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Effects of Metformin on the Serum Content of Leptin in Ovariectormized Model Rats and Its Mechanism
WANG Zhi-xin, KANG Bai (Lab of Applied Pharmacology, Weifang Medical College, Shandong Weifang
261053, China)

ABSTRACT OBJECTIVE: To study the effects of metformin (MF) on the serum content of leptin in ovariectormized model rats
and its mechanism. METHODS: Female rats underwent ovariosteresis surgery to establish ovariectomized model. Model rats were
randomly divided into model group, MF low-dose and high-dose groups [135, 270 mg/(kg-d)] with 10 rats in each group; other
10 healthy female rats underwent sham operation were sham group. Model group and sham group were given 0.9% Sodium chlo-
ride 5 ml/(kg-d) intragastrically, and MF low-dose and high-dose groups were given relevant drugs intragastrically for consecutive
42 days. The serum content of leptin was measured with radioimmunoassay and body weight of rats were measured; the expression
of SOCS-3 mRNA in lipid was measured with RT-PCR. RESULTS: Compared with sham group, the serum levels of leptin, body
weight and the expression of adipose SOCS-3 mRNA increased significantly in model group (P<<0.05 or P<<0.01). Compared with
model group, the serum levels of leptin, body weight and the expression of adipose SOCS-3 mRNA decreased significantly in MF
high-dose group (P<<0.05); but above index had no statistical significance in MF low-dose group (P>0.05). CONCLUSIONS:
The high-dose of MF can significantly decrease the serum levels of leptin in ovariectormized model rats, and it may be related to
the down-regulation of the expression of SOCS-3 mRNA.
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Determination of Leucogen Concentration in Rats Plasma by LC-MS and Its Pharmacokinetic Study
ZHAO Guo-zhen',ZHANG Chao-hui', XIE Shao-fei’(1.School of Pharmacy, Jiangsu University, Jiangsu Zhenji-
ang 212013, China; 2. Nanjing Chang’ao Pharmaceutical Co., Ltd., Nanjing 210038, China)

ABSTRACT OBIJECTIVE: To develop a method for the determination of leucogen in rat plasma, and to study its pharmacokinet-
ics. METHODS: Rats were given leucogen 1 mg/kg by tail intravenous administration and leucogen 10 mg/kg by intragastric admin-
istration (n=6). Using tinidazole as internal standard, LC-MS method was used to detect the plasma concentration of leucogen be-
fore and 10, 20, 30, 40, 60, 90, 120, 180, 240, 360, 1 440 min after medication; pharmacokinetic parameters were calculated
with DAS 2.0 software. The determination was performed on a Agilent Zorbax Eclipse plus Cis column with mobile phase consisted
of acetonitrile-water-acetic acid (20 : 80 : 0.3) for gradient elution. MS condition: ESI, 296.1 [M+H]" for leucogen, 248.1[M+H]"
for tinidazole. RESULTS: The linear range of leucogen were 0.048-30 pg/ml (#=0.999 3). The limit of quantification of leucogen
was 0.048 pg/ml. Pharmacokinetic parameters of leucogen after tail intravenous administration vs. intragastric administration were as
follows as cuw: (1.51 +0.66) vs.(17.78 + 2.67) pg/ml; tz,: (1.23 £ 0.85) vs.(0.88 +0.23) h; AUC,-..: (1.29+0.56) vs. (9.87 +
0.47) pg-h/ml. CONCLUSIONS: The method is accurate, reliable, sensitive for detection and suitable for plasma concentration
monitoring of leucogen. Pharmacokinetics of leucogen is in line with one-compartment model.

KEY WORDS LC-MS; Leucogen; Plasma concentration; Rats; Pharmacokinetics
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