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AI-generated content may be incorrect.]Introduction. Simultaneous global drug development strategies integrating Japan and China into early global multi-centre clinical trials (MRCTs) improve efficiency, reduce drug lag and accelerate patient access to new medicines. To facilitate Japan and China joining global MRCTs, a Phase 1 study in the USA investigated PK and safety of Drug-A in healthy Chinese, Japanese and European participants (GSK-sponsored study 222308). This study enabled inter-ethnic comparisons based on data from a single study for Drug-A, which is primarily metabolised via CYP3A4.
Aims. To evaluate the ethnic sensitivity of Drug-A PK and safety in healthy Chinese and Japanese participants versus European participants.
Methods. This randomised, placebo-controlled, double-blind, parallel-group Phase 1 study enrolled 36 participants (n=12 per ancestry group). Participants received a single oral dose of 160 mg Drug-A or placebo (3:1) under fasted conditions. PK parameters were assessed using non-compartmental analyses, and safety evaluations included adverse events (AEs), clinical laboratory tests, vital signs and electrocardiograms (ECGs).
Results. Drug-A was rapidly absorbed, with median Tmax of 0.67–0.75 h across ancestry groups. Plasma concentrations declined rapidly after Cmax, with geometric mean elimination t1/2 from 1.93–2.58 h (Figure). Geometric mean Cmax and AUC were similar across ancestry groups. Across all ancestry groups, all AEs were mild and considered unrelated to study treatment, with no serious AEs or deaths reported. No clinically relevant changes in laboratory values, vital signs, or ECGs were observed.
Discussion. These findings demonstrate low ethnic sensitivity for Drug-A PK, a compound demonstrating high CYP3A4-dependent metabolism. Conducting such studies early in development would help bring new medicines to Asian markets more efficiently and expeditiously.
Funding: This study (222308) was funded by GSK.
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