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Cancer of unknown primary site (CUP) is characterized as a metastatic cancer diagnosed
without the primary site. As treatment for specific types of advanced cancer improves, it
becomes increasingly that accurate identification of the tissue of origin and subsequent site-
specific therapy may result in improved prognosis for patients with CUP. Molecular cancer
profiling is a clinically promising diagnostic tool to determine the tissue of origin in patient
with CUP. We have now developed integrative algorithm using the next generation sequencer
platform to identify gene expression—based cancer classifiers and detect known oncogenic
driver mutations. We identified a molecular signature through genome-wide expression
profiles and constructed a cancer classifier with weighted-voting system. Multicenter phase
2 clinical trial using this platform for CUP patients is now under investigation in 18 sites to
determine the utility of treatment strategy using NGS (UMIN000016794). The primary
endpoint is one year survival rate. Recruitment started in March 2014 and 89 patients have
been already enrolled. Patient enrollment is plan to be completed within 2017. Based on the

results of current study, establishment of a new therapeutic strategy for CUP is expected.
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