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General comments:

Objectives: Dr. Yoichi Shinkai has been addressing important questions in epigenetics,
including mechanisms of endogenous retrovirus silencing, disease models of Kleefstra
syndrome, and identification of methylated non-histone proteins. Focusing on these three
areas appears to be appropriate as he has managed to make progress, in addition to the
fact that all of the three areas are important and competitive fields. Most of the projects
were started in RIKEN, and take advantage of his previous strength in G9a/Glp studies.
To increase understanding of how Glp mutations cause Kleefstra syndrome, he attempted
phenotype rescue experiments and achieved partial rescue when rescued at 3 weeks.
Determination of the precise timing and cell type for a complete rescue will be important
in understanding the cause of the disease and developing novel strategies for therapy.

Results: The results obtained so far have wide-reaching implications. For example, the
involvement of the H3K9me3 methyltransferase ESET in endogenous retrovirus
silencing revealed a novel modification independent of DNA methylation for retrovirus
silencing. The partial phenotypical rescue of the Glp disease model raised hope for



finding a potential treatment for Kleefstra syndrome. Thus, Dr. Shinkai’s work has
important implications both in basic biology and disease. In addition, Dr. Shinkai has
also performed a biochemical screen for additional protein substrates for G9a and
identified several potentially interesting non-histone protein substrates.

Management: Based on his productivity and the fact that the two associates we
interviewed are generally happy to work with him, we do not have concerns about his
general management skills. He also appears to have many international collaborations,
which is important for his continued success. We feel that it would be even better if more
attention could be paid to the training of the junior faculty so that they can gradually
become more independent.

Future plans: In general, his future plans are excellent and would be very fruitful in the
coming years. Considering that the epigenetics field is highly active and competitive, it
might be better if he could set up some priorities for fields in which he has unique
materials and experimental systems, such as the disease model and substrate of
G9a/GLP.

Others: Based on the information we gathered, we would like to make four suggestions
to the general management of the RIKEN Institute that include: 1) Extending the
retirement age to 65 or 70, depending upon an investigator’s performance; 2) The timing
of the review should be more than 1 or 2 year(s) in advance so that the Investigator may
have more time to prepare for future plan should the review process not be successful; 3)
Establishing an independent graduate program of the RIKEN Institute is important,
although it might be difficult; 4) Including some specialists in the field in the internal
reviewer panels might be helpful.
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