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Critical Dissolution Tests of Gliclazide in the Development of in Vitro/In Vivo Correlation
T « FTEFYE DOH92-TD-1130
dERaCaN e =

9201 ~ 9212

37 Fl o MR
! Eﬁ Sheu, Ming-thau

PRI ﬁ'ﬁ% F PR /ﬂf"k%%?ﬁ PRIl s gliclazide
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The purpose of this research project was to establish in vitro /in vivo correlation (IVIVC) of Gliclazide. Hydroxypropyl
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methylcellulose (HPMC) and lactose was used to formulate tablets with three different release rates. Direct compression method was



employed to prepare those tablets (9 mm in diameter and 240 mg in weight) containing 80mg gliclazid. In the first, the influence of
various adding amount of sodium lauryl sulfate on the pH-solubility profiles of gliclazide was examined to select three dissolution
media (pH=1.2, 4.5 (1% SLS), and 6.8) for characterization of the release rate for those three tablet formulations. It provides in vitro
dissolution profiles for construction of in vitro-in vivo correlation. The three formulations were then ingested with 18 volunteers in a
three-way cross over design to obtain plasma concentration profiles, from which the pharmacokinetic parameters (Cmax, Tmax, and
AUC(0-t)) were deduced as in vivo parameters for constructing in vitro-ion vivo correlation of level C. Wagner-Nelson method and
point-area deconvolutiom method were utilized to calculate fraction absorbed and input rate, respectively, to construct level A
correlation. Results demonstrate that a level C correlation was established for Cmax with % dissolution in pH=6.8 dissolution
medium, whereas for Tmax with those in pH=4.5 (1% SLS) dissolution medium. The best choice for constructing level A correlation
was to conduct dissolution measurement in pH=6.8 dissolution medium. These constructed IVIV correlations could be used as a
surrogate for formulation changes or process modifications of gliclazide. Preferably, authority also can do decision-making regarding
whether bioequivalence study is needed based on these scientific data.



