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Introduction

In drug development, evaluation of “drug metabolism and disposition” is important, and quantitative analysis of drug in biological samples is
essential. Recently, oligonucleotides (ONs) have been extensively investigated, and LC-MS/MS method, which has advantage in specificity and
characterization of metabolism, has also drawn attention for analysis of ONs. We have developed an analytical method of Nusinersen, one of the
antisense ONs, using triple-quadrupole mass spectrometer. The method was applied to analyze the plasma and tissue samples obtained from rats
after intravenous administration of Nusinersen. In addition, we tried identifying Nusinersen metabolites using hybrid triple quadrupole time-of-
flight mass spectrometer.
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Quantitative Analysis of Nusinersen Metabolite Identification
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* We have developed a LC-MS/MS method for analysis of Nusinersen in plasma, liver and kidney.
* Our results suggested that Nusinersen and its metabolites distribute in liver and kidney as commonly described for oligonucleotides.



