
Page 61

Madridge J Pharm Res. 2018
MJPR an open access journal

Conference Proceedings

May 2-4, 2018    Rome, Italy

Pharma-2018
May 2-4, 2018

International
Pharma Conference and Expo

Identification of Metabolite for mTOR Inhibitor, AZD8055 in Rats after a Single Oral Administration using 
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Metabolite identification of AZD8055, which is an ATP-competitive specific dual mTOR inhibitorand exhibited potent antitumor 
activity on several types of solid tumors, was performed using ultra high-performance liquid chromatography-ion trap mass 

spectrometry (UHPLC-IT-MS) through both in vitro and in vivo approaches using rat liver microsomes (RLMs) and rat plasma, 
urine and feces, respectively. A total of eight putative metabolites (five phase I and three phase II) were identified, and a tentative 
metabolic pathway was suggested for the first time. Considering the accurate mass and mass fragmentations of the detected 
metabolites, their plausible structures were suggested. Demethylation, hydroxylation, oxidation and morpholine ring opening were 
the major biotransformation processes for the phase-I metabolism, while phase-II metabolites were merely generated by the 
glucuronide conjugation reaction. The cumulative excretion of AZD8055 in urine and feces was 0.13% and 1.11% of the dose, 
respectively. When the semi-quantitative analysis of the metabolites was performed using UHPLC-MS/MS (ultra-performance 
liquid chromatography tandem mass spectrometry) to evaluate the overall trend of metabolites formation and excretion, AZD8055 
was excreted more in the form of the metabolites than itself and their formation was very fast. Therefore it was presumed that 
biotransformation was playing a crucial role in its elimination. Ultimately, this study provides novel insights regarding the in vitro 
and in vivo bio transformations of AZD8055. Further investigations of metabolites of this potent anti-cancer compound could be 
beneficial for the antitumor drug design and development process
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