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[0081] A B (0 & U iR S F T I S Asp U RS 70 F) T3k » e 732 A i U R e e B
FEAEN S REREA T AR DU R 73 5 45 45 TR AR DU B 73 1) 36— DU BEAT OB s S8 IR S AR IS 56
TPURREAT SN A R B DA R DU e ARRIC I S U I SR R A, o ks
CIR LS A B 5 P e I e 7 AHAS 5 158 —udd b OF SRR i S B S5 W hric
(K& o SO, AR B U5 ¥ H TS AR I sl (R TR i i A 5 R AR A T 0 45 U
10 5 5 TR R DN K 3 DU REAT SR s SR A AE IR S AR 18 - AR I i PR A7 AE
NSRRI PR EAT SO, AR R B — UM A5 DU Bl AARC I B IR Y ek
AW, Hrpbric Vst & 205 Prid R I sl A 45 5 10 56 g b IF B E TR s S
H AR Cm & AR K I & AR BARSK 7 W R g

[0082] (1) —Bp5ik, HARE « AERG T IR e BE BURL A7 AL T R A U Rk 735 &5 5 I A5 1 ke
T3 I B — U BEAT SORL (55— NP B s S8 5 B AR iC i 28 iR B AT S i (55 — e b oD
B B A5 55— P R s AR B 56 o) S a0, b bsic W piss &
25 Pk B Ik A S A 58 ik b BLRIIE TR B S B A& W h AR i & Gl
L) o

(00831 (2) —AhJik, BT R AR U 7 5 45 15 P SR AR DM 1 1) 5 — U BEAT S L (5
IR NI s SRR AE IR S LR AR 1 R R PESAEAE T, SAR TR SR TR AT I
(B IR NP B, BB & 85— Uk Al o AR I I 38 —JUiR M e 2 &4, o br
2B B 5 T e I e 73 AH S A B 58— udd b DL TR i) S e B 5 Wb dric
K& (L g0

(00841 (3) —FhTyik, HAL T « AEHE MR Be i LR A7 A8 R R I Rk 2 5 465 45 Pk AR 0l 7
(KSR PUAR AT IORL (55— BB B8 s 8 AE TR A AR 1 BRI PR 4748 R SARiD
K58 “PUARREAT OB (58 — B B8) DA A 15 58— oA A U e 3 RTAR A2 19 58 — Bt A
e 2 AW, e b e 45 5 B 5 ik e T e 7 MR 25 5 1 58 — Ui b DLRGIINE TR A
S S hFRc & FIE T .

[0085]  fE 4R EIM (1) 2 (), 55— S b BT EAFESS INHE T BR AT AN R 3T -
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[0086] 7 LHI#REIM (1) & 3) 1, 7L — ISP IR I s Ik 7 5 5 — Pk S s 2
G AT R NG IR FRICR S PR S S — ROND SR B B — B S R R 4y
(1) 50 35 52 A RORE » T SR — B SRR AR 2 S AR 0 38 BRI ) 2 A4 AR 2D
B, DN AR5 R NLD R B S — B RR IR A B AR IR BB iR B R AW
HbRIC IR & . ] DLE R R A LA B R AR DU B AR A R R ST R AL &,
PR R RS SR A T ARE 05 B0 S T 1 9% R IR 28, 11 46 002 B il 5
(IR IE IR 5 7 AR R i il 2 A DG IR, SR e i FHASE A AR AR I Rl 73 IR

[0087]  BRAERREAT LA PR St il & , 5t mT DA P 38 a3t 1 2 U7 AR 7 I A R
K 1l 8% o FRAEA BL AT DURHUTAT I 2, 4 075 0% BG4 R T 20 HF HEU TR, &
A DAAEAS AR A AR T Frd (R K PR A B b 2 S 3 o e, 2 il & A AL L, 7]
DU AR T HSR R KA B S8 3 B RIS MR A VB AR E R,

[0088] 7 Lmi#2 2 (1) A1 (3) BIIE 72, n] LAIE I A 5 AR 5 1 s e foe I 1 Fre VR
B BB REA 5 IR R e B B i AR BR AT A VR &, WA HEAT TR B , S8 I 0 FAL 1
FEAR S B — R AT I B AE TR B (2) B E 75, v DB TS AR AR SRR R
TR G s RREAR BT FAL IR , S8 S b FRAL H A AR 5 58 — AR AT R

[0089] A= % BH (1) 90 & 77 12 AT LASE FH T 10 22 B B OB o 0 85— J S BRI A —
IS A B R (1) Jse Nzt P A i PR i, B R BRI BRAT AR Rk BH 4 0 & T YR I I L BT
A, I HABI10°C E50°C, Miidk 94 °C Z240°C o A 5 SIS A] AT 4 SR i, R B 2 B g3
AT AR B 0 & J7 3 ) S SR ) BRI, 7T USRS 11 4380 2 727N, L3 593 2220/
B o

[0090]  {EEE— NP IR 5 — R NP IR 2 A A LAk B BT AN BIE TP IR, IRk %
BIGUD R A AR5 R N BRSHR 0 20 3R  [8) ] DA BE B B r] DAAS I BRI, R
W BB B IR o B — B AT LU 52 Ak A B k) BURT BUASBE [ 58 fh (A 3hik) EAN A Mk
& b, 3F Hoe kg 8 etk (Azh k) - a0 RS — S bk e 1h CAahi) FEATE A I, 78
B B IR G TE B AE TR , BRSNS 55— OB IR T R 58— A4 S5 15 D Rl 3 () A
EEEM SRR B S (F A TR RS SRR E—PUES) S R, /25 —
RO BB S i Be AN PEBAA , BEUS 1 55 — I R D SR R O BB — A AR U 43 S AR AR Y
F DR RIER EWS R RS G ERAR GRS RS 4 B o 5 We i W sl
FLFEREIR Eh S v #h /K [50. 15mo 1 /LA BN 10mmo I /LI ER SR 22 pPil , pHT7 . 2 (FE JG SCH AR
NPBS) 1\ F A R A PRI PBS BA S T ] 110 7K P A B o 2 10 i 2 ) ) SE 9140, 4 =l g
TR 2R 5 P A1 A Tween20 .

[0091] NP ANV A A 3 A7 R i R, R B8 R % [ i A (A8l k) 38— PR e AT It
JiR — e A Js N ARG ) s I R RT o FH T AN A M 38 4R 1) P 4 sk 1D S 4610, 8 2R S W i R4 5
RN RWRIRER R CHIEF IR RS R OIH RE O R T R R TH RS P B
BEHRWE A YR HIR A YR (FE IR A Y R LB AF 4 R R 2K IR 4 g s 3 M
Tl T L~ 0 < 8 o ANV PR 84S ) DR R T R I S L 48 R AR SR A e L 5 A
IR A TR HAT 96 FLIM B IR 2 A =i e iR A%

[0092] &S5 —HUiklE] 5 b CRBhb) T AV PR A B FE T A5k, B ) 4
(19 7545 AT F AL 2 5 0 T VA B 2L o ) B 1 S A9 e P i L B AT K B o A B )

9
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S4B, FE A B AT A7 8 o Y AT SRR 2 TR e ARVE AN T PR AR I, S 4916, 45 ] AR
(B FLINN S — PO 7T SR TG AEAC E30°C IR B 1/ £ 1K DLBEAT W PR b 11 [ 52 7
%o

[0093]  SE—Huikm] LA BB o e i [ 2 A (A3 ih) FEATE M ik I o [r) e 2 b (A 3)
10 1 SE A 5 1A [ 58 A SR AR AN PR AR I A A0 5B — BRIV IR B 5 —4t
Wil AR SRR Z A RE R 4 A T AEATE TR R J7 v A, T D A
— JUAR R R RS A R DU T S R AT MR AR b, IR ] DLE I Z A 55— Bk [ s e AR
PREE AR b B3, 7T DU 38— Suih & ki Je 0 SR ] e 7E AT R g L B SR R
HE—yuik L E A AMAE AR LT RRAWE NS A1 T ERN & LER
— WA RS E— BRI T GE I R B 5 — N L FRE 6 5 AN VS PR B R
R BRI R RL B R SR I A ) 3 5 e R R T A P A R S R M R AN e
MR R AR L B B 55+ B — SR B B e FIAUASE HEBUA R T LI fe A Y L i 452
I = B T S B N L e N = - SN AB g B T S D 1 Y e S
P s N e 2 TSI A0, R [ 461 a5 R S G A Tk T T R R R L I fr
BE - BB 5 R B I e N3 SRR H LIV e (NHS) B8 TR JE (PEP) 5 &b JIg L it e i
TR LA

[0094] 55— AHE [ 5 b (NB01k) 7EAE A LR, AT UK 55— I BP 3R JE 1 I
LI I F A (ABhk) A RS 5 55— P S SLEI ) B AN 1 38044, 2R Ja ] LA JE
TG EAVE T B 5 S — PUR N RR IU R 73 () S E RAW)5 R ORI Ay (U T REAR
(153 I B I SR — Bk SE) 43 B . ] DA 5 A R B0 T SR — Bk 2 1k (R B)
1) TANE VBRI 7712 28U J5 12 1 BR 8 5 58 — oAl e LI ) o 8] 7 4k (A3 i) 7EA4
VPR .

[0095]  FH-T-Amic 58 oAk i A ic 42 o 1) S 4 B0, K 8l 2 A 5 R OGBS TR 1R R A7
R VAR GERE SRS ARE TN 2K & R AR R A F1 3 (LR o B 1 S 6
FEU N T Rl Ik ST DR 1 LR I 0 Y R T A 1 R o D6 SO S AL A
N IR EIREE (FITC) A1 % FFBAB- S im B BE (RITC) o HoAth 2 Y649 o 1 5 4] 0. 4% &=+ o
(Science,281,2016-2018,1998) & 1 S BIAIELLLER 1 , DA ROR S 98 61K 85 1 il
LN (GFP) A 56 E A (RFP) E taud k& (YFP) M ta 2t 8 [ (BFP) « K OLH)
I SRR WE S AT Y VBT 48 A A D AE R Bl 0 T-4T 4% A A W0k i, PRI 1Y 42
7ECTin.Chem.37,9,1534-1539, 1991 " {3k 1) 5 HL P AR — & i AL 22 ROERI AL &9 - TBUH
AN Tk R RN R b I

[0096] & FR%EITFIR 2 IR LB B FEFLAGHK (FLAGHR%S ,Asp Tyr Lys Asp Asp Asp
Asp Lys) R HishnZs, His His His His His His) .mycEA Kk (mychn2s,GIu GIn
Lys Leu Ile Ser Glu Glu Asp Leu) FUEEIL 2 FA7 B HAFRZE , Tyr Pro Tyr Asp Val Pro
Asp Tyr Ala)

[0097] W] LAJELE7E S HUIARN B B F S AR C Y I B BE 12 (R A A3 Sk 34T
TE AN S I SR, SR PHAT 56 - FURIARIC B B8 1 1 SE R R 3 L &L 4K 2t L 37
S PR B RGO (S R S R IR S A ke e SR R R R R B A . T DA IR S
R M FAT 46 B L

10



CN 104034882 B w Bg B 9/26 Tt

[0098] AN B2k 1 32 122 05 V2 1 S A9 A A5 ke — IV i A5 0 9 N EDCIR 7 7 o AE 31X il
&I, AT DA FH 3 4 B 45 aONHS B AT AR AR e 1 22 iR SR R R B 5 2 Ak 2 (R 4 &
SN, PR BEAN TR HARGG, IF HAm I A8 o 12 22 95 B8 ME 26 A T #EAT VR & 1T ] SR04 T

[0099] 42k sEfFE B A 55 PR B Re B x M B selA M 5 FricY) B E 58
M) E RE A P 1 70 Bk N AR — 2 W B 5 58— HuAg 1) 2 B IR VR B s LI
FE—EeNSre R E R N E BN o 1. PR iErf £ F — 58k
A2 558 ZBReAARKERAMN 2+ Bk B AL afs LR EreH.

[0100] A T fh 2% o 2 08 5 PR A A7 2| 5 B RO LB, AR AE TR (Antibody
Immunocon j.Radiopharm.,3,60,1990) H1 A i 7.

[0101]  FEbRICH B2 2 IR Al S A E R 5O B NE & RS A AR 2 T B
ZIKAE TS, AT DA R i gt A A FOR (37 i FE L5 HE R ) MoTecular Cloning:
A Laboratory Manual) , 58 =Jfit,Cold Spring Harbor Laboratory Press,2001) ,i@il;*
B AT RRCH T S PUR T Bl A B 1 ) SRS DNA K RIS 8AE , i R A AR S & &1 1E 9T
WHE BT R IR, RIEAT A 77 . 7] PUIE I AE FIPCRAE 5o B2 25 Pl 4 i Fro 44 (1Y DNAFN g b bR 1242
JREIDNA , F 38 3ot 3 $ 8 5 SR BEANDNATE S , SR 3R 159w AR 4 28 11 FUDNA.

[0102]  FEu il B rh , W& A5 55 — I RP BRI 55— Hidd el e oy 5 R e 1 5 —
PRI T B 5V R Rc R & T LR YE H T Ebric ) &R bR e ki #d 410 77
12 AEFRICH) 5T A2 5 ) o1« RIS Pfrdple K 00 O 50 1 o 5 195 8 v, mT RAASE R 0 66 R 3t
Z MR IAR 28 55 « FEAR L B2 RO B S TE v, m] U D6 T ROt 2 FLAR
B AR E o bR e i O Bt , T RURE RO KOG 2 AR 28 55 o 7E AR D
W o T8 PR TR A 2R S T R, AT DA I IS P I BRTHE08s v — Lo 20 S D & s vis 1t
KD 58 TR P R A R &

[0103]  FEbric) B tE b, S AR iC Y & S D) SR V5 1 o AT DU I R i ) e
W5 RGBT IOSLFE IS T B 7, R T E AR LY & o AR 2 S YR ) 1 T, AT R
TG AR B T 12 RS TT I RO T 1A R DN & A A A B P o TR R O B T v D =
Tk A A A RS TR A T VR B SR 8, AR R i A A A S O A M S AL A A SR A A
P 0 R A JEAT OB FFAEE FH 43 0606 2 vt 22 FUAR ISR 245 S A 2 s LV YRR RO B2 T
15 AR (R 8 A 1 S0 R R AR SR 2 () R 8 A R A AR B B R B2 A

[0104] [ Ea A A I R €8 A A S A SR S A W o o ot S AL B AF AE T B B
AF G B4 5 o e B AR S A B0, DY FR R IR i L A 2R i L 10-N—2 FE L S R -3, 7
(ZFR L) —10H-Wy MEIZE (CCAP) + 10-N-FR R 5 F k-3, 7- X0 (Z F L 2 ) —1 OH-y g g
(MCDP) \N— (R HI B A B k) -4, 47 — X0 (R ZU) ORIk (DA-64) 4,4 - XL (ZH1 3
FHE) ORI 3R (- R IE) F -4 AR R R ] i (BOMA) -

[0105] A AL AR ™ €8 1) £ A1 2 A1 I A A A A A o 9 oo S A0 il A7 A6 T JE
PR A S AR BB W J5T o P B0 P ) 4 ) S A B0 4 il 2579 5 Rl i
WG (Trinderid ) A Al (555 2R M A AR A G o il B8 77 ) SE A 4R 4 - Bk 22
EE AR (4-AA) F113—FF -2 DR MR R BK B % o 28 i 1 S 01 S A FEN- (3T TR ) g N-¢,
FE-N- Q-F2 3T A ) —3-H ZE DK% (T00S) N-Z, F:-N- Q- f2 36 -3 R ) -3, 5- F 3
R MAOS) N-ZF-N- (22 HE-3 -1 &) -3, 5- ~HF ALK L (DAOS) N-Z.3E-N- BT A

11



CN 104034882 B w Bg B 10/26 7

3) —3-F HE I (TOPS) N- (22 HE-3-T# A 5E) -3, 5- - H K i (HDAOS) N, N-—H -
3—FF AL IR N N- (3-T# R L) -3, 5~ H A DR % WN= 2 -N- (3T 7 2) —3-FR 4 A O
fite N=2.F-N- BT A FL) Z5 i N-2,3E-N- (3T TR L) -3, 5 LA file N- (3T TR 3L) -
3,5- AR N-2F-N- G- TR &) -3, 5- IR g N-2 FE-N- Q- -3 T A
3) —3-H A ARG N-2, HE-N- Q- F2 S5-3I T ) TR % N-2, FE-N- (3-FF B 2K L) N -3 3
B 2, f% (BMSE) N-ZFE-N- (3-F 3R HL) -N -2l 2 FEMIN-2, 3E-N- (-2 F -3l
PR ~4-F-3, 5~ H E K (F-DAOS) « KB Ak & P 1 S A0 45 2K ) L A- SR B L 3-F
MI3-$E-2,4,6-=fZEFHE HTIB) .

[0106] itk % ot 5 vk I ik S AL RS PRI 7V 1K s, R A Ak i S i Ak
Bl JEC D 2H A it S A E N D B AT I SLFEATE 9 6 A e 6 BT 9 2 FLAR AR #4855 K
D 7= AR e 6B JE I 7T RO R SE BB FEA-FR LR 218 L 3- (-FR HE 2R E) TR
MEEE.

[0107] ik &t 5 ik it AP BEE PRI IV 10 s, 5 S A i S i Ak
B IR A B i SR A R 6 AT IS I FAF FH R OG5 5 T RO 2 FLAR AR 2% 25k I
SR BRI B T RO i ) S R B KR (A AR L S .

[0108] 77 il A& i 11 Tk R A 11 175 T2 oy, P A S o 49 B S 7 920 S 006 Tk P Tl e g i P o 30
Tok R S 7 v N T T R T P 1) 5 YR ) SE A L R B T T R I L IR A AT N,
8 R GBRFE T R 22 FLAR 1SR 2% 55 SR ) 5 7= AR 1 R e i JE 1 7 v o Bl ok R A 1) IR )
[ S 4E3— (2 MR G NIKE) —4-F E FE-4- (3 -HERR L) -1, 2- 4R T B ik
(AMPPD) . 2-%(-5— (A-F A LB [1,2- S T 43,2 - (5 &) =¥ [3.3.1.13,7] %
BE] —4-F5) SRILTRER 4 Eh (CDP-Star™) \3- (A-F A8 [1, 2- S AH T H-3,2 - (5 -
S0 TIR[3.3.1.13,7] B8] 43k} FRFELBERR 82k (CSPD™) AT [10-FF J£-9 (10H) —EnY i 3]
DRAA L LR R — AN Eh (Lumigen™ APS-5) .

[0109]  7ER A& B-D—F-FLARE BB 1% T b, mT DAJE ok 49 W e 5 5 vk (B 538 R 6T
R BRI T R SR DU B B-D— 2 U S M o R W6 BT O (BE 55900 I B-D- - LR
A3 T B 7 R R S 48], A0 R A P AR 3 2 ik —B-D - i 2 FURE L (0 5 6 o 8t RO iR &
B-D—2- FURH RIS P 5 VR K S2 9, 40 R K B-D -2 FUHE il 5 L R BEAT I B B ROt
SR EETE RO 2 AU AR 45 5 A I & e REVE R DGR 71 o B-D—F= LW 17 g 1) JEC 7 1) sk
#ilfufEGalacton—Plus (FHApplied Biosystemstilit) M H AN . a1t 5 5 75 1450 &= B-D-
e FLRE R 7 VA S, AL FEAE B-D - U R 5 R EAT  RLE FRE  ok E
TH 2t 2 FUMR AR 28 S5 o I & S M2 IR 9% 611 7512 o B=D—2F= LI 1 I 1) SIS 47 1) SE 46
54— FP B - FE R 3 —-B-D - s 2 FUAREE

[0110]  {ERf o 6 2 B 0045 T, T DL 060 8 6 5 v ok D & Y6 2 B 1 - JB I &
F6 77 DS T G RS VR 7 V2 SE ], G O R S R A AT S RS RO
FETE RO 2 LR SR 25 S5 A I 8 s 2V VL) R Y6 ) 779 o e i 2 T DR A 1) 52 491 0, i e Dl
R .

1111 MFRiCH TR 5 5 R 6 5 i P R A7 25 Bl 2 AR P 57 (R A R A)
I, ARG B Y BB 54 BIARE S R4S & IF D6 BT KOG B T80 1 1R A7 2 8 S b i
K19 5 (W J5EB) K 5 7 5 — i B AP R P R B 58— PR AR U A o E AR IR i 5 Ak

12
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(RN A9 oAb 1 1 88 3 AA) (1) %00 52 & WD AT OB, AT RGEE — A R U s 43 b i 1)
5 huAR B Y RARRICH 3 P SER 0 R BRI g B AW AR A T LE R A i
PRI 575 EZTE B T % A VR AR & SR DS A [ R D0 RR 5 - 4 R BI 5K
B FEE STV AR U R CY RAR AEMERD (BEEA 5 CY AR M ERD) A
YR CAOYIRASE SR B SR BRI AR FRAR AR T DL F A4 Fr B, A B
SEBILAE L R EIIFab . F (ab’ ) oflIFab’ .

01121 [FIR, AR BRI E T 7% (1) A1 (2) B8 — I NP IR n] B T3 4 5 1 B ARk
Y, T LA T T SE i 7 SR AR A s D7 VAR S 4 -

[0113]  (4) — M7y i, HoAm & fENR W B SR BE B i A7 AE T B M SAn i & & T 5
G A TR b0 I e G R TR 45 AR D 3 R 10 1) 38 4 PR TR P 3 TR AR R AT
R Gage R BPER) s FRIETE IR IC R 55 PR L S PR I E B A R Asic ) =
KD E) .

[0114]  (5) — M5 ik, HoA & fENR T R e BE R R AZAE T, B A5 DU e 43 45 52 4 MR Jo A b
R PUE AT BL, H AR iC W 45 & T 515 W0 R 43 5 4 M) O 35 A 45 & I Budg G
Gk [ RGER) « I ST R S 5 PR B S AR iC U Y e B S W bric i & G b
5 .

[0115]  $& 4 S B BR ] AAE AR IIAR T BRAT ) T AT o A5 58 4 PR S BLAD 3RS D 3R
Z AV AT LA BB AT DAAS B BB WD 3R, R 0 B BE D IR TE e A0 IR I S A 45 E T
PRV E L Q) E Q) R RGP R,

[0116]  7E EHEEIH (4) B, S5 0 s FAR e 1 38 4 PR T 3 A 45 A 10 P
AT A AT AR ] 2 A ORB1k) FEATE YA T, 9F Be ik sl 2 i CRanth) < Bhak,
78 B BIE) 6) B T7iEH, 584 A AT DA B3R BUAS A 8] 58 1 (A3l ik) 7EANTE P ik
L 3 Hee g E e e CRahfb) .

[0117]  F&5 Pk [ B BR AT DAAEAFAE BT ALK PE N BT AT , FARIRAEAEAE KN T
PAT o AP I S G T IR K A LSS AR X B R Y PR TR 5 “45 &
R R A I IuAR” 456 9F B 456 5 RN R 53 72 36 PR A 5, B G R  Re o0 A & o i
S S A DN SRR A ()RR R A A3 S 4 R o o (R A S e T v S I S R D R
A TR, 2 5 RN A NS e PR RS G R B, O URVE BB SRR o 45 A
MRS 2 A AR B iEE 55w Y R4S A R IE R 59

[0118]  FE W) e A BA 545 AT Frid 55 5 A4 BT R (1) 3R A7 — B 45 i 4)
JT o WA D% 56 5 PR A R 45 6 T AR I R o I DU AR I 25 A0 B, 5 BT | a0 X 3 A i 45 &
55 A o RN RS 2 L B AR A D 5 S PE A 5T o 1T DA FH 5 4 PR A SR T T AR B B AR e
Jo I A TR TR B AR 0 58 BT AR AL T V2R i A& bR R I SE A PR R

(01191 FEA A B wp A8 FH B9 AR P A o 1) S 481040, 458 25 B8 7K Z8 IR /K RN gl , DL 3% SR % ol
o X0 FH T 11 26 G B (1) 22 0 R0 A Rl R o, IR e BT G2 rp e J BRI o 22 71 s 451 £
FEE A pHL A LLRZE PP, 450 T L B % 1 70) A8 B % 1 1)« 2 BR % 1P 91 R BT B 4% 1 51 L 48
IR R BRGEIPI ERR L PR = BRGNS BRGNP EL b 2 R
2 PR DR 22 771 | 3P SRR % ) B PR % o ) H BRI BR 2 ) S BR R 2% PP )
HRABRZE PP T Good” sZE M.
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[0120]  Good’ sZ& i 7HIIY SE4 A0 45 21T ijk 2. T R (MES) 22 o571 X -2t £, 58 W 2 =
FREH L) FhE Bis—Tris) i, = GRER ) AR L (Tris) ZoPH] N- -4 B iz
H) W H LR (ADA) ZEpP ) RN, N — X -1 lR) (PIPES) L2, 2— [N- -2 Bt fig
) F L] LTER (ACES) 22 i) 35 hk—2— 52 B P T ik (MOPSO) 2% i 2— [N, N=XU (2—F2 5k
L) BAE] TR (BES) 2271 3- MR I 1 fe (MOPS) 22 )L 2— (N—[= (B A 2k) T ]
A} CTEIR (TES) G ) N- -2 2, 58) -N' — (2T £, 5%) Rk (HEPES) 2% 71 3— [N, N-
M Q-F23k 2.7 FIE] —2-F AR (DIPSO) Z2 7). 2835 -3- { IN-= (BRI FF 2) A AL ]
A TR (TAPSO) Z2 77 WRIE-N, N X (-2 5L -3 R) (POPSO) £ 7] \N- (22 5k
LK) -N - Q-2 HE-3-T P L) Wk (HEPPSO) 2277 N- Q-2 2 38) -N' — (3-Tli A %) Wik
(EPPS) ZZ il tricine [N-= GRAEH ) FAEHZIR] Z2mif . vicine [N,N-X Q- H:
) HEMR] g2 b\ 3— IN-= G H L) FJE ] U TR (TAPS) Z2 b\ 2- (N-FR 2R
B) ZHEIR (CHES) Z2 71 3— (NI AR AL -2 L TR IR (CAPSO) 2 I3 — (N-IA L 2k
) RIS (CAPS) Z2 77

[0121]  XFGRMP I FEER A FERIPR i, R 2 e &G T I &R R AT, Ptk 40 001
£2.0mol/L, HALIE N0.005% 1. 0mol /L, £ HLi%E NO. 0120, Imol /L.

[0122]  FEARK I INE T, AU FEA A B S 3 B R A B
E A B S I SR AR B S VR R T S S L R S A S A B
1) S48 B0, 455 H i R L AR B D R R S B B S AL ITE R (ER HFERVR
KREFZRZ) BioAce .Proclin300HProxel GXL. gk H FiHsEf B HE4- 175 A & EH BSA) i
2R 1y (FBS) JF& 25 H MiBlockAce (HDainippon Pharmaceutical Co.,Ltd.#li&) . A
5E 71 ) 6 451 A, 48 ok S A P Bl RS B A 22 PPV (Peroxidase Stabilizing Buffer, H
DakoCytomationffil]if) o

[0123]  (8) AT IME Ayl &

(01241 ARSI ) FH T D0 & () k700 i FH T S % DN B A A v 1 A5 I e o R0 4, O LT
T A B I &= 5 i

[0125] A J HF ) I & FH X7 e A 2t 420 o i & PR o B 5 AR R o AH A5
(1) 56— Bu A4 R0 T U PR o e Ik i 1) 38— 370 s DA S S b (1) 38 i Ads i 58 —um), e A
CIHE 5B 25 Bl R I s 7 A 45 A 00 58 Ak b o Beah , AR B I Il = AR S
WY I A S B S SRR R A A A I B — AR I B R s DA B AR D
(58 PR AR A O AR & - B SR s MR 0 38 ), R R ic sk 45 & B S Bk e
A RS B B 5 P b o AR BH I & PR G ) BAR S 7 R R B s o

[0126] (1) —Fh HT WS AL A ()RR Rl A3 B3R &, A A% SRS 4 51
g I L =R S AT T 7 ] P D W S v ra TR T e N A 7 | I N S 1
VIR 456 20 5 IR Rl e s M4 G 105 ik .

[0127]  (2) —Fh HT WS AL A ()RR I Rl 7 1R &, A A8 SRS 4 G 1
BRI 3R DA A S AR B8 B RN B AR 20 R AR SR T P A B8
A, Hebrie s 45 & 215 Ik Rl pl 75 FH 2 B 10 58 —dudk b

[0128]  (3—Fp HT- I EFEA YRR A 1R &, B E B SRS Y A1
S DU NG Iy R e B IR A1 5 — 0 s DAL B Amic ) 38 PR ISR AR S Jd AR s A R
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TS P AR B8 ), He P bR ie i 45 5 21 5 TR R D e o0 AH 45 B 1 58—k b

[0129]  ZE—3In] LA S A I R AT -

[0130]  7& B EHR B (1) A1 (3) BYuls &b, 58—l ml DOR UK AL 55 i 1 PR e B I i )
WA (BB (W) ] 55 SN HE A S — PR [ —w0 @) ] 9 FF 47
A AR (D A1 Q) fFIE U5 — R P E & IRV B AT e, S —i )
AT LR UK 25 g 0 R e B B R RUIB Y T BR AT AR M 093570 (58—l 70 (0 ] 5 E& SRR 5
FHLE G B — iR BGRB8 B) ] - g AR TR A I H2 R H) () A&,
15— B E IRV ER AT AR R, B — AR AT DU ECK S I v BR R AR kR (58 —
WA W) ] 5685 5/ AR E—uEr A [EE—l 5 B) ] 2 s Er R A
X, 370 () AT DL A PEREA AL 38 7

(01311 %% B B 75 & 09 T AT LRATAT R 2, B v v sUBA R T8 X AR R B
[ R B 2 B8 — A AR I B A TR T R o B i 5 A 4 B S R R 2 5
AREF BT AR SEB], 045 b SCER B ARLL , thAh, R 75 2, A & IH 38570 &5 m) B R
BT R B KPEN B S 1 2R B B A R BB AR E .

[0132]  7E7F 3CH, B 275 St 9 X AR U B IEAT BARFEIR | BT 3 Sl 9] A~ 2 4% A A A R ol
ARG B IITE T

[0133]  [sjiatsl1]

[0134]  [1] HUMxAZE [ B2 v & HAA I il 2%

[0135] 4R Firadk , ffill & 1 P Fh S A I HL AT AN [R) 3R A7 I BTN RMxATE [ 5 3 B2 B AR KM 1124
(W096,/05230) FIKM1135 (W096,/05230) KM11245& 5 N ZEMxAsE A M A i HAE 2205 29747
B e v A7 HE ) A AR 45 A 1 /N B PR T R PUAA , KM 1352 5 AN RMxABE A M B L i AR 108
22047 BRI AR RAT M S A 1 /N B e B i

[0136] W ™= A B v [ HUARKML 1 241 2% A8 T3 411 i ZRKM1 124 (FERM BP-4729) Flly= A H pi
FUAARKMI 135 (1) 272 983 4H1 L ZRKM1 135 (FERM BP-4731) , LA5 % 20x 10544 i/ Sh i & 43 SiliE
I P 9 e B PR A e A PEE T S TR WS EME AR /N BR. (BaTb/c) o FE10 21K & , JR AR 4N il RAE
A H R 5 I MBS ARUIR AR I /)N BRAC B 1 7KV o WA B A IR 7K VB A 30001 pm 25 4005 43 A
b 2R, Y BGOSR DT T v (KPR S 3R FE R )
(Antibodies—A Laboratory Manual) ,Cold Spring Harbor Laboratory,1988) Zf{k (] H
SLREBUA, T s U EMxASE A 5 .

[0137]  [2] ELHMxARE [ 1) il %

[0138]  fifi FHiE L fEpET-14b%i 44 (FHNovagen ,EMD Biosciencesiilli) f{iNde I FfiBamHI 2 |f]
TN S A g N ZEMxAE Y cDNA (G T-Genbank 1 % 30 yBC0O3260 2 1 B T 1 1 71 1l %) 1
Nde T-BamHT J B 1 7= A 1 N FRMxA S [ R IR B AR PET 14b-MxA, 7 (b K 4T 18 (Escherichia
coli)BL21 (DE3) pLysSHk o 154 0 A4 R AN-Sim 48 N7 Hi s R 2 IMXA TR 1

[0139]  KEZRAF M H A AR P DML & 2 R 5 B RIWLBES SR, 7E37 C T HATIRIERT 77
FELFI600nmAL 1562 B2 (0D600) 25 0. 5.0 45 1% 77 UEL Bl 21 250mL 5 28 ' 5 55 R U LBR I Jk
W, IRFE3TC R BATIRIE RS 37, ELBI600nmAb [ 6 %5 FEIA 30 3220 5., [M %G IR 443K
JE M0 . Ammo 1 /LI¥) S PR SE R AR U (IPTG) , JF 545 F- 7537 CHRIR N 4k B2 AT 2/
RAFHI R FRAEAC BL3000rpmES L2 1043, LAWSC SR A1 B 21 o 7EMA R [ 1) 2% 2 B 48 B 4
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Mufi&/77E-80°C .

[0140]  Hq T-MxAZE 1 DAEL & 48 A7 A0 T 20 40 , DR St 40 B 40 e A2 K A, 9 m
AN 20mLIK¥A B 455 22 P (Gmmo /LKL, 0. 5mo I /LEALEN , 20mmo T /L Tris—HCI,pH7.9) DA
13 B0 BV o A 4 B 2 B TR AT DR B0FD IR R 75 A0 75 DA B e 4 L, S8 J5 764 °C LA4000rpm 25 40
1043 % o b 25 3B, FF I DTTE B IR AE 20mL AN INF VKA I 45 5 G2 pP i o R REHB B IR AT
FEALTRFIE O B8 2 BV N TEE NN 20mL 5 A 6mo 1 /LR 2% [ 45 4 22 v, LIS 212
E R RER) 8 75 AL 38 5, TR A0 BE B UK 13098k DAVE A0 & 44, SR 5 /E4°C BL10, 000 pmES
0230535 UL EE EIE TR, AR IEIL0. 45—nm milliporedfsid k.

[0141]  [mIFREEIBWIMANO.5mL Ni-NTA His * Bind#Jlg (F§Novagen ,EMD Biosciences
Hlik) AR JEAEAC ekt 2/ N N EARIR A L ABMxA R (il Hi shRZE SRS 454 B %R S Y
7E4°CLA3000rpm Z Lo 279381 DA [T WA I o 78 17 4% JIE V48 0 1 OmLoK ¥ 1) Fr6mo 1 /L IR 22 1 45 A 2%
MR G, BEAKAEAC LL3000rpm B 40 243 B LA [IUSC B i o 76 B 2 AZIE T AR Ja » #— 20 1ml i /T
IS IN10mLIKV B TE BE 2t (6mo T /LK% , 60mmo T /LK, 0. 5moT /L& ALEN , 20mmo /L
Tris—HCI,pH7.9) , FF 84K AEA°C L 3000rpm B 02243 i LA R A% g o

[0142]  [r) 4t HE ¥ I 1 OmL UK ¥4 R 3 M 22 MR (6mo I/ LJKZR , Imo1/LIKME, 0. 5mo I /LN,
20mmo1/L Tris—HCI,pH7.9) , fE4CHERE2/Ne T~ BAKIR A, DA TR BE RMxA TR (1 o iz &
H W HEIVR S WAEA°CRA3000rpm i 029381 , FF Il IEMx AR 1 V8 o 158 FHUSCEE 21 IR MxA 2R
9 VA VRO il 4% D EMx AR (1 1 B eV TR o

[0143]  [3] RERMxATE 1 il &

[0144] 15 285 B PR N 2SR I 4 o 985 ok IR 41 e /R T98G (I H DS Pharma Biomedical
Co.,Ltd.,J.Cell.Physiol.,99,43-54,1979) ,7E¥5IN T H10% 4R L5 (FBS) 1% 4E A7
AR (H Invitrogentilit) Allmmo /LA ERELEY (FH Invitrogentilit) H#MKI10mL E-MEM;
Fr3& (HWako Pure Chemical Industries,Ltd. i) B 10—-mLgy U557+ , 18 H & ik
BT FR48 (5%C02,37°C) £5322 83K, HEIA R &4 {1544 Byl ju i
B 150-cm™ B FR I FHEAT FIRERI 1S 9% o A AU AE 150—em™ B3 32 R h A 49 4 AR i, 308 3t Wi o 5
K5, 3 FIPBS () (BEAS &85 A S BRI B FR 2 PR T Ve 4l i , S8 S5 Il L ¥ no . 02.%
EDTABFAT G ¥ - 32 1 >k, AR 1IN N0 . 25 % JR 2R 1 BVA TR SR 25 A i i, Ja ek s i 4 % o i
2 1 g A R AR o S ER 4H MR FEAE25°C TR S0 (1,400rpm) = IR X Al MR B AT T HE B
AL 20 1x 107N 2 /mL B 7 AE 5 A BT iR 3R L 0 150—em™ B SRR AP, A T RaAR A
(Funakoshi) AZR132,000U/mLE T4 2 aAtE F VAR A0 FH S8 AL B SRS R 400 40 i 15 57
24/INE , L R B 2B 9R AL, 8 HPBS () i We 4 i , SR S 1l ik 8 N0 . 02 % EDTABHAT i ¥t
FER R, AR N IN0 . 25 %6 R AR [ B A5 25 A S, 8 S NS S R AR 4 L R AR 1 I
(KA i o W0 B 40 i 35 76 25 °C TR B30 (1,400rpm) =Ko o B 25 EIE, N0 . SmLAR IS 22 vh ik
(10mmoI/L HEPES,1.5mmol/L MgCI2, 10mmol/L KCI) 314 2 M B i , B VA TR 308 HiAk 47
E-80°C EL & AH

[0145]  [4] HIMxAZE [ HUAA [ 2 AR ) il %

[0146] % [1] 1 fill & I UM A 2 1 8 S B HUARKML 135 A5 100mmo T /LA AL A1 100mmo T /
LIERRZZ MR (pHT . 5) FiRE 28 5ug/mLIK IR B2, JFR VR & P LA 100uL/ 173 TiE 2196 LAk &7 2 AR
(HNalge Nunc Internationalffllit) i o ZENFARCE 3K i , ik MR s 25 B, 7R AN
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FLH A EL300uL 54 1 % BlockAce (FH oK H A il 24 41 il i) 5FH50mmol/L’§L4Jc%V\]EI’JpH7 20 T2
2% PP, FE I AR o A R T AT BT o 7R 22 SR A L 1 FPBS AT IS Bk AR
i R TR TR =R AR P ESIMxA S [ 55 v B A4 [ 5 AR
[0147]  [5] i SHALIBE AR IC BT BIMXA R [ HUAA T il 4%
[0148]  JEd G0 B i 19 - Sk B S i 7 s, A [0 v i & B M A S B0 v R LAARML 1245
I EAING (FE )5 SCHR 465 NPOD) 456, LAF BIPODFRIC I HiMx At (A Hidhk
[0149] 5%, 4 5 A 2mg [1] A il & BOKML 124 1) % B2 2% v FHO . Tmo 1/ LA R 22 1P ¥
(pH8. 0) % # , H-f8 A Ami confit #1 2 IESE B (FHMi 1 1ipore il 1) 4 H IR YA 2 ImLARH . 7] 3K
ARVEBIMANAOULE A 2. 15mg/mL2— W2 F B be £h IR 2 (FHPiercefilit) (0. Imol /LR ZE 1
W (pH8.0) , FEAESFE G AE30 CHAT 30 FMEL & o 7F F I FR BI[1) Se BEH , 2-F 2 AL B b 51 1R
£h DAAHXTT-KM1 12450 £ 1 BE /R bl 2248 B o A8 FHRABE %R T Bmmo 1 /L2, —fi& VU 2. R 4/ (EDTA e
2Na) HJ0. Imol/LigER 2% thy (pH6 . 0) “F 41 [) Sephadex G25 (FHAmersham Bioscienceffillif)
FE (1. 5—cmELAEx30cm) , % 2 St I BT Bt i, DA 255 S B 1Y) 2 2 L I Joe 6 P
£, AR FT AL ITKML 124 o 43 B Ami con it 208 e BRI 8 B VA R 4 22 5mLARFA
[0150]  55—7J5 [ , M AH S TKML1 241565 BE /R LE 221472 . 5mg POD (FH R 47 234t il 1 , 1 44
1 -C) WEAEAE2500L0 . Imo 1 /LR 22 P (pHT . 0) v o £E R IZIE MRAE 30 C NS 70 81 i
IIA36LLIK20mg/mL N— (6—-55 SR Bt V. fidg L 9 420 J2) B8 FH I S fie (EMCSS, R R A S 80t 58 B 4
ilid) 7EN N- B iz (FENacalai Tesqueffilid) 0 AVEBOTEHE  7£30 °C HEAT 30 70
BE A iR 2§ M, EMCSEAAH X T-PODA0 £ [ BE /R bE 2243 A o A% FHLAO . Imo 1 /LA iR
22 Mk (pH6 . 0) “F4i ¥ Sephadex G254 (1. 5—cmEL & x30cm) % 5 B3t I VAR BEAT et 1k
PABR 25 R SONE FIEMCS , 50 B SR Bk S Ak I POD o 45 FAmi con 3 2 EE 18 285 B B UREE B
TR -
[0151] 401 b BT iSRG I S A R KML 1 24 % Y VRN 5 SR I IV e Ak 1T POD IR VA VTR & » i
FIAm i condii bt 2 I3 BR H IR A8 2 2mLAR R, SR 5 AE30 CHAT LN B 43R AR
I PUAAfE A7 AE-80°C EL & M3 .
[0152]  [6] FEASHR M FIbR AETE VL) il &
[0153] il & 1 HA T FNA B FEAR MR -

HEPES (il A A= oe itk i) (pH 8.0) 0.1 mol/L

CHAPS (it A=A 20 50 I ek il ) 4.9%
ot RMTRTER] CEREVRR AR 1)

A 1.5 mol/L

BSA (Hi InterGen #illi5) 0.1%

SR 0.1%
[0155] A ok [2] rp o] £ 1) S5 ZHMxA S 7] IR BEAR R B FR RS , DA 260 (& K
ARFBER) ©0.375.0.75.1.5.3.6.12H124ng/mLEFFhiR B KIMASE VR T, I 15 X Se 98 VR
VEFRUHEVE WY o

[0156]  [7] X uE il 2R 17 7= A4
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[0157] Al 4E ik [4] A= A [ BiMx A g 1 Budds (KML135) [ g A AR AN 100uL7E [6] HH =4
AR TR I B 1IN, (EMXA SR (1 S50 S5 A  7ERR 2 R N YETRUG » ¥ 48 In400uLiE Yo s
W [570.05 % Tween20 (F9E 4 Ak 254t Hil3E) (IPBS] SR Ja 4 25 & BITE E BEBATH IR 4 T ok,
WEAE [5] 7= AR B PODFRIC I M AR (1 47044 (KM1124) FIPODARE A AR FR BT (RUA 4L &
) G P [50mmol /L Bis—Tris (FFEM_AL 207 At i) ,0. 1%BSA (H InterGenffili) ,
0.01%4-2 322 & L AR (4-AA s HH 3 5040 At il i) ,0.035% Proc1in300 (FH Sigmaffillid) A
0.1%Nonidet P40]FRE800FS , MM 100MLIZIE W IF AT 303 BR IR & o bk 25 I BLVE WL, 4
I IN4001L - Ti 52 2 1) 9 BE VA UE BEAR IR Ja s 257 BEVE MU TS B E AT bRk - FERE AL I
100uL270. 05 % PU R 3 BBt % Jiig Al it 8 AL S POD ™ {24 JEE Y TMB Lue (FH Serological fillid) , I
EEEHAT L0 B S B I 100110 . 5mo 1 /LER R 31 78 = IR I8 & 10434l 28 b e 9
1o FH AR 2% 7E450nmip K Ab I E W' E o B It — RIIXEERTEAE , 724 T R HMxA R (K
&5 B 2 1) () 9% R i 2%

[0158] Nk, A% AT 77 10 A M B4 A ot AR b T 2 B () A T VLA E A AR AT 2R
A R FEA B I EAA , IR 00 W e -5 5 7 AR R RS it 2R AHOCIEE , DA 8 55
ANFREAR  [RIMXATE K

[0159]  [8] fxilMxATE (A I = P AE HI AR -1 (—IK R M)

[0160] K AE 3k [3] A {5 FH D R B 1A N 248 b G Joi 44 e A 5t ) 4 B R T98G FH 4R 3% ik
PA5 EMxASE [, FFERAF R IAMA SR [ o TR 3R A 1 R IAMxA 2 1 1 S B MR 5 ZHMx A R
() SN PEBEAT EE B, A D0 T oAl %o SR LM AR 13 ) S k-5 A4 A 6o R SRMx A B 1A ) s B2
PRI 2 5

[0161] A [6] BIFEAMREMCRE [ [3] v 7= A2 [ R AAMxA SR I W e 20 £, 1 LR L 3093
BRLLIE AR, SR 5 PIRE AR B IB0R: FLd — DR RES A% , 15 21 & FIAE

[0162] {3 Az i AN S 451 1 [6] il 28 1 2R FE AR BV VR E AR AR, 18 HE (7] HR IR 1Y
EEAVEPAT IS o BRI, — IR SR AE 25 °C 13T °C TR ML B N AT » — IR S R A7 18 Ji J8i A
25 CHAT AEX B, JL AT (1) SRt SR IAMxA LS 9 7E25 °C [ M2 FIAE3T C I M
WEAZZ R T RERI .

[0163]  [J5#%1]

[0164]  AFZ)Z (%) = [ ({E37°C T R RLI (1) R IRMXATE AW ) / (FE25°C R SR [ R A8
MxAZE W) -11%100 (1)

[0165]  [Lh#s1]

[0166] i FH-5 it 4] 1 (6] () A A AR R A AH [ ZE B AR AR R B IX I AE T 7E 4
Hiffi 1. 2%Nonidet P40 GRA 2 Jfibe 5 2R JETE) 1 2 3G PR A7), e aok 5 i it 491 1 A AL
(W77 iR O R R I E AR B 23 45 R R ER 1

[0167] <1
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R MxA e A
AR 5 1?%/5 TE 25°C RN 75 37°C ol iﬁgﬁ(‘;;ﬂ
AINEN PK-03S 1.2 3150 357.8 13,5
STAFOMK F 1,2 3202 3724 5.3
STAFOMN B0 1.2 3904 | 4227 58
[0168] éi‘ﬁ&a&snﬁas. 1.2 A58 487.5 2.5
STAFOMN T 1.2 368.8 426.3 15.6
STAFOAN DFC 1.2 154 386.4 22.5
STAFOAN DF4 1.2 348.9 379.3 8.7
RONE 0.0 242.5 363.6 49.9
NONIDET P40 (EEEPID | 4.2 258.3 373.6 45.8
[0169]  MxAZE A E™ (ng/ml)
[01701 gk 1vh fro , M4 AN FH 2 T Vs 1 7RI (+49.9%) A A E &0 T Mx A 3 il

EffNonidet P40 (Z WA A412008/0539735 /M5 I (+45.8%) HIELEL AESE 1 18 A

e U PR M e B P 0 A8 ) 2 S 25 FAT , 5 LR, PR U AL PR 52 52 38 S 22 3

[0171]
[0172]
[0173]

[0174]

[0175]

[0176]

[0177]  MxAZE A WE™ (ng/mL)

[0178]

BRI

[0179]
[0180]
[0181]

(5t 41 2]
 BEMxA S [ W& AR R AR BN -2 (IR R )
¥ FHEDTA » 2Na Ly S B2 AR IR Jod B3 86 L 1) S Mx A Z 1) P PR A 2 WL R 1)
IR FAEREAR o [ FAE S R R VRO 4 AR AR R 1 0%, 15 B0 & FIRE &
5 S 1 AH B 7E 25 °C 3T C R AT — IR B, X IAE TAE S A 1.2%
Stafoam DORJFEAFBR A S A 1. 2% Nonidet PAOMKIREATSREMAE NEEATG R, 52
FH 5 R BE 51 AR ) I A ) o 45 R WoRfER 29

%2
STAFDAM DO NONIDET #49
T TN mEIEY | WEESE | MxA SO WEZDE

TR emRTE NGRS Y EnREETERGER WY

14 28.4 28.2 0.4 26.4 218 11.2

2 17.8 18.5 1.3 128 147 13.8

3 265 27.8 3.7 26.4 28.2 8.0

4 8.7 9.y 12.2 8.3 100 20.8

s 15.0 16.3 8.4 8.4 10y 22.8

Wk 2R BTN , BIAEAE A A 4 M AEAS S, 4 1. 2% Stafoam DORY | & AF 5 2 K0 %
F+12% B EAR, SHEAEL A 1. 2%Nonidet PAORT H+8% %223 % , iESL T e 23 X I 52

N 52 3] 55 22 40 1

(5Kt 73]
2 BMxA R [ I = I B A AR -3 (LRI )
H14 T B R FILL R PODER T A2 R 22 vk
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Bis-Tris CHH{ AL A #HlEE) (pH 7.00 50 mmol/L
BSA Cffi InterGen fi%) 0.1%
[0182]  Proclin 300 (i Sigma #{H#) 0.035%
FeRE A GRS EHRRAZE 3 )
4-AA CHE Ak ot ) 0.01%
[0183] {3 A St fsi 11 [6] A AL AH BRI (L8 FNonidet PAOME R “RIHTE ) ¥

SR LA [3] oh 7 A [ R IAMxA L A R R 20 15 , 5 HLigh B30 70 B LAVA B 4 L , S8 Jm g Lot —
DRSS RE R

[0184] Kzt NS LI [6] v 1 4% ) A8 b I FE AR ARl B IR AR AS 7 L i i 3
FRIPODAR 1T FI A4 6 2  VBUMG B 800 Y S B 81 1 14 [5] v 1l & (YT PODAR AT f HMxAER 9 471
A FIAVEPODARIT H 4, 388 RS I 91 L 1) (7] v ofid ok () A E AT D & o BARSRAE , — IR O BEAE
25°CNIAAT , TIRIRMLAE 25 C AT CPIRME N IAT JE I T FUT5 FE (1) SR SR SAMxA
FIAE25°C e B AIEST C S B2 (1R AZ ) 20 45 R R AE R 3

[o185]  [777%2]
[0186] Ak (%) = [ ({E3T°C T R REIF 19 SRMATE F19K J) / (£25°C F S i {1 2

MxAZE IR ) -11%100 (1)

[0187]  [Lb#&if52]
[0188]  JE it -5 St ] 3 R AHALLIK 75 V2 ok v B HH RO N SR I I B AR B R (X AR
TAE SE 451 35 PODAR 10 () Fi AR AR Z2 il o 5 FHO . 1 % Nonidet PAOAE Ay 1 v 145771 . 45
BIRTER3H,
[0189] %3
W (%)) MxABEORE*  SIEEAE
4t R T 25 C R e 3T C b (%)
PRONON 162 8 3884 82 85
PRONCH 104 2.1 ITRE | 3696 0.8
POE < POP EROLAER BP0 f: 8 4787 4588 A8
R CHOILAEN #P-280 ot 866,06 saz B4
FRONON 2098 8 4708 | 5203 10.5
“““ PRONIN 403 Bt 5094 suny 5.9
(HHLURE S08B-168 8.1 2459 | 320.9 48
FOE < POA HNTLBE 750835 8.4 M6 288.4 AT
[0190] WES e ‘ .
UNILLEE TBDE-3R00 | Bt 2883 | 2767 40
POE » POP SISPANEL KEIEORAG | B 5828 | BATY | 63
K AL A A DISPANOL KPISO-E | ;é& - 580.0 838 | Le
POE 3¢ 5 5 28 RENCE, 14 8.t BISA | 4658 | 134
RESOOL 2814 Bt 581.5 | 648 | A&7
POE 'POE;% R HESDOL Sntes 8% | soRs | 4sny 2.4
OMKPOE<POPL 7,50k POWOEOA0 | g | maay | s20.4 | 2
i E
POE KBS HERE | NONIDET P40 (o4t .4 §32.3 2840 S84
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[0191]  MxAZE AT (ng/mL)

[0192]  fR3th iR, ESE 1 2448 HIPOE  POPLEE4) . POE « POP4E LR . POE « POP 4T JE JK
SEME POE SR FR 2K JE Tk L POE » POPERE FR 2K BERRER 2, —F%POE » POP4E & 4R , 5 /¥ ANonidet
PAOAE 3R 0V 1477 (-28.4%) IHAHEL , W & A8 B 28 0 22 PEAIK , I HL SR B e I 4 1) 52
M 5% 381 i 25 $ 1

[0193]  [sjiafsl4]

[0194] & AMxATE A W= M {E R AR B)-4 (CIR IR M)

[0195] K fd HIEDTA © 2Na MLV SO S /ST AR A I AT T B I SR () 407 Mx A gl 1 BH PR SR USCER 1Y
ML FAEREAR o AT A St 191 L1 [6] (A% AR (L4 FNonidet P40 (1.2%) /N “KIi
TEPEFR) 4 MR ARHE R LORS , 15 2100 = A&

[0196]  Ji ik DA it 461 3 v A AR 77 20 CRLAA SR U, — IR REAE 25 CHAT » IR R REAE25
"CAIS3TCE AL FE R AT , 8 FIAE 2 G B3I PODAR LI HE R B P 5 H0. 1%
Pronon403.0. 1 %Pronon1028%0. 1 %Nonidet PA0FE A3 MO I 77K PODFRIC K JUAk # R %

MRIAAT DN &, R 1 S R 2 S A I & AR 5l 45 B RER AT .
[0197] %4
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CTOAW) W VXN

AR MR MNRRS 50 5 5 50

Vo 82 £vE bk 9'8E V6L 5y £°08 L2s &
9'5e- s 4% £6vi o L9EL SPZL zo z'£8L 8°E8L 8
o8z 665 zee oe &09 29 9’0 5v8 o9 Z
5ze 698 | LWEE | 0T | 904 9801 v | e Lyvi 8
(%) NHOLLF | HHOSTR L (o) NHOLEH | WHOSTH | (o) MEoLe® | WHOCH
W] <EWEE VN EEREN] «EMEEVIN | kEREM] «BWEE VW
v L3N 701 NN £0v Ronoud TR

MEW) WEEEY 04

[0198]

d0Od ~ HOd

AR PR, RIEAE A A AR A, 4 TPronond03K Ut Il & A2 5 # -4 5%

F+0.6% , 0 TPronon102K4iN-3.0% £+2.0% , 5L AHEL , % T'Nonidet P40 N-

[0199]
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40.1% 52-23.6% , XL B I DL P T 0 s AR 2 M 52 381 3. 25 0

[0200]  [SZjifafsls]

[0201] 5 AMxAE [ I & B AE M A5 -5 (IR L)

[0202] R fd HIEDTA * 2Na MLV SO HE/E AR A I AT T B I SR () 57 Mx A gl 1 BH PR SR USCER 1Y
IR FIAERE AR A8 STt s L) (6] FOASE R BRI (B4 >R 1048 FiNonidet P40 (1.2%) fEN
“REVEVER) WA MR AR TR LORS , 73 20 & AR .

[0203] i ik PA -5 St 4] 3 b AHABAIY) 7 5 (AR SR U, — IR RLAE 25 C AT , IR R BLAE 25
"CHMIZTCHI MG T T IAT) A5 B 76 526 1 3 (9 PODFRIT I Fi AR R BE 2 il h 27 0. 1%
Emulgen PP-250.0.1%Unilube50MB-168.0.1%Dispanol KP189R-40.0.1%Newcol2616F
B0 1% Z, - J&P0OA0E0A0AE 3 T 375 T 771 (19 PODAT L ¥ A4 TR 22 PPyl AT U &, SR 7%
IR S FE B RS AR B o 45 IR R TE RS

[0204] 2%5
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(CTw/Bu) LT MEE VXN

oz 28z Y'SE v sze 68t L £pe e ¥i
oz Lz 8°0¢ Z 292 16z o1 e Lee £
gz oop 128 b o8y 6% e 905 £rs z
£e- 962 g'Er 9 £'8e Loy 81 518 goy iy
Le- Wiz @'es & gee Lae a1 pee &0y o1
vy | FEOLT | mNOSH | gy | HEOLH | @NOSH | gy | EHOLFT | mHOQH
1= S F it « B ELH VXN s lfe S E fi « B YELE VYN st [z 3 F ik « B W EF VXN
U L30IHDK 0rOa0YOd B2 48192 WohH YHWE
CI4ET) JU 2 HOd A dOd < HOd H =72 3 4Od - H0d
9 g'pe Ve 0 V62 Z6Z - ave e'se vy
1 1oz oge & 922 SPE - £8z oL €1
& 28 o'vs z S sy ¥ K28 10§ zy
zv- 95y o 6L L8 9 Loy a2y 1t
ZL 9'0p & 552 29z b wee yo o4
o WHASD |y | WEOLEW [ WHasd | (g | WMo | WAast
| HIERTI ARSI | sERERM] «ZOREE VN | seE ] «BEE VXN
| Ob-HB4 1A% TNV 10 O9I-B5 A  pez-dd NETHA lwewws
T e dOd 404 WEY 40d » 304 W63 dOd » 50d

[0205]

RS PR, AL 4 A AR, X T Emulgen PP-2502k 5 I & 42 5 % 4 -
1% & -11% , % F-Unilube50MB-1683 1 0% % -8% , 4t FDispanol KP18IR-403K i Hy-

[0206]

ZP0O40E040 K35 A -1 % F -

5% %&-15% , % T-Newcol 26 16F k1 N-7% £ -15% , W T 2.
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12% , 5 AHEL , i FNonidet P40 N—-33 % 45 -20 % o X I B 52 5 3 5 0 ) S 4 1 5 i
52 B E I
[0207]  [sLjitafsle]
[0208]  #il% T EA NI (@ £ (g) i T Il EMxAZE A KR
[0209]  (a) HIMxAZE (A FUAATE 2R
[0210] RSl 1 (4] (0770, ik TR T B D7 v il 4% 1 HMx A SR A PR I 2 A AR - 10
P HIM AR [ 5 5d B BUARKML 13576 % A 100mmo 1 /L AL AN1Y) 100mmo 1 /L7 BE 22 iR (pH7 . 5)
HH ¥ 5g /mLYE L, LA100uL /L7 B 296 L= e AR (FHNalge Nunc Internationalffilli&)
o, SR TR AR I B3R, T I R 25 B4R ok, BA300uL /LA L1 % BlockAce (FH K H
AR il Zy 4 1l 3E) 765 100mmo 1 /LEAL AR 100mmo 1/ LA R 2% i (pH7 . 5) IR VA R, JFd ik
WG AR AE R R BT Rk AT BRI o 5 B 25 BRI VA UG K AR FPBSTS ¥ , -1 2 T
FTIE3R, DA & (8] 8 A HiMxAZE ) B2 v B AR AR -
[0211]  (b) FEAHE R
[0212]  fil#& T B A T A BB RE o

Tris CRHFEM{-ALZERE R4t dliE)  (pH 8.5) 0.1 mol/L

CHAPS o [ AL 22098 Prek i) 2.5%

Stafoam DO 1.2%
[0213] - ‘

AL 0.1 mol/L

BSA ( fl12EALZE Tkt il i) 0.1%

A 0.1%

[0214]  (c) PODFRICHIFIMxAE [ FAA 1A W

[0215] i FEL AT R 1 2E A% (¥ PODAR e BRI HOMX AR 11 A4 s TR v 1 8 ek s it 491 1 (5] 1) 2%

il & (K PODAT IR I HIMXAZE [ FUAKML L 24F5 BE800 4% , PA il £ PODARIE 1 HIMXAZE [ LAV L o
Bis-Tris ¢ B A A2 90 T4k ilig ) (pH 7.0)  0.05 mol/L

Pronon 202B 0.1%

Ak N 50 mmol/L
[0216] } ‘ .

BSA B4k 28 Tl il i) 0.1%

4-AA CHtda 500 oAt ) 0.01%

Proclin 300 0.035%

[0217]  (d) BIEW

[0218]  TMBlue (H{Serological i)
[0219] (e) PV RIBTR

[0220]  0.5mol /LERFR/K VAR

[0221] () 3BT

[0222]  #il%& T FAG B -
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[0223]  WhERZZ MR (PH7.2)  10mmol/L
[0224]  Tween20 0.05%
[0225] & fb4A 0.15mol/L
[0226]  (g) FRAEM K} FIFR AL K
[0227]  Fgsijatsl 1 [2] Hh il 24 (4 E5 ZHMxA B ) PR R % I BUR BE SR J V2178 1058, DA il 28 Mx A
EERIARAER L
[0228] i Fj I3 (b) B9 REAHR BB 1] 4% [0 VAR TR S AU AR A B AT R, DA 450
(RETFEARRREM) ~0.375.0.75.1.5.3.6 1 2F124ng/mL & Pk JERIMxATE (VA T, X
VAT I EARAE TS o
[0229]  [bb#:f53]
[0230]  #il& T HA FHHS (@) 2 () B T I EMATE A I
[0231]  (a) HiMxAE A FUAATE EALIR
[0232]  5sijifsl6f (o) A AHIA B HTMxA SR 1 HUAA ] 2 AR «
[0233]  (b) FEAHEBER
[0234]  Hhil%& 7 BA T FIH B AT -
HEPES (il [F_ bz wt s prfbdii )  (pH 8.00 0.1 mol/L
CHAPS i A=Ak 22 0F 50 4 i) 4.9%
Nonidet P40 1.2%
[0235] _
AL 0.1 mol/L
BSA (A Tl gt il 0.1%
& m A 0.1%
[0236]  (c) PODFRICHI FIMxAE A PUARVA TR
[0237] i FHEAT N B ZH A% PODFR AL HI UM A SR 1 oA B v, A 38 aok S 461l 1 (5] 14 75 92

il % B PODFR I A TIMxA R AR KML 1 2445 BEB00 s , LA fill & PODFR 1C Y 7IMxA 2 I SR VA WL o

[0238]

[0239]
[0240]
[0241]
[0242]
[0243]

Bis-Tris ¢ [F{- A 2050 4L HliE D (pH 6.0) 50 mmol/L

Nonidet P40 0.1%

AL 50 mmol/L
BSA ek Tk gkl ) 0.1%

4-AA CHUIR R la L ik ) 0.01%

Proclin 300 0.035%

(d) HEIEW

TMBlue (HSerological il i)

(e) Y KIEM

0.5mol /LR R /KIE W

(f) JEBEIE
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[0244]  Hi4& T T AN TIE W -
[0245]  WEFRZE M (pH7.2)  10mmol/L

[0246]  Tween20 0.05%
[0247] &AL 0.15mol/L

[0248]  (g) bR i K} FIbR AT

[0249]  Kgsijtatsl 1 [2] Hh il 24 (4 EE ZHMxA £ 1 PR R P BOR BE SR S V2178 1058 , DA il 28 Mx A
B RbRAER L

[0250] i F] I3 (b) B9 REASHE VRO 1] 4% (0 ¥4 R TR S AU AR A B EAT 6 R, LA 450
(REFEARRER +0.375.0.75.1.5.3.6. 12F124ng/mL#& Bl B IMAZE VAL, TR IX 4
TR FVERRAEIE -

[0251]  [SEjafsl7]

[0252] it FH <2 it 4516 16 A2 A 5 R L, 4 St 491 1 (3] b i) 4% 1 A M A B 20 5, IR L300
B, SR 5 P RE AR BRI — D PR RES A%, 45 2D & A AR A 5 S e 451l 6 1) 3K 751 8 AR X0 2
W AR AT E

[0253] ] SEjita 416 (a) I HIMXATE A HUARTE & ALAR N 100LLAE (g) H il 4 (1) % Flbr AR VA
W, AL EIRE (22°CL25°C28°C L 30°CH32 CHIE ) N HAT L/ IR & BAFMxA R A
SHUARL G ARG R BERUE , AR FHA00uL () (K35 Be A TR Beb Ik « B2 T 2k, I 100uL
£ (c) H = A I PODFRIC I FIMxA T A JUARTE L, JF AR5 i & (22°C . 25°C . 28°C .30 CEL 32
CHIELEE) THATO.5/INN R B o 75 RIS 5 55 25 S RV, HEAE AR FH400uL () B 3IE
T VEBIR o 3N Sk, FERS AL NN 1O0RL & 750 . 05 % PU FF JE 56 25 A AL AU () B 5 (T
B AL E IR T AT L08R & 2R JG TN 100uL (e) BV KIEW, HAE =R N B 109-4F
PLYVAR K 52 87 o f8 FHASE AR 25 068 5 82 VA VR AE 450nmAL IR G B, I 7748 7 tHMxA R [ IR JE 5
W't 2 22 TR B 9% FR AR il 28

[0254]  [Lb#f54]

[0255] @it S it 9] 7 SRALL I T VETRAT DI, il 2% 1 R 7 HEMxA SR 1 IR -5 RO JE 2 (]
(120 R IR HE i 25 , X 3I7E T8 FH R B4 31l 551 6 A s it e 1 ikl

[0256] it 5|7 RTEL B 494 45 B BoRAE 6

[0257] %6

RENEE (°C)
22 25 28 30 32
ScHill 6 | g7 | Y455 | 443.2 | 443.5 | 449.2 | 435.3
(100) | (100) | (100) | (101) | (98)
el 3 | a4 | 3810 | 360.8 | 3387 | 297.6 | 284.2
{(100) | (95) | (89) | (78) | (75)
[0259] Sk [ T4 S N P2 T 4 S 2 ) S5 48 LA RO REAE oK 1 22 °C R Y SR 2 90
B9 10O T FRA (0 A5 B T WAL TP T 25 2 7R 75226 T o AR (LRI 100, 3
I 0 AN T 52 IR S BERUIA I 401 W26 175 2 B 1, 5 6 FLL e 13 5 F7 Non i dert
P40 (POB K HE S HERE) 1) L B34 90 3 5 VA ARLE , 71468 FISEHESI6 1 77 Stafoam DO (IR R

RAlE | WEyE

[0258]
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KEBE 20 MIPronon202B (POE « POPFEERA) HA 3k 1) fY S Jti 451 7 I &y ik, DS A W) A

B R IEIH T AR SR B ) 90 & 2B /b T B A7 S S TR FEE RS R 1
[0260] Tk FE

[0261] A EAFRAE 1 H T U S A A o 1 45 0 ok 2 ) D R AR &, ELmT T2
Al
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TRBR(F) ATNERARHENER D FEMRTE
DF(RE)F CN104034882B DF(E)A 2017-04-12
HiFs CN201410235359.7 RiFH 2010-10-27

WRIFRB(RFR)AGR) thAamiikX ot
RF(EFR)AGE) thAIMEE R B R

HARBEEANRAGE) DABEZHIRN 24T

[FRIRBAA NIRRT
RBAAN NIRRT
IPCH%E GO1N33/531 GO1N33/68 GO1N33/543
CPCH %% GO01N33/53 GO1N33/6866 GO1N33/531 GO1N33/543
REA(F) wE
£ 5 2009250639 2009-10-30 JP
H M0 TF SO CN104034882A
NS Espacenet  SIPO
. )
ﬁiﬁ;;&ﬁ FTHNESEAFNFNER DN FEMANZ. BAEMS , HEPES w W_]’é %%ﬁﬁ Hﬁ[ﬁ pH 80
enasnmnnR e aansnpamanane. s (A (IRCLEAF

EFURDN A ENRBUEET IS  EEPREEBRREFET , FEE
PRRFNER D EESFTRFN R D B — AR TRE ; RAEERICH
BRI RMUERBEE —HuE, FUR D MRICHE ZHiEn
REEEY , ,HJF*T\EMW,F. BRRBEFIRFNR S HESHNE =R
L URNEXHTERNRRESWPIFCHNE. ERRNES Z
R R A A T E A AN R B9 A B 0 B9 U R 1R =
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A CRIARR TR 1)
AL

BSA (1 InterGen )
ARl

0.1 molL
4.9%

15 mollL
0.1%
0.1%
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