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A RN 100mL = 20U AR RN 10mLIEE . 3. 2 gXf & FE KB R . 5mg 4- - H AL
WE , 60 CoK W INITE AP HE IS VETE s LA 1omL MEBEVAAE2.9 o FF A8 A5 0E I 2 Frdk
ZEUEH , RPN 3K 5 SR R v, DU R DY ARIR = S e 115
VB R FF R % R RLBEFE 5 YR 0. 092 MPa ,60°C 7815 10mi nl- 37 751 4= 38 28 28 , 15 21 28 iR
W) 5 2k 45823 o o = AR B EE S 10% I NaHCO3 7K ¥ W 28 AS i 7= AR VR ook, 3o 98 3R 0 3 A
pH5 . OFRVEZ&AF T B 45 i th A Al 442, 7500 r/min 5 08min, JEPFE0°CHETRI A HF H R
WE P 5 T2,

2. BRI SR 1P ik 77 1 il I B A0 E - P R T2 il 4 B AR e e JR I s,
FRAEAE T 45 B AR 0E 1 DR T2-5 B 8 1 A D il 2845 21 FR 48R s AP il s

B #8044 85 A 94 ML3E A 82 U BSA U IR F 82 1 OVA L 2L AL s 25 I KLH. If ¥ 25 [ LPH
B NS A & A HAS 1 — b

3 N AR EL R 2 BT IA R A e 2 B R T2 1 44 FF R 0e SE A U R 0 5 v, A4S EAE
T il 85011 A 100 LFY Al AR 4R IE 58240 5 T2-ZD-BSA, IR A «

(1) F AR E B BT 205 AL « 0 B A0 P P JL T2 FHDMEVA i, 4 R SRl P40 B T2
RS EE R 11 2. 5IR 4, Eh PR VAR MR N IN, AE4A°C T FvA 30min i , 32358 v 03 BE 1l ) R
EARFLE N 10% 1SV AE B AN VA T LA VE Ry — R0 Al 40 D) 2 06 £, Ak i bk S R 2h L 15
BITE AR B AR E PR T2 I

(2D 704K 25 A BSATE VBRI FC ] « BXBSA , 42 F A8 R WE - P )5 T2 - BSABE IR EL 43 71l 950 0 1 J¢
100:1, 0. IM pHO . 6B ER 522 MBI fift , e R fif Ja (I BSAVK 2K T 3mg /mL , LR PR 55 %
PR DMERAR AL 46195 1, 43 BIBSATE I 5

() FEAHU R i % DI (D BT 4214 . 5mg/mLIE A 1) B 48, 0 21 37 J T 292 W L mL A
WEINE R (2) 8 22mg/ml. BSAVAW 1. 5mL A2 3mLA , 2R T & B2 12h s FIPBSZE phi B T3
K, BHIE] k8T, BIAE- 3150 1 K 100 - 1% 95 ol B 46 584 B T2-ZD-BSA

4 KRR EE R 2853 i i FH FR 405 1 e B B T 2.1 2 FR A0 e 58 AP R I 7 vk, JLARRAE
72T+ 48 0% JR T2-GA-BSA S 4% JEL T2-GA-OVAR B IR Ay «

(L) RS AR E BB ST 205 AH « 4 FF A0 P P J5L T2 FHDMEVA i, 42 R 4R P40 B T2
I S BB JREE N1 1.5, fEATCTR S b R B 2h, FAE 2 25°CTF M1 2h, 15 BV AL H
SARIE R T2V VR 5

(2B H VAR EC & : BUBSA S OVA, F AR E - B IR T2 - BSA/OVARK) AR /R EE 3514100
1, 0. IM pH9 . 6 K Bk IR £h 22 Ml i » e A VA I 1 B8 IR B2 K T 3mg /mL , HLIRIR £5. 52
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TS DM AR AL B 5 0 1, 15 2138044 22 I BSA/OVAIA L

(3) SR IE 58 4 U A Ml 2% R D BR (LD 26 1 14 . 5mg /mLi AL IR B 48R E 3051 T2
VB mL , P N2 25 PR (2D il % 1K 22mg /mL 82 A BSAVEVRLL . 5mL S OVAFE R 3mL T, =i T %
224h , FHPBSZEMBIE T3 , TR # K 8K, RIAF 21 FF AR E S % SR T2-GA-BSA K B¢ J5i 12—
GA-OVA.

5. HIBUM ZE SR AP 7 i il 26 (1 FP AR e SE 0 SR O 2 T, FLRFAE AE Tl I 280w
SEADUE Y AT B 2 T FUAR A/ B e A4, FH A I R AR
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— MR EFNEFET2HE T ENIRNTERNH

ARG
[0001] %k BH ) B — iR S0 RE P IR T2 1) 2% S8 e JUR R TR KL I T T AL 3%
AR o

BEEA

[0002] = HAH MW IE (Trimethoprim, TMP), N 44 FR AR S 0E , I — FP 4805 i s g
(Diaveridine,DVD)#R & —Fh — S FLMENE (1) S M- Bk JE R 55, B fu s i 2R oK, A
VTR A T840 B AR B 278 T IK RS A WL A B 30 RE 15055 , IR I AS
BT R AH ST S R S U A 2 SR A IS 8, T ORI S I SR AR 1 N
R, AR ST R & B AL AN R PR IR S B B o A AR 2 AN R 3 ORI R A A
MG IR 2 (E 25k & VR 88 T sh Wb, Mk A A4 (g BEs pl 1 35 o 3 6 A3 A
RRBE  H ASEER AT TMP 75 )4 23 (1) B K % B8 PR & OMRLO SO HE T s, v e [ 5
TMP AR AR BBV AR g, A & & WUAL S e LA R f ) L B2 SR 20 2 FOMRLA M
50ug/ ke, Wi B BRI HOAN R T 228, H A e HoAE M 28 S 2R i) MRL {4 50ug/
kg

[0003]  TMPAIDVDIK) &5 4=t R -

[0004] %7 %

Trimethoprim (TMP) Diaveriding (VI

(00051  E fj 3 B A TMP RS A ) 77 v 3 A AR € 15925 (LOO « iy 80U 23892 (HPLC) S VU5
I Y2 (LC/MS) Bl R S 33 W B 2 (ELTSA) e Ak 4 il 4R 450558 , 3 HL B4R R /EHPLCAILC/
MSEEACES 0 M 5 1 b o SRR T 105 A TMPAS: WU ) B66E 77 325, (A7 TEAE A ) 4 R 28 B E
BB E N G2 TR BRI R A Ak B 7 R SR s, S ORI, BV
T FE R B R A (1) RS 07 5 % TN 3 RS DU 2SR GEL T SAFI R A S il 4R SV SR T e 0 4y
PR, H AT B v (1) R B RN S e, A U0 P St A A 4 8 T SRS v iy L B A f 8, 5 T
KEFEARR I P I .

[0006] 4y 43 B 5 VAR IS AL T5 T IV e e PR 0 SR A SLAR IR 3R AT o FH T A7 75 T 2 B A
ARG TMP N LR A B — OB R EDCYE B B2 B 5 TMP 1 i &k B Bk, 1
AR S T AR T TMP A AL — AN, #Re 2 5 RN, (R 1S 21 1 AR A & — MR
END B JE L G I ST B AR & BT X PP TR A I, DA IR e e e A R B 257 3
IR K ZmA o 1 H., T TMP 25 #4 vh 2 2 5w g 4% B A% , 2 ()7 BHL 2 25 0 5 8060 08 A R
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%, il s Dk R BUEA A

(00071 A< Y BH 11 R S0 IE 470 St T2 A Y A2 () U AT AR HH Ve MR R 3, e id 24k
15 B B — 5 S P 5 ) 1) R SRR E FR AT AR A CTMP-HS) L i AT AE M R A e 5 T2
AR P DU T2 A AR IR R R R SE A

%R

[0008] 752 W) F 1) 2 e BT 0 40 Sk A AR 0I5 1 RS 1 46 O S R A
BRI SR R 2 B T2 PR e A v RS

[0009] AR BIIH AT %, — R AR - LR T2 B4 7

[0010]  F 4 Y- USR5 M T A

[0011]

[0012] B39 . 100mL = FFE AR IO LOmLAEBE . 3. 2 il 2 2K AR 5 . 5mg 4— — FR & 0k
MEIE , 60°CoKU INFRE 790 HE VA TE s A 10mL MEREEfFE2. 9 g 48 S e JF 3 i 2 By
B ZHR A, SRR R N 3K s SR 2 Ak, DL B DU SR = &R AR R
1254 R FF 7 s 328 S S HEFE s Yk 0. 092 MPa . 60°C 2848 1 0mi n 5 VA 77 4 3 728 78, 15 3 2 1
THCIR A 5 44k 230 0 BT AR R EL D9 10% I NaHCOs 7 V4 T 28 AN FE 7= AR VA b, el 98 9 8 7 B 7S M AE
pH5 . OB M4 1 T E 45 di b H 1 A i 44, 7500 +/min & 08min, JEHF60°CHE TR Ky B A
FHURT2,

[0013] ¢ FE AR Y Bl T2-5 A 8 AR R i i 46453 31 FF 4R s b it

[0014] ik #4KE (A A 4- M5 A & (I BSA IS BRI 1 8 1 OVA VRL L I W 28 (I KLH. I ¥ &
[ LPHER A L35 1 85 (A HASH (1) —

[0015] Py F A8 W 1 U R T2 1) 48 FR AR WE S8 A P JE i U7 325, il 4650 0 1 5100 2 1 Filr FR
EURIE SE AR T2-ZD-BSA, IR A -

[0016] (1) HF A FmE L Hu S T2 5 Ak o FF AR e P It JEL T2 HIDMF VA g , # FR 28R me 1 3t
JRT2: Eh PR R IR 1 2. 5IR A , EhFRIE MR IR B2 M IN, #E4°C T Filv4 30min 5 , 225 ¥ I I il
(19 Jo S AR AR L g 1 0% SV R BV T » LA Ve o — T A B RS D 2 W R £, ki bl S 2 2h
A3 B0 1) R AR - P S T29 VL

[0017]  (2) 344K I BSATA MR I TC il : EXBSA , FEHR A S me 2 i R T2 - BSAJEE JREL 43 731 50 1 1
J100:1, FHO. IM pHO. 6K RIR £ 22 sV fig , Ferbia i fa I BSAY K T-3mg/mL, HLBKIR £h
2% PR S DMP R AR AR LE A5 5 0 1, 15 BIBSATE WL 5

[0018]  (3)5E AP R I A4 LI FT1F 14 . 5mg/mLIG Ak K B 481 2= 0 JL T29 VR ImlL
1S N 225 B (2) Fr#322mg /mL. BSAYEWL . 5mL K 3mL , 36 N SN 12h s FIPBSZE mii %
B3, BATE) K 8K , B3 3501 1 A2 100 : 1f% 7 it B 480 I 58 44 JE T2-7D-BSA .

[0019] Py R A e 1 B S T2 1] 4% B 40 W 58 A B I ) 7 325, i) 4% 9 88 IR T2-GA-BSA J

5
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B IR T2-GA-OVAR DB -

[0020] (1) H AU PR T2 TG A 1 AR e L HU R T2 FIDMEIE M, #2 F 20 R E 1 4L
JRT2: % R S ML EEJREE 91015, fE4°CT , fi bt S B 2h, A 2 i 25°C R I S 1 2h, 13 2%
A AR E S PR T2V

[0021]  (2) B AT & « EUBSA L OVA, B A R 0e B R T2 1 BSA/OVAR BE /R L 35
100:1, FHO. 1M pHI. 61 Ak R #h 2% MR VA A , e v v i J 1 82 IR K T 3mg/mL , HLBR PR 6
Gz PV S DMER AR AR EL 1045 0 1, 19 2130448 82 A BSA/OVAVA TR ;

[0022]  (3)F 4 -RE 58 4 B SR A il 4% - B D BR D il 485 (1 14 . Smg/mLiG A6 FE 28R IE 2 41
JRT2VAEVR LmL , P83 I 2025 B8 2) 1] 46 1) 22mg /mL 25 FA BSAYAVR 1 . 5mlL S OVAVA TR 3mLH , 2
N S24h, FHPBSZE MORLZE BT 3K , A M) B /K 87K , RI4T 21| F A IE H0 0% J5 T2-GA-BSA A 045
JET2-GA-OVA,

[0023]  ffill & [¥) FF 48 R e 58 A0 R I B A, 8 3k FR 450 R e S A R S 05 45 B 2 s FE Bk
/B b B iAd , FH TR R AR IE

[0024] AR EHEIA 78 BOR « AN K IR T —FUB i AR e B R A i, 4
PGS T HA 1R 45 S P ) PR A0 WE 0 R A AR 7 12 L v e e P T R AU E R v R AR
FRNT] RE o

[0025]  SEAG &5 R B, F A A I 40 S )% S04 B IR 40 LIS A0 T 3527000 , - £ 401 il
WSEN3. 14ng/mL, K PR 240 . 36ng/mL , % AU 58 S N 28 351 /8T 5% o 17 A I AR 7 7
PR R R o AR R B 0 S BT A4 ] FH T 48 S G S 58 W B o i T Y A e Ak 4 4R
PR I AT FH T PRSI £ v 1 AR 4R E R B

M3 & 15 BA
[0026] &1 & FF 45 SE PR A R AN S 2 I
[0027] [ 22 FR 4 e /)N SR, PO L Va5 000 ot 3 7

BIELHEAR

[0028] "Rk sty op BT I B2 38 515 I TC R R UL EH , YR R

[0029] "Rk sty o BT A A B R S, i TE R UL AR , 30T RIS 15 3
[0030]  sizjifafg1 FRAECFome R T2 il &

[0031]  100mL =W H AR 10mLAEIE (3. 2g% K F R L Smg 4— - FF & &ML g ,
60°C K I INHAE F3H0 e 2B TR VE T o LA LOmLIH: IE VA AR 2 . 9g R 48 0 13 I3 = 20 o , 4k
B I SL3R K FHE 2 i, DA R« DY A0k - = SRR AR AR L L L6 e 55
W42 I MR I FE0 . 092 MPa60°C ZE 48 1 Omi n A A i 28 7 , 8 BB A eR Y 0 in 10
%(m/v)NaHCO I VR AN FE 7= AVl , 1k 98 3 VA5 BB i7e pls . OBR TR 46 1F N S 45 b i A
il 44,7500 r/minEgCo8min, JEHFE0CHET-RI A H 4 FuE 4R T2,

[0032]  sizjifafsi2 FR AR FmE 58 AT R T2-ZD-BSAM) il %%

[0033]  HYSmgFH 4 EnE L3 JH T2, Fl ImL DMEVAME T LA INEL R VR A (T2 Eh R BE /R LAy L
2.5),/E4°C T FvA 30min & , 3283 ¥ 09I 0 11 P 5 2 A A B 1 0% 0140 SV B R B0 R » A oy — Tt
A AIR A ) 2 5 S, Ak SRl S S 2h , 79 BV AL A B AR S SR T2V W BXBSA CE 3t
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JR T2 5BSAM BE /R L 23 BA50 11 /2100 1), O IM pHI.6 BRIR L 22 MHRVE Al , Ho P VA R IG
(18 R SR T 3mg /mL » ELB IR #6522 phf S DMERI LE AR5 0 1 B 14 . Smg/mLidg A4 [ R 48R e
N5 R T2V VNS S N B 22mg /mL BSAVAVR 3mLH , 2595 R 21 2h , FIPBSZE MBE T3 R
HHE) Bk 87, BIA5- 3150 1 f2 100 1P R HR 420 58 4P JR (T2-ZD-BSA) o

[0034] S5 34 325 Jif ( T2-GA-BSA) 2 A0 4% Jif (T2-GA-OVA [ il 4%

[0035]  HYSmgHR A& E0E o Hi 5 T2, H ImL DMFYAME, 5k B (T2 R B S EE R L A
1:1.5),fE4°CF , B Pt I M 2h , HAE =R 25°C T i 12h. BXBSA/OVACE BT T2 5BSA . OVA
[ EE /R EG 351100 1), FHO . IM pHI. 6 BPR R G2 PPl i, o R i i 1O B 1 VR B2 K T 3mg/
mL , HBRIR £5 22 MR S5 DME AR RREL 4510950 1 oK 14 . bmg/mLyd A4 1) F 4R IE T S T2 15 S
JEFE N2 2R A 22mg/mL. BSA/OVAVE M 3mLA , Z il T S M. 24h , FHPBSZZ MyRZE AT 3K , HA (]
TK8IK , BN 453 B A2 S IE G0 2% i ( T2-GA-BSA) S A4 JR (T2-GA-OVA) o

[0036]  sCjEfs4 HR 2 FWE DTS T il a4

[0037] DA S 52 il 43 1 FF 400 SE 4P IR (T2-ZD-BSA) Ay 4 1% i, 3% FH 8 J&l 8 PEBALB/
C/INR N B B0, SR IR ER e FRIBEAT S %, S /INBR B R o o IR AR % 7 VRN - 1 e L&
=05 IR 5 SRR IR S A NR A, IR % 1 R BUE &% 5 S SRR IR IR A s 4 i
FINR A, AU IS 3 HR T 2 sy 8 G 08, o 1) B 3 J i e 9 — IR

[0038]  sjfs5 HRZAFHE P iE i I e

[0039] S} A IE] 2B LT SA T V246 M ML V75 25 A EL AR D AN

[0040] (1)U Hk - g St 451 3 1) FR 45,5 e A0 i ( T2-GA-OVA) A0 . 05M pHI.6 Bl PR £h 2%
PR Opg /mLFFUR A5 LE RS, INBEAR AR FLH 100uL/ L, 37°C ) 8i2h s

[0041]  (2) Bk AR VA2, L, FF FH BRI B4 34K, B 3min s

[0042]  (3DEM 405, IA200uL/FLE W, 37 C Bi2h, Pk o it A s

[0043]  CADMNEE MG HUILIE 12 1000FF Ui A% L #8E , FH A B %546 B JZ B L, 100
L/HL,37°C R R Lh s 7873 Bk Ja » I 2 3000 F BT HRP—2 4706 168G, 100uL/FL, 37°C R M 1h;
[0044]  (5) W th MG EEARIR B , 78 ik s, AL 100uL ) TMB Y 29K (TVMB 5 iAW
Ebf9l1:5), 37°ClEN I B 15min

[0045]  (6)Z& 1L AT SE : BFFL AN 100u L& 13 (2mo | /LI BR R ) LA 28 1k [ b7, 4R Ji F A
A 58 25 FL I ODasofEL 5

[0046] (7O 5L : PLODasof KT BCAE T B M RESL A 2. 15 CRIP/N 2 2. 1) B i B2 I
T B e W R A BB R LIS I EL TSARR Y o

[0047] g AIAS MURE = E5 400 1] LA A2 o e ke 4 vz 0

[0048] A AAHAELIRAT -

[0049] (1D A FIRRIIIEZELTSA Ty B4 72 15 w2 Ak J AN 4 (1) TAE MR FE , LODasofE 75
1. 525 A B BT XS I () e 5 R A 8 S i 3 T AR MR

[0050] (2> o ppl i FH 04 2 p i e B 22 B0 AR MR, 100uL/ 4L, 37°C [ . 2h 5
[0051] (3D PeucANE A « 7 VA E IR LA ) $2ELTSAVZ: 5

[0052] (4P fil] 4 e A VA VAL < 4 P A0 R e b it FHO . 01mo 1 /L pH7 . 4 ¥ PBSYA VR T
Hil % Lmg /mL BRI, SR 5 ZE INRERT , F5 0. 01mo 1 /L pH7 . 4% PBSYA L% b # BR il 75 Bk
JE
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[0053] (5D A« BEFLANAN50u L Lk FROBER B AR e SR FE AR AR W, 285 BRI 50uL/ 4L
BB RS B LTS , 37 C IR L hs 78 43 Bk Ja » N 12 3000F5 BE[KTHRP—2E£ 41 R 1gG , 100
L/FL,37°Cle M 1h;

[0054] (6 W& SO  FFBEARAR B H » 783 i i » BEFL NN 10Ou LI TMB 2. 43 , 37 C Dt
S N15ming

[0055] (7)€% 1l A 52 « B FL NN 100u L& 10 A 4% 1k S 87, 3R i P B 130 52 25 FL K
ODus0fH ;

[00561  (8)FUHEALFE : DL H A IE 25K I 0T BN B AL Ak, L FR 4R 25 R 06T 2 (1) ODAHL
B-55 R AR NS I U A I K ODAELBo ) ELARLB/ Bo PR A8 K , 2 il v T 28 , i 55 2 B3 sl 9 72
1Cs0, CRIODasofEL A\ 25 H E I VRS (1) Ao T B B 509 FIT Xt B2 [ FR A R S AT 40 58 it I
T 0T R AR A T A R

(00571 (9):%& R A W 1) s 1 vt 400 Rl — PR 0 W T v o T fe PR v g ik e — PR
o s RN 73l el NP RN -3 7 el == R U T NN e NN o o=
BEWE ¥ BRI E 1Csoft, I it B8 X M %

[0058] A% W[z NZE (%)= TCsoC I FIE)/ TCso R

[0059]  SKES I 3IREL , 4 LA A

[0060] 25 BLNIR, Tifk o, /MR BTG AN AT IA27000 , A A 243 . 14 ng/mL, A ]
B 90.36 ng/mL, % AU AE S BLZE 35 7/INT-5%,
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