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The Educational Program for Dementia Experts in Hokuriku(NINPRO)-
The 36th Annual Meeting of the Japan Society for Dementia Research
[JSDR 2017) Joint International Symposium

9:40 a.m~11:40 a.m, November 26 (Sun), 2017 @ M URL:ninpro.jp/ |

Venue: Koryu Hall, Ishikawa Ongakudo, Kanazawa, Japan
(URL: ongakudo.jp/e_home)

Free to join / Application unnecessary

Introduction of the NINPRO and the International Symposium

Masahito Yamada (NINPRO Project Leader, Kanazawa University, Japan)

Lectures
Clinical and neuroimaging variability in Alzheimer’s disease

Rik OSSEHkOppele (VU University Medical Center, the Netherlands) carch (JSDR 2017)"
Neuropathological variations in Alzheimer’s disease “RL: jsdr36.jp

Shigeo Murayama (Tokyo Metropolitan Institute of Gerontology, Japan)

Molecular backgrounds of phenotypic variability in Alzheimer’s disease : insights from prion diseases
Jiri G. Safar (Case Western Reserve University, USA)

Host: Kanazawa University

Sponsor: The Educational Program for Dementia Experts in Hokuriku (NINPRO) funded by the Ministry of Education, Culture, Sports, Science, and Technology of Japan (MEXT)
Under the auspices of: The 36th Annual Meeting of the Japan Society for Dementia Research(JSDR 2017), Ishikawa Prefecture, City of Kanazawa, Ishikawa Medical Association,
Kanazawa Medical Association, Hokuriku Life Science Cluster, HOKKOKU SHIMBUN

© Inquiries : Office of the Educational Program for Dementia Experts in Hokuriku (NINPRO)
| 13-1 Takara-machi, Kanazawa City, Ishikawa Pref 920-8640, Japan | TEL:+81-76-265-2149 | E-mail:ninpro@adm.kanazawa-u.ac.jp



Problem-Solving Oriented Training Program
for Advanced Medical Personnel

by the Ministry of Education, Culture, Sports, Science, and Technology of Japan (MEXT)

The Educational Program for Dementia Experts in Hokuriku(NINPRO)-
The 36th Annual Meeting of the Japan Society for Dementia Research(JSDR2017)

Joint International Symposium

FAlzheimer’s Disease: Phenotypic Variability
and its Molecular Backgroundsi

November 26 (Sun), 2017
Koryu Hall, Ishikawa Ongakudo

Congress Chair
Masahito Yamada (Kanazawa University)
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An invitation to the NINPRO-JSDR2017

Joint International Symposium in Kanazawa

I would like to invite you to join us at Ishikawa Ongakudo in Kanazawa for the NINPRO-JSDR2017
Joint International Symposium on November 26, 2017. Kanazawa, the historical city with Japanese
traditional culture, is one of the most beautiful cities in the world. This symposium is sponsored by the
Educational Program for Dementia Experts in Hokuriku (NINPRO), funded by the Ministry of
Education, Culture, Sports, Science, and Technology of Japan (MEXT), under the auspices of the 36
Annual Meeting of the Japan Society for Dementia Research (JSDR2017). As the JSDR2017 is held
on November 24 to 26 at the same place, you can attend the programs of the JSDR2017 (URL:
jsdr36.jp/) as well as this symposium.

The title of this symposium is “Alzheimer's Disease: Phenotypic Variability and its Molecular
Backgrounds”. There are variations in the phenotype of Alzheimer’s disease (AD): early- versus late-
onset AD, clinical variants (such as posterior cortical atrophy, logopenic variant primary progressive
aphasia, and frontal variant) in addition to amnestic-predominant AD, and rapidly versus slowly
progressive AD. In this symposium, I aim to provide an opportunity to hear the latest research from
international experts in this field, and to discuss clinical, neuroimaging, and neuropathological
variability of AD and its molecular backgrounds, which would lead to better understanding, diagnosis,

and therapeutic approach for AD. I look forward to seeing you at this symposium.

Masahito Yamada

Project Leader

The Educational Program for Dementia Experts in Hokuriku (NINPRO),

funded by the Ministry of Education, Culture, Sports, Science and Technology of Japan (MEXT),

President
The 36" Annual Meeting of the Japanese Society for Dementia Research (JSDR2017)

Professor & Chair
Department of Neurology and Neurobiology of Aging,

Kanazawa University Graduate School of Medical Sciences
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9:10

9:40-9:45

9:45-9:50

9:50-10:25

10:25-11:00

11:00-11:35

11:35-11:40

Program

Open

Opening address
Koetsu Yamazaki
(Kanazawa University)

Introduction of the NINPRO and the International Symposium
Masahito Yamada
(Kanazawa University)

Chair: Michio Suzuki (University of Toyama)

Clinical and neuroimaging variability in Alzheimer’s disease
Rik Ossenkoppele
(VU University Medical Center, the Netherlands)

Chair: Tadanori Hamano (University of Fukui)

Neuropathological variations in Alzheimer’s disease
Shigeo Murayama
(Tokyo Metropolitan Geriatric Hospital and Institute of Gerontology, Japan)

Chair: Tsuyoshi Hamaguchi (Kanazawa University)

Molecular backgrounds of phenotypic variability in Alzheimer’s disease:
insights from prion diseases

Jiri G. Safar

(Case Western Reserve University, USA)

Closing remarks
Shigeki Ohtake
(Kanazawa University)



Clinical and neuroimaging variability in Alzheimer’s disease

Rik Ossenkoppele
VU University Medical Center, Alzheimer center, the Netherlands

Alzheimer’s disease (AD) typically presents with amnestic deficits, but there is considerable
clinic-anatomical heterogeneity and several atypical variants of AD have been described,
including posterior cortical atrophy (PCA, “visual AD”), logopenic variant primary progressive
aphasia (IvPPA, “language AD”) and the behavioral/dysexecutive variant of AD (bdAD). The
remarkable diversity of these syndromes, provide an intriguing model for studying mechanisms
that drive clinico-anatomic heterogeneity in AD.

I will provide a comprehensive overview of the literature and additionally will present data from
ongoing studies applying structural magnetic resonance imaging (MRI), ['8Flfluorodeoxyglucose
(FDG) positron emission tomography (PET), amyloid-p PET and tau PET in PCA, IvPPA and
bdAD. Neurodegenerative imaging markers (i.e. structural MRI and FDG PET) have consistently
identified both shared and disease-specific affected regions in AD variants compared to amnestic-
predominant AD. Tau PET retention patterns largely overlap with these neurodegenerative
regions, while amyloid-f PET shows a much weaker regional correspondence with
neurodegeneration.

These findings support a network model of neurodegeneration in which both the posterior default
mode network (i.e. temporoparietal regions) and syndrome-specific vulnerable networks are
affected in distinct AD variants. Furthermore, PET studies provided preliminary in vivo evidence

that tau is more closely linked to neurodegeneration and symptomatology than amyloid-p.

‘ Short biography ‘

Rik Ossenkoppele is an assistant professor at the Alzheimer center of the VU University Medical Center in Amsterdam. He obtained
his PhD in 2013 (thesis: “Alzheimer PEThology”) and was a postdoctoral researcher at the University of California San Francisco
between 2014-2016. His research group utilizes various neuroimaging approaches (PET: AB, glucose metabolism, tau; MRI: brain
atrophy and functional connectivity) to study cognition, with a specific interest in atypical presentations of AD and cognitive reserve.
Dr. Ossenkoppele is the lead author on several key publications on atypical AD, e.g. detailed characterization of
behavioral/dysexecutive AD and the first tau PET study in PCA.
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Neuropathological variations in Alzheimer’s disease

Shigeo Murayama
Departments of Neurology and Neuropathology (the Brain Bank for Aging Research),
Tokyo Metropolitan Geriatric Hospital and Institute of Gerontology (TMGHIG), Japan

Alzheimer’s disease (AD) was originally defined as clinical cognitive decline, confirmed
pathologically by the presence of senile plaques (SPs) and neurofibrillary tangles (NFTs). Braak
proposed extension grading of NFTs (I-VI) and SPs (A-C) and presented statistical evidence that
NFT I-II corresponded to normal cognition, III-IV to mild cognitive impairment and V-VI
to dementia. The Brain Bank for Aging Research (BBAR) represented cohort-based resource
aging population in Tokyo Metropolitan suburban area. We applied Braak’s Staging to BBAR
resource and reported NFT Grade IV-Vi and SP C showed highest sensitivity and specificity of
AD. Neuropathological diagnostic criteria of AD historically changed from Khaturian, CERAD,
NIA-Regan to present NIA-AA ABC Criteria. Amyloid (A) Thal’s grading, newly employed, was
in parallel with Braak (B) NFT grading, this new criteria only represents Braak’s NFT Staging.
AD is now clinically classified into preclinical, prodromal and dementia subtype for clinical trials,
reflecting pathological diagnostic criteria.

Comorbid pathology, vascular or neurodegenerative, is another point to be considered. Vascular
lesion is most responsible for cognitive prognosis of AD. Coexistence of Lewy body pathology,
argyrophilic grain, TDP43 and hippocampal sclerosis also modifies clinical features.

Surrogate biomarkers including CSF tau, phosphorylated tau and A now detect AD change in
vivo. Amyloid PET now visualizes deposition of AB in vivo and will be followed by tau imaging.
These in vivo surrogate biomarkers, will clarify amyloid cascading hypothesis: amyloid first and

tau next, in a single patient.

\ Short biography

1979. Graduate from Faculty of Medicine, the University of Tokyo (UT). M.D. Residency, Department of Neurology, UT.

1985. Board of Neurology.

1986. Department of Neuropathology, UT.

1989. Ph.D. UT. “Immunocytochemical and ultrastructural studies of Pick’s disease.”

1989- 1991. Clinical Fellow, Department of Neuropathology, University of North Carolina at Chapel Hill. U.S. Medical License.

1991. Department of Neurology, UT.

1999. Department of Neuropathology, TMGHIG.

2006. Moore Award American Association of Neuropathology Annual Meeting, “Incidence and extent of Lewy related alpha-
synucleinopathy in human olfactory bulb.

2007. Present position. Visiting professor or scholar of ten universities, and neuropathology consultant of 12 hospitals.
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Molecular backgrounds of phenotypic variability
in Alzheimer's disease: insights from prion diseases

Jiri G. Safar
Case Western Reserve University, USA

Many lines of evidence on human prions demonstrate that variable disease phenotypes, and
targeting of distinct brain structures at variable speeds, are determined by unique
conformers (strains) of pathogenic prion protein. Recent progress in the development of
advanced biophysical tools, that inventory structural characteristics of amyloid beta (Ap),
revealed a unique spectrum of particles in the cortex of rapidly progressive cases of
Alzheimer's disease (AD). The striking concomitant differences in amyloid plaque proteins
suggest that structurally distinct prion-like strains of AP target different cell populations
and pathogenetic cascades.

Since only ~30% of the phenotypic diversity of AD can be explained by variability in risk
genes, these and transgenic model data argue that structurally distinct AB particles are a
crucial determinant of diverse disease manifestations and play a major role in the
pathogenesis of AD, by accelerating or decelerating rates of propagation in the brain. From
these observations and our growing understanding of prions, there is a critical need for new
strain-specific diagnostic strategies for misfolded proteins causing these heterogeneous
disorders. The effective treatments of AD will require drugs that enhance the clearance of
pathogenic conformers, reduce the precursor protein, or inhibit the conversion of precursors

into prion-like states.

‘ Short biography

Dr. Jiri G. Safar is Professor at the Departments of Pathology and Neurology, and Director of the National Prion Disease
Pathology Surveillance Center (NPDPSC) at Case Western Reserve University (CWRU). His extensive research has led to the
discovery of previously unknown forms of prions and prion diseases, a better understanding of the conformation of prion
proteins, unraveling of the molecular mechanisms of prion strains, and new methods for detection and differentiation of prions
and other misfolded proteins. Dr. Safar has authored 120 publications and holds 27 patents.

For complete list of publications and further information:
https://www.ncbi.nlm.nih.gov/myncbi/browse/collection/44043378/?sort=date&direction=descending

http://case.edu/medicine/pathology/divisions/prion-center/
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Auspices

The 36th Annual Meeting of the Japan Society
for Dementia Research(JSDR2017)

Ishikawa Prefecture

City of Kanazawa

Ishikawa Medical Association

Kanazawa Medical Association

Hokuriku Life Science Cluster

Promotion Council

THE HOKKOKU SHIMBUN
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