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1. Validation of Addenbrooke’ s cognitive examination for detecting early dementia in a Japanese population
Yoshida H, Terada S, Honda H, Ata T, Takeda N, Kishimoto Y, Ohshima E, Ishihara T, Kuroda S
Psychiatry Res. 2010 May 26 [Epub ahead of print]

There is a clear need for brief, but sensitive and specific, cognitive screening instruments for dementia.
We assessed the diagnostic accuracy of the Japanese version of Addenbrooke’s Cognitive Examination (ACE) in
identifying early dementia in comparison with the conventional Mini-Mental State Examination (MMSE). Standard
tests for evaluating dementia screening tests were applied. A total of 201 subjects (Alzheimer’s disease (AD)=65,
frontotemporal dementia (FTD)=24, vascular dementia=26, dementia with Lewy bodies=11, mild cognitive
impairment (MCI)=13, and controls=62) participated in this study. The reliability of the ACE was very good (alpha
coefficient=0.82). In our patient series, the sensitivity for diagnosing dementia with an ACE score of </=74 was
0.889 with a specificity of 0.987, and the sensitivity of an ACE score of </=80 was 0.984 with a specificity of 0.867.
The Japanese version of the ACE is a very accurate instrument for the detection of early dementia, and should be

widely used in clinical practice. Copyright © 2009 Elsevier Ireland Ltd. All rights reserved.

2. FUS pathology in basophilic inclusion body disease.
Munoz DG, Neumann M, Kusaka H, Yokota O, Ishihara K, Terada S, Kuroda S, Mackenzie IR
Acta Neuropathol 118, 617-627, 2009 [Epub 2009 Oct 15]

Basophilic Inclusion Body Disease (BIBD) is a tau—negative form of frontotemporal lobar degeneration
(FTLD), characterized by neuronal cytoplasmic inclusions (NCI) that are visible on hematoxylin and eosin stain
(HE), contain RNA, and are inconsistently ubiquitin-immunoreactive (ir). The normal nuclear expression of TDP-43
is not altered. Here we investigate whether the distribution of the structurally and functionally related protein fused
in sarcoma (FUS) is altered in BIBD. Mutations in the FUS gene have recently been identified as a cause of familial
amyotrophic lateral sclerosis (ALS). In addition to these familial ALS cases, FUS protein has recently been
demonstrated in NCI in a subset of FTLD with ubiquitinated inclusions (atypical FTLD-U) and in neuronal
intermediate filament inclusion disease (NIFID). We examined seven BIBD brains of patients with average age at
onset 46 (range 29-57) and average duration of disease 8 years (range 5-12). Three cases presented with the
behavioural variant of fronto—temporal dementia (FTD-bv) and one with FTD-bv combined with severe dysarthria.
All four developed motor neuron disease/ALS syndrome (MND/ALS) several years later. In the other three cases,
presentation was predominantly with motor symptoms, construed as MND/ALS in two, and progressive
supranuclear palsy (PSP) in one. Severity of cortical degeneration varied, but all cases shared severe nigrostriatal
atrophy and lower motor neuron pathology. In spared areas of cortex, FUS antibodies showed intense labelling of
neuronal nuclei and weak positivity of cytoplasm, whereas, in affected areas, intense labelling of NCI was
accompanied by reduction or disappearance of the normal IR pattern. The number of FUS—ir NCI was much greater

than the number detected by HE or with ubiquitin or P62 immunohistochemistry. FUS—ir glial cytoplasmic



inclusions (GCI) were abundant in the grey and white matter in all cases, whereas neuronal intranuclear inclusions
were rare and only seen in 2/7 cases. Thus, BIBD shares with atypical FTLD-U and NIFID the presence of FUS—ir
NCI and GCI, and together comprise a new biochemical category of neurodegenerative disease (FUS
proteinopathies). The consistent involvement of motorneurons in BIBD indicates that the association of FTLD and

MND/ALS can occur on a FUS or TDP-43 pathological substrate.

3. Clinicopathological characterization of Pick’s disease versus frontotemporal lobar degeneration with
ubiquitin/ TDP-43-positive inclusions.
Yokota O, Tsuchiya K, Arai T, Yagishita S, Matsubara O, Mochizuki A, Tamaoka A, Kawamura M,
Yoshida H, Terada S, Ishizu H, Kuroda S, Akiyama H
Acta Neuropathol 117, 429-444, 2009 [Epub 2009 Feb 5]

Although frontotemporal lobar degeneration with ubiquitin/ TDP-43-positive inclusions (FTLD-TDP) and
Pick’s disease are common pathological substrates in sporadic FTLD, clinical differentiation of these diseases is
difficult. We performed a retrospective review of medical records and semiquantitative examination of neuronal loss
of 20 sporadic FTLD-TDP and 19 Pick’s disease cases. Semantic dementia as the first syndrome developed only in
FTLD-TDP patients. Impaired speech output in the early stage was five times more frequent in Pick’s disease than
in FTLD-TDP. The total frequency of asymmetric motor disturbances (e.g., parkinsonism, pyramidal signs, and
contracture) during the course was significantly more frequent in FTLD-TDP (78%) than in Pick’s disease cases
(14%). Asymmetric pyramidal signs were found in 7 of 13 FTLD-TDP cases with corticospinal tract degeneration
similar to primary lateral sclerosis. Frontotemporal dementia as the first syndrome was noted in both FTLD-TDP
(28%) and Pick’s disease cases (64%); however, only FTLD-TDP cases subsequently developed asymmetric motor
disturbances, and some of the cases further exhibited hemineglect. Concordant with these clinical findings,
degeneration in the temporal cortex, caudate nucleus, putamen, globus pallidus, substantia nigra, and corticospinal
tract was significantly more severe in FTLD-TDP, and degeneration in the frontal cortex tended to be more severe
in Pick’s disease. Given these findings, the initial impairment of semantic memory or comprehension and subsequent
asymmetric motor disturbances in sporadic FTLD patients predict sporadic FTLD-TDP rather than Pick’s disease,
while initial behavioral symptoms or non—fluent aphasia without subsequent asymmetric motor disturbances predict

Pick’s disease rather than sporadic FTLD-TDP.

4. Stress coping strategies of patients with gender identity disorder
Matsumoto Y, Sato T, Ohnishi M, Kishimoto, Y, Terada S, Kuroda S
Psychiatry Clin Neurosci, 63, 715-720, 2009 [Epub 2009 Sep 23]

AIMS: Previous research has not addressed gender differences in coping strategies among patients with gender
identity disorder (GID). Nor has the relationship of coping strategies to other demographic characteristics ever
been clarified in GID. In this study, we tried to clarify the relationship between stress—coping strategies and
demographic characteristics among patients with GID. METHODS: The coping strategies of 344 patients with GID
[227 female—to—male (FTM) and 117 male—to—female (MTF)] were assessed using the Japanese version of the Ways

of Coping Questionnaires, Lazarus Stress—coping Inventory. RESULTS: Comparison of the stress—coping inventory



between MTF and FTM GID patients revealed that FTM GID patients were significantly more reliant on positive
reappraisal strategies in stressful situations than MTF GID patients (P = 0.007). CONCLUSIONS: The difference in
the usage of positive reappraisal strategies between MTF and FTM type GID patients was not explained by other
demographic characteristics, and we suppose that the gender difference in GID patients might influence the usage of
positive reappraisal strategies. The ratio of FTM GID patients might be higher at our center because MTF GID
patients can obtain vaginoplasty easily, whereas phalloplasty surgery for FTM GID patients is performed at only a
few centers, including our clinic, in Japan. As a result, more FTM GID patients come to our clinic with a clear
intention to undergo sexual rearrangement surgery, which might influence the gender difference in using positive

reappraisal.

5. An autopsy case of Creutzfeldt—Jakob disease with a V180l mutation of the PrP gene and Alzheimer—type
pathology
Yoshida H, Terada S, Ishizu H, lkeda K, Hayabara T, Ikeda K, Deguchi K, Touge T, Kitamoto T,
Kuroda S
Neuropathology 2009 Aug 23 [Epub ahead of print]

We report an autopsy case of Creutzfeldt—Jakob disease with a codon 180 point mutation of the prion
protein gene (PRNP). A 77-year—old woman developed gait instability, followed by dementia and limb/truncal ataxia.
She became akinetic and mute 18 months and died of pneumonia 26 months after the disease onset. Analysis of the
PRNP gene revealed a codon 180 point mutation. Post—mortem examination revealed marked spongiosis, neuronal
loss, and astrocytic gliosis in the cerebral cortex. Mild to moderate spongiosis and neuronal loss were observed in
the limbic cortex and basal ganglia. There was no spongiform change in the hippocampus, brain stem or cerebellum.
Many senile plaques and neurofibrillary tangles were found, and the Braak stages were stage C and stage IV,
respectively. Immunostaining for prion protein (PrP) revealed granular (synaptic—type) and patchy PrP deposition in
the cerebral cortex and especially in the hippocampus. Most patchy PrP deposits were colocalized with amyloid beta
plaques, but some of them were isolated. The relatively strong PrP deposition and coexistence of Alzheimer—type
pathology of this case are remarkable. We suppose that amyloid beta plaques might act as a facilitating factor for

PrP deposition.

6. Activation of signal transducer and activator of transcription—3 in the spinal cord of sporadic amyotrophic
lateral sclerosis patients.
Shibata N, Kakita A, Takahashi H, Thara Y, Nobukuni K, Fujimura H, Sakoda S, Sasaki S, Iwata M,
Morikawa S, Hirano A, Kobayashi M

Neurodegener Dis 6(3), 118-126, 2009.04 [Epub 2009 Apr 16]

BACKGROUND: Neuroinflammation has been implicated in the pathomechanism of amyotrophic lateral sclerosis
(ALS). It is known that signal transducer and activator of transcription—3 (STAT3) is a proinflammatory
transcription factor. However, it remains to be determined whether STAT3 is involved in ALS. OBJECTIVE: To
test the hypothesis that STAT3 may be upregulated, activated, or both in the spinal cord of ALS patients.
METHODS: We performed immunohistochemical, immunoblot and densitometric analyses of total STAT3 (t-STAT3)



or phosphorylated active form of STAT3 (p—STAT3) in spinal cords obtained at autopsy from 10 sporadic ALS
patients and 10 age—matched control subjects. RESULTS: On sections, p~STAT3 immunoreactivity was localized in
the nucleus as well as the cytoplasm of almost all activated microglia in the ALS cases, while it was detectable in a
few resting microglia in the control cases. On blots, densitometric p—STAT3 levels in nuclear protein extracts
significantly increased in the ALS group compared with the control group, although there was no significant
difference in densitometric t—=STAT3 levels in cytosolic protein extracts between the two groups. Additionally, there
was no significant relationship between the nuclear p—STAT3 levels in the ALS cases and the clinical phenotypes,
age at death, or disease duration. CONCLUSION: The present results suggest that persistent activation and
nuclear translocation but not upregulation of STAT3 occurs in ALS spinal cord microglia, which may regulate

inflammatory activity.

7. Persistent cleavage and nuclear translocation of apoptosis—inducing factor in motor neurons in the spinal
cord of sporadic amyotrophic lateral sclerosis patients.
Shibata N, Kakita A, Takahashi H, Thara Y, Nobukuni K, Fujimura H, Sakoda S, Sasaki S, Yamamoto T,
Kobayashi M

Acta Neuropathol 2009.08 [Epub ahead of print]

Mounting evidence suggests that glutamate excitotoxicity induces both enzymatic cleavage and nuclear
translocation of apoptosis—inducing factor (AIF), which is involved in apoptosis—like programed cell death
characterized by nuclear condensation without appearance of apoptotic bodies. Given the lack of apoptotic bodies
in motor neurons in the spinal cord of patients with amyotrophic lateral sclerosis (ALS), the aim of the present
study was to determine the role for AIF in this disease. We investigated the expression of AIF in spinal cords
obtained at autopsy from ten sporadic ALS patients and ten age—matched, control subjects, using morphological and
quantitative techniques. Immunohistochemical analysis showed that AIF immunoreactivity was localized in the
nucleus as well as the cytoplasm of a subset of affected motor neurons and reactive astrocytes in the ALS cases,
while it was restricted to the cytoplasm of these cells in the control cases. Immunoblot analysis disclosed
immunoreactivity for cleaved AIF in both cytoplasmic and nuclear protein extracts at a 57—-kDa mobility.
Densitometric analysis revealed significant increases in the cytoplasmic cleaved AIF/cytoplasmic beta—actin ratio
and the nuclear cleaved AIF/nuclear histone H1 ratio in the ALS group compared with the control group. There
was no significant link between the cytoplasmic and nuclear cleaved AIF levels in the ALS spinal cords and the
clinical features such as phenotypes, age at death, and disease duration. Our results provide evidence for persistent
cleavage and nuclear translocation of AIF in ALS spinal cord, suggesting implications for the AIF-mediated motor

neuron death in this disease.

8. Wisconsin Card Sorting Test and Brain Perfusion Imaging in Early Dementia.
Takeda N, Terada S, Sato S, Honda H, Yoshida H, Kishimoto Y, Kamata G, Oshima E, Ishihara T,
Kuroda S
Dement Geriatr Cogn Disord 29, 21-27, 2010

BACKGROUND/AIMS: The presence of frontal or executive deficits in patients even at early stages of dementia is



now widely recognized. We investigated the relationship between the scores of the Wisconsin card sorting test
(WCST) and brain perfusion in patients with early dementia. METHODS: A total of 77 subjects participated in this
study. They underwent the WCST and brain single photon emission computed tomography with 99mTc—
ethylcisteinate dimer. We analyzed the data using a regional cerebral blood flow (rCBF) quantification software
program, 3DSRT. RESULTS: The number of categories achieved (CA) scores of the WCST had a weakly positive
correlation with regional cerebral blood flow in the bilateral precentral, bilateral callosomarginal, bilateral
pericallosal, right thalamus, left central and left parietal segments. The number of perseverative errors of the
Nelson type (PEN) scores had a weakly negative correlation with rCBF in the right thalamus. CONCLUSION: The
results in this study suggest that CA scores mainly reflect the function of the precentral segments, especially the
left side, and that PEN scores correlate with rCBF in the right thalamus. The results suggest that CA scores and
PEN scores should be differentially estimated in the WCST. 2010 S. Karger AG, Basel.

9. Wandering and fecal smearing in people with dementia
Ata T, Terada S, Yokota O, Ishihara T, Fujisawa Y, Sasaki K, Kuroda S
Int Psychogeriatr 22(3), 493-500, 2010 [Epub 2010 Feb 22]

BACKGROUND: Wandering and fecal smearing (scatolia) are among the problematic behaviors in dementia, and
many caregivers are troubled by these behaviors. The purpose of this study was to clarify the clinical
characteristics of patients with these symptoms. METHODS: We performed a questionnaire survey. The
questionnaire items were the age, sex, living environment, diagnosis, cognitive function, and activities of daily living.
Other clinical characteristics were evaluated using the quality of life (QOL) questionnaire for dementia. RESULTS:
A total of 246 patients with dementia were rated. Wandering was observed frequently in 23%, sometimes in 12%,
rarely in 14%, and never in 51% of the patients; scatolia was observed frequently in 2%, sometimes in 8%, rarely in
15%, and never in 75%. Wanderers were more frequent among those with severe dementia. They displayed more
restlessness, positive affect and attachment to others with respect to QOL. The patients with scatolia tended to
get lower scores in tests of cognitive function and displayed more negative affect/actions with respect to QOL.
Both wanderers and patients with scatolia suffered from insomnia more frequently. CONCLUSIONS: These results
suggest that both wandering and scatolia are behavioral symptoms intimately associated with cognitive dysfunction

and insomnia.

10. Increased expression and activation of cytosolic phospholipase A(2) in the spinal cord of patients with
sporadic amyotrophic lateral sclerosis.
Shibata N, Kakita A, Takahashi H, Thara Y, Nobukuni K, Fujimura H, Sakoda S, Kobayashi M
Acta Neuropathol 119, 345-354, 2010 [Epub 12 Jan 2010]

Compelling evidence identifies a link between cytotoxic effects of cytosolic phospholipase A(2) (cPLA(2))
activity and neuron death in cell cultures. cPLA(2) catalyzes the hydrolysis of membrane phospholipids to produce
and release arachidonate, leading to plasma membrane injury, inflammatory response and subsequent cell death. To
assess a role for cPLA(2) in the pathomechanism of amyotrophic lateral sclerosis (ALS), we performed

immunohistochemical, immunoblot, and densitometric analyses of cPLA(2) and its active form phosphorylated at



S(505) (p—cPLA(2)) on spinal cords obtained at autopsy from ten sporadic ALS patients and ten age-matched
controls. On sections, immunoreactivities for cPLA(2) and p—cPLA(2) were distinct and localized in almost all of the
motor neurons, reactive astrocytes, and activated microglia in the ALS cases, while immunoreactivities were only
weak or not at all observed in neurons and glia in the control cases. On immunoblots, both the cPLA(2)/beta—actin
density ratio and the p—cPLA(2)/cPLA(2) density ratio were significantly increased in the ALS group compared to
the control group. There was no significant link between the densitometric data and the clinical phenotypes, age at
death or disease duration of the ALS patients. These results provide in vivo evidence for increased expression and
activation of cPLA(2) in motor neurons, reactive astrocytes, and activated microglia in ALS, suggesting occurrence
of arachidonate cascade—induced motor neuron death via cell-autonomous and/or non—cell-autonomous

mechanisms.
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Tomizawa Y, Fujita Y, Tamura A, Shirai M, Shibata S, Kawabata T, Shibayama T, Fukai S, Kawahra M,
Saito R.
Lung Cancer 68(2), 269-272, 2009.08 [Epub 2009 Aug.5]
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37. The effect of adding rituximab to CHOP-based therapy on clinical outcomes for Japanese patients with
diffuse large B—cell lymphoma: a propensity score matching analysis
Nishimori H, Matsuo K, Maeda Y, Nawa Y, Sunami K, Togitani K, Takimoto H, Hiramatsu Y, Kiguchi T,
Yano T, Yamane H, Tabayashi T, Takeuchi M, Makita M, Sezaki N, Yamasuji Y, Sugiyama H, Tabuchi T,
Kataoka I, Fujii N, Ishimaru F, Shinagawa K, Ikeda K, Hara M, Yoshino T, Tanimoto M; West—Japan
Hematology and Oncology Group
Int J Hematol 89, 326-331, 2009.04 [Epub 2009 Mar 27]



38.  Successful treatment of KIT D816V—positive, Imatinib—resistant systemic mastocytosis with Interferon—alpha
Yoshida C, Takeuchi M, Tsuchiyama J, Sadahira Y
Internal Med 48(22), 1973-1978, 2009 [Epub 2009 Nov 16]

We describe a case of systemic mastocytosis associated with myelodysplastic syndrome. The bone marrow
showed multifocal clusters of mast cells and myeloid dysplasia. Sequencing of the KIT DNA revealed a point
mutation at codon 816 including a substitution of valine for aspartic acid (D816V). The patient’s tumor did not
respond to imatinib; however, interferon—alpha reduced the bone marrow mast cells and serum total tryptase.

The patient remains alive at one year after the diagnosis without disease progression.
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