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L= F R RO S S A Ml R &, LR IEAE T« T R I R e FORE A i Ak 3
R Hp

B iR FEAS T AL B R G (046 & P RE, WAk 57) , R A0

Bk (RS ) 25 e G455 [ AR A, 25 S B IR SR PO I, 5% RN 3B BR BRI RS
T ity 5 FIT 38 [] AR AR ARG ORI 32 56 — PU AR sl b I e bt 2 S AR R BT IO RGOk 2
VR L) 46 T 1 + W 35 FE PR RGP RSBk JEUV 20 1 O35 LV AAR AR A PBS 2 B 3 6 2 ~ 53t Jii
i FHEDC \NHS B R B HEAT 75 AL , T A0 5 B WA M SRR 5 94 2 5~ 40ug /mL ) PUAd i it fk 27
R EIAT O, WS R RGP ROER A I I e S A R A S e R 3 o
B i Wl P R 1K) LA N0 . 1 ~8um, R B2 — P 2 Flid PR Dhag 2[4, Brid v 14 Th g 2
16,45 - COOH., -NH, F1-OH;

BT 25 BB IR R U TA IR 4% VN R BRE 50.05-0.2M Tris-NaCl.0.5%-4%
BSA.0.5%-2% ADP.0.5%- 2%t Py B IE T 20 H R TG . 0. 1%-2% PEG-4000 B il 47T 44 5 Y 4 B
FHZIR0. 5~ 10ng/mL DN H'E AR ZPUIAR, Bl BT IE IR, TR A3 5 52 ~8 CORAF 15 H 5

B i 25 A2 & B s BRI W 0 w1 £ 75N 5 IREC 770.05-0.2M Tris-NaCl.0.5%-4%
BSAL0.5%-2% ADP.0.5%- 2%t B IE T 20 H RS 0. 1%-2% PEG-4000 e il B i b B, F5
FHE1:5000~1:50000 0N R AR E RN ERY) , 13 BISR AR -HRPIE W S5 A ZR - ALPY R o8
FER - B KRBT RN E - B KBV 5 A2 - G NI v W B A 38 - Y e R VA, TR
Bi51fE2~8 CARAER: H s

BT IR A o i A 25 BB R 2R B R Tk AR 21 5 Y BB £ Ong /mL ~ 500ng /mL 2 [B] ] 2 A~
ARV B 550 R B i » FLZZ bl AL 5 1 ~50g/ LI A I35 1 8 A AR JE 771 5

FTid 25 HE 1 B 28 R 0 e A AR R e R A W 7 3%, B LR 2

AR T AL R « PR B A% A N = B 5 S 1 S A ot , R IRB B EUS I
B AT, VST BE10~50 min, S8 J5 36 25 A% s S AR 771 5 K e B - M e — e 23 A A Joii I
RS IR BENUREI0.5~2 h, Z JE IR\ H AL BRI 10~100u1 , ) M0.5~2 h;

For e AT FE AR HE St FIAE AR 10~ 1000143 A ISR (1) S S ALH s by IIA10~50u 1
ok B, 10~ 10001 I HUARIAE TR ;¢ 37 CHR B 15 min, B RS FIEBESRd A0
~ 20001 AR iC B R EEYIR SE IR VE R ;e 37T CIRE 1 Tmin, B TRIFEE FIEWESUGE AR
FETRA  KGDHEAT 558 5 5 g A A2 vt S 7 T 28, AR P A ARG W ' 5 5 11 5 R A A 11
ZHE FRESE.

2 ARAEARZL R IR 1 2 B R R ROG Sget MR &, FORHIEAE T Pk & e
TR SR 3 ARl S A 23 AR A JOR /B TR S AR T Tk < A R o3 ARVt J AR T R 5 AN 2 e

fasen

3 ARIEACRZR IFTIAR ) 25 HV B B I3 RO S ek a7 &, FURFAEAE T

v i B A4 77 9 — i AR D AL e A0 51, B 6 - (K SRk WP Ji %) O IR % BT I V. J¥e B W N -
[6- CEMREE) OB -6- & F: O FR N- BEIATE D L FE kN - BE FAME IV &= 6 - AEM R A O
i3

4 FRAEBCRER TR ) 2 VS _EIRER RO S 2 ko Il &, FAFAEAE T

Bk B AL LG L2 -0 - HE BE I RS I L O 2 B i -N - FR L AR RO I 5 s I R0 5
mg/mL~1 mg/mL.
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ERE ERFLARERMATZ

RAR G
[0001]  ASBAPE R AE MR AR, JEHGZ B S Fh 5 VR B IR R RO e B k7 &

EREA

[0002] EHWY EMRER,. 41 3,4-2RKR) -2-FEOR, 2% FIRR L N-HE)E
FERI P o, FEAC A S5 M) R T ) LA G o & BE A — P 28388 5, 5 B P 28 1T JE P ot
FH A B IR 2R BE A R A G R 3 U, A2 i A TR 32 B0 T, o — MPEGR , i B
B8 J0TA BN oW, (RS B D AR B A B R FERA Y EREE .

[0003]  Eut g o> FEU) LA W e S8 i S AR, Gnvig B 2 g | R o 40 1 R 5 o B A
e 24 it 45 4582 B [ T b K B R 0 ) LA T SR o, O DR 32 85 ) Lo M e ot v () AR, 91
R B A 1 v o R 22 28 B B DR AR 2R L, BB AT ISR O L B B
HE K v IS 25 RE R, 45 91 7™ 25 3 ] I R S0 2 0 35 38 I I 2 A o AR I8 T DL R AR AR I
J&, FL A AR, B8 I vy i A I s AHAE B ) 3 . H A, A I S 1 LR e 2 2 12
T 5 A B Y S = T B IR R B BUR T A SO R SRR S B R DU
E2 & ) LA 1 e ) A P 0 A I R R 5

[0004]  HFIZ:HE RT3 3 A 07 v 3 ELAFE = AR A Gk (HPLO) B I 7
98 W B 5 (ELTSA) U G0 28 00 5 , (HHPLCFERS b 358 A AR vy L A8 o SE BLAtE = 00 e 11 il
B A 928 001 2 v e = v AR P I

LZBARR

[0005] AR WA 1) H BILE T3 At — R oR) B &k 620 R A 2 O B i 2 AT R ) R
T2 A A &

[0006]  JSEL IR H 1), A B AT REC R B H AR T %

[0007] A A FTIR R 2 FE bR 2R R Sk MR 7 B, ELFE A ) 2R G AR A AT b 2 &R
gt Ho

[0008]  Frif H Al R 4t G HE E LB R L A P S B IR U [ AR R A, 2
T RRERPUARIE I, S5 A2 B B A T 5

[0009]  FTiAAEASHTALEE RS HE B EARL, WAL, B IS0

[0010] BTk oR i A A W AE Y 0 B B oK i e SLAT AR S oK R AT AR Bl
PRI (ALP) BCBUR It S8 A0 P (HRP) HH 1 22 /b —Ffr,

[0011]  Frifsi flZ N E A SR AR AL SR AR, FLAE FR B 291/1000~1/20000 , F 2% i
WA S1~50 g/LEBSABH B tlCasein, I I5E

[0012]  FridPt BT LRI LR T IR R R E PR AR T LR R E W
BEFUAAR , ik [ A 60 () 8 AR A 8L DA B P sk AR LR

[0013] PR REPERRER I B 42 N0 1 -8um, R HNEHA —FhEl 2 Fhs M ThRE R H, A EA
B -~ COOH. -NH, - -OH, F. A7 FE A It 3 V6 Bl T AT 3B 4 i AK, , ZE4RE T 0 s FR R e 22 1) i
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PE s Brid H1 2 U B R B iR nT DUd I B B B R) B2 A 0 1) 7 vk AL TR MR sk b, T DA
CATIAR I T T 3CAE R B e 1 T R Aok L

[0014]  FfF ik [R) B A0 A B 1k A Bk R S FT TCEEF T TCHU AR BGE i 55 — HiiA HE47 1A) 60 4%
[0015]  FriR A o 2 B R 2R 0 D 9 B AR 21 1 3 Rl 72 Ong /mL ~500ng /mL 2 8] 1]
ZAARIR P S RYVEHE S, R P & A1~50 g/LI A= i F1 2 H AR JE 7
[0016]  FLFEASHTALEE RS 1 = B AR AN o 5 1 2% R0 Joid , B8 0 e = ARt
T Bk T 2% AN A TR o AR I

[0017] P IREEAL 59— i 2E W) 3R AL AL 5, B FEAEANER 16 - (EhREBEE i) LR 3R
T 7 B g N - [6- (EI R E RS 2L ] -6 - 205 O RN - 3% 1Tk 3 Jiz 196 BN - 3% B T 30 2 222 6 -
EVFERACTRE IR EN0.3~10 mg/mL, 2P BUNBEIR IIER B IR Eh 2% vk &

[0018]  Fiid FA JEAL B ELFRAH AR F ) LA -0~ F L FE RE il (COMT) 2K L i -N- Fi B3 B8
fitg (PNMT) 45, {8 UK 2 90 .5 mg/mL~1 mg/mL o He ot BT A A SR A4 G135 (B AR TS - i
H AR 2R (SAMD « R ZUER (MET) = H 2 Al = H & 2 LN B &5 5 IR 0. 05~1 mg/
mL ; T FH R 22 3% 9PBS  Tris-NaCL .\ Tris-HCLH {4 —Fh, pH=5.0~10.0,

[0019] A& BRI G A B 700

[0020] 1.4 S5 WA AT BT AR « FRVB I SRR A N R s R S A i, &
W B ER B, INBEAL IR, VR AT R R 10~50 min, 4R 5 W22 A SN BEAL IR , B4 BT I
X EEE A B2 B AR R BORE0.5~2 h, Z G NN F AL B A TR 10~100
1, R 0.5~2 h, K ib 3 J5 FIFEAR L 7 28 I AR, 48 FAutoLumo 4 H sS4 Il 4 44T K
s

[0021] 2 4& M

[0022] 2.1 LH'E ERRRPURSFITC- 2 IR R Pk LB is w8 A7 , BERok
FEEAR S ERE FIRRPUAR R NP BUAREFITCHUMA, L BAR I P IR N ca A3
S B b AL AR 10~ 10011 43 B ANAAS R 1) S BEFLH s b IIA 10~ 50u 1 oRE 2791, 10~
100u1 A HTARIE W ; ¢ 37T CIR B 15~30 min, B THIAEE FIFPESRd IIA50~200u] FRic
BREMEI SR M BB e 37T CiRE 15~30 min, B T RIS FIHEVESIG EOIIANRGEY),
R MCAS 5 5m BE 5 g I8 I A VR it e 7 1 4, RR AR A AR D' o B T 550 LR AR MR A 1) 25
FRERSE.

[0023] 2.2 EW'E bR ERA 7 SOE R T WoRL, FERAR INFE B3R g ca A0 3
Jea B b FIAE AR 10~20011 43 B ANAAS R ) S SEFL A 5 b I 10~ 50u g HORL ] 5 ¢ 37
CIE15~30 min, B THIIAES FIEBE5d IIAG0~200ul bric A 78 BEVII S5 A1 2 I
e 37 CH B 15~30 min, B TR NIBEYESI T N K IEIERY), s M E 5 5% gl it
S i S5 I 2, BR A R AR MG o B T AR R AR 5 S EIR RS &

[0024] AR BHR F7S SUE bRV B GG ANFIVR BRI 25 VT B iR e viE i, 5L
S8 AN R A0 B B R A it (1) R OGAEL , SRIBEL, 43 0l LA IR FE AR N Xl , R OGAB I Log B A Yol AR
#5 (Lin-Log) WSHUT7 AT 25 .

[0025] gt FH b3 X 71 SR s I 2 FR b B SRR B 1 9 VA B AR SR B A E Bk R e e 9% oy
BEAS, BT I AY 5 R 6 5 88 40 BT A%t A Aut oLumo 4 [ Bks: I 23 B A4S GE ) 22 [ A2 4 T
et AR A FD .
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[0026] A BIIAE mAE T Ta IR 7 BUA = LR EA I 15k 5 A 2 Je Xt IR
I3 mP 25 FRE B R A e R A DA R PR A A B R P R S A 2 AN TR PR
BRI ERRE R 5m v ARV R A A 07 58 AL DL S S AL R i 25 B
JiR R HUAARAR B I S B 455 s BR PR G FZ I SR A0 3 B0 05 7%, A f st I 8 e A rp i) 25
RS i B o A Yl G SR SRR 3 5 1 » A AO SR SeBls i) B shik , B
& % A IR i PRAZ T

B 135 BR
[0027] [ 1A A i Wl & S HPLCH A R R

B A

[0028] T~ i 368 ack L Ak SIC ot 451 % A D B i B 0 R U B, DARE T AR A RN ) 3
fift

[0029] Ak BH SEjiti 5 o By I 25 VS IR Bida 5 —hudk R MR AR il s BE 4 (HRP
ALP &K F AT AR S8 oK T AT AR & NIE) SRR T 4B N A7 S 15 AR ) H R TR
/NI

[0030] A< B At ) 8 Hh R TE 2 A2 BRI 4H 70 (491 Gn i e v 5 — 6 B 22 P 5
B AME DL S 211 2H 43 (1) B 37 A, 26 25 2% S 38 mT DA 4 HE By Ja AU 1Y) o IR AR 30 AT, 75
A IAT VRN E B AT o AR BRI 0 7 1 b AR VRGBT S 45 22 BR AR mT 2 J8 By i A3 )
IR AT .

[0031]  sjtafoll fle% 25 HV b 20 R S e s it 7 6

[0032] 1. #fl) &[] FH AR AL

[0033] il Pk F oK VR A 1) 1 % = T ST ot FH A B MR TRk i 22 3 1 O35 B VAR RR ) PBS 2%
MR M52 ~ 53k J5 {8 FHEDC \NHS 2 — i AT I Ak, W& A0 Ja I R TORR 5 2 95 ~40 ng/
mL A8 I A 2 AT — T VR AT B B S R B M sk 2 0 3 e S A P R P
G, ERIF N, 2~8 CHIEERIER .

[0034] R I 7 T il & a  BATORE 322 568 —HuAAs, b REATCREE BEPIF TTCHUA , ¢ G ORE
HEPUERE E R RPUR RN 27

[0035] 2. %I A N B VA TR

[0036] P2 MEHEL 7 Tris-NaCL (0.05-0.2M 4= IfiLi A 25 BSA (0.5%-4%) 2 JE b Ak
(ADP) (0.5%-2%) B P B IE T 2 R lE (IPBC-1D) (0.5%-2%) 58 £ % -4000 (PEG-4000)
(0. 1%- 2%) T #| il V25 VW BT, P 4% B 1 : 5000~ 1: 50000 I A SE FIZ BB R B, 15 Blla 3F
AIZ -HRPIA R b SR A ZR -ALPYA TR s o R AT ER - B oK (ITAEYD AR R - R B KA
FTAEYD HW e R R - NI O R ATE - IV e SRV R G 3 2 52 ~8 CIRAF 1+
H.

[0037]  3.H#il&EH'E LR RIURIER

[0038] P 2B 7 Tris-NaCL (0.05-0.2M 4= IfLi A 25 BSA (0.5%-4%) 2 JE b Ak
(ADP) (0.5%-2%) AP B IE T 2 R lE (IPBC-1D) (0.5%-2%) 58 £ % -4000 (PEG-4000)
(0. 1%-2%) e AR A A B, TR% IR0, 5~10 ng/mLin AN LB FAR A, B HIFAk
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VT IRE Y S G 2~ 8 CARAEA H o

[0039] 4. M| &FITCER L FE FIRRPUIRE R

[0040] | FHChadwicki®, ¥2 mg/mLi 2 HE F RPN pHS . O i R £h 22 vt
BT UKEE I, 3 % BRER SN /K VA A fRFTTCHE NN 200ng /mL, —#F S BB A, 7/E0~4°CUKF
W, TERE S PN L RF S 18~ 24h 7 0 iR 51, 45 A e e Ja , ARt i 2 S R R bk
W0, 2500 r/min, 20 min, B ZEHADERVTEY), A EITEF, HE TR+, A
pH8 . 02 M1 Eh 7K 0~4 C UK E ML 1% .

[0041]  4ifk JGIFTITC- 25 ' R = PR+ iR0.5~10 ng/mLin A BA_ b5 A BCHiIlFTTC-
ZHE EIRRPUAER IR A YIS G2~8 CRA7F5

[0042] 5.l & FEAE MK

[0043]  FREX1.0~5.0 gllia —meds e A i 17250 mLEEA 1, IIAN50~250 mL4lifk,
K BRI AT, BUEAR MR, B4 IIN100~500 w1, 3 3o ) BRI B4 L 3 5945 A1 , B B 37
CHETF

[0044] 6.l & EEALT

[0045]  HEHL— 5 AARAR AN, N- — FF L B R iz (DM , ) B3 & e A4, 741) , in N DM e 4t 3 58 4
VA AR TG /K % (CH,0HD , BER #h 22 1 (PBS, pHY5. 0~T7.4) , BLIN AL 771 4
WEN1~10 mg/mL, iR E I JE2~8 CLRAFFH .

[0046] 7.l H AL EE

[0047] 43 S B PR JE AL BG4 K0, NN . 25 mLE 44k K 47 1 TC 1) PR R (A Vs v (5
0.1~0.5 mg/mLHEALAA) (COMTEELZE #i (1 moL/L Tris-HCL) % H .18 F B F# /R fR1:1:1
REQREJE15 minAEAD .

[0048]  sjtifs2 A< B &) s T

[0049] 1 REASHTALTE : BURBASIIRE A 10~50 wl T —EE 4 F SR A Bk, I
1000~5000 wlfHEELSE M, TR 2% B #0.5~2 h, B EWARIAT, iiN2 mLi4ifhK,
IR e LB 2~10 min, B2V, B INA100~500 wlff)HEE S i, &L I 10~100
w1 I mEAL R, ST RV AT, PR % 28 BT 10~50 min, B 2230, N2 mLig4lifhK , ¥k
Yite LEY2~10 min, BHL100~600 wlRREE M, IRas L RH0.5~2 h, L LiE10~
100 w18 296 I M H, i FJEAL B VA 10~100 wl, ¥R 4% FiE%0.5~2 h, {4
AutoLumoZ: H BNl 73 ACEEAT RS )«

[0050] 2. kGl : DA SR AR IE B R Y L H S _EIR PRI IR LA B HH BURY) IE Uk
TAH BRI G5 A1 < 75 S5 S AR H 43 T3 N 28 0a Ak B8 PR R 4 i FTREAS , e 345 45001 /4L
FHAL BIINNBESORI TR B 20 wl, #E 550 wl, FLARIAERS50 vl 841537 CiRE 15 min,
Ve BRI 6 IR LI SE M ZOE R R EE100 vl IR 2537 CIB 17 min, WEilPEL61K%,
FEFL 2 HUIRN R PIATR R PIBI %50 ul, IR AIJE1~5 min YA I A& Yo qE , 188t A vhe i it 2%
(o] B HH AR AR PR A P A

[0051]  Sjitifs)3 A& BRI B PERE A

[0052] 1. GEEA

[0053] 7= R (LOB) : 5 #E3E OfE 1) 2 IR IR FEAS , AN FEAR H 5 3R, 3L fi4 KR , 15 2160
A SRR SR B B
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[0054]

2k (LOD) : LOBHASE Ja » S5 3 Ak T 1 ~ A LOBRIRAE I R AF A, B MFEA B R

3R, 4K, 13 2160 H ¥«

[0055]

[0056]

[0057]

[0058]

Thie REUE (FS) K FILODSZ 6 H i B s , 5N FEAREAS B R MBI, &
DMEEARE RN 12 R T AN FEA R Y1E L SDRICV% , B 21T 20% 9K B A Thie R
K17

Rl A B R R A )
REE HE
B (nzml) F2HE (nzml)
LOB 0.459 0.503
LOD 0.591 0.564
FS 0.601 0.631

RUTIR B — R WS HE BRI S A B2 20,601 ng/mL, 55 —HEREASVEAAAS 1K)

WEZ0.631 ng/mL, ¥ 2 ER

[0059]
[0060]

2K 5 ARG

7 59 DU b R HE AT RS 5 RE K8, 7 ol P A ot A PR v/ o /AR AR A, LR

SE 20000, THERLIE W IR AL 57, U3 4 AN 3R 2 R 3PTR
R AR WG s

[0061]

[0062]

FiiE i s M s E
Bt E2 4l

B (EE} (ﬁﬁ) (=g (I
ng'ml fz'ml nz'ml nz/'mL
1 43415 11426 47123 10196
2 41576 116.57 44621 109.52
3 43864 120.56 464 68 101.63
4 466.69 10431 47630 118.65
5 451.02 112.08 39909 12463
6 47740 12182 43097 11707
7 43243 12567 40930 100.54
8 416.71 08.71 436.18 11497
9 40526 107.93 46365 100.90
10 47327 117.03 44077 106.44
11 45397 11194 446.99 11035
2 465.57 109.15 41651 11894
13 44418 104.76 42616 111.90
14 44526 12687 41797 111.05
15 43576 112.00 46283 127.18
16 44827 120,51 477.03 107.83
17 40597 11042 47105 11216
18 43357 10528 474.00 102.02
19 470.19 108.30 45639 106.71
20 166.67 103.63 42383 12349
F13{E 44390 113.06 446.70 110.76

SD 2212 7.74 24 51 824
E'ﬁ?ﬁ 498% 6.85% 5.49% 7.44%

CV%
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[0063] %3 AR AR AR LR

B AREITERNEEE
Bl =2l
. (EiE) | (hiE) | (EiEY | (=E) | (hiE) | (KED
BERE _ .
fiz'mL ng'mL nz'mL nz'mL rig'mL nz'mL
1 46523 | 15487 | 5593 | 42831 | 12014 56.10
2 41480 | 15890 | 5573 41787 | 14666 5124
3 46969 | 14799 | 69.90 44722 | 14441 5092
4 49827 | 14282 | 6886 | 44007 | 14606 58.63
5 40610 | 13230 | 6231 41470 | 14351 6031
6 46574 | 13772 | 5930 | 47040 | 13640 5587
7 47034 | 13421 | 5715 | 41592 | 14633 §5.10
8 39567 | 13031 | 5686 44848 | 13953 53.76
9 45757 | 16224 | 61.19 43420 | 11610 61.32
[0064] 10 40687 | 13871 | 3322 10624 | 13395 54.09
11 44712 | 15382 | 5953 | 40953 | 13446 5547
12 41329 | 13570 | 55.01 16346 | 14161 64.06
3 41581 | 1433 5676 | 41971 | 13236 35913
14 41172 | 15479 | 5916 | 46906 | 14273 65.12
15 44699 | 13831 | 35964 43185 | 14658 63.40
16 3771 | 13751 | 35661 40943 | 141.00 61.58
17 40926 | 13905 | 359.76 44838 | 11732 6436
18 45628 | 11849 | 5543 | 45404 | 11606 55.58
19 39523 | 14995 | 5460 | 45988 [ 14395 5659
20 44776 | 14740 | 6487 | 42183 | 14877 60.34
T | 43702 | 14292 | 5909 43553 | 13735 58.68
5D 3042 10.84 452 21.02 1045 453
— -
Rii 2 696% | 759% | T64% | 483% | 761% | 7.72%

[0065] 2. 3L ARRY] AL 7 A M /N T-8%.

[0066] 3 A Wl 58 S 2% %

[0067]  FixLZ LB LR P AR EIRER HAR LS EREM AL B A
KPR E R T, 45 R T RAPR

[0068] %4
EE EHE FIRE (%)
BLRE <0.02
EHELRE 100
[0069] el =l i % Mk <002
HEESFRE <<0.002
HEEZHEERE <0003
TREEE <0.001

[0070] 445 R « A% e Bl 6 A 32 BEA8 X o 28 SR B3/ 0. 06% , 5 A I Bt 771
‘T,

[0071] 4 A5 W Bl5RI Gl PRV E 25 1%

[0072]  FIZA S WA 7 45 AMHPLCIR] B 5 404511

i PRAZ W B b i g o 1 2 v L T v % A
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FL IR S A FECIR 55 R LR 7Ok S5 PRIBRE A, S5 HPLCAR G M LI 1:y=1.0423x+0. 471, 1=
0.9799, Ut B A1 5 mT LA FHROXH I 4% 20 R 1) S A2 W A T 3R 3 B o
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600.00
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40000 e
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