iv

Thesis Title Bioequivalence Testing of the Oral Preparations Generic 30 mg Modified-
Release Gliclazide and the Innovator (Diamicron MR®) Preparations in
Healthy Thai Male Volunteers

Author Mr. Thatree Autsavakitipong

Degree Master of Science (Pharmacology)

Thesis Advisory Committee:

Assoc. Prof. Noppamas Rojanasthien Chairperson

Assoc. Prof. Maleeya Manorot Member '

Assoc, Prof. Dr. Chaichan Sangdee ' Member

Assoc. Prof. Dr. Supanimit Teckachunhatean Member

Asst. Prof. Sukit Roongapinun Member

Natthiya Hanprasertpong M.D. Member
Abstract

The bioequivalence of two oral formulations of 30-mg modified-release gliclazide
tablets were evaluated: Remicron MR® (Ranbaxy Laboratories Limited) as the test and
Diamicron® MR, as the reference. The two products were administered as a single oral
dose according to a randomized two-way crossover design to 18 healthy Thai male
volunteers under fasted (without breakfast) and fed conditions (with breakfast). The
washout period between each visit was 2 weeks. After drug administration, serial blood
samples were collected over a period of 72 hours. Plasma gliclazide concentrations were
measured by HPLC and the pharmacokinetic parameters were analyzed by
noncompartmental analysis. ANOVA was carried out using logarithmically transformed
data of the AUC, Cyux and untransformed Tpa. Bioequivalence was obtained according
to 90% confidence interval (90% CI) of the difference between formulations within 0.8-
1.25 for the AUC and Cpax. RESULTS: Fasted state: The range of the Ty between the
test and the reference were similar (4-12 h), however, the median Tpay, of the test was
slightly faster than those of the reference (6.5 h VS 7 h) and the 90% CI for Tpax
difference was (-1.92)-0.59 (BE range + 1.5 h). There were no significant differences for
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the AUCq., AUCq.o, and Ciyax between the two formulations based on the mean (90% CI)
for the ratios — Tt of 1.00 (0.94-1.06), 0.99 (0.94-1.05) and 1.02 (0.94-1.10),

Reference
respectively. Fed state: The median Trax of the test (Sh) was faster than that of the
reference (7h) with the 90%CI for the Tnax difference of (-2.18)-(-0.71) (BE range +
1.43). The AUCy.;, AUCy.o and Cm;x between the two formulations were bioequivalent
based on the mean (90% CI) of 1.03 (0.99-1.07), 1.03 (0.99-1.07) and 1.09 (1.05-1.13),
- respectively. Food effect: There were no significant food effect on the rate and extent of
absorption of the two modified-release gliclazide formulations. The mean (90% CI) of
fed/fasted condition for the test preparation were 1.02 (0.96-1.08), 1.03 (0.96-1.10) and
0.92 (0.86-0.99), respectively for the AUCo., AUCow and Cpa. The corresponding
values for the reference preparation were 1.05 (0.99-1.12), 1.06 (0.99-1.13) and 0.99

(0.92-1.06), respectively. In cenclusion: the test and the reference preparations were

bioequivalent and there were no food effect on the rate and extent of gliclazide MR

absorption.
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