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beagle dogs

ZENG Qiping', YANG Lina’, LIU Jianqging’, SONG Hongtao*( 1. Department of Pharmacy, Zhangzhou Affiliated Hospital of
Fujian Medical University, Zhangzhou 363000, China; 2. Department of Pharmacy, No.909 Hospital of Joint Logistic Support
Force, Zhangzhou 363000, China; 3. School of pharmacy, Quanzhou Medical College, Quanzhou 362000, China; 4. Department of
Pharmacy, No.900 Hospital of Joint Logistic Support Force, Fuzhou 350025, China)

[Abstract] Objective To evaluate the release characteristics in vitro, pharmacokinetics in rabbits and in vivo-in vitro
correlation of silymarin phospholipid complex microporous osmotic pump controlled release tablets(SM-PC MPOP).Methods The
release characteristics of SM-PC MPOP in vitro were detected by HPLC in the artificial gastric fluid. Six beagle dogs were
subjected to double cycle cross control, which were given SM-PC MPOP and Legalon(30 mg/kg). The concentration of silybin in
plasma was determined by HPLC and the data were processed by software. Results The cumulative release rate of SM-PC MPOP
in vitro was over 85% in 12 h. The pharmacokinetics in beagle dogs showed that SM-PC MPOP and legalon conformed to double
compartment first-order absorption model and the pharmacokinetic parameters were obtained: f,,,:( 3.2+£0.4) and( 0.9+0.1) h,
Crar:(0.298 62£0.068 9) and( 0.629 9+0.076 5) pg/ml, AUC_,»4:(2.996 8+0.583 3) and(2.268 9+0.432 8) h-pg /ml. The relative
bioavailability of SM-PC MPOP was(162.21 + 30.82) %. Conclusion SM-PC MPOP could release slowly, which could increase
the relative bioavailability significantly. The correlation between the absorption in vivo and release in vitro was fine(r=0.839 0).

[Key words] silymarin; phospholipid complex; microporous osmotic pump controlled release tablets; pharmacokinetics; in

vivo-in vitro correlation; HPLC; bioavailability
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R (e N BRI 24 B )5 1 5 T 1 2
TE MY gEAT I 2 U, L pH7.5 A B R Eh 2% vl
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£, 3% # 4 Kromasil Cig £ (4.6 mmx250 mm,
5 um), KP4 oA 288 nm, Wi A 1 ml/min, #: i
40 °C, A 20 pl, TR H BE-0.05% BEFR 1Y
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T 40 C K T HASIET, 5kt H 65% H R
W 100 wl 237, W HEIR G 1 min, A% 25 W T
20 pl #FE
234 LEMEEE

FERC2.3.17 W A S AR < 2.3.37 W I 3K
FE SRR ER AL BRI 2 9 a2 | 24 i 3% Fn Al
2 ML IREAE b, T SR £ ik R, 25 4 i 5 DN s ) I
XFPFR . SB S H SRR BRI & 758 T3, 45 SR L
S

A

0 5 10 15 20 25 30 35 40 45 50
A )¢ (min)

B 3

b
0 5 10 15 20 25 30 35 40 45 50

A ()¢ (min)

C 3

0 5 10 15

25

35 40 45 50

A )¢ (min)
B 1 KkaEIZmEEREEiEE
AZS IS ; B.2S [ IME+SBHAR; CIM2ERE S 1,2, SB; 3. AR (H 250 )

H I 1 AT, SBL H 2510 5 1l rh i N IR
55385 R 4f, SB PR L B 5] 534124 30.8 min
F132.3 min, NARAIPREE ] 37.1 min,

235 hMhkFREE

K% 28 (I 1.0 ml, & T 10 ml 7 ZE 5
JRES DA, $292.3.27 T RN SB RIIFRHER 50 pl,
i il % e BE A 0.060., 0.120, 0.580. 1.160. 2.320.,
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8,10, 12 h 2RI 3 ml.  PRISZ 3 55 Sy G R il 551,
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B ASCOR ML I T R T BE ) B2 SR M A
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i A\ BRER(0) 0.294 3 0.087 2 0.0517 0.0517 0.043 7 0.002 1
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1%, L FR AT RLRCT B 0 8 3 22 57, (H 5 & ik A5
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D, PR AT AR, R e A T SR A A

SB MR LA G , 84378 HFfokr 1A o 2646
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() pH LA UE B~ 260 B S R i (%) 9 1, /KAt R
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FAFEAE, BRI, P08 A ML LA T
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T 5 e PR A 2 i 225G 2R, fin At /0 DUl LA
KA 58 4, TN AT 22 25 HLAT RSN 1) PN R 1
Yy mg e R, BT

T K CH 42 (Legalon® ) f&=—Fh i i B Y
KR 2 I, HOR AR A T LR BUS, K]
RABES KA MRS T, B i sl
TR RGNS B SRR A 1T H RIS SM-PC MPOP Il
RTINS GHOAR, M5 25 ie v PR, ih
H I RE 7K 53 Be 2R B AT 25 1) S 45 5 9k 1 I T Al
Wi, T =5 T AR R R BE, R e R AR O
1T DX B AE R A T 25 5 0 FEARAIER T,
2B A R B A il SM-PC MPOP 14
FEAIG, SEBL T SM A B 18 By B b, BLAEW)
FIF R T K Rl R
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