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Kota Ouchi (Tohoku University) and Genta Nagae (University of Tokyo) reviewed an optimal
probe set to develop a diagnostic kit of the DNA methylation status. They examined diagnosis
performance when 24 probes chosen so far were reduced to 21 probes first. As a result, they
confirmed that comprehensive DNA methylation could be diagnosed in precision 100% when the
case that probes 13 or 14 or more had methylation was diagnosed with high methylation among
21 probes. Also, they examined plural methods to use for a diagnostic kit of the methylation status
from viewpoints such as cost, the reproducibility of results or the handiness of the laboratory
technique. As a result, it was determined that the A method included superiority. Whereas
methylation status may be judged using a gene expression profile because the genetic expression
is known to be inhibited when the CpG island of the genetic promoter region has methylation.
Therefore comprehensive DNA methylation analysis and comprehensive gene expression

analysis were conducted in 97 colorectal cancers. As a result, a list of genes which a methylation
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level and level of expression correlated with was obtained. The individual genetic functions
included in the list of these genes were examined in detail, and it was examined whether
methylation status could be diagnosed using an expression profile.

Shin Takahashi religion and Masanobu Takahashi (Tohoku University) pushed forward four
studies of study A: the retrospective analysis study associated with an ongoing prospective
clinical trial, study B: the retrospective analysis study associated with a completed prospective
clinical trials, study C: new multicenter retrospective observational study, and study D: the
retrospective analysis study associated with the prospective clinical trials that completed
registration to test a clinical utility. In study A, case registration was completed in the end of
December, 2016, and 66 patients in total were enrolled. 51 specimens were collected by March,
2017 and, about 29 cases that enough DNA content of those was obtained, analyzed a genome
wide DNA methylation status using Infinium Methylation EPIC Kit (llumina). In study B, 28
specimens in total were collected and analyzed a genome wide DNA methylation status about 27
specimens that enough DNA content of those was obtained similar to study A. About study C, a
study plan of "anti-EGFR antibody effect of treatment prediction of colorectal cancer based on a
DNA methylation state and the gene expression status™ (retrospective study) was made, and the
approval of the Ethics Committee. Tohoku University Graduate School of Medicine was obtained
(approval number 2016-1-570). About study D, the specimens of 338 cases were collected and,
of these, started the analysis of the genome wide DNA methylation status about 235 cases that
enough DNA content was obtained.

About the correspondence for the regulator, Shin Takahashi (Tohoku University) prepared for
a document for pre-development consultation in PMDA with support of the Clinical Research,
Innovation and Education Center (CRIETO), Tohoku University Hospital.

As business-related association, Chikashi Ishioka, Shin Takahashi, and Kota Ouchi (Tohoku
University) negotiated with the person in charge of Company R (a domestic laboratory company)
about collaborative investigation four times by the end of 2016 with support of CRIETO and the
Tohoku Techno Arch Co., Ltd. As a result, the informal consent of the collaborative investigation
contract was obtained. At the end of 2016, concrete contract content is negotiated. Also, we gave
a presentation on current results of the research in the 75th Annual Meeting of Japan Cancer
Society.
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