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REEASER. LER. UHRKBEDERIUM, X—RHERMIEE R, A2 HE
= [RBHMEBEA B M B AR U, B T & R . s KA SRR R s . 7
P REWIBIG . B, HUARTE & SR A IEA AR 56 2L KL 60%~90% LA 4 5 T BL4)
AR = i T 2B B P S HE AR



Rs R4 R3R2 R4 N(CHy,

Ri Rz Rz Ry Rs
AR H OH CHs H

£8%¥ H H OH CH; CI
+EE H OH OH CHz H
BHOEE H OH H CH; H

T

1 PUARE I YA R PTE R
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£y HARERETR
AVERREER. UHR. SEFMRBRAIERSENNE SRORHEBEE
1. SEEER Iy
1.1 55 5
AR SEHG BT FH (A6 2 R85 43 B 48
1.1.1 HEE: Ak,
1.12  ZfiF: fikal.
1.1.3 ERE % (NapHPO,4 12H,0)
1.1.4 ¥R (CsHsO7-H0)
1.1.5  Zf&D 4 —4%% (NaEDTA-2H,0) -
1.1.6  #[E (CeHs07-2H,0)
1.1.7 BEBRE ANV : 0.4mol/L. FREX 143.26g MEFREA 4N (4.3), FI/KIEM, EZ& % 1000mL.
1.1.8  FrRIRIE: 0.2 mol/L. FREX 42.03g FTIEER (4.4) , F/KIEME, EAZE 1000mL.
1.1.9 4 f%DY ZFR — % (Na,EDTA) ¥ : 0.1 mol/L. FREX 37.22g £ —f& VY .08 —4h (4.5) ,
K, E45% 1000mL.
1.1.10  BFRRE —A-FriEEE (Mcllvaine) 22 (pH=6.8+0.05) : ¥ 1000mL 0.4 mol/L R
AT (4.7) 5 294mL 0.2 mol/L FrEEFRIZTR (4.8) RAE.
1.1.11 Na,EDTA- Mcllvaine- F B H2 U : B Na;EDTA (4.9) , BEFRE —4H-F7 15 R (Mcllvaine)
ZZIPR (4100 5HEE (4.1 % vivev =1:1:2 EEIR S, A NaOH 8¢ HC1 ] pH=7.2+0.05.
1112 HERYEWE: 0.01 mol/L. FREX 1.26g ¥R (4.6) , F/KEM, ©EZHZE 1000mL.
1.1.13 HEE-/K (1419 : B SmL HEE (4.1) 5 95mL /KBS .
1.1.14 ERRHEVER: 0.01 mol/L. FREL 0.13g ¥R (4.6) , FIFELEM, EZAZE 100mL.
1.1.15 +% % (oxytetracycline, CAS: 2058-46-0) . VU3 Z (tetracycline, CAS: 64-75-5) .
% %i % (chlorotetracycline, CAS: 64-72-2) . 5® /% % (doxycycline, CAS: 24390-14-5) ¥r
HEYIT: 2H1E 92-98%.
1.1.16  +EZR. WUHEKR. B R, MmOBRMEGSER: 2mg/mL. #EFRI—E 870 L5
. MUHER. £FR. BAOFEXWWEYR (4.15) , 250 HEERCE 2mg/mL FIFR % &
il 2 T-20 C R4



1.1.17 L&ER. WHER. &5 5. MAOERRSHHERT: 250 SmL 1HER. UK E. &
BE. BAOBETIREMSR (4.16) 2 100mL RS, HAWEHRESZIE, |, /Y
JRIEE N 100pg/mL, A7 TokFE, R

1.1.18 Oasis HLB [EAHZHUAE: Waters, 300mg, 3mL. # A& @ 2mL FEE & 2mL 7K
TiAL P, PREFAT AR .

1.2 BB R
FREX 1.0~2.0g fEE R E T 50mL iy sz RN O H, 7250 H 200 200 10 mL HEHUR
(1.1.11) £ 25°C FHLBIR S HEE 3 ¥k, HFK 20min, 15°C T 3500 r/min &5.C» 10min, &3F. 1

TEL

1.3 [EAHAERUP IR
1.3.1 [ A/ S AL S 30

WU 2 mL B EE, 2 mL /KiEfk HLB A (1.1.18), B SmL CVERR FHEERIRE M BiswL A
1 mL/min (¥ Z it HLB #F.
1.3.2 2% B985 Bk 550 i R Bt

WA 5 mL 7K, 5 mL HEE-7K(1.1.13)3k%E HLB A, FFE2Mm M. BEHMT 5 min, H
5mL 0.01 mol/L FER-HEVER (1.1.14) Lot HAr¥. Vet il A NaOH ¥ 2 pH 8
Y18 5~6, FEERSREIRET, M1 mL KIEMERRE, T 0.22um JERE, .

1.4 FF & 1 ik 21
HHUIEAE S TE = NIRRT, SR FEAL s R S i 0.5mm 7, &
FRE A B TRRATE, TER BB

15 At I E
AHUEFES A 1.2 1.3 1.4 AP BRAGAC R T v OB Tt R A e I s BEAT A o AR FE £
B IALENE, AN E R .

2. HgiREWHE
2.1 FRIURAF I %



2.1.1 SEHGRFh ik 5
HI T TCs J@ @SR Ismrt i &y, HAMRRNRINTE, B 58Ea 78S, W
EDTA F Mcllvaine ZZ 1. SCHRIRIEFI ] EDTA-Mcllvaine Z&hi B b R, 1B A HLAEDK
TR HIA R IIRAGH, TREURURTE 70%-84% 2 7] ARSZEGAHH ¥, EDTA-Mcllvaine Z%7
W AN AKAE RIS RN REUAE AR, 193] TCs /-3 (B . EHhar i, TCs )R
SV TR BURR, TR S5 R BE T 7 4 H I I A o 5 BSUR BBURE IR R P PR LA I T IR A 22, T 2%
PR Z BN R 2R KA R R A KIS S e, J19 3 T LU Al B R0 (0 B = B
Rlitk, TERZACFRLFRE & E T HPLC A3 RIE Ny, 5 24k 0 790 b R LA AN R K 1

(A) HEE;
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data004-20140324 - 114558 raw
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A

ol

dptd007-201 40324125413 raw

T T[T [T T [T T [T IO [T T [ IO T T [T [T T I T I T AT [ TT T[T [ TTT TTIT 7T
2 4 B g 10 12 14 16 1a 20
B

=1

a0.002] data005-201 40324120545 raw

80,003
0.0
f0.005
RN LR RL RN R RN R R RN RN RN AR RN RN AR RN LR NRERR R ARV RR RN AR LR N R AR R LN RRRRR AR
] 2 4 6 8 10 12 14 18 18 20
C
100,00

&0

B0.00

datal0s8-20140324-13 1657 .raw

oo bl bl

LI LI L L L L L AL RAL NN RN RN RNt RN R RN RN RN R RN AR RN RN R
2 4 B 8 10 12 14 18 18 20

D

K1 AR TCs FEA R 7] iR P B

(B) 0.1 moL/L Na2EDTA-Mcllvaine ZZMER (pH=7) 5 (C) Wl (8%,

8% HEE) ; (D) Z&MK

84% 0.01moL/L ¥,



2.2.2 FEBGHE H FEE LA AR AL
A5G %P EDTA-Mcllvaine 2R 36 S B AR, 0 BAsbiA T4, (H2 P
FROE P G s AR, SR S I 22 1 o PR ) B 1 T DA BhAR b AR R IR LR
AGZIGAE 1g 19 10 SHEPUNERE SN 500pg/mL TCs [RIIEFR 200uL, VKAF b & 202k
K, HHAESBEEFSHARFT . 25 1.1.5 (Mcllvaine Z2743:0.1 mol/L Na,EDTA: F i =
1:1:2(v/v), pH#)7.2) HIHA 1.1.4 (0.1 moL/L Na,EDTA-Mecllvaine 22 pH £ 7.2)
PENIRIGHE, ARG 1.2 Fb BRI R Inbree, HERE SR 2185 R 2.

?D.El]—i d[ A05-20140404-153044 raw
88.005
B5.00
B4.00—]
2mg |
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B

2 PR P U 2R
(A) EUK: Mcllvaine ZZ#¥7:0.1 mol/L Na2EDTA:HEE=1:1:2(v/v), pH=7.2; (B) #EEK: 0.1 moL/L

Na2EDTA-Mcllvaine V4

ME 2 A DR, A (WEEAEZ MR ELBIE R 50%) 3RS T B (WEEELHI N
0%, Wi BHTELZ IR 38 0 2 0 oo v] U H AR SR B RCRA3 B R IR o BEAh, ARSI
AR T FH R A N HEE LA 23 R 20%F0 70% 1V AR N FR IR, ARAE 1.2 125 BRI
EIRINBREE, HERE S A5 3053 B8 BEIEER S EARY I W IR, AR e TR AR PR DR /N SR ) R B I 2 26



i, iR 3,

LLULLH
SO0y 4

J0CHMD
S
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i 300

" ﬂ i ‘j

OTC

& 2%

1 3 R I T LA B (W

ARAE B 3 1% P LA AT A, BRI ) B L, 2 KRR S PR R . (H2 AR

¥ 2.1 W g, RS S ECEE ) B H AR MY AR T S R B AR 72 . fi H HLB

AR REE S OAKAR, R AT S T 5% RS B H AR AE bR AR R 2%

I 45 5% o FRIMGAE BT T A 2504 SR B v o 2 FP I FH 80O B, S BBOR  HY E 2 SAEEIR

R, B0 E bR R e A ZE AR . PRIIE A Mellvaine £&9:0.1 mol/L Na,EDTA: H
E=1:1:2(v/v) BVHEE S EESMRAIE 50% RS RAE A A R EUE -

2.1.3 $RIUHK pH B 6 HE U 2R I S

34k, BT pH A AR R HUAE RIHRIG™= A, ARSI T A E pH E R HGR
AEBEIARRE h, ERE G X% B AR AR BEAT AR Sy, BRI

7E 1g 1) 10 SHHUEEE S F IR E A 500ug/mL [ TCs VAR 200uL, VKAEHERE £/
Ko M8 Mcllvaine Z2ii MECHIF M, ISR ABRE 9 HH, 5 NapEDTA K H
BER G T, ERIGRZ pH fEY 5~9 Z 1), Y5 1.2 BDBRRE _Eak nbete, AR i As 2
ZiRE 4.



50000 ~
45000 -
40000 -
35000 -
30000 -
“pH=5

g
T 25000 -

"

“pH=7
20000 - pH=9
15000
10000

5000 -

OTC CTC DO

4 ANJF] pH EXHR BRI
MR B 4 W, A8k SR BRE S A A T I AE R PRI (HARE S R DUM 2P R A
pH>9 [¥156 T 5 o3 AFD),  WCR A pH=7 7 43 (AR BURAE y B 28 4R A% 1

2.1.4 $RHUE B AN FRH 18] [ 3%

IR FEAR B R AR R BRI K50, A SR 1 AN R R HURAR 3 Ak BN b
i, FREFRATR .

7E 1g 19 10 S HUIERE IR EE A 500ug/mL f#) TCs ¥R 200ul, SKARH i E 202k
K. F 20mL ¥ 0.1 moL/L Na;EDTA-Mcllvaine Z& AW HITE 20°C 25°C. 30C. 35C 42
B 20min, 3 0.22pum JEME, AR UG ARG 245 R 5.



140000 1

120000 -

100000 A

L20cC

80000 -
[ .
i} w257
# .
60000 - 30°C
357
40000 -
20000 -

0 -
0TC TC CTC DO

Kl 5 SR FEN SRR A R
M1 45 RPN, SRIGE B AN B R4 OTC HIFEHRE; IR TC SRR KI5
Wi )& e g nJa jsb s CTC MFRIRCREEIR EESE T FEE&%; DOXY [HR BRI B w1
TGN, RSB PTAERAE SR T S0, I Pid R IR KRG ANR &, &Za%
JESLIG N SRR ERIME, Rk =R 25 CHEN IR .
HUBMAR 2 5 18] R AR T AR A R 58 a5 B 10 DUPAZSRAEN IR & I el 20
min [ AR 2 BEAR, AR W UAIR 5 1 18] %€ 9 20min.

2.1.5 SRR

N T RSN SRR, AR SEIE S AN I AT 1 R EE R BB . % 500pg/mL 1R
PR A RE A 125ug/mL 1 25ug/mL. FREL 1g 181 10 5 A HLIEEE & S IREERERE &, IR 2 1 °F
ITFE, 43 AN 25, 125 F1 500pg/mL 1) TCs 845 200uL, BUHNFRE 7371079 5+ 25 F1 100mg/kg.
IARFELEVKAE h 8 20 K. [FIRS, DARBURIECH] R VbR IR AR, Shilbrdith 2. 20
SE R JE AR b it 28T B S b B S AR R AR B AT b, A B R . AR 1 [
WS 25 0 ) W A A P BRI

TERFIEAE T, AT, AFEFPSEIE HUACECR A R — R B0 S 1 EeR G —
225 B T EE B A iR D 2 FARERE R AH R TR A HL-To WL = & AR DL K% IR 2 2
B CRRIUVECR IR 1A 15, HAREECR ] LUAE] 100%. X F 20K 2, Mo iR 2 m
AHZEIE GREUSERENE 1B), FARESE, MO HRBUIERER—1E, 7E 75%~105% [, A
s 1.



SJF-30 (IREEZZREAE)

NINE

1

5 mg/kg 2
P

1

25 mg/kg 2

1

100 mg/kg 2
T

SJF-10 CHEHLAE)

TCs %mE

1

5 mg/kg 2
1

1

25 mg/kg 2
T

1

100 mg/kg 2
1

2.2 [ AR R LA

R 1 DR R I R

(A) REESZRENEFEILR

OoTC TC CTC

89.58% 101.95% 115.14%
108.92% 97.09% 119.84%
99.25% 99.52% 117.49%
96.85% 103.73% 103.64%
99.95% 107.35% 105.84%
98.40% 105.54% 104.74%
106.66% 106.06% 104.91%
105.63% 102.72% 101.15%
106.14% 104.39% 103.03%

(B) 10 SHHULHRBLH

OoTC TC CTC

83.45% 76.67% 81.09%
80.04% 77.58% 82.81%
81.75% 77.12% 81.95%
83.17% 83.90% 102.41%
88.12% 88.31% 99.53%
85.64% 86.10% 100.97%
83.51% 80.42% 84.89%
83.72% 80.87% 86.47%
83.61% 80.64% 85.68%

DOXY

102.41%
100.69%
101.55%
105.40%

98.94%
102.17%
108.75%
105.12%
106.94%

DOXY

82.52%
83.99%
83.26%
80.37%
81.02%
80.70%
86.67%
87.58%
87.12%



2.2.1 EH S

HLB [FEMZERUMEEEC R G, REVENRAE, KL C18 #, &M T KVEH
pH {E P8 FH 2R I8 B 750 [ A RE MR, e B TP AR R AR L

HLB A — MR 2 mL B, 2 mL KGEAG, 5 AR R B4 F R 58 4 B

HLB H:ER FEAIRE S S AR 2% 2 F, UHEES RS T 10%0 5 E 3
i, RS EIAE] S0%E, R ERE R RIS R HARTUAE R 80% A Uik, TCIE#EERTE
FE b ARSI T iR U R, SRR & 50% FEE, DRICAERE 3T 2 20 25 BRid i
MIHRE S & R KRR IR S = 2 2% LT, 7 ZO R AR IR R B 220 30 i, X
PRI 2547, (HR il O BURE AR, et PR A &y, ARV B H AR U A2 75 PR X
A USRI R BRI O, DR BRI RLSY, #RAEI RS, 3900 1 HiA 2 AR Ik 2R 1 A
K, R M pH EXTFUE RFE ARG, SRR . ARSI, ALK
W s Rl R AU, MRS BRI S, o AR = R AR — A A

EEFE AT, FUENAERIZE ImL/min 2 N, BEGRE S BB PR R BERY . FEA
HEN SmL, AT REEFIRE AR B U R, SRR SRR H AR R A I R
FERT PR E3E TR S A 10mL, (FJ2 A AU S0 LU 2 AR, 18 S0 Hh R I R 1)
AHEME, RIEA KRR, FEE S5 v Re s BLZE N, AEMBERT SR B R R K .
PRt B 26 3% 4% SmL (B N gk .

R4 HLB /NSO RS, SRR S 5 e, AR/ VB 5 DR B o R TR RANIR]
(%) pKa fH, A9 pH AE R LMEY B AE B TIRAS N :  1 [a e, AT 538 400 I PRI A
P, LB T OR B Bl e o

%2 HUEH pKa {8

JUER pKa i

CTC 3.33 7.55 9.33
OTC 3.22 7.46 8.94
TC 3.32 7.78 9.58
DOXY 3.02 7.97 9.15

MEE2 AT AE Y, BEf HARTUAE R =2 pKa {6, % pHMENT 30, SR 2
PP RS, elkRess, A B S TR, nI B R AIAR AT VERE . (B2 582
PUAERAE BRI IE %A N AR EAFAE, Pl % RORE pH E I 2 2.5~3.0 Sl &P ERE



FE LRI DR B AEBE 25 AT TR ZR o, HUAE SRR B iR/ AR S 20l 1 I B AT pH 2 2.5~
3.0, LARANIREE pH{H (pH HZI08 7.2), ZEREIL, XFHiAERMEREEMAKK, pH A+
VERMR IR AT DU DR B DUAE SR AEAE b, DRI, DSl rgERIvE, 8 EAER AT 5 pH AE.

2.2.2 FJEHIMGE
2.2.2.1 BntskAF

FE AR BT LLECTRT A, TSR A HLB 808 FH ke 2644, BRI 5 mL 7K, 5 mL -
K (5+95) Whise, FHEERIT 5 mine fEIZSRAE N HIR DU RERE AT UGERE2RE, A
WBEME, AR LA 3 ORI T4 4% 5T AT LAAS B e i

2222 Ak AE

UFE LIRS LU RN, BN EOIIE CE A HUIER —FD, ZERAHULEER. Al
Biv B BEEECERRE, K SRR TR AR TR I R0t £ BR A,
A6 SR B ERERTIE) pH A, AR NaOH BUEU/K FIRERR A 5V pH & 11 5 3;
AR R A4 G0 B R K AR AAAR & 15mL, B LR K . R K kG )E , FER SmL 2%
FERMNGG . BCRVEmOR, 221X SmL 20K FHRE (5:95, v/v) ¥EMit, BOH SmL HEESENL. (H
PA_EARA Sl AT W B A E . SORIE P A B Jo i R e 5k 25 e, BRI T R ISR AT
HUIE A A, 1828 R8 A ARR 53l 1) A 25 A B VR DT e S B BR B 1, B0 ) FH e R PR 5 19
ST 25 S AU B AT A o SLURAEAORE i AR BB 6 BRI E MUIEAIEA J 121
PHBTE R .



70.00—]
65.00—]
g R,

45 LR LR R L ) LRy LR LRy RN LR N R RN LR R Ry R RN LN AL LN R LR RN RN RN RN RRREE LARRN RN LR AR LAARELRLRY ARNRLLIRERRS]
0o 10 20 an a0 50 80 70 80 an 10.0 10 120 13.0 14.0 5.0 180 17.0 18.0 180 200 24

Bl 6 TR FRE S
2.2.3 BRBOHBH B

MA HLB #ER A 3BT & R AL, ARSI AL T 0.01mol/L HR HEE S 0.01mol/L
B /K =1:1 DA S 4l Y B A v e I SR e . 455308, (A SmL 0.01mol/L Hifig
HBE 58 A e H AR, T A L 5K R A i ek el FHRERT, SmL VAT A Weli, 2K
Pl A fese 4, X2 SEWEBBON B AR RERNHOR, XA EE N ¥ B AR R AF] . A
B, AR AP T SmL 0.01mol/L & A BE . VM VAN S, Z A4S SLi;
PRI TCs 78 FF R & & IV T R oy BT 22, RS 22 (M I, DR b g SV 7R U 2B 7K A
DR SH A S B0 i 2 e M B T R R A BRI T SR IR S, R

2.2.2 PRV pH EX H AR R 5200

T A R AL A BE MLV Y pH {HIAH 1.8, FEH BT TCs JE5ERSH BN,
TESS IR 2 G500 i P B Fe e A2 7E, T pH KT 2.0 TR A8 % . BRltk, BUR TCs ARA
KMk, ERERSRTEREF I T AFE KL CTC. DOXY #RBRIMAIE RIS £X
XA 1], E AR 526 22 T B e VY pHL A LA Je R it 5 TR pH (B N 28 2R AR e PR s i
SRR, TRREVEML pH (BAE 5-6 Z IRy, Ve A AT IR, JF BB AR B =,
Pelli 5 AR 5 PR VAR pH ABAE 5-6 Z AR E R AT, HiE&R S CTC. DOXY HIfaE kAT



LEONIIE G

T X2 EER TR TR AR D A HUIESRAE i, WIREEZERENE . A HL- AR &
[ AHACBOCD BT LA I, ELECRBURBUR R UEHERE, WD TCs I 2 I KRR A Al o

3. AU SRR
3.1 i FE Ak

W =F it . Spheri-5 RP C18 5um 4.6X250mm, SPP C18 2.7um 4.6 X 100mm £/l
Pinnacle ODS 5um 4.6 X 250mm, 7£ [F]— i 564 MR . B N 4 0.01mol/L Hig: H
fE=18:77:5, #HiE 30°C, HEFfE 20uL, & Iml/min, P 355nm. SLKG4E R LA 7.

140,00
120,00

100.00

&0.00

,AVJ

11000
100,03

0.0

5.0

.0

£0.00 e —
0.

|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|IIII|II
=

110,00
100.00
90,00
&0.00
000
G000
a0.00

|||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||||
-] g 10 12 14 16 18 20 pr)

C

60.00—




K7 SUERE=MEIEE D &G

(A) Spheri-5 RPC18 5 1 m 4.6X250mm; (B) SPPCI182.7 um4.6X100mm; (C) Pinnacle ODS 5 1 m 4.6 X250mm

1% K Spheri-5 RP C18 5um 4.6 X250mm H H AT H /Mg . 1% 4F: SPP C18 2.7um 4.6
X 100mm Xf PURRHT A= 107 B SR, TECREE IS 14 10 R 17min 76 4 362645 BTl s, A
IS B (R AR g . (1% Pinnacle ODS 5pum 4.6 X 250mm [FIFE R H I A (4 ik 04
CRE RIS RIS R, A A A SPP C18 2.7um 4.6 X 100mm.

3.2 il S ik e
3.2.1 AHRAIAEE

AT E T 25~40°C 15> B ke, RIS VIR TCs K43 B LR M. 4R1M, 40°C
DA B VUM R IZ 0T iR, ARG 5 2RI E e, Ao FE, a5 E, EH30CHE
AR, MR ERAFAEOR, MR EE.

3.2.2 Kol K ik
HHFILFE, TCsHiEZEAE 270 nm F1355 nm MUz 4 SR 2 48 AN . PRI I ok FH 3
P AT 2B Eh AR, 45 R LS.

K8 AFEPAK T LRI



(A) 270 nm; (B) 355 nm

B EI8FT LA 2, 7E355nmBf FIETEE LT, 270nm 1T B AR A A8 ZEA & T-355nm, {Hj2
TR ZE . PRI, HE355nmAE oy MU 2 SPTA R A B .

3.2.3 ML

ARSLBEFE 70.5. 0.8 1.0+ 1.2mI/minPUMFUEAT LLEL, SR ILE9. REKE, <3
PREAIS ARG, HEAESEIAN 77080, OB R Ok B I T B P ot — g e N, & 4t
LAAFEE, ERRIE Iml/min A& .

D
Ko  AFEFEFIAERK S

(A) 0.5ml/min; (B) 0.8ml/min; (C) 1.0ml/min; (D) 1.2ml/min

3.2.4 FRELVRINAS e i 2

FESEFEMBE AT, OTC. TC HRUFHIZERCR, HEEER, 1M CTC. DOXY K7 &
B MR R ST . RIS SIS FE TR BB R SEIL DU AR B IR SR 2R 43 BS . £E 7.5min
JEIFR AR TR AN AR EE o A SEGXT EE 1 BB FE VRN 18] 23590 4 1. 3. 6min I PURMHTA 2R 170 25
RHOR, 4R WKE 10,



1] 2 4 B 8 10 12 14 16 18 20
B
200.00—
150.00—
100007
S0 O T I T I O T O I [ [T T I T T O [ I IO O O[T [T T T IT T o
1] 2 4 5] g 10 12 14 16 18 20
C

10 AN [R5 e Rt P 110 %5k 7 128 28R (R 52

(A) 1min; (B) 3min; (C) 6min

A] LA H B B TR) R 385 0 2> {5 15 CTCHIDOXY 73 B9 FE AR K, 10minfhf H 3 (1) R 28 AN Ao e AR
AN, BRT RS S R, 255 EE A (] S5 R 25, e B omindF hy foe f: (A 5 e it AR 5
I TA) o

GIAh, ARSI L T TE R R IR BOAS RIS Sl A H A 43 B sk R s
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E
50: 30; (B)

25: 50: 25; (C) 30: 50: 20; (D) 20: 60: 20; (E) 15: 70: 15
RAE AT LG Y, 23 sh Al shKAR BT I, CTC. DOXY I 7r @ EEE AN, (B g
I TRI AR, D] e 7 2 203 R o3 M J5E A 7y T A 3 I, 3 201 0.0 1mol/LF R : R
LEBIoA15: 70: 151E M0 EMRBE IR BNAE LU o B 280 5 A 70 A OB BE WA e an 3R 3 s
R 3 UEAR BB BRI AR

I5f1a) (min) e A (2 HizhH B maH C (HED




1% (0.01mol/L %) 1%
1%
8 8 84 8
10 15 70 15
16 15 70 15
17 8 84 8
25 8 84 8

3.2.5 i BRI E

ARLEG 3 HIIE T RIVR A AR, RIE =A5EM L, 42 OTC. TC. CTC. DOXY
A PR 4354 0.15ug/mL, 0.15pug/mL, 0.20pg/mL, 0.15pg/mL. EARUIE 12, 4FRFEE 2g
I, e iAo PRACEE, TR & P A ROV £ 83K 0.75mg/kg, PUIAEK 0.75 mg/kg, 8% 1.0
mg/kg, HEEHR 0.75 mg/kg.



-
———e e e i r ————
oo
b Gl L e b L b L o e Ll L L ) ol ) s o LB s Ll sk L e el L L L el i
" E ao a3 e ra s i we | o3a | ow@e e " : Wz w0 me s ma
o0
a0
3
T b R L T T Ty T R b B L b b T T T T | R
2 2t A P ol

&7 BUER IR AR DR L 3

(A) 0.051g/mL; (B) 0.1 rg/mL; (C) 0.2urg/mL; (D) 0.5 g/mL

3.3 LAEh4:

F T AUIEAE i p 85 T i (R B 22 SR, DRI A SIS 8, o T T A/, A B k21
DALERIRES, RIATE HLB HACRE, B IS R RORE S, o & Al 1o LA dh 2 4%
B 3.3.1 #iZk | U ERCH] . T TR AR, B AL E, ARE TSNS, FE



HLB HgEATHEA A FE Y, D42 HE 3.3.2 iihi2k 2 Mo LRl 2.
3.3.1 mhk 1:

SN EER. UHER, &ER. ROBERBEARERER (1.1.17 $Io0.1, 1, 2, 5, 10,
20mL & 100mL &, FRIGE (1.1.11) FMREZE, ZRINEEAREERIRER: 0.1,
1. 2. 5. 10. 20 u g/mL.

3.3.2 1k 2:

SAMNERER. WHER, &85 5. BOFRIESRERE (1.1.17) F1H0.02, 0.2, 04, 1,
2, 4mL B 100mL &M, FARIVE (1110 WEEZIE, S5 SmL KRIVERE TS
AL, Wi (25C) FMREFAERE—F A4, HEAR 1.3 FHEICD R, R4S
BRI EAMERBIRIE N: 0.1. 1. 2. 5. 10, 20 u g/mL.

iR 3.3.1 J 3.3.2 HEECHIS B biAE = TAEMZR, DURhHiAE RADKEEVER 0.1-20pg/mL
Z AR RIFRMIERR, MIRREIITE 0.996 UL E. HEmlik 0.9999. K 13 i 3.3.1 4k 1
13BN PRI A R bR E T 2R &, AHOC REOITE 0.999 BLE, H g mEalik 0.9999 (OTC).

1 IR PIRRAC 7 VA B RORRE - 2 5 FE 2R 4. BRI R bR 1 RERER DAL 2 4}
o, R HUE R TAEI AR, RIREREAE 1.22 24, SWHIMAJTE: 1.4 HLB
A ) T i 7 LA 2 v 2. DU AR I PR S BRI — s BRI TE, OTC. TC BRI
BT, TEFEAHAREROS AR P A AT, R I A S e S R B B R AR — B, CTC M4
FUSRE G N B E 5 iR S R AR T B R R AR E TR ZE A K. DOXY WM It s/, RS
FUBER Bt OTC. TC 5 KA B RILG, BIHEH:E LA & /25 T #LL OTC.
TC TFI& % .

4 TARMZ TR

IIEZSF S ik 2 FEELL gk 1 442
2k 2 A%

OTC y =27814 x+657 | y =23250 x +1269 1.20

TC y =31688 x-1007 | y =25942 x -1007 1.22

CTC y =13696 x-899 | y =9936.5 x +1047 1.39

DOXY y =19973 x -2402 | y =15964 x +670 1.25




S ST TIT) 4 (VI P w0 SN ¢ (AT GO

E 8 OTC. TC. CTC. DOXY [ T1E 2k

4 [al iR s

¥ 500pg/mL [FIRAR 7> B F BER R 42 125ug/mL Al 25ug/mL. ASZIGLL 5 M HLAEIE A
[T 38 S50 A i, 23 ARE 1g B HLAE, FHar s |, 20 Al 254 125 F1 500pg/mL 7 TCs
JEFR 200uL, EIANAREHIN 5. 25 1 100mg/kg. MFRREEUKFE B 2K, FR, W



FhOTEBCH] RIARETR SV, bl brdErh 2 CRAKIL 3.3 7). G R i Jo AR A v ith 25
TS IS b B 5 SE BRI bR S AT BB, A5 2 BICR B i BICR B e AL, 0l
5 MAPUEA G S A L BICR E . & 5 RPN UL & (AL HLB
G RE Ay PR EI L&

5 CAFE AL AR S AR R

SJF-30 (IREEZZREAE) OTC TC CTC DOXY
Wi
5 mg/kg 1 89.58% |  101.95% | 115.14% | 102.41%
2 108.92% 97.09% | 119.84% | 100.69%
i 99.25% 99.52% | 117.49% | 101.55%
25 mg/kg 1 96.85% |  103.73% | 103.64% | 105.40%
2 99.95% |  107.35% | 105.84% | 98.94%
T 98.40% | 105.54% | 104.74% | 102.17%
100 mg/kg 1 106.66% |  106.06% | 104.91% | 108.75%
2 105.63% | 102.72% | 101.15% | 105.12%
1 106.14% | 104.39% | 103.03% | 106.94%
SJF-10 CHHLAED OTC TC CTC DOXY
TCs iNE
5 mg/kg 1 83.45% 76.67% 81.09% 82.52%
2 80.04% 77.58% 82.81% 83.99%
S 81.75% 77.12% 81.95% 83.26%
25 mg/kg 1 83.17% 83.90% |  102.41% 80.37%
2 88.12% 88.31% 99.53% 81.02%
1 85.64% 86.10% | 100.97% 80.70%
100 mg/kg 1 83.51% 80.42% 84.89% 86.67%
2 83.72% 80.87% 86.47% 87.58%
3 83.61% 80.64% 85.68% 87.12%




SJF-12 CHHLEHLE IR OTC TC CTC DOXY
JE) g
5 mg/kg 1 12531% | 105.44% 91.10% | 119.87%
) 114.55% 90.55% | 101.07% | 112.88%
T 119.93% 97.99% 96.09% | 116.37%
25 mg/kg 1 110.32% | 107.89% | 100.71% | 115.64%
) 106.13% |  107.49% |  102.16% | 110.15%
T4 108.22% | 107.69% | 101.44% | 112.90%
100 mg/kg 1 101.30% |  102.60% |  100.00% |  100.00%
) 102.87% | 103.94% | 104.14% | 106.20%
44 102.08% | 103.27% | 102.07% | 103.10%
BHUE 2 5 CTREEHE OTC TC CTC DOXY
g
5 mg/kg 1 72.46% 79.38% 84.82% | 76.76%
) 71.10% 77.25% 80.80% | 72.30%
T4 71.78% 78.31% 82.81% | 74.53%
25 mg/kg 1 80.59% 82.10% 81.76% | 83.82%
) 73.68% 81.47% 83.62% | 81.09%
T4 77.14% 81.79% 82.69% | 82.45%
100 me/ke 1 87.51% 86.66% 82.24% | 84.14%
) 90.95% 89.74% 87.00% | 87.33%
T4 89.23% 88.20% 84.62% | 85.73%
oY1 (4FE) OTC TC CTC DOXY
wingE
5 mg/kg 1 72.85% | 80.19% | 77.79% 73.21%
) 73.14% | 70.03% | 74.81% 69.01%
Ty 73.00% | 75.11% | 76.30% 71.11%
25 mg/kg 1 95.70% | 94.35% | 83.93% 86.86%
) 91.29% | 98.66% | 84.10% 87.21%




T4 93.50% | 96.51% | 84.02% 87.03%
100 mg/kg 1 95.29% | 89.97% | 82.47% 85.66%
) 94.89% | 90.30% | 82.45% 87.64%
T 95.09% | 90.14% | 82.46% 86.65%
AHUEZ IS HLB A4k f5 1 EIR g5 Rk 6 Fs.
%6 LHE L HLB HER R G R [
SJF-30 (IREEZZREAE) i OTC TC CTC DOXY
HLB
Wi
5 mg/kg 1 119.78% | 105.31% | 104.58% | 107.98%
2 105.24% | 109.86% | 109.64% | 109.24%
T 112.51% | 107.58% | 107.11% | 108.61%
25 mg/kg 1 98.24% | 100.21% | 103.44% | 109.31%
2 99.45% | 109.52% | 105.41% | 108.47%
1 98.84% | 104.86% | 104.42% | 108.89%
100 mg/kg 1 105.66% | 105.13% | 103.81% | 105.41%
2 104.67% | 102.35% | 98.29% | 100.58%
3 105.16% | 103.74% | 101.05% | 103.00%
SJF-10 CEHLAE) it HLB OTC TC CTC DOXY
Es
WhNE
5 mg/kg 1 83.83% | 77.93% | 79.38% | 93.88%
) 82.91% | 74.17% | 76.07% | 90.19%
T4 83.37% | 76.05% | 77.73% | 92.03%
25 me/ke 1 80.89% | 84.97% | 84.79% | 76.58%
) 82.63% | 86.08% | 84.20% | 78.64%
T 81.76% | 85.52% | 84.49% | 77.61%
85.32% | 87.61% | 85.26% | 80.21%

100 mg/kg




) 81.87% | 85.61% | 8826% | 84.83%
T4 83.60% | 86.61% | 86.76% | 82.52%
SJF-12 (CEHLGHLE IR OTC TC CTC DOXY
JE) & HLB &
g
5 mg/kg 1 100.23% 99.74% 92.83% | 101.32%
5 94.58% 93.49% |  100.11% | 105.49%
T4 97.40% 96.62% 96.47% | 103.40%
25 me/ke 1 105.49% | 100.47% 93.88% | 95.56%
) 106.33% | 104.53% 97.23% | 93.81%
T4 105.91% |  102.50% 95.56% | 94.68%
100 mg/kg 1 107.32% | 101.68% |  101.10% | 108.07%
) 106.54% | 102.64% |  103.24% | 104.26%
T 106.93% | 102.16% | 102.17% | 106.16%
AOE2S CFARE & | OTC TC CTC DOXY
HLB %
g
5 mg/kg 1 7435% |  88.05% | 7426% | 85.43%
) 72.76% | 80.51% | 7530% | 80.75%
T4 73.55% |  84.28% | 74.78% | 83.09%
25 mg/kg 1 89.07% |  80.69% | 84.28% | 76.40%
) 81.33% | 8531% | 8020% | 79.45%
T4 85.20% | 83.00% | 82.24% | 77.92%
100 mg/ke 1 89.00% | 94.14% | 88.08% | 85.39%
) 87.95% | 91.82% | 88.45% | 85.39%
T 88.48% | 92.98% | 88.27% | 85.39%
oY1 (4ZE) & HLB OTC TC CTC DOXY
55

WnE




5 mg/kg : 76.24% 73.26% | 70.53% | 70.28%

) 73.54% 7042% | 72.16% | 76.09%

1 74.89% | 71.84% | 71.34% | 73.18%

25 me/ke : 85.75% 84.81% |  82.45% | 81.98%
) 81.35% 88.73% |  79.32% | 83.42%

T4 83.55% |  86.77% | 80.88% | 82.70%

100 mg/kg : 89.83% 93.74% |  83.29% | 83.84%
) 90.19% 86.83% |  82.37% | 89.22%

4 90.01% |  90.28% | 82.83% | 86.53%

e xs 5 A HLIE B PR A T U IR ot ISR A 3 A, ASSE IR 1 IR A & 2R

Wk 7.
7 FEm ks R
FEMIREUL JECRZ HLB #Hi40) | BRI RS (4 HLB #i10)
& 4 Fx IR/ e 5 FEL % IR B/ 5 FEL %
(mg/kg) (mg/kg)
5 71.78~119.93 5 73.55~112.51
TER 25 77.14~108.22 25 81.76~105.91
100 83.61~106.14 100 83.60~106.93
5 75.11~99.52 5 71.84~107.58
IEZSN 25 81.79~107.69 25 83.00~104.86
100 80.64~104.39 100 86.61~103.74
5 76.30~117.49 5 71.34~107.11
ERHER 25 82.69~104.74 25 80.88~104.42
100 82.46~103.03 100 82.83~102.17
5 71.11~116.37 5 73.18~108.61
R 25 80.70~112.90 25 77.61~108.89
100 85.73~106.94 100 82.52~106.16

R B, MRRZIFA A HUIE T AInFR PUA R IERBTAE R TCs, K2 H TCs 1R
R, S AR R o B 200 .

5 SRR b AR
ARG M EIRTTERIE 30 FAHUERET 7 HEE, REZLEAHPEH R RIGAE



o HRWIFR 8. 30 FATHLIL AL K= 1.
% 8 A HUIERE R RO RS

2NN P 1
AL TR
OTC TC CTC DOXY | i/
2Z-1 ND ND ND ND B
) ND ND ND ND C
AHLIE 1# ND ND ND ND D
SJF-33 ND ND ND ND E
SJF-32 ND ND ND ND F
SJF-31 ND ND ND ND G
SIF-27 ND ND ND ND H
SIF-26 ND ND ND ND I
SJF-7 ND ND ND ND J
SIF-8 ND ND ND ND K
SJF-10 ND ND ND ND L
SIF-15 ND ND ND ND M
SJF-17 ND ND ND ND N
SIF-24 ND ND ND ND 0
AHLAE 2# ND ND ND ND P
oY1 ND ND ND ND Q
SJF-12 ND ND ND ND R
SJF-30 ND ND ND ND S

6 SEIE LI
ARG Y 8 KLY AT T SEI T RO CEIUERM I, AN A PR
AERATLIE CERITA M W B 7t bt . B RAER R 0 GTI5)) it
FAZIOAIE,  HOOr AT s R 22 5 Ao 2 AR B R . 8 FSEIG = 4 il 2

> HERIERFHE R

& T NEER IAS P SR H AR ot

7



XA NSRS S0 A 38 SR R B R AR IR 2% ol

B NSRS A 8 = 45 5 B MR 55 Hh

TR P N 6 Ao P2 SRS PR

A& HHNSEAS B R 8 R 25 H R IR 55

o3 R = el i s NG W T

Hh [ R B AR BR ] _E A R m A ot

TR I B RS IR P IR 4~5 DA HUIEHE i 3 AlEAT 3 AR BE AP IR Il < S5,
FEANREE A FATIGE 2 . 5 45 R o A BEAT R AR R S A& h Af ks 56, S BR sg e, JF
%8 GB/T6379.2-2004 HJERIHEE LR r FFIAER R, 315 rv R 5MEH m Z K2
MR FR REEAHIEK rv R 5 m MEMEKRITERWNE 9 s, FEVUMAHUEHAHLIE 2
AR, R AR A UL 2 S HI5C R AP 2 5 B5IE 5 46 80 an
By 2.

T

% O A7 HUIE P DU R 2 02 2200 74 M P I 7 m 247 mg/ke
oY1 SJF-30 SJF-12 A HLAE 2
OTC | r=0. 0902m-0. 053 r=0. 0340m+4. 288 r=0. 0363m+2. 796 r=0. 100m—0. 941
R=0. 134m+3. 566 R=0. 185m+1. 449 R=0. 0897m+12. 796 R=0. 159m+1. 254
TC | r=0.0981m—0. 798 r=0. 0768m+1. 004 r=0. 0602m+1. 046 r=0. 0941m-0. 041
R=0. 171m+2. 406 R=0. 239m-2. 431 R=0. 109m+8. 912 R=0. 216m-1. 785
CTC | r=0. 0988m+0. 871 r=0. 0470m+2. 443 r=0. 0721m+1. 456 r=0. 108m+0. 069
R=0. 215m-1. 020 R=0. 283m+1. 159 R=0. 177m+4. 020 R=0. 237m-1. 605
DOXY | r=0. 103m-0. 045 r=0. 0441m+3. 284 r=0. 106m—0. 580 r=0. 0993m-0. 331
R=0. 148m+3. 114 R=0. 146m+4. 484 R=0. 159m+8. 766 R=0. 228m—0. 112




BBy HTERRERETR
AHERF IR RRAERSBIONE RBBHEGESHIREE (HPLC-MS)

SYHIER — R AT A HUIE . (ECRAHPLC e i@ PR 2 B T30, IFH. =
TER UNR, EER ORISR G REIIHE L EREAKTR, HPLCVEATRELIERH .
AL VAR A 25 AR5 A 2% 0 BACR, , BRAN T 28 DR b 78 A5 3 3 1 5 R U e PR S A
MFEAR——LC-MS (H = RO i TS B M€ T SO IESRALRHM R K PU3A R4
2, B TENAR . 1ZI7RE N T A TR R T IEBOR, HPLC-58 A e il 52 1) PR il i i3k
AT HUAE B () 3R AR BT AR 2R B E

1 SRRy
1.1 A 53
AR S it A AR R e i 4l . Al AR AE e 0 AR (R 28 3 e 1.1 7
1.1.1 HfE. (igag,
1.12 2. tikag,
1.1.3 H® (CH,0,) : o,
1.1.4 ZR% (CH;COONHy) : fhifal,
1.1.5 0.5mol/L ZFR%%: FREL 38.54g LFRE: (1.1.4) , MK, ©Z& % 1000mL.
1.1.6 0.2% HRVE (% 0.5mmol/L 414D = BHER (1.1.3) 2.0mL ET 1000mL =,
AR 2L 0.5mol/L Z1R%% (1.1.4) 1.0mL BiZEEIM T, IKFHREZIE.
1.1.7 28R, WHER, &5R. mOERREWMERE: SR PUKRE 100ug/mL, i T0K
M, BEREBCH]

1.2 FrA R M2

FREL 1.0~2.0g IEEHY AR B T 50mL 7 5 2RL O, 207 H 200 200 10 mL 52 UK
(1.1.11) 7 25°C FHUIRGZHRIL 3 K, BFK 20min, 15°CF 3500 r/min 25> 10min, &Jf &
T

1.3 %4t
YERIRSENZE 1. 2 S IB AR FRAEIRIUR 1. onL B T 25mL BRI, MK S 205 .



B MR S, Bl InL/min (038 PEBI T A AL SRR AR A URE . 4K UCHT Bl 7K, L
Wik (5: 95) WRBEREIRERURE, 752 BRI, WRIEHT Smin, T Sul SEHe-H BT HLYE
e ERY. SEBGE TR UK TR S FCEIET, A nL A (2.2 (b)) MR,
0. 22m BERL, FEIUSE

P 2 B 625 1 R P B o 24
L4 R OIE

AHUIRE S0 1.2, 1.3 S5 BRA A R P P AT 00 R 0 B0 TR o AR (R B
IR, AhbRE

2 #iR5iHe
2.1 B

ARSI SR R TR e S A a, R R, AR, W DA H AR R
RAFBNTE A B I, T SR AR R A%, A% SRt H BRI 5 e A% K P
Wty AT AR S0 IR AT E

2.2 X &AL

AR SR R W B DU IR A 26, T2 S IROK ™ i R e o DU A 2 (R e I A 4 B SR 5
%, FARBUR s RIS S 25 26 AP T

a)fu 4. Hypersil GOLD aQ, C18, 1.9um, 2.1mm X 100mm B{AH 435 ;
b)sh: A: 0.2%HIREH (& 0.5mmol/L BEFRE:); B: LM WaltHELfl: A: B=7:

¢)Jitik: 0.30 mL/min;

dFiE: 25°C;

e)HEFEE: 10uL;

DT EBISHEE (BSD, EE TR
Wi HLE: 4000V

h) 4 J: 35PSI;

DB E:  SL/min;

DETFAEMEIRE: 350C;



KZEWIE: 275C;

DA SR 77 &S, 1.5mTorr;

m)f R RS NI (SRMD, e MR IEFE 1. 73 7 Ak Ae i AR 1.
x1 BT, TETMREERR

Hixtbe | 8BS TF(m/z2) | TET (m/z) filffERE &= (eV)
426%* 20
+EE 461
443 12
410%* 19
WEZSES 445
428 16
444 22
SFR 479
154 31
428%* 19
G~ 445
154 33
He TR A, RS RAEER, W rT oK k2
BB HRE. *EETE T

MM R EHE T EER. VR, @ERMENERIRHEE KA 1.

FT:000-2564

FT245

BHEF

RS

B850 8.8

Feiattue A1ndane

LA b B8 LB

epu 8,08 88

Bl 1 ot tER. MR, HERM N ER AR E

2.3 LA il 2k A e i)



AN EER. UHER. EFR. BOBRBSIRERK (137 PREEERK, HaAE
FESRIEHORMREE 2. BT HPLC-MS J5 iR FE fh 28 5 (1) — BOMEAR UK, 7 2 TR ih 2k &
HRRHE I 2 55 FF it 2 o A B KRR S DR B[R] o AT 1 A R AR 20 Sl B B & 51
PRUE U 28 T 1A AL B R it IO, (DR s S i T 22 57 2, A AR (K 2 5 )
JERE H AR N AR AR BRI . AL, R B SR £ — R e 2 B0 H AR sebrttah, JF
2 Rl D IR RNZE AR IR, JF A A s SR BOREC ] R 5 A,
74 REAE A st 28 1) 35 57 5 S B st (10 5 i 38 die KA PE R DL RS » A FH 225 92 Bl AR ith 25 T
B FAORE it [ AR 8 7 R AR AR PR AN & B

MZITESFAF bR HE T 2R 2 1t X R R A, Rk 2.

*2 TR

TAEHhZE FRAER
OTC y=11481x-38013 0.9997
TC y=65749x+4598.1 0.9994
CTC y=32433x-40859 0.9996
DOXY y=68725x-26176 0.9996

3 (AR S

P IR B B B A RSO R S AH [R] 1 7 920 LR R AEEAT T Inbs IS st . M AREE RN
1ght, IINE N2, 5mg/ke, MK E A 10ng/mL. AI1E N1, 25 mg/ke, X MK A 5ng/mL,
13 BN ACFIR BE R AR ISR AET6%~101%2 8], Edf R 3FTw .

3 SRR IR E S S Hd

OY2(EBHHE) OTC TC CTC DOXY
VNI TN
1.25mg/kg 1 79.89% 82.57% 90.01% | 74.26%
2 86.68% 89.21% 98.38% | 78.67%
SPH 83.28% 85.89% 94.20% | 76.46%
2.5 mg/kg 1 82.19% 94.59% 93.28% | 86.10%
2 86.43% 106.81% 99.10% | 88.70%
P44 84.31% 100.70% 96.19% | 87.40%
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Mtk 2 BHLE 2 SRIFEHRILE

SERE | AT DB 2 hikr@25mg/kg) | MnAR(100mg/kg) | HIFR(500mg/kg)
Hi's | EIHL - WEAE WA WA
OTC 23.16 83.02 449.06
| TC 26.83 84.08 435.62
CTC 22.57 74.77 403.23
SR DOXY 22.40 83.32 423.31
1 OTC 21.52 80.88 451.27
5 TC 24.70 86.55 446.62
CTC 22.88 81.02 399.27
DOXY 22.13 79.76 425.18

SIE | CFATI DB 2 hIibR(25mg/kg) | INAR(100mg/ke) | HIFR(500me/ke)
Mg | EIKH 2 VRELIEN e AE MRELIEN
OTC 20.80 91.58 466.83
| TC 19.95 90.55 478.75
CTC 22.03 93.37 458.64
SIGE DOXY 21.03 93.35 466.81
2 OTC 21.39 88.06 453.57
5 TC 20.44 87.43 431.03
CTC 20.55 89.78 406.64
DOXY 20.32 94.00 45491

SEIE | AT D3 2 hIibR(25mg/keg) | INAR(100mg/ke) | HIFR(500mg/ke)
g | EIREK B MEE e A W A8
OTC 19.19 80.31 430.56
| TC 18.51 84.83 430.21
CTC 18.08 85.66 441.58
S E DOXY 17.79 75.05 373.17
3 OTC 20.81 78.00 436.55
5 TC 20.80 80.14 431.55
CTC 17.84 92.42 448.61
DOXY 18.41 72.14 375.00

LIGE | AT D3 2 IFR(Q25mg/kg) | IIFR(100mg/kg) | INAR(500mg/kg)
BT | EIRHL B e A8 e AE WEE
OTC 19.32 77.45 480.74
| TC 21.01 83.46 519.88
CTC 17.82 79.66 502.81
SIRE DOXY 19.65 84.01 455.96
4 OTC 18.92 82.18 500.64
5 TC 19.04 79.97 540.85
CTC 18.90 82.42 529.33
DOXY 18.69 78.23 471.80




SEIE | AT D3 2 hIibR(25mg/keg) | MNAR(100mg/ke) | HIFR(500mg/ke)
g | EIREK - I A8 B B
OTC 21.38 87.50 481.92
| TC 25.21 86.70 479.74
CTC 19.08 82.20 471.80
S E DOXY 21.57 91.23 456.97
5 OTC 20.58 90.95 482.42
5 TC 24.93 89.74 474.79
CTC 18.50 77.00 466.47
DOXY 21.05 89.33 446.87

LIGE | AT D3 2 IFR(Q25mg/kg) | IIFR(100mg/kg) | INAR(500mg/kg)
S5 | IR B e 18 e 18 e 18
OTC 26.31 89.18 485.62
| TC 26.19 87.18 485.32
CTC 22.05 81.74 487.84
S DOXY 22.34 89.91 491.27
6 OTC 26.08 86.66 500.79
5 TC 25.83 86.99 519.29
CTC 24.15 80.42 493.70
DOXY 23.85 84.18 489.20

SERE | AT DB 2 TnkR(25mg/kg) | INAR(100mg/kg) | INFR(500mg/kg)
Mg | EIRE - I E 18 I 5E 5 I 5E 5
OTC 19.83 82.92 404.00
| TC 18.82 82.63 447.39
CTC 18.35 84.69 441.87
S DOXY 18.04 83.81 409.04
7 OTC 19.88 86.74 459.04
5 TC 21.15 81.19 450.97
CTC 18.27 79.69 479.22
DOXY 18.83 79.99 462.46

SIE | CFATI DB 2 IibR(25mg/kg) | MNAR(100mg/ke) | HIFR(500me/ke)
Mg | EKH - M EAE B B
OTC 21.19 80.97 450.75
| TC 19.52 80.19 495.47
CTC 20.24 83.75 431.47
SR = DOXY 19.02 82.95 450.11
8 OTC 19.94 84.19 469.37
5 TC 18.05 85.19 489.94
CTC 19.88 79.69 436.82
DOXY 21.43 81.49 459.19




