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Population Pharmacokinetics Research of Pravastatin in Healthy Volunteers

WANG Hui"*, ZHU Li-gin’, ZHANG Yuan', YANG Jian-wei' (1. The First Central Clinical College of Tianjin
Medical University, Tianjin 300192, China; 2. Tianjin Fourth Hospital, Tianjin 300222, China; 3. Tianjin First
Center Hospital, Tianjin 300192, China)

ABSTRACT OBIJECTIVE: To investigate the population pharmacokinetics (PPK) model of oral administration of pravastatin in
healthy volunteers. METHODS: Retrieved from Wanfang database, VIP, CNKI, PubMed and ScienceDirect, 350 healthy volunteers
in 19 pravastatin literatures were chosen as research subject. Nonlinear mixed effect modeling(NONMEM ) was employed to establish
the PPK model of pravastatin. The effects of age, body weight and height on pharmacokinetic parameters were estimated and final
PPK model was validated by Bootstrap method. RESULTS: One-compartment models with first-order absorption and elimination
were established in the study. The typical population values of CL/F, V/F and K, were 252 L/h, 305 L and 5.49 h™'. The fixed ef-
fects, such as age,weight, height, had no significant impact on the model parameters(P>>0.05). CONCLUSIONS: The main pharma-
cokinetic parameters of pravastatin in healthy volunteers during the range of this study are similar to those in the reported literature.
KEY WORDS Pravastatin; Healthy volunteers; Population pharmacokinetics; Nonlinear mixed effect modeling
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Fig 1 Scatter plots of individual prediction concentration

vs. observed concentration in healthy population
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Tab 2 Pharmacokinetic parameters of pravastatin in healt-
hy population and results of Bootstrap validation
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o1, % 9.8 243 503  (3.88,10.57)
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Pharmacokinetics and Bioequivalence of Compound Levonorgestrel Tablets in Healthy Subjects
XIA Wei, ZHU Chang-hong (Family Planning Research Institute, Tongji Medical College, Huazhong University
of Science and Technology, Wuhan 430030, China)

ABSTRACT OBIJECTIVE: To compare the bioequivalence between two kinds of Compound levonorgestrel tablets. METHODS :
A single dose of test tablet or reference tablet of 0.15 mg Compound levonorgestrel (LNG) tablet and 0.03 mg ethinylestradiol
(EE) were administered by randomized crossover way in 20 healthy volunteers. The plasma concentrations of LNG and EE were de-
termined by radioimmunoassay. The pharmacokinetic parameters were calculated and bioequiavailability was investigated. RE-
SULTS: Main pharmacokinetic parameters of test tablet vs. reference tablet of LNG were as follows: #., were (1.40 +0.13)h vs.
(1.45+0.50)h; cu were (11.35+0.71)nmol/L vs. (11.18 +0.75) nmol/L; #. were (15.85+0.90)h vs. (1553 + 1.18) h; AUCos.
were (102.50 +16.00) nmol - h/L vs. (104.27 + 18.19) nmol - h/L. The relative bioavailability of LNG was (101.1 + 24.0) %. Main
pharmacokinetic parameters of test tablet vs. reference tablet of EE were as follows: £, were(1.400 +0.170)h vs. (1.425+0.118)h;
e Were (0.088 +0.005)ng/ml vs. (0.087 +0.004)ng/ml; #,. were (5.646 +0.740)h vs. (5.583 + 0.426)h; AUCyr,, were (0.445 +
0.021) ng-h/ml vs.(0.444 + 0.019) ng-h/ml. The relative bioavailability of EE was (100.5 +5.9)%. There was no significant differ-
ence in AUCor 1, Cmx and fme Of test tablet and reference tablet. CONCLUSIONS: In normal range of relative bioavailability of
LNG and EE, 2 kinds of Compound levonorgestrel tablet are bioequivalent.

KEY WORDS Levonorgestrel; Ethinylestradiol; Pharmacokinetics; Bioequivalence
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