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Studies on Neurocognitive neurodegenerative Disorders:
Pathophysiology, Prevention, Therapy and Care

Hidehiro Mizusawa, M.D., Ph.D.
Principal Investigator of the Research Group
National Center of Neurology and Psychiatry

(1) Purpose of the study group

The mission of the study group was to elucidate the pathogenesis/pathophysiology
of neurocognitive neurodegenerative disorders, and to develop methods for their
prevention, therapy and care. To achieve the goal, the group conducted following three
projects; 1) basic research, 2) clinical investigation, and 3) development of new
treatment and care of neurocognitive disorders.

(2) Members of the research group:

Hidehiro Mizusawa, Tomohiro Kabuta, Toshiyuki Araki, Masayuki Sekiguchi, Masato
Hasegawa, Yoshitaka Nagai, Yuji Saitoh, Hiroshi Kunugi, Hiroshi Matsuda, Masaru
Horikoshi, Tadashi Tsukamoto, Yoshie Ohmachi

(3) Results and Discussion
1) Translational studies of neurocognitive disorders

We found that sleep disturbance is a possible modifiable risk factor in Alzheimer’s
disease model mice as well as Parkinson’ disease model mice.

To apply some results of basic research to clinical investigation, we have done
proteome analyses of cerebrospinal fluids of patients with and without preceding sleep
disturbance in neurocognitive disorders.

We found that L-DOPA treatment reduced pathological changes in model mice of
Parkinson’s disease, and determined the structures of tau and alpha-synuclein
filaments from human brains. We also found that SIDT2, a component of RNautophagy,
palys important role in the degradation of neurodegeneration-related mRNAs and
proteins.

2) Clinical investigation of neurocognitive disorders

In grey matter network, we found that tau accumulation increased brain
connectivity in normal controls without amyloid beta deposits, while it decreased
structural connection of brain in patients with Alzheimer’s disease spectrum.

3) Study on new treatment and care of the disorders.

We examined the utility of CBT program among family members who care patients
with neurocognitive disorders. For persons who care patients with these disorders, we
have started the preparation of Japanese version of iSupport, which was developed
based on WHO’s Mental Health Gap Action Program. We have started Brain Health
Project Kodaira under the collaboration with Kodaira city as well as Kodaira Medical
Association



