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Abstract Objective: To preliminarily predict the bioequivalence of domestic generic drugs of chlorzoxazone

tablets and reference listed drugs (RLD) based on the BCS (biopharmaceutical classification system) classification
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of chlorzoxazone APIs, combined with the permeationrate and the dissolution curve of chlorzoxazone tablets.
Methods: Determine BCS classification of chlorzoxazone by measuring the permeability of chlorzoxazone APIs
with artificial biomimetic membrane and its solubility in different media. Similarity factor (f°), AV value and
model-independent multivariate confidence interval method were used to evaluate the similarity of dissolution
curves between RLD and four domestic chlorzoxazone tablets in different media including water, pH 1.2
hydrochloric acid solution, pH 4.0 phosphate buffer and pH 6.8 phosphate buffer. The 90% confidence interval of
permeationrate and total permeation volume in fasting and fed intestine simulated solution dissolution medium
were calculated to assess the bioequivalence of domestic generic drugs and the RLD. Results: Chlorzoxazone was
classified as BCS I drug with low solubility and high permeability. The in vitro dissolution tests showed that
the similarity between domestic chlorzoxazone tablets and the RLD was low. The permeation rate tests showed
that in fasting intestinal simulated solution dissolution medium, the 90% confidence intervals of the permeation
rates of domestic chlorzoxazone tablets and the RLD from four manufacturers were 101.05%~107.12%,
116.57%~120.13%, 99.36%~105.72% and 130.17%~139.62%. Three of them were within the range of
80%~125% of the acceptance criteria for bioequivalence while the other one was not. Respectively, while in
fed simulated solution dissolution medium, the 90% confidence interval of the permeation rates of domestic
chlorzoxazone tablets and the RLD from four manufacturer were 103.62%~115.49%, 116.99%~134.85%,
131.70%~141.93% and 122.37%~127.23%. One of them was within the range of 80%~125% of the acceptance
criteria for bioequivalence while the other three were not. Conclusion: Based on the combination of dissolution
curve and permeationrate could be better simulated the absorption and transport process in vivo to some extent,
the combined application method could be used for the preliminary prediction of the bioequivalence between
domestic chlorzoxazone tablets and reference preparations.

Keywords: chlorzoxazone tablets; BCS classification; dissolution curve; permeation rate; bioequivalence
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