(19)Fhfe A B HFEE R IR =G

(12) ZRRE F|EIF

(10)BIE NS CN 106841627 A
(43)BIENTH 2017.06. 13

(21)EiES 201710099809.8
(22)EiEH 2017.02.23
(7TV)BEIEAN WA R
Hodit 453000 [ Fd A BT 2 THZLHEIX F—i%
KRB
(T2)KRBAAN E&K T&HE WA PkE
kEE THR MHFE ZF5m
FoktE ks EIEE
(74) EFRIBHNA b =R AIm 45 11569
RIBA Ehoit

(51)Int.Cl.
GOTN 33/577(2006.01)
GOTN 33/531(2006.01)

BOFIERAITT BhEAF10T0 PHELTT

(54) ZBB &R

— FhE T B S g B I S R R M EH B
TR B H B
Gkt

AR EIPRAE T — P T B S S R I S
B TR R, AR B A A PTR Te6
PURTAS IR, i R AGE WU AR L 7 2 0 2% 5 ik 3
PR TgG —PUAI AR IR B 50~200 1 g/mL; JFi &
WIEHN20~50 1 g/mLIEEFRMo- ITCBEZ & 42
PR s BRI 910~20 b g/mLE T B B w
B BT VAR5 BT IR PUAR 5 7 B S M U AR Y VR B
Mo—ITCBE-cBSA %3 J& 4 3% Balb,/C /N B 1l 4% 17
K5 1.0~3.0mol /LI L bR s B 5 B B s TR
TR s PRV AE B T AR R VAR TR E N
10~20mg/mLFEDTAKL B o A< & B 42477 &

- BAREUE SRR R A 1R B A A
FF ) 2 PR A

CN 106841627



CN 106841627 A W F ZFE ok B /1R

L. PR T B 50 4 B K S B VR A s I &, S

(1) B A E PR TeC - FURIAT MR , B ik for AR 2L 7 25 04025 s B S 406 TeG = HLi
A 50 ~2000g /mL;

(2) s 20 ~50ug/mL I B FRMo—TTCBEZE 54 - i I VA T 5

(3) FUEHKE 910~ 200g/mLIKTH0EH B 5 vdl B JUARTE VL s PIT R $L4H B8+ FR v B AR IS
¥ FHMo—TTCBE—cBSA % 12 J5i 2 % Ba Th /C/N R il £ 1T K 5

(4)1.0~3.0mol /LI 1L 5

(5) T it A BV 5

(6) JE 4 o 138

(7) Bl s

(8) FHES FFr i iV WL 5

) FREK N 10~20mg/mLEYEDTALL F K .

2 NR AR AR SR 1T 3 A 0 BE B8 R &, HURRAEAE T, Irih = HUE TG Hu i) Ak
W JE N80~150ng/mL.,

3. RAE AR ZE R LB A I AH = 30 &, AR AE T, B iR B ARMo— T TCBEZ &4
PRI R = N 30~40ug/mL,

4 R AR L R 1Pk (A 0 eH & 300 &, HORREAE T, PR JiAH B B e B Ak A
TR B B N 13~18ug/mL.

5. R BRI EE R 1Tk B A 0 AH & R, HORRIEAE T, IIr o At ot W R VU o I
2~10g/LITHEPESZE /i o

6 . AR AR 2 5K 1Bk A U eH & 3R &, HOARRIE7E T, ik e s o B85 s IR
0.05~0.1%Tween 20fPBSIAVK »

T BRI EE SR 1~ 64T 52— T3 i H B A 0 790 6 A 0 B 55 o A B - 1 B2 JLARR AR
72T, AR AP IR

a1 P 5 v R A VA R BRI A5 DUAE R VBRI ARMo— T TCBEZE A 4 T i v
WM BB A E DU LG TR IR AL TR &, I B Ja BRI SR

b [l BAR NN S i L B & NN 26 1R A M 5 ODAH s

o R BTk 20 R o453 214 ODAE 5 TiUE I A vt il 2 , 759 B4R UAE St B0 S IR B, Birik
Bt il 22 2 A IR B 50D 2 1A i 2t oe Rl 2k .

8. MR HE AR EE R TR IR B, HArAEAE T, BTl s JUAR L A o H B8+ B S B BRI
Y 5 R () R WA Y RN Ao~ T TCBEZE 5 Y- B R I R AR AR LE A 1 ~2: 1 ~2:1~2,

9. WA AR LR 7R I B2 AT, FHAFAEAE T, BT ik 20 SRa Flb o 51 & A0 3 8 0 37 b 2Ry 30 ~
40°C,

10 AR BUR LR 7 Bk (4 B, FLRRAEAE T, BT i 20 SRa b o 7 & (1) I [H) 4 7.4 Ay
5~30min.
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—METEESZSBEREREZEMEEFANERENHE

BARG
(0001 A ) & T PR A8 BB AT, S B — B T 1 B3 RO T DT
A B L A6 AR

BEEA

[0002]  HH{ERN—Fhid i &4 B on R AR A B ER, Ak At ik B A
HEALAE F AR AR JE R N FE R B R s B LR E L, 2 53R E AL
ity / it S TS SR B AT D PR 5k S A B ) 4L e, [ o LA R R A BRI I A P 4 1) 2
RE o E A SRR T HEXT A R 3 fa 55, B T40) V2 R0 A TR R LI v AL T E B
AL B LB AIRZ TSRS, S BT KSR, A EHEF AR RN BRI,
PRER 5 G S R INE , Nz BAR KSR AR W) AR 5 R B35 G R0 N S R ) s ™ 2 (1
it o

[0003]  1938%Ferguson g IR IIE T HE H A& B3t & S BCE KRR 4218 V5 AR B 25 b BE
R o T B “A- BRVEIR” HPE 2 0 LR YR Vs BRI (1 A b Jy M I PR o AER [ 1981 4F
it e b DX AR B AR BT A, R e S A A R R ) R A R i T PR BT &
B KRR R S S S = R I S K

[0004]  H R s B PR 8 K A FR Mo ¥ Yo i) =BG TN VA B AL 1) B AR AG: 56 A 4
P SR B0 T RS B ) 75 1 BRALAS B0 AR S A0 Y B (UV) S FARE2 B i IR SO
i (AAS)  HL IR A S5 B 44 BT V2 (TCP-MS)  HLBGHE& 25 B3 A4 5 R S 1 (1CP-
ABS) VRN K - JRF 56 IE TS Mo—AFS) ATH i 4E 43 HrvE: (NAA) 25, B 4112 H AiMo® i35
GRS B 77k, REGUE R 45 B, Bl T 575 25 S0 & B Bl A Gt i
B  EIAK L 2 FH R ASBEINIA R Rl 0 A & /NS B, LR FH A2 3 1 PR il o S0 38 27
R 06 5 12 PABUR AR 2 F 105 S L Al g v S N b K 0 B R, A48 5 e AR R %
TUEVE: (FPTA) B IE G0 S W BFH 0 52 925 (ELTSA) JKinExA%h s g v (KTA) A 4 4% A ik
56 WU 52 V25 (GTCA) A B R 2 o AL S A% (MTS) 25, i T HUR U 45 & B A v FBE I vk Bk
AU 1% — AR LA R PO U e 7 AR TR R R KSR RREES RS T
RN R & 77 1 B R, B P A EE 4 SR AR B 15 Y G 2 G I B R A AR IE B, e A S
JNCN1034121 27BIF &R A FF T —Fi FH TR 0 7S A0 BE 28 11 I 6 H 02 X 70 2 S L 2 s A A
I 77, GRS I R 4503 9 1ng/mL, FF ELARS DA 1) e

RARRE

[0005] A7 T ik, AR W0 B A AE TSR A ik T B 5 4 IR S 302k 900 P 8 -l
S A HL L AT ) o R A e DM TR L 18 D18 [T LA SRR v A S PR S (R
[0006] Dy ¥ SCEL AR B, AR IR AL LT BoRTT %

[0007] A WIARAIL 1 —Fofr ik T L1 5 4 WIBR S B v PH A U 7 &, B A

[0008] (1) BAA F 4TS TG - HURIAS MR , i A T AR 502 2 e 0.3 s T "R BB TeG —
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P AR JE 50 ~2000g /mL;

[0009]  (2) 5 B3 5 920 ~50ug/mLIK il iMoo~ TCBEZE &1 i SR VA K +

[0010]  (3) FiE R M 10~20ug/mLI¥) FieH B+ 5 vu B JUAA VAW Ik e S 1R i fE 31
ARV FAMo~T TCBE-cBSA %12 J 47 J2E Ba Th /C/In B, il 4% 1 ¢

[0011]  (4) 1.0~3.0moT /LI £ 1E% ;

[0012]  (5) F& S R AR 5

[0013]  (6) JEEM WA 5

[0014] () Bl s

[0015]  (8) $HESF bRt it B 5

[0016]  (9) B & IKE N10~20mg/mLIIEDTALL R ¥

[0017] DL, BT ik E B bR TG HUR A4 80~ 150ug /mL .

[0018] DL, BT iR B brMo— L TCBEZE A4 -F- $L I 1) 5t &9 FE 29 30~40ug /mL

[0019]  DLAfeh] , v 0 H B8 55 v B A4 s VL) o1 Bk i 913~ 18ug/mL.

[0020] R34 , T il A N s TRV 9 S Ik PR 2~ 10/ LIFJHEPESZ2 Mk o

[0021]  RIEN, BT Beigimi N & IR E0.05~0.1% Tween 20[¥PBSYAW

[0022] AR 2 B EHR AL T I A B8 6 R ) B AE A W PR 85 v A S (0 B A, B RE DL R 2B
B

[0023] & W HUAH B0 SRR HUARTE IR BB B AR DI A VR ARMo— L TCBEZ & 411 31
SR IO BB A 50 TeG IR AR FLA VR &, 0% & )5 BRI MGE 5

[0024] b, IR BIAR AP DN R B, 5 & 5 I ILRIR &, T 52 0D 5

[0025] ¢ HR4E ik A0 SR b7 B ODAE -5 FIUE B #E il 2, 43 20 45p UASE o B B8 IR 2
FIr i b 4 1 42 A2 A B Ik 52 5 ODAEL 2 TA) () 2 P 0% Rl 42

[0026]  AL3% (1) , Bl A AR AL A 0 4H B9 Bp 5 3 T AZR VAV - A B 1 A5 MUV ASE o VA YBURN 6l e
Mo—T1TCBEZE & Wbt s i M AR AR L 1 ~2:1~2:1~2,

[0027] AL, Brid 20 Ba FbHh i & 35 B2 A7 124 30 ~40°C 6

[0028] AL, BT ik 20 Bika FibHh i & 14 A [R) Ak 37 1 245~ 30min.

[0029] AR BRHRAIL J — i T B4 5 4 B IOC S v A B A ) &, B () B
EPUR TgC PR AR , Bk # DR B 25 %5 0258 s Fridk 2250 TeC i A vk 152450
~200ug/mL; (2) FiEHK &N 20~50ug/mLIK EFbRMo— I TCBEZ &4t Jil s (3) &K N 10
~20ug/mL P EH 15— 55 v B LA VA VR s T IR 0 BH 28— 5 b B 70440 VA YR FH Mo— T TCBE —cBSA %1
P SR & Balb/C/NRR il & Mok s (4) 1.0~3.0mol /LI 1L s (5) FE AR (6) IR Bt
s (T) BRI (8) AHES Fhrdl WA s (9) FTE W 2N 10~20mg/mLIYEDTARL BRI o A & B
MR o B 55 4 M A 08 2 AT S R e vt ok /A TR b P E PR TeG =3t , it
PH PR S R HUAR AP AE i BCEE 8 —A vE  VA VRURBEEAR 1 U (Mo—T TCBE-HRP) =) i1
R IR N, U6 F ST e B p 5 T UM TeG S AU &, B Bl
it R AH B8 AT AR e B 5 T e P b 5 B A B B v B AR VA RS & 5 S NN A o
ISf R ROT FEAE 5 AR BE B AR B + & 8 B SO SC, S AR Ak it 2R be A5 F 3 DL HOG B2 1) A R
55, B A4S AR i R AR S 10 & & o AR R IR ORI & b T AR G e ik IR B
FBEIEIRBL, 45 57 % 8 AN 5 0 IR 1) 30m i n , 5438 77) 46 R 3ok 7 458 1 45 2046 I 25 51, KK 4
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FEL A P 3 o AR A T R 1 B A A M S e AR SRR (LOD) RITA0. 13ug /L, K IV
N0.16~32.9ug/L.

Fft %15 RA
[0030] P& 1 /s it 911 v 0 0 SR it 2 1
[0031] B2 K58 H 4 ST dELTSAR ¢ i ELT SAKR 7 ih 25 .

BREHES

[0032] AU BHERME T —FhJh T ELHE 76 4 BRI 0 022 A A A D7) &, A

[0033] (1) B4 A E TR LgGC - HURAs IAR , B hr AR 32 2% A s ik =E 406 TG
U [ 950 ~200ug /mL;

[0034]  (2) L& & 20 ~50ug /mLIK B ARMo— I TCBEZE &4~ P S V& L s

[0035]  (3) L& Kk/E M 10~20ng/mLI¥)FUEH B+ 5L va B TR VAR s TR U S+ i i fE 3t
AT FHMo— I TCBE—cBSA % 94 J5L S % Ba b/ C/IN B, il £ 177 K¢ 5

[0036]  (4)1.0~3.0mol /L& 1LV s

[0037]  (5) Ff f A TR VAR 5

[0038]  (6) &4 E Al 5

[0039]  (7) Wi

[0040]  (8) FHESFHri iAW 5

[0041]  (9) i &k JE H10~20mg/mLIYEDTALL FR K o

[0042] 2%z BH $ 04t 1) AH B8 46 A7) S B G A A 2 B R TeG B (A MAR , BT i 46 ]
BRI 2 B B s Bk 2R PR TeG PB4 50 ~2000g/mL , H63% 80~ 1501g/mL,
TEARIE A 100~1200g/mLo AR B, BIFidR SE 306 TeG = HUit) A U5 A R BRI i1l SR FH A Sk
FARN BT EFIIEHUR 1gG 4RI AT,

[0043] AR BAH, BTid A 2L HUR TG PRI R AR ) il 4 7%, AR HE DL T AP 3R -
[0044] . [l ARG JUAR (9S04 R 52 950 ~200mg /mL2E 5T BR T gG - HL A4 100
~150uL/4L,35~40 CA TR E 1.5~3h, 17 B Ja % bR AR, TGRS — bk
M2~5IK ;5

[0045] 1. [a) By ik 20 R T w45 20 B SIAR A DD BT & 4 5 2 3~6 %6 4 1 14 1175 200~ 3001
L/4L,35~40C&A T8 IR B 1.5~3h, 17 & Ja LB AR, FIBEE IR IR PR 2~5
R KGR R AE 23~ 27°C 2641 T B SRBE T, 43 B4 £ B LeG - Hu i MR -

[0046] A BH o, By s A DA 1) b S 0T R IR R i) 5 SR AR B AR N SR AR 52 B 24
SN ELT SARS JUAR BRI AT o i Ao WA 1) FLAER A R R PR i, R P AR ST AR N 7 T S8 BN )
JUARER AT, ]t 2441, . 48FLEL 96 4L -

[0047] A BH, BIFR BE BN PBST VA VK - PBSYARLAY BE JR Mk A% 90 .01~0.02mo1 /L,
FALIE 0. 015mol /L. BTk PBSYAR I pHILIE T . 4. Frik Tween 207EPBSYA VR H ) i &Kk /%
i%0.05~0.1% , FEALIEH0.08% .

[0048] A B b, T A AR R AR R e A 1 2001/ L o TR 55— IR B 6 MEE IR 7 1K
T PEARIE AT ABTC o IR 55—k B AEE IR0 & B TR AR 7 A 2h.
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[0049] AU BH A, Bl 2 s B A v 1) 7 V2580 A R R PR i 5 SR P AR SR AR N S BT R
JTERI AT o A B SETt A, BTk 25 B B0 AR 7 2 2 F 77 FRAS AR

[0050]  AJ BH o, Pk 5% — R BEAR I S8 IR PR I IR AR 18 3 ~ 4R o 35— IR B e M S
TR GAR A F) B R AR ) TR B () PR 1 . 5~ 3min, BEALIE A 2min.

[0051] AR BH o, o A ] P 0375 P SR 05 A R TR R o1, SRR T AR Aoz AN 2 BT 3 A
e 9 P L35 R AT o g B A I3 1 J0 R B I3 D5 %6 o 8 9 Pk AL 375 () I AN AR R 22 Sy 220 ~
280uL/ 4L, B HL%260uL/fL .

[0052] A B, 4 Bk B0 45 A SE PR TG = HLA R AR #E AT 2 A2 , 49 B L S A 1
B DU TeG PR AR o Bk B 23 A6 (1) & 774600 ~1000Pa

[0053] A AR HRARL 0 BH 5 e IR 6 0 SR AR Mo — I TCBEZE & W 1 JE Vi Wi« BT A
Mo—TTCBEZE &) ~F- 4 JE VAR ¥ o1 & 5 2 20 ~50ug /mL , IL1% 30 ~40ng /mL , F L1k Hy35u
g/mlLo

[0054] Ak B H , BT i b SIS V5 A7 AR TR IR i SR FH AR SR AR N 53 Bl 88 i 4D i P 215 R
A o A% R B SE A, BT i ) RS B S A A

[0055] Ak B, Bk B bRMo—1 TCBEZE & 10F- Ji B 4% 70, I B HGE UL T 2D 1%

[0056] A REREIE SR &P 2.1 (ITCBE) 5 — F HL P (DMSO) 1R & e & B 2 &
FE WL 5

[0057]  B.K4HERHMoO01 SHEPESZE PR IR £ » FE2 HiMo® VA VK 5

[0058]  C.¥5 ik A0 BRAH 13 I 4 8 25 & 7RI ORI 55 BRBH 45 21 (Mo VLR & 1A
TRAWIpHERT.0~7. 2, 3 BIfTR A RS K SL10~ 14h, JE Mo -1 TCBEZE A 41 41
Jif 5

[0059]  D.Kdwic i S5 HEPESZE MR A » 15 2 BEHE L s

[0060] .44 firid A2 B C1S 21 Mo~ 1 TCBEZE A4 - 470 J v VR -5 P ik 25 R D rp 43 31 (K i v
RA T TRAYpHE 2£8.8~9. 2, FRH IR 5 IR % [ N.22~26h , 13 2| i #xMo— T TCBEE
AU

[0061]  Fridk 20 BRA 5B 1) 34 A7 I [ MG 1 BRE it s CRIDZ (1] , D5 ARAB 22 1) [ A 3¢ A Bk ) it
J 1 B i o

[0062] B, Bk ITCBER i & -5 — FF S I ARAR AR LL il (5~15) mg : ImL, BEAJLI%
N10mg: ImL.

[0063] A EHH , il & B FRMo— I TCBEZE &4 bt Jil FHHEPESZE i 1 JBE 7R ik AR 1% S8 ~
12mmo /L, BEARIE A 10mmo 1 /L o BT IAHEPESZE MR 1) pHEL P35 7 . 8~8.5, AL 8. 0,
[0064] 7% B, ik SHERHaMo 04 ) 5 & FIHEPE S22 i (K AR FREL A8 1% 7 .5~11. 5mg::
ImL, SE4L3% N8 . 38mg: ImL.

[0068] A% HH rh, BT IA 4 8 25 A )V VORI BT Mo® VAV A AR B L 1036 90 . 8~1.2:0.8~
1.2, EfiE N1,

[0066] A B vh , %55 A 4 J B R FIMo © VR VAL P p HEL 80 388 7 V2 A R R 1), SR FH A
ST AR N T2 BRI &7 4 JaR A A 79 FIMo® Y 25 VLI pHARL 18 8 7 R B AT o A % ) Sz it 491
Hh VR A VIR p L VR ¥ FH B 5 D 1 % I L SR A AT VB A T o

[0067]  ZAJR B, Firik 28 BRCHR R A VIR 35 S S IR TR AR 306 A 1 2h o Bl VR A VLR ¥ S IBE

6
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(R AL 23 ~27°C , ARG 25°C .

[0068] A EHH, Birad i R ) ot &= S HEPESZZ Pl K A AA EE 4y (80~120) mg: ImL, BE
Pk N100mg : 1mL.

[0069]  AK B, FridMo—TTCBEZ &9 ~F-Ji S5 VA AR R 5 ik B VR AR AR EL A 90,8
~1.2:0.8~1.2, Bk N1:1,

[0070] A EHH, Firid D BRD AR 5 A B B VR A I pHAE L 9 . 00 BTl 25 7 B VR 57K
(¥ pHAEL 1 % 77 7 F TSR 1 %6 M A S AL A AT o BT 25 BRDH 1R 35 s 2 IR e [i) 78 326
N24h IR ¥R I BLIRIR JEPLde 7y 23~27°C, BBARIE 25°C .

[0071] A BAH, BTk 20 BRE IR G R 5 ON. S5 L% KMo — T TCBE-§ff P 3t JR IS Wi B T 1%
PTARMRIRAE ZRK B A MIZEPBSTA VR & T, 19 2 2L I B AR Mo—- T TCBE S B ) - J 5 . £
ARG B, B Z8 MK A B AT I ) I35 9 2d s Bk PBSTA VA AR A IR B TR) 3% y3d

[0072] A PR AR BH B8 R IR S L FE B B 7 L s R SR VAR TR B B 51
o B BUARVA VR B & N 10~ 200g /mL, fE1 913~ 18ug/mL, BEALIE A 158 /mL.

[0073] R EH A , Bk HueH 25 B8 ve B2 B4 i M FHMo— T TCBE—cBSA % 9% J5 9 3% Ba b/ C/)N
bR 1] 28 1T 2K 5 AR & B RS0 AH B8 - B S o A4 1) 1 % D VR A R IR PR A SR AR TR AR A
ST BN I B S 1 55 v B A4 () /i) 4 0 SR BT

[0074] A B, FrikMo—ITCBE-cBSA %S4 JiR i) il & J5 A AL HE LA T A IR

[0075] (1) #FITCBEFI - H ZEE AN (DMSO) #% HETTCBE ) 5 & A — FF L AR AR AR EE Ay (8~
12) mg: ImLIB &, TR SR & VA W5

[0076]  (2) #4HR (HaMoOs) SHEPESZE iR % HES . 38mg « ImLIY Eb BIVE & , T eMo® V& WL+
[0077]  (3) ¥ Frid LB (1) P13 B & 8 25 A A UM BT 5 5 (2) R 43 B Mo V4 Wi 1%
HEARFALL 1 LR A, AT VR A VRpHIE 227, 0, SR G 7R 23~ 27 C M F ¥R R ML 10~ 14h, JE
J¥iMo—1 TCBEZE &) 4 il s

[0078]  (4) FFBSA.EDCHPBSZEMRIE A i dr:453 278 5, BSAJii & \EDC il &= 5 PBS 22 il
[RIAEFALL Jy66me : 1. 6mg: bml, ¥ PR TR 5K 5 £ — Mz 42 MR G UA T & — g ST & b Ny
sml : Tmg [ L TR & 5 37 CHR % [ BL2h 15 I NV 5 [ SR I PBSIE Hrdd , 43 2364k 1) 2 ik
BSA;

[0079]  (5) ¥ T 3 3iF 4k 1 44 25 A BSA FIpHAE N8 . ORYHEPES 28 v VRUIR & » TR K E Ay
30mg /mL 1) %8 44 25 1 VA5

[0080]  (6) 4TIk s 18 (3) Fh 45 3 [FIMo—T TCBEZE &) 1 i VA v A BT Ik +5 18 (5) 18- 3 11 3%
W EE VI A RARRREL 1 LML R A T pHE 229 0, 23~ 27 C 464 MR IR Bi22 ~
26h , Y519 21 (1) S SR N IBATAS , S FHZR WK E M 2d , F5 FHPBSIEMT 3d , B fiMo—1 TCBE~
cBSA% P Jif

[0081]  Fifi&Mo—TTCBE-cBSA % I% JE & Rtk 26 WK 1 o

[0082] 7% U BH i Ak (1) 4 5 e I 791 5 A i 4% 1R o BT & R B R R IR N0~
3.0mol/L, AL N1 .5~2.5mol/L, ik 2. omol /Lo Frid # 1LV AL o H2S04IE IR o
[0083] A HH HR A (%) £H B - WU 791 60 45 5 o B R VAL o BT A R B VR A HEPE S 2% ol
K - HEPESZE LI o &Mk A3 2~ 10g/L, ALk 4~8e/L, i fltik N5g/L. I RHEPES
G TR pHIE AL T . 8~8.5, BEARIE H8. 0.

7
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[0084] 7% 2 B (46 (140 A 8 A DU 77 B L SIS A S £ ¥ T I IR A S VR IR JE R 1~
2mg/mL, AL A1 . 2Tmg/mL o FITIA JE A7) 5 (0 Y () A SRR H b 10 I PSS 5 o AR R B 5K
i, B ) R G HRPIN , BT I B A S €4 V3R VY FR R RO i (TVB)

[0085] 7 2 WA B A 1) A 8 6 R ) B R FR R VTR T IR e I VB L Tweeen: 2011 EE /R
W SEN0.01~0.02mol/LIFTPBSIAE I - AT PBSYA MR I pIME AL A NT . 0~8.0, EALIE NT .4,
Tween 207EPBSIA W (K] B &k L% H0.05~0.1% , BEAL%E H0.08% .

[0086] A% BH HRAM A AH B8 146 T 57 S AR FEEDTAAL R W EDTARL BRI R SR 10~
20mg/mL, SEAIL3% 1 5mg/mL. o ZEEDTARL I 4 P PR I%8 1 A% A A A8 b B R VR RNED TA KL 2
TR REL 5:5: 1 EDTALLER VR A F A& T A58 S R AR 38, EEDTARIAH & 745 &, TB A4
B F-EDTAZ S W, A8 T 5440 45 58 1 IH

[0087] A U BH HRAH: F A 5 A S ) 5 50 A 3 P s 1 VAL o PITR A 8 F Bs ofe h VA R
Mo® ~EDTAYA L » FT 1Mo ® ~EDTAE VB K5 V3 A R IR B 1, SR FH AN AT R 5 BT 3 S £
Mo® —EDTAVA K RN AT o 4% 2 B S 46 , Mo® ~ED TAYE i 9 5256 25 [ il o T iR Mo® —EDTAYE Wi il
BTV AT R BR ], SR FH AR AU AR 5L BT RIIMo® ~ED TAVA VI il 4% 75 V2RI AT

[0088] A% 2 HH ARSI 1 v A 8 6 Wk ) 3 7 A U PR v AH S (0 B A, G DL R 2P
.

[0089] & K HUAH B0 SRR HUARTE VR FRRE B AR DI VA VR ARMo— L TCBEZ & 411 31
JE IR B4 A E PR TeC BRI IAR FLIN TR &, 5 & 5 BRI T

[0090] b [a K AR T NN R BT, B, I IR RR A 5 T2 ODAY 5

[0091] ¢ R4 Bk 20 BRb 15 2 f¥ ODAH 15 Tl e 1 bm 4 1l 22 , 15 2145 WUAE S P A B IR
FIT i b o4 ot 2 2 FHH B8 by (i VA VRO AT 4G T, 79 31 A ODARL 580 B8 AR v R JE M e LA
LRPER R 2k

[0092] A< 5 HR K470 6H B~ 5 o g 70 M VAL 6 TR 1 15 DUASE o VA VB RN B A Mo — T TCBE 25 541
PP FE A B 2E DU TeC PRI IR AL R A, I B Ja RS -

[0093]  ARJZHHHH , BT A58 S v YRR 25 BT e R AT TR o BT R RE () A5 UL 24100~ 1000
£, AR H200~800F , S ALk F500R5 o T I BE K FAE S AR R AT A 2 o BT 38 A5E it
TRV R AE it J L% I NEDTA AL RV o 5 A8 it VA 5 0 R VR RNED TA AL YR (R A R EE Dy
5:5:1,

[0094] AU BH v, BT I A DU AR FL N 10 4H S B o B oA VA T R %) AR MUVt Y RN
PR3 R VAR AR LA I N1 ~2:1~2: 1 ~2, FEALE N :1: 1,

[0095] AR B, Bk VR A B 77 1E AL R RIS M3 M Sk W K T VETR A o

[0096] A H T, BTk i & (0I5 AR 16 30 ~40°C , AL 35 °C . % & I I ) 403% A5
~30min, SE4L%E N20min,

[0097] AU B, BT I e 1 7 22 AT R TR R A1l 5 SR FH AR s b AN 08 P R R e 35 7
VERIA]

[0098] Pk D BRa b (¥ P ik i » A R B A1 45 2 B A S AR OO A B L, I E L BN
K ALIR A TN 5E ODARL

[0099] A BH A, BT e S E2 PR A FRUATE 36 60 ~ 1200l /4L , SEARL 1% 80~ 100uL . 7F
ARG B N S5 8V S RIS ) 0% 94~ 8min , SEAR G Jybmin . TR I 5 (0I5 BE A 1%

8
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H23~28°C, EARIE H25C

[0100] A BH A, I\ & 130 RT3 37 25 6 DU HH V98 o T 3 3 5 A AR A v v ) 7 1
Pk T 77 AT

[0101]  ARJEHH, Bk 2 1B R N AR AR 18 80 ~ 120uL/FL, BEARIE S 1000l JR G 1Y
B [E) Lz 2 ~4min, BEALIE A9 3min.

[0102] A B, B ODAE I e ) 38 K AL 3% 9 450nm

[0103] 15 ZIODME i , 4% & BH AR 45 T5UE (1) b 7 il £ F0 ik ODAH , 43 245 AL o o 40 & 1)
WL AR B, BT AR VA G 25 7 V5 e RS U T V2 A ] o AT ZEB/Bo (%) S9N
AEFR (BoMo® ~EDTAOUR LR MR A, BAMo® ~EDTAAN [F] 3% BE R IR S FEAED) » BAMo®'
EDTAFRHE it (R B2 N AR , o il An it il 2, AR il e B 3 [ U 0 R o IRAB AR S 1 F5
DUAE SIS B P ODE AN T R, A2 B P A IR

[0104] "1 1] 25 A S it 461 0 AR R 4 H4E 1) — b 2 T B 42 5 4 T G fe 58 2 DU AH ¥ 3K )
5 R FHAT PEAN T U B, (ER AN BEAE AT TR M R AR R AR A S PR 52

[0105]  SEjifsi1

[0106]  Mo—ITCBE-cBSA% P JE Ak (B 1)

[0107] (1) FrEL10mg ITCBEVA T ImL — FF FL WV HA (DMSO) H JF Bl 4 i 2 45 57V ¥ s R L
8. 38mg£HMR (HaMoOs) VAT 1mLpH 8. O0RJHEPESZE Ml o Al M e PEAE o B R — PR 4%
PRFR , BE BRI 7] 4% i 16 5E O pHIE ) (10mmo /L) H i Mo ® V& W+ 15 4 J 25 4 PV MRURTMo®
AR S I FINaOHIE T pHIE 7.0, S8 5 78 IR A N IERR IR R B2 127N, BITE At
Mo—ITCBEZ A4 41t )5 o

[0108]  (2) #KEX66mg BSA.11.6mg EDCVA T 5mLPBSZEME H , FiFE 5644 T » 212 A Tmg 2,
T B ETVE T 3mLPBS+DMEYE ) , 37 CHR¥ [ B 2h o [ Sy FHPBSIE AT 4d , VG AL 344 £
FIBSAYR TR A7, B N eBSA.

[0109]  (3) #HX30mg cBSAVA T ImLpHS. OfJHEPESZE MK (10mmoI/L) F1 /% i 30mg /mLFK) %k
P AW BUImL Mo—TTCBEZS &4 HL I VA VI N 21 I mL A 44 2 13 VA VR 9 FHINaOH R 5
pH{E %29.0, FEIEIR L 24/ N, [ N5 A1 e REIRERE NIE AT AR, Je FHZ& IR KiE Hr2d , H
FIPBSIEHT3d , B JE Mo~ T TCBE-cBSA % 12 i , o4 il ik 28 DL 1 .

[0110] St 512

1111 HUeHE 5 e B TR i %

[0112] Bk i 470 8H B 15 3 P B0 7 B 704K FE Mo~ T TCBE—cBSA % 3% Ji7 4 & Ba Th / C/N B, fill 7%
TR, B PA T AP SRS

[0113] (1) /NG 4% « FIMo—ITCBE-cBSA % J% 6 -8 JH k& MEEBalb/C/NER 5 R , 7l & A60ug/
HOABFINO0. 2mL o & 5 FIPBSHR B H00% i 5 S AR B CA 58 A FLAK , DL BB Aw i i 5 % —
U e FIFTAFLAK o B 9% 5K Ja 7d W B2 SR I 43 &9 17, FH AD 32 EL TSA RN [H] 332 55 G EL T SA
(ciELTSA) §iaz 804 e » BEL BT 25 SR A 1 /N BR AR ik 5 28 FH R o Rl i S8 /N B, SR i kAT
UG s 25 1 S 5 0ng He %8 S5, AR A ) S 100uL

[0114]  (2) 4H A& : A A AT4-5d F & A 8% WA 1) Se A 15 772 2 (7715 % FBSHIRPMI -
1640) ALARET FENSOLH L ; 7T 1d FIHATES 3237 5% 410 ; B A HE S 822000, IR #EGE /N R - T 1
ESL R ) % R 40 B , £E PEG—15004E I~ S5NSO4H Mol & (& LL 297510 1)  Kmh & 5
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A M= B OB A 7 40 M i 96 FLAH B AR H , HATHE 77

[0115]  (3) B v 40 MUK 1 074k « B4 J5 10— 14d FH ) 32EL TSA M ¢ 1 ELT SAS 176 58 BH 14 L #0161
Z ARSI (1) 2R 52 83 4 Ok , AT R AROREE BEAT 39RO 3 % o SR Ja FHAH & 1 i T W
07 16 R BT 5 AR e PR R ) B v B U A AR, 2L B A8 PR  He v, G2D 7 A AR SR R o i
R R .

[0116]  (4) 5 3 B2 A (1) fill 4 < 45 G2D 740 B bk % 4% 21 24 FL A B AR B2 50mL AN SR 7 K 85
FF o G ) 2 I8 A A I P TR BN 29107 /mLA , 5] 10d BT 22 VAR AT il Ab P2 3 1 28 7 B B B e
TE SRR AR 10%/ R o 10— 12d 5 FER IR /K , W RN B2 e ok AL 0 A 18 15 Sk oA e B O
1

[0117]  SEjitf3

[0118]  [A]4ZBLISAN & B & Bk i

[0119]  Z5—0, FpH 9.6/0.05mol /LHk B £h 22 R # B Mo~ TCBE—cOVA % J5L A 4R
AR BE 2ug /mL , £ 4% B AF L1000l , 37 C IR & 2h, PBSTHEAR 49K , KAk 3min s 55 25, F
5% JE B PRI 3 A, AL 2801l , 37 ‘C iR & 1h, PBSTHEAR 47K , £F IR B BE Smin s 85 =45, INEHES
+ 2 v BB SRR B, BEFLAOLL , FH 3 VB A LL A6 RE , B PEXT HE (negative control,
NC) Iz (A% HE (bTank control,BC) ,37 Cid & 15min, PBSTHAR AR , BRI B BE 3min 5 55 Y
2, INGaMIgG-HRP, 1 : 1000f5H5 B , FFL50uL, 37 °C il B 25min, PBSTHEMR AVK , 47K 7] ¥ 3min 5
F D, B TMB . 3, BEFL60RL , il R Bi5-10min; S 750, & b 8 ) B, AL
AN B 2mo T /L H2S04100uL , FHEF AR 32 Assonnft s 5120 , 45 5 W7, PLAEF U FLA4500m =
NCAssomf 2. 165 (P/N=2.1) B}, FNBH M , DA s KM RE R vt TR R o

[0120]  SEjiiif5i4

[01211  Hufdhs b R e

[0122]  FIG2D7 2 ek il £ () HUEH 15 5 5 v A 2 SL.AEL T SABRHE 2, SR FHAS SO R
06 %5 5 R 1 o A8 XU BE RIS R AR B R VBE VB VT B8 S EDTAR) 2 A W0 A E i il
F), AR S M VETRIEC 777500 « FH10mM HEPESZE Mk i 6l SREDTAVA VR , 5 FIR E 4 8
B hR A S R B R0.0.01.0.02.0.04.0.08.0.16.0.32.0.64.1.28.2.56.5.12,
10.24.20.48.40.96.81.92.163.84ug/L, ¥ 3 V& 21 J5 HINaHCO3 I8 1 pH{E A6 . 0, BB IZIR %
224 /N, BT B EE 4 8 B8 —EDTAZS & WA WL - TUAA S 7 11 LA A8 SURBEZE (CR) Ko, TH B
AR A2 : CR% =Mo® ~EDTAFKI TCso0/ HiAth 3.4 1) 1Cs0 X 100, Mo 55 ~F U B BRAI , FOARAS S ko,
HSEIGZE R LR — 8 — A 50, Mo® —EDTA 5 HimAb [ £5 & SN A 1R 58 [ 45 vk L B S5 e -
EDTAA 6.7 % 1928 SUNEA , HEDTA J Mo e 4 Ji 8 F 2 A W B AR B 28 SUR N o

[0123] &1 Mo®-EDTAmAb 5 e 5 4 B8 12 A 5K 28 U ML

10
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[0124]

FEEBTHEER ICso(ug/L) T LB E(%)
Mo®-EDTA 0.68 100
Cr**-EDTA 10.24 6.7%

EDTA > 630 <0.1
Cu*-EDTA > 680 <0.1
Zn*-EDTA > 630 <Q.1
Co**-EDTA > 680 <0.1
Hg>-EDTA > 680 <0,1
Cd*-EDTA > 680 <0.1
Pb2-EDTA > 630 <0.1

[0125]  sZjEfl5

[0126]  Mo—ITCBE-HRPEFHR - 0 5 1K) & h

[0127] (1) FREX10mg ITCBEVA T 1mL — FF JE AN (DMSO) H 2 i 4 Ja 25 5 774 Vs PR X
8. 38mg4H MR (HaMoO4) ¥4 T ImLpH 8. OfTHEPESZE MR (10mM/L) HhH BMo® VAW s 5 & JR 25 &
FIE B AM® VIR A I FINaOH R FpHIE £7. 0, SR 5 78 IR 4 N AR IR b R Ri 12708
i, BN JE Mo~ I TCBEZE &K 4t 5

[0128]  (2) #EX100mg HRP¥A T ImLpH 8.0FJHEPESZE M (10mmol/L) F1H% Ak 100mg /mL ]
HRPHAR 1k S AL WD BF A VR 5 BX I mLMo—1 TCBE % &) 470 IR VA I N B mL 3R 1o S AL M Bl 74
R I FINaOHE H5 pHIE 229 0, IR IR N 247N, s W 465 3R 0 S N2V BT 4%, 2
FZ& K& r2d , B HPBSIE A 3d, B JE pitMo— 1 TCBE-HRPEE AR~ 71 5 o

[0129]  sLjitifs6

[0130]  F{$3354+ELISA (dELISA) # il L 4%

[0131]  ZE—, R AR ESR 30 (GaMIgC) WAk 2 M1 0ng/ L, 4 &R AL
100uL, 37 CiE & 2h, PBSTHEAR 3K, BFIR [AIRE 2min s 55 =22, FI5 %6 4% [ PR L5 3 H1 , L 280u
L,37°Ci& & Lh, PBSTHEAR 3K , BRI (B B& 2min 5 55 =20 , A4 A I I B8 S IO BB B8 o o
B P A& B i BRR LU AR AR v o B AR DU, =R A 5, 37 Clld B 25min, PBSTHEMR 3
WS UR AR 2min , OSEBENCHIBC s 45 Y 5 , N JES 4 TMB Jit £33, 4 FL6 0L , =38 ) S 5min s
8Tk &b B N, FEALINNZ B 2mo T /L HoSO04 100uL, FHEFARA 5 AssonmE o

[0132]  sLjitfs7

[0133]  [a]4223%5 4+ ELISA (ciELISA) ¥ Il 9%

[0134]  £5—30, HpH 9.6[%0.05mo /LR £h 2% M4 B Mo —T TCBE-cOVAL 4% R AU AR »
A 5 2ug /mL, A R RFFLLOOUL, 37 C UL & 2h, PBSTHEMR 4K , FRK [H] B 3min s 55 20,
5% J& W AL 34 , 45412800l , 37 °C i & 1h, PBSTHEMR 47K , 45 7R A1 b 3min s 55 =45 , i ks
e FEERRAR 2 BASOUL 3 AT VRIS » 98 J5 55 1AL TN 500mg /LI¥IMo® ~EDTAZE & bRtk il B ¥
I 19 JG BEAT (5 LU AR RS, SR NCHIBC s S5 0Y 20 , AR U5 [ 2ZEL TSAHUAR R, TS i P VA B i
(I HUAR B FpAb, BimAb , & FL500L, 37 ‘C I 7 15min, PBSTHEAR 44K , BRI B 3min ; 55 .45, i
GaMIgG—HRP, I3 VR 1 : 100045 #%5 88 , 4 FL50uL, 37 C iR & 25min , PBSTHEMR 47K , 5 R 17 b

11
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3min; 7N, INEE RS TMB & (K , FFFL60UL , 26 ) /i5—10min; 55t , & 1k WA RN,
FLIMAZ 1 2mo T /LH2S04100uL , FH BSR4 5 AssonmdEL o

[0135]  SEJifif48

[0136]  SLjiE 56 dELTSAFHSL i 51 7+ ¢ i ELTSAK I 14 B 1) LL %5

[0137]  FIG2D7 40 Mk il £ 1 HL4H B8 5 vl B HUAR L ELTSAKT M 77325 , AT dELTSA A
ciBLT SAKS Il 14 B 1K EL 352 . A4 1288 /Bo (%) AGAALAR (BoyMo® ~EDTA RO FE R W 56 &
{E , BAMo® ~EDTAAS [A] ¥ B (MR S FEAELD) 5 A TR FE Mo ™ ~EDTARR 1 it A A8 bk , 2
Pt il 28, AR 95 il 28 i A T B 5 72 AT A S A o R AP EHN IR (1Cs0fH) 3%
s T R IIPR (LC20-1Cs0) AR FRAE TN 5 KAT 5 91 E Bo) RIFIHI G 5 A MR LA LCis3R
7~ AR ILE 2,

[0138]  dBLTSA#RHE il Z& 1% [ 9 5 220y = —7.089Ln (x) +58. 221 (R*=0.9514) , 1Cs0fH
N0.68ug/LsciELTSAbRHE M 28 1 [H1 5 7 FE 2y = —5.699Ln (x) +57.105 (R°=0.9713) ,
1Cs0fE 0. 7Tug/Lo AR HE 2 30T 5 H dEL T SARRE it 28 75 PBS 7 5% Mo® ~ED TAFK) 25 M A Y 15 ]
90.16~32.9ug/L, ¥ JUFE (LOD) N0. 13ug/L; ciELTSARHE 22 /EPBSH %Mo® ~EDTAfK) £k
K MG 0. 21 ~37 . 6ug/L,LODNO0. 16ug/L.

[0139]  SEJii 59

[0140]  FRBE KA 4H B8 15 e A M dEL T SAT ) & ) R AR 20 3R

[0141]  F—D M FrF il AR IR S B, B T 2R (20~25°C) “FH#130min, ¥ B &
PR AR RS AT 2008 &) 5 55 20, FIWRCE RARKAEO . SmL T B LA 1, FHINO . AmLAE (i
P e, TR &) 5 I NEDTAZR R RO . ImL s 85 =0 B B i b BR 50l N N B AR AR LA (7]
I NN i B P EH B8 B S B A B 0RL B RE i B AR 1Bt JE 501l , TR A7 B 25min Jim ¥t
BRI = A E R, I ENCHIBCOX B s S5V 25, N4 i Ly AVRURIBIR 75 30uL , i B
5minJE PR s 55 F A5, I H2S0428 1L 1001L , i B 5min f5 BEAR S EUROE JEAE s 387520, %
Wt FE A AR N AELTSAARAE i 26 1) [ A 7 R A 20, TR BIKEE B 75 &

[0142] DL Bl 2 AR B R i S 77 3K, B2 448 H 0T AR AR U il 4 RN
SR, FEAS BB AR B S 2 (R R T, 38 ] DA H 2 e adE A i, 36 A gk R U 1 B
AR B B ARG o

12
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PASE R Espacenet  SIPO

HEG®)

AEARET MNETEEZSBRERZEEFRNENE , 315  SEEFRBIGC=RMRNIR , FIRK R E 2 %5
% ; FTRFERBIgG= MM BHIRE 750 ~ 200ug/mL ; RERE 20 ~ 50ug/mLAEE#RMo-ITCBEEEM¥ENE ; RERE RN

10 ~ 20pg/MLI 4R FE REMAMAAR ; FTR AR 72 REAEBBHEMo-ITCBE-cBSARZ R &£ &Balb/C/NEHl& MK ; 1.0
~3.0mol/LV& IR ; HRBRAE , RYUS R ; BA&R  HEFIERBR ; MERERN10~20mg/mLIVEDTARE R, 4K
REAHNZEERBES. BRUEENES , ANESRNNEEN TR,
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