CN 105646536 B

(19)Fhfe A B HFEE R IR =G

(12) P& F

(1O FFR NS CN 105646536 B
(45)FZR &5 H 2018. 04. 17

(21)EiES 201511016840.8
(22)EiEH 2015.12.29

(65)[E—EBEMIC ARk =
HIEAFES N 105646536 A

(43)ERIEA%H 2016.06.08

(73)EFIA RN 5 E AR B AR A
=il
itk 518000 | ARA RN E =X 24
TE AR AE R R B I 1 1 8AE R A O (5
ANIHAT)
(T2)RBAAN =X HE kilE (E 45
EEE ERK
(74) EFURIBNA RIITT RS R0
%A (s A1k) 44248
KIBA BERTE gk

(51)Int.Cl.
co7D 501,/36(2006.01)
Co7D 501,/04(2006.01)
CO7K 14/765(2006.01)
CO7K 1,/107(2006.01)
CO7K 16,/44(2006.01)
GOIN 33/94(2006.01)
GOIN 33/568(2006.01)
GOIN 33/532(2006.01)

HER M

BORIZERA200 BB A560T 1

(54) ZBB &R

— ol Sk IR 2 e i B JH RS A G T 2
B H A% Tk
Gkt

A AR T — Sk fRmE ko I L
PRGN A% B T ik % T vk, AT Sk A eIk 2 Bt
J&, N EA D FR I 245 2 R AR B
MIBEAR T7 58, 05 TP o, A I R % o, E R v
e BT PELT  BEEE IR | A (58 R A 0 Sk ek
VRER s AN T BATAANZR B 4, 8 T 4557 - 4R 2% AF
FATETER , T 5 T AR IR ARIE R 5, A
TECHR 5 2 T 1 W 28 A AR I P o Sk Fa R i B
R 2K o

sl




CN 105646536 B W F ZFE ok B 1/2 i

LRk AR aL, AR AT - BT 20 (D) Pt s a5 /K

o
;

ok
LN
{ Ry A3
«\ DU W i
S N Hod LR

_\ ,f}gw«:;.,__i} '}‘-& \3§§ 3 \
SR T B
S

Y

= (D .

2. — Pk AU Sy P 5L, PR AE T SR PRI SR Pk 11 Sk a8 10k~ e i ) 415
B, ¥ rid Sk R B LS DCCNHSIR A T4 °C R Bt ke, B0 fo B B/ B A s & A
7T pHIE /98 OFIPBSIAM 1, IINDME J5 4t , SR8 Jeol pirik iz I A\ Herpr, 4°C 71 e b
6~24h, B0 5, BUETER BT AL, 15 31 BT I S ek S s i i

3. MRIEACREE R 2Bk (1) Sk Aok S fri J5l, HORpAEAE T« Bk i v 4L, 7/£4°CF H
AR ERAGE TR, B T B3I IE T -

4. — P Sk FRME R B v B AR, HORFAEAE T« SR FBUR) 2 SR 28803 T I8 11 Sk R MR I 40 92 Bt
J7 5 5% Balb/ c/IN R 22 4H MU Rl &, Uil 45 21 43 0 Sk FOMGE Ik B ol 044 11 2 A 8 40 ., 3R
A 2 A8 6 4 R FH AR P9 155 A 1 IV | 249 301 S AR ge Ik PR e B AR

5. MRAE ORI L R AFT IR 1) Sk FOM Ik B v [ SiAd , FURRAEAE T« PridiAds o 75 AR IR KR (1) 20
TR« of /I BRI s v S B S0 L BmL/ R, 7K JiE IR s v B I 2 B Al 3 ~5 X 10°/
R TR G, fp /0N BRI B b B2 K USCBR I /K, FH I 3 R — T B e D v ok Al A i 7K A5 21 e
TR Sk PO IR B b B U4

6. — it Sk FOME R e A K6 266 B, HLARR AR AE T« A0 58 5 LA S IR 4, B A Dt 40K
AL SRR » LA B2 JEMRE AR VK Al 12 P AE ot 38 L R 4 4 2 MR K 4G 5 T e B2 AR B 45 oAk
S FRAC I QIR R 4 BT I 1) Sk SRR R 55 3 B B A , P ot A 1R 4 44 2 Mo - 150 A e I 482 4%
122, B g I 2 R SR FHAROR) 22 5K 28803 I 3 1) Sk R 1R S 8 B0 S 70 E PR A1 4 32 M8 L AT 183
G

T RYERUREE K6 BT (1) Sk FOe 0k fee A S 4 2 B, HURRAE A5 T« Frad 45 i 26 R F
PSR LgGHEAT IR il 75, B A I B N4 i Be AH BT

8. MR 4 BRI B SR O BT FIT A 119 S T B IR e A < 026 5 1) ol & 7 2%, LR AEAE T, A
FEOL R DR

A URA R SL FUME AN A A T B, INAVK LR, T20~30°C FHiFE10~1204-%f ,
i, Bk UK R I JBE 7R & A2 Sk R R B BE IR 81 1~ 36% s FHINAK , &R Be A 8L, e A
HUAH S 43 2095 K 20 L[ 44+ 4 9 B 20 £ [ A4 V5 T- DME o, NN B BR 7 S IR TR 35 ~45°C R [
JRE2~8 /NI, SR G b 2 B A e 215 BT o Sk FOm ik 2 40 5L s R P — I v 4 i ik
SRR R~ B0 iR -5 AR N LT 85 AR RG] 5 15 281 Sk PR IR 7 28 B

S IRB < W TR SL AN G 1 S5 5 0 95 Ba L b/ e /N BR 2 41 MR 4 , 075 306 15 3] 43 Uik Sk T ge
Ik B T R AR I 2 5 98 T, PSR A () 475 5 /N B P AR K, Atk I 3R 15 Sk FaME ik o g

2



CN 105646536 B W F ZFE ok B 2/2 7

EEANLS

A BRC: FIATIR IR =405 S <6 R S IO 1) 86 FEOAAR <5 5 g JROAAR < 5 it Sk AU MR K B0 3 g 4
ARSI IUE , B ORI 5153 BIAE SR o i Sk FRIME R B 7 B U4

B URD 525 BRCAT B 1 B A < b 1 Sk FRUBE K PR 5 i 4K 7 2 2 S M TP AR, T8
W BT Sk R R G 28 U S AE RS IR 2T 44 2 58 b AT W4 ARG U 28, 45 e U 1 e GAE R IR £
U R AT BRI £

U R U TR 7 1) AR AE JER AR A 50 AR e 28 L i R 2T 4 2K I R 7K 4R IRt B £ JIR AR
b AT B ik A AR

ORI BUR ZERSFITIA ¥ Sk FUME IR B A <po 6 I LI il 46 7 Vs, LA AEAE T IE B4R
R ) BT e DU 2R U7 1 55 D8 52 (K0 1R 5% 5 Tk B LA B AR Aok o B TR AR AT




CN 105646536 B w Bg B 1/6 7

— MR E R ARG SRR EREFIE R

B GuE
[0001] A B Ja T A WA I BRI , JE A B — Tl S AU IR~ 0 i B JH A < 0 2
W& NI R

BEEAR

[0002] Sk FUME IR 2 — i o3E I S M 2 i s e SIS0V A7) 5 JH e TR 9 AT Jhg S 25 M A AL AH
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MASS [M+H] W4AE H1596 . 4, 1 R 249 5

[0010] YRR AR i — 0 0t , BT i (9 Sk A E Ik~ e J5 R FH DA T AP B il 843 3
[0011]  ERST 4 Sk AR R ANE i T F B R, IMAVK SR, T-20~30°C T4 10~120 934,
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2, B P iA Sk e L 23 )5 5 DCC (Dicyclohexylcarbodiimide, “EF 3 b P i) L NHS
(N-FR LRI O 1R &, T4 C T fede, B0 /B B IE W A LG & A ¥ TpH {H 8.0
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HodEBalb/c/NR A A MU RR G , I 12615 21 43 0 Sk TRV R B T o A7 1) 2 A TR 41 A , FHERAR )
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immunosorbent assay , B G0 1 W B I 52D V20 , 396 45 2 O 2 A1 80 SR A A e AR G HE
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B G Bi BR LgGHLAA , —20 CHRAF % o

[0022] AR BHIE T Q1 b ik 1) Sk IR 10 R s < TN 2 L ) i £ T v, HURAR AR AP
.

[0023]  JDIRA K L FMERR N VA E T B, IDANVK R, T-20~30 C T F:10-12043- %,
Horn, BT UK 2, BRIV B R A Sk TR R R Y R VR S0 1~ 365 s BRI K, FH &0 B ZEHL, Jig 1
AN 15 29Ky 20 Gl 1 5 1 9 40 £ [ 440 VA T DME o, NN BRBR R S IR TR R , 35~45°C T
JRBL2~8 /NI, SR F G0 AR e A5 B A FR 2145 BT I Sk FRIR IR~ e S5 s R e — I feiZe g P ik
SRR R 0 i 5 A 1 A I AR IRG , 1] 6 15 31 Sk P R G 925 B At

[0024]  RIE R, BT I Sk FE K Gy S0 ) 1) 2% 20 SRR i Sk AgE 15k 22 41 J5L 5 DCC A NHS
BA, TACTHR:, B0 JE B BB B A LS & A ToH {848, ORIPBSIE 1 , IINDME
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[0026]  JDPRC: FHATHER R =45 S0 4 T IS N 1l 44 e A 4 5 0 P Ak 4 5 ok Sk Fa R G B v P2
PURIR AT SR PR, B ORI 515 B B AR S A5 10 1) Sk PR NG B8 5 b 044 5

[0027] D URD K20 BRCIF B 1) B A 6 FR 10 11 Sk FRIME IR B 5 B2 A4 3 25 28 I BEAE 1, AR IR
TP s 5 P Sk FOMEIR G 3 70 I AE R BR AT 4 28 B 34T B8 ik A9 A M 2, 4 S i bR 1 g GAEAH
PR AT o 2 i AT BRI A3 Fa 142 5

[0028] S5 URE : Y [R]— J5 A0 A U A 4 P A B 8 L S PR 41 4 2% FIE R 7K 4R FF R B A2 SR L
2 219 31 BT IR R I AR

(00291 RIE T, B i Sk A Ik G B R 1) ol 2% D7 V20 - BICK AUMER 5L 0. Immo L& T
2mlL DMF C FF S HR B J) o, PN 27 . 5mg DCCAHIN14 . AmgNHS o 4 °C N il F3 4 bk e BLIE AL
B0 FIERAR, BRI LIS & A HSA) 140mg VA T 10mL ¥ 0. Imol /LK pHA8. OfIPBS
(PR SR 22 D o INNDME  LmL , 545 I8 1l 28 BV, T I HE R, AVRUE W BB ,4C T
JRNEL2h o B O i , B TS, 4°C T AR B EL KB BT 3d , R B e 3VKE BT, K453 B 1 ik
SLAOMEI: S 10 5 DL Img /mL A JE 932 T-0. 5mL. B0 I AE T —20°CUkAE & H .
[0030] o, {3 , BT B AA G 1 il 46 VAR I A - BRL% R 2 b B SR E R Im]
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FPEIR =AM 1 . 6m] — R PR E NN 2 b 1) S BT W, b S AR R VA M B VR s e 3% TR
WA B A RS, BT OE SR 4R 22 IN#ABmin, IV A, 0 78 2R K A SR AR

(00311 PLA% ), Firadt 4% < A 0L 1) Sk R AR 1O B2 vt 8 04 i) 4 20 SRR e O« T VT AR 42 7
TRpH{E 228. 0, FITEE SRR 28 X S HE 4 , [F) I &35 N Sk TR IR 1) B i B 344, 1/ S RN
ik E A M IPEG, 78 43 I B30 73 8 J5 ISR EAH M HIBSA, IS8 )5 , 4k 224 F 3043 4f . 7
9000rpm | 503073 B3R 43 38— ME SAr B DTVE , FINPNPB H 215 2 IR 4 A5 101 Sk flakE
Ik B b R LA

[0032] AR A BH ) 3k — 20 et , 3 A0 48 R A 1 1) P o s I 4R A7 i 55 B i () ik 4K 5%
W IR S SR B AR ARS8 2 B TR AT

[0033] A< U BH A ) Jir FER 2 ) FH AR ot 282 Rl Y 2 4008 I PR 308 ., A5 4 DU o i 2 5 R A
GArc LB R A R T S G, A R 2, AR S hric i =k F ek By [
oA Em, 22 A0 Sk AR 5 e B SR TK 3h B I 2 , 5 Sk ARk S BUR 45 B R A
M-SR IS G B B AR I0 i Sk Rk 2 41, HoVIX 455 67 sl R i oa o5 4, R Be s il
R 2% vk 02 PR e PACIX A7 S 50t 1eG HiiRIRSS vEgs &, R 2R34T b fa w15
BRI R

[0034] AR BN A m AR

[0035] 38—, R AA KR BRI &, 45 S Pk vk, Aor ) R B8 /=y 5 R BIURE AT 3450 . 5ppm, CVAEL
/NT15%, HERATE R, B VR, B8 B PR L R R AT 5 R DN Sk R BRI AR B

[0036] B RAAKR AR T R L BB SR I3 B, AR E TR &, E
THEH A AR s AR SK AT AT B, T Tk N LB AR il ARBIER 2, A ICBE , i /7
7, Ao PR UF , AEZ I N BT UARAESA H o

[0037] =, ARRIE AT BRI LA AL E , N E T )% R AR 4 i 518, i it A
DA P A T 2 5 s B 2Lt £, ok~ 8 Soar IIAE it v 1) Sk PR R R A B &, 7 J I TR
RV A RS WU AR R A Sk AR, DA Sk BRIV A , BE ST B R A
X Sk FRIME PR 7 B S 75 3R, 3 T g s Ak B BURTAS: BUATLAA o

B P35
[0038] 12 A 2 W] — B B K HO B - 0SSO MAS S

BRHES R

[0039] "I THIAF AR A BH R B AL 1) S e 461 ik — 2D (1) E 4R U . -

[0040]  sEjifsl1

[0041] S HaMERK -5 J5 1 il 4% , SR FHBL R 20 3Rl 4% -

[0042]  JPERST K50, ImM Sk AOMER AN BT HBE FR AR, 0N L~ 365 Sk FOME DR AN R IR &1 UK
L8, T 2B T IS0 8 K, F & Be 2 BT HUAH , 43 208 40t ] 44
[0043]  JLURS2 . HUD BRSTrR 45 3 [ 7 8 40 ([ 44 75 T DME o, I NBR BR 20 S IR TR R » 40
"C IR BL2-8/ NI, SR FH G B e AR G AR SR At 45 i s Sk ek 2 b 5t

[0044] 15 B By Sk R E R - B i 28 ok 3k, MASS [M+H] U {E 4596 . 4, T 1 BT 5 e
IR EON2495F
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[0045] s {512

[0046] 7| FH Sk FRIMR R~ bt J5 ] 2% Sk PRI R S e P, SR LA T 23R

[0047]  EX Sk FMERREHE 0. lmmol V& T 2mLAYDMEr, Bt4E NN 27 .5mg DCCAI14. 4mg
NHS .4 °C T HEF33FE S Bt 42, B0 Ja BIFHONATR, FRER MG &2 (KLH) 140mgiA T-10mL
WPENO0. Imo 1 /LI pHA8. OfFIPBSH o IIADME  1mL , P VA AR 1 4 BYR , WL 100 HE S , AVRUZ T
TWABIH ,4°C T RN 12he B0 i, B FIHEW,4°C N AR S KENT3R, BR H 3K E
BT A5 2R A0 DA Img /mLIF IR B 43256 T-0. SmLES OB, TRAFE T —20°CUKFEH o

[0048] s {513

[0049] 7| FH Sk FRIIER PO 928 470 Ji o 46 Sk FRUMER IR B S 044, SR FH LA 23R

[0050] At FH Sk FlOPER R f 2 B JiR 5 45 02 Jm f e 4 R 6 R UE B I /N B, i S =k 5, SR I
DAY 5 A5 L5 RN AS B F , A% )& P S AS I 700 S 0% /N BRC, = K s i 38R BE /)y
SR, 7 TC B 45 1 T BB 1) 2 BRI D, 5 AR K HE A 1) /0 R BB R A M 428 < LI LL VR A
50mL K] O v, NN 30mLIK) TE ML 1PM1 16408555 5, 1100r/min B 00574035 Fik , 40 i
R RMA, BT 37 CRM 48 ImLR R AR A50%H I PEG-400022 22 IN N 4L , 7E1 93
B P 3 56 5 R I R R P B R DTE , B B L S, BT SO BE SR 1S A1 I\ TE ML 75 5 57
£ 1mL, J5 307 I 2mL , S8 J5 BRIE I\ 27mL2& 1E @At 72, 1100r /min & 05404, 3 7,
FIHATIE PEE R 37 2 BB 5 I B O 40 A TSR 4196 FLANMES SRR , STHRIR & A E
43 LEB%II CO 55 A N HE 77 o TR I e HTHE 72, e FL N I 25 4 B 2= 18 21300 DA B
FHIE)HZEL L SAVE 7 16 , 16 160 FH P - J b1l 25 SR AT 40 B AR HE BR (1) FLIEAT A IR FoRE e b2 4L, &2
3YR LA b B o B 35 5 ARG DN, 247 2 P 40 L P 0 A BT A B0 o oA 1) 2% A8 SR 4 i, 4 24
ACIR A KR 57 LA & B v B A4 ) 1) 45 o

[0051] SR, SR A& P 5 AR JIE 7K VR A 77 Sk A e Ik B S B P dds . BARD RN - 14 R& 7 R
W/ T e SRR B i 0. 5mL/ R, 7K Jig B s v B A A A 3 ~5 X 10°/ K, 10K
J o ARE /I BRI S O I R I USC B I K o FH I 7 IR B IR B DT V2 R 24k i K L 43 3] Sk FamgE ik
B DR REPUAAR , 2258 H1 I 5 Sk ARG B e B SR 5 &

[0052]  sciafsl4

[0053] Sk FaMERK 5 A 4 4G N 2K B 1 Al 4% , B FE DL D IR

[0054] (1) FeAAe &) i) %

[0055]  HX1% (i 1 43 bb) S TRVE R Im1, iN99m1 HE24H K B2k 0. 01% (R & H 40 b 1
SR INFA I 5 B9 (B8 1 40 LU AT R =41 . 6m] — R VEIRGE I\ B b ) S 4
PR VAR, 2k B2 TN FA 28 TV VR B R TR PR B s A R s AL B, B R T S 4k S A
Smin, =R A H, fh 7o R K 2 AR

[0056]  (2) JiAds G b i Sk R PER B 5 o2 0445 1) i %

[0057] 45 B A4 & VA WipHE 228 . 0, FHAEIEEFE 25 38 SIHEFE: , RIS N Sk Ao ik B 5
B fUAA, LN S I TUAR B A IFPEG , 7873 N304 8 Ja I B AR E:AH 4 (1 BSA, IN5e )5
SR HEFE30 81 . E9000rpm T B30 A3 4h, FRAFI— PR SRR PR YITE , B INPNPBEE &
w13 BB AR L bR i Sk ORI PR v R S

[0058]  (3) HAds 4 Wl L 1Y) o) 2%

[0059]  7EREER A5 4k 2= JBE b Sk A MR IR G 28 0 S i VTR R U 2 T 4% 5 SR VBT 3% S 470 B
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1 gGIFL I 42 il £ T2 o FITad 46 I 28 A4 il 28 A0 T 74T, B B350 . Sem.

[0060] SR 5, FEJECAR b, ¥ [F] — T3 1Al AR VK AR it 8 L I8 i A Sk PR IR S 2 70 Ji () o U 26 T
2 RN I S SR, 1 @G 28 A1) 2R T 28 10 T R 47 44 2% RN 7 R AR VR B e , Hovpr , K 0 28
FEIT R BT oA 4 1) 2 S T IR K AR, R G 1 P s I R 70 1 56 B 2 1) 4R 2% 5 e AR
PN B A e b i Sk FME R B S R A4, R 1 5 1 BT IR R RIS SR AR 4% 25 T 1R AT
[0061]  sLiafs15
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