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Study on the Bioequivalence of Itopride Hydrochloride Tablets in Healthy Subjects

XIE Bin, LIU Jie, CHEN Xinmin, YANG Peixin, YANG Qiong, LU Sisi, CAI Jinlan, ZHONG Kefeng(Zhuhai
Rundu Pharmaceutical Co., Ltd., Zhuhai 519041, China)

ABSTRACT: OBJECTIVE To evaluate the bioequivalence of itopride hydrochloride tablets. METHODS  The
concentration of itopride in plasma was measured by HPLC-MS/MS. Sixty-four healthy subjects(32 on fasting and 32 after meal)
were randomly assigned to take a single dose of itopride hydrochloride tablets 50 mg orally as test preparation and reference
preparation. The plasma concentrations of itopride hydrochloride tablets were determined at different times and the
pharmacokinetic parameters were calculated by Phoenix WinNonlin software. RESULTS Under fasting conditions, the 90%
confidence intervals of Cmax, AUCo, and AUCo.» for the test/reference geometric mean ratio were 89.42%-118.95%,
93.25%—117.27%, 92.78%—117.33%. Under fed conditions, the 90% confidence intervals of Cmax, AUCo.; and AUCo.» for the
test/reference geometric mean ratio were 90.53%—104.83%, 96.72%-99.77%, 96.76%—-99.88%. CONCLUSION The test
preparation and reference preparation of itopride hydrochloride tablets are bioequivalent.

KEYWORDS: itopride hydrochloride tablets; bioequivalence; pharmacokinetics; HPLC-MS/MS
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Fig. 1 Mass spectrogram and typical chromatograms of itopride and itopride-d6
A-—itopride of mass spectrogram; B—itopride-d6 of mass spectrogram; C—typical chromatograms of itopide LLOQ; D—typical chromatograms of itopide-d6
LLOQ; E-typical chromatograms of itopide; F—typical chromatograms of itopide-d6.
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Fig. 2 Itopride and itopride-d6 chromatograms of blank matrix from different sources and mixed source

A—chromatograms of blank matrix itopide from different sources; B—chromatograms of blank matrix itopride-d6 from different sources; C—chromatograms
of mixed source blank matrix itopride; D—chromatograms of mixed source blank matrix itopride-d6.
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reference administered with fed
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Tab. 3 Pharmacokinetic parameters of itopride hydrochloride tablets after single oral test and reference preparations under fasting

and fed conditions

i H Ciax/ng-mL™! AUCy./h'ngmL"!  AUC,./h-ng-mL™! fmax/h tin/h AUC %Extrap/%  Az(1/h)
o ZEERIG=32) 273.13£92.96 800.37+202.29 841.57+218.64  1.00(0.5,2) 6.98+1.63 4.69+2.01 0.10+0.02
i Z I (n=31) 270.78+94.85 786.04+224.07 828.31+240.58  0.75(0.5,2.67) 6.73x1.57 4.92+2.06 0.11+0.04
- ZRFIR (n=64)  267.75£92.17 867.77+202.64 908.98+210.40  1.00(0.5,3.5)  7.00+1.60 4.54+2.05 0.100.02
ZILHIR (n=64)  279.69+112.05 885.89+215.67 927.01£222.61  1.33(0.53.5)  6.90+1.63 4.4742.13 0.11+0.02
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