(19)Fhfe A B HFEE R HMIE =G

(12) % FHE#

(1O FFR NS CN 105277693 B
(45) & H 2017.02. 01

(21 EIES 201410405742.2 GOTN 33/533(2006.01)
(22)EiEH 2014.08.18 (56) Bt ST
(65) El— BB B A TR S = CN 102520192 A,2012.06.27,

CN 101550455 A,2009.10.07,
CN 103983776 A,2014.08.13,
CN 102216781 A,2011.10.12,

HIEAFEES CN 105277693 A

(43)BIFAFHH 2016.01.27

(7)) EFINA ER EP 2172567 A2,2010.04.07,
Hodit 432800 1L AE 22T KIE B e WER HEE
KAERE 85 WAL e e W 25 G IR A&
=il

(T2)&%PAN WAL Ml ER

(74) EF KB KT RELFFHFH 42001
REA REBEE  EHE

(51) Int.Cl.

GOTN 33/569(2006.01) WAIERBIT I 167

GOTIN 33/531(2006.01) FesF3T LT
(54) £ AR

BB T8 S R 4 R R
Bl 7 R
(57) 1% e i3 53

ARPRMET -HARMBHERT e P F R i
e JEEHT 5 BRI B 345 7 PO P 248 | = B ]
AL ROHR e B R G AR R

L A AT BT A5 SRR e T T T
DL % TSN B S HEHNZE 1 22 52 Bk i
R R B = R R L K — 4 R 4
SR ] R RR LT 4 LA 1 s = S A I 55 B
WA RPTIR TTR DL R ITIR N BIREOR 522 70
Ko ¢ BT e B BT e TG + AT SR E
B G R A 34 4 2 A W2 P
7 LSRR 4 T 5 4 5 5

o AR 30 8 A 25 2038 | LA 5 2

2 ST A B G AR o A B B

S (R R T T 5 B 6 TS

LO

CN 1052



CN 105277693 B W F ZFE ok B 1/3 1

LT N B 55 2 1 il 002 JZ A 20 B 0 -1 () ) 48 07 0, ORI T BTk
il & AR T DR

&AM B %

1.1) B ZHHN1-His HN2-HisPh JZHN3-Hi sl & 85 1 R il 4% L ik DL J2 55 1k

L1 D)X TVTTRA R TTTY N Bl i 2 NG 1 #EAT A5 B2 i, 7 R T TRA
JITTRYN B o 2R HINGE A 1 B A S Ao SR = fr s o = & IR s

L. 1. 2)RBPERL. 1. 1) BT A5 B IR BON B L R 9 b5 172 91, iR R KA i 3 S 1
TR, PR 1) B3 B R gl )7 51 3T 2R U1k s

113 IR L. 2) T AR B B R P B 5 v A2 37 I 40l 5| N V67 i 3 3 il 4k
A AR T, [F B FRie hnl chn2BL J2hn3 s

1. 1. 451 1.3) R AT 2R hn 1 shn2 BL Jehn 34 AW 2407 150 99 i B N 3Rk
BAKPET-28a(+) Ji #iA5 H 40 b & 25 FIHN1-His JHN2—-Hi s AZHN3—Hi s ; ik 55 41 Bl & 25 4 HN D -
His HN2-His J2HN3-Hi s 35 DAALIRAR T A7 AE T2 8 TR AR A

1.1.5) FRAE S A2 D BRL . 1. 4) Fr 3 Bl A wiE & O, 9 A E A TR
PERIAR B R EAHE N

1.2) EZHNT-His AN2-Hi s A JZHN3-Hi sfil & 25 1 2 5ol 448 T eG R il 45 -

1.2 DAL 1.5) R T 21 & R S HNT-His JHIN2-Hi s BA JZHN3-Hi sfill & &
NFEATUR , P80 =2 K S AR, 70 ) i) 4% S bt H 4 HN1-Hi s JHN2-Hi s S HN3-Hi sl
A8 AP M B BT B ZHHNT-Hi s JHN2-Hi s J&ZHN3-Hi sBl A 8 (A P I s B fe i B 41 HNT -
His HN2-His S HN3-Hisfl & & PG A 5 T B4 HN1-His JHN2-His K HN3-Hisfl &8
BT (A BEEL T SAZUIY 35 KT 1 X 107

1.2.2)%MHProtein GIEMZATAE 7 A 204k S bt HAHHNT-His \HN2-His S HN3-Hi sfil &
B A PUILTE M B HHNL-His JHN2-His JZHN3-HisBl& 8 I HIiE  Th il 2 vk Sk 1gG s

1.2.3) HElHBraford s & A M 7 & e AP 3R 1. 2. 2) BrdS3 2 SR, (R
PEZk VA4 2 3meg /mL 5 4% HH

1.3) & F 4 BIbRiC i Fa bt E 4HHNL-Hi s JHN2-Hi s S HN3-Hi sBl & 85 [ % v i Hidk 16
1) il £ -5 2k -

1.3 1) ) s B O AR IR NN 2nmo T & £ .300nmo T N—¥2 5 5% FT It I [i F1300nmo |
T — %, AT IR SR 52 P iBUE 5 M 2ml, T e iR A4, B 15rpm/min, 37°C R M.30min f&
T2 B E N BRI W i DA Stk W Ji s TR PR Eh 22 P B S S N
PEPR A N2, 9g/L TR U 4N0. 295g/LLA S &AL AN2g /L, Tk B R £h 22 MR 1) pH="7 . 3

1.3 2) fESE AL [ & 55 7, NN A~8nmo T A2 3R 1. 2) B il 4 1) S i B 4L HNT-Hi s@i A &
A 2 abE B 1gG, B B 2h, N I R 4 ZBE R LR EN1.5% , B R R B HE
PR FEAT 5, R BRI OB Th s 0. 2um PESTE RS L JERR L BUR R, SR G I IR L 2 2
50000MWiEE JE B 0 E Hh, L8000 g 50 FJFEAC N 500 15min , [ 25 AR A2 A AR I S S f) 744 A
JROSEH (R I 5 USCER R 8 R 0V DR bR B - PR VA T, VA T 2m LI IR Eh e %
TR S PR VA R 7% 21 5000 OMWEE JiE 9 0 8 H, BA8000g 25 0 J7 454 °C T S0 16min , i AR
JEEOE R FEEF A -PUREEVE T B T In TR RR L AR AF W 5

BT iR T R Eh e i T R -4 o B & 43 i A R R A2 9 /L VI R 50 4M0 . 295 /L &
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1AN2g/L i -20 5ml/LEA A8 B AN Le/L, Frik iR Sh i pH="7. 3 ; I IR B IR Eh (R A7
W S H D& ED HNEIRE 482, 9g/L BiFE —54H0. 295g/L &AL 582g/1..BSA 10g/L
DA B 5 g/ L, PR T B Eh AR AF VR pH=T7 . 35

1.3.3) 5D R1.3. 1) LGB IR L. 3. 2) MR 51k, 43 BIF D B8 1. 2) BT il 4 1) f
PUE 4 HN2-Hi s L HN3-Hi sFil G 82 [ 2 5o B AR 1 eG4 7 il 15 &+ s AR 10 1 S 30 B 4 HN2-
His S HN3-Hisfl &85 A 2 e g 16

1.3.4) BT S ARICI b E AN -His JHIN2-His S HN3-Hi sl & 8 [ £ vifE Hifk 16
FARRIELL:1: RSG5

1.4) E&F bR Prikm 513 .

W RERA I NP R, 3.4) IR BN 2+ 52 s 10 i) SR Pt E 4 HNT-His JHN2-His
DA S HN3-Hisfill & 85 A 2 i B Jid LgGIR A 1h, BUH , 25 C T G4 CE R A& AL &
inalf S e

2) K i R 1) 2%

HRB T 4 2 2 M — 5K, W B T 4 4 R A AR S B I PR 2 03k DL b HE T AR
V)22 A M N 37 °Col AT 5 25 °C 35 5 TIRRAT s B IR RE AL

FT iR 2 it SR A 3R P -2 o B 3 R B R A2 . 9g /L T R —E4M0 . 295 /L &
1hAM2g /L A4 L35 A 85 20g/L I8 -20  10mL/L FERE20g /LUA J2 58 2, 7ML e s g /L , T
L HAL B pH=T. 3;

3) e I J2 1 ) 2%

3.1 IR . 2. 2) dribi] A 1 BR B EE 4 HNT-Hi s JHN2-Hi s JZHN3-Hi sfit & & 1 £ 7 s 51
T gGRIHT T 1 oG FH T IR 25 2% PP T 4 28 289K 5 o0 . 52 . 5mg/mL , BT IR R SR 2 vl b 254
PR AR S N2 . 9g/L VIR N0 . 295 /LA S S AN 2g /L, FiR BE R #h 2% i
TR pH=17.3;

3. 2) PR B L () bR P L ZHHN1-Hi s \HN2-Hi s JZHN3-Hisfil & 8 [ % i R Hi A 1G4y il
ABTODOTRIFEAC T Sk v, 132 B0 . 8~2. 51T/ em¥) & #42 HE — & (M B AR IR B8 T RS R4 4k 2 i I,
TE RS — R DN 28 5 R I 2 LA S B8 = R I 2 5 4 0 ek 7 PO 0 S T g G2 A BTODOT R AN 5 Sk
L1 E0.8-2. 50T/ emff) &M T ISR A4 2= il L AE A a2k ;

3.3 KA B L L5 R IR L 5 =G I 2R DA B R 5 R I R R 4 4k R EAEST C
TFE2h, 4CHETEARAT ; 2 ICHIRE I Z

4) SRR B il 2%
REPVCHA Ji ) JERAR 1% SE P ZER 4 B Ja % A 5
5 )R A ER T il %

RER K g AR % SE R BT 5 26 5

6) N BV B = R R M o AR R (1 413

6. 1) 720 BR4) Pr i 445 20 0 AR FRORG PR R 3 B 4 4

6. 2) K525 BR3) P ] %15 21 A0S DU J2 o5 0 20 JERARR P e 3 X35, A1 R T 5

6. 3) 4520 55 ) BT ) 4615 2 (1 W K SR 4 20 B et b, AR WROK 3 2230 Sl JRAT #
B &, [FINR A0 2 5 SRR I A U G SR I I 3R

6.4) 5L IR 1) Pl & A B 45 G B 458 o BB T NE & T IR A 4R 2 IR 210 2
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Ak, [R5 A R T IR I

6.5) K L IR2) Fr i & A B RN 2 SN T NES THE RN LUGL, H—
5 AR ) 223 2068 55, Rl T AR B IR

6.6 )R 2H 2% 1 1) N B 8 25 B o S0 % JE B 40 AR U R AT Y, 4°C B T g
HARAT 5

Frid D U6 . 1) 00586 .6) S e 7R A 2 A A P AT #R4E

2. RIEARINZER VBT (1 1) 28 77 15, HARAEAE T

Frig B3R 1. 3. 2) N N 6nmo L ¥ 20581 . 2) Fir il % (1) S bT AL HN1-Hi sFl & 8 1 2 i f&
PTG

Bk RS . 1) Aol B B8 1) P il 24 1 SR U B ZHHNT-Hi s JHN2-Hi s X HN3-Hisfl & & H £
o R AT T oG F BRI £h 2 PR R B B IR T2 0. 5-1. Omg/mL; FTiA B BR3 . 1) Hoig 5 % 1gG H
T T 6 22 PPV 2 2 28R 5 20 .51 . 5mg /mL 5

Bk s 83 . 2) v, 50 T S 1 B P B 4 HINT —Hi s JHN2—Hi s JZHN3-Hisfit & 8 1 £ vl 31
AT G4y 5125 ABIODOTRI A BT Sk rfr , Y B 1. 0-2. 0ul/cmfi) &4 B — 52 18] K5 AR 25t T g
SRYE R b T R R IR B R 2R D B AR IR s R BRI B R TeGRE N
BIODOTRIFE A B Sk 1, B B 1. 0-2. 0nT /emF) % T e BRAF 4 2 i LB R a4k

=
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ABRRBREE TR REM 2 BENFEEFIZER AN
Rz H

ARG
(00011 AW e = A B BRI, By — P N Bl & B S R = o e
I B i 2 T AL HY o

BRREAR

[0002] A B3/ 5 (human parainfluenza virus,HPIV) & L3 2k PEIR 8 B YL ) B
BUR IR AR, FEE RIRELYE, TRl E R L B8 BRI At AT e 1 ROm R DL 2R 4 ) L B
151 HPTVIEK G 2 A IR VE 73 A1, A& H LRk X ERA P P I SR 1 iR, HPT VIR e 78/ L)L
SV IR T R ) R A FE R 1A 30-40 % , Hod T BN LT R IR GE P SR ) SOR TR GE
A MO B3 098 SR A o 1295 B AR B e R T AR50 AR, I A & 9w, BRI H R &
7 —BFE Tl 8 169 S8 LI 3 B8 HH ke o AR H 8 A% 2 AL 2 N BV IO 25 7] 23 42,
W1 =3B AR PR B i WL, AR P 28 3 ) 45 A AL AR A R R AR UL AEL AT o 22 R BT 51 K
PR I e PRAFFAE AT 22 57 o N BT 25 1 B DA % 2280 Py 3 B0 A D0 9 32 2 U MR e 9%
I T AT T I TE R s N R RO B 3 A 2 S BN SRS 28 i 2% s N BT IEOR B
RZENG IR EAZ W, — A BRI S

[0003] il P S9N FH T~ AN [R] (9 R W2 9 J5E A4 (o N e 2 25 I 2 WG I T T Y8 5
WP T 5 9 B B0 B 55 ) B4 51 R E R AT DA -T2 AHACL, 3 3 3 T URAT 12 i b A
M B2 R T S 56 2 2 W o PO B ZRR12 W 5 V2 B 1% x££ 5 993 114 R T3 471 1A 558 AT LA
13BN B2, A8 T S X PR Ve 7, BRI ) R I 4t

[0004] & N BV B A1 A BRG] N A5 4%, 224 LI I g U H A i, R ] T k30 =
W AR AL R R B RS D o B AT B R R I 32 A DR LR T
[0005] 1. RHSE 46 = Ao )

[0006] 1.1)WEE5

[0007]  SEEG =120 A B B 1 AR HE S 73 B9 N BT 260 55 B 0k « K FH BT - i M 1
IR EE B AR A4S, T RL FHLCC-MK 240 Ji 35 752 (1) 77 V243 B9 i B8 o AHR 1 VL B 2 77, i
B JH A RR AR B e 24 45 L AR PR 7 6 N BB IT A — 2 I R M

[0008]  1.2) Iy 4a Il

(00091 RIS FHBGIA G0 18 V25 « B 4o fh Y8 725 S A 9 938 2 DY V20 R ) 2 M 76 58, 6 T A
ML P HP TVHLAR KT, AT TR 238 HP T VISR (A7 AE AR 1T 5 L7 2% 3058 H B S A — i ] Josi
PRGBS W, 75 L[R]3 PR S AT P 52 I Uy I3 5 o SR P 52 30 v e A RO 2 2
PUROY L S R AR BARS U AT I2W & o 46, TR I IS LA 5 S48, L
B DTS BN Z 8 NAFAEHP TV st g ) 22 5, 9 B, P 4R0E ) LTgMBy s th 22 KR4 H A
50% , WA LI 2% 712 ke I o & 52 38— e i Al o

[0010] 2 BRIE ISl

[0011]  E R A A IV B 8 A PR AR S e r A B2 Wi B 1, B A 2
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T —
VEDRE %, T8 B E A AR, RIS (B (2h B 1), AR e i SR B o o PCRYE LA R
RV, S A A, 2 B i HP TV L [F) BB B T BY ,{H B T PCRAT S 36 14 24 DA M R fE 5
SR, L)t B P 23RS R RO PRS0 T B A5
HP VA S BB A RS B

EZRAA

[0012] R Bt X S AR IAZ ) JUR N B it s 25 A0 I 77 =X 8 B BRI,
Pt T — PR A EAERE IR T R A m R USRS AR SR T AR
P2 JE T TR U R B L 1) 4% VR RN FH

[0013] AR B 2l PL N HR F BRI -

[0014]  —Fh A B9 55 2 F AURIE Z T 4 BRI R, JURRAEAE T« Bk N B 8 55
BT AR JE M A R A RR AR R TR A A I E DL BROK R BT 4 A
WA EF A SRS GBI A TR DL R TT 1A A B3 BO% B HINEE (1 2 e B SR R &
W5 BT IR I J2 A B B — R DU 2 B AR M2 B A N A R s 48 11 [ A i R AT 4
FEAE s PR 58— A 2 38 A 2R DL S5 = A0 N2 o A SR B LAY LT LAY DL SR T T T
TN BB B 2 S R B s BT Id s 04 A BT TG s FT a8 I J2 R0 W 76 JIRAR - 5 ik
g A DL SR K E Sy Sl 1 B A 2 T s S 1) b 0 EL S D2 A S S ) S R 2
DA JEAR A MG 7E— R s TR R R B AL AR L H SRR BELE2 S EAH
S JEARREG 7E—

[0015]  fESMfRIE , A8 K BH BT R HII & SUR R SR 5 A MBI R 7K ¥ P CdSe / Zn S &
T rio

[0016]  fENRIE , AR B AR I H0 S TeG AL FRAH AN PR T 3£ 315 TG

[0017]  fE R , A & BH BT % FH 16 BT s A 0 J2 4 A em s BT S A 00 J2 06 s 78 K S 428 . 6
9. bem JE AR R [ A 7] B s BT A I 25 00 I 704 D2 DA B iR b i) ELA B2 A2 2. 5-3emff IR
IKERTE 0. 2-0. dem; BTG I 2 -5 R I 7EAS U2 A ARAR 1 HAK E420.5-0 . 8emff 45 &
HEF0.2-0.4om; FTIR LS & B GRS 7E 45 A DL JRAR FIK &2, SemP)RE il B E &
0.2—0.4cm; FTIRSE— R INZE 55 G M2 58 =R 2 DA Je S 4 2 vh AH AR 262 7] [ ) 26
P1520.5-0. 8cm s AT JEAR (19 58 FE 20 . 3-0. 5emo

[0018]  fESMARIE , A% BH v SR IR W /K HOE IR K AR s B ik AR GZ PVCAR

[0019]  — PP T IR A BRI 55 & 1 w2 2 B 2 A IR 1 1 46 735, HURF AR AE
T iR & AR T PR

[0020]  1)&5 A #RM H4% -

[0021]  1.1)E#EZHN1-His HN2-HisPL L HN3-HisFl& 8% (A 1) il & 2 AL DL R B 1k

[0022]  1.1.1)XFTTTRA S TTTAY A B8 s HNER [ #HAT A2 15 B2 i, 40 3R
TTRA R TTTAY N S0 e SR HNER 11 16 Mo M 6 A3 rb B IR R A7 B o =3 M IR

[0023]  1.1.2)4REBWLERL. 1. 1) prf5 2K BN B F 2 PR g b 7 31 5 AR B K R AT 1 v 250
TR AP ERL. L. L) B (3 BB R g il e B AT 2 08 AL s

[0024]  1.1.3)7E 081, 1. 2) v BT B 5 R 7 FU 157 iy J2 37 sty 20 3l 51N DA e 94
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A AR R B (R B ARIEA0 hnl chn2BA fhn3 s H DR 5 51 405 51 26 BT 5

[0025]  1.1.4)4B881.1.3) AR hnl < hn2bh S hn3#e4r FA 0% 77 155 B Ll N
FIRBARPET-28a (+) J5 # i EA Fb & 25 HN1-His JHN2—-Hi s AZHN3-Hi s ; ik 4L Fl& 5
HN1-His HN2-His A& HN3-Hi s 33 LBk A T A7 A8 T 2L 8 CRE A TR AR I

[0026]  1.1.5) HARAES AIA IR 1. 4) BT 3 B AR S 1, B4 A 0 ik g o i3
ITE MR RI R A ED

[0027]  1.2) EALHNI-His HN2-HisPh JHN3-Hisfl & 8 A £ 50 b iR 1 eG4

[0028]  1.2.1)BAZBER1.1.5) R Frf3 B B MR B HNT-His JHN2-Hi s A S HN3-Hi sfill &
EEOATEATUR, RV 2 KA S MK, 43 700 il % S S B A HN1-Hi s JHN2-His JLHN3-
HisB& & A HUILTE A B i 4HHNT-Hi s JHN2-Hi s 2 HN3-Hi sBl & & A HL LG s Bk i &
ZHHN1-His HN2-Hi s &ZHN3-Hi sfill & £ [ P M3 M B Pt B 4HHNT-Hi s JHN2-Hi s JZHN3-Hi sfif
A 8 A UL R T BEEL T SARE T S K T 1 X 10°

[0029]  1.2.2) KM HProtein GZEMIZHTHFE D H2lifk Y Pt FELALHINT1-Hi s HN2-His Az HN3-
HisBib& 8 [ PLIILTE A R B 4HHNT-Hi s JHN2-Hi s 2 HN3-Hi sBl & & A HL s o i £ i & 3t
1R TgG

[0030]  1.2.3) Bl HBraford s A & &k M50 S AP 3R 1. 2. 2) Fr /8 B i bk ik
[ B 5 12 9 P R 42 32 2mg /mL 5 46 H

[0031]  1.3)&EF A4 Hbric i hPi B HNTI-His HN2-His S HN3-HisBl & & H £ g it
TG il % 5 404k .

[0032]  1.3.1)M M E & O P RKIR I 2nmo T &+ 5. 300nmo T N—¥% JE 5§ FAEE W i fi
300nmo THifk — VP Ji& , AT IR #h 2% #1825 M 2w, T g VR A4+ , L 15rpm/min, 37 C R B
30min i, FEHT 2 BRI S IN-FR LR LW I A B — 0 i s PR i R £R 8 iyl /2 FH 2. 9g /L.
PERR A . 0. 295g/ LI EE — S AN LA S 2/ LA ANIEC B 1M B, I ok T 1R 6 22 rh R K pH =
7.3;

[0033]  1.3.2)7EiGMLIEF i, I N4-8nmo T [ 38 1. 2) Fr i) 4% 1 St ZHHN1-Hi sl
HHEE 2 ETUE LG, BOG R N2h, I B R 2 R R 4R G N1 .6% , B R R
(R AR AT A, Ak 4238 S 2 Th s FHO . 2um PESTE 283 E R L iR B EEW) , SR 5 5 08 v s
FZ 250000MWHE JE B LB H , LAB000g B8 /0 J7/E4C T B0 15min, 5 25 R R A AR R & BT 47t
A IS L H () B 740 5 USC A R 8 OV DR T b 2 B - DU B VA B, VA T 2m Ll PR 21
Vel , BRI VA VU A% 2150 000MWHE IE B9 0o TR, BAB000g 40 77 #E4 °C T BS540 15min, Y
IR O E IR LR R S -PUR R EE W T T In TR R SR R

[0034]  Firik PR £h Ve iR B2 HH 2 . 9g /LB PR A 8N . 0. 295¢ /LT — 2 4H . 2¢/ LALLM
5mI /Lt —20 LA S g/ LS AN EC B 1M A s B B IR S e i M pH=17. 3 s I il T 12 R AR A7
JEH 2. 9g/ LR A —4N.0. 295g/ LIRS 4M. 2g/LEAL 4N . 10g/L BSALA Jz1g/LE EANC
B s TR IR SR AR A ML I pH=7 . 3

[0035]  1.3.3)4%ME 5608 1.3. 1)L B U L. 3. 2) MIRI K 5 s, 2 R B B8 1. 2) T il 4%
(1) S 30 HE 4 HN2-Hi s S HN3-Hi sl A 88 [ 2 vi B HiAk 1eG 4y il il 15 &+ SR 10 S f 4
HN2-His JAHN3-Hisfil & 8 1 2 v fE Hifh 16 ;

[0036]  1.3.4)44 &+ SFRICH Fabi HZHHNL-His HN2-His JZHN3-Hi sl & & 1 £ vl i
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I TeCHARRIL 1 :1: R &5 % H

[0037]  1.4)8F bRt Huism 1%L

[0038] K IRERA 4R AL IRL. 3. 4) BRI & F 54 A5 10 e PrE HHNL-His,
HN2-HisPL S HN3-Hi sfil & 8 H 2w FE PR TgGIR SV 1h, Uit , 25 °C )8 f54°C 2 R AF
% H, BRI A

[0039]  2) o &t 2R 1 ] 2% -

[0040]  EWIIHAF4E R M —5K I AF 4 R AR i SR AL B iR i 2 /030 DL |, B
Tz A N 3T CIE R J5 , 25 °C 28 3 TIARAT ; 28 A5 ARE F 3R

[0041]  Frid o i FRAD PR VR AE FH 2 . 9g /LB PR A Y. 0. 295¢ /LT R — 2 4H . 2¢ /LML
20g/LA L% A & 1 (BSA)  10mI /Lik #5820 20g /L EEME LA K bg/LEE 2. 45 H g Jos B e 5 1717 e, »
Frid A A B I pH=7 . 35

[0042]  3) G I )2 11 il 2% -

[0043] 3. 1) 5081 ) b i) & 11 B 470 B 4 HN1—Hi s HN2-Hi s JZ HN3-Hi sl & & 1 £ vl 4t
T gGARIHT G 1 gG FH Tl 198 5 2% PP 1A 88 22 29K N0 . 52 5mg/mL , T I Tl R 6 2% b vk A& EH
2.9g/ LSRR —8N.0. 295/ LEEIR — S LA Je 2/ LA AT B 1T it » o 1l 2 o5k 22 1P 1)
pH=7.3;

[0044] 3. 2) M4 BEUE0 BR300 HN L -Hi s JHN2-His JZHN3-HisBh & & [ 2 v S fifk 1g65
512 ABTODOT Rl AR AT Sk vpr , 0 B 0. 8-2. 5l /emfi & 42 BB — 52 8] BE A& V5 Tl R 4F 4k 25 it
B TR RS — R DN 2R 5 A 2 DA R B R DN 28 K A R U 1R 0 SR T g GE ABTODOT Rl BAX
WSk, 1 B 0. 8-2. 5ul /e B TSR AF 4 2 T A N g 2k

[0045]  3.3)NGmiAg S5 — A 2R\ 55 R DN 28\ 55 A I 28 A % o 4% 2 1Y) T IR 4 4 2 Tl A
3T CTJ2h, 4 CB EH AR s RULHIRAE I Z 5

[0046]  4) AR H il &

(00471 KEPVCHE BT JEC AR F S o 2 SR BY 5 4 H

[0048]  5)ME 7K #4 Ky il &

[0049]  HEWR 7K U8 ARF SR BE SR BY i 4% H 5

[0050]  6) A BI85 2wl S )% 2 B 4 AR Aer - () 4 2

[0051] 6. 1)% 0 4R4) B i 245 BB JRAR b B0 RG PR R4 R4 i

[0052]  6.2)%4 20083 ) FIT il 2% 15 31 (0 K6 00 J2 it s 28] AR 40 v 388 X8, B ~P B 1

[0053]  6.3) % BR5) BT il 2% 15 B i MR K A 265 B AR b, AR K B 2230 56 0 J2 A
oy S, R HAG 1 2 5 R AR (9 A 18 G0 55 R U 3F 5

[0054]  6.4)¥ DR Frifil A3 BRI 456 L o SN T N ES T HRA 4R IEN £
G [FIBHe 45 6 3R T IRAR |

[0055]  6.5) A 5R2) Fir ] 243 BRI BRI T RNES THE BN LU %ht,
B 10 5 R L TD 25 55, R TR B I3 5

[0056] 6.6 )Y 2H 25 b 1 N BV 86 ps 25 & 1 A S 8 J2 B 40 AR I R AT 8T, 4 C B BT
FREECIRAT 5

[0057] Ptk 2 986. 1) E 086 6) By AR AW 22 Ak N BET 1 .

[0058]  fE ML, AR BT B L. 3. 2) P in A 6nmo L[ 25 B8 1. 2) Fir il 4 14 S b
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HHNI-Hisfl &8 A 2w fE i lg6;

[0059]  fE MR, AR B BT R HIR B3RS, 1) Hoig D 18 1) b 1) 4 4 BR P B ZLHNT-Hi s JHN2-
His JXHN3-Hi sl & 85 1 2 v B DA T oG FH TR $h 2% Ml i 4 42 243K ¥ 520, 5-1. Omg /mL s Iy
D ERS.1) AR 1 oG PR IR £ 2% P T B 22 43R 2 0. 5-1 . 5mg/mL;

[0060]  fEMARIE , A K B BT R G AP 3RS . 2) v K R BT ¥ SR U A HNT ~Hi s JHN2-Hi s %
HN3-HisBl & 85 A 2 Wil HiAK 1eG4 B2 ABIODOTRI A B sk, 4 B 1.0-2. 0nT/cmff) &%
HE — 2 (A BE AR IR BT T RE R A 4R 2 M b, TR RS — A U 2 L 55 A N2 LA B =4 I 2 5 1 7
REUTF I 370 TG ABTODOT RIFEAX BT Sk, 5 B 1. 0-2. 0ul/cmff) £ T AHER4F 4 2 1% 1k
[0061]  —FpdeT ok () N B O 55 & 1 s )% 2 1 o 2k - AR DSR2 B s A
R B 1 B A o

[0062]  —FpEeT BIARI A BIRER 5 1 AU T 2R IR R AR 12 W A U 7 v
HURREAE T« B i 5 v AR DL R P 3R

[0063] 1 )R AE i FH 5001 T FEI A% it b RV 78 3V At i » B 1 200358 TG R 1) 4E i 2
B 16408 5 TR AMT N SR N5 5 5 Birads o b B Hp 25 21 93 B = o N T R A A
2.9g/L. M —5410.295¢/L . Triton x—100 10mL/LLA R G ALAN2g/L, Frid KL 5 b BE 3 1)
pH=7.3;

[0064]  2) % ek it b B TR N Bl IBOm B DL, W 5 45 & 3 b i) &+ Jibr e i S 4t
HZHHNT-Hisfll A8 [ 2 SRR PR oG4 &, Il ik E T E FJe SR A 4k 2 i H Ry SRt E A
HN1-Hi sl & 85 H 2 s Sk 4 & Ja7E 55 /M ERIBUR T 72 55— ha I 22 b 2 T2 R PRIIR T DL —
2R IERT LS, RSB TR EF mAn e gk 2L E T 5P eG4 A G R R MR BUR R IE
JSCRIIR ] DL 58 — 2k et s 25

[0065]  FFfspfar it i b AT TIRL N Bl B s P )5, M 5 456 B i &+ fibmic i e dn 24
HN2-Hisfil &8 A 2 W PR 1gG4 & I JEMT 1 e S HBR A 4 R 1 S P EE 4 HN2-
His@l & 8 H 2 vl TR LS & Ja 72 5 ISR T ARS8 A I 2 Ak 23 T8 R PRI IR ] DL ) — 2% ¢
TR, RE5G 5B &+ RbRC TR 82 )2 5 P 1e64HS & Ja /£ 5 AN 8K T T )
MR T UL F) 45— 2% S e 2

[0066]  Fefar A it vp A TTTAY N B B s Jil , M 5 45 4 b (1 &+ fUbs i i) SR i
HHN3-Hisfl G EH 2 wlEIE 1gCH &, ik Z M E e SMIRA 4R IE F R EA
HN3-Hi st 85 1 25 bil B PR 25 & 5 76 S8 AR T 78 55 = A I 2 b 2 T2 1l R IR ] ALK —
2RI IR, RS A M T hric Puik gk 82 Z T 590 e 1 gGL5 A T R R 7T LI 55 — 4%
PR ER 5

[0067]  Ffeefar it v TR T2 N B B B3 0 L LT N Bt B B e J A A T T TR N B
IR ER DAL WA H B — 2R D G 45 4 5 35 R G B 4% B R tH AL, DUZAs R 2 288

[0068]  fEMARIE , A% BH Fir SR I R R A o B A AN R T4t~

[0069]  SELAH AL , Ak BHEAG W5

[0070] 1 A BH (1) A DU N BRI B 90 R I 7 V5 I S E E T 5 8 F SR IR B AR R &
FEE R, M) FH A 2 Y o) & 1 s 20 s R S MR 22 SR A B YUK TR O SRS R S AT AR I
BA R BT R B s, HON T TL TTTAY N B 25 (0 R I JES 26 43 51l A 5ng /mL, 5ng/mL

9



CN 105277693 B w Bg B 6/16 T

3ng/mL,

(00711 2 A WY I I 7044 220 2 1R ) N B3 8m B3 HINTL S M A/ R < X ) 22 v B i A, G
S 2 R i SRl = 1 e Sl S 7 e N T K00 N A7 QR P s o Nyl B o)
AREAK.

[0072] 3 A WYy 0/ v fei B A U PR , 2 T I 5 465 AL %8 AE 20 738 N 58 R, BE AT DA
PSR A M AR AT 58 THAS I , 78 AT 45 & CCDH I SR B R HEAT & B A0 I, Ao I e AR B > v il
T I FAR (ANELTSA) o I e A i 4 A 52 2R B FEm K B 75 Bk N A e (RO A
/B o

(00731 4 ¥ T PR A 0 ) A2 A B3 o 2 7 SR T = B4 (A () HH IR 75 B LR &8
JURLASS ) HASKE - n] DA =209 35404, MOZ 077576 N B s 22 10 5 s R AR
T8 98 AR B S ) AT A R A S T T A IR = SE A

(00741 5 A WS I 925 P ) et PR e AR DAy IR 70 A P G R VR A5 » i = MLV, 7] e
o)) LB ks A )R 5 KO B AR W B T

Bfit ] 352 AR

(00751 [ 1 AR i W AR A ARG 00 ) G ) 50 T 5 A s i

[0076]  V&] 28 A% B Fir i (A W0 = ) 76 58 4 268 i I 485 1) s i

[0077] .

[0078]  1-FfsHE 2-45 A 3R I 2 s AR DN 2R, s A I 2K, s 645 D2k, 5 7— a2k s 8- 7K
H9- IR

BRSHEST

[0079] %R BB T AR IR A2 « AR BH 2 AE S % JZ 4T U sE vk (A e ) AT #2 R, LA 2
SERE PR AL, R & SR IR IR E R, I8 i & ORI A ) 4 B A ] ek
PRI = AU E TR IR o Je R T TL LTI N B B B HNER ) 22 b B 4t
AR BT TT T IR N B9 2R HNER [ 22 SR HUA4 1) i) 2% L 2L DA R &+ sibsid, HR
MR, SR R A R B2 R 43 EAT A 2, s i ) R DN B B B R R o AR
R EH BT AR AR PR A D B AT R L RO R S PR A S L, FE AT A A T L R AT R
(1) i SO AT, HA RT3 B AT 5

[0080]  Anfft I LFT 7~ , AR B B At 1 — Bl N RV I 55 & a5 0% S A 4 A DN, 4,
FERE RV ES G 2 RN 3 IR K A8 S RAR O il - 45 A 2 A A & s bR i)
Gt LTI TTTAY N I B B HNEE [ 22 vl B T A (00 VR 540 « o B0 J 2 3 72 W5 A e ) 82 4 A )
225 N6 LA S SBT3 82 7 A [ A A R 4 248 2% oA PR PRNCIEE s A 24 s I 825 LA A I 2.6 43
AELAE A R PT T AL  TTZAY DL SR T TTAY N BRI 55 22 vil B Piids s B 27T A S leGs &1
FUONFR RN TR S5 B A MBI K VP CdSe / ZnS B A R K #8884 TN K JE4R ; JEEAR 98
7 RPVC,

[0081]  HHAKZEM S A Bl =K dom , A6 U JZ0RG W 7E 4 T 28 . 6-9 . Sem ) JR AR 3 1 Hh 1] B 5
R 00 J2 55 s A 00 J2 DA R SR B 1) HLAK P A 2. 5-3em W K BB 0. 2-0 . dem; K I 2 5
FH G A I 2 DL SRR B A S £0.5-0. Semfl 45 S # EE B0. 2-0. dem ;s 45 & H 5 RGN 7E
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GEAHUL FRIR BRI K 2. Semf FER R E B 0. 2—0. dom; K264 K6 U285 6 I 286 LA
B £ TI) BR 341920 . 5-0 . Scm s JEEAR Y 58 & 420, 3-0.. 5ems

[0082]  Hirf, FRSBEMLTL T B2 K I Z 3 Kedem, FilE 7E AR 9 K9 . 3cm [ o iF) B , I
R0 J2 A5 e 55 R G AE SRR AR 945 R S W K A8 K 3em B B0 2em, H 5 — i 5 45 4 342K:0. 6¢cm
HE0. 3oms &5 5 H2 M SRS 7R R R 972 i (W RS E# (1) K2 5emE & 0. 3em;s K U 23 BRI K
MILRA.5.6 5% TR TIAI RO . 7emo 28 240 W R 14 58 50 . dem.

[0083] il & -3 43 A )N @It ikoms B 0 I V) = o A SRR IR v, R D
BRAFE

[0084]  — 5 A&

[0085] (1) &EZHHN1-His HN2-His HN3-HisBl& & 10 H % A 55

[0086]  XJT.T1.1TTZYA Rl sEHNEE A BEAT AR5 B 22 W » 40 T 3R L i A 46 ) 3k
W JER A BN B IO KB, 3R 2 HOGH R 5 (R g A 7 51, FEAR B8 KA A T 25 S 1 1R
T, A Heg AT B AL e  AEH P RS K3 w43 il G I N VI AT 2G5 AL S A i A
K731, 30 Ahnl  hn2,hn3 o HIEPR 7251 53 51 2 0L e 91 38 o 45 1% = Be R IR e 9 4 i ) V64
A PR NRIE AR PET-28a (+) J5 FA HAH il A 85 (A HN1-His \HN2-His JHN3-His o Ik =
H B (A R KB B b 25 DA IR AR T A7 AR o AR 2 A 24k B AR 2R 1, 5599 01 AL T
EHATE AR EHEN

[0087]  (2)&LHHN1-His HN2-His HN3-HisBl& 8 [0 % v HiAk 1eGI i &

[o088] DA i) HE A 88 [ N Se a2 BT VR S BT 08 =2 K B S AR, 43l il 4%
FatE NI -His HN2-His JZHN3-Hi s@lA 85 [ HUILH A b 1 B ZHHNL-His JHN2-His JZHN3-
Hi sl 88 [ HUILTE o 1% 7S P L35 1 1A BEEL T SAZL M # K T+ 1 X 10°, FiProtein GIEMIEHT
FES RIS R ILE 1 2 s B Bk LG, IR Braford 85 [ 2 Sk P77 6 0 52 dod
W PE I 251 1JH B A 3me /mL 5 4% FH o Herp S BEZLHNT -Hi s JHN2-His JZHNS-Hi skl &8 1 2 7o %
FUR TG I ME &+ S AR LIRS s BT E ZHHN1-His HN2-Hi s J2HN3-Hi sFil 4 88 [ £ v ik
1gG FAE R I 22 1) 4

[0089]  (3)&F &4 BIARICH St EE4LHN1-His HN2-His HN3-Hi sfil & 8 [ £ & ik
TG i) % 5 24k,

[0090] AR IRAIT « (A s B 08 IR NN 2nmo T8~ &0, 300nmo T N—¥£ JE 3% HT1%k
V% (sulfo=NHS) F1300nmo L — Vi (EDC) , AR R £ 22 phii (2. 9g /LB FR & —414,0.295g/
LEES 540, 2¢/LEALAN, pH 7.3) B N2mT, T heds I8 44, LA 15rpm/min, 37 C K M
30min i , BT I B AL (sul fo-NHSSEDC) o ZEVG AL I &+ A b, I\ 4-8nmoT ()
M A6nmo 1 ) )25 B8 (2) FIF i) 4% 1) H e BE 20 HN 1 -Hi sl & 55 1 2 TE B PR 1eG L 8t e 2 2h , i
N 28 IR 6 B (PEG2000-NH2) 22K 1. 5% , 358 T 2R S S IR 7% A0 R o o, 4
WG N Tho FHO. 2um PESYE#8 i ERR 2 PR SR AL , S8 J5 15 D8 IR A% 215000 OMWER I8 125 40
B, LAB000g B L I7EAC T B0 15min , R 25 R K AR AB I Js B2 ) e A AR s 2 H 14 17~ 4 o
g £ R R B O DRI R B DU BRI IE IR, 15 T 2m L R SR WE R (2. 9g/ LI IR A
THH,0.295g/LEEEE —E4N, 2¢/LEALEN, 5ml /LI -20, 1g/L3 &N, pH 7.3) , BRI
L R B50000MWHR SE 2500 5 BA8000g B0y 7I7EAC TR 500 15m i n , Y £ ER 1 15 /0 85 I
FEEF S -PURME A T Im LR ER SR AR AT (2. 9g /LI IR 4,0 295 /LR —

11
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SN, 2¢/LEALEN, 10g/L BSA, 1g/LB% 4N, pH 7.3) 1,

[0091]  $2H8 LR AHR 732, 4 2D B8 (2) B il 28 1) S T B ZHHN2-Hi s S HN3-Hi sfill & 2
9% TilE FiA TeGHI13 & SbRic 1 % il AL HN2-Hi s SLHN3-Hi sBl & 85 1 2 WL HiAK 1 g6
W= FhEF AL PR R AR L R A SR R

[0092]  (4) =¥ mibrichuigRm) sk

[0093] A& R ERAF4E I NP IR (3) R 21 &+ 543 bR i i) S Pt L ZHHNT-His \HN2-
His HN3-Hisfl & & [ 2 b JUiAR TeGIR A Lh, BUH , 25°C I8 5 #lidem0 . 6 cmF) KA
JE4 CEIMRATE A, BIHIBE AR,

[0094] = (A B il 4%

[0095]  ER B IHAF 4k 2 B —5K , 0 HATRE S AL IR (2. 9g /LIS IR A 4, 0. 295 /LI IR —
24, 2g/LEALEN, 20g/LA- ML (A 85 1 (BSA) , 10mI /L 78-20, 20g /LEERE , 5g/LE Z L%
FEBE (PVP-10) ,pH 7.3) i 2 /030 L I, BB T AW 2 A AR P9 37 C ol R85 » B 38 Ak
dem*2 . SemfPJ IR , 25°C 2 3 FIRARAT « 2 M 15458 i 28 o 800 UE S IR 4 4 2 i 28 1% P
JNEA G REMAE G T EF AR IC VRIS .

[0096] = A I 21 il 4%

[0097] A 0] 2 (1) 1l 48 , A2 38 3k 43 T3l 4 B 20 B8 — v By 1) 46 119 SR B B ZHHNT-Hi s JHN2-His &
HN3-Hi sfill & 55 [ 2 seFRE SR TeG Nt S TeG H % R Wt R LAE AR B 41 4 2= Ji b % piaker I 2
g il 4 s HHAR & ik At~ AP gR

[0098] 4355 b 3d A B — b 1) £ A SR U EE 4LHNT-His JHN2-His S HN3-HisBl &8 A £ 7
R SR T gGANHT S ToG IR R Eh 22 phifk (2. 9g /LI IR 4, 0. 295 /LI IR 58N, 2¢/L &L
B, pH 7.3) YRR LYK N0.5-2. 5mg/mL, HoA R T E ZHHNT-Hi s JHN2-Hi s JZHN3-Hi s@l &
HH 2 e FE A TGIIE K FBEZ IR IE Y0 . 5-1. 0mg/mL , HT e T g G I AR 20K 2 280 . 5
1. 5mg/mL o 5 R BRI R T B ZHHN T -Hi s JHN2-His S HN3-Hi sEl & & 1 £ TR Hiik 1e6 4 )
% NBIODOTRIFEAIET Skt , 5 B0 .8-2. 511 /cm, HEE A 1. 0-2. 00T /cmff) & BRO . 7cmfK) 7] &
PRIV T RS PR AR e 2R T b, T0 1l = SR I 4 5 1 A B 4 1) e e T e G2 ABTODOT RIS 43 5 =k
W, W E0.8-2.51T /em, LI AT, 0-2. 0l /emP) B W T HERR A 4E R IR FAE N sk, 5 &
TR — 2R I 2 [F) FE 7R R0 . 7emo KW 07 R RS BR 41 4 3 IR 37 C )5 2h , BY & fli4 cm*4 em i
%, 4°C B BT HRARAT « B U HI A Z

[0099]  PU . JEcAR A N L

[0100]  HEPVCHE BT JEAR 2 BY pltdcme9 . 3emlP) RS 5 #85 H o

[0101] i (R AK E K il 2%

[0102] 3R 7K JEAREL BT A4 cms3cmfr) KR , B i R K 24, 4 F

[0103] 7N KGR 2H 2%

[0104] A3 TAE T AW e N AR, 1 500 20 SR IY Pk (9 JE AR B IR RS PR OR B s 4
W B SCOP IR = PR ik DU 25 (RIS A7 1L 5% 1458 22 R 3 5% A I 28 1) Tl I 41 248 2% T ) A s 381) JEG AR
Rl e A ANV 7 S AT O/ s 2 S S 22 e o 3l P = e v
LI JZA0. 2emiP) B, [RINORE HAT W 25 AR B A T G0 5 R 0T 35 /N DR« R 13
YR — TR 1) 45 A #8420 . 3emEE & T H IR AT 4 R 0 221 24, 0. 3embli TR b o B J5 7
B SOP R AR (R AL — 100 . 3em B S T E5 A BN AL LG AL, S — 1L 5 IR I 210

12
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GRTFF 5 R T AR b FE AN OB 8 20 25 07 R DIAR T~ U128 LT 3 a4 . OmmBE (A -, 4°C
BRI R AT &2 SR A A8 4 RS U B IR BOR B PR N &1 S B E T .
[0105] |k 4 2R A W00 N 0 9 s 2 7 L ) B o A% S A R DR B A 32, AP R
T

[0106] A& ApA i it (CAnME K55 ) 5000 T (% i AL BRIV (2. 9g/ LI FR S 4, 0. 295g/ LTk
Mg 40, 10mL/L Triton x—100,2g/L&ALEN, pH 7.3) 78 /0 &M fa , AU 1200l TR~
(RIRE S b, 1520 5 TR AT T BRI 45 5L o 5 R b & TR N B3R 0w 25 70 5, )
ek &b BT ARG S b LN -Hi sRl S 8 1 2 TefE ik TeGLs &, S8 E 4 7B
o SRR A4 2R I R E AN -Hi sl & 8 A £ TR AL & G /5 R AN RBOR NI R
PORR AT LR e 26 1, RS A e B+ mAr e iR gk 82 2 Sdi e LG4 A Ja R 58 I 26
BOR R T BRI R BT LR 88 46 s s 2k s B RE P A T TR N Bl BOm B b i, W 5 454
AR & S AR PR S A I AT R S 5 iR AT 4 2 11 BR T EE 4L N2~
Hisfl A 8 A 2 s UR L & R R SN BUR T BRI A] LI e ek 262, R A 561
HF RAMLPUR GRS BT 5P R 1G4 & o R R AN BUR T PRI AT LI 85— 2% % 6 i
P2k s AR A TTIALN BB B2 30 5, WJR 52545 Sp AR & F R bric ik &4 &
I 2R S 5 AR A 4k R 1 SR P ALINS-Hi s & 8 11 2 W R PR S & Ja AE 4 41
RO T TE BRI AT UL 58 SR I 22 3, AR &5 A SE M R bt PR 4 B2 2 M S P S 19645 &
T RS PATHR T DL 5 2% 0 TR 2R s 25 R i e AE S BT EL, S B — 2% e s 45 . i 21
PGSR LR HIL, WA TR 220

[0107] AR BH BT 75 IR AL W 21 T A B i /K VA PECd Se /Zn S & i m] 21451 fn G v 3
s SEARFF R AT IR A 7 5Lk 2 R S 5 BT 75 BIPYCH ot AR W K JE 4R i B 4 4k
FE IR AT Y S B T A 2 5 I 25 T BIMA T Tipore M B S br AR VIR A TR 2 7 & E b
2 A, e 75 B AR AR I VAR R A T .

[0108]  Ajx B I DA SEa o/ i3t — 22 BB R A

[0109] Ak BAAE FHERCR: F B 8- R Ak 140 e it B AH 5% 3K 77 4D 7 1)

[0110] 1 KA EAAL IR VK  FRENO . 29T PR, 4N, 0. 0295 T I8 — 54N, 0. 2e 54K, 22
M35 H 2 E (BSA) , ImIiEE-20, 2g #ERE , 0. 5g 58 Z ARMLIE i B (PVP-10) , W T-90m T ¥ 25 59
7K, Fimol/L NaOHYEpHZ7. 35 &£ B F/K E A4 100m]

[0111] 2 PR ER P R« FREXO . 29T R S 4N, 0. 02958 R 54, 0. 2g &1L 4,0 . 5ml
3 -20,0. 1g& B AN, VM T-90m L[ 25 F 7K, F Imo /L NaOHEpHZ 7. 3J5 2 B+
IKEAEA100m],

[0112] 3 B £h LRAF M : FREXO . 20g T FR S 44, 0. 0295 IR 58N, 0. 28 8 AL, 184
7% A A (BSA) 0. 1g NaNs, ¥ fi# T-90mI ¥ 2555 7K, F1mol/L NaOHYEpHET .35 A %
HFKERZE100m .

[0113] 4 PR ELZZ M (PBS) : FRERO . 29g W BR8N, 0. 0295g T R 58N, 0. 2g F AL,
VEART90mI (192 B+ 7K, FlmoT/L NaOHEpHZET . 3J5 £ B F/K EFEE100m] .

[0114] 5. Fubu HELLHN1-Hi sfilt A 85 11 2 e B Pk TG : A K B B i), FHPBSHRE , $8 5, {8
Vi % SRR SRR 9 2mg /ml .

[0115] 6. FubuEEHHN2-Hi sl A 85 1 2 Sl fiiATeG: A K B B i, FHPBSHRE , #5550, fif

13
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VI 2 SRR SRR E 9 2mg /ml .

[0116] 7. Gubu s 4HHN3-Hi Rl 8 1 2 sl HiiATeG: A K I B i, FHPBSHRE , #55) , fif
VAR 2 yalE BUR IR S N 2mg /ml .

[0117] 8. SR HUE NI -Hisfl G 8 H 2 rilEHiiAIeG: A K I B i, FHPBSHRE, #55) , fff
VSR 2 sakE BUR IR S N Img/m1 .

[0118] 9 iR HuEE AHHN2-Hisfl G 8 1 2 siFEHiiATeG: A K I B i, FHPBSHRE , 55, ff
VI 2 SRR SRR E 9 1mg /ml .

[0119] 10, R PUEAHHN3-Hisfll &8 1 2 s PR 1gG: A K I [ #l, FIPBSHRE , #25),
AR 2 S B SRR S A Img /m1

[0120]  11.3fE$i TG Al w77 5, FIPBSH RS, ¥E4T [ VAR T £ Ta R TR IR N
Img/mI.

[0121] 12 & F fi : KRR H BT HEF ORI PR R GBI K PECdSe /ZnS &
T a s H R K S 565nm, T 1 iR & S H AR FF R AR A A, 7= 5 AR O R K
VTR & 5565,

[0122] 13 B FELF4E K 8 2 N0 4mm, 7K B A42mg/em”, B IR 41 4E BELA2 N0 . 6-3um, H
AR AT SR KM, 3L T Bl S hr AR RHE A IR A &) (815 4BT40)

[0123] 14 BRERLFLENE : )8 JZ 00 . 48mm, W 7K 09 18s/4em, HAAMRUF I 58K, T 45
AR ST B SR A IR A 7] (A5 4DL42)

[0124] 15 WSMREF4E &I . B 5 WMiTTipore Corp SHF135, 4 414K, L FMillipores
iR

[0125] 16 W /K JELK : )& M0 . 95mm , T 7K 38 & 60 /4em, T 7K & 700mg/cm”, B AT R 4
IR AT , VB R RIVETR K BRI A K] T SE T B i S br A MR A R 2 5 (45 R CH3TK) o
[0126] 17 AR : v s A JEPVCH o, SR T B AT B 2 R R A ) R U SM3 L, TS T il &b
R A .

[0127] 18 I N\ BB 55 « NATCCHRIUERRC35 , ) [ 58 [ 1 A 3 32 W) LR o0 (ATCC)
%5 HATCC VR-94.

[0128] 19 TTA A BV 255 55 : AATCChRifEbRGreer, g B 3¢ [ Ju Y 55 72 1) OR 5k o0
(ATCC) , %5 NATCC VR-92,

[0129] 20 TTTZY N\ BIU & 55 « NATCCAR#ERRC243, W B 3% [ Ju 2 55 32 ) OR gk o o0
(ATCC) , %5 NATCC VR-93.,

[0130] 21 Ak B BT FH I () f 26 e ot 220 ) 15 5 (6] L 780 365 R DA ik 00 (ATCC) o

[0131] "Rl &5 & Skt 0 A8 & B BT R AL ) B AR T SR 3EAT VEA U0

[0132]  sizjifa a1 (i) &S it 3]

[0133]  Z5A %

[0134]  (—)HZHHN1-His HN2-His HN3-HisHli& 85 1 0 i 4 itk 5 5 1

[0135]  (1)AHICEEMRIf b

[0136] T TTILTTTHY A B9 5 HNEE (3 (HINCBT 22 1 R8s P faccession number
43 I NAAC23946 . 1 . BAAOOT39. 1 JZACF28540. 1) BHAT A5 BT, 2 HIFR B fush 45 44
S b B SRR AT B N T I KB, R B 6 N K DNA G A 7 31, R 38 K B A 1 2 R - fm 4T
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PE, X H AT 2R, RIBT AR5 5] NBEYIAL SiNde .37 3 5| A2 1B 15 5 TAARI B 467
MXho T 543 Ak 27 B A 2 IR 7 2 (& 7 206 1A B 4 3 it AE D RHE A B 4 =) 58 1 28 B
N T B 2 R B 3845 3% T 8044 pUCs7 ) , it Ahn 1, hn2 , hn3 . H I R 45 70 015 5]
RHTR o Hi  hnl ZE [ g bl (1 & A 5T 51 8 R AR TR N BV B 8 HNER [ (accession
number : AAC23946. 1)[#)214-508aa . hn 23 K 4 f (1) 85 [ 57 F A R IR T TR N Bl AL/ 2R HN
%1 (accession number:BAAO0739.1)[K312-552aa.hn3E K 4l & 1 T H A TSR T
N B R EEINE [ (accession number:ACF28540.1)[1243-512aa . 4 9 &4 1% =B
N LA BHIDNA F B i 844 pUCH 7 43 7l FINde I J2 Xho [ 34T XU U i 4% 5 7732 43 Sl =T W
() B, % FH o [R5 5% FINd e T J2 Xho T #iAK pET—28a (+) HEAT AUBAT) , 3T 45 #0514 BG4
MGV G 3R A3 (K hnl , hn2 Jzhn3K: [R3%E ApET-28a (+) & , FE 640 K IZ AT E TOPLO, K4
pET—HN1pET—-HN2 . pET-HN3F IA A% o 22 B 700 7 21 U 58 1IE SR R A BAA M B o 1R o %346 77
W 2615 4 HNT-His JHN2-His HN3-HisBl & & M .

[0137]  (2)HNI1-HisHN2-His HN3-Hisfl& & [ 1 &k 544k

[0138] 45 %5 5& 1E A IS FH P v I 11 15 57 Ja e BT , #%2  IE R B N2 ASE . coTi BL21
(DE3) 1, 54k 58 1 W T VRIS AT T8 50ug /mLE IR R LB AR b, #45 $0 7 vk i ik 254
B o 73 A PR pET-HNL \ pET-HN2 . pET-HN3¥& Ak () H AT 71 B 1 Ak Be /1 AN V& IF 70
R NL00mL LBRE SR, T-37 C i3RIt 4 o 43 il B TS, #1 : 10043 31|48 T 100mL
4 50ug/mLK IR RILBR; R, T-37 CH 3£ £ 0Ds00=0. 6 , I A 1mol/L IPTGE LMK
ENImmo /L, T37T CHEEK 77, 5 SR & H R 15 F4h )55 5 T-8000r /min T & O
10mintSCHE T AA o K JH =43 T 44 73 3 A 20m LT3t F2 6 2 L 9 5% 3K P UK L s i HEAT b 7o Tl
T, B AES 1/ : 50HZ , 200, 88 75 3S, [A] 8K 5S, TAE 100K o 48 75 58 e » 1200025 40 15min 4y
FICEETVE , BE A ELIRAA o 43 34 b =40 0 kA T e 34 2 P (20mM. NasPO4,0.5M NaCl 5 3M
PRZR > 30mMIKIE , pHT . 4) Pe B IR Ja > 12000g 550 15mi nWC BR PLIVE o K = A UTUE 73 il H
Binding buffer(20mM NasPOs,0.5M NaCl;8MpRZ, 30mMBkME , pHT . 4) T2 5 N VARG
12000g 50> 15min, Fi5 A0 . 45um ) J8 BT ik 98 o b = ¥E M 3 FHis Trap affinity
columns(GE healthcareZ @™ &) , ¥ R Uk B FH IR AR RO v i AT 2idk o BAR TV T
(01391 1) FI5mLYE 5 25 W 35 28 1R /K , 37 FF ALY 28, 4 Ot B 4 S i Ay Bk #0842 I
PAImL/miniiid HEtt o

[0140]  2)H10mL Binding buffer>F4#i, ImL/miniiis .

[0141]  3)KEhA&EE AL, ImL/minfiis .

[0142]  4)H10mL Binding buffer,PAImL/minyiig ek,

[0143]  5)H10mL Elution buffer(20mM NasPOs,0.5M NaCI;8MERZ,500mMIBKIME , pHT . 4),
DA ImL/min¥i s Be i , 4 & B , A9 1mT , 12 % SDS-PAGERS I, & Bk 40 43 vh &0 A B I 2&
A o

[0144]  (3)HN1-His HN2-His HN3-Hisfl &8 [ 6 Pk

[0145] % FiA%His Trap affinity columnsZffbf) #EZHHNI-His HN2-His HN3-Hi sFf
HEE, S M 4ol /LR R W BERR Sh S BT IS, SR G 5 Al 521,06,
0.2mo T /LER 2 [ Tl R 5 22 PR ik FE 3B B 25 4h , i F T IR £h 22 v BB B dh o 538 BT S
12000rpm B0y 15min, &% EiE RN & PR B ALHNT-His JHN2-His JIN3-HisBl & & .4

15



CN 105277693 B w Bg B 12/16 T

bradford i | S #HAT & (1 B B J5 , A LR 3480 . 2mg /mL

[0146] () FEZHN1-His HN2-His HN3-Hisfl & & (1 £ vl Sk 1eG ) i &

[0147] (1) %3 EALHNI-His HN2-His HN3-HisBl& 55 1 2 7o & JiAR 1 oG i 4%

[0148] A iR #fifv i B ZHHNT-Hisfl & 8 H % i 200ug (1mL) 5 1mL 35 [K 58 2 2 7IVR S 3
A5 S EME B VO == K A S CERIAE B Bom Py 2 i b0 4 ) , TR R T 2 VeSS, 1)
b 7d fa % — Ik, Fad 14dE Bk ik 1) 5 A HNT-Hi st & 85 1 #% 8 200ug (1mL) 5 1mL
IR ECA 58 AV VR S0 FUAL S5 AT INam S 0% , NGRS 0% 7d 5 B % IR [RIRE 7 VA F s S )% —
IR o T B A3 B oA 25 o 35 AN, ] B AT — B PRIOINas Se 0% , B HUAimg = (H
F]BZELT SAVE I FUA AN R TF1 X 10°) o83 B L0 JIE SR, 43 S5 I3 , BAProtein GEAT
JEHTHE(GE healthcare |) ;= &) , ™ 4% 4% B /B UL A P 4tk 2 SR Sk 16, F YL
Brafordds [ 2 Sk M 71 6 0 o2 PUAR I B2 5 TR R SR 52 PR 22 0 2mg /mL , 20 C R R 4%
H, ISR AN -HisBl & & 11 2 ik TG,

(01491 HH _BIREIREM 7515, 4 3 B IR 2l 40 1 H5 4 HN2-Hi s HN3-Hi sBll 5 82 11 43 il %
T PUE HHN2-His HIN3-Hisfll & & 1 2 s duik LG s =Fh Pk 1E v &+ Sdsic o
Westen bIotidI8 R I, th =02 vu B HUR TeGI AR X PRI R me MR IR T T T TT IR A Bl
B KINGE A .

[0150]  (2) Bl HTEHHN1-His HN2-His JHN3-HisBl& 25 1 2 7o & JuAk T gG Y i 4%

[0151] A BaR4fifb i) 5 4 HN1-Hi s@l & 85 1 1 58 0 S % KR (FH Wl b 2 < TP
FEH R ORAE) B IR SR 2000g/ R AL G AR TR SRS 9B 1K 58 A R HEAT
FUAK , RER 2 JE AT — ROIN5E S0 0%, I e s SRR B S SR AR R TGO e A AT 3
s S LA AVR o R IR S % 10d i BRI 43 B 0440175 2 o 6 AN 0, 7] E R 04T — B PRIRON o
Fa g% , F PO R R (HELTSATE I 2 B RN KT 1 X 10) o 4535 2 T A B0 i SR B L s
PAProtein GEMIZEHTH:(GE healthcare ®] ™) , A% #& Mt B Ui B Fh2lifh 2 ol Hiik
G, HE HBraford 8 [ 7 & I 77 6 0 5E PoAg vk 52 9 FH IR £5 22 i v 18 %2 5 Img /mL
2, Z A R U E L HNL-Hi sl 25 1 2 B 1eG.

[0152]  H BIR[FEIFEM 7515, 4 3 B IR 2l 4k i H5 4HHN2-Hi s \HN3-Hi sBll 5 82 1 43l il %
B Pt HLZHHN2-His JHN3-Hisfll & 8 1 2 5o b SiE TgG o b = Fhfu i /E A pl A I 26 A .
Westen blotikIGRAH , Ik = £ FilE HUik [gGIA RE X RLPE H R PR IR A T T T TT T2 N B9
BORER A KENE A

[0153] (=) &EF 4 HIARICH bt ELHHN1-His \HN2-His HN3-Hi sh & 85 1 £ i fifk
TGy il #& 5 2k

[0154]  a. &+ mbRICHUABIVIER 55 2 v B SR S RLA& A AL «

[0155] 1) & sibr e HUMARER S FE bR 1 pHIT) i 72

[0156] bR ic [ B i FRZE PPl pH 73 I 1B N5 ,6, 75 8,9, Wb e = I A e i A 47
¢ G LM T W EEAN [A] pHAE O AR IDE S ML 520, B8 T & s b ic 250 RN 1 S fEp oA
7.0-8.0, ARSLIRIEFFPHT . 3.

[0157]  2) &+ SAn iR IRE StEAs 1L = i E

[0158] W& ME/RKESZHRE AR ENL:1,1:2,1:3/%1:4, ATFR LR
Ji » K ARAC PR R 4 TS AT e G B I 5, W 5% 3 AN [ R R L o A TP S B 1) 52
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e BT mbric 2 P0UR NI BRI E LA R F S PUR BRI N1 3 ARSI IR R 1%
ALK EL ke irid &= .

[0159]  3) & sibr e HUAIR E B R 3 A AR RH 21 1

[0160] D\ Z, FEf% . Tris PEG2000-NHoBE 2 BSAVE A ), AT R0 R NG , A FRIT =4
) FH A 68 A AT 2 St 0 B B 5 W2 AS TR 1 3F P U T b i s RE I B2, 45 SRR
PEG2000-NH2 Ay & 5 A 57, Hom] B 42 mr B G W00 IR AR R e TR I e vis 1

[0161]  b.hpitidFe:

[0162]  [a)f & B O R AR IR I 2nmo 1 & &5, 300nmo ] N—F£ F:HE I W i (sulfo-NHS)
H1300nmo 14 — Vi (EDC) , AT PR £h 22 e 25 v 2ml, T 6 iR &4+, LA 15rpm/min, 37
‘CRPL30min i , EHT L FRit & 7S (sul fo-NHSHEDC) o fEVE LI &5 s, A\ 6nmo |
7Pt EAHINI-HisBh & 8E A L w1 G, B M 2h, NN im & FEAL T 2, B
(PEG2000-NH2) 2 263K FE N1 . 5% , 35F T A S B RT3 AR o7 i, 4k 4828t [ B 1h o FHO . 2um
PESYESS I IERR L PUAR RN , S8 Jrr K I VL5 7% BI150000MW;ER I8 &5 0V H 5 L8000 g 55 U JJ7E
A°CTRE O 15min, B 25 AR R AR AR DG SORE IR S0 A4 0 e 2 HH (1) ) 7 40 o WACER R 8 s 0 P DR |
JE BT PRV T T T 2m L B R BRI VR R T JH T VAL A2 2150 00 OMWGER 78 125 40
B, LA8000gES L /J7EAC T B0 15min , Y AL B IE B OB IR b2 &+ R-PURAR I
WV T Im VB RR SR ORAZ WL

[0163]  f4 8 _F3AAHIA 757, 4 5 A F e AL HN2-Hi sBb & 8 A 2 TR Hiik 1 oG e i
HHN3-Hisfl & 8 H 2 FFE i 1gG o Al 13 &+ Shn iC i S dn H 4 HN2-Hi s AZHN3-Hi sl
HHEA 2 IR eC g = MR S TUR R 1 LR IR &5 % H .

[0164]  (JY) & S 4 BbRiC i %ol BE41HN1-His HN2-His JHN3-Hi sFil & 55 19 £ vo & 4k
1gGHY 1%

[0165] W4 ERA 4k IR N DR (=) i3 B &+ Sibr 1t 2501 gGIR & H 1h, HUH , 25
C 5 B 5 FUAE N 4em*0 . 6em/ 5% i , 4 C B BHRATE & L, R ULHIF LG4

[0166] =i f51] 2 ( fil] £ St 451 )

[0167]  F E#H il &

[0168] Pt il A [F] T 77 PR A it 2R b B, WL 4% 8 s bR ic oA IR SR, g 2 IR OE A
RIS 15 2 e UL L i A BRI 77 (RO AR BT IR ) o BB B 4 4 3 I — K, g AR AE
AL ER R IR ML R D 3h, O E T AW AR N 3T C Il KT S, BT AR AR 4 em
2.5em/ 2k , B AFAE il B, 25 °C 35 B TR IR AT o« B0 I S i R S H, R K $R i T
AW L EF AL PURTI R I8 B T BT R AR .

(01691 skt 5] 3 (il & <&t 51 )

[0170] Il Jz= 1) ol &

[O171] KR RH PR 27 2 2% J B il A emeed em K /N o 4 S48 1 B o] 4 1) B 470 H 4 HINT—Hi s JHN2-
His JZHN3-Hi sfill & 85 (1 2 i FE B 1 G237 25 AB1ODOTRIEL AT Sk , ¢ B 1l / emP) T
IR T IR A 4 2 T b A = 4R e, 4 DN B2 [R) FEO . Temo [F R, K £ FT S 1 gGAE N
B1ODOT Il A BT Sk 1, 15 B 1]/ om Ry WsE s T i R 4F 4 2 it - AE R ds 2k, o 5 it i —
S ARG DL A BE TR 0 . 7em o KW 07 i RS BR A 4 Z 37 °C 15 2h , 4 °C 25 5 TR AT o

[0172] K a4 (il 2% S it 1))
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[0173] G I-R Y 2H %

[0174] " &5 £ B 1 R Bt ] 25tef A6 I F 28 258 1 sk — 2B 00 ] o

[0175] )RR B BT Alidem*9 . 3em kN, % F o

[0176]  HEWR /K BEAREL BY i dcmk3cm K /N, ME IR K E#, £ FH o

[0177]  AH 3 TAET AW i N Ak, & SR AR 9 b IR PR OR 4 B8 B, % STt 51 3 Pl
T PR I 2 3RS A R 4R 7 AR DU 284 . 5 6 1) G R AT 4 25 FEORN I 21 i AR 9 B B L e i L
A X35, ANV BR T BT o FL IR 48 50 R AT B IR K A8 2H 2% B AR 9 b, A L A2 i H R I 2
FAREHO. 2emff) &, HATILG N5 JERAR O A 1 20 T MG U /N O FR 1 o F5-4F St 51 1
IR 454 3240 . 3emE B TR I Z 310 £ IL AL, 0. Scmkl T AR 9_E o ¢ B S2 e 451 2 B
TR B RE S B 4% — 180 . 3emE B T & & o il gk, 7i—10 5 KRB L1 2t
555 AT RAR 9 b /N RSP o 2 25 A7 R A DIAR T DD 26 WL 284 . Omm B8 IR U -, 4°C %
BTRECRAT

[0178]  siji 55 ( M. FH <K 451 )

(01791 Fax - 1 4 FH 7732

[0180] 4% N7 V23R A9 A 2 R 0, 4 AR A2 A 50001 8N 7 1% Triton x—100
A 4 bb ) BB B £R 22 vl (PBST) R 3K o B RHE vp , 35 IR SR B [0+ B 78
Ay VERR S B 1 20013 TR DR A RE S EA B 15950 5 T2 48 BT (B5 9WD-9403A,
S AR AR, R AMBUR B K 365nm ) WG A 4 SR o R R S A LN BB B
OB, W 545 A3 B F A FRCr Rt EANNL-HisBl A & A 2w Ik 1645 &, Wit
JENTE Rl 56 SRR AT 4 25 JE b (0 SR P EE ZHHNT -Hi sFil & B 1A £ i M HiAk 45 4 5 78 S8 42 8L
R TE AR 7] DL S R 2R 1, RES G e EF s iE S8 2 53 1g6E A )n
FERR AN AU T T BRI AT LR B8 4% 6 LA 2k s e e v P 11 N BIR BOR B PR
M5 255 A R & fbrid iR & & G il BT E e SRR A 4 2 1 0 BBt
HHHN2-Hisfill &8 1 2 bR PUA LS & Jo 758N BUR T T iR IR ] LI %A I 262, A
A S B AT IR Ak 8 T 5 U 1 eG4 & 5 7848 A 2R3 T T IR 7T LI 5 —
2 TR L AR R LB N BN BR 2R 30, IR 5 454 S b A LI & sAn e T
ek G il EE e SR A 4 R IR L BT E A HN3-Hisfil A 8 1 2 iR fiik 4 &
JE RN BBOR TR T R PRI AT LR 5 A I 283, R 45 & 58 I e Jebrit Siid gk 22 2 i S it
a1 gL AT PRI IR AT LK 85 28 8 G A5 28 2 R T AH OB, WA HH B — 2% 5%t i
LR AN RO S 2R A B, WA IR 2R AR

[0181] S g6 (B2 FH Sk it )

[0182] AUk B B FH &% SR %5461

[0183] A it 451] h B4 1 43 2L s I\ 1)L Jeis 25 (1Y) B U 10 S %8 J2 A = 10 Ak )
LS RS E 5 BTk i B 2D B

[0184]  1)%F e fhidEe

[0185]  FHR MR A WLy Jir A2k AW T 5 93 25 (Long # , ATCC 5 VR26) « AT %8 3 i
1 (ATCCHR 5 15531 ) « AT 98 4% Ji 44 (AR-39%% , ATCCHi 553592) A MR 5 37 (GBAK , ATCC
SVR-3) AJIRIHE 5575 (Gomen#k , ATCCEw 5 VR—7) . A\ HI 28U 375 J8 9% 75 (HIN1, ATCC4R 5 VR-
1743) N B I8 55 (ATCCm 5 VR-790) il 28 BEEK B (ATCCYm*5-49619) It /2% LT 14
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(ATCCHi'553781) R Al 57 & (ATCCHw 5 25238)  SEA A BV B HEAT R I, 4 I - A
D5 3% e Tl A= M PBS TR R 9 P o RIS , AL 1T\ 1118 A BV B B AL i I, TR AR
RIR = Fpe 85 2 ) 28 XL o

[0186]  2) B M iA5S

[0187] A& 1724 A &I 2 B o i AR IR 6 2% i VR 4 ik i 43 7129100, 10,1,0.1,0.01,
0.005,0.003,0.001ug/mLEIHRE G, BUH 12001 T TR R B RE L 28 L 1604 G T4
S AT AT (85 WD-9403A, At 5T 75— Es AL 7 58 /MK 36 5nm ) M4 45 2R o 78 6k
HEZR IS G T 3R T 5 25 AH SR Aar I 2 A PRIHR AT DL 02 16 , D) 0 08y g FH 12 25 000 A B
P o 25 BE 280, 2R IR A 0 1 AR N B g B3 1) R I T B A0 0050g /mL , B Bng /mL o % [F] #£
772X 11 1112 N B J8eps B g AT A I » i e HoAsr 9 T B 43+ 73] A5ng /mL A2 3ng /mL o

[0188]  3)E & i

[0189] 3. 1)l A4tk py = M ik

[0190] W HXAEA CORAFIY [F]— L2 2 1 B B A R, B R AR U — IR =AASFEREE S 1R A
RIVLBOR R )RR i o B SR IS A A I 22 1 2 0 2 A8 A R e A R () A2
PES2IGEs BB, N EE MR RBN2. 3% . LLEFE i I E — s - & 115
N B0 5 L1 AL N BI9 J8O 25 10 R i AT R, R IRt o 3 5 (0 A8 S R4y il
2.6%M12.4%,

(01911 3. 2) Al i 4tk i) 3 52 PR I 2

[0192] W HUAEA CORAF I 3 A [RI FHER ZH 2 407 By B A U, 326 58 AEAH — I 18D 58 [A] — 251
TN B IEO0P B5 B RE it o B UL S WU A A 2 1 52 ST 9 i A A e i s Ao T 1)
HENVE SR 5 BB R , bR AR AR = REON4. 3% o LAR AL 712 F [R]— A - ook 54
L1 N S8 a1 LT N Bl I8 B I RE it R AT R I, A I AL 31 55 (1 A8 e R0 il o
3.5%M13.8%

[0193]  3.3)HIMEES

(01941 24& [A] — b R KA - B AS R E9N SRAE [R]— SE 36 2 ] — N S AEAS [A] 1) S 58 =2 33
ATERAE I AS A I 2 1) 2 S 5 R She 4 s o - ) PRI, 465 2R B iz R L
11, 11T RSN B o 2 I ks I 25 SR 350 oA BRI

[0195]  3.4) % MhikEe

[0196] % [ —HEIR A U - 43 70l FHEE RS SR 9 %5 3, InF857) T-4°C .20 °C = I ARAF
FILEST C AR IR RN TR RIS , 75 A [ (1) LR A7 H5 5 38 i) 8% s D= I 043 il 3 A 1 28 N 1t Jek
I3 55 1 AE i (10ng/mLIR I3 55 ) BEAT I, 08 T A 00 R RS N 28 2 S 5 110 738 A SR A e s
R E .

[0197]  sEIR&E R EIR, A —HER R I T4 CIRAF6A HIG IR, 5 e 45 LR,
ISR SR EITE M AT L, 58 PR LB 2 AR AL, Ui B AR R 724 C Rl ARAF6 HUL |, i fE 4k 48
FSr I 5 [F] — FER BRI -R T 20 CIRAF6 > H IR, 43 5 RE A AAeIil— ik, 32 4 kA
RIE I HH I B PEA BT R B AR AL 3 A5 4 A M 5 [ — LR B RS R T 37 C R R iR
1), RERESBEAT AL DN, 7 55 1 2RI R IR ) 2 S0 B8 A FrBAIG o X 11 L1 1A N Bl s 25
PSEIG e RS B LT R 20 B 10 S50 25 R AH IR o Ul A DI -R AE 37 CRIARAE L LR,
YT 2~8CAEL TN A A, Ao TEAF & B K Frfil s B FR AT o
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[0198] 75 ZEAE A , A B O AR e I K A S it i s 2, 7F A AR AR B, M
FEAR R RS AR AT U 22 P9 BT A AR AT A2 0 25 ) 4 S5 25 A, 35 AE A R B R AR 973 i 2
o
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[0001]

hnl ZEHEFFF)
CATATGCAGGGTTGCGCTGACATCGGTAAATCTTACCAGGTTCTGCAGCTGGGTTACATCTCTCT
Ndel
GAACTCTGACATGTACCCGGACCTGAACCCGGTTATCTCTCACACCTACGACATCAACGACAACCGTA
AATCTTGCTCTGTTATCGCTGCTGGTACCCGTGGTTACCAGCTGTGCTCTCTGCCGACCGTTAACGAA
ACCACCGACTACTCTTCTGAAGGTATCGAAGACCTGGTTTTCGACATCCTGGACCTGAAAGGTAAAAC
CAAATCTCACCGTTACAAAAACGAAGACATCACCTTCGACCACCCGTTCTCTGCTATGTACCCGTCTGT
TGGTTCTGGTATCAAAATCGAAAACACCCTGATCTTCCTGGGTTACGGTGGTCTGACCACCCCGCTGE
AGGGTGACACCAAATGCGTTATCAACCGTTGCACCAACGTTAACCAGTCTGTTTGCAACGACGCTCTG
AAAATCACCTGGCTGAAAAAACGTCAGGTTGTTAACGTTCTGATCCGTATCAACAACTACCTGTCTGA
CCGTCCGAAAATCGTTGTTGAAACCATCCCGATCACCCAGAACTACCTGGGTGCTGAAGGTCGTCTGC
TGAAACTGGGTAAAAAAATCTACATCTACACCCGTTCTTCTGGTTGGCACTCTAACCTGCAGATCGGT
TCTCTGGACATCAACAACCCGATGACCATCAAATGGGCTCCGCACGAAGTTCTGTCTCGTCCGGGTAA
CCAGGACTGCAACTGGTACAACCGTTGCCCGCGTGAATGCATATCGGGTGTCTACACCGACGCGTAC
CCGCTGTCTCCGGACGCTGTTAACGTTGCTACCACCACCCTGTACGCTAACACCTCTCGTGTTAACCC
GACCATCATGTAACTCGAG

Xhol

HN1 FEHEF3

QGCADIGKSYQVLOLGY ISLNSDMY PDLNEVISHTYDINDNRKSCSVIAAGTRGYOLCSLPTVNETTDY
SSEGIEDLVEDILDLKGKTKSHRYKNEDITEDHPESAMYPSVGSGIKIENTLIELGYGGLTTPLOGDTK
CVINRCTNVNQOSVCNDALKITWLKRROVVNVLIRINNYLSDRPKIVVETIPTTONY LGAEGRLLKLGKK
IYIYTRSSGWHSNLOIGSLDINNPMT IKWAPHEVLSREGNQDCNWYNRCPRECLSGVYTDAYPLSPRAV
NVATTTLYANTSRVNPTIM
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[0002]

CATATGGGTGGTCTGATCAAAGGTACCCCGTCTTACAACAAACAGTCTTCTCGTTACTTCATCCCG
Ndel
AAACACCCGAACATCACCTGCGCTGGTAAATCTTCTGAACAGGCTGCTGCTGCTCGTTCTTCTTACGT
TATCCGTTACCACTCTAACCGTCTGCTGCAGTCTGCTGTTCTGATCTGCCCGCTGTCTGACATGCACA
CCGCTCGTTGCAACCTGGTTATGTTCAACAACTCTCAGGTTATGATGGGTGCTGAAGGTCGTCTGTA
CGTTATCGACAACAACCTGTACTACTACCAGCGTTCTTCTTCTTGGTGGTCTGCTTCTCTGTTCTACC
GTATCAACACCGACTTCTC TAAAGGTATCCCGCCGATCATCGAAGCTCAGTGGGTTCCGTCTTACCA
GGTTCCGCGTCCGGGTGTTATGCCGTGCAACGCTACCTCTTTCTGCCCGGCTAACTGCATAACTGGG
GTATACGCCGACGTGTGGCCGCTGAACGACCCGGAACCGACCTCTCAGAACGCTCTGAACCCGAACT
ACCGTTTCGCTGGTGCTTTCCTGCGTAACGAATCTAACCGTACCAACCCGACCTTCTACACCGCTTCT
GCTTCTGCTCTGCTGAACACCACCGGTTTCAACAACACCAACCACAAAGCTGCTTACACCTCTTCTACC
TGCTTCAAAAACACCGGTACCCAGAAAATCTACTGCCTGATCATCATCGAAATG TAACTCGAG
Xhol

HN2 B H S
GGLIKGTPSYNKOSSRYFIPKHPNITCAGKESEQARAARGSYVIRYHENRLLOSAVLICPLEDMATARC
NLVMENNSQVMMGAEGRLYVIDNNLYYYQORSSSWWSASTEYRINTDESKGIPPTIIEAQWVPSYQVPRPG
VMBCNATSECPANCITGVYADVWPLNDPERPT SONATNPNYREAGAFLRNESNRINPTEYTASASALLNT
TGENNTNHKAAYTSSTCERNTGTOKIYCLIIIEM
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[0003]
hn3 ZEFF
CATATGATCTCTCACACCTTCARCATCARCCACAACCETARATCTTGETCTCTEGCTCTECTEAACA
Ndel
CCGACGTTTACCAGETGTGUTCTACCCOGAAAGT TRACGARCET T TGACTACGCTTCTTOTGGTATCE
TETCTTTCEACCAGCCGTACGCTGCTCTETACCCETCTGTTGETCCHEETATCTACTACAARGGTARRA
TCATCTTCETEGGT TACGETGETCTEGAACACECCATCARCGARRACECTATC TECARCACCACCGETT
BCCCGEGTAARACCCAGCETCACTECARCEABECTTCTCTETCTECATEETTETCTGACCETCATATGE
TTAACTCTATCATCGTIGCTTCACARAGGTE TGAACTCTGTTCCCARACTGARAGTTTGGACCATCTCTA
TGCGTCAGARCTACTGGGGTICTGAAGGTCETCTGCTGCTGCTGEGTAACARRATCTACATCTACACCE
GTTCTACCTCTTLGCACTCTARRCTGCACCTGGGTATCATCCACATCACCEAL TACTCTSACATCCGTA
TCARATGGACCTEECACARCGTTCTGTCTCATCCORETAACARCGAATGCCCETGEGEETCACTCTTGEC
CGGACGETTGCATAACTGGTGTCTACACCGACGUGTACCCGCTGAACCCGACCEGCTCGATCGTGAGCT
CTGTTATCCTEGACTCTCAGARATC TCGTETTARCCCEsTTATCACCTACTeTACCCCTTAACTCG
Xhol

AG

HN3 EHEF5)

ISHTFNINDNRKSCSLALLNTDVYQLCSTPRVDERSDYASSGIEDIVLDIVNYDGSISTTRERKNNNISE
DOPYARLYPSVGPGIYYKGKI IFLGYGGLENPINENAICNTTGCPGKTOQROCNQASLS PWES DRRMYVNS
TIVVDKGLNSVPKLKVWTIISMRONYWGSEGRLLLLGNKIYIYTRSTSWHSKLOLGTIDITDYSDIRIKW
TWHNVLSRPCNNEC PWGHSCPDGCITGVYTDAYPLNPTGEIVSSVILDSOKSRVNPVITYSTA
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