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Analyses of anti-tumor activities regarding pazopanib in soft tissue sarcoma
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In this study, we performed integrate analyses using tumor/normal samples of

a advanced STS that achieved a CR to pazopanib to elucidate molecular pathological background of
pazopanib response in STSs. The integrate analyses was consisting of a next-generation sequencer
(DNA 7 RNA sequence) and phosphorylation kinase membrane antibody array. As validation study, we
verified identified gene alterations and phosphorylated protein expression using the comparative
verification cohorts. As the results, we found both characteristic elevated PDGFRB phosphorylation
protein of PDGFRB which is the target of pazopanib and specific gene amplification (12q13-14 locus:
GLI1, CDK4) in cases that had highly sensitive response to pazopanib. Furthermore, functional
analysis also confirmed that characteristic gene amplifications induced the expression of PDGFRB.
Based on subsequent validation studies, it was considered that it would contribute to the
development of personalized medicine for STSs.
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