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NOVEL METHODS FOR ANALYSIS OF DRUG METABOLITES BY LCMSMS
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In the pharmaceutical industry, during product development and clinical trials, it is essential to analyze drug metabolites and chemical derivatives in high throughput. The analysis is required as part of the FDA regulations but can also be highly beneficial for the pharmaceutical companies themselves in case of discovery of novel active patentable compounds. Chemical derivatives of drugs can develop in easy matrices which are part of the drug formulation, while metabolites are usually found in various body fluids which are of higher challenge for compound characterization by analytical chemistry tools. The analysis of compound from the two groups should combine qualitative and quantitative measurement workflows. For quantitative workflows, the most common model found in the pharmaceutical industry is the triple quadrupole, which suffers from low capabilities in qualitative workflows due to its limited resolution, mass accuracy and low duty cycle in scanning modes. To overcome these limitations Applied Biosystems has developed a family of instruments – QTrapTM – which combines a linear ion trap with the third quadrupole. This combination has recently become available on the market and contributed greatly to the analysis of drug metabolites and chemical derivatives. It retained the excellent quantitative capabilities of the triple quadrupole and its robustness for high throughput screening with the addition of higher resolution, higher sensitivity and unique Information Dependent Acquisition (IDA) modes. However, the use of LC/QTrap for analysis of drug metabolites requires the development of complex workflows which until recently required experts for method development. The recent release of LightSightTM – novel software which combines workflow design and sample handling for analysis of metabolites – opens this important field to every operator.  









