Mg/mU £/c&7. 5~2 

0 Mg/mL-eS)^Tti;Uo t/c, $!*.#, LTffi 

^T^U/c7 7**-C(Z))JiS^ it)ISt:\ 2. 5~100yLtg 

/mU 2 5~7 5yu,g/mU t tcit 4 0 ~ 6 0 fJiQ/mLVfo ̂  T & <£ INQ &£> 
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m $ -tt •T ?# b tl/cip#±;f % 7 -f )\y $ -}Jii® 

[0090] *%m(D^y K b**/ymMfeiz&^Ts J5Mt^-e©^ti±ifflS»©}jis 
Its K b:irisy£)<1k£tL&MnlZt>X'T— KJSJ^^jitTl"^ 

wwftizmfc-ztit. ^Ti&tss^-r * ̂  t&v$ 
?>o $!]x.tc£\ S St ̂ "czTjiiJeS Strife•?>^*n"(<-j^SSt©)JSJSfc£% 

lt>j§JtT\ f^ililio. 0 0 1 mM~ 1 0 0 mM-e&y, 0. 0 1 m M~ 

1 0mMT'fe^©tflSL^o 

[0091] iN-f Mi&§iUsUcx> K b^i/ytf-a^tlZtM-nlZti 

X^r- b%JfctfmfrTzm,'Js %Jfc%tztts *i!±!fflSlts d3<fc^ 

[0092] J5M&© P H&% Mi$IS^UCX> K b^i/ytf-a^tlZtMnlZtiXt-- K 

itfrf&PSy ftizmfct*tit\ zmTcDfenizifc c& c: 
£tf-e$Zo P H it P H 5~ 1 o-e&y. ^u< 

(i 7 ~ 8. 5-efe^o 

[0093] Mi$§S^CX> K KJSJfc 

jtfr-r£PSy ̂ (CPS^^nr. ^a?©teft icj& i;Ts&tsg^-r* ̂  ttf 
T?££0 0°C~8 0°C-e^y, fc?£L<&2 0°C~ 

5oms0 7oc-e^-^Tti;^o 
[0094] sj»p^£^cps££tit\ &H?©teft^J5j^at#©it^ic]&i;T 

<fc^0 52y. ̂u< 

tt 1 5 9 0 #-C£>£0 00*. tf. J5J»P^£ 3 0 4 0 #-?£> o T fc <fc 

[0095] iN-f£><fc 

flDUTfc <fcl\, 1 <fc <s jiflifa 
ic^jp^ft-cfc <ti\, t/c, 
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[0096] *i!±!fflSlt(Z)J5J^ ^r)iyMtZZfCs iVKh^»0 

v K s^y^ay^r&difflSM©J5j& (fgfe^;ra^) 

[0097] IV K >j§JtS3tfn©l > K h 

mizfefct&^y K h^>>£^m-ttu£<u\ 
mMZfoZ>a x>K/1"W>h 

/i(c <£ o T fr o T & <k iNo 

[0098] i> K h^>>©)iy^£^9 L"a£, 

tit's mmmfr. WMFns ML «M^y. ^bl±pps 

^pnp. m&mm mz.&. ^tu MJIU ±m). m^its « 
. fate, mm) s ^®(D$y/oWs %mx$y^ow. mts mwm^ 
ifbti&o m?L&s Mytfeot<j:i\ an^it 
(C>Et^C^T&^£tlt#£t(Z)£^9o &{*;-?£> 

;^i^!):#pp"eS)^Tti;^o tti&fa^s fo%> 

#|Ju ivh*h^> 

>(DM'Mizl&t £ o "C $ £o 

[0099] t.tcs ±^©jiy, ^1077^-cii, -f 

rnc< i^l^iLT^Ttct^o <fcoT, -f 

K Kdr^xz)}iy^^M(c^9 

^ o 

[0100] -f 

y^Mtz>\ tits x> K bJrisyvm^iz.jtyt LT 

00W9 r-r^>j 

<h t<ht<h-f;t>lbLtiX^Z>1b(DZfo-o 
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*> V ©$y£0# IC ^ * Vlb U T IN £ fc © •?£> o T fc <fc l\, -f * > 
(cfjtypg^ti&i/No ktiZo 

ytbx&s &m<<x>£Lx&s MPL 
it, TJI/JJ 'j 'j bti&o i7)^ 

ti ]j #y&£Tf 7 j\/t)]j #y hi, Xs 

s -f K u oA-Ttys ti 'j OA-f tys ^ju^A-r A-T 
ty-tfmfbti50 w?§im 
^a&f& ti y(Dmiztfs w?§im<h i> K K dp>)iy^^y^ £$!•& L 
fcj£(DJxlJh%iZfctf£W/ml££ LTs 1 mM^LU 2mM£Lt, 5mM£Lt 

% 1 OmM£l±% 20mM£l±% 50mM£l±% £ fctt 1 0 0 m M£l±£ ft 

±m<h LTs J^b^h'J^A 

s J^lt7j<^^-K U 7 A, O^y^tf h U 0 A, i^b^JU 

:>^A, i^b^'J^A, -f ^"^^Alt^- h U ^ A, ix A~f" 

hUt7A, U >It-7K*^ K U 7A^tf^tl^0 $ifcgimiC£tt£J&©^ 

<hx> K hdp-> 

>)iy^y«h^;Fb^L/cm(Z)SJ^^(ca^^it}jiS«h LT. 1 mMJJ(±, 2 m 

M£l±% 5mM£l±% 1 OmM£l±% 2 0mM£l±% 5 0mM£l±% £fcte 

1 0 0mM^±,hJ;9^t J;i<\ Mi$IS^U£s Hfi(D^i^y ( 

t/c&J^) L WT ti: <. 2fflt/c(i^tliil±(Z)-r (t/c&J^ 

HW!J 
[0101] uTs ztit>&*f%w<Dm 

T^XfoVs ©150 & o ti b iz PS£ £ ti Z> t (D X & & 
[0102] 1. 7 7^-C*>A*ft©flM 

(1) HMfflJS (Sf9) (C<££7 7^-C(Z)fgIl 

^rnxtes i^xm^xs 
s 77<7$-C%m§kLtco 
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[0103] 7° h Tachypleus tr identatus©7 T7** —C^rP — Kt~ •SDNA 

* — "£'£>•!> pIZ-V5 (Life Technologies Corporati 

on) ©EcoRV.hMluII&I^SMi^Pe'HCjf A Ls 7?^^-C 7° "7 7> $ K fE 

life o IHD N A©j^g|B?U£|B?U#^ UC, |W] D N A (C P — K tl£ 7 T7 

o$-c(D7^jmmikmm^2.^t (J^T. ^Mmzs^rmv 
) o 

[0104] 7 T7 0 $ — C^ii7°^7v$ K^rs 1z>/U7 (Life Technologies 

Corporation) h7>X7x^'y a XCJ:^ Sf9i^#i|ffl^(C^A L 

fc0 Sf9^:% 300-600 ju,g/mLCDZeoc i n (Life Technologies Corporation) £ 

"atjNSf900IIItejfn.^J^j;-^ (Life Technologies Corporation) T\ 280CT'ifS 

iSiU 3§H7°^7^ K^^fV A±(C^A^tl/cSf9^r)l^L/co 

[0105] 7 7 V $ - C L T ̂  £ Sf 9©ltli £ * • - - > U > $ 

-)i"e^HLs n->^bL/co 

i£#±;i£t#/c0 i£#±;i^©$I^x.7 7<7$-C$y/<$ 

WO'fiyj&tk, irC 7 T7 * * — C (2C12J/CI* ; Yoshiki Miura, et al., J. B 

iochem. 112: 476-481 (1992)) 7P V S&IC<fc yfflsSU 

fco t/c, iM±;f©7 77 **-C^tt (IV K 

£^$Sf|Boc-LGR-pNA£E iNfcStefcy^C y fllsS L fc0 &fc\ 
r4. (cm^-r^ay-e^)^ (J^T, ^mmmzs^-c 

mi;) o C'lxry^pv bRtf)^m,M(D^W:iz&'j^s 77^^-ci 

^HSf9«tt^»L/co 

[0106] 7 77 ̂ -CimfgIlSf9«tt£. 1x^-i/U >/X h U7°h^-r^>> (Lif 

e Technologies Corporation) <h50yu,g/mLiz^"5>>^r'aAy/cSf900IIIip±'te"T:' 

(6-8x10~6 cells/mL) (28°C) U Si/t>#SI ( 

3, 000xg% 30^\ 4°C) (Ci:yiM±;f^t#/co t&m±M£0. 22Mm©7 -f 

--C3®U (3&) BIM77^^-C (Sf9) Hfcc 

[0107] (2) (CHO DG44) (C «fc £ 7 T7 * * - C ©fgSE 

DG44£?si 
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^T©#jnmc<*:y, 77t*-c%mwkLt£0 

[0108] 02MI2J 7" h tf—Tachypleus tr identatusCD7 7 ^ — C £ Z| — KT&DNA 

^ "£•£>•!> pCI-neo (Promega) CDEcoRI<hXbaIS! 

ISSBftfiDFaUCjfAU K^lUfco 7 

7** —C0HJ&ZI K>©etu(Ckozak|B^y (GCCACC) £ttiPL/c0 

[0109] 7 T7 * * — C^ii7°^ X $ K <hdhf r^I£7°^ X $ K^TS 1J 7 x * a > 

(Lipofectamine LTX) (Life Technologies Corporation) ^rf^o/clW] 

0|h7>^7i^i/aV(a^ CHO DG44i£#«(C>lA L/c0 CHO DG44£1 

mg/mL Geneticin (Life Technologies Corporation) x./cRPMI1640i§±te 

(5% 1x^-$/ U >/X h U7° h7>f (Sigma) T\ 37 

°c, 5% mmTxmmtmLs K^VA±(c>iA£ti/cCHo 
DG44^rjliR L/c0 

[0110] |f|0# h7>77i^>a V150&fr£>, i&lfelCMTX (* h h Udp-tr- h) ( 

»JPU 50nMfr£5,000nM3iT3>rEAH:J-TlfcPgftlCMTX*lJt 

%±lfXs 77t$~C ̂ ^IICHO DG44«tt £ # 'J £ • - > L fc0 

iALfc77^^-C MTXro^jm-eiiili;* ftT ^ £ £ <h 2C12trC^ 

v h;£(Ci:£i£#±;i^©7 7 **-C©^tl±l<h U 

ZJU* -f APCR(C <fc £ 7 T7 * * - C ©HIRNAIE^M^M^T 9 d «h (C <fc y fi|s§ 

L/co 

[0111] #'J *P->(Z)7 77 **-C^^I1CH0 DG44«;g¥£% 0.5 cell/welUCfc 

£ <fc 9 U 96 we 117° U — h (Cgffl L/cQ Sfflt£l 0-200 kl J; y 

s • --£|III^ Jj£Ai£#U 77^^-Ci^^iiCHO DG4 
7 7^^ —C(Z)mRNA$E^M^r U 

APCRT\ 7 T7 0$ — C$ y WOiui^OfiBmik2.N2-$KWik^^tc7 

7>*>7~P >> K)iT\ iSS±I©77^^-CM (x> K hdp:>XCi:£ 

St^bfg) ^^SKBoc-LGR-pNA^ffllN/cStt)iy^T\ ^ 

y^P-V©77^^-C im^HCHO DG44|fflJ®tt£)l|£ L tc0 

[0112] 77^^-C^^IlCHO DG44«*fc (f;^P-» 5yiiM MTX£#fr 
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37°C, 5%C02{*|£ 

Ts 0,000x9. 30^ 4 

°C) LTip#±;f ̂ t#/co i£#±;i £0.22yiim(Z)7 < JU*U %bU 

tcMfi (3&) Wi77^^-C (CHO) <h L/c0 

[0113] (3) (HEK293) IZ «fc £ 7 7 * * - C ©fgSE 

t; K^B«a5fe«tt-e^^HEK293^^i«,h 

Ts J^"F©#JIItC<fcy, 7 7**-C£ilML/c0 

[0114] 0^^^: 7° h #—Tachypleus tr identatusCD 77** — C^rP — Kt" •SDNA 

*—"£'£>•!> pCA7 (Makoto Takeda, et al., J. V 

io1. 79(22): 14346-54 (2005)) ©EcoRI£XhoIs§sSSBftlCjf A U 7 7** 

-Cfgl!7°^7>$ K^tf/co 7 7**-C©H£&P KXDSftnckoz 

aklB^O (GCCACC) £ttjQL/c0 

[0115] 7 7 ** —C^ii7°^7v$ K^rs U U V'f $ > (Sigma) ^rf^o/ch 

7>^7i^^a>s Mspe>, t bi%m.MB%m^tcm%7L:m&W(Dm% 

-293mfiBBlZ£Z7,$y$'- K7°P h^-JK 7°, 

1, e017 (2008), http://www.pssj.jp/archives/Protocol/Expression/293 0 

1/293 01 01. htm I) HEK293i£#«(C>lA L/c0 HEK293£, DMEMi£ 

ife (10% 2mM L-**JU* $ >£#&) (Sigma) T\ 

IC, 37°C% 5%C02^T-elfSiML/co K => y* 7 x * *> a Vfr£>40^ i£ 

#)S£0J1XU Si/t>#SI (3, 300xg% 30^\ 4°C) IZ «fc y i«±;f £?#fc0 i& 

S_t/W^:0. 22/i,m(Z)7 -f JU*—T" ?> i/U L % t# *Q (?>>K) ^$I^A7 7 

** —C (HEK) <h L/co 

[0116] (4) ^|77^-C (Tachypleus tr identatusHiJ^ill^S^) ©IMIM 

0^^^ 7° h Tachypleus tr identatus(Z)iflli>Ri|ffliSttttl5SAv'Qs 7 7* 

*-B^77**-C^»^ h7>^7x -

^3 "7 A* P^? h **"7 7 -f — (Takanori Nakamura, et al., Eur. J. Biochem. 

154: 511-521 (1986)) ICcfcyfffco d©®^5 ml_£% Sepharose CL6B^fjU 

(GE^jUX^-7) (02.2 cmx 97cm) 
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(C{£L/c0 (Jeak Ling Ding and Bow Ho, US5,712, 

144; Jeak L. Ding, et al., Biochem. Biophys. Acta 1202: 149-156) t. 13. 

3&5£&15 mLmmtls, 154 mM NaCU 1 mM 

EDTA, 5% DMSO£#fr50 mM Tris/<v7 7- (pH8. 0) %{L/c0 

[0117] S®^ (3.7mL/*% 150*) SDS-PAGE<hCBB^fe% 2C12tfC 

Pv &t^J$S5tBoc-LGR-pNA£^N/cStt)iy 

(TAL) <h L/co 

[0118] 2. Mi 7 7 ̂  ̂  - B ^7 • ̂ T < VtM AOllM 

7° h Tachyp leus tr identatusCD7 7 0 *? — B £:P — Kt" •SDNA 

* — T'^)'2)pIZ-V5 (Life Technologies Corporati 

on) 0EcoRV<hMluISlfsl5nlM3i0P^CfliA 7 7 ** — B^ii7°^7v$ K£fE 

iLfco ^IDN A©j^SlB?U£IB?U#^9(C, 1DN A (CP- h^tll)77 

* * — B CD/7 $ y ItlB^y^rlB^y#-^- 6 IB^y#-^ 9 (C^lTinlS 

[0119] 7° h #—Tachypleus tr identatusCD7°P * • V T~ -f 

A^rP — Kt^DNA^ * — "T:pIZ—V5 (Life Techn 

ologies Corporation) CDEcoRV<hM LuII^S^nP'fltCD ̂  A Ls 7°P*P,y^ 

I17°^X$ K^r^ML/co IH D N A ©^SSB^J^SB^J# 

^-7 (C, |f| D N A (CP — K£tl£7°P* P A©7$ 7It 

8 izyjkto 

[0120] 7 fg!l7°^X$ K£^ft^tlSf9«(C 

iA, JKU iM±;f£f!ML/c0 £iM±;i£0.22Mm 

©7 <;U*--e5iiLs (3&) £^tl^tUfi^x.7 7 0 9-

BJ5i;t/II^A.70P* P >**x>Hf-f A<h L/c0 

£ (c <£ y -t tifitu L tc o 

[0121] 3. 77^^-C^>/^l0^i®M (D 
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±§B "eiiM L tc SDS-PAGE £ J; 

[0122] lZ^tm(D7 7 0 $ — C%s 5-20%**^:yi> 

ffl^/c#M7uSDS-PAGE(C{£L/c0 Sf9. CHO, HEK&, CHO 

DG44, HEK293(C^Il^1±/c7 7**-C^mo^L. TAL(£% ^77^-

(£IT, Hi;) o &fc\ 7 7**-Ctt3S5c£#~F-CHgt£Lg| 

lC^0Jri><fctJc#SI£ft£o -f h (intact) t£7 7 <7 $ 

- c ©#?fi££b&r £ /c to, #3S^£#-CSDS-PAGE£ £ d & o /cQ 

[0123] SDS-PAGE©fi, PVDFfll (Bio RAD) S'7 -f 7°P v *-"C* 

$E?lfco PVDF0g£[I]J|XU 59U*A$ JU*-C7P v 

<* (2C12j/[<*) . (HRP-^trCV^^-l'^tn;^) (Dako) ©jUTM 

ilL/co /^lNT\ SuperSignaI West Dura (Thermo Scientific) U 

7 7<7$ — C(D/<y CCD^p< L/Co 

[0124] CHO, TAL, HEK, Sf9©Jl 

IZ*.?* fr^tc (El 2 ) 0 

[0125] :>7'h# — (Carcinoscorpius rotundicauda) 

7**-cs 

f9% S2% &&XFF7 u Kij+fju©^fl§a5fejifflfl§^'es>i)Cos-i©^n;e 

^T132 kDa-C£>££*B££ftTlN£ (^l77^-C 

l^TJeak Ling Ding and Bow Ho, US5,712, 144; Jeak L. Ding, et al., Bio 

chem. Biophys. Acta 1202: 149-156 (1993)% Sf9&<£'Oi:S2(;i'^l,NTJing Wan 

g, et al., J. Biol. Chem. 277(39): 36363-72 (2002)% COS-HZZ* ^ TRoop 

ashree S. Dwarakanath, et al., Biotechnology letters 19(4): 357-361 ( 

1997)) 0 

[0126] tZVs ±B3VfflMLtc4M&<D7 7t# — C(Dfi% CHOiJcfctfTALlC^ 

. ft?M<DiEmtj:Mfc&?T?tc0 £t\ ^177^-C (TAL) 

T\ »77^^-C (CHO) &mmLtc0 )Xl^r\ 'MUCDmi (Jeak Lin 
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g Ding and Bow Ho, US5,712,144; Jeak L. Ding, et al., Biochem. Biophy 

s. Acta 1202: 149-156) t (15 %f)W LMW Marker ki 

t (GE^s Ferguson plotted y i§- 7 7 0^9 — C (Dft~Fw 

o (CHO) ©#?fi&126 kDa, ^ 

|77^^-C (TAL) (DftTMl* 123 kDaXfoitc (03) 0 T&£>*>* B 

7h 13—Tachyp leus tr identatus|±|^CD^$£7 7 — C (TAL) 

mm?L7 7W-c (CHO) i^tn^s isytftf-jvmtiy'b 

^^Carcinoscorpius rotund i cauda|±|5fc(Z) 7 7 * * — C (132 kDa) 

<ty 

[0127] ±§E-eiiML/c4ffl|I(Z)7 7**-C(Z)^^M©a^(i, 

{mmm (Dgiz^z&ot^x.bti*0 00*.# 
. pfi?us»-e 

'tf'f < &•!> il *o tlXfcl) (Robert L. Harrison and Donald L 

. Jarvis, Methods in Molecular Biology 338: 341-356 (2007)) „ Z.CDZ. 

(02) t-%LTZo 

[0128] 4. 

±§B-eiiMLtcAmmo7 7 <?$-cottitties 

X. l^TO^mX^m^^^tco 
[0129] i4 IC, 7 7^^-0^©^!^ (M&3.7 7<?$ — B, 

Ax *• J5jcSSBoc-LGR-pNA% MJ3./<V7 

T7 ) ^/Ms'n'Us ^jfi&^rliML/co -ft"?-ftUS 6 t/^7j\~§~M.(D 

7 7$ * — C x.T50yu,L<h LTs *i{*50yu,L (^S^j§;^I^x> K hdp 

(USP-RSE) (^b^XH) £#&7K) 37°Ce30^^Jp^ L/c 

o ZtDTyt^&Xlts xv K hdp:>>(ci: y 7 T7 

77^-C L. 7 T7 * * - C (C J: y 7 T7 * * - B tffe 

tixfe&m7 7 * * - B Us 7 7 * * - B IZ J: y 7°P * 

PfT'fV **x > if--f A £ tlT ̂ Pyj-fV y x > +f -f A L 
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, * • A;6^J5£SftBoc-LGR-pNA£tJ]|fr UTs /^~hP 

Bit"* (05) o KP7-U ><D£.mz&-3< P^Jt (A 

405nm) ^b£ifci0t^C}iy£ U ^ (mAbs/min) 

<h LT 7 7 * * - CS1££Hdi Lfc0 )iy^(in=3-etTo/cQ 

[0130] ±§E7>> T&^/c0 II 

Ii77^-B : 3 Oyu,g/mU 7°P * • V T~ -f A : 3 

0 Mg/mU II^A.7 T7 —C (Sf9) : 1 1. 3 jCig/mU II^A.7 77 ** 

-C (CHO) : 1 2yLtg/mU |Ij|i77^^-C (HEK) : 5 1. 5 yiig/mL 

. 77^-C (TAL) : 0. 2 5 /ig/mL0 &fc\ ±=E>lJt (TAL&flO 

(3&) *©* Sft© 

m3L~e$>z£faM[sTg.&[stc*><D-e$>z0 t/c, 77^-c (TAL) MJt 

ffMti©7 77**-c (TAL) ©*ijg-c£>£0 

[0131] ±§ET11M L /c4ffl|I© 7 7 * * - C INT 

(16) 0 t/c, *i 

K hdp^>}j§Jt (0.05M0. 1EU/mL) 

[0132] PSfLlSlfflSSCOS-1 L/CCare i noscorpi us rotund i caudaEfi^CDitiLif^X. 7 

7**-C (132 kDa) (Ro 

opashree S. Dwarakanath, et al., Biotechnology letters 19(4): 357-361 

(1997); Jing Wang, Bow Ho and Jeak L. Ding, Biotechnology letters 23 

: 71-76 (2001)) o 3-tCs fbffei!fflESS2T/P'Ell5 L/cCarci noscorpi us rotund ica 

udaS5fe©II^A.7 (132 kDa) x > K h dp :> > (C$c# L tc 7° 

• —(Jing Wang, et al., J. Bio 

I. Chem. 277(39): 36363-72 (2002)) 0 %M (S2T^M Ltc 7 7 0 * - C) 

(C^l/NTtis \s V ̂ y^(Dfc\il\\^(DsA\>st)xb, Itflllfjs^Carci noscorpi us r 

otundicaudaS^©^^7 7 0 * — C^fbffe$ffll^Sf9T^M LfcitiL^X. 7 7 0 

* - C <h S& £ © IN, <h J&iy £ tlT IN £ 0 

[0133] —73s *^ISte^y©ip^:i;l) s Tachypleus tr identatusS^CD&I^A. 7 7 * 
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*-C (Sf9% CHO, HEK) ^1^07 7^^-C (TAL) tmte? 

(TAL) <hTlNTt 

% x v K K ^*/ y [z$M U M b fr £ & o fc0 

[0134] 5. 

x> K "?£>£&#)* x> K hdp>(C 

t(Dtc 

tb, %tt#\<omi£iz35v-az. tiy'bti- • 7P<#+M h • ^-tr-h^n 
^ll^cxv K hdp^>iS,|^^tT^\ x> K h dpi/£ <h 

t^ct^ 

[0135] ±IE"eii^L/c4ffi|I(Z)7 &ffi£ftf£y^©x 

> K hdri/V^^JSJ^tt^iblxL/co 

[0136] ^0^t^<hLT(is >EEttffl7Mcx> K Kdp->>^:^Jp L/ct© (x>Kh 

dp^>}jiS0.05EU/mL) L/c0 UTtis 1 Ow/v%|ftt 

K U ( 1 0%J^jb^- K 'J (D4i% 

o . 5 Mfeltlt x' V •% *>0 A)i!t>S (filllM g liIE>& 1 mEq/mL 
: <D ^ m 

<omte. 7\N/v%mmfrmi-bi)0A£$fi%L (*<fp>fi£7 
% : (D 8 1 0 w/ V %*X K 'j -7 A)E 

ftf>$ ($uM h U ^ ©8 felt 
lR)Sx 0. 5 (inHbC a|iIE)S 1 m E q /m L : A 

©1 OOMIRE PJV^Ml/jS T7V-J : 

tti|pDpill^tt) CDJI^ K U ^ (=i 

>U-r 4 0 0)E : n—CD 1 6feHf^fcx> K hdp:>>£;is 
JPL/ct© (xy K Kdp^>)jiS0.05EU/mL) L/c0 &fc\ 1 Ow/v 

%*x>it^ K 'j OAmmo)8t u/c±i£\ *x>n 
h 'J ^7 ACD$t)j§JtM 2 1mMt'Mo 7w/v h 'J ^ A}£ 

it)S©8fe^iK)t^)iy^t^«h L/C±I^S K U 
5 2 mMf'fe^o 10w/v %^b^" h U ^ A£ftf$© 4 
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fat Lfci|p> K U ^7 A2 1 4 mM-C£>£o 

L/c*!^ ikiti- h U t7A©it)jiS^7 7mMtfc§ 

o o. 6i%mRte*®mmtLtcm£s 

A©it)IS(i^ 1 6 mM-e£>£o o. 5MHft^]Jk>^A^ 

ftf&CD 1 0 0feltURteZmM&fat L/c*I^ l^b*£ A©a&lJt 
2. 5 mMT'fe?)o 04(C^'T#|III-e7 7**-C(Z)Stt}iy^;&tTt\ 

K 00%<h LTs 

K h^>>(C^1-£SMfe©*@*MLt (%) L/c0 }IiJS(in=4TlT 

fco 

[0137] ilci^7 (<_7j\ f o L/c^"n"s 

^/cif^^JzblxLT, i> K t/c, JSJfc 
PisoiMJt^ mmmwrnt? 
UTS^oTUfco II^A.7T7**-C (CHO) (HEK 

) tt, ^|77^-C (TAL) (Cib^ J5J&PM 

£^mc< W®ft£^L/co II^A.7T7**-C (CHO) # < ©if 

ili77^^-C (Sf9) #< 

(+f>7°;UNo.6^(Z)7ffl|I) IZ-DI^Z, 

tc o 

[0138] Pfi?L§S»TfgIlL/c7 

SttPiS£Smc< iv|£ft£;£M#££#*.e>ft£o £©<£•? fctefttt. a 
tt£y©$^s(C£tt£x> K h^>>;^|fe©*£!±HC^C^fflT£>£o 

[0139] 6. L|I^S^]^7 7**-C*>/^K^(Z)^M 

7 #M7U^H"e(i1*II(FuU)-e#SLs MTU^ 

^Ti£HfI<hLfI©2*(C$?it1-£o<h;6^n£>tlT^£o fi77^^-Ct7^ 

n-i-Jl^fa (2C12tn;^) Ful l<hHgt£g§^-t£ d tlZl^Z ( 
Yoshiki Miura, et al., J. Biochem. 112: 476-481 (1992) ) 0 t<lZ\ L 

mwzftfrtzUTFtt.mzwmu ^mz&vwxizft&bzs imt 
Fun%mmtZ>#lJ <7 n-1-)\,$ite (FCLtrCtiO *U^Ltc ®10)o 
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[0140] 7. 

±§E ri. — o r (4) ^177^-c 

(Tachypleus tridentatus) (DMMi (CIEJZE CX, 

(CHO DG44, HEK293) (Sf9) <D%m±M £3i|fi£a©M&*. 7 7 

**-c*>A*it£*iML/co nfefomwtLTtes t&m±m (100—300.11 

L) X h7>^Jl/7x- bM^Z&Z>tiz>AO • "7 h 7 < 

7 SDS-PAGE<hCBB^fe% 2C12^ 

^rffllN/c7x7* >7'P ^ h;is £<fc<£ y fitgg Ltca 

[0141] 8. 7 7^^-C^>/^l©^i©ibi (2) 

4ffllI©ffM7 7^^-C^V/^SC9^t, SDS-PAGE £ <fc X? 0 x 7> * > 

7° • y h (C <fc y T M £ib$X L tco 

[0142] ^Mt)7' (TAL) , CHO DG44©i£#±;ffi5fc (CHO) , HEK293© 

(HEK) , Sf9<D%m±Mm& (Sf9) 

C*>A*ft£^]-(Z)^f\/U (15%^U) ±TSDS-PAGE(C^L. CBB^fe^fc^ 

t£-otc (0 1 1) o 4ffl|I©ffM7 7**-cft&, IN-ftLt, #M 

(Full) XfcV, M^H"e(iH|I,hL|I(Z)2*(C^ilL/co 

t/c, PVDFflglCfel^ 2C12^,hFCL^(Ci;^r>xX*>7,P>> 

t£.~otc (0 1 2) 0 trCteCDsSsg&gBfe (0 1 0) ICftJ&UT. 2C12^(iFull 

tm^s FCL^(iFuii,hLii^% tntnftm^zmM^tcv ctuc^y, 

01 1 (c^^ti/cCBB©/<> 7<?$-cm$k(D;<y bxfo&zt-tfwm 

^tltco t/c, 77^-C#M7U^II"e(Z)FulU 

mm^^Xfim.(Dt^XlZ'D^Xs CH0^-SA$<s TAL<hHEK^^S|W] \Ss 

Sf 9^—#/JN £ IN o t tffes§£ tltc0 

[0143] &vmMiz4mm<Dmm7 7t$-c<D#?m*tt,&Tz>tcisbizs 
(Jeak Ling Ding and Bow Ho, US5,712,144; Jeak L. Ding, et al., Bio 

chem. Biophys. Acta 1202: 149-156) ^ |t| 05%f)W LMW 

"7 — ti — (GE'MUTV^T7)) CBBIfefe^ Ferguson plotT^T1m&yk 
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"M. L/co 

[0144] iZ^to #3S7C£#~FIC£INT. TAL^ 124 kdaXfoVs 

^©123 WDa££<$Ltc1l&mzte?tc0 -Jo, CHOtt^ftJ; y fc*£lM28 kDa 

T?S>y, HEK(iTAL<h |W] U < 124 kDa-C&ofco —Us Sf9tt109 kDa-C&y, TA 

L<fcy j^±©^m<fcy. mMffljs (Sf9) xmEL 
(TAL) 

Pfi?US« (CHO, HEK) um 

77^-C (TAL) J;y fc#?fi©*£lN3;fcttll#©M&;L7 

* > A * It £ ft£ d <h A<¥U^ L/co o 0^i[p] ttg7c£#~F©Hfl£ im 

IZ&^ZbMffi'VJb^tco 

[0145] isyt)jj\—)\/]t£t} 7*h#—Carcinoscorpius rotundicauda|±|^CD^$£7 7 

<7$-C£ £ HMJ® "efgll L T ?# b tltcMQ i7?^-C CD 

kDa,h$g^^tiT^^^\ *mfe0y-c?#e> 
7° h ~fi—Tachypleus tr identatusS^CD4H§ICD#fl|i7 7 0 $ — 

Cits ^"fftt. ^ft<fcy (^1) o 

[0146] [^1] 

1 

K
 I > 

»Ti (kDa) K
 I > Ful I H L 

Tachypleus 
tridentatus 124 85 42 *£K50iJ 
Tachypleus 
tridentatus CHO DG44 128 88 43 *Hfl£0!l 
Tachypleus 
tr identatus HEK293 124 85 42 

Tachypleus 
tridentatus Sf 9 109 75 39 

Tachypleus 
tr identatus ^7-f-tr-b 123 80 43 

Takanori Nakamura, et al., 
Eur. J. Biochem 
154:511-521 (1986) 

Carcinoscorpius 
rotundicauda 3<^5K-tr-h 132 80 52 

Jeak L. Ding, et al. , 
Biochem. Biophys. Acta 
1202:149-156(1993) 

Carcinoscorpius 
rotundicauda 

Sf 9 
(+baculo vi rus) 132 f—9 

&L 
¥—$ 
&L 

Jing Wang, et al., 
J. Biol. Chem. 
277(39):36363-72(2002) 

Carcinoscorpius 
rotundicauda S2 132 T—9 

& L 
•T— £ 
& L 

J ing Wang, et a I., 
J. Biol. Chem. 
277(39): 36363-72 (2002) 

[0147] 9. nmrnimmomm 



WO 2014/092079 57 PCT/JP2013/083082 

A. 7 7 * * - C zmmt z PiL tcmfcT&±TTachy 
pleus tr identatusfi^©13^JT\ MmlZ$ ft&lNj; 9 IZ%1%70=7 

K£t£ftLTU3o Z(Dtc6b, ^tl7t4ffiH07 

0SiiR7$;mmim-£3i7Lbtiz>o EK, HM7?^^-c (HEK, 
Sf 9) ©NTI^UM/7^ y It© L/cp/fs :£itK$lx a lz$)£ Tachyp leus 

t r identatus07 7 * * — C(DM^}tm~ Vfo&Zt tf$iM$tlfc ("r— 
$^t) o 

[0148] — jSgtc. 

£o Htc\ ®§R&ii0$blcJ:Vf>/Wmz 
£ ft & N§y^cD^iitcstN^s> & c: £ # ^ftti-^o ^ wye IE 

&)Z>t£tSb\,Z, 7 I]^7°5iy— -tfF-eMULfco 

* > A * K (C L tc NM fill * ® m P&£ t % d £ *P £ ft T IN £ 0 

^T> *HmMii(Ci;''JffM7 77**-CTO-(Z)^*(C^ft^\ NgyfJl 

M# 7 T 0^-0 mcOfi?w(D£(DI£\S V&ZZt rf&lg $ ft -5 o 

[0149] *IM7 7**-C*>A*ff1 yiig£% SDS£3S5c$!l0 

1mU©y^-r =l^7°51*--tfF (TaKaRa) tillfc 

o 7°^^:SDS-PAGE*17.* >7°P y h%V$#fb/c 

o ipH£0 1 3 HiKCdNTtiv 4ffl§l£>lN-f ftt% 

#—<fc y U d £ tfflls§£ft 

fco ~^ LgitCOlN-a^ 4ffiH0l,N-fftts P^7>*--tfMiI(C 

<fcy#?fitf$i'>Lfctf, HEK, TAL©3ffi|I 
(DfrVfo^tco 4ffi|I©Lil©P,g, Sf9S3feCD7 7** —C0LM& 

fco dGDd^fr^ Sf9fi3fcCD7 7** —C©L|I-eii, 
e> £ ftT IN £ <h b ft/co 

[0150] &±©«r<i:y, ummmmmmmmmtf? T <? $> 
2: iH ES ~e ifo •?> d <h^7J\^ft/c0 
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[0151] io. 7 7<?$-cmm.rnm.(DmfT 

(COMPLEX) m #< 

rA7 5^w-7 (PAU 

CIMANNOSE) Mj (Robert L. Harrison and Donald L. Jar 

vis, Methods in Molecular Biology 338:341-356(2007)) 0 4HH(Z)ffM7 

7 * * - c * & s ft-e, 3»> 
[sOJ-y (Maackia amurensis Agglutinin (MAM), Sambucus sieboldiana Ag 

glutinin (SSA)) U * 51 > ^NT U * 51 > 7°P v h Tca 

[0152] 4ffl|I©ffM7 7**-C,hPittP> hP-JU©^Fetuin*>A*ft©ltfK 

^^0 (100, 25, 6ng) £ ~ h P izA P-TJltC K v h 7°P v 3%BSA"e7° 

Wy^y^Lfco ttf-yjgffl L/cU^f> ( ($0 J-^-fJU^JUX) , X 

h U7°K7^^>^L/cHRP (Thermo Scientific) ^rJHItCJ^JTSi±. HRPg 

ft (Thermo Scientific) 0^MlZ<j: L/c0 P> hP-JltLX 

, [st^yQi-tfrV (C2C12K7 7 <7 4ffl|I© 7 7 * * - C 

i)?il7"Py h£tlT^£d<h£5i§;gL/co 

[0153] 1/^fV^'P^ h©ISl^@1 4 (a) (C, INfc U * 51 XDln^Sft 

^rHI 1 4 (b) 7 P — 7v4#S^ U * 51 >"£'£>•!> Lens culinaris Aggl 

utinin (LCA) Ty^ri-M, J £<£tfp >7°U v * 

U * 51 >T'S)'2)Canava I i a ensiformis Agglutinin (ConA)(i, 4 

m$%(D7 7 <? $ ~C tfetu\n(D±y-y7°)llZ^S; L/c0 —^ (a-2,3) 

CHO, HEK©JHI(C 

ijiKJx£5L, TAL<hFetuinTii|W]fMS©lH'NSJ^^<^iQtl/c^\ Sf9Ti£Jx£5 

-tffrbntffr-otco (a-2,6) 

£{£fflL/cJfl^, HEK, TAL, FetuinTiiJSJ^^tl/c^, CHO^Sf9T?td:JS 

fciffrbtlUfc-otzo 

[0154] £l±©i£H, M^A.7 7**-C©NSyfJllI^ PS?LIS« (CHO, HEK) T? 
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RLtdm-SlZlZ (a-2,3) U 

(Sf9) (a-2,3) 

^p^^ti/co Tw — cmw. 
4 (C) tc^-rQ mmmmm.mmi& 

7 W-C(Dft^w(D£(D±m^Zfo&Z.t%:^ftt&:b(DT:'fo 
^ o 

Sii±03pjfflRri6tt 
[0155] *f%B%lZ otitis tl7\*ti=<Dffi.&7L7 7<7$-C%%}&mzmi£-e%Z 

o t/c, 4b 

K dp-> > J5J&PM£€;$ LT/iy^f Z> zttfvZ&o 
[0156] mmmm 

lfl?U#^1 : a^7"hi)-©7 7^^-Cil5?©DN A|B?y 
IB^y#^2 : n*Mti-J b13-(D-? 7 <7 $ - CCD7 5. J&W&\ 

SB^[J#-^3 : 1J 7" S13-(D 7 7 7 * - CJt 

D N AIB^O 

IB^y#^4 : (i/yl3tf-)im) t)7 \-13-0y 7^^-co 

7 $ j itiB^y 

IB^y#^5 : 7° h 13—(Dy 7 9 $ — Brnls?© D N A iB^J 

IB^y#^6 : B*mt>y* K^-©7 7**-B(Z)7$yitlB^y 

IB^y#^ 7 : 0*^7 h^-©7°P* • y AHs?©D 

N Agg^y 

IB^y#^8 : 0*^7 h ^j -©^• ̂7 • T -f VyIVA© 7 It 

iB^y 

iB^y#^9 : m,^M^x(D%mzz\ K>£it^bL/c, 

7 T7 7 * — B mfe?© D N AlB^y 

iB^y#^ 1 o : /^7°51 KiB^y 
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[II5RII1] 7 tl ~f h IS— (D7 7 $ $ — C0 

[11^112] ii^iiuci3S©7 7**-c0 

[11^113] (a — 2 , 3) If^I 1 2 IZ 

§Ei6©7 7<7$-Ca 

[If^jf4] ^m7 7?$-ClZtt,^r (a-2, 3) 

11^113 (C1ES07 7 **-C0 

[11^115] Sf LTffl^T^H^1±/c^7>^-©7 7**-

CtChb^T (a-2, 3) < Mt li^ll 

3 t/c(£4 (C1ES07 7**-C0 

[11^116] 2 1 mM0n>lt h 1 

~5 0^-rn^i Ji(ciEti®7 77**-c0 

[11^117] irmjt s D S - P A G E ft*#?®# 1 1 5 k D a ~ 1 4 
0 k D aTrfe^s If^I11 ~6©^1*tlANi lHclB®(D7 7 **-C 

O 

[11^118] #MTDS D S - P A G E 1 27kDa±5k 

Datfe^ Il^cII7 IZBBMCD? 7 — 0o 

[11^119] TIE (A) , (B) N (C) % (D) IZ^t * y^^MVh 

1 ~8©^Ttl^ 1 IKCIES07 : 

(A) IB^y#^2(C^'r7$y@tlB^^#0*>/\0*K ; 

(B) iB^s^2(c^-r7$yitiB^(cfc^NT. ieu<iijRi®7 

(c) mm^4 IZ^TJ7$ y;<?n; 
(D) mm^4iz^t7$ jmmiz&^x, i gu<iiti©7 

$yi£CD®^s jfA^ J IIIB^y^^^-s Av 

[11^1110] TIE (A) (B) 1I^IH~80 
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1 II(C§Ei6©7 : 

(A) ; 

(B) 2 IZ^tT $ ^ ItlB^KC&^Ts 1 S L < (i^'flU©/7 

JfAs X(i{\tJP^r'atjN77$ yISlB^y^:'a'<^s 

O, 7 7**-C©)£t4£^-f >/^Io 

^1111] 7jO§'tre$>£K ll^If 1 ~ 1 OO^ttlif 1 II(C|3S©7 7**-

Co 

^ciI12] 7?f>-C&m&TZ^)£-£fc-?Ts 
LXH^Tt)7l*X=<D7 7?*-C&mmT&Zt&£ 

t»\ 
^in3] tuiEPS?Lis«^\ cos-1 vmwmimmmxfcZs tmmi 

2 (Cl3i6(M;£o 

^ciI14] fulEPfifiJIilfflW, 

n^in 2 teg 

^1115] fu§EPfi?UIilfflW, 51 W--X/\AX*-©i!fflJ^3;/c&t hOlffl 
ll^tin 2(ciBS©^)io 

^1116] fuIBPi?Ul«^\ CHOJfcliHEKt^^ ll^ll 1 2 (ClBtt 

(OT;£o 

^1117] tu§EP®?US«^\ CHO DG44t/c(iHEK2 9 3T^^ 

tmm 12(ci3®©^)io 
$mi8] mJ§B7 7t*-CtfT§3 (A) , (B) , (C) , (D) IZ 

^T$>s<?WX&Zs tmm 1 2 ~ 1 7 1 IKCHES©^ 

/i : 
(A) lB^JS^2^^T7$yit@B^J^#tJs*V/^» ; 

(B) mmm^ztz^TTSijmimzs^T. igu<iiti®7 
JfAs X(i{\tJP^r'atjN77$ ^ISlB^y^:'a'<^s if 

-Ds 77^-C; 

(c) iB^y#^4 tc^-r7$ yi£iB?y£#fr*>A*it; 
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$yil©s^ jfA^ t>x 

-Ds 7 7**-C0;gf££#T£*>A*ffo 

[1*^19] IUI37 7**-C^T=3 (A) £tc& (B) >/\°*ff-e& 

-5s 12—17 CDl\"f tlfr 1 II(C|3i6CD73)i : 

(A) |B?U#^2(C^1-7$yi£lB?y£#fr*VA*lt ; 

(B) |B^S^2 yitlB^(Cfc^NT, 1 gL<&M©7 

jfA^ ^ 

7 7^-c©si^t^r^^io 

[K5R1I20] II^Ri112-19 ©u\-f tifr 1 i!tcl3S©^;i^ J; y Wt$ tvf#£ 

, A7hf-©77^-C0 

[1*^1121] 77^^-C0;gMtt^ Ii^cII2 0(C|3i6©7 7**-Co 

[I*5fclI22] (a — 2 , 3) II^I 2 0 £ ?cl£ 2 

1 (C|3S©7 7^^-C0 

[1*^1123] ^Myy^^-CiZtt^X (a-2, 3) 7;USt£# 

<MtZ>. II5RII2 2(C|ES©7 7**-C0 

[1*^1124] S f 9£?si«<h LT^^Tfg^jE£t^/c;b7"^;tf-©7 7**-

C^c£b'<T (a-2, 3) M£-03^>7,«£# < MTZ>, sl^il 

2 2 2 3 IZBW,(D7 7 <7 $ — C0 

[1*^1125] 2 1mM©^X>ith'J^A0#aTt\ 1 0%U±<D$g#5S14 

£^t\ !I?RII2 0-2 4©^Ttl^ 1 II(C|Stfe®7 7**-C0 

[I*^cII26] #®7t;S D S - P A G E 1 1 5 k D a - 1 4 
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