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Berlin, November 29, 2010

Evaluation statement for the research project “Foundation of synapse and neurocircuit
pathology”

The project started in 2010 with three subprojects focusing on synapse pathology (AOl), circuit
pathology (A02) and new techniques (A03). The overall aim of this collaborative project is to
understand the molecular mechanisms of neurodegenerative, developmental and mental disorders
using cell biological, biochemical and high-resolution imaging methods and technologies. In the
longer term, it should also be possible to develop new therapeutic strategies for brain diseases based
on the generated knowledge.

At the kick-off meeting on October 27™ 2010 the investigators of this collaborative project presented
their specific project aims, which were then discussed intensively by a panel of national and
international scientists in the field. From the presentations by Prof. Okazawa, Prof. Nukina and Prof.
Hayashi it was clear that the projects are highly innovative and well structured, suggesting that they
will lead to scientific results that will be highly relevant for a better understanding of disease
pathogenesis. The consortium made it clear that they have at their disposal important technologies,
like relevant disease models (fly, mouse), state of the art imaging technologies with the potential to be
developed further, and know-how on modulators of pathogenic processes in neurodegenerative
disorders.

The research focus on synapses, protein misfolding pathways and imaging technologies most probably
will allow the identification of novel molecular targets that cause dysfunction in synapses and/or
promote neurodegeneration, which is a prerequisite for the successful development of therapeutic
strategies.

I am of the opinion that this very exiting, innovative research project has a very high potential to be a
lighthouse in the neuroscience field and will also gain international visibility. I therefore support the
aims of the research project “Foundation of synapse and neurocircuit pathology” without any
reservations.

Yours sincerely,

Prof. Erich E. Wanker

e
Stiftung des &ffentlichen Rechts Berliner Sparkasse ﬁ HELMHOLTZ
Stiftungsvorstand: BLZ 100 500 00 | GEMEINSCHAFT
Prof. Dr. Walter Rosenthal, Cornelia Lanz Kto. 195 323 1140
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Professor Hitoshi Okazawa

Neuropathology

Medical Research Institute Dl :
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Dear Professor Okazawa and Colleagues:

It was my great pleasure to attend and speak at the Kick Off Symposium of the
Scientific Research on Innovative Area “Foundation of Synapse and Neurocircuit
Pathology” held on October 27, 2010 at Tokyo Medical and Dental University. | very
much enjoyed all of the talks and lively discussion.

This meeting outlining the research accomplishments and research funding goals of
your investigators and distinguished guest speakers was extremely comprehensive in
scope and very innovative in design. It is very rare to have such extremely
accomplished participants talking about such a broad array of topics critical to
approaching diseases of the nervous system. The themed ranged from
neurodevelopment to neurodegeneration while the technical expertise ranged from
synapses to cell culture to fly and mouse models of disease all the way to human
neurons derived from inducible pluripotent stem cells in humans with neuropsychiatric
disorders. It is just this type of multidisciplinary focus that is likely to make meaningful
advances in understanding and treating diseases of the nervous system.

The conference was very well attended and lively discussions and questions followed
each session. The theme of early synaptic and neural circuit level changes in
psychiatric disorders and in neurodegenerative disorders was maintained throughout
each talk. Clearly, there will be much progress made on understanding how synapses
and circuits are selectively affected in a broad range of early neurodevelopmental and
neurodegenerative disorders.

I hope that you found my involvement, comments and suggestions helpful. | am very
happy to be involved in evaluating the scientific progress of your distinguished

colleagues during the course of this grant program of Scientific Research on Innovative
area. Please let me know how | can help as your work progresses.

Sincerely,

raig M. Powell, M.D., Ph.D.
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