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1. Chorea as a clinical feature of the basophilic inclusion body disease subtype of fused—in—sarcoma—associated
frontotemporal lobar degeneration
Kawakami I, Kobayashi Z, Arai T, Yokota O, Nonaka T, Aoki N, Niizato K, Oshima K, Higashi S,
Katsuse O, Hosokawa M, Hasegawa M, Akiyama H
Acta Neuropathol Commun. 2016 Apr 4; 4: 36. doi: 10.1186/s40478-016-0304-9

Choreoathetoid involuntary movements are rarely reported in patients with frontotemporal lobar degeneration
(FTLD), suggesting their exclusion as a supportive feature in clinical diagnostic criteria for FTLD. Here, we identified
three cases of the behavioral variant of frontotemporal dementia (bvFTD) that display chorea with fused in sarcoma
(FUS)-positive inclusions (FTLD-FUS) and the basophilic inclusion body disease (BIBD) subtype. We determined the
behavioral and cognitive features in this group that were distinct from other FTLD-FUS cases. We also reviewed the
clinical records of 72 FTLD cases, and clarified additional clinical features that are predictive of the BIBD pathology.
Symptom onset in the three patients with chorea was at 44.0 years of age (+12.0 years), and occurred in the absence
of a family history of dementia. The cases were consistent with a clinical form of FTD known as bvFTD, as well as
reduced neurological muscle tone in addition to chorea. The three patients showed no or mild parkinsonism, which by
contrast, increased substantially in the other FTLD cases until a later stage of disease. The three patients exhibited
severe caudate atrophy, which has previously been reported as a histological feature distinguishing FTLD-FUS from
FTLD-tau or FTLD-TAR DNA-binding protein 43. Thus, our findings suggest that the clinical feature of

choreoathetosis in bvETD might be associated with FTLD—-FUS, and in particular, with the BIBD subtype.

2. Japanese version of the ALS-FTD—questionnaire (ALS-FTD-Q-J)
Watanabe Y, Beeldman E, Raaphorst J, Izumi Y, Yoshino H, Masuda M, Atsuta N, Ito S, Adachi T,
Adachi Y, Yokota O, Oda M, Hanashima R, Ogino M, Ichikawa H, Hasegawa K, Kimura H, Shimizu T,
Aiba I, Yabe H, Kanba M, Kusumi K, Aoki T, Hiroe Y, Hirohisa Watanabe H, Nishiyama K, Nomoto M,
Sobue G, Nakashima K, the ALS-FTD-Q-] Research Group
J Neurol Sci. 2016 Aug 15; 367: 51-5. doi: 10.1016/].jns.2016.05.036. Epub 2016 May 18

Amyotrophic lateral sclerosis (ALS) and frontotemporal dementia (FTD) share common clinical, genetic and
neuropathological features. Some ALS patients have behavioral/personality changes, which could result in significant
obstacles in the care provided by family members and caregivers. An easy screening tool would contribute greatly to
the evaluation of these symptoms. We translated the ALS-FTD-Questionnaire, developed in the Netherlands, into
Japanese (ALS-FTD-Q-]) and examined the clinimetric properties (internal consistency, construct and clinical
validity). Patients with ALS and/or behavioral variant FTD (bvFTD) were evaluated alongside healthy controls in this
multicenter study. All ALS patients, regardless of bvETD status, were further evaluated by the frontal behavioral
inventory (FBI) and for frontal/executive function, cognition, anxiety/depression, and motor functions. Data from 146
subjects were analyzed: ALS (92), ALS-bvFTD (6), bvFTD (16), and healthy controls (32). The internal consistency

of the ALS-FTD-Q-] was good (Cronbach «=0.92). The ALS-FTD-Q-J showed construct validity as it exhibited a
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high correlation with the FBI (r=0.79). However, correlations were moderate with anxiety/depression and low with
cognitive scales, in contrast to the original report, i.e. a moderate correlation with cognition and a low correlation
with anxiety/depression. The ALS-FTD-Q-] discriminated ALS patients from (ALS-)bvFTD patients and controls.
Thus, the ALS-FTD-Q-J is useful for evaluating Japanese ALS/FTD patients.

3. An Open-—Label Feasibility Trial of Repetitive Transcranial Magnetic Stimulation for Treatment—Resistant Major
Depressive Episodes
Fujiwara M, Inagaki M, Higuchi Y, Uchitomi Y, Terada S, Kodama M, Kishi Y, Yamada N
Acta Med Okayama. 2016 Aug; 70(4): 307-11

Repetitive transcranial magnetic stimulation (rTMS) has been reported to be a new treatment option for
treatment—resistant depression. In Japan, there has been limited research into its feasibility, efficacy, and tolerability.
We have launched a trial of rTMS for treating medication—resistant major depressive disorder and bipolar depression.
We are investigating low—frequency rTMS to the right dorsolateral prefrontal cortex and traditional high—frequency
r'TMS to the left dorsolateral prefrontal cortex, in 20 patients. The primary outcome of the study is the treatment
completion rate. This study will provide new data on the usefulness of rTMS for treatment-resistant depression in

Japan.

4. Long—term survival of patients receiving artificial nutrition in Japanese psychiatric hospitals
Abe K, Yamashita R, Kondo K, Takayama K, Yokota O, Sato Y, Kawai M, Ishizu H, Nakashima T,
Hayashi H, Nakata K, Asaba H, Kadota K, Tanaka K, Morisada Y, Oshima E, Terada S
Dement Geriatr Cogn Dis Extra. 2016 Oct 7; 6(3): 477-485. eCollection 2016 Sep—Dec

BACKGROUND/AIMS: Most patients with dementia suffer from dysphagia in the terminal stage of the disease. In
Japan, most elderly patients with dysphagia receive either tube feeding or total parenteral nutrition. METHODS: In
this study, we investigated the factors determining longer survival with artificial nutrition. Various clinical
characteristics of 168 inpatients receiving artificial nutrition without oral intake in psychiatric hospitals in Okayama
Prefecture, Japan, were evaluated. RESULTS: Multiple logistic regression analysis showed that the duration of
artificial nutrition was associated with a percutaneous endoscopic gastrostomy (PEG) tube, diagnosis of mental
disorder, low MMSE score, and absence of decubitus. CONCLUSION: Patients with mental disorders survived longer
than those with dementia diseases on artificial nutrition. A PEG tube and good nutrition seem to be important for

long—term survival.

5. Positive affect and regional cerebral blood flow in Alzheimer’ s disease
Hayashi S, Terada S, Sato S, Oshima E, Miki T, Yokota O, Ishihara T, Yamada N.
Psychiatry Res. 2016 Oct 30; 256: 15-20. doi: 10.1016/j.pscychresns.2016.09.003. Epub 2016 Sep 13

Quality of life (QOL) has been recently recognized as the central purpose of healthcare, and positive affect is one of
the core dimension of QOL. However, positive affect among patients with dementia or Alzheimer’s disease (AD) has

not received much attention in the medical research field. One hundred sixteen consecutive patients with AD were
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recruited from the outpatient units of the Memory Clinic of Okayama University Hospital. The positive affect score
was evaluated using the positive affect domain of the Quality of Life questionnaire for Dementia (QOL-D). Patients
underwent brain SPECT with 99mTc—ethylcysteinate dimer. Positive affect scores were inversely related to apathy
scores, subjective depressive scores, and delusion scores. After removing the effects of age, sex, duration of
education, and cognitive function, positive affect scores showed a significant correlation with regional cerebral blood
flow in the left premotor and superior frontal gyri. The left premotor and superior frontal area is significantly involved
in the pathogenesis of the decrease of positive affect in AD. Apathy and depression are closely related to the

prefrontal area in AD, and they may affect the relationship between positive affect and the left prefrontal area.

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—-Kouyama E, Inoue T, Nakahara A, Tokiwai M, Arai N, Satoh J, 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 S
Brain Pathol. 2016 Sep 8. (in press) 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 I, large patchy areas of axon loss with slight atrophy of the cerebral white matter and
slight dilatation of the lateral ventricles; Stage IlII, 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. Heterogeneity of patients receiving artificial nutrition in Japanese psychiatric hospitals: a cross—sectional study
Hirao A, Abe K, Takayama K, Kondo K, Yokota O, Sato Y, Norikiyo T, Sato S, Nakashima T, Hayashi H,

Nakata K, Asaba H, Tanaka K, Tanaka R, Morisada Y, [takura H, Honda H, Okabe N, Oshima E, Terada S
Psychogeriatrics. 2016 Nov; 16(6): 341-348. doi: 10.1111/psyg.12173. Epub 2016 Jan 12
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AIM: Artificial nutrition, including tube feeding, continues to be given to dementia patients in numerous geriatric
facilities in Japan. However, the clinical characteristics of patients receiving artificial nutrition have not been fully
investigated. Therefore, we tried to evaluate the clinical features of those patients in this study. METHODS: Various
clinical characteristics of all inpatients at 18 of 20 psychiatric hospitals in Okayama Prefecture, Japan, with a
percutaneous endoscopic gastrostomy tube, nasogastric tube, or total parenteral nutrition were evaluated. RESULTS:
Two hundred twenty—one patients (5.4% of all inpatients) had been receiving artificial nutrition for more than 1 month,
and 187 (130 women, 57 men; 84.6% of 221 patients) were fully investigated. The mean age was 78.3 years old, and
the mean duration of artificial nutrition was 29.8 months. Eighty—four patients (44.7% of 187 patients) were receiving
artificial nutrition for more than 2 years. Patients with Alzheimer’s disease (n = 78) formed the biggest group,
schizophrenia (n = 37) the second, and vascular dementia (n = 26) the third. CONCLUSION: About one—fifth of the
subjects receiving artificial nutrition were in a vegetative state. More than a few patients with mental disorders,
including schizophrenia, also received long—term artificial nutrition. We should pay more attention to chronic

dysphasia syndrome in mental disorders.
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G R ARE 2016 Apr 28; 56(4): 255-9. doi: 10.5692/clinicalneurol.cn—000851
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19. Three—Arm Randomized Trial of Sodium Alginate for Preventing Radiation—Induced Esophagitis in Locally
Advanced Non—Small Cell Lung Cancer Receiving Concurrent Chemoradiotherapy: The OLCSG1401 Study
Protocol
Ninomiya K, Ichihara E, Hotta K, Sone N, Murakami T, Harada D, Oze I, Kubo T, Tanaka H, Kuyama S,
Kishino D, Bessho A, Harita S, Katsui K, Tanimoto M, Kiura K
Clin Lung Cancer. 2017 Mar; 18(2): 245-249. doi: 10.1016/j.cllc.2016.08.001. Epub 2016 Oct 19
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25. Phase I/1la Study of Low Dose Subcutaneous Interleukin—2 (IL-2) for Treatment of Refractory Chronic Graft
Versus Host Disease
Asano T, Matsuoka KI, Iyama S, Ohashi K, Inamoto Y, Ohwada C, Murata M, Satake A, Yoshida C,
Nakase K, Mori Y, Tanimoto M
Acta Med Okayama. 2016 Oct; 70(5): 429-433

Chronic graft versus host disease (cGVHD) remains a major problem for long survivors after allogeneic hematopoietic
stem cell transplantation (HSCT). Currently, corticosteroid therapy is effective for cGVHD as the first line therapy.
However, prolonged therapy with corticosteroids causes various severe adverse events. To develop the new
therapeutic strategy of cGVHD, we have launched a multicenter phase I/Ila clinical trial of low dose subcutaneous
interleukin—2 (IL-2) for treatment of steroid refractory cGVHD, which is constituted of 2 sequential phases (induction
phase and maitanance phase). This study will provide the new therapeutic option for patients with refractory cGVHD

after allogeneic HSCT.

<PREBERE >
26. SSADH deficiency possibly associated with enzyme activity—reducing SNPs.
Akiyama T, Osaka H, Shimbo H, Kuhara T, Shibata T, Kobayashi K, Kurosawa K, Yoshinaga H
Brain Dev. 2016 Oct; 38(9): 871-4. doi: 10.1016/j.braindev.2016.03.008. Epub 2016 Apr 4

BACKGROUND: Succinic semialdehyde dehydrogenase (SSADH) deficiency is a rare autosomal recessive disorder
that affects the degradation of gamma—aminobutyric acid and leads to the accumulation of gamma— hydroxybutyric
acid (GHB) in body fluids. Diagnosis of SSADH deficiency is challenging, since the neurological symptoms are
non-specific. CASE: The patient is a nine-year—old Japanese boy who presented with developmental delay, autism,
epilepsy, and episodic gait disturbance. Brain magnetic resonance imaging showed hyperintense lesions in the
bilateral thalami, globus pallidi, substantia nigra, and dentate nuclei. Urine metabolome analysis revealed elevated
GHB, which led to a biochemical diagnosis of SSADH deficiency. Genetic analysis of the ALDHb5A1 gene revealed a
novel missense mutation ¢.1586G>A inherited from his father. It also demonstrated three single nucleotide
polymorphisms (SNPs) (c.106G>C, ¢.538C>T, and ¢.545C>T), all of which were inherited from his mother and are
known to reduce SSADH enzyme activity. There were no duplications or deletions in other exons in the patient or his
parents. No variants in the upstream, intronic, or downstream regions of the ALDH5A1 gene were found in the
patient. Enzymatic assay revealed a marked reduction of SSADH enzyme activity (2% of the lower limit of the normal
range). CONCLUSION: Although other mechanisms cannot be fully excluded, the clinical manifestation of SSADH
deficiency in this patient may be attributed to the combined effect of the mutation and the three enzyme
activity—reducing SNPs. Urine metabolome analysis effectively detected his elevated GHB and is thus considered to

be a good screening method for this underdiagnosed and potentially manageable metabolic disorder.

27. Determination of CSF 5—methyltetrahydrofolate in children and its application for defects of folate transport
and metabolism.

Akiyama M, Akiyama T, Kanamaru K, Kuribayashi M, Tada H, Shiokawa T, Toda S, Imai K, Kobayashi Y,
— 9 —



Tohyama J, Sakakibara T, Yoshinaga H, Kobayashi K

OBJECTIVE: To describe an assay of 5—methyltetrahydrofolate (SMTHF) in the cerebrospinal fluid (CSF) of children,
to determine reference values, and to report the clinical significance of this assay in metabolic disorders affecting
folate transport and metabolism. METHODS: CSF 5MTHF was determined by high—performance liquid
chromatography with fluorescent detection in pediatric patients including one with FOLR1 gene mutation and one
with methylenetetrahydrofolate reductase (MTHFR) deficiency. CSF total folate was measured using an automated
analyzer. RESULTS: SMTHF and total folate were determined in 188 and 93 CSF samples, respectively. CSF 5SMTHF
was high throughout the first six months of life and subsequently declined with age. Reference values of CSF SMTHF
and total folate were determined from 162 and 82 samples, respectively. The patient with FOLR1 gene mutation had
extremely low CSF 5MTHF and total folate, though these values normalized after folinic acid supplementation. The
patient with MTHFR deficiency had extremely low 5SMTHF and moderately low total folate; these values were not
associated and showed no significant change after folic acid supplementation. CONCLUSIONS: This 5SMTHF assay is
simple, rapid, sensitive, reliable, and cost—effective. It will aid in the diagnosis and therapeutic monitoring of

metabolic disorders affecting folate transport and metabolism.

28. A novel HYLS1 homozygous mutation in living siblings with Joubert syndrome
Oka M, Shimojima K, Yamamoto T, Hanaoka Y, Sato S, Yasuhara T, Yoshinaga H, Kobayashi K
Clin Genet. 2016 Jun; 89(6): 739-43

29. A case of Dravet syndrome with cortical myoclonus indicated by jerk—locked back—averaging of
electroencephalogram data
Kobayashi Y, Hanaoka Y, Akiyama T, Ohmori I, Ouchida M, Yamamoto T, Oka M, Yoshinaga H,
Kobayashi K
Brain Dev. 2017 Jan; 39(1): 75-79. doi: 10.1016/j.braindev.2016.07.005. Epub 2016 Aug 11

We report a female patient with Dravet syndrome (DS) with erratic segmental myoclonus, the origin of which was first
identified in the cerebral cortex by the detection of myoclonus—associated cortical discharges. The discharges were
disclosed through jerk-locked back—averaging of electroencephalogram (EEG) data using the muscle activity of
myoclonus as triggers. The detected spikes on the contralateral parieto—central region preceded myoclonic muscle
activity in the forearms by 28-46ms. The patient was six months old at the time of examination, and was developing
normally before seizure onset at two months of age. She suffered from recurrent afebrile or febrile generalized
tonic—clonic seizures that often developed into status epilepticus. Interictal EEG and brain magnetic resonance
imaging (MRI) showed no significant findings. The amplitudes of the somatosensory—evoked potentials were not

extremely large. She has a chromosomal microdeletion involving SCN1A and adjacent genes.

30. A Japanese case of hereditary chin trembling responsive to arotinolol
Akiyama T, Miyahara H, Waki K, Yoshinaga H, Kobayashi K
Parkinsonism Relat Disord. 2016 Aug; 29: 133-4
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31. New guidelines for management of febrile seizures in Japan
Natsume J, Hamano SI, Iyoda K, Kanemura H, Kubota M, Mimaki M, Niijima S, Tanabe T, Yoshinaga H,
Kojimahara N, Komaki H, Sugai K, Fukuda T, Maegaki Y, Sugie H
Brain Dev. 2017 Jan; 39(1): 2-9. doi: 10.1016/j.braindev.2016.06.003. Epub 2016 Sep 6

In 2015, the Japanese Society of Child Neurology released new guidelines for the management of febrile seizures, the
first update of such guidelines since 1996. In 1988, the Conference on Febrile Convulsions in Japan published
”Guidelines for the Treatment of Febrile Seizures.” The Task Committee of the Conference proposed a revised
version of the guidelines in 1996; that version released in 1996 was used for the next 19years in Japan for the clinical
management of children with febrile seizures. Although the guidelines were very helpful for many clinicians, new
guidelines were needed to reflect changes in public health and the dissemination of new medical evidence. The
Japanese Society of Child Neurology formed a working group in 2012, and published the new guidelines in March 2015.
The guidelines include emergency care, application of electroencephalography, neuroimaging, prophylactic diazepam,
antipyretics, drugs needing special attention, and vaccines. While the new guidelines contain updated clinical

recommendations, many unsolved questions remain. These questions should be clarified by future clinical research.

32. Predictive values of egg—specific IgE by two commonly used assay systems for the diagnosis of egg allergy in
young children: a prospective multicenter study
Furuya K, Nagao M, Sato Y, Ito S, Fujisawa T, [PAD3g investigators
Allergy. 2016; 71(10): 1435-43. doi: 10.1111/all.12912. Epub 2016 Jul 13

BACKGROUND: Specific IgE (sIgE) is often used to predict oral food challenge (OFC) outcomes in food allergy, but
interpretation of the results may vary depending on the assay method employed and the patient population tested.
The aim of this study was to use two commercial assay systems to determine egg—sIgE values predictive of allergy
within the most common populations treated at pediatric clinics. METHODS: In a multicenter prospective study, 433
children with suspected or confirmed egg allergy underwent oral challenge (OFC) using cooked egg (CE) and raw egg
(RE) powders to diagnose either true allergy in 1-year—old (group A, n = 220) or tolerance in 2- to 6-year—old (group
B, n = 213). Egg white (EW)- and ovomucoid (OM)-sIgE values were measured using the ImmunoCAP(®) slgE
(ImmunoCAP) and the IMMULITE(®) 2000 3 gAllergy(™) (3gAllergy) systems. Children were recruited from six
primary care clinics and 18 hospitals in Japan. RESULTS: Receiver—operating characteristic (ROC) curve analysis
yielded similar areas under the curve (AUC) for the two assays (0.7-0.8). The optimal cutoff values and the
probability curves (PCs) of the sIgE by the two assays to predict CE and RE OFC outcomes were determined for both
groups. Values for 3gAllergy were higher than for InmunoCAP; however, correlation of sIgE and predicted probability
calculated by PCs were strong between the two methods. CONCLUSIONS: Cutoff values and PCs for egg—sIgE
established using both ImmunoCAP and 3gAllergy may be useful for predicting egg allergy in early childhood patient

populations.

33. Idiopathic focal epilepsies: the lost tribe

Pal DK, Ferrie C, Addis L, Akiyama T, Capovilla G, Caraballo R, de Saint—Martin A, Fejerman N, Guerrini
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R, Hamandi K, Helbig [, Ioannides AA, Kobayashi K, Lal D, Lesca G, Muhle H, Neubauer BA, Pisano T,
Rudolf G, Seegmuller C, Shibata T, Smith A, Striano P, Strug L], Szepetowski P, Valeta T, Yoshinaga H,
Koutroumanidis M.

Epileptic Disord. 2016 Sep 1; 18(3): 252-88. doi: 10.1684/epd.2016.0839

The term idiopathic focal epilepsies of childhood (IFE) is not formally recognised by the ILAE in its 2010 revision
(Berg et al., 2010), nor are its members and boundaries precisely delineated. The IFEs are amongst the most
commonly encountered epilepsy syndromes affecting children. They are fascinating disorders that hold many “treats”
for both clinicians and researchers. For example, the IFEs pose many of the most interesting questions central to
epileptology: how are functional brain networks involved in the manifestation of epilepsy? What are the shared
mechanisms of comorbidity between epilepsy and neurodevelopmental disorders? How do focal EEG discharges
impact cognitive functioning? What explains the age—related expression of these syndromes? Why are EEG
discharges and seizures so tightly locked to slow—wave sleep? In the last few decades, the clinical symptomatology
and the respective courses of many IFEs have been described, although they are still not widely appreciated beyond
the specialist community. Most neurologists would recognise the core syndromes of IFE to comprise: benign epilepsy
of childhood with centro—temporal spikes or Rolandic epilepsy (BECTS/RE); Panayiotopoulos syndrome; and the
idiopathic occipital epilepsies (Gastaut and photosensitive types). The Landau—Kleffner syndrome and the related
(idiopathic) epilepsy with continuous spikes and waves in sleep (CSWS or ESES) are also often included, both as a
consequence of the shared morphology of the interictal discharges and their potential evolution from core syndromes,
for example, CSWS from BECTS. Atypical benign focal epilepsy of childhood also has shared electro—clinical features
warranting inclusion. In addition, a number of less well-defined syndromes of IFE have been proposed, including
benign childhood seizures with affective symptoms, benign childhood epilepsy with parietal spikes, benign childhood
seizures with frontal or midline spikes, and benign focal seizures of adolescence. The term “benign” is often used in
connection with the IFEs and is increasingly being challenged. Certainly most of these disorders are not associated
with the devastating cognitive and behavioural problems seen with early childhood epileptic encephalopathies, such as
West or Dravet syndromes. However, it is clear that specific, and sometimes persistent, neuropsychological deficits in
attention, language and literacy accompany many of the IFEs that, when multiplied by the large numbers affected,
make up a significant public health problem. Understanding the nature, distribution, evolution, risk and management
of these is an important area of current research. A corollary to such questions regarding comorbidities is the role of
focal interictal spikes and their enduring impact on cognitive functioning. What explains the paradox that epilepsies
characterised by abundant interictal epileptiform abnormalities are often associated with very few clinical seizures?
This is an exciting area in both clinical and experimental arenas and will eventually have important implications for
clinical management of the whole child, taking into account not just seizures, but also adaptive functioning and quality
of life. For several decades, we have accepted an evidence—free approach to using or not using antiepileptic drugs in
IFEs. There is huge international variation and only a handful of studies examining neurocognitive outcomes. Clearly,
this is a situation ready for an overhaul in practice. Fundamental to understanding treatment is knowledge of aetiology.
In recent years, there have been several significant discoveries in IFEs from studies of copy number variation, exome
sequencing, and linkage that prompt reconsideration of the “unknown cause” classification and strongly suggest a
genetic aetiology. The IFE are strongly age—related, both with regards to age of seizure onset and remission. Does

this time window solely relate to a similar age—related gene expression, or are there epigenetic factors involved that
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might also explain low observed twin concordance? The genetic (and epigenetic) models for different IFEs, their
comorbidities, and their similarities to other neurodevelopmental disorders deserve investigation in the coming years.
In so doing, we will probably learn much about normal brain functioning. This is because these disorders, perhaps
more than any other human brain disease, are disorders of functional brain systems (even though these functional
networks may not yet be fully defined). In June 2012, an international group of clinical and basic science researchers
met in London under the auspices of the Waterloo Foundation to discuss and debate these issues in relation to IFEs.
This Waterloo Foundation Symposium on the Idiopathic Focal Epilepsies: Phenotype to Genotype witnessed
presentations that explored the clinical phenomenology, phenotypes and endophenotypes, and genetic approaches to
investigation of these disorders. In parallel, the impact of these epilepsies on children and their families was reviewed.
The papers in this supplement are based upon these presentations. They represent an updated state—of-the—art
thinking on the topics explored. The symposium led to the formation of international working groups under the
umbrella of “Luke’s Idiopathic Focal Epilepsy Project” to investigate various aspects of the idiopathic focal epilepsies
including: semiology and classification, genetics, cognition, sleep, high—frequency oscillations, and parental resources
(see www.childhood—epilepsy.org). The next sponsored international workshop, in June 2014, was on randomised

controlled trials in IFEs and overnight learning outcome measures.

34. Simultaneous measurement of monoamine metabolites and 5—methyltetrahydrofolate in the cerebrospinal fluid
of children
Akiyama T, Hayashi Y, Hanaoka Y, Shibata T, Akiyama M, Nakamura K, Tsuyusaki Y, Kubota M,
Yoshinaga H, Kobayashi K
Clin Chim Acta. 2017 Feb; 465: 5-10. doi: 10.1016/j.cca.2016.12.005. Epub 2016 Dec 7

BACKGROUND: We describe a new method for simultaneous measurement of monoamine metabolites (3-O—
methyldopa [3-OMD], 3-methoxy—4-hydroxyphenylethyleneglycol [MHPG], 5-hydroxyindoleacetic acid [5-HIAA],
and homovanillic acid [HVA]) and 5—methyltetrahydrofolate (5-MTHF) and its use on cerebrospinal fluid (CSF)
samples from pediatric patients. METHODS: Monoamine metabolites and 5-MTHF were measured by high—
performance liquid chromatography with fluorescence detection. CSF samples were prospectively collected from
children according to a standardized collection protocol in which the first 1-ml fraction was used for analysis.
RESULTS: Monoamine metabolites and 5-MTHF were separated within 10min. They showed linearity from the limit of
detection to 1024nmol/l. The limit of quantification of each metabolite was sufficiently low for the CSF sample assay.
In 42 CSF samples after excluding cases with possibly altered neurotransmitter profiles, the concentrations of 3-OMD,
MHPG, 5-HIAA, HVA, and 5—-MTHF showed significant age dependence and their ranges were comparable with the
reference values in the literature. The metabolite profiles of aromatic l1-amino acid decarboxylase deficiency, Segawa
disease, and folate receptor « defect by this method were compatible with those in the literature. CONCLUSIONS:
This method is a simple means of measuring CSF monoamine metabolites and 5-MTHF, and is especially useful for

laboratories not equipped with electrochemical detectors.

35. Measurement of pyridoxal 5° —phosphate, pyridoxal, and 4—pyridoxic acid in the cerebrospinal fluid of children
Akiyama T, Akiyama M, Hayashi Y, Shibata T, Hanaoka Y, Toda S, Imai K, Hamano S, Okanishi T,

Yoshinaga H, Kobayashi K
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Clin Chim Acta. 2017 Mar; 466: 1-5. doi: 10.1016/j.cca.2016.12.027. Epub 2016 Dec 28

BACKGROUND: We quantified pyridoxal 5’—phosphate (PLP), pyridoxal (PL), and 4-pyridoxic acid (PA) in the
cerebrospinal fluid (CSF) of children and to investigate the effect of age, sex, epilepsy, and anti—epileptic drug (AED)
therapy on these vitamers. METHODS: CSF samples prospectively collected from 116 pediatric patients were
analyzed. PLP, PL, and PA were measured using high—performance liquid chromatography with fluorescence detection,
using pre—column derivatization by semicarbazide. Effects of age, sex, epilepsy, and AEDs on these vitamers and the
PLP/PL ratio were evaluated using multiple linear regression models. RESULTS: The PLP, PL, and PA
concentrations were correlated negatively with age and the PLP/PL ratio was correlated positively with age. Multiple
regression analysis revealed that the presence of epilepsy was associated with lower PLP concentrations and PLP/PL
ratios but sex and AED therapy had no influence on these values. The observed ranges of these vitamers in epileptic
and non—epileptic patients were demonstrated. CONCLUSIONS: We showed the age dependence of PLP and PL in
CSF from pediatric patients. Epileptic patients had lower PLP concentrations and PLP/PL ratios than non—epileptic

patients, but it is unknown whether this is the cause, or a result, of epilepsy.

36. Severe Encephalopathic Epilepsy in Early Infancy
Kobayashi K, Yoshinaga H, Yamatogi Y, Ohtabara S
Pellock JM, Nordli DR Jr, Sankar R, Wheless JW, Eds. Pediatric Epilepsy, 4th Ed:
Medical Publishing. 2016; in press
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1. Multicenter, prospective, randomized trial of intravenous itraconazole vs. liposomal amphotericin B as empirical
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[ CPC i2$% )

Neurological CPC (% 21 [=])

W4T : 20174E3 A 7TH (k) 19:00—20: 30 M LERYE ¥ —% HY=E

JFA gD, SR, B OB, ROV, HBEEZ Y, SUR— Y,
FRERES Y, BEE &Y, MY, AEHE Y

ENLIRBER R R e L Ef o 2 =Y, & O Z = ART — Lk 7,

] LU R R 15 O S 2 B B JE B e ek g 2 ¥

RE Y, EENERE Y

Case

A7 Camptocormia DB & Bd 5 3—F L IR O —F| i

Clinical presentation (HiZEEZ)
[FEBI] ZE-HE 84 1% B4k,
[F5r] R E~MEL,

[FIEEE] 2010 4 4 AtE (T9%%) K VIENEICME X 91choT-, 5 HYEZ2Z L
AR T,

, JENTABEALZR T R, A
(BEAERE] Az, @R F il (24D,

[N ERPT R BP 101/70mmHg, P 82, >« Jili « JEERICE R 72 L,
[#R AT R MMSE26/30, & EIZEHICADNWD XK 9 RR8»nH 5,

MRS R ClE, 5% B, EEIR T, AL & S CTEWARE TN LY 2380, BMITIEIHET 5,
LV 2] & EE b v, R L, BEEEEDH Y, M3 LT MMT T3+ 5 4 FREE, (K
IR

R IIIEHME & BatE MMT C© 3-FREE, (REpJmill: MMT C 3-FREE, MR ST IE . WA L, Myerson
e, BT NG A, IR IE R, FIERITXIER

R0, 0, EIERmER L,
U AT L] ik - AARZERT A RFRC 72 L, BEHB MRI - 572 L, MMEHE Xp « 272 L, MIBG O

YFTIEH/MBEOKTHY (Barly H/M 1.54, Delayed H/M 1.26), i MRI (T2WI, g, 2011 4 10 H
3 H)TIIBEHEREMICHE TR AR 5, $HHER (20114 10 A 25 H) TIE, A =Afh, C5 L-ULEEHFRE
fifi, ThT L LB RER CLpIF A B2 L, F9IGHE CORIEBIA R L,
[EEARRRE] 2D LIXS <UX, TR0 LAY 0 23Tz as,

E3 /%

B~V =T OFH (2010 4F 10
H) DT LEBICIE, BN SEths v idsk=ZEwL Tz, 2011 45 A, HDS-R18/30,

KA~V 3mg
Bith, N—F Y =X LDEDTOHIE, EOW%, MR Y OBER RO TWER, KE R E T
HIEENR 35 & EICSGET 5 2 & 20k L7, &SRR EICx LT Fr¥ s K23 600mg (2 &, L-
dopa A 7% 600mg [ZHI ™% = & THBYLYE L7223, Camptocormia (|

A B 2 o7, 201447
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HIZiX, BVRIREE, SUIT%E, WEREOTZDEFHIAR, PT ONBNHIVUTAITIZFRE, FF8 A, HiE
Rk, 20154 1 7, WEFMEMR 24D Z 720, BERELZTILL T, CVCHELZITWVEA 7 Y —ik b
Bo N T — T VIEYYE 2 BRI 2 U CRIME & 72 V0 [FI4E 4 A 26 AKAR, Akl @ 5 4R,

[ERRZIr] 2040« R—F Y U, AOHE @ B, FRMErERiZ,

(IR A] SCERAYIZ Camptocormia 14 X A/ XF—FAH TV TH Y, AKHIHHH MR ETIXZN AR/ LTV
Teo HHXMED BG4 58 O R ELET RISAFAET D D,

Neuropathology (=A%)

[EERIME : 1355, AIUHSEICIRE OFEMDH Y, FOATEIOZEMEL RV, RkEE, RS L~r o EaTEEE
DEMiD Y, WEE, RIEOER L, BEORAHREL FHRZLECARR, PMNELR L, LREER~T
RIBHTR] R ~ th A OFRR AR Bl v, (IEHEER BT, WRER, RbktZ, SWErhi i, BE TV E—/IME
RMEOLVE—BERE SV, RBAIREE, Wk, AR, AR, BE, BIIRMEEE Tl threads, coiled body &
D, E7oGR, AR TIT tufted astrocyte & 588 72, PEEZ Tid TDP-43 B neuronal cytoplasmic inclusions
ROz, BE, WEMR N IS EOMRMIRbE S V., TR, %, T4 Y -7
coiled body <° threads 787, M CAL T, AT, neurofibrillary tangles V%t d v, diffuse
plaque ZF88 7=, /MK TIE, BT EE ORRKMERCD , /MK REZ Tl threads 258072, KINKE, Mg, 3
JEERZ D TR PH I JE M4 28 k& Y . Argyrophilic grain 72 L, Braak stage : [Il, CERAD : 0, Thal phase : 2, Astrocytic
plaque 72 L, FUS [/ ELZe L, CIORFT72 B p62 FrtiA#i&Ze L, TDP-43 for AD (Joseph) : phase 1,

DREERZHr, B L0, %%2] #1. Limbic type Lewy body disease (LBD)?, #2. Atypical Progressive Supranuclear
Palsy (NINDS-PSP, ATS8), 7272 LAV 7 AYeth TIIIEMEZ 7o S 72 o 7o, BRIR TR 7o SHE 2 IE o2 s &
R LD N—F ) = XA AT LBD & PSP OGP LD b D& L THEIT RV E Bbitlz, BED PSP
I3 BRITNE SRERLIR DK EUTTR D 273, A TITRIRERIE O & 0F1372 <, primary [ZJERL S U7z pure PSP
pathology & &% bivb, LavL, HEEKE TH SN Camptocormia & OB IIRITH 5, miling Ti, JNike
WCHEWMLOIRE S GRS 5 2 ENZ VO T, BIREM T, JEROEEHCETR R WSS, EEUREOS
ProREME 2 SEICE S LERH D E LRV,

[cik]
1) Margraf NG, Wrede A, Rohr A, et al. Camptocormia in idiopathic Parkinson’s disease: a focal myopathy of the
paravertebral muscles. Mov Disord. 2010; 25(5): 542-551.
2) McKeith IG, Dickson DW, Lowe J, et al. Diagnosis and management of dementia with Lewy bodies: third report of

the DLB Consortium. Neurology. 2005; 65(12): 1863-1872.
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	28-00-00 表紙および扉20171018
	28-00-01 序
	28-I-01 班会議報告書p1-2 20170912
	1. 厚生労働行政推進調査事業費補助金（難治性疾患等政策研究事業（難治性疾患政策研究事業）） スモンに関する調査研究　総括研究報告
	2. 平成28年度検診からみたスモン患者の現況
	3. 中国・四国地区におけるスモン患者の検診結果（平成28年度）
	4. 岡山県内ソーシャルワーカーへのアンケート調査結果から見る，スモン患者へのアプローチにおける今後の課題
	5. 岡山県におけるスモン患者の闘病生活と社会サービスとの関係性の調査研究～全調査を終えて～
	6. 全国スモン患者におけるパーキンソン病発症頻度前向き調査の経過報告－平成20年度から平成28年度まで（第2報）－
	7. 厚生労働行政推進調査事業費補助金（難治性疾患等政策研究事業（難治性疾患政策研究事業））　総合研究報告　スモンに関する調査研究
	8. スモン患者における認知症
	9. スモン患者の療養について（3年間の研究から）

	28-I-02 論文著書p3-17 20171208版
	1． Chorea as a clinical feature of the basophilic inclusion body disease subtype of fused-in-sarcoma-associated frontotemporal lobar degeneration
	2． Japanese version of the ALS-FTD-questionnaire (ALS-FTD-Q-J)
	3． An Open-Label Feasibility Trial of Repetitive Transcranial Magnetic Stimulation for Treatment-Resistant Major Depressive Episodes
	4． Long-term survival of patients receiving artificial nutrition in Japanese psychiatric hospitals
	5． Positive affect and regional cerebral blood flow in Alzheimer’s disease
	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
	7． Heterogeneity of patients receiving artificial nutrition in Japanese psychiatric hospitals: a cross-sectional study
	8． スモン検診患者における認知症有病率
	9． 自己免疫性小脳失調症の可能性が示唆されたHIV感染症の1例
	10． 【認知症の人の認知機能障害,生活障害,行動・心理症状の構造】 嗜銀顆粒病の認知機能障害,生活障害,行動・心理症状(解説/特集)
	11． 認知症と地域包括ケア 認知症専門精神科病院から見た地域包括ケア(解説)
	12． 【認知症の診断と治療:最近の進歩】 嗜銀顆粒病の診断と治療
	13． 第3章 症状別対応（過干渉・収集癖・弄便・暴力）
	14． 前頭側頭型認知症
	15． I-7．認知症はどのような経過で進行しますか
	16． 第8章 前頭側頭葉変性症の社会的支援
	17． 障害者認定（呼吸器機能障害）
	18． 16 薬剤脱感作の適応と実際
	19． Three-Arm Randomized Trial of Sodium Alginate for Preventing Radiation-Induced Esophagitis in Locally Advanced Non-Small Cell Lung Cancer Receiving Concurrent Chemoradiotherapy: The OLCSG1401 Study Protocol
	20． テネリグリプチンによる薬剤性肺障害の1例(原著論文/症例報告)
	21． 病院における終末期医療
	22． 【在宅医療における高齢結核患者の支援】 高齢結核患者支援における地域医療機関との連携
	23． 気管支喘息発症および重症化に関わる遺伝因子と環境因子
	24． 第67回日本結核病学会中国四国支部会 会長挨拶
	25． Phase I/IIa Study of Low Dose Subcutaneous Interleukin-2 (IL-2) for Treatment of Refractory Chronic Graft Versus Host Disease
	26． SSADH deficiency possibly associated with enzyme activity-reducing SNPs.
	27． Determination of CSF 5-methyltetrahydrofolate in children and its application for defects of folate transport and metabolism.
	28． A novel HYLS1 homozygous mutation in living siblings with Joubert syndrome
	29． A case of Dravet syndrome with cortical myoclonus indicated by jerk-locked back-averaging of electroencephalogram data
	30． A Japanese case of hereditary chin trembling responsive to arotinolol
	31． New guidelines for management of febrile seizures in Japan
	32． Predictive values of egg-specific IgE by two commonly used assay systems for the diagnosis of egg allergy in young children: a prospective multicenter study
	33． Idiopathic focal epilepsies: the lost tribe
	34． Simultaneous measurement of monoamine metabolites and 5-methyltetrahydrofolate in the cerebrospinal fluid of children
	35． Measurement of pyridoxal 5′-phosphate, pyridoxal, and 4-pyridoxic acid in the cerebrospinal fluid of children
	36． Severe Encephalopathic Epilepsy in Early Infancy
	37． 結節性硬化症における多臓器フォローアップの実態
	38． 【小児慢性疾患の成人期移行の現状と問題点】 重症心身障害
	39． 【慢性疾患児の一生を診る】 神経疾患　てんかん
	40． インタビュー・女性委員長に聞く キャリアと人生を楽しむ
	41． 薬事小委員会主催セミナー　神経筋疾患の未来
	42． 性
	43． てんかんセンター巡り 第19回岡山大学病院てんかんセンター
	44． ニューストピックス＜新薬紹介＞抗てんかん薬サブリル（一般名：ビガバトリン）
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