


Appendix I 
Bioequivalence of two pomalidomide capsules in healthy Chinese male subjects
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[Summary] 
OBJECTIVE: To evaluate the pharmacokinetic characteristics of pomalidomide capsules in healthy Chinese male subjects, and to evaluate the bioequivalence of the two preparations at 1mg and 4mg doses, respectively. 
METHODS: At 1 mg and 4 mg doses, fasting and fed state bioequivalence tests were conducted.24 healthy male subjects were recruited for each dose group, fasting state and fed state. The test reagent and pomalidomide capsules (Imnovid®) were taken orally. A randomized, open, two-cycle, two-crossing fasting state and self-controlled fed state test method was adopted. The plasma drug concentrations at 17 different time points within 48 h were determined by liquid chromatography-tandem mass spectrometry (lc-ms). The main pharmacokinetic parameters Cmax, AUC0-t and AUC0-∞ were calculated to evaluate the bioequivalence. 
RESULTS: In the 1 mg dose group, the geometric mean ratios of main pharmacokinetic parameters Cmax, AUC0-t and AUC0-∞ were 95.06%, 94.24% and 94.64%, respectively, and the 90% confidence intervals were 87.91%-102.80%, 89.73%-98.99% and 90.29-99.19% under fasting state, respectively, within the range of 80.00% to 125.00%, meeting the criteria for bioequivalence. The ratios of geometrical mean values of main pharmacokinetic parameters Cmax, AUC0-t and AUC0-∞ in the 1mg dose group were 94.98%, 96.27% and 96.19% in the fed state, respectively, and the confidence intervals of 90% were 88.34-102.11%, 89.84-103.17% and 89.82-103.02%, respectively, which ranged from 80.00% to 125.00%, meeting the criteria of bioequivalence. In the 4mg dose group, the geometric mean ratios of main pharmacokinetic parameters Cmax, AUC0-t and AUC0-∞ were 103.62%, 106.53%, 107.00%, and 90% confidence intervals were 95.79-112.09%, 102.85-110.35%, and 103.40-110.73%, respectively, after oral administration of test preparations and reference preparations under fasting state, which met the criteria of bioequivalence. In the 4mg dose group, the geometric mean ratios of main pharmacokinetic parameters Cmax, AUC0-t and AUC0-∞ were 109.68%, 103.16% and 102.78%, respectively, and the 90% confidence intervals were 103.37-116.36%, 100.69-105.69% and 100.34-105.29% in the fed state, respectively, which were within the range of 80.00% to 125.00%, meeting the criteria for bioequivalence. 
Conclusion: Both 1 mg and 4 mg doses of pomalidomide showed bioequivalence in both the fasting and fed state.
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