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1. Pick’s disease with neuronal four-repeat tau accumulation in the basal ganglia, brain stem nuclei, and
cerebellum

lkeda C, Yokota O, Miki T, Takenoshita S, Ishizu H, Mori Y, Yamazaki K, Ozaki Y, Ueno S, Ishihara T,

Hasegawa M, Terada S, Yamada N
Neuropathology 2017; 37(6), 544-559 Epub 2017 Jul 9. doi: 10.1111/neup.12394

It is very rare that cases of Pick’s disease, a representative three—repeat (3R) tauopathy, also have significant four—
repeat (4R) tau accumulation. Here, we report a Pick’s disease case that clinically showed behavioral variant
frontotemporal dementia without motor disturbance during the course, and pathologically had 3R tau—positive Pick
bodies as well as numerous 4R tau—positive neuronal cytoplasmic inclusions (NCIs). Abundant 3R tau—positive 4R tau—
negative spherical or horseshoe—shaped Pick bodies were found in the frontotemporal cortex, limbic region, striatum
and pontine nucleus. On the other hand, many 4R tau-positive, 3R tau—negative, Gallyas—negative dot—, rod— or
intertwined skein—like NCIs were found mainly in the subthalamic nucleus, pontine nucleus, inferior olivary nucleus
and cerebellar dentate nucleus. Tufted astrocytes, astrocytic plaques, argyrophilic grains or globular glial inclusions
were absent. Double-labeling immunofluorescence demonstrated that 3R tau was hardly accumulated in 4R tau-
positive inclusions. On tau immunoblotting, while 60 and 64 kDa bands were demonstrated in the frontal cortex, 60,
64 and 68 kDa bands, as well as the 33 kDa tau fragments that are reported to be characteristic of progressive
supranuclear palsy brains, were found in the basal ganglia and cerebellum. No mutation was identified in the tau gene.
The present case suggests that, although probably rare, some Pick’s disease cases have non-—negligible 4R tau
pathology in the subcortical nuclei, and that such 4R tau pathology can affect the evaluation of the distribution of

AT8-positive tau pathology in Pick’s disease cases.

2. Neuropathological comorbidity associated with argyrophilic grain disease.
Yokota O, Miki T, lkeda C, Nagao S, Takenoshita S, Ishizu H, Haraguchi T, Kuroda S, Terada S, Yamada
N

Neuropathology 2018 Feb; 38(1): 82-97 doi: 10.1111/neup.12429. Epub 2017 Sep 14. Review

Argyrophilic grain disease (AGD) is a common four-repeat tauopathy in elderly people. While dementia is a major
clinical picture of AGD, recent studies support the possibility that AGD may be a pathological base in some patients
with mild cognitive impairment, late—onset psychosis, bipolar disorder and depression. AGD often coexists with various
other degenerative changes. The frequency of AGD in progressive supranuclear palsy (PSP) cases was reported to
range from 18.8% to 80%. The frequency of AGD in corticobasal degeneration (CBD) cases tends to be higher than
that in PSP cases, ranging from 41.2% to 100%. Conversely, in our previous study of the frequencies of mild PSP and
CBD pathologies in AGD cases, five of 20 AGD cases (25%) had a few Gallyas—positive tufted astrocytes, six cases
(30%) had a few granular/fuzzy astrocytes, and one case (5.0%) had a few Gallyas—positive astrocytic plaques in the

putamen, caudate nucleus and/or superior frontal gyrus. Both Gallyas—positive tufted astrocytes and Gallyas—negative
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tau—positive granular/fuzzy astrocytes preferentially developed in the putamen, caudate nucleus and superior frontal
cortex in AGD cases, being consistent with the predilection sites of Gallyas—positive tufted astrocytes in PSP cases.
Further, in AGD cases, the quantities of Gallyas—positive tufted astrocytes, overall tau—positive astrocytes, and tau—
positive neurons in the subcortical nuclei and superior frontal cortex were significantly correlated with Saito AGD
stage, respectively. The frequency of AGD in AD cases was reported to reach up to 25% when using four-repeat tau
immunohistochemistry. Pretangles are essential pathologies in AGD; however, the Braak stage of three—repeat tau—
positive NFTs, which may indicate mild AD pathology or primary age—related tauopathy, was not correlated with Saito
AGD stage. Clinicians should be aware of the possibility that coexisting AGD may impact clinical and radiological

features in cases of other degenerative diseases.

3.  Sally—-Anne test in patients with Alzheimer’ s disease dementia.
Takenoshita S, Terada S, Yokota O, Kutoku Y, Wakutani Y, Nakashima M, Maki Y, Hattori H, Yamada N
J Alzheimers Dis 2018; 61(3): 1029-1036 doi: 10.3233/JAD-170621

Social cognition has recently been recognized as one of the essential cognitive domains. Some reports suggested that
patients with Alzheimer’s disease dementia (ADD) presented significant theory of mind deficits even in the mild
condition. However, most previous studies included only small numbers of patients with ADD. The present study
administered the first—order false belief (Sally-Anne) test to 116 consecutive patients with ADD from the outpatient
units of the Memory Clinic and compared the characteristics of the two groups with correct and incorrect answers on
the test. Then various clinical characteristics were evaluated. Only 37.1% of patients with ADD correctly answered
the Sally—Anne test with the right explanation. Comparison between the two groups of correct and incorrect answers
revealed a significant association between the frontal assessment battery score and the result of the Sally—Anne test
in the multiple logistic regression analyses. Thus, patients with ADD presented a significant deficit in social cognition

even in the mild condition. Frontal dysfunction was thought to be related to the deficits in mild ADD.

4. Plastic wrap as a dressing material to treat stage III/IV pressure ulcers in the inflammatory phase: a
randomized controlled trial
Takahashi J, Nakae K, Miyagawa M, Yokota O, Fujiki Y, Ide M, Nishida S, Aoki H, Aoki T
Int J Clin Exp Med 2017; 10(3): 5586-5594 doi: [JCEM0042601

5.  Plastic wrap versus occlusive dressings for the anagement of skin ulcers: comparison of two symmetrical
wounds in two individual patients
Takahashi J, Miyagawa M, Yokota O, Aoki H, Aoki T
Dermatology Case Reports 2017; 2(1): 118

6.  Adult onset leukoencephalopathy with axonal spheroids and pigmented glia (ALSP) and Nasu—Hakola disease:
Lesion staging and dynamic changes of axons and microglial subsets.
Oyanagi K, Kinoshita M, Suzuki—-Kouyana E, Inoue T, Nakahara A, Tokiwai M, Arai N, Satoh JI, Aoki N,

Jinnai K, Yazawa I, Arai K, Ishihara K, Kawamura M, Ishizawa K, Hasegawa K, Yagisita S, Amano N,
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Yoshida K, Terada S, Yoshida M, Akiyama H, Mitsuyama Y, lkeda SI
Brain Pathology 2017, 27(6): 748-769 doi: 10.1111/bpa.12443.

The brains of 10 Japanese patients with adult onset leukoencephalopathy with axonal spheroids and pigmented glia
(ALSP) encompassing hereditary diffuse leukoencephalopathy with axonal spheroids (HDLS) and pigmentary
orthochromatic leukodystrophy (POLD) and eight Japanese patients with Nasu—Hakola disease (N-HD) and five age—
matched Japanese controls were examined neuropathologically with special reference to lesion staging and dynamic
changes of microglial subsets. In both diseases, the pathognomonic neuropathological features included spherically
swollen axons (spheroids and globules), axon loss and changes of microglia in the white matter. In ALSP, four lesion
stages based on the degree of axon loss were discernible: Stage I, patchy axon loss in the cerebral white matter
without atrophy; Stage II, large patchy areas of axon loss with slight atrophy of the cerebral white matter and slight
dilatation of the lateral ventricles; Stage III, extensive axon loss in the cerebral white matter and dilatation of the
lateral and third ventricles without remarkable axon loss in the brainstem and cerebellum; Stage IV, devastated
cerebral white matter with marked dilatation of the ventricles and axon loss in the brainstem and/or cerebellum.
Internal capsule and pontine base were relatively well preserved in the N-HD, even at Stage IV, and the swollen axons
were larger with a higher density in the ALSP. Microglial cells immunopositive for CD68, CD163 or CD204 were far
more obvious in ALSP, than in N-HD, and the shape and density of the cells changed in each stage. With progression
of the stage, clinical symptoms became worse to apathetic state, and epilepsy was frequently observed in patients at
Stages Il and IV in both diseases. From these findings, it is concluded that (i) shape, density and subsets of microglia
change dynamically along the passage of stages and (ii) increase of IBA-1-, CD68-, CD163- and CD204-

immunopositive cells precedes loss of axons in ALSP.

7. Frontotemporal lobar degeneration due to P301L tau mutation showing apathy and severe frontal atrophy but
lacking other behavioral changes: A case report and literature review.

Miki T, Yokota O, Takenoshita S, Mori Y, Yamazaki K, Ozaki Y, Ueno SI, Haraguchi T, Ishizu H,

Kuroda S, Terada S, Yamada N
Neuropathology 2018; Jun; 38(3): 268-280. doi: 10.1111/neup.12441. Epub 2017 Nov 6

The clinical features in cases that have mutations in the microtubule—associated protein tau gene but lack prominent
behavioral changes remain unclear. Here, we describe detailed clinical and pathological features of a case carrying the
P301L tau mutation that showed only apathy until the middle stage of the course. The mother of this case was
suspected to have mild cognitive decline at age 46. However, before she was fully examined, she had a subarachnoid
hemorrhage at age 49 and died at age 53. An autopsy was not done. The proband of this pedigree, a 60—-year—old
right-handed Japanese man at the time of death, began to make mistakes at work at the age of 51 years. Until age 54,
he showed only mild apathy with bradykinesia. Insight was well spared. Parkinsonism and echolalia developed at age
55, and pyramidal signs and oral tendency at age 57. Personality change, disinhibition, stereotypy, or semantic memory
impairment was not found throughout the course. The final neurological diagnosis was unspecified dementia.
Pathological examination demonstrated numerous round four-repeat tau—positive three—repeat tau—negative or

perinuclear ring—like neuronal cytoplasmic inclusions with many ballooned neurons in the frontal and temporal cortices

_5_



and hippocampus. Genetic analysis using frozen brain tissue demonstrated a P301L tau mutation. Among 31 previously
reported cases bearing the P301L tau mutation for which the data regarding initial symptoms are available, one clinical
case showed only apathy with depression in the early stage. Given these findings, clinicians should be aware that a
clinical course characterized only by apathy for several years, which can be misdiagnosed as a psychiatric disorder, is

one of the clinical presentations associated with P301L tau mutation.

8.  Survival times with and without tube feeding in patients with dementia or psychiatric diseases in Japan
Takayama K, Hirayama K, Hirao A, Kondo K, Hayashi H, Kadota K, Asaba H, Ishizu H, Nakata K,
Kurisu K, Oshima E, Yokota O, Yamada N, Terada S
Psychogeriatrics 2017; 17(6): 453-459 doi: 10.1111/psyg.12274.

BACKGROUND: It is widely supposed that there has been no evidence of increased survival in patients with advanced
dementia receiving enteral tube feeding. However, more than a few studies have reported no harmful outcome from
tube feeding in dementia patients compared to in patients without dementia. METHODS: This was a retrospective
study. Nine psychiatric hospitals in Okayama Prefecture participated in this survey. All inpatients fulfilling the entry
criteria were evaluated. All subjects suffered from difficulty with oral intake. Attending physicians thought that the
patients could not live without long—term artificial nutrition. The physicians decided whether to make use of long—
term artificial nutrition between January 2012 and December 2014. RESULTS: We evaluated 185 patients. Their mean
age was 76.6 = 11.4 years. Of all subjects, patients with probable Alzheimer’s disease (n = 78) formed the biggest
group, schizophrenia patients (n = 44) the second, and those with vascular dementia (n = 30) the third. The median
survival times were 711 days for patients with tube feeding and 61 days for patients without tube feeding. In a
comparison different types of tube feeding, median survival times were 611 days for patients with a nasogastric tube
and more than 1000 days for those with a percutaneous endoscopic gastrostomy tube. CONCLUSION: Patients with
tube feeding survived longer than those without tube feeding, even among dementia patients. This study suggests that
enteral nutrition for patients with dementia prolongs survival. Additionally, percutaneous endoscopic gastrostomy

tube feeding may be safer than nasogastric tube feeding among patients in psychiatric hospitals.

9. Tube feeding decreases pneumonia rate in patients with severe dementia: comparison between pre— and post—
intervention.
Takenoshita S, Kondo K, Okazaki K, Hirao A, Takayama K, Hirayama K, Asaba H, Nakata K, Ishizu H,
Takahashi H, Nakashima—Yasuda H, Sakurada Y, Fujikawa K, Yokota O, Yamada N, Terada S;
Middle Western Japan—Dementia Study (mid—-Demstudy)
BMC Geriatr. 2017 Nov 21; 17(1): 267 doi: 10.1186/512877-017-0662-6.

BACKGROUND: It is widely supposed that there is no benefit, including extended survival and decreased rate of
pneumonia, in patients with severe dementia receiving enteral tube feeding (TF). However, there have been few studies
comparing the frequency of pneumonia before and after TF in severe dementia. METHODS: Nine psychiatric hospitals
in Okayama Prefecture participated in this retrospective survey. All inpatients fulfilling the entry criteria were

evaluated. All subjects suffered from difficulty in oral intake. Attending physicians thought that the patients could not
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live without long—term artificial nutrition, and they decided whether or not to make use of long—term artificial nutrition
from January 1, 2014 to December 31, 2014. RESULTS: We evaluated 58 patients including 46 with TF and 12 without.
The mean age of all patients was 79.6 = 9.0 years old. Patients with probable Alzheimer’s disease (n=38) formed the
biggest group, and those with vascular dementia the second (n=14). Median survival times were 23 months among
patients with TF and two months among patients without TF. The start of TF decreased the frequency of pneumonia
and the use of intravenous antibiotics. CONCLUSIONS: TF decreased pneumonia and antibiotic use, even in patients
with severe dementia. The results of this study do not necessarily indicate that we should administer TF to patients
with severe dementia. We should consider the quality of life of patients carefully before deciding the use or disuse of

TF for patients with severe dementia.

10. Effectiveness of educational intervention using printed educational material for care-burden distress in staffs
working at residential aged—caring facilities in Japan —cluster quasi-randomization study-.
Fukuda K, Terada S, Hashimoto M, Ukai K, Kumagai R, Suzuki M, Nagaya M, Yoshida M, Hattori H,
Toba K
Geriatr Gerontol Int 2018; 18(3): 487-494 doi: 10.1111/ggi.13207.

Aim Behavioral and psychological symptoms of dementia are an important source of distress for caregivers. The aim
of the present study was to evaluate the effectiveness of educational intervention using printed educational material
for reducing distress induced by behavioral and psychological symptoms of dementia among caregivers working at
facilities without medical specialists and/or registered nurses. Methods A cluster quasi-randomized, controlled
comparative trial was carried out at 17 facilities in Japan. Our intervention was an educational program administered
at baseline using printed educational material for the care staff. The primary outcome was evaluated using the Japanese
version of the Neuropsychiatric Inventory Questionnaire. The secondary outcome measures were caregiver burnout
evaluated using the Japanese version of the Maslach Burnout Inventory and the care dependency of residents measured
using the Japanese version of the Care Dependency Scale. Results The total Neuropsychiatric Inventory Questionnaire
score decreased significantly in the intervention group (F [1355] = 6.57, P = 0.01), and the difference between the
intervention and control groups was also significant (F [1355] = 4.78, P = 0.03). There were no significant changes in
the Maslach Burnout Inventory or Care Dependency Scale scores in the intervention group, while the Maslach Burnout
Inventory subscale (personal accomplishment) score decreased significantly in the control group.

Conclusions Our intervention achieved a significant reduction of distress among caregivers working at care homes
without medical specialists and/or registered nurses. The findings of this research show that educational intervention

can make a valuable contribution to training programs for care staff.

11. Verbal or visual memory score and regional cerebral blood flow in Alzheimer’s disease.
Hayashi S, Terada S, Oshima E, Sato S, Kurisu K, Takenoshita S, Yokota O, Yamada N.
Dement Geriatr Cogn Dis Extra 2018; 8(1): 1-11 doi: 10.1159/000486093.

Objective Among many cognitive function deficits, memory impairment is an initial and cardinal symptom in Alzheimer

disease (AD). In most cases, verbal and visual memory scores correlate highly, but in some cases the deficit of verbal
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or visual memory is very different from that of the other memory. In this study, we examined the neural substrates of
verbal and visual memory in patients with AD. Methods One hundred eighty—eight consecutive patients with AD were
recruited from outpatient units. Verbal and visual memory scores were evaluated using the Wechsler Memory Scale -
revised. The patients underwent brain SPECT with 99mTc—ethylcysteinate dimer. Results After removing the effects
of age, sex, education, and Mini—-Mental State Examination scores, correlation analysis showed a significant correlation
of verbal memory scores to regional cerebral blood flow (rCBF) in the bilateral cingulate gyrus and left precuneus.
Similarly, a significant correlation of visual memory scores to rCBF was found in the right precuneus and right cingulate
gyrus. Conclusion The posterior medial cortices (PMC) are very important areas in episodic memory among patients
with mild AD. Verbal memory is more closely related to the both sides of the PMC, while visual memory is more

closely related to the right PMC.

12. Confidence in communicating with patients with cancer mediates the relationship between therapists’ autistic—
like traits and perceived difficulty in communication.
Hayashibara C, Inagaki M, Fujimori M, Higuchi Y, Fujiwara M, Terada S, Okamura H, Uchitomi Y,
Yamada N
Palliat Support Care 2018 Jan 21: 1-9. (in press) doi: 10.1017/S147895151700116X.

OBJECTIVE: Recently, rehabilitation therapists have become involved in cancer rehabilitation; however, no
communication skills training that increases the ability to provide emotional support for cancer patients has been
developed for rehabilitation therapists. In addition, no study has examined associations between rehabilitation
therapists’ communication skills and their level of autistic—like traits (ALT), which are in—born characteristics including
specific communication styles and difficulty communicating with patients. In this study, we aimed to investigate
whether confidence in communicating with patients mitigates communication difficulties experienced by rehabilitation
therapists who have high levels of ALT. METHOD: Rehabilitation therapists who treat patients with cancer completed
self~administered postal questionnaires anonymously. Scores were obtained on the Autism— Spectrum Quotient short
form, confidence in communication, and communication difficulties. We used covariance structure analyses to test
hypothetical models, and confirmed that confidence in communication mediates the relationship between ALT and
perceived communication difficulties. RESULTS: Participants included 1,343 respondents (49.6%). Autism—Spectrum
Quotient scores were positively correlated with communication difficulties (r = 0.16, p < 0.001). The correlation was
mitigated by confidence in communication in the fit model. However, higher confidence in creating a supportive
atmosphere was associated with more difficulty in communication (r = 0.16, p < 0.001). Significance of results
Communication difficulty was linked to rehabilitation therapists’ ALTs. By increasing confidence in areas of
communication other than creation of a supportive atmosphere, ALT-related difficulties in communication may be
ameliorated. Confidence to create supportive environments correlated positively with difficulty. Communication skills
training to increase confidence in communication for rehabilitation therapists should be developed with vigilance

regarding ALT levels.

13. A novel presenilin 1 mutation (Leu418Trp) associated with spasticity, parkinsonism, and white matter lesion in

a dominant Alzheimer’s family.



Takahashi Y, Ohta Y, Sasaki R, Tadokoro K, Sato K, Shang J, Takemoto M, Hishikawa N, Yamashita T,
Haraguchi T, Tkeuchi T, Abe K
J Neurol Sci 2018 Apr 15; 387: 166-169. doi: 10.1016/].jns.2018.01.006. Epub 2018 Jan 5

Alzheimer’s disease (AD) is the most common cause of dementia in the world [1]. The percentage of patients with
familial Alzheimer’s disease (FAD) amounts to less than 1% of total AD patients. Some FAD patients with presenilin
1 (PS1) mutations present atypical features such as spasticity, parkinsonism [2], or white matter hyperintensities
(WMH) in brain magnetic resonance imaging (MRI) [3]. Previous reports showed higher frequencies of spasticity,

parkinsonism and WMH in the brain MRI of FAD cases with PS1 mutation postcodon 200 compared to precodon 200
[3].
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20. Low Variability in Peak Expiratory Flow Predicts Successful Inhaled Corticosteroid Step—Down in Adults with
Asthma.
Tsurikisawa N, Oshikata C, Sato T, Kimura G, Mizuki M, Tsuburai T, Shoji S, Saito H, Shimoda T
J Allergy Clin Immunol Pract 2017 Dec 6. pii: S2213-2198(17)30883-8.
doi: 10.1016/].jaip.2017.10.036. [Epub ahead of print]

BACKGROUND: The prognosis for patients beyond 1 year after reduction of their inhaled corticosteroid (ICS) dose
remains unknown. Predictive factors that can be evaluated before the initiation of asthma treatment or at ICS dose
reduction are unknown. METHODS: We prospectively studied 223 patients in 6 hospitals in the National Hospital
Organization of Japan during the 36 months after 50% reduction of their daily ICS dose. All patients recorded their
morning and evening peak expiratory flows (PEFs) in their diaries. Lung function, bronchial hyperresponsiveness,
fractional nitric oxide levels, number of eosinophils in sputum, and serum IgE levels were measured in most patients.
Serum levels of 1L.-10, IL.-33, and thymic stromal lymphopoietin before ICS dose reduction were measured in all
patients. RESULTS: During the 36—month study period, asthma control was retained in 127 (59.6%) of the 213 enrolled
patients who underwent ICS dose reduction. Multivariate logistic regression analysis revealed that, at the initiation of
dose reduction, the factors most predictive of maintenance of asthma control after ICS dose reduction were a low
serum IL-33 level (P < .01), low PEF variability over 1 week (P = .014), childhood onset of asthma (at age <10 years)
(P =.03), and high serum IL-10 level (P = .035). CONCLUSIONS: We demonstrated that low PEF variability over 1
week, high serum IL-10 level, and low serum IL-33 concentration were useful factors for predicting that an adult’s

asthma will remain in control for months to years after a 50% reduction in the daily ICS dose.

< PP IR R >
21. Long-term effects of beta—blocker use on lung function in Japanese patients with chronic obstructive
pulmonary disease
Oda N, Miyahara N, Ichikawa H, Tanimoto Y, Kajimoto K, Sakugawa M, Kawai H, Taniguchi A,
Morichika D, Tanimoto M, Kanehiro A, Kiura K
Int J Chron Obstruct Pulmon Dis 2017 Apr 10; 12: 1119-1124
doi: 10.2147/COPD.S133071. eCollection 2017

BACKGROUND: Some recent studies have suggested that beta—blocker use in patients with chronic obstructive
pulmonary disease (COPD) is associated with a reduction in the frequency of acute exacerbations. However, the long—
term effects of beta—blocker use on lung function of COPD patients have hardly been evaluated. PATIENTS AND
METHODS: We retrospectively reviewed 31 Japanese COPD patients taking beta—blockers for >1 year and 72 patients

not taking them. The association between beta—blocker use and the annual change in forced expiratory volume in 1
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second (FEV1) was assessed. RESULTS: At baseline, patient demographic characteristics were as follows: 97 males
(mean age 67.0+8.2 years); 32 current smokers; and Global Initiative for Chronic Obstructive Lung disease (GOLD)
stages I: n=26, II: n=52, IlI: n=19, and IV: n=6. Patients taking beta—blockers exhibited a significantly lower forced
vital capacity (FVC), FEV1, and %FVC, and a more advanced GOLD stage. The mean duration of beta—blocker
administration was 2.8 £1.7 years. There were no differences in the annual change in FEV1 between patients who did
and did not use beta—blockers (-7.6£93.5 mL/year vs —4.7+118.9 mL/year, P=0.671). After controlling for relevant
confounders in multivariate analyses, it was found that beta—blocker use was not significantly associated with the
annual decline in FEV1 (8=-0.019; 95% confidence interval: =0.073 to 0.036; P=0.503). CONCLUSION: Long-term
beta—blocker use in Japanese COPD patients might not affect the FEV1, one of the most important parameters of

lung function in COPD patients.

22. Protective Effects of Bisoprolol against Acute Exacerbation in Moderate—to—Severe Chronic Obstructive
Pulmonary Disease.
Taniguchi A, Miyahara N, Oda N, Morichika D, Ichihara E, Oze I, Tanimoto Y, Ichikawa H, Fujii U,
Tanimoto M, Kanehiro A, Kiura K
Acta Med Okayama 2017 Oct; 71(5): 453-457 doi: 10.18926/AMO/55446

Although recent retrospective studies suggested that the use of B —blockers appears to help improve the mortality
rate and decrease the rate of exacerbation in chronic obstructive pulmonary disease (COPD) patients with heart
failure, the effects of 8 —blockers on COPD patients without heart failure have not been established. Based on previous
reports, we have launched a multicenter, prospective, single—arm phase Il study to evaluate the preventive effect of
the cardioselective B —blocker bisoprolol in COPD exacerbation, in Japanese individuals with moderate—to—severe
COPD who do not have heart failure but do have hypertension requiring the use of medication. The primary endpoint
is the rate of mild—to—severe COPD exacerbation. The results of this study will clarify whether bisoprolol can prevent

exacerbation in COPD patients without heart failure.

< MR A >
23. A Host-Dependent Prognostic Model for Elderly Patients with Diffuse Large B—Cell Lymphoma.
Miura K, Konishi J, Miyake T, Makita M, Hojo A, Masaki Y, Uno M, Ozaki J, Yoshida C, Niiya D,
Kitazume K, Maeda Y, Takizawa J, Sakai R, Yano T, Yamamoto K, Sunami K, Hiramatsu Y, Aoyama K,
Tsujimura H, Murakami J, Hatta Y, Kanno M
Oncologist 2017 Apr 13; pii: theoncologist.2016-0260
doi: 10.1634/theoncologist.2016-0260 [Epub ahead of print]

BACKGROUND: Decision—making models for elderly patients with diffuse large B—cell lymphoma (DLBCL) treated
with rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone (R-CHOP) are in great demand.

PATIENTS AND METHODS: The Society of Lymphoma Treatment in Japan (SoLLT-]), in collaboration with the West—
Japan Hematology and Oncology Group (West—JHOG), collected and retrospectively analyzed the clinical records of

>65—year—old patients with DLBCL treated with R—-CHOP from 19 sites across Japan to build an algorithm that can
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stratify adherence to R-CHOP. RESULTS: A total of 836 patients with a median age of 74 years (range, 65-96 years)
were analyzed. In the SoLT-] cohort (n=555), age >75 years, serum albumin level <3.7 g/dL, and Charlson
Comorbidity Index score >3 were independent adverse risk factors and were defined as the Age, Comorbidities, and
Albumin (ACA) index. Based on their ACA index score, patients were categorized into “excellent” (0 points), “good”
(1 point), “moderate” (2 points), and “poor” (3 points) groups. This grouping effectively discriminated the 3-year
overall survival rates, mean relative total doses (or relative dose intensity) of anthracycline and cyclophosphamide,
unanticipated R—CHOP discontinuance rates, febrile neutropenia rates, and treatment-related death rates.
Additionally, the ACA index showed comparable results for these clinical parameters when it was applied to the West—
JHOG cohort (n=281). CONCLUSION: The ACA index has the ability to stratify the prognosis, tolerability to
cytotoxic drugs, and adherence to treatment of elderly patients with DLBCL treated with R—-CHOP. The Oncologist
2017;22:554-560 IMPLICATIONS FOR PRACTICE: Currently, little is known regarding how to identify elderly
patients with diffuse large B—cell lymphoma who may tolerate a full dose of chemotherapy or to what extent cytotoxic
drugs should be reduced in some specific conditions. The Society of Lymphoma Treatment in Japan developed a host—
dependent prognostic model consisting of higher age (>75 years), hypoalbuminemia (<3.7 g/dL), and higher Charlson
Comorbidity Index score (>3) for such elderly patients. This model can stratify the prognosis, tolerability to cytotoxic
drugs, and adherence to treatment of these patients and thus help clinicians in formulating personalized treatment

strategies for this growing patient population.

24. Phase II study of intensified rituximab induction and maintenance for low grade B cell lymphoma.
Nagai H, Shimomura T, Takeuchi M, Hanada S, Komeno T, Sunami K, Hidaka M, Yano T, Kitano K,
Yoshida I, Inoue N, Saito A, Horibe K, Motitani S, Ichihara S, Watanabe T, Sawamura M
Leuk Lymphoma 2017 Dec; 58(12): 2845-2851
doi: 10.1080/10428194.2017.1319054. Epub 2017 May 16

Rituximab has markedly improved the outcomes of B cell lymphoma, and its maintenance has been shown to be
beneficial in low grade B cell lymphoma (LGBCL). We conducted a multicenter, phase II trial of intensive rituximab
induction and maintenance therapy for LGBCL to optimize the rituximab monotherapy. Patients with newly diagnosed
or rituximab naive relapsed LGBCL received 8 weekly rituximab as induction, then continued maintenance therapy
with rituximab for 4 weeks at 6-month intervals. The primary endpoint was the overall response rate (ORR). Forty-
five patients were enrolled from 2005 to 2009 and 36 were eligible. The ORR was 83.3% (30/36) with a complete
response rate of 72.2% (26/36). The 3—year progression—free survival (PFS) was 76.7% with a median follow—up of 43.0
months. Five grade three toxicities were observed (no grade 4). Our findings suggest that this regimen demonstrates

high activity with durable PFS and minimal toxicity in LGBCL patients.

< HEA>
25. YR TR T 2 AT o 7o BRI B 7> & 22 7o P38 IR O
THE, MEH=, mA, DGR, REEE, BHEEE, AR
FPE - BHEERE (0917-5105) 2017; 30(2): 209-213
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Monthly Book ENTONI 2018; 215: 1-5
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FRAE L
i |1 R = Rfis 3 2017; 1453: 270

<HEE>
28. Laparoscopic Surgery for Small Bowel Obstruction due to Paracecal Hernia.

Otani H, Makihara S

Acta Med Okayama 2018 Feb; 72(1): 81-84. doi: 10.18926/AMO/55668

Internal hernia related to paracecal hernia is a rare disease and is difficult to confirm by preoperative diagnosis. We
recently encountered a case of an 83—year—old woman who had lower abdominal pain in her right quadrant. Based on
physical findings and CT findings she was diagnosed as having small bowel obstruction by internal hernia around the
cecum. She underwent emergency operation with laparoscopic surgery and was diagnosed with a paracecal hernia and
treated laparoscopically. After we dissected the ventral wall of the hernia sac and enlarged the hernia orifice, we
reduced the trapped small intestine into the abdominal space. We determined that the herniated portion of the small
intestine was not necrotic and therefore did not resect it. Although paracecal hernia is a rare internal hernia, physicians
should be aware of it as a differential diagnosis for small bowel obstruction because of its rapid progression to
strangulation and necrosis. We highlight the importance of recognizing CT findings of paracecal internal hernia.
Laparoscopy was effective both for making a definitive diagnosis and treating paracecal hernia with relatively little

invasion.

<EJELHEEFENR - FH>
29. A ten—year follow—up cohort study of childhood epilepsy: Changes in epilepsy diagnosis with age.
Hanaoka Y, Yoshinaga H, Kobayashi K
Brain Dev. 2017 Apr; 39(4): 312-320. doi: 10.1016/j.braindev.2016.10.011.

OBJECTIVE: To elucidate all of the characteristics of childhood epilepsy, we performed a long—term follow—up study
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on the patients who visited Okayama University Hospital. SUBJECTS AND METHODS: We retrospectively
investigated the patients who were involved in the previous epidemiological study and visited Okayama University
Hospital for a period of 10years after December 31, 1999. RESULTS: Overall, there were 350 patients’ medical
records that were evaluated, and 258 patients with complete clinical information available for a 10—year period were
enrolled. Ten patients died and the remaining 82 were lost to follow—up. Of 258 patients with complete information,
153 (59.3%) were seizure—free for at least Syears. One hundred thirty (50.4%) had intellectual disabilities and 77 (29.8%)
had motor disabilities, including 75 (29.1%) with both disabilities on December 31, 2009. Thirty—four patients of 350
(9.7%) changed the epilepsy classification during follow—up. With regard to ten patients who died, nine of them had
symptomatic epilepsy, particularly those with severe underlying disorders with an onset during the first year of life.
CONCLUSION: Clinical status considerably changed during the decade-long follow—up period in childhood epilepsy.
Changes in the epilepsy diagnosis are especially important and should be taken into account in the long—term care of

children with epilepsy.

30. Another Case of Glucose Transporter 1 Deficiency Syndrome with Periventricular Calcification, Cataracts,
Hemolysis, and Pseudohyperkalemia.
Shibata T, Kobayashi K, Yoshinaga H, Ono H, Shinpo M, Kagitani—-Shimono K
Neuropediatrics. 2017 Oct; 48(5): 390-393. doi: 10.1055/5—-0037-1603520. Epub 2017 Jun 5

Anemia in Glucose Transporter Type 1 Deficiency Syndrome: Often Expected, Rarely Encountered, and with a

Fascinating Explanation.

SRk, EKIAE
i & 583 2017; 49: 106-9

32. (794~ - rTEDLDDTANABE] NEOTAAIRER SR 6 BEYE TORERIZE
PR RI=Y)
BOKIRE
Progress in Medicine (0287-3648) 2017; 37(4): 437-441

33. TADADEE—-—CAPAE 2 =3O EOZSB VAN T TRODEAS S Iv—
EHAKIRE

TAMAMEZE 2017; 35(1): 1-2

3. LT T JEFINOEEZ D AR TR OV 3 kA S
BIKH, HRIGE, E#EE
Epilepsy (1882-1480) 2017; 11(2): 98-101

35. BHII A7 v=—MIiE
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1. Clinical features and natural history of pathologically confirmed corticobasal degeneration —Japanese validation
study of CBD -
Aiba I, Shimohata T, Murayama S, Hasegawa K, Iwasaki Y, Yokota O, Sakai M, Yabe I, Takigawa H,
Yokota T, Sugaya K, Ikeuchi T, Hasegawa M, Yoshida M, Komori T, Wakabayashi K, Saito Y,
Tokumaru AM, Sakurai K, Nakashima K
XXIII World Congress of Neurology, kyoto, 2017.09.16-21

2. Adult onset leukoencephalopathy with axonal spheroids and pigmented glia (ALSP) and Nasu—Hakola disease:
Lesion staging and dynamic changes of axons and microglial subsets.
Oyanagi K, Kinoshita M, Suzuki-Kouyana E, Inoue T, Nakahara A, Tokiwai M, Arai N, Satoh JI, Aoki N
Jinnai K, Yazawa I, Arai K, Ishihara K, Kawamura M, Ishizawa K, Hasegawa K, Yagisita S, Amano N,
Yoshida K, Terada S, Yoshida M, Akiyama H, Mitsuyama Y, lkeda SI.
XXIII World Congress of Neurology, kyoto, 2017.09.16-21

3. Clinical features and natural history of pathologically confirmed corticobasal degeneration —Japanese validation
study of CBD (J-VAC study)
Aiba I, Shimohata T, Murayama S, Hasegawa K, Iwasaki Y, Yokota O, Sakai M, Yabe I, Takigawa H,
Yokota T, Sugaya K, Ikeuchi T, Hasegawa M, Yoshida M, Komori T, Wakabayashi K, Saito Y,
Tokumaru AM, Sakurai K, Nakashima K, J-VAC study group

Cure PSP 2017 International Research Symposium. San Francisco, San Francisco, 2017.10.26-27

RO EE
4. Evolution of West Syndrome in Infants with Tuberous Sclerosis Complex
Yoshinaga H et al.
The 14th Asian and oceanian congress of child neurology (AOCCN 2017)
B4 mT T AT =7 /NS, fR, 2017.05.11

5. Assessment of the Long—Term Efficacy and Safety of Adjunctive Perampanel in Adolescent Patients: Post Hoc
Analysis of Open—Label Extension (OLEx) Studies
Pifia-Garza JE , Villanueva V, Rosenfeld W, Yoshinaga H, Bibbiani F, Patten A, Williams B, Laurenza A
American epilepsy society annual meeting 2017, Washington, USA, 2017.12.01-05
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EEPE—BS, BIFEH, KAHES (SR U X B)

Severe Asthma Meeting in OKAYAMA, [i] LI,

SSoEITEL HROEREH
LaV=RE N3
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Severe Asthma ;AED IR
ARFTILRR, INRESAst, BRI SRR (Discussers)
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[ CPC i2$% )

Neurological CPC (% 22 [=])

M7 : 2018 4E 3 H 13 H (k) 19 :30—20 : 30 Rl ILERY ¥ —% A=
JRa @y, =Ame?, B OEREY, WY, misEZ Y, SOV,
FEEER Y, R Y, FHEEY, AESHY
FENLIR e e e (LR o &2 =D E D Z AR T — LR Y,

i LK 2 KB [ e K FAR A A SU R RS A b iR i e 2 ¥, 28wt ¥
T - R URA &)

Case : RAE, /N—F Y =L, MEZ R LT 54 5 )

Clinical presentation (JFH )
[GEHI] FE e 54 5 Ak,
[F3F] B, EhiT 72,
[BUAE] 1987 4 (25 5%), FHEIJMET, 19884 (265%), MIFORIMETICTHMZ LiIZhiw, Bsh
HEL, FCHDOEMELE - TL 5, 1989 4E (27 %), H AROHEN, MW <CH Mg 1) 2ME T, 1992 4 (30
), AN, A RERoB E 3 G, 1996 42 A, A L TiEROE & A2 E A, REKIC AREEZ2L,
N Y ERRE, TV A = —REREEDEEV & 2T, 1997 4F (34 %) (21 H R HL O ERR N EE, A
PRI, FOE6 VIR T 72 EoER M BL, 1998 4F (35 %) 2i%, WETREE (KIA), 1999 4 (36 %) 1Z1%, MEloD
MAADBHBI, A1 H 29 B, ARBE=2, 7 AFEIE BT ARL
[BEFEIE] A FHREX 0 PRI IC K DI, 1993 4 FfifEfT,
[ZHRIE] REBLAS 40 sEH & 0 W S, Lo, SRAEN MBI LT, /S—% Y ERRE, H1ZHIRR
HUE &2 S, A8 e CHELS, R OMLAASEIEIC T 48 i CHELS, REBUL 7 ANEh T 1 & B ORE B INEIE
\CT48 R CHEL, 2 & HOWENEIE, 4% B2 24 1% TR, BEANIT 2 N LBk To N EIE,
[—NEETR] 28, DIFCREFTRZL,
[0 FT L THDS-R24/30, MMSE20/30, 72) SMRHE, AR5 A~ 42 bR (L4, SMERTHIBR) , Saccadic eye movement,
WEEEH, WTHEED Y, THRHNILE, DR USHBE, m) TR B, VU o G5 i 5 5
X)) JTE (F>78), W) NEVAX—, Fx Ko s LB, UEITEESH D, IR L, BEH Y, K
ERRERLS D, TRl v (B, WU : A</, §i, B, BATEREHFBEDLY, SMTHEESH Y, Arm
swing poor, RCAPEARIMLEZR L,
(AR L) S50 MRI U, KN AV EEAL O ZEkE (R BTEEMEAL) . BT CT CTIIMN AR L 72 L, I SPECT
TUE, BEIE KN MR T, W{IERTELED S MEREE )T TRFTANZ MR T 25388 5, NCS, EMG,SSEP
TIEFHPHA, B TR, 13 & A EDIEIRMIE T 5Hz ORI AN ATEEIEEALIC 25, BERA TI%, Ma% 1
/3 (monol00%), &M 46 mg/dl, ¥ 54 mg/dl (BS74), IgG index=0.514, #6#& 5-HIAA, JRF BT a—/L T
>, HTLV-1, BEHRIIE 47V 7 IEH#HEN,
[EERRR ] ABERs, His—F> v Lgidk e LT, LR K/8300mg, 7~ % ¥ 300mg, HUEEHe LC,
FH=T 3mg, N/B 7= 30mg, X hrLry gL IN TV, EEaTXTHIELEZEDA, —
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RPHI A TIRRE R EE e, Lo L, £k, RAERERES, EBIEEITET, KFEITHL 88T 220
R EHMIC 2002423 A 7 H (39 5%) %Pl %&o%Aﬁ%ixT%oiﬁﬁ%iﬂﬁfgmoi%@
Je Hf LIEPEGRY S, B RAL TEY )220, & BITHE FFEFENEIT L, 2004 4F 11 H 18 B (425%) 2 HifkmH
BIZRDRFE L oo, REEY:, MimikR, MRZMOIRL T\, 0k, ﬁﬁﬁ%ﬁ@%%oiﬁﬁ
i, TR R TS D . RIERIG O BRI 07203, B OFRGE TR A2 HETT L, 2017 44
H 258 (547% 8 » H) KR, Ak : #J 29 45,

[E&RZ W] familial Alzheimer’s disease <P familial progressive subcortical gliosis D%V,

Neuropathology (= ARE1¥)
G EHINE : 792 g, MO OE ANMEZERE, KINSEORE, BE O R EZEN, EEZ S 2RI S E O ZEHE,
B - HHEAEGRR, CREHEARR N, KIMRERERIC AR Yea TRE 48T cotton wool plaque (CWP)
NEFR, 77 —71F AR RO THLE IV 0B NPHR< Yot STz, Plaque O K& ST K/IMEL T, 100 um
PEEDO L ONR TR, Plaque IZAB40 LV H AB42 AL, Gallyas YT Neuritic plaque 1ZIF & A E72 L, /)
MTHRED AR hEZEBIZRD T, KIME, EBEHER 8@ ORI 2 WA rEIcR o7z, i
MIZRIZIE spheroid # % < B 7=, —RKIEENE TIXEE OB AR, Betz flila b, B, #a%T
HEEOMBZAES LA WA, ¥ VD dystrophic neurites Z 78872, RAEKTH B DR
T IvA K7 XA /3F—, neurofibrillary tangles (NFT) % Z#ER7-, REKTIL, X7 LA /Fﬁﬁ@j(
BEOEVEMRIGEZFRO T, RZ TITEABIIZH L, REREATIE, NFT RV X7 LA PSR,
TDP-43 [5%:? neuronal cytoplasmic inclusions (NCI) #3872, i CAl Tli==—n /L ORI &<
B, AR PETREOEABARDI, XU EVXT LA U ORFEBRD, MBS EIREITIX TDP-43 Btk
D NCI B0 7z, BETIEEEOMMENEETR D, AT8 TNFT X threads, X7 LA VMM E AR
Lewy neurites Z a7, fHL L THREEMBEOEEELMEEZRBDT, HHETIEV X7 LA VBt L e
—/MAE, K EMBEEMIEE TliE Lewy neurites Z 588 7-, Tufted astrocyte 72 L, Argyrophilic grain 72 L, Astrocytic
plaque 72 L, C9ORF72 B p62 [t 7s L, FUS B ERELZ: L,

o]

DREEZH, B LY, £%£L] #1.Cotton wool plaque variant AD : Braak NFT stage VI, Thal A 8 phase 5, CERAD
neuritic plague 0 . #2.Diffuse neocortical type Lewy body disease, Braak PDLB stage 5, #3.TDP-43 [ H95RHE stage
3, FHEBWORE, Bs TR L& 25, Presenilin 1 (PSENL) | G417S AR A F8% 7=, CWP variant 0
4 FIRRBIOWE Y I, 481 & B/MMIERIT AR Do 7203, FEENSEEO AB LEEZ/NKICED b, A
Bl CHREETH o7, CWP variant IZ L E—/MEFEREOF L7z @GEBIEH 2 2 2 . REICTIEEED L E—/h
AR L TR N—% Y ERICEIR L7 TReMEIL & 5, BEFEVERRIE &S i A 2 L, FIEED
& DIEHITIL, CWP variant O AJEEMEZ RHHIZB S RETH D,

[ k]
1) Yokota O, Terada S, Ishizu H, et al. Variability and heterogeneity in Alzheimer’s disease with cotton wool
plaques: a clinicopathological study of four autopsy cases. Acta Neuropathol. 2003; 106: 348—356.
2) Takao M, Ghetti B, Hayakawa I, et al. A novel mutation (G217D) in the Presenilin 1 gene ( PSEN1) in a Japanese
family: presenile dementia and parkinsonism are associated with cotton wool plaques in the cortex and striatum.

Acta Neuropathol. 2002 Aug; 104: 155-170.
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