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CON 104341357 A W OF OE Kk P 1/2 5T

L R AL HUE T2 HOEIA T SO T
P LB T2 B HRT A -

T2

AR 100mL = HUR AR 10mL BEIE 3. 2 g A& ZE R IR 5mg 4- &I
MHERE , 60 C /KA AL ) i+ 2 3PS 5 O3 UL 10mL MERE R 2. 9 g 40 RIE FHiR 21 o
= FOH A, AREEBERE N 3 K SR AR g vs, LR @ U - SR PR AR R
121 SAE NI R R N EFR sk 0. 092 MPa. 60 CZEMH 10min Bl i 754, 15
BB PR s GRS I TR AR EE A 10% 1) NaHCO, 7K ¥ ¥ 22 AN 7= A2 v, i g8 Ry
IS WAE pHA. O BRYESCAF R E A T B EE 7K, 7500 r/min B0 8min, JETF60 C AT R
H PECRIE PR T2,

2. FHBURIEL SR 1 BT IR 77 15 1 AR IE B T2 il & AR e s R PR 72, H
FRIEAE T < FAECRIE PR T2 58S B RS &3 2 P AR E S R2PiR .

3. ARPEAUH TR 2 Fridk B B A e 2P R T2 14 B 48 60e se A PUR R v, HURFHELE
T TR EA S B A T B8 E BSAVKY OVE F B 1 OVA . REAL I & &5 [ KLH. I ¥ 85 [ LPH
SR A IMLYE A& A HAS i —F

4. MRPEBCREE SR 3 Bk F B A EmE 2 BUR T2 4 AR E 58 PUR I 7 v, HASEAE
T4 50 11 100 1 PR R ACRRE SE PR T2-ZD-BSA, PR -

(1) FAECRIE PR T2 g4 A FAECRRE PR T2 A DMF % i#, 4% FACRIE PR
T2 @ EhEREE/RLL 1 2.5 VR G, ShIRVE M IMIRE N IN, 7E 4°CF TI¥4 30min Ji5 , B ES IH
B 1 R T AR EE A 10% 9 P A R ANV, LAE Ry — IAL B A I 2 05 BE 5, R i 4
SN 2h, 15 BIE AL AR IE TR T2 3 s

(2D BSA I ECH B BSA, $2 FAURREF- PR T2 & BSA FE/R L4378 50
1 J2 100 @ 1,41 0. IM pHI. 6 [P IR #h S B fidt , Forb s g 1) BSA WK EE KT 3mg/mL, H
TR £ 22 v 55 DMF [RRFREL 4 5 0 1, 7351 BSA ¥

(DFERPURPIHIE AP (DT 14, dmg/mL 3G B ACFIE HUR T2 % ImL 8
MR PR (2) PriS 22mg/ml. BSA ¥ 1. 5mL &2 3mL 1, =3 T [ 12h s PBS 22
FEHT 3R, IR K 8 Yk, HIAE 3] 50 ¢ 1 K& 100 1 AW Al A ERE 58 PR T2-ZD-BSA.

5. MERURIE R 3 BTk B R AESIE PR T2 #1448 50e 58 A PUR R v, HRFHEAE
T2z R T2-GA-BSA A BLA IR T2-GA-OVA P20 38N -

(1) FECRIEEHUR T2 054 F FCRIE PR T2 FH DMF ¥, 4% PR IE B PR
T2 D RTEERNEERIE 1 0 1.5, 7E4°CTR, iR R M. 2h, FRTE SR 25°CF MY 12h, 153
TEAG T R PR T2 W

(2)FAE I E HBSA & OVA, FAFE-HUE T2 © BSA/OVA [FEE/RELIY N
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100 : 1, H 0. 1M pHI. 6 [ITRIR £h % Ml i, Forh S A5 I B R FE K T 3mg/mL, HLBRER
M S DMF R FRELEI4 5 0 1, 13 R84 8 E BSA/OVA ¥

(3) FEERESE PRI & PR HI& 1 14, 5mg/mL 364k [ AR IE 21 R
T2 WV 1mL, 1230 0 205 58 (2) i £ 1) 22mg/mL &5 [ BSA %9 3mL A2 OVA ¥ 3mL 1, &
MR R 24h, F PBS G2 iBGERT 3 K, WA HIK 8 IR, RIAS 31 FY A0S E F iz IR T2-GA-BSA J¢
A4 JEL T2-GA-0VA.

6. FRCRIEEK 2.3.4 8L 5 Tk 77 20 % 1) R 48R e 58 P R i, JURRIEAE T <ol
B A SE A BUR AR B 2 s BEPUARL / SR se BERTAAR, FH TR AR 48R
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—MBRETESFE T2 H&TEeEmEAERNEH

B
[0001] AR B B — P A IE B R T2 4% 58 TR I 7778 OV A, & T T
PRI

BEHEA

[0002] = FF 48 % % W2 g (Trimethoprim, TMP), X 4% FF 48, 7 mE, F1 — B4R % i w8 g
(Diaveridine, DVD) #/&—7Fh — S EEmE g 28 1) — S BRAE R B HIF), B 64 A0 K, A
WK, s T84 S AL B OVE TIK QRS NIR . AGHERE BT, B E A
SRS, (H ST S W SIS s i A 2R AR RIS, T ORI B R SR P AR R N
RO ATVATT RS R B L A B T IR S B . (B AR R (R GR i o A
FAG B4 AL B 8 T2tk Imust A g Fed sl fe F . FRE Aol
FBR IR H AR HNS TMP 7E S AL 2R b 1) e K% B PR 0 (MRL) i T e , b R #0L
EOTMP bR EMETR R A 5, HoAE & & WLA S R DL fa A | i S5 2 2R A 1 MRL
B4 50 u g/kg, KRB BRI E oA R A A28, HARR S AR 2R B 20 MRL {E28
50 1 g/kgo

[0003]  TMP 1 DVD [\ &5 X1 F -

Trimethoprim (TMP) Diavernidine (DVD)

H AT B 6 TVP (ARSI v 32 B SR B v (O R A it v (HPLC) i B
FHYZ: (LC/MS) B IR H0 5 W BfHZ2: (ELISA) e R iR 4R 451455, IF H - E 4 7E HPLC AT LC/
VIS SEAES T 7 v b o R ASCRS 7 V2R TMP ARSI A UE 5 v AR AERE Sl il 2 S 2% R
B HRAE N D 2 0 B SR i A AT A B A )R A SR o, S BRI AR i, BTG, TRV
T KRB A g PR £ B I3 PR AS I (R B2 3K o ELTSA AR i 4V 8+ 0% o
P AR, HA 50 i ) R A TR S e A ) B 3% e AR 6 i 5 S SRS v iy LB A, 36 1
KEFEA I PRSI .
[0004] Pz o M T AR BEAE T 60l R S PR DR AP UAA IR SR AT o H T A7 A0S Tt 2 S0k
B, AL 451 TMP N THUE -4 s FRGE i EDC ¥ EEULIEE B S TNP 4> 1 e A B,
BB EA . HET MP EAAIE—AEE, #ie S 5 RNV, FIERIKEBY 2 —1
REW, 40 ik e S AR BN I BT X IX R A 0, PUAR R MR RS &%
IR K5 o 107 H, F T TMP S5 Hh 2 28 b5 W e A% LR AHIE , 2% [R) A7 PH S5 2 K 3 3 S e R R
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Bz, Pl s U IR RIBUZ A AR

[0005] AT W FR) AR IE 2 iR T2 SR T M e A% — i ) 2 BB AT A2 A TR A, 2R 4
AT B 5 S PR 5 A I T AR e RIEATAE ) CTMP-HS), iZ AT A o AR IE F- Bt 12,
B AR IE PR T2 53R SR A B R S RIE e e bt

EBRE
(00061 7 W) Y 12 H XA PR B AR T4 s AU P 46 1 S LA
el B AL SR T2 (46 TN SRR SRR
[0007] A IIHEA 7 56, — AR L HUR T2 914 %,
R L T2 5K

T2

AR A 100mL = SO AN 10mL mEiE (3. 2 g A2 FE K R 5mg 4- 2
MEIE , 60 °C 7K i INARHE ) B Pt 22 T 5 3 LA 10mL IEEREVS AR 2. 9 ¢ FRARCRmE R 21 iy
R ZFH A, AR BRSO 3 K SRR s, CLFPEE ¢ PSR - =& R AR
1oL SAE RN REIFFRIM S S N ERE s98% 0. 092 MPa.60°C 2518 10min #4258, 153
BT AR s PREL I T AR LL A 10% 1¥) NaHCO, 7K 22 AN T 7= ARV 3, o 8 I 1Y
IHE AT pHb. 0 BRIESSF T B4 T Hh Tl 44, 7500 r/min B0 8min, JEHF 60 C LRI
N FARRIE PR T2,

[0008] K FARFIE PR T2 5 A S UBRBE G & 15 3 AR s i

[0009]  FTIA#R AT A 2 L35 A BR A BSAVRS ORYE A 8% 1 OVAL REAL I 5 2% (9 KLH. ifL i 8%
1 LPH s A M3 (2K 1 HAS i —Ff

[0010]  Jirik AR AR IE B T2 i & A FIE se Ui 7%, #4650 ¢ 1 &% 100 @ 1
PR AR AR E S8 PR T2-ZD-BSA, DIR -

(1) FFAECRRE PR T2 B354 o FAECERE PR T2 H DMF % ff, 4% B 4R IE iR
T2 @ HEREE/RLG 1 0 2.5 9RA, ARSIV EE A IN, 7 4°C R T4 30min Ji5 , RIS T
P i) 7 0 2 AR LR Ay 10% 1 M A R B R, LAVE B — B Ak A D 2 0 PR 0, Rl i S
I 2h, A3 B3GR PR AECRRE BB T2 ¥

(DA BSA WU BC ) HBSA, 18 R AFIEHUR T2 ¢ BSA BEIR L4318 50
1 }2 100 @ 1,41 0. IM pHI. 6 [ £h e s i, Horb s fd 5 1) BSA 2K T 3mg/mL, H.
MR Eh 22V 5 DMF IRAARREL A 5 ¢ 1, 753 BSA W

(DFERPURIHIE AP TR (DT 14, dmg/mL 3G ALK B AECFRE - HUR T2 % ImL A8
RN ER (2) PriS 22mg/ml BSA ¥R 1. 5mL & 3mL 7, =9 T WY 12h s PBS 22
FENT 3R, AR HK 8 Yk, BIAEEI 50 ¢ 1 J% 100 1 KPR AR ENE 56 PR T2-ZD-BSA.
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[0011] Pk FRAECRE BT IR T2 il 45 480 E 58 R PUR B 57, il 2% S Jit T2-GA-BSA &
L4 R T2-GA-OVA [r2E 18 Ky

(1) FEECRRE PR T2 g4 o TR RE PR T2 A DMF % i#, 4% 4 FIE PR
T2 D RNV R 1 L5, fEACTR, Bidk M 2h, FRAE IR 25°C R MY 12h, 13 3
TEAG T AR RE PR T2 W

(DA EAFRIBCE HUBSA K OVA, FECRREFHUR T2 © BSA/OVA (1R /RELE A
100 © 1, 0. IM pH9. 6 FBRIR $h 2% phislws i, Foh s A5 1 8 VR B K T 3mg/mL, ELBRIR
G S DMF FIARFR LIS 5 0 1, 3 B4 /R 8 1 BSA/OVA %

(3) FEFIE S PRI EIA KD 38 (D) HI45 1 14. 5mg/mL 354k 1) B 4850 21 R
T2 ¥ 1mL, 120 I 2P IR (2) Hi41 22mg/mL &5 BSA ¥V 1. 5mL K& OVA % 3mL 1,
FIE T R 24h, FH PBS & BT 3 K, HIA0K 8 Ik, BITS 3I B4R 9% Jit T2-GA-BSA
K A4k JE T2-GA-0VA,
[0012] il [ 4 R mE Se PTG A, I AW e sE PR s 19 31 2 e R B iRl
/ B ST DR, F TR R AR R RE
[0013] AR B G B0CR AR B4R AL T —Floki i) R AR 0E se PR & O i, Hsg e
PRI AR S ) PR AR E PR R A, A AR HE R S ) PR AR e R B A
HCA AT BE
[0014] S50 45 SRR B, AR % BH LI 40 0% s W45 BB LIMTE 200 T ik 27000, 212050 )
WREA 3. 14ng/mL, KLPR A 0. 36ng/mL, &AM AL X R B ZI/INT 6% 7= AL PR
e R R AR B BT R BT R AT 5 7 MG 2 W B 2 A7 7 V2R B R ik
SRR W » AT FH - BRI RS I 5 ) PR AR R AR R

Ff B354 AR
[0015] 1 J& FARIE e PR A RN E e K .
[0016] 2 2 FAECIIE /)N BT 0L 35 400 1) 2 A6 I 7

BIALHEAR
[0017] IR SEHERE] A BT AL FH B9S2 56 7 v, nJeRe ok U B, Y08 8 U v
[0018] "Nk S5 A BT AT FH A BE RS, QiR kU B, BT IR 215 31
[0019]  SEjtifs] 1 FRARHE PR T2 [ &

100mL. =FUHE AR 10mL AERE 3. 2g KR FEZR IR \omg 4- — F & ZEnEmE, 60°C
I INIRE 1 ik B PEE . LU 10mL MERE AR 2. 9g FFVAECSIE T3 N 21 =30/, 4k 4k
PLFE R 3 K, R A2 s, AR EE @ D9Eens @ SRt o1 5ENE
TIN5 [ W EFE . JJE 0. 092 MPa. 60 °C 748 10min B85 4 i 258, 15 213 R .
W 10 % (m/v) NaHCO, Y&V AN P2 ALV, il S I 17 B35 WAE pHb. 0 BRME 444 N
S8 A EE A, 7500 v/min B0 Smin, SEBE 60 °CHLTHI 4 S HE PR T2,
[0020]  SEHffs] 2 FR4REmE 52 AR T2-ZD-BSA (1 &

H{ 8mg FACFIE-HUR T2, H ImL DMF %58 JF DL IN 2hIRVEA (T2, shEREE/REE A 1
2.5, 7E 4°CF W4 30min 5, 3 U DT EC ) 6 0T & AR AR LG 10% 1) M A B2 A s v, LA JE
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Ky — WAL AR 4O I 2 0 R, RSP SN 2h, 13 BITEAL B B AR IE PR T2 Wi, HX
BSA CEH{JE T2 5 BSA (I /REL 45 K 50 & 1 /&% 100 © 1), H 0. 1M pH9. 6 B ML £h 22 b
T, e AR S R AR KT Smg/mlL, ELBRIR 628 v DMF fLL 5 0 1
14. 5mg/mL #E A FFACRIE PR T2 FHIZEH N3] 22mg/mL BSA ¥ 3mL H, &R T R
I 12h, F PBS Z2iiB0ZET 3 %, WA #oK 8 I, RIA3 3 50 & 1 [ 100 @ 1 PR FFACRIESE
4P (T2-ZD-BSA).

[0021]  Sjtifh] 3 4% 5 (T2-GA-BSA) KA 5 (T2-GA-OVA) [1I7H4%

HY 8mg FHARRIEPPUR T2, A ImL DMF %5, 5 50 1 (T2 ¢ I P s N R IR B Ry
10 L5, fE4CT, Hitkk N 2h, FFAEEIR 25°C F MY 12h,  HUBSA/OVA CEHUJR T2 5
BSALOVA [ BE /R L34 4 100 & 1), B 0. IM pH9. 6 BRIEREhZ2 ik v, Forh it s A 1k
FE KT 3mg/mL, HAkERERE M 5 DMF I ARRRELBIA 5 ¢ 1. 3% 14. Smg/mL ¥GL I 4R
WE U T2 B2 R N3 8 1 22mg/mL BSA/OVA ¥ 3mL 7, =i~ O 24h, A PBS 2%
MRGENT 3 K, WA K 8 IR, RI43 21 B4R IE Sz IR (T2-GA-BSAD A gl Ji (T2-GA-0VA).
[0022]  sEjfiffl] 4 FARCSIE HLIME (1 &%

DLSEZ 5] 2 45 R TR AR IE S84 IR (T2-ZD-BSA) Sy i, 1 1 8 FA i T BALB/C
/INEROA BB BN R A 3 QAT S, g% N ER 5 o B AR S 770k < e lid
A RS SRR R SE R NR S, ok i B S UE &z Jn 5 S RRUIE A e ek
FNR G, FLWIF G I 5 T 2 A5 iz, BRRIRE 3 s s —iK.

[0023]  SEjfiffl] 5 FARCSIE HLIME I 52

K E)482 BLISA J7 26 0 My 25t » BARSRAE S IRAT -

1 AL Sl 3 rp A AR AR E A4 JR (T2-GA—-0VA) F 0. 05M pH9. 6 B IR £h 2% i
WA 10Mg/mL FFUGAS EEARRE , INANBEAR AR AL LOOKL/ £L, 37°C M. 2h ;

(2) Yol KNI 2, R, JF PRSI PE 3 UK, K 3min ;

(3) EH AT )5, A 200uL/ FLEHW, 37°C M 2h, JEdka T2 H 5

(4 INFE BPLMIEN 1 0 1000 FFaFF LU RE, IR B #0688 FE gk FLH, 10OKL/
FL,37°C I Th s 78 PR Sa, TN 1 - 3000 FRE () HRP— 23T 16, 100UL/ £, 37°C [ W%
lh;

(5) B0 AEBEPRAREH , 78 0P8 5, BEFLINAN 100ML 1) TMB & (3 (TMB 55 iAW L
% 1:5), 37°C#EYE Y. 15min ;

(6) Z I E AFFLINA LOOUL 2% 1H 3 (2mol/L FRIRRIR) LLE b [, 4R 5 FH AR 1
52 25 FLI 0Dy 1E

(7D G5 AL DL 0D g0 (R T ECEE T BIPEXT ALY 2. 1 A% (BRI P/N = 2. 1) Frat i i,
T B e R A BRI O 1LY 1) ELTSA 240 o
[0024] ARSI PR « -2 i DL ARy S P )

HARRAE P RATE

(1) H Bk TR 4 ELTSA J7 B i e A w8 A0 4 IR R B A4 1) TAE R AE, LL OD,5, {ELAE 1. 5
2o A5 B BRI (R T R R T A TR B A il T AR MR A

(2) Gl B0 I A B0 48 2% b VB B 22 B i T AER A, 100ML/ £L, 37°C W 2h 5

(3) PR < J7 53R [F] LR R ELISA V2

7
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CAOECH] B AR ARV F B A8 TR IE ARV A 0. 0lmo 1 /L pHT. 4 () PBS ¥ VU BC il 1
Img/mL FIBERE, R, FENOFERT, B3 0. 01mol/L pH7. 4 1) PBS A% LU BE 7R 2R A

(5) INFE BEFLINN BOKL A% LU ARRE [ AR 480 e 5 I R AR 2R 5 N 50uL/ fLix
TEMRAS BN PLINGE, 37°C M Lh s /B3 WS, IO 12 3000 #4%¢ 1) HRP- =EHi ] TG,
100KL/ L, 37°C ]2 V. 1h ;

(6D BALNY. AL BRI, 78 73 VeV 5, BEFLINN 100KL () TMB & (3, 37 °C gt [
R 15min ;

(7) &b E AFFLIIN 100K 28 F 3 DL B N, 4R S5 AR S0 52 44 LI 0D,
{8 ;

(8) £ R AL B + DL A AR R IE & 9K B2 B0 IO B AR AR, DL AR AR R e 5 R FE TR [ OD {H B
55 EURIEWR FE A Z IR OD {8 B, T ELAR B/B, A PALKR, il brdl th 2, vF S Em ik &2
ICsy5 CHI OD 50 fEL M ARVEVE VT B I1) Ay T B 21 50% B BT Y. (R A v i R D » WIS 2 B
AT AR E 2 AR

(9) s FAE I PRI b v ot 480 ol P A0 T e W e | Tt fi PP e L gt fie — PP I
Figh iz — PR AR R I ik e SRIOBR PR K 2% MR P 8 255 L R MR ) Dkl P AR 1 R VD 2, R D
B 1% BRI E 1Cs {8, Ik HAT )R M

X H (%) = 1C;, (FERIE) / 1C5, CRIMD

SR 3 IRE R, 45 RECEIE.
[0025]  £E RN, T, D RPUILTE AN T IE 27000, AN HIHKR A 3. 14 ng/mL, A8
B4 0. 36 ng/mL, #IM HIAE X N HIE /T 5%,
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