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Neurons and glial cells communicate to each other not only via
neurotransmitters but also using various bioactive proteins, namely
neurotrophic factors and cytokines. Our long-term objective is to
elucidate the molecular and pathologic mechanisms of how these
bioactive proteins regulate brain development or perturb neural
functions. Our efforts have been paid to the following projects:
(1) the specificity and functionality of the intracellular signaling
driven by these bioactive proteins (BDNF, mTOR, S6 kinase,
AMPK), (2) the cytokine-dependent regulation of monoaminergic
development and function (GDNF, EGF, NRG1, EGFR, ErbB4), and
(3) the molecular and system neuropathology of schizophrenia and
its animal modeling (hallucination, auditory-evoked potential, social
withdrawal). Currently we are addressing these questions employing
all types of biological approaches including molecular genetic,
biochemical, cell biological, electrophysiological, pharmacological,
and behavioral tools and techniques. We hope these studies will
lead to the understanding of how these bioactive factors control
the onset and progression of developmental brain diseases such as
schizophrenia, autism, which might hint at developing new drugs.
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Nishiya V . Virus-mediated
genome editing via_homology-directed repair
in mitotic and postmitoticcells in mammalian
brain. Neuron. 2017; 96(4):755-68.e5.

Mikuni et al. High-throughput, high-resolution
mapping of protein localization in. mammalian
brain by in vivo genome editing. Cell. 2016;
165(7):1803-17. -

Our lab starts this September! Our goal is to understand the
physiology and pathophysiology of the brain at the cellular and
molecular levels. We established “SLENDR”, a technique based on
in vivo genome editing, to image endogenous proteins with high
specificity, resolution and contrast in single cells in mammalian brain
tissue (Cell, 2016). In addition, we recently developed “vSLENDR”",
a genome editing method to target virtually any cell-types, areas
and ages across the brain, widely expanding the applicability of
genome engineering technologies in the broad field of neuroscience
(Neuron, 2017). Using “SLENDR” and “vSLENDR", we will explore the
cellular and molecular mechanism underlying long-lasting memory,
and further investigate how the mechanism is impaired in memory
disorders to provide new therapeutic strategies.
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“Dept. ofNeurophysiology

The skull of mice is thin and transparent. Therefore, cortical
activities are easily visualized using endogenous flavoprotein
fluorescence signals reflecting the activity-dependent changes
in oxidative metabolism in mice. We are investigating cortical
activities in the auditory, visual and somatosensory cortices using
this technique. However, there are higher association cortices
between these primary sensory areas, and their functions are
largely unknown in mice. In general, neurons in the association
cortices respond to various stimuli, and therefore, may be involved
in association (integration) of information. Another point is that
some neural activities in the association cortices can be maintained
after stimulus offset, suggesting that they are related to certain
types of short-term memory. Integration of information and short-
term memory are important elements of consciousness, so that the
associative cortices are likely related to consciousness. Generally
speaking, consciousness research is not easy in the framework
of falsifiable scientific studies in mice. Fortunately, we have found
a particular strain of mice that exhibit specific and simultaneous
impairment of sensory integration and short-term memory. Using
these mice, we are now challenging to investigate the neural
mechanisms of consciousness in the framework of falsifiable
scientific studies.
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Mission: To expand our understanding of human diseases of the
nervous system, by clinical service, education, and research.

Clinical pathology: Over 400 surgical cases and 40 to 50 autopsy
cases annually, from the Departments of Neurosurgery and
Neurology, as well as from various other institutes in Japan.
Research: Clinical, translational, and basic science of human
disorders of the nervous system, including neurodegenerative,
developmental, infections, cerebrovascular, and immune-mediated
diseases.

Education: Teach medial and graduate students, residents, and
fellows.
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Our research activities are generally based on morphological
observation of central and peripheral nervous systems of patients
suffering from various neurological diseases. Abnormal accumulation
of protein in neurons and glial cells is a histological hallmark of
neurodegenerative disorders. The goals of our research are to
elucidate molecular mechanisms of neurodegenerative movement
disorders as well as of dementing disorders and to develop novel
therapeutics for these intractable diseases. We are currently
focusing to determine the molecular mechanism of autophagy and
inclusion body formation in neurodegenerative diseases, including
Parkinson’s disease and related disorders. We are also developing
animal models of multiple system atrophy.

The main topics of our current researches are as follows:

1. Mechanism of inclusion body formation in Lewy body disease
and multiple system atrophy

2. Abnormal protein aggregation in dementing disorders

3. Alteration of glial cells in various pathological conditions

4. Pathological, biochemical and behavioral analysis of animal
models of neurodegenerative disorders
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Figure 1
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Department of Neurosurgery, University of Niigata was founded by
Professor Mizuho Nakata, “the father of Neurosurgery in Japan”, in

1953, becoming the first independent Department of Neurosurgery
in Japan. Since then, the department has led the field of preclinical
research and surgery for brain tumors, cerebral vascular disease,
brain trauma, and functional surgery. Also, the department is unique
in that it is affiliated with the Brain Research Institute, enabling
collaboration with many basic neuroscience laboratories within
the Institute. Answering clinical questions through basic research
and using the results to improve clinical medicine, is precisely what
Professor Nakata envisioned when he founded the Brain Research
Institute. It is our obligation to carry on this spirit, and all staff is
dedicated in discovering new insight into neurosurgical practice.
The main research areas we are currently investigating include:
(1) developing new treatment methods including manipulation
autophagy and targeting of glioma stem cells to eradicate the
deadly disease malignant glioma, (2) developing assistive surgical
technology to enable accurate simulation for complex neurosurgery
cases and education of young neurosurgeons, (3) collaboration
with Nishi-Niigata Chuo National Hospital to elucidate the complex
pathophysiology of epilepsy.

KONET,
Fig. 1)
c. - o Figure legend
L - . Figure 1 Glioma stem-like cells expressing (A.) Nestin and (B.) Musashi. C.
B | = P ."- : Colony formation is greatly inhibited by combination treatment with Notch
s5a i vee - : inhibitor (NI) and autophagy inhibitor (Al) in glioma stem-like cells.
DMS0 Al10 p MiZ2uM Al10 M

+ NI 2 pM

BRAIN RESEARCH INSTITUTE, NIIGATA UNIVERSITY

iR IEEn, B PRARiERI 50T

General Neurologist
277 IR Uil D
seflkZHiELE T,

-
%ﬁﬁk—}k—?—l“’l:%ﬁﬁ” —J}

D3, %E]T:L-r?

BE/\B M RED fe

& BRI\BRZIEE. HERIEAREL

fE. BB MRAESOWRICSNT,
EHEEHRIMDOEE. DIERREE

"BHD, FM20E. BRNREHEED

MATHAHBRERERE, T21HE

RIMEMSIAEDOHR TF — L UEEER
REPER23FEND. FiRKFHM ‘7‘
73 T ieeEx 5 SR AR AT 90 B 2

izsﬂi i
KES

lara K, Shiga A, Fukutake T, 35
Association of HTRAT Mutations
Familia l"lsch mic Ce bral S
Vessel Disease. N: al. J.
2009 Apr; 360(17):1729-39

RINEFTIE. EEEBPIICERRERFIZ M B/ DEATHE— DT
RACY, CORFBZEENLT. BHEF. NAROSHE
EBALIBND, BEZMN. ELZ2H. MREYZN. REE
WENGFEZRBLT. MOKBORRZEZRICHICEUE
ATVET, INET. KERPSMONRGEHRITRSED
DEEDRAFAZFUD, BRERZEDOICHRLBHRER
DRAMALBFEDHRFE CHRERFCEELUI, —AT. %
<OBRABEZEHL, BRESOMEERCHEMLCVE
. HEDBROONSBHSINEHFICRERN . KRR
BRICEBNH>TVFET ., TDLDIC, FEBDRRMEF. %<
DEETAEE—IRTLBICHPEESE DB D LICRKYIIS
TWERT, &, BMRARITROKERIFILHKT, MOZERE
DEFRBEHOLEZ L, @RABECEHRENBRERINKDSN
FI. MCBDH=EF. TDREHZRDGeneral Neurologist
DOBEMICIRWUEIET, RETHOERIREBIRNS, E@@W
BE2EFT. BLAWLWDBE TCOIRYYURANDERNZTREE
ﬂ%@W@FM®ﬁWEﬁUtWUﬂ&%U—H@é%ﬂﬁ%t
5T,

EHOKEICAED3 70
IL-10 2'5 =21V VIC & BhR

- EHRY—R
./" 'I.I’EGF 7 \
FOJ>ZauvF K
o R HRE R%. MEBNEEEE
:eryj J.IJ_J ?(VEGF)%)|[J7—CDI[

EREPR. 19—0O
AF10(L-10) ZTL
FEMRIEER. BEH
TDP-437%Z 7T UTc /i (R
EWRZEBLET

RN

TOP-43 TOR-£3
(£R-8) (5 KRG S@Ra

\

The Niigata University Brain Research Institute possesses not only a
basic neuroscience branch but also a clinical neuroscience branch:
Departments of Neurology and Neurosurgery. Thus, the aim of our
Institute is to overcome brain diseases. We study a wide variety of brain
diseases by using genetic, biochemical, cell biological, histological, and
imaging approaches, in collaboration with other departments in the
Institute.

In the past 50 years, we have produced favorable results of clinical and
basic research. In the beginning, we revealed Niigata Minamata and
SMON diseases, which are caused by toxic reagents, making us to have
profound connections with society. Up to now, we established entities
of novel brain diseases and elucidated their etiologies and disease
mechanisms by genetic, biochemical, and histological approaches.

We have also educated a large number of neurologists. Careful
observation of patients by the excellent neurologists brought us fruitful
success in a new discovery. Our research is attributable to the support
of patients and clinicians, and we will keep tight connection with them.
Neurologists need comprehensive knowledge of medicine and a wide
range of social skills including communication, leadership, and problem-
solving skills. We actively train young doctors to acquire the knowledge
and skills to become a specialist in various fields from a cutting-edge
basic neuroscience to practical neurology. We are professional for brain
diseases and will ensure the best possible support for our patients.

HMO is defined as ‘Primary ASTROCTOPATHY'
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A final objective of human neuroscience is the elucidation of
brain functional organization of human-specific brain functions,
for example, language and abstract thinking. The Department of
Integrated Neuroscience focuses on the research and education of
physiological human brain function based on integrated applications
of state-of-the-art, non-invasive technologies such as functional MRI,
diffusion tensor analysis, and high density electrical mapping.
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Dept. of Biological Magnetic Resonance
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Continuous technological development represents an indispensable
component of the recent remarkable advancements in the state
of our knowledge of human brain function. Magnetic resonance
is a field which provides a number of versatile non-invasive
methodologies applicable to the analysis of human specific brain
function. The Department of Biological Magnetic Resonance focuses
on the research, development and education of magnetic resonance
technologies as well as the research and education of human brain
function based on integrated knowledge of advanced engineering
and non-linear computational analysis.
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The ultimate purpose of clinical brain functional investigation is the
development of effective methods for the functional restoration of
patients who have sustained brain damage of various causes. The
research and education of the Department of Functional Neurology
and Neurosurgery, a newly established clinical department,
concentrates on delineating the exact brain functional abnormalities
associated with structural brain changes and functional brain
reorganization. The approach is interdisciplinary and accomplished
in close collaboration with previously established clinical
departments.

7T microscopy IC&3EAMIDMRIE{S
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Rapid advancements of medical technology have dramatically
increased the number of specialists required for the care of a single
patient, and introduced the paradoxical situation where people in
developed countries do not necessarily benefit from further medical
advancements. One of the solutions is to take advantage of virtual-
world technology. The Department of Digital Medicine focuses on
the research, education, and technological development for creating
an advanced virtual environment for medical practice.
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During the last decade, there has been significant progress in
understanding the pathophysiology of dementia. Although several
candidate disease-modifying drugs against dementia including
Alzheimer’s disease have been developed, clinical trials using these
disease-modifying drugs have been failed to show the clinical
efficacy. Considering that degenerative dementia develops the
symptoms after long asymptomatic silent phase over decade,
we need to establish biomarkers that enable the very early
detection of the pathological process occurring in the brain. The
aim of our research is the development and clinical application of
cerebrospinal fluid (CSF) biomarkers for degenerative dementia.
In addition to CSF biomarkers, we have explored blood-based
biomarkers for Alzheimer’s disease that is less invasive and simple to
perform in clinical practice. We recently reported that desmosterol
is a novel blood-based biomarker candidate for Alzheimer’s disease.
The other goal of our group is to elucidate the susceptible genes
for dementia by comprehensive genome-wide analysis using next
generation sequencer. In order to facilitate biomarker and genetics
researches, we have established research consortium to collect
large number of biofluid samples and genomic DNAs from patients
with dementia by the collaboration with many clinical sites across
Japan. Thus, we are working to translate research advances into
improved diagnosis and therapeutics for patients with dementia
and to find a way to cure and possibly prevent dementia.
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Dopamine is considered to be closely related to controlling of
motor function, learning and memory and motivation. Our research
interest is focusing on understanding of the mechanism of motor
control and developing of a novel therapeutic strategy regarding
the motor symptoms of Parkinson’s disease, one of the major
neurological disorder. We develop various model animals such as
the genetically modified mice of dopamine receptor and related
molecules and examine them by biochemical analysis of gene
expression, behavioral analysis of motor and cognitive function and
electrophysiological analysis of neuronal activity.

Another mission of our group is management of the animal
facility of Niigata University and improvement of environment of
animal experiments using mice, rats, rabbits, guinea pigs, dogs,
pigs. Japanese monkeys, marmosets and Japanese medaka. We
perform research support activity using the reproductive and
developmental engineering technologies such as in vitro fertilization,
cryopreservation of embryos/sperms and provide services of
production of genetically modified mice by the rapidly evolving
genome editing technique. We ensure the microbiologically-
controlled environment as the SPF (specific pathogen free) grade
and contribute to facilitating progress of research by efficient
production of animals using techniques described above.
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Our research efforts are focused on understanding of molecular
mechanisms of higher brain functions such as learning and memory.
Making good use of current methods in molecular biology and
developmental engineering, we are now engaged in the following
projects: 1) functional assay of neurotransmitter receptors and
related molecules with gene-targeting techniques, 2) generation
and analysis of animal models for human nervous diseases, 3)
establishment of germ line-competent embryonic stem cells

derived from rat embryos, and 4) development of basic methods for
generation of gene-modified animals using gene-editing technology.
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The neurosurgeons, neurologists, and neuropathologists of Brain
Research Institute, Niigata University, have performed high-
quality clinicopathological practice for over 50 years. Through the
experience, as an academic pathology department, we have built a
comprehensive collection of human brain tissue resource obtained
from consecutive autopsies and surgical resections. We take
advantage of opportunities to advance the medical science through
individual and collaborative research by using the tissue resource,
for understanding pathomechanisms underlying brain disorders.

- BIEERRE(-80C)

=, F3286(3B3HR0%E
. EREMENML. TV
IIWTF—IN—-IEEL
TVET,

21



22

WITRBDFRLBRINBIETITH. ZDELIIRENREE
ERBUEE . HLADMRETIF. BMOFETEBL. NS
DIRTDFUWVERTTTEA, BRAZRFE T CEZBERELT
WET . DOMBROKMEF. ZTORVKSSNICEARMER
BE, BT DRARTHIREFCHIRT, Flew RDKEBRORFH
(& HEDY VN TEDNREDY AT LCEEITDENDIVRT
LEREICHIET, COEMERIDFETEEITDIENE
ETY, WFEE. EbORBERZSHEREL. EbORE
BEMRIT 2 LTRERASNHIEYT, CONRZEDL, &
BT, INSOFMZIERL. TOEBZHMATI LZ8HE
LCWE T, IREDIRERE. 1) TDP-43DE&EY S AhZEHE
PRI LAE CORNARBI DD ST, 2) BMEHEERFEICHIT
ZERMEERE, TNEX R DEBIAET AN Z X LD,
3)IRUT IV SR DETIRIE B EEZ DFHE 5 EDFRFE T
Fo 2HULVERT, BRRBROTRZEELTCVET,

BEEENMEERAECARASILTHSNZR/NMEDEE

— T T R M CARASIL T
AcSEd-mR O RS

A, T CARASH 0L o]l

C, [ Comrol L 8§ OB/ AR

A, C) Elastics Vas Glesonfe

B, ) TGE- § @i

scalp bars; 10y m

C

. E o et
r /J( TR . -'] i CARASILARE @ T S gt
. ."‘a i EAELTOF- 3 ol ML
. I ¥ s K Rk A ot . W Pl e, SOORE - B
] ! y ‘

S

bl

BRAIN RESEARCH INSTITUTE, NIIGATA UNIVERSITY

Our brain diseases are unique, while we have no therapeutic
strategy for these diseases. We aim to develop diagnostic methods
and therapeutic strategies for these diseases. For this purpose, we
have to know the unique property of the brain and brain diseases.
The brain has a neurovascular network consisting of unique
cells. Most of the brain disease is accumulating the particular
protein within distinct nervous systems. We focus on both these
characters in our research by using more than thousand human
brain samples stored in our institute. The brain bank gives us an
excellent opportunity to elucidate the human brain disease. Our
current research projects are, 1) elucidation of a fluctuation of RNA
metabolism in the amyotrophic lateral sclerosis, 2) explanation of
a mechanism for maintaining the neurovascular coupling which
contributes a higher function of our brain, 3) developing the therapy
and the new evaluation system for ataxia. From an entirely new
perspective, we will address these issues.

ALSEBERAIIRAIDTDP-43 mMRNAD D
Contiol ALS
y -"‘#‘ = 1 WS R R

S P13 mRNAT R

&, €] Comroldll #1617 BERRY &L
B ¢ 0 LSRR MR
A (3 Himatoaytiaits

C. [ THP-43 mRXA Fu hiyhr s em

WSO ERE R T

RO TDP-13 sENAE NN S

Mften
b . S
S AT L isitEE A I

b4 Y — R ERPT

Dept. of System Pathology for Neurologicdl

INET. EMER - BHRD > IV DER#Z . BYUICRE
EBICY U CEEREREPRERM L FHRBRED2DRE
BEROBERICEDVTITONTER U, LEHFH DBREE
(CERMREBA#OIDBEREEECERFTENE. N1F<—
H—DEEN - DB ICE D<BRREBEZNREZIEED
WD, HIBRREERANZ A LOBRANRGFTEFT.
CCARDEFCEF. EMEBZEEICSEAE T DR FEZFRFE
I BHEEDICY—NMRIAREIRMERZHME U BN DS R
ED3DAA—I VIR DI ZBELET. &MNxiE#DE
BEICHEVTIE. BRCLBRDOBBAD Y/ NIBEDREF®
NREDOHRBHNEETT, o, SIMLLEBROESMHEEO
BEICIDTRALRFDIFBEDE TP, URITZAF VRE(C
R T DMEBRBREL(E. 3DVILFHST—AAX—IVTCH
(FHHFHBREELIZ>TVET . INSDREZTRT 2FEH
{EFEZEIL T BT, ERD2DME#Z TRLSNTERR
RGP AR BRI CED B EIDEANL BRI DR ®
3DREREXMOBFRZBLU T, MIR3DMIRRIBF DML
ZBELET,

Current biopsy and histology have long relied on thin-sectioned
2D images with several chemical staining methods and specific
immunohistochemistry. Facile 3D visualization of human brain tissue
with single-cell resolution would provide a novel concept of the
neuropathological diagnosis and contribute our understanding of
pathological mechanisms based on comprehensive and quantitative
analysis of individual biomarker. In this laboratory, we aim at
establishing a novel 3D neuropathology by developing a highly

efficient clearing protocol for human brain tissue and combining
with a rapid 3D imaging using light-sheet fluorescence microscopy.
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Central nervous system injuries due to stroke or trauma disrupt
neural circuits and result in severe deficits of functions. The brain and
spinal cord have very limited capacity to reconstruct the circuit once
it is damaged, and therefore none of effective therapeutic methods
have been developed so far. We previously demonstrated that
spared motor and autonomic circuits are dynamically reorganized
after injuries and influence the recovery process of functions. These
results suggest that controlling the rewiring of the circuit would
lead to make proper neuronal connections that achieve functional
recovery. The goal of our study is to understand the process of
rewiring and its underlying molecular mechanisms and neural
functions. Toward this aim, we are analyzing neural systems of
both normal and injured brain and spinal cord, using cutting-edge
techniques including, mouse genetics, viral tracers, optogenetics,
chemogenetics, and 3D behavior analysis. We believe that this study
paves the way to develop novel strategies to regenerate circuits and
restore neural functions.
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There exist approximately 100,000,000,000 neurons in each human
brain, and the number of glia cells is much more than that of
neurons. Supposed that each neuron is a star in the Universe, we
could compare the brain to a small Universe within. It is impossible
to elucidate functions, anatomies and networks of all the neurons
one by one, but we are able to reach a right conclusion if we
handle a miniature brain and deduce common principles from the
mini-brain.

This is the way that we have followed. We will disclose the
phenomenon occurring in human brain by studying Fish brain
and Fly brain. Especially our aim is to elucidate the mechanism of
neurological diseases and disorders, deepening scientific and social
understanding for some, or finding a drug for others. We human
beings share the same ancestor with Insects in the phylogenetic
tree, and have evolved exactly from Fish. It is true that there exist
human specific structures, but most of the functions and structures
in the human brain are preserved in Fish brain, and central functions
and molecules are preserved even in Fly brain. Furthermore we
could replicate human neurological diseases in the miniature
brain of the Fish and Fly. Our laboratory has tried uncovering the
physiological functions and pathophysiology of the brain using Fish
and Fly brains, and we will surely find therapies for neurological

diseases and disorders.
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