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T 6 kA Y I F 3By N AR (R E 20.7+2.6 kg) , 4 5] B4 2 = FF (10 mg/kg bow.) , K &
BB & (HPLC) M 52 f ¢ 4 k% 2 %, Al F Kinetica 5.0 24T 24 X 30 7 & 45 M B4 40 % 3%
PR, 209 flg w8 B ok 5 B R ZE IR g 2 Bt o B AR B — RO — E T B AL T R,
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Abstract: The pharmacokinetics of tilmicosin granula coated with 20% resin (test formulation, T) in swines were
investigated and the bioequivalence of T and the other two similar products at home (reference formulation 2, R2)
and abroad ( reference formulation 1, R1) were also evaluated. A randomized three —period and three —way
crossover self— controlled design was employed. Six healthy castrated male pigs ( average body weight 20.7 +
2.6 kg) were selected to take three formulations by oral administration separately (10 mg/kg b.w.). The plasma
concentrations of tilmicosin were analyzed by HPLC. The pharmacokinetic parameters and bioequivalence were

calculated with Kinetica5.0. The concentration—time curve of tilmicosin granula coated with 20% resin fitted a two
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—compartment open model with first—order absorption. The main pharmacokinetic parameters of T, R1, R2 were
as follows, C,  as (0.2830+0.0292), (0.2815+0.0291), (0.4087+0.0421) pg/mL, ¢, as(4+0.9832),
(0.75+0.1581), (1+0.2458)h, AUC,_, as (10.8715+1.1203), (9.8715+1.0173), (10.6441+1.0969)
pg + h « mL™". The relative bioavailability of R1 and R2 were (110.13+£6.04)% and (102.63+9.64)%. In

conclusion, the three formulations are bioequivalent. Tilmicosin granula coated with 20% resin shows better

performance of sustained—release, which improves biosafety and last longer.
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(20.7+2.6) kg, W HILIR IR ZFBE A BR A A, X5
HI T SE95 % 2 s B B 25 AR % 1w, ) IE 4
R EAR B A R Mk,

1.2 @Ak Al Bk BARiEN (CAS: 108050
54-0, FlHE 100 mg, & & 93.9%) W H H [ 245 4 A4
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7K .5 mL 35% CAEWE ;3% J1 40T 10 min J5,5 mL
VEMR R T b H H B T 30 C eI SR
R T 5 S5 FH U S0 AR L i RS 1
FERZE 2 mL, WHEE60 s, 10 min,0.22 wm JEH
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K280 1125 KineticaS.0 28 8L i 28 F5 A1 E
TG, A 253 1 ARk s R AR P & 5
R 20N ) 5 SR AT A A R TR DA
K5 225307 ,90% A5 DX [0] KOBUERAM ¢ 46 50 3#E 47
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K1 BEEESW (n=6,xxs)

Tab 1 Compartmental analysis (n=6,;:s)

28 SZAR A Z Ll 1 2t 2
A/(pg - mL7h) 0.2295+0.0244 0.35430.0445 0.6501:0.0847
a/h”! 0.2223+0.0051 1.6610+0.0611 0.6440+0.0582
B/(pg - mL™") 0.0866+0.0089 0.1324£0.0136 0.1082+0.0113
B/h™! 0.002020.0002 0.0137+0.0003 0.0157+0.0005
Ka/h™' 0.7003x0.0111 1.76510.0656 0.7390+0.0666

V/F(e)/(L - kg™")
K;,/h™!
K, /h™!
K,o/h™!

CL/F/(mg - kg™' - h™")

32.0000+3.4171
0.1549+0.0033
0.0623+0.0014
0.0071+0.0008

0.2259+0.0375

20.8321+2.4247
1.1634+0.0589
0.4621+0.0020
0.0492+0.0018

1.0240+0.1105

13.3957+1.6771
0.4581+0.0466
0.1052+0.0033
0.0964+0.0088
1.2824+0.1406

2.3 EMERELAN

ARG b3 2 A5 B 7 A 45 2R

(%2) FIHRKF=(AUC, . gypn/AUCy . simm ) %
100% , V15543 51] 209 14 g 4194 B oK %5 5L UKL AH XF
TR B AR AEYRHEE 5304 (110.13+6.04) %

(n=6,x+s) F1(102.63£9.64) % (n=6,x+s) ; F| FH X
BOEH 5B 1228 AUC, ., HEAT LR M 45 30
#2559 (36 3R 4) T W23 0 5 P Rh S L

x2 EREHEBSI (n=6,xss)

Tab 2 Non-compartmental analysis (n =6,;is)

W

# AR il 57

Z il 1 Z LI 2

Cpux/ (g = mL7™") 0.28300.0292

- 4£0.9832

0.2815+0.0291 0.4087+0.0421

0.75+0.1581 1+0.2458

AUCq_g/ (g + h - mL™")

AUCy_,. /(pg+h - mL™")

9.0233+1.0643

10.8715+1.1203

8.5882+0.9868

9.8715+1.0173

9.6861+0.9982

10.6441+1.0969

MRT/h 75.8230+4.7082 71.619120.9310 97.7270+10.7500
Ty/2/h 52.1867+5.6972 50.6339+6.5697 75.1292+3.1275
=3I AEIWER
Tab 3 Variance analysis results
A5 SRR M E -5 ¥J5 F{E P{E

JA# 2 0.0050 0.0025 0.1572 0.8571NS
AN 5 0.0672 0.0134 0.8509 0.551 NS
il 37 2 0.0309 0.0154 0.9771 0.4172 NS
w2 8 0.1264 0.0158
JERE 17 0.2294

NS R ZEFARFE (P>0.05)
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Tab 4 Results of two one—sided t test and 90 % confidence interval analysis

t 90% confidence interval

biH Ly
T R1 A EERERG K 9.6048
T R2 AW SE R R 5 7.3407

3.8058 1.8595
6.0699 1.8595

103.52% ~117.06%
96.00% ~ 108.66%

3 it 54%ie
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(10 mg/kg b.w.) ML 255, 20% W AR AL B K
2 5 JURLTE 1A 9 19 24 B il A5 5 R i — ==
WO | 1 5 IR AR T8 45 A — 35
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(i) A S A0 W SRR T B 48 110 2 AR B0 ) 2 e
D S A N o

Ak B ZE B St K IR 209 W B A0 1l B K % AL
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Bk B OB Resmitil® (¢, —2 h) " DL K HoA R
(W E A 2GR AT e, -3 h) " 25k
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