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0, B — WBERSE 23R I 2 45 A S TSR 250 - 3R & VR, 5 2 A B PR
it s Sk fS YR PR DU N Sk R 2 2 v B AR, S L A Sk 2k 2
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KA E T
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DR T A 3 75 2% o B A5 P e FT R DR BT IO I o ey, SR e S PR AR Sk Al 2R 2
1) B 3 LA AN = SR U B T B AR, ORI T RIS SR (W AT SEVE 45 AR ST IR TAE AL
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TEASINGR, SEBL T — AR ARAR S0 2 R 2RI, 62 T T BXE B - W R IAE R
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[0048] & 3 ALEEHI M~ EE .
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[0050] & 5 WARE HIIRAR I
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[0054] " aARSEjEAs] o BT AT A B SEES T VAN R RERR UL, 20 TV

[0055]  SEHts] L AT Il B — PG IZ 4 AR 2 A = B8 Uk Ik 70 2 ) A e

[0056]  — & T-H &Ariiik L%

[0057]  FraRGUAL AR TRALA& 2 B, o 1 ORBIFL S 2 TR T RSk AR 254 5 v FE St
W - AR SR iC A = R 5 e FETUAE — AR AR il L)

[0058]  Frid A & A ALl L% B A AL 2E 3 (I 2 AT 3)

[0059] Pl fl AL 2% Hh R T 1 Sk A S 25 W e E AR — AR e hric A = SR FUkCRr 5 1
g — BAREHRCY AR, IR 251 SAr iR gk &5 0. 20-0. 25 u g/ml ;

[0060]  —.i4Ls% (B 4 fE 5)

[0061] PTG 4R AR AL FHRCAR  A5E it MR AT S M7 IR K #8 L R FBEZEL R

[0062]  FITIAHE LRSS 4, S MR 5 MR 7K E#S 6 FITERIF L 7 A IR 322 I 286 U5 76 BT i JES AR 8
e B RS R O 5 RN A I 5 OB R PR R i 5 W K B, A RSO I 1R v S R
BRI G SR 55 5 W 7K E 1 R -5 JECAR R AR I 0 5%

[0063]  {RAE 7 7 55 AEAE S RACER b Pk I g, ARSI S R AP S B REAT MAX A

[0064]  FTil MR b A7 R 2RI 28 40 ) A 2k (1) 9-1 FIA I 2R (B) 9-2 LA J&— 2k 4%
2 (C) 10, P ARA I B Fl— 2% o 45 26 35 09 -5 BT i il 4R 2% A AH 3 L) 26 A IR, T afcan i 42 7
TR T MAX FRICE P ORG IE — 0, 5 4% 2 A7 T30 5 i A3 MAX B R ERAP B ) — o DA
TR SR B AE R S — o A g v, DA AR 2% I W K 3 — o A g, =4 (C) PR S e BLJEE
IR 7K B A v AH I ) — S 9 5—-8mm, K2R (B) FEES Fi%4k (C) 4-6mm, Rl 2k (T) FEESA I
2 (B)4-6mm. 2 (T) WAA =R NL PR - 86 E Ay (=850 - B HE
), Rrillg B) A LKA - BidE MY (CGLAISEZAY) - 5076 B & B AT
W), 4 (C) BMEA EDURIUIiE,

[0065]  JEAR A PVC JEAR s 4% it MR SC B R MR B A s W 7K S8R K AR 5 s 2 I D9 Tl T 41 4 2%
JBS s BTl ORI PE B B AR 47 5

[0066]  H% iR IR RS S AL L 2% DL A TFL 28 4H 2 iR &, 7E 2 ~ 8°C IR
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A7, BHROH 12 M H.

[0067]  sEhtifs] 2. St | op B R n) £ i 4%y v

[0068]  — i B &

[0069] A& M & iE R EARE N PR

[0070] 1) 7ERFLEE Bl &R T Sk AU SR 2 Wk = PR P — AR S Ar e R = R Sy
SPEPUA - AR SARLP LA, I L Z S AL A |

[0071]  2) il & B A GOHCLARZGY) - HARE AR IR NZ B) A =R& i
JF - AR E BRI (T) FAgE s RV TR (©) HIRPIE ;

[0072]  3) % 2) il £ 4 1A M2 S5 A5 T IR AT L W 7K 8 L R R TR 2 28 R AR 5%
[0073]  4) 5 1) A1 3) il & 4T (VR T Sk AR 200 s s B AR - AR S hric A = R sl
B RS — BAR SR e AL IR S I 4 4% I FL 4% DA R AR FL 2 41 285 il 7 o

[0074] "R IGA P THEAEUR

[0075]  (—) A4 Il &

[0076] 1. BB 2%

[0077] 1) kTR - BARE BB GRS %S

[0078]  SkFHZRZW RN T, RA %% LR, A )% R I, A BEE R AL 7
PENE, WAS K FEEE ARG A B s k.

[0079]  a. SRR - SkFBRAWEETE A& (OVA) 1B E L

[0080]  HU:kF1TE 2 Cl6émg AN Iml — HF & FR Wi e (DMF) V5 #4592 VE W 1, B 30. 5mg 11
EDC ] 0. 5ml F7K 58 Al fa , FEREFE A TN ZNATR 1w, IR 24h 13 BB 1T 5
HY 40mg 4-IiE A& A (BSA) 5 5ml 0. 0lmmol /L pH7. 4 SRR Eh 22 (PBS) 1R A IR¥%
VAR, AR BNVEWL TTT AEREAPEEE N B VE M 1T BRI BAWL 111 h, 255, S TPk
B 6h 433 [ SR TV B B - WEBEISR 23 S I 4G SR TV B NIEBT 48, 4 CiEfr =
K, 8, T -20°CLRAF 4 H .

[0081]  b. A4 JE K% — SkFB2ZH 5 A4 MiE B & VR B A R

[0082]  HULFAITAZE Clomg I Iml —FESEHBERG (DMF) ¥ fE43 BV 1, B 24mg [ EDC
F 0. 5ml [F7K 5E &G, FERCFESA A TMANBITEWR 1 h, IR 24h A3 BV 1T 5 HX
40mg YIE H & H (OVA) 5 5ml 0. 0lmmol/L pH7. 4 HBENRER MK (PBS) VR G , IR VA i »
BNV 11T s7ERE I BEHE T WV 1T B INNBNAWR 11T v, %58, = T HFE R 6h
FRB S SR IV BN B — WSR2 5 o OB TV 2 &R 28, 4CET =K,
434 T —20°CARAE A H

[0083]  c. SkHUSKZW) - BRI 0% 2

[0084] R #ifhk R . kR, KSR - ik & O BB A pH7. 4 1 PBS T Ak
0. 5mg/ml FIVEWL LA 0. 01mol /L pHT7. 4PBS V7%, A 4N 066 v HAE P K 200-800nm iz [
W, 13 RIBUA B RIS 250 KSR 250 - Bk S R Bt 2. =3 RN
AN R UAC it 2 » 3 BH Sk R 20 5 384 B A B RS ) o

[0085]  2) . =ERFML PR - BAE MBI A RS S E

[0086] a. =EHFMLIURAR (K 6)

[0087]  HX 0. 64g =R FIR _Mef& A 1. 0g BRIAFRET, N 10m] MEWE , I N HiFE 24h, B2
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VT AL C B - K B AS AR B A B AR R, = REUIRIL 3R R B, BN =R
FRLAETUR a1 o

OH

S S

jmﬁ
%

0
|

i
/z\ ,;\
FaM M HHy

[0089]  b. i EHIHIS - =RFAICEHE S S UG AER BSA) BEYA

[0090]  HX 20mg =R E &L P, V&M T 1. Oml DMF 1753 235 1, FEX 15mg 1) EDC H]
0. Im /K FR VMR G IO ENVE VR T b, SR A+ 24h, RIWTAS BVAM 1T sFREX BSA30mg, {12 78
A VEMRAE 7. 8ml pH Y 7. 2 () PBS Hh, VAR 11 B EAR RN D) Bk BSA v, TRIET
ke 24h 1R BAW 111 s 0. 01mol /L PBS 7E 4°C T iEHT 3 K, PABR 2 R I BLR /N4 o
BRI S %, T 20 CIR74 .

[0091]  c. BLBEJEIH] & - =R IUR S UG A& AR & R

[0092]  HX 20mg =R H &L LU, VT 1. Oml DMF 1453 235 1, F-EX 15mg ) EDC H]
0. Iml 7K7E 3 IEMEE IMANBIEW T, =R 24h, BIASIEW 1T sFREX OVA40mg, 12 78 75
FAAAE 4. 8ml pH A 7. 2 1 PBS H1, WG ¥AR 11 ZM SN2 ik ovA R, FET=IRF
ke 24h 15 20AW 11T s 0. 01mol /L 1 PBS 75 4°C N &EMT 3 K, LARR £ RS /NF4
1R B R %, T 20 CIRIF% o

[0093]  d. =EEHEIUR - BARBBA R % w

[0094] Rk =REIEEPUR SRS LU - Bud & O A A pHT. 4 1) PBS
BC A% 0. 5mg/ml VWL, LA 0. 01lmol/L pH7. 4PBS YH2&, FH 4840439650 BEvH7E I K 200-800nm
JEFE NI, BRI EA E O S RFERCEUR S SR FIEE PR — 30 8 A AR 1R IR A i
2o = HIASFE R RIS i 2%, R I = R mUL P S ok R B ) .

[0095] 2. kTSR ZGHHRN = T FURE ¥ B0 v B 40 A4k 1) il 2%

[0096] (1) ffill %% Hd

[0097]  a. ZHGI%

[0098] KB R 1 18R FIR S IRIE NS Balb/c N, SEFIEN 150 0 g/ R, AT
H= AR B -

[00991  b. 4 afRA Ao FEAL

[0100]  HU4H)% Balb/c /N BRAIML, % 9 @ 1 (BURRCEL ) 65 SP2/0 HBER 41 iumt &,
7 12615 B AR 0E 3 Wb Sk S 25 ) B0 o e U AR 11 Sk 7 S 245 ) B8 ot IR 24k 58 R 4 MR R 4 i = 5%
FUl 5 v B AR 1) = SR U B v o 2 S R At M ke

[0101]  c. AHMLRAFAIR 5

[0102] ¥ %28 R 41 M FH VR AF U B 1 X 107 /m BOAH IR0, B R KR . B %
I B R A7, SERIRON 37°C KM R i, B9 0 L BRIRAF UG , BN RN B 57

[0103]  d. HsdBEHUiA il & 54k

[0104] M ERFIRVE KGR0 E T 40 fe s =L vp, 76 3T °C 41 R BHAT 85 3%, A1 %

[0088]

10
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R — VAR B 120 453 B B SR 0EAT 24k, 15 B R SRR B, —20 CLRAT

[0105]  FriR4H s’ 3524 A ) RPMI-1640 35 3525 Hh s in /N A L5 A0 i B U 8, 158 /N 2F 1L 7S
AU FR AL R 2R IE N 20% (IEA 5 &R ) , MRS I 40 fu s 77 3 i 2K
HO0.2% (REASEE) k4750 pH A 7. 4,

[0106] 3. 2EHT RITPUAMI T %

[0107]  DAZEAE A RIZ a0, LA BRI Sy S It Jo i I A 25 04T S0 0%, 159 B £ 30 SR L
k.

[0108] 4. B IEFEHUER — AR SAR IOV B 2%

[0109] (1) Akl

[0110] HMEEEFKE 1% HER (WT sigma &7, ™ i H x5 T09041) # 8
0.01% (MEASETE), BWTMMESR A EhHE 5, & 100ml 0. 01 % & IMA
2. 5ml1 % ATAR IR =4 (T MALEGR, 7™ B 55 BG11-AR-01KG) , 4R B4 i
LA AR 2 AT AR RN, A AT R IR AR RK . A I AR e AP Al S T
DLE ALY o

01111 (2) BraFEduE - BAE SR IC B 6] &

[0112]  FEREA34FE T, FH 0. 2mol /L Bk PR A VA B A4 4 1) pHAEL %2 7. 0, % 50100 1 g HTAA /ml
FRE A 4o A 44 1) FR AR e Y R 49 Sl N, 38 Sk 7 SIS 25 4 B o B B A R — 5 Uk B e e
14, BREE PR EEIR ST 30min, I 10% BSA & BSA 7E B S VATR TP 2R EE R 1% (FEFE 4
), # 8 30min. 12000rpm.4°C 5.0 30min, 3¢ IS, UTIE B A MR BEETRIR,
RN WIUE AR S AR AR 1/20 B35 2% 1Rk Uie B8, 15 2 (1) Sk SR 259 B s B S dd — B
P AR IO BN = S FUL B S PR AR — AR SR IC MV TR IR 40 5 8 50 w g Bt /ml
VIR, B ACHA.

[0113]  EVEZEMPE S ER & A IR 80 119 0. 02mo1 /L. pH7. 2 IR Eh VA, Hh g 25 1
VBN IR EN 0.05% 0. 1% (EFBE5& %), kil -80 £ B A2+ 1K)
RN 0.05% —0.15% (iEHSEE) .

[0114] 5. EEFERESUIE - BARSAR IR T 2 AL 2%

[0115] [ flALE& NN 50 1 1 KIS 254 5 vl B HAA — AR S AR i 50 1 1 =R EUK
By FEDUE — BARSARICYD, TN TR, W BHR E N -70°C 444 T, TR 4h Ji5, H
T L4h, BORTECH, 159 2SR AL 5% R T Sk A SR 254 5 v B HiAA — AR SAmic i =58
U AT BEPUA - BAR S AR e IR o kTR 2GR R MR — AR S hR e TR
TFEM0.20-0. 25 v g/ml s = REEFEDUE - BAESAR I E T2 0. 20-0. 25 1 g/
ml.

[0116] 6 4% i MR ST 2R (1) 7 4% 46 A ot W YAC 3 BB T 2 BSA (BSA 7E 22 i v I 4 K 2 o
0.5% (AFIESEE)) pH A 7. 2.0. Imol /L BEEZ £ 22 M2l 2h, 37°CHt 2h & H
[0117] 7. LRl &

[0118]  fUgfit e IS PRZE MBI Sk SR 25 — AR 17 1 VB IR B 2 10mg/mL, ]
Biodot M RACK: H AT T REERAF 4k Z I L (AR (B) =N 1. 0 n g/cm’; FIBEERZE 1T
B = R EIEEPUR - O A& AR RS 10mg/mL, A Biodot i EACH: A T4
BRAF YR LIRS L (1), BAgEN 1.0 ng/cm’s H1 0. 01mol/L.pH 7. 4PBS Ly £ 91

11
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B TG PUAMRER] 200 1 g/ml, H Biodot s EACHE HAME T HER A4k 2 i I miz2k (O,
=N 1L Oug/em’s BB IRE T 37C4M N T4 2h, & H.

[0119] (=) #HBOFRAE R

[0120] 1. iX4KZR 2%

[0121] g AT I A ot MR AC | e 92 i R 7 | R 4 AR I 422 D 280 UG 78 T IR JER AR b 5 458
W VAT 3 1) R g 5 I I I ) 2 v A 32 5 s 82 R 1) A i -5 W 7K S8 ) 465 o AH 32 » 58 RS Y 46
i 5 JER AR PR 265 S 4o 55 VR 7K PR R g 5 TR ) A s bt 55 5 8 2H 28 B i AR A% (R R U R — I 6
W LR 5

[0122] 2350 a2t

[0123] ¥ Lk DR 1 153 2R 4045 AL Sl FL 2% M o FL ZE 240285 il &, 7E 2 ~ 8°C Y
WEH 42, ARUH 12 M H .

[0124] = 3R & 1 R BB AN S P A B

[0125]  (—) REJFAEK

[0126]  # B- WM IZRAY) - FHER G EZREN AR T HER R ALIRER . R 5 78 AR Sk
I FA R F R LR AT B R RIS T E B R R G DL = R EU AR
et (B E Dr Arrh [E SR 2G 0 IR T ) MBI T ARIRE :1.2.4ug/L FEHERG;
1.5.3.6 ug/L A FEHFER2.4.80g/L P ;3.6. 120 g/L EMHFER.AMTE X,
MEB R ;10.20.40 v g/L ZER VUM, KRG 520.40.80 1 g/L Sk FUWRER ;25.50.100 v g/
L Sk RS 345,90, 180 1 g/L SLHIMELE :5.10.20 v g/L kA& T :25.50.100 u g/L =E 4
. BT IRRECN pH N 7. 4.0. 2mol/L (KT IS £6 22 ik

[0127]1 ARG HATRE I o BRR A 5 SR PR AL R ) L 2% R n 200 w1 A
il TR AL, R B Smin o, B AR IR NAT I, 45 RN i B - WERIGCREY) :1lug/L B E
FG6:1.5ug/LARTER 2ug/LIIEEA 3ug/LAMTERBEERANTER ;
10 1 g/L ZE R VUMK, LI 5 520 1 g/L L AIWRER ;25 v g/L Sk AU #2 545 u g/L SKFIMERK ;
5ug/L kg T 525 ug/L =R FULHT, W4l a B R/R IR AT DL =50 20k 26, B
P4l 2.4 ug/L EHRGC3.60g/LAFNTHER 4.8 ug/LPTRFIM ;6,121 g/L K
MEHR ATEFERANNEFER 120,40 v g/L ZERVTMASL MR 140,80 v g/L SKFNRER
50,100 1 g/L kAT FA 90,180 u g/L SkFHMEIK 510,20 u g/L SkFIE 70, il 4R i 45
th, K2y (B) ANEh, BN 24 50,100 v g/L = RGN, WAL IR 4 B0, 16
2 (1) AR, 2R R, RRIEXT B - WEBIRAMRa I R USSR T HHERG
2ug/LLATREHER I /LIS 4ng/LoRAMEEEFER 6 1 g/LABEFEHER 61 g/LNE
R 61 g/L ZERIGH 20 0 g/L kTEMERT 20 1 g/LLFOURER 40 » g/L kI A2 50 v g/L.
SLHIERK 90 b g/L Shf0VE T 10 ug/Lo AR Snt = B FUAG PR 50 v g/Lo

[0128] (=) Frrihidin

[0129]  FER M F A8 R B E R TR, ;e fR Puik 55 45 M AN [R () I Ji o e 1 Rk AR 45 A [ e
Fo ARFNEX B- NEIZEZY)  BFELR G A TEE R =K EREFER AFE
R NHFER RO LR | Sk AR R Sk 7 gh A | Sk AR 7= | Sk 7 e RS 0 B 43 31
AN 2wng/L.3ug/L4ng/L.6ng/L.6ug/L.61g/L.201g/L.20 1 g/L.40 1 g/L.50 1 g/L+
10 1 g/L.90 1 g/L s ARG S = R UHAGT IR 4y 50 v g/Lo K2R gy i KA 254 (3w

12
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CREZ 3R 2 CG VT el B2 R BE IR R i i3S B RIS R W B = L
KRB EESE VIR K ) A pH oA 7. 2.0. 2mol /L [T IR £h 22 v BOEAT R RE . FH St fa] 1
IR R AT R DU, 25 R OR o O RE R SR w2 TR VDT RGEE BT R R B T
KUY AT RLKAY KRN ERE EEEE T 5 S ISR Y R R R 7E 500 1 g/
L IR BEI, G445 i — 45 S5 45 0 R T 45 A6 M 22 1 S €8, AT LA AR i 7)o R i e 254 A
IR

[0130]  sEjafs] 3. ik 4E 4 I

[0131]  — FHsLiEs] 1 e iR Sk A g5 B - MBI A R = K5k

[0132] AR PR S ml DARE I AR R o — MR I 7 v F

[0133] L A&y i

[0134] M EEAE AL LAl 2848 4, 1908 8 Tl Ll R R sl L 46 v 3 m 7 G 0 O A2
VAR, 13 B L R 7RI RE VB VRUIFIR A VAR 1L, 1R 215, I bmin, KPR 4E4 12 5 MAX £k br
0 T AL, 78 Smin WA S5 8, W 7 iR

[0135] 2 K& &5 G A e

[0136] B - WEEIZRITAEZREL (A1) = BEFUAERR bt S T B T3] e LA
BRI, BRAE iR B - WBHRSUAERT (1) =RFMGE S, M FERE I 2 4 KK 72 4
RNAS 22 5 K SRR IR B () = RF AR 455 A HIRAL ke il 2 (B) B
(A1) Rrilge (1), 2. BIMEREMECR S B - WA R &0 =R A, £
DR TR D PR TR 5659 SO, fr il 2 (B) B (A1) ka2 (T) PAAFiHE4k (O
ZEMA R WE 8 P,

[0137] B Jdm4k (O) Az (B) AAL LR (T) #swm 4L sk, FURH P, A<=
T, WK 8a Fir.

[0138] B - WBERZRZW EFHME sk (O FARMZE (T) Bon a4k, miAs il 2%
(B) AW, HINBHME, I “+” Fon. WK 8b Frs.

[0139] =REMEEMM FiELk © Mgz B) Wi Ha sk, kil (1) A&
o, FRFATE, F “+” Fox. W 8c Fix.

[0140] B - WELRZRM =R RN 2N sk (O SontHa s s, g (1) fiks
WzE B) WA EA, FONEHME, H “+7 Ron. WK 8d Fin.

[0141] B FEZk (O) AWoRZL s, WIT Al X (T) Mg (B) & & HILLL
BT, ARSI R 2. T 8el.8e2.8e3.8e4 FiaN.

[0142] T B Az .

[0143] 1. fBPHHZ N E

[0144]  HZEak LC-MS/MS S i VR 2R G RE i 50 40, 2 ‘5 o 18504, FEAE i FH AR & B4R
SRIEATRE I, VR AR BH 12

[0145] 2558 +AE 50 47 B PR 04 ol i, AR A A I 45 SR R A B 9 12 A% B ik 2%
B FHMEZE R 0.

[0146] 2 {9114 20U 5

[0147]  HUZE LC-MS/MS S i BH PR 2= W5 RE 5 130 40y, 43 5 4% R0 A0S 0 B9 P2 o I 75 8
RCAFTHEER AR AR EER ATFER NETE R ERIOK, LA, Lk

13
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i St R S Sk AR T Sk AERR = R, BRERZGMIERINGS 10 A0 RE KA i A R
AR TR, TR AR TR

[0148]  Z524L «AE 130 1y BHVEAF DI i (1090 5 r, AR ARAS I Hh P BH PEAE ot D O Aoy, ABUBH TR
N0 AR B - BT =M =R EU A5 &nl AR B - Bk
PUE AN = JE U B AT PR A M) o

14
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