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Effects of Tinidazole on the Pharmacokinetinetics of Levofloxacin in Plasmasand\Utexine Tissue of Pelvic
Inflammatory Model Rats

HUANG Yan',KONG Lingxi’, WANG Ning’(1.Dept. of Rharmaey | Chengging Nanchuan District People’s Hospi-
tal, Chongqing 408400, China;Z2.Dept. of Pharmacy,the First{ Affiliated Hospital of Chongqing Medical Univer-
sity, Chongqing 400016, China)

ABSTRACT OBIJECTIVE: To invéstigate the effects of tinidazole on the pharmacokinetinetics of levofloxacin (LVFX) in plasma
and uterine tissue of pelvic inflammatory model rats. METHODS: Female rats were selected to establish chronic pelvic inflamma-
tion model. Those!model, ratsswere randomly divided into experimental group (tinidazole 100 mg/kg+lactic acid LVFX suspension
80 mg/kg) and control group (lactic acid LVFX suspension 80 mg/kg), with 48 rats in each group. They were given relevant medi-
cine intragastrically 4th day after modeling. 6 rats were respectively sacrificed 0.25, 0.5, 1, 1.5, 2, 4, 8 and 12 h after medica-
tion. The plasma and uterine samples were collected. Using ciprofloxacin as internal standard, the concentrations of LVFX in plas-
ma and uterine tissue were detected by HPLC, and the pharmacokinetic parameters were calculated with DAS 2.0 software. RE-
SULTS: Plasma concentration-time curves of LVFX in plasma and uterine tissue of rats in experimental group and control group
both fit the two-compartment model. The main pharmacokinetics parameters as follows as cn.. were (15.17 £ 0.87) vs. (14.94 £
0.46) pg/ml for plasma, (14.18 £1.20) vs. (11.86 £0.84)  pg/ml for uterine tissue; tn. were (1.42+0.20) vs. (1.5+0.01) h for
plasma, (1.25+0.27) vs. (1.17 £0.26) h for uterine tissue; t,.; were (7.69 +2.61) vs. (7.32 £2.80) h for plasma, (7.95+5.29)
vs. (9.16 £ 3.00) h for uterine tissue; AUC,-2» were (52.65 + 6.07) vs. (51.15 £ 3.53) pg-h/ml for plasma, (52.92 + 5.87) vs.
(42.59 £ 3.91) pg-h/ml for uterine tissue; AUC, . were(61.27 +7.93) vs.(58.86 + 4.58) pg-h/ml for plasma, (60.64 + 7.20) vs.
(47.41 £ 4.75) pg-h/ml for uterine tissue; CL/F were (1.37 £ 0.26) vs. (1.35 £ 0.10) L/(kg-h) for plasma, (1.32 £ 0.16) vs.
(1.67+0.17) L/ (kg-h) for uterine tissue. There were statistical significance in Cpw, AUCo 121, AUCo-. and CL/F of uterine tissue
between 2 groups (P<<0.05). CONCLUSIONS: Tinidazole can obviously increase the distribution of LVFX in the uterine tissue of
pelvic inflammatory model rats, reduce the elimination rate but has no effect on the distribution of LVFX in plasma.
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Fig1l HPLC chromatograms

253 RVERARZE RS AL ANZS (AT B AL
N LVEFX {7 5 57 5 e i 43 51 Ky 18.432.11.52..5.76 . 2.88 . 1.44
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Fig 2 Plasma concentration-time curves of LVFX in plasma

10 12 14

and uterine tissue of rats in two groups(n==6)
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®1 FAXRENLVFXHWHEFHZESH (x +5,n=06)
Tab 1 Pharmacokinetic parameters of LVFX in rats of two
groups (X +s,n=06)

- IR TEAL

- Sl ABRA Sl B
Coues g/ml 15174087 1494046  14.18+1.20 11.86£0.84
fsh 142£0.20 1.50£0.01 1252027 1.17£0.26
fiop,h 7.69£2.61 7321280 795£5.29 9.16£3.00
AUCqpy, pogeh/ml - 52654607 5115£353 52924587 42.59£3.91
AUC--, pg+h/ml 6127793 58.86t458  60.64£7.207 4741£4.75
CL/F,L/(kgh) 1.37£0.26 1.35%0.10 1.32£0.16" 1.67£0.17
V,L/kg 3561173 2.65%1.02 2.78£0.52 339£0.57

1 SN RRL A, ©P<<0.05

Note: vs. control group, *P<<0.05
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Effects of Coriolus versicolor Polysaccharides on Proliferation and Apoptosis of Murine Melanoma B1l67Cell
in vitro and Its Mechanism of Action

WEI Shijie', CHEN Wengqiang® (1.Center Hospital Affiliated to Shaanxi Sci-Tech University, \Shaanxi Hanzhong
723000, China; 2.School of Biological Science and Engineering, Shaanxi Sei=Tech Univetrsity, Shaanxi Han-
zhong 723000, China)

ABSTRACT OBIJECTIVE: To study the effects of Coriolus versic¢olor. polysaccharides (CVP) on in vitro proliferation and apop-
tosis of murine melanoma B16 cell and its mechanism. METHODS :"MTT assay was used to determine the survival rate of murine
melanoma B16 cell after cultured with DMSQ*(negative control), 0 (blank control), 0.156, 0.312 5, 0.625, 1.25, 2.5, 5.0 and
10.0 pg/ml CVP for 48, 72 h, and the ICs was calculated. Flow cytometry was used to determine the apoptotic rate of murine mela-
noma B16 cell after cultured with DMSO"(negative control), 0 (blank control), 0.5 pg/ml CVP for 24, 48, 72 h. Quantitation Re-
al-time PCR (qRTPCR)‘\was wsed to determine the mRNA expression of cell apoptosis-related gene P53, Bcl-2 and Fas in murine
melanoma B16 (cell after cultured with DMSO (negative control), 0.5 ug/ml CVP for 48, 72 h. RESULTS: 0.156-10.0 ug/ml CVP
couldinhibit the growth of B16 cells, in concentration and time-dependent manner within 0.156-0.625 pg/ml; ICs of B16 cells af-
ter cultured for 48 and 72 h were (0.32+0.01),(0.18 +0.04) pg/ml. After cultured with 0.5 pg/ml CVP for 24, 48, 72 h, apoptot-
ic rates of B16 cells were increased significantly, compared to negative control and blank control (P<<0.01). After cultured with
0.5 pg/ml CVP for 48, 72 h, mRNA expression of P53, Bcl-2 and Fas were decreased significantly, compared to negative control
(P<<0.01). CONCLUSIONS: CVP can inhibit the proliferation and induce the apoptosis of B16 cells, the mechanism of which
may be associated with the expression down-regulation of P53, Bcl-2 and Fas gene.

KEYWORDS Coriolus versicolor polysaccharides; Murine melanoma B16 cell; Proliferation; Apoptosis; in vitro
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