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Purpose
Clinical studies involving novel drug candidates are at an all-time high as their use in
immunotherapies and other targeted therapies begins to swell. The 2018 FDA Guidance
for the Validation of Bioanalytical Methods requires an assessment of the impact of the
presence of co-administered drugs on the analytical measurement and stability of novel
drug candidates. In support of a clinical study that featured co-administration of
Cimetidine, Itraconazole and Paroxetine with a proprietary drug candidate, GLPcompliant methods were developed and validated for each of these commonly coadministered drugs.
Methods
In accordance with the FDA guidance, the impact of the presence of these coadministered drugs on the sensitivity and selectivity of the measurement of the
proprietary drug and its metabolite was assessed. Additionally, the impact of the
presence of the co-administered drugs on the freeze/thaw stability, bench top stability
and long term storage stability of the proprietary drug and its metabolite were also
assessed.
Results
Analytical results demonstrated that these co-administered drugs and the proprietary
novel drug and metabolite could be measured with acceptable accuracy and precision
when analyzed in samples that contained combinations of these analytes.
Conclusions
Data indicate that samples containing combinations of the proprietary drug and
metabolite along with the co-administered drugs were stable when submitted to
conditions similar to the conditions that clinical samples would be subjected to.
Subsequent sample analysis in support of the clinical study generated 4031 reportable
results for 2783 samples across five analytes. Four HPLC-MS/MS instruments were
employed during the study and 93% of analytical runs met acceptance criteria. This work
was performed with a 1 month turn-around time for QA reviewed data after the receipt
of the final sample shipment.

