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Genetic and infectious burdens affect CSF IgG abnormality in Multiple Sclerosis

'Department of Neurology, Fukuoka-Higashi Medical Center, ’Department of Neurology,
Neurological Institute, Graduate School of Medical Sciences, Kyushu University,
*Department of Neurology, Neuro-Muscular Center, National Omuta Hospital, ‘Department
of Molecular and Genetic Medicine, Ehime University Graduate School of Medicine
(OSatoshi Yoshimura!, Noriko Isobe?, Takuya Matsushita®, Katsuhisa Masaki?,
Shinya Sato?, Yuji Kawano®, Hirofumi Ochi’, Jun-ichi Kira®

Objective: To clarify influence of genetic and common infectious backgrounds on CSF IgG
abnormality in Japanese MS patients.

Methods: We analyzed HLA-DRBI alleles, and IgG antibodies against Chlamydia pneumoniae,
Helicobacter pylori, Epstein-Barr virus nuclear antigen, and varicella zoster virus in 94 MS
patients and 367 healthy controls (HCs). We defined CSF IgG abnormality as the presence of
CSF OBs and/or increased IgG index (>0.658).

Results: CSF IgG abnormality-positive patients had a significantly higher frequency of brain MRI
lesions meeting the Barkhof criteria compared with abnormality-negative patients. Compared
with HCs, CSF IgG abnormality-positive MS patients showed a significantly higher frequency of
DRBI1*1501 whereas CSF IgG abnormality-negative patients had a significantly higher
frequency of DRBI*0405. CSF IgG abnormality-positive MS patients had a significantly higher
frequency of anti-C. preumoniae T1gG antibodies compared with CSF IgG abnormality-negative
patients. Compared with HCs, anti-H. pylori 1gG antibodies were detected significantly less
frequently in the total MS patients, especially in CSF IgG abnormality-negative MS patients.
Conclusions: CSF IgG abnormality is associated with Western MS-like brain MRI features.
DRBI*1501 and C. pneumoniae infection confer CSF IgG abnormality while DRBI%0405 and H.
pylori infection are positively and negatively associated with CSF IgG abnormality-negative MS,
respectively, suggesting that genetic and environmental factors differentially contribute to MS
susceptibility according to the CSF IgG abnormality status.
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Evidence of a link between ubiquilin 2 and optineurin in ALS/FTD

Department of Neurology, School of Medicine, Keio University
OMayuko Osaka, Daisuke Ito, Takuya Yagi, Yoshihiro Nihei,
Norihiro Suzuki

Objectives: A mutation in the ubiquilin (UBQLN) 2 gene was recently identified
as a cause of X-linked amyotrophic lateral sclerosis (ALS)/frontotemporal
dementia (FTD). ALS-linked mutations in UBQLNZ2 are clustered in a unique
proline-X-X repeat region, reportedly leading to impairment of the ubiquitin
proteasome system. However, the molecular properties of mutant UBQLN2
remain unclear. Methods: To gain insight into the pathogenesis of UBQLN2-
linked ALS/FTD, we examined the cellular characteristics of mutant UBQLN2
in vitro. Results: UBQLN2 localized in Rabll-positive endosomal vesicles
formed by the ALS-inked molecule, optineurin (OPTN). These vesicles are co-
localized with an initiator of the autophagic process, ULK1 and also drastically
increased in ATG5(-/-) cell, indicating the association with autophagy. An ALS-
mutation (E478G) in OPTN abolished vesicle formation. ALS-mutations in
UBQLN2 enhanced aggregation and formation of inclusion bodies, resulting in
mislocation from OPTN-vesicles. Furthermore, UBQLN2 was found to be a
potent regulator of the levels of OPTN and the FTD-linked secretory factor,
progranulin, and ALS-linked mutations disturbed these functional consequences.
Interpretation: This study demonstrates first evidence that ALS-linked
mutations in both OPTN and UBQLN?2 interfere with the constitution of specific
endosomal vesicles, suggesting that these vesicles are involved in protein
homeostasis and both mutants affect common pathological processes. These
data suggest a novel disease spectrum and provide new pathological insights
into OPTN and UBQLN2.
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Type of atrial fibrillation influences severity of stroke?
the Fukuoka Stroke Registry

"Department of Cerebrovascular Medicine and Neurology, Cerebrovascular Center and Clinical Research Institute, National Hospital
Organization Kyushu Medical Center, “Department of Medicine and Clinical Science, Graduate School of Medical Sciences, Kyushu
University, ‘Departments of Health Care Administration and Management, Graduate School of Medical Sciences, Kyushu University
OSeiji Miura', Takahiro Kuwashiro', Tetsuro Ago’, Masahiro Yasaka', Koichiro Maeda',

Takeshi Uwatoko!, Yoshiyuki Wakugawa!, Masahiro Kamouchi® Yasushi Okada', Takanari Kitazono®

Background and Purpose: Previous studies have indicated that incidence of ischemic stroke does not differ
between patients with paroxysmal atrial fibrillation (PAF) and those with chronic atrial fibrillation (CAF).
However, whether the severity of ischemic stroke differs between PAF and CAF remains contentious. We
therefore investigated stroke severity at onset in patients with PAF and in those with CAF.

Methods: We examined 601 cardioembolic stroke patients with non-valvular atrial fibrillation (AF)
registered to the Fukuoka Stroke Registry (FSR) from June 2007 to May 2012. According to the type of
AF, stroke patients were divided into a PAF group and a CAF group, and clinical characteristics and
stroke severity on admission were compared. Cases with unknown-type AF were excluded.

Results: Of the 601 patients, 273 (582% male; mean age, 75.3 £ 100 years) had PAF, and 127 (62.6% male;
mean age, 749 * 106 years) had CAF. Frequency of anticoagulation therapy was lower in PAF (18.3%)
than in CAF patients (36.2%, P=0.0001). Concerning risk factors, no significant differences were found
between the PAF and CAF groups in frequency of diabetes mellitus (17.3% vs. 31.1%, P=0.4211),
hypertension (71.4% vs. 73.2%, P=0.7090), or dyslipidemia (32.6% vs. 29.9%, P=0.5920). No significant
difference was seen in National Institutes of Health Stroke Scale (NIHSS) score on admission between the
PAF and CAF groups (median, 7 (interquartile range, 2-16) vs. 9 (interquartile range, 3-16), P=0.1580).
After adjusting for age, sex, pre-stroke anticoagulation therapy, diabetes mellitus, hypertension and
dyslipidemia, no significant difference was evident between groups in NIHSS score on admission (P=(0.3948).
Conclusions: In cardioembolic stroke, severity at onset is unaffected by the type of AF.
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Blood Pressure Control and Stroke Recurrence after Transient Ischemic
Attack: the Fukuoka Stroke Registry

"Department of Cerebrovascular Medicine and Neurology, Cerebrovascular Center and Clinical Research Institute, National Hospital
Organization Kyushu Medical Center, “Department of Medicine and Clinical Science, Graduate School of Medical Sciences, Kyushu
University, *Departments of Health Care Administration and Management, Graduate School of Medical Sciences, Kyushu University
(OKayo Wakisaka', Takahiro Kuwashiro', Tetsuro Ago’, Masahiro Yasaka', Koichiro Maeda!,
Takeshi Uwatoko', Yoshiyuki Wakugawa', Masahiro Kamouch’, Yasushi Okada', Takanari Kitazono®

Background and purpose: Transient ischemic attack (TTA) confers a high risk of subsequent ischemic stroke. Therefore, early treatment
of TIA provides an ideal opportunity for prevention of stroke. However, there is limited evidence for treating TIA patients in the acute
phase, especially in relation to blood pressure control. We therefore investigated whether blood pressure in acute phase TIA patients
affects subsequent stroke recurrence,

Methods: Of 6,336 stroke patients registered in the Fukuoka Stroke registry from June 2007 to May 2012, 606 TIA patients (373 males, 233
females; 9.3+ 13.1 years old) who sought medical attention within 24 hours of onset were evaluated. The clinical characteristics of patients
were assessed on admission, and the clinical course of all patients was subsequently followed. In regards to blood pressure, we divided the
patients into five quintles (Q, Q2 Q3, Q4 and Q5 in ascending order) according to their mean systolic blood pressure (mSBP) during the 3
days or 7 days after TIA onset, and examined the risk of stroke recurrence in each group within one year after TIA.

Results: Of the 606 patients, 79 (13.1%) suffered a recurrence of stroke during the first year after TIA. Each group had the following mSBP
during the 3 days after TIA: Q, mSBP < 125 (mmHg); Q2, 125 < mSBP < 134 Q3, 134 < mSBP < 142 Q4 142 < mSBP < 152 and Q5,
mSBP > 152 mSBP in the 7 days after TIA were: Q1, mSBP < 121 (mmHg): Q2. 121 < mSBP < 130; Q3, 130 < mSBP < 137; Q4, 137 < mSBP
< 146; and Q5, mSBP > 146, The age- and sex-adjusted Cox proportional hazards model showed that the risk of stroke recurrence in the
first year after TIA for patients in Q5 vs. those in Q1 was indicated by hazard ratios (HR) of 203 (9% confidence interval [C1] L12-382, p
= (020), and 260 (95% CI 137-519, p = 0.003) for mSBP measured in the 3-day and 7-day periods, respectively. After adjustments for
multiple confounding factors (risk factors for stroke, TIA symptom, and duration), the HR for patients in Q5 vs. those in Q1 were 193 (%%
(T 1.06-366, p = 0032) and 253 (95% CI 133-5.08, p = 0004) for mSBP measured in the 3-day and 7-day periods, respectively.

Conclusions: There is a significant relationship between blood pressure during the acute phase of TIA and subsequent recurrence of
stroke. A high blood pressure in the acute phase increases the risk of stroke recurrence.

AO-1-3%
A nationwide survey of hypertrophic pachymeningitis in Japan

'Department of Neurology, Neurological Institute, Graduate School of Medical Sciences, Kyushu
University, Fukuoka, Japan, “Department of Neurosurgery, Kitasato University School of
Medicine, Sagamihara, Japan, ‘Department of Neurological Therapeutics, Neurological Institute,
Graduate School of Medical Sciences, Kyushu University, Fukuoka, Japan, ‘Department of
Neuropathology, Institute for Medical Science of Aging, Aichi Medical University, Nagakute, Japan,
Department of Neurology, School of Medicine, Kinki University, Osaka, Japan, ‘Department of
Hygiene and Preventive Medicine, Iwate Medical University School of Medicine, Morioka, Japan.
OTomomi Yonekawa!, Hiroyuki Murai', Satoshi Utsuki’, Takuya Matsushita',
Katsuhisa Masaki', Noriko Isobe!, Ryo Yamasaki’, Mari Yoshida',

Susumu Kusunoki®, Kiyomi Sakata®, Kiyotaka Fujii®, Jun-ichi Kira'

Objectives: There is no nationwide epidemiological survey on hypertrophic pachymeningitis (HP). Therefore, we conducted
a nationwide survey of HP in Japan to clarify clinico-epidemiological features.

Methods: Cases with HP diagnosed from January 1, 2005 to December 31, 2009, were collected from all over Japan. HP was
defined as a condition with thickening of the cranial or spinal dura mater with inflammation, evidenced by MRT or histology.
We excluded HP cases associated with malignancy and those with intracranial hypotension. and was followed by a
questionnaire survey for clinical and laboratory findings.

Results: Crude HP prevalence was 0.949/100000 population. The mean age at onset was 583+ 158 years. Among 159 cases
for whom detailed data were collated, anti-neutrophil cytoplasmic antibody (ANCA)-related HP was found in 54 cases (34.0%)
and TgG4/multifocal fibrosclerosis (MFS)-related HP in 14 cases (88%). Seventy cases (44.0%) were classified as idiopathic
HP. ANCA-related HP cases showed a female preponderance, a higher age of onset, and higher frequencies of otological
symptoms, but lower frequencies of diplopia compared with idiopathic HP. IgG4/MFS-related HP cases showed a marked
male predominance; all had cranial HP, and there was no cases that had isolated spinal HP or decreased sensation.
Conclusions: HP is not extremely rare. ANCA-related HP and MFS - IgGé-related disease are two major cause of Japanese
secondary HP. Both forms have unique features, which may useful to differentiate background causes and decide the
treatment principles.
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AO-1-4%
Anti-neutral glycolipid antibodies in encephalomyeloradiculoneuropathy

'Department of Neurology, Fujita Health University School of Medicine, “Institute for
Environmental and Gender Specific Medicine, Juntendo University Graduate School of Medicine

OSayuri Shima', Tomomasa Ishikawa'!, Akihiro Ueda!, Yoshiki Niimi',
Kazuhisa Iwabuchi?, Tatsuro Mutoh!

Objective: Encephalomyeloradiculoneuropathy (EMRN) is a severe disease that brain, spinal cord, nerve roots, and
peripheral nerves are broadly affected. The aim of this study was to review 4 patients with EMRN and assessed
for autoantibodies against neutral glycolipids (lactosylceramide: LacCer , glucosylcermide: GleCer,
galactosylcermide: GalCer) and gangliosides.

Methods; We studied the progression of clinical, radiologic, neurophysiologic, and cerebrospinal fluid (CSF) findings,
as well as anti-neutral glycolipid antibodies in sera and CSF by Far-Eastern blot and Surface plasmon resonance
analyses. We analyzed sera of 4 patients with EMRN before and after treatment, 47 age-matched patients with
other neurologic disorders (8 with multisystem atrophy, 4 with neuromyelitis optica, 20 with chronic inflammatory
demyelinating polyradiculoneuropathy, and 15 with multiple sclerosis) and 28 age-matched healthy volunteers.
Results: All patients developed acute or subacute motor weakness and impaired consciousness levels. Their CSF
showed pleocytosis and high immunoglobulin G concentrations. Magnetic resonance imaging(MRI) revealed lesions
in the brain and spinal cord. Neurophysiologic examinations indicated dysfunction of the spinal cord, nerve roots,
and peripheral nerves, Steroid pulse immunotherapy and/or high dose of intravenous immunoglobulin replacement
therapy resulted in clear and often dramatic clinical improvements. Reactivity to anti-LacCer antibody was positive
in both sera and CSF from all patients with acute EMRN, and anti-Galcer antibody was positive weakly in two
patients sera. Antineutral glycolipid antibodies were not detected in all patients with EMRN at the recovery
phase. Anti-gangliosides antibodies were negative in all EMRN cases. 47 age-matched patients with other
neurologic disorders and 28 age-matched healthy volunteers were negative for anti-neutral glycolipid antibodies.
Conclusions: The resolution of radiologic and neurologic abnormalities and altered autoantibody titers against
neutral glycolipids after immunotherapy suggest that EMRN is caused by an immune-mediated mechanism.
Furthermore, these autoantibodies may be used as a useful biomarker for EMRN.

AO-2-1%
Tau tangles estimated by PET reflect a dementia severity in Alzhiemr's disease

"Molecular Neuroimaging Program, Molecular Imaging Center (MIC), National Institute of Radiological Sciences
(NIRS), Chiba, Japan, “Neurology Chiba, Chiba, Japan, ‘Department of Neurology, Chiba University, Chiba,
Japan, ‘Molecular Probe Program, MIC, NIRS, Chiba, Japan, *Biophysics Program, MIC, NIRS, Chiba, Japan
OHitoshi Shimada', Hitoshi Shinotoh'?, Shigeki Hirano', Shogo Furukawa®, Yoko Eguchi',
Keisuke Takahata', Yasuyuki Kimura', Fumitoshi Kodaka', Masahiro Maruyama',
Harumasa Takano', Naruhiko Sahara', Makiko Yamada', Yoko Ikoma’, Ming-Rong Zhang',
Hiroshi Ito’, Makoto Higuchi', Satoshi Kuwabara®, Tetsuya Suhara'

Objectives: ['CIPBBS is a novel tau imaging PET ligand, showing high affnity and selectivity for tau deposits. The aim of the present study
was to investigate characteristics of ["CJPBB3 binding and its relation with clinical aspects in cogitively healthy subjects and patients with
cognitive impairments.

Methods: Participants included 17 AD patients, 15 mild cognitive impairments (MCI) patients and 17 age and gender matched cognitively
healthy controls (HCs). The PET study was approved by the institutional review board. Written informed consent was obtained from all
subjects. PET scans with ["CJPBB3 and an amyloid radioligand, ["CIPIB, and Tl-weighted MRI were performed for each individual
Standardized uptake value ratio (SUVR) was calculated for PET images using the cerebellar cortex as reference region. Tau and amyloid
deposits were visually assessed using SUVR images for ["CJPBB3 and ["CIPIB, respectively. Correlation between clinical dementia rating scale
(CDR) sum of boxes and mean cortical ["CJPBB3 or ["CIPIB SUVR was analyzed among ["CJPIB-positive MCI and AD patients.

Results: All HCs and 6 MCI patients were ["CJPIB-negative, and all AD patients and 9 of 15 MCI patients were ["CIPIB-positive. ["CIPBBS was
highly accumulated in the medial temporal cortex of all AD and ["CIPIB-positive MCI patients, in contrast to the modest binding of ['CJPIB in
the corresponding region. Distribution of ["CJPBB3 accumulation observed in ['CJPIB-positive MCI patients was restricted within the temporal
cortex, while AD patients showed ['CJPBB3 accumulation extending to the neocortex. Some HCs showed accumulation of ['C] PBB3 in the
temporal cortex, despite no increase in cortical ['CIPIB binding, Dementia severity (CDR sum of boxes) among AD and ["CJPIB-positive MC
patients showed significant positive correlation with mean cortical ["CIPBBS binding, but no association with ["CIPIB binding measures.
Conclusions: Distribution of ["CJPBB3 binding observed in AD and ["CIPIB-positive MCI patients extended from the temporal area to the entire
[imbic system and subsequently to the neocortex as a function of disease severity, Some HCs showed noticeable ["CJPBB3 binding in the imbic
system, implying that tau deposition may be initiated in a manner independent of amyloid accumulation.

AO-22%
Genome-wide SNP association study for Japanese multiple sclerosis and neuromyelitis optica

'Department of Neurology, Neurological Institute, Graduate School of Medical Sciences, Kyushu
University, “Division of Genome Analysis, Research Center for Genetic Information, Medical Institute of
Bioregulation, Kyushu University, *Department of Neurology, University of California, San Francisco
(OTakuya Matsushita’, Shinya Sato', Ken Yamamoto?, Pierre Gourraud®, Sergio Baranzini’,
Jorge Oksenberg’, Jun-ichi Kira!, the Japan Multiple Sclerosis Genetics Consortium

[Background|Multiple sclerosis (MS) is a relatively common disease in Northern European descent and
the susceptibility is thought to be influenced by both environmental and genetic factors. In addition to
the well-documented effect of certain human leukocyte antigen (HLA) alleles, genome-wide association
studies (GWAS) carried out in European MS shown that DNA polymorphisms at 110 non-MHC loci
influence MS susceptibility. On the other hand, MS is rare in Asia and genetic risk in Japanese MS has
not been known except for HLA allele. Neuromyelitis optica (NMO) is also CNS demyelinating disease
and relatively frequent in Asia, but the genetic risk has not been clarified.

[Objective] To clarify genetic risk loci in Japanese MS and NMO, GWAS was carried out in Japanese
population.

[Method]Genome-wide SNPs were genotyped in 261 MS, 129 NMO patients, and 893 healthy controls
for a discovery cohort, and 297 MS, 76 NMO patients and 905 controls were genotyped for a replication
cohort. Odds ratio and the p-value of each SNP were estimated by using a logistic regression model.
[Results|In pooled population, 26 non-MHC loci associated with MS susceptibility (FDR corrected P
value < 0.05). All but two loci were novel. Among reported 110 risk SNPs for European MS, thirteen
SNPs were replicated in Japanese population. HLA-DRBI*04:05 and 15:01 were risk and DRBI1*09:.01,
0101, and 13:02 were protective for MS. In NMO, there were no significantly associated loci except for
MHC region. HLA-DRB1*08:02, 16:02 and DPB1*05:01 were risk and DRB1*09:01 was protective factor
for Japanese NMO.

[Conclusion|Risk SNPs were found in Japanese MS. Some of them were common with European MS
and others were specific for Japanese population.
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AO-2-3%
Genetic and infectious burdens affect CSF IgG abnormality in Multiple Sclerosis

'Department of Neurology, Fukuoka-Higashi Medical Center, “Department of Neurology,
Neurological Institute, Graduate School of Medical Sciences, Kyushu University,
*Department of Neurology, Neuro-Muscular Center, National Omuta Hospital, ‘Department
of Molecular and Genetic Medicine, Ehime University Graduate School of Medicine
(OSatoshi Yoshimura!, Noriko Isobe?, Takuya Matsushita®, Katsuhisa Masaki?,
Shinya Sato?, Yuji Kawano®, Hirofumi Ochi’, Jun-ichi Kira®

Objective: To clarify influence of genetic and common infectious backgrounds on CSF IgG
abnormality in Japanese MS patients.

Methods: We analyzed HLA-DRBI alleles, and IgG antibodies against Chlamydia pneumoniae,
Helicobacter pylori, Epstein-Barr virus nuclear antigen, and varicella zoster virus in 94 MS
patients and 367 healthy controls (HCs). We defined CSF IgG abnormality as the presence of
CSF OBs and/or increased IgG index (>0.658).

Results: CSF IgG abnormality-positive patients had a significantly higher frequency of brain MRI
lesions meeting the Barkhof criteria compared with abnormality-negative patients. Compared
with HCs, CSF IgG abnormality-positive MS patients showed a significantly higher frequency of
DRBI1*1501 whereas CSF IgG abnormality-negative patients had a significantly higher
frequency of DRBI*0405. CSF IgG abnormality-positive MS patients had a significantly higher
frequency of anti-C. preumoniae 1gG antibodies compared with CSF IgG abnormality-negative
patients. Compared with HCs, anti-H. pylori IgG antibodies were detected significantly less
frequently in the total MS patients, especially in CSF IgG abnormality-negative MS patients.
Conclusions: CSF IgG abnormality is associated with Western MS-like brain MRI features.
DRBI*1501 and C. pneumoniae infection confer CSF IgG abnormality while DRBI%0405 and H.
pylort infection are positively and negatively associated with CSF IgG abnormality-negative MS,
respectively, suggesting that genetic and environmental factors differentially contribute to MS
susceptibility according to the CSF IgG abnormality status.

AO-2-4%
A clinical and genetic study of a Japanese SCA5 family revealed by whole
exome sequencing

'Department of Neurology, Interdisciplinary Graduate School of Medicine and
Engineering, University of Yamanashi, Akiyama Neurosurgery Clinic
OKishin Koh!, Ying Wang!, Michiaki Miwa!, Kazumasa Shindo’,
Iwao Akiyama®, Yoshihisa Takiyama'

[Aim] In Japan, approximately 10% of autosomal dominant cerebellar ataxia (ADSCA)
cases are not diagnosed on usual molecular testing. In the present study, we attempted
to identify the pathogenic gene and analyze the clinical features in a Japanese family
with ADSCA. Molecular analysis of the proband had already excluded SCA1, SCA2,
MJD, SCA6, SCA7, SCA8, SCA12, SCA17, SCA31, SCA36, and DRPLA.

[Methods] We analyzed the clinical features of five patients and the brain MRI findings
in three. Moreover, we collected DNA from five patients and three unaffected family
members in two generations. We performed whole exome sequencing in the proband
and the affected father to investigate the causative gene. We checked whether or not a
mutation of the causative gene is co-segregated with the disease in the family.

[Results] Clinically, dysarthria, and limb and truncal ataxia were common in the
patients. The age of onset ranged from 48 to 60, and showed no anticipation. Brain MRI
revealed cerebellar atrophy in all patients examined. Genetically, we found a novel
3-nucleotide in-frame deletion mutation (c.2608_2610delGAG) in exon 14 of the SPTBN2
gene in all patients, and the mutation was co-segregated with the disease in the family.
[Conclusion] To date, four families with spinocerebellar ataxia type 5 with four
mutations in the SPTBNZ have been reported in American, French, German, and
Norwegian kindred. In the present study, we identified the first Japanese family with
SCADb. In Japan, gene analysis of SCA5 would be required in late-onset pure ADSCA in
addition to that of SCA6 and SCA31.

AO-25%
Evidence of a link between ubiquilin 2 and optineurin in ALS/FTD

Department of Neurology, School of Medicine, Keio University
OMayuko Osaka, Daisuke Ito, Takuya Yagi, Yoshihiro Nihei,
Norihiro Suzuki

Objectives: A mutation in the ubiquilin (UBQLN) 2 gene was recently identified
as a cause of X-linked amyotrophic lateral sclerosis (ALS)/frontotemporal
dementia (FTD). ALS-linked mutations in UBQLNZ2 are clustered in a unique
proline-X-X repeat region, reportedly leading to impairment of the ubiquitin
proteasome system. However, the molecular properties of mutant UBQLN2
remain unclear. Methods: To gain insight into the pathogenesis of UBQLN2-
linked ALS/FTD, we examined the cellular characteristics of mutant UBQLN2
in vitro. Results: UBQLN2 localized in Rabll-positive endosomal vesicles
formed by the ALS-inked molecule, optineurin (OPTN). These vesicles are co-
localized with an initiator of the autophagic process, ULK1 and also drastically
increased in ATG5(-/-) cell, indicating the association with autophagy. An ALS-
mutation (E478G) in OPTN abolished vesicle formation. ALS-mutations in
UBQLN2 enhanced aggregation and formation of inclusion bodies, resulting in
mislocation from OPTN-vesicles. Furthermore, UBQLN2 was found to be a
potent regulator of the levels of OPTN and the FTD-linked secretory factor,
progranulin, and ALS-linked mutations disturbed these functional consequences.
Interpretation: This study demonstrates first evidence that ALS-linked
mutations in both OPTN and UBQLN?2 interfere with the constitution of specific
endosomal vesicles, suggesting that these vesicles are involved in protein
homeostasis and both mutants affect common pathological processes. These
data suggest a novel disease spectrum and provide new pathological insights
into OPTN and UBQLN2.
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AO-2-6%
Splicing biomarkers of disease severity in myotonic dystrophy

'Department of Neurology, Osaka University Graduate School of Medicine,
“Department of Neurology, University of Rochester Medical Center
(OMasayuki Nakamori'?, Masanori Takahashi!, Hideki Mochizuki',
Charles Thornton?

Backgrounds: Misregulated alternative splicing due to toxic RNA is a molecular hallmark of myotonic
dystrophy (DM). Recently, promising therapeutic strategies have been established to target the toxic
RNA in animal models of DM. As these treatments advance to clinical trials, there is a pressing
need for biomarkers to assess disease severity and therapeutic response. The goal of this study is to
develop RNA splicing biomarkers in myotonic dystrophy type 1 (DM1) and type 2 (DM2).

Methods: In a discovery cohort we used microarrays to perform global analysis of alternative splicing
in DMI and DM2. The newly identified splicing changes were combined with previous data to
create a panel of 50 putative splicing defects. In a validation cohort of 50 DMI subjects we measured
the strength of ankle dorsiflexion (ADF) and then obtained a needle biopsy of tibialis anterior (TA) to
analyze splice events in muscle RNA. The specificity of DM-associated splicing defects was assessed
in disease controls. The CTG expansion size in muscle tissue was determined by Southern blot. The
reversibility of splicing defects was assessed in transgenic mice by using antisense oligonucleotides
(ASOs) to reduce levels of toxic RNA.

Results: Forty-two splicing defects were confirmed in TA muscle in the validation cohort. Among
these, 20 events showed graded changes that correlated with ADF weakness. Five other splice
events were strongly affected in DMI subjects with normal ADF strength. Comparison to disease
controls and mouse models indicated that splicing changes were DM-specific, and reversible in mice
by targeted knockdown of toxic RNA. Splicing defects and weakness were not correlated with CTG
expansion size in muscle tissue.

Conclusion: Alternative splicing changes in skeletal muscle may serve as biomarkers of disease
severity and therapeutic response in myotonic dystrophy.
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BMP-4 expression by immature pericytes correlates with white matter damage.

"Department of Neurology, Kyoto University Graduate School of Medicine, “Department of Human
Health Sciences, Kyoto University Graduate School of Medicine, *Department of Stroke and
Cerebrovascular Diseases, National Cerebral and Cardiovascular Center Hospital, ‘Laboratory of
Neurogenesis and CNS Repair, Institute for Advanced Medical Sciences, Hyogo College of Medicine

(OMaiko Uemura'?, Masafumi Thara®, Takayuki Nakagomi!, Tomohiro Matsuyama’,
Ayae Kinoshita?, Ryosuke Takahashi'

[Introduction] Signaling abnormalities in transforming growth factor f 1 (TGF f1) are thought
to play a detrimental role in CARASIL, a hereditary vascular cognitive impairment (VCI). Other
members of the TGF f superfamily are bone morphogenic proteins (BMPs), among which BMP-
4 is known to promote atherogenic changes, induce white matter (WM) damage in neonatal
hypoxia-ischemia, and suppress differentiation of oligodendrocyte progenitor cells (OPCs).
However, the precise role of BMPs in sporadic VCI still remains unknown.

[Methods] We evaluated post-mortem frontal lobe tissue from 7 VCI, 6 Alzheimer's disease (AD),
and 6 age-matched disease controls. Brain sections were immunostained for TGF 1 and brain-
expressed BMPs (BMP-2, BMP-4, BMP-6, BMP-7, and BMP-9), two pericytes markers, platelet
derived growth factor receptor f (PDGFR /) and a smooth muscle actin (a SMA), and an OPC
marker PDGFR a. Besides, luxol fast blue staining was conducted to estimate myelin
attenuation.

[Results] The expression of BMP-4 was significantly upregulated in VCI compared to AD or
disease controls specifically in the WM. BMP4 preferentially colocalized with PDGFR f than a
SMA, suggesting the BMP-4 expression in immature pericytes. The greater expression of BMP-
4 was associated with severe myelin loss and loss of OPCs in the WM.

[Conclusions] Our neuropathological findings suggest that cerebral hypoperfusion induces BMP-
4 expression in immature pericytes and thereby suppresses OPC differentiation and myelination
in VCL. Regulation of BMP-4 signaling has the potential as treatment strategy for VCL

AP-001-5 {EF5{RiHER

Cerebrovascular distribution of the Notch3 ectodomain and GOM in CADASIL

"Department of Regenerative Medicine and Tissue Engineering, National Cerebral and
Cardiovascular Center, “Institue for Ageing and Health, Newcastle University, ‘Laboratory
of Research Advancement, National Center for Geriatrics and Gerontology, ‘Department
of Stroke and Cerebrovascular Diseases, National Cerebral and Cardiovascular Center

OYumi Yamamoto', Lucinda Craggs’, Atsushi Watanabe®, Masafumi Ihara', Raj Kalaria®

CADASIL is the most common form of vascular dementia (VaD) associated with
deposition of granular osmiophilic material (GOM). Due to its localization and the vast
amount of deposits in the vasculature, its involvement in CADASIL pathogenesis has
been speculated. However, the composition of GOM remains largely unknown.

Aims: The aim of the study was to verify the previous reports by identifying the
location of Notch3 ectodomain (N3ECD) accumulation in the CADASIL
cerebrovasculature. Further, we tested the existence of other Notch-related proteins
in GOM in order to provide an insight into its formation mechanism.

Methods: For the screening of Notch 3 accumulation specificity, the following cases
were used: 9 CADASIL, 8 young controls, 6 old controls, 7 young VaD and 7 old VaD
cases. Brain sections were immunohistochemically stained with an antibody against
N3ECD, Jagged-1, Delta-1, Delta-4 and ubiquitin. The detailed localization of the
proteins was further examined by immunogold electron microscopy.

Results: Granular N3ECD immunoreactivity was exclusively found in the wall of
capillaries, arterioles, arteries and meninges in CADASIL but not in controls. We also
observed several perivascular cells with vacuoles containing N3ECD-positive GOM.
Neither Jagged-1, Delta-1, Delta-4 nor ubiquitin were located within GOM.
Conclusion: The extensive distribution of N3ECD-GOM complexes within
cerebrovasculature of CADASIL patients suggests that NOTCH3 fragments are
major components of GOM deposits, which may be eliminated via perivascular routes.
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AL AWFEER BRRAIRERL AN, IR - AR e v & — ik
RAERE, RERSE SURBRARE R AR EIT 0 ST B, SRR SR
KEEBERFIITERE  Jed/ N0

OSIFHER, wARSEN?, FHEEFS, IR, IAREZ!, FRNERE?
Pe LY AREPERZY NEFR OHRERIRS, WA S NS

[F#9 - J51k] Sepiapterin reductase(SPR)IEAE X A TRISOFI DM D AD F N2 ET,
RETOME A0, HifhFEEE R & dopa responsive dystonia(DRD)% #307=SPRA Hiji:
HOMREBE B L7z [WER] B i29ﬁ¥‘fi MBI & ZHE. I TS SR O A
B‘bV) SRR AT 0720 RAER A ST, 0 s B 28I L7 2

VI D7 BRSSO PR F I3 { SR RO 7. B ERRIGER T b o 7.

5{%&’95&#%5@%&#&:7&{ WD BT S OO X HEBL, IWBZR DR L2 175D

SRS, 2000 b S RIEAIBL - AT L 72, 2600 HUE FREEDIBLL 72, 20520,

SEHUOV AT, N=FV 2 A 0EBD. EERYECTHERIZT0kg H45kg F THRE
WA L2720, HHLGERPHE SN M)A Y7229 08mg/H, L-dopal00mg/H DM
T, YARZTRN=FY Z X MITITH R LIz, e T REEHUE L7270 HE TR I
65kgE THIML 72, 85 W CSPRIBIZ T OpClTIY (HHBVA RO R EHAZ 0. il
T2V T = VIR, Bif5-HIAA, HVA, BHMKAE, ffifibiopterinkiffiTdh ), HgHE
HHNASPRIGEIZ65% & FHWZAK T LT 7z SPRAIE L BT L7z, [Hiaw] ABlZHif s
R, EATTAVARZT, S=FV XL, WTRERSHEL, KERS OO B L
BETEEINS NIAFY T2V, LdopaTHARAERIZIZIZN % LT IZSNL 72,
VAT B EOFPIERO MBI AEC MR E, JEROHNES), T2 -t
Vo 72 B IR I BT 2R %2 0 VAT H - 72, SPRAHVEIZDRDZ

B HIERICTEOBRE RO T, RO L BIFMRBITHRIZ T REZ LTS LE 27

HEFEROWEH Zexon20 ERD R DS {, AHIbexon2 NOFBIMERTH o7z,

AP-002-1 (BRI ER—E
REZH S h LT 1 MPRDO LR EHREMEDERE EMIBGEREDRZE
131889 3

BB AR AL, BRI EE  ELAE, TRUGCER AR AR S TR T
I B RERF R, "BARTR AR R, ST SE INIT BE,

TR A E AR

Omitf 2!, KRR BIEBEC, LEAM, i #, oz
WA T2 B DTS PURURELS, AR AHPISE, WA 35
THIEHS, @ RKT AR

[HE9] 5=y L 4 /MERIERAVER: £ DV 4 /MERLBD)THE, I & 0 DB it 2 2%
- BESBIY, MIBGUY v 57574 TORRET 205, LiL I CRESICHE B
SNLBDICBI B DR AR O ZEE & MIBGEROBIEI oW COSHBITORG I, MR~ OH
BUSHCR R, A, B ORI HEE S S N LBDO LB AR i 7 i L, MIBGHAD
?Ek@’fﬁﬂﬁm«t
(D3] 34 - Otk C19994E4 H0LVEDIZAERIC, AERMIBGU Y » 5797 4 & fifi L, WHAIHE
SEB S N7-LBDE23HIH PE17H, SRR 52697, SABTI08574). S RES R
W, 7oA v —iilla 3y ba—ve Lz g cEb N i OMR Y & v, h7a—
VT X AR AR OB O Bt Hityrosine hydroxylase (TH)Uk%, 2HEEORMmIHY ¥ L
neurofilamentHLASMIS) A M L CHRIESR G L. ZhEROBEKITOVTOLZEME T COMEOM
FEROMHI T 2R OMEHA 0 2862 WE L, MIBGERORE L OMEE R~
[KER] STHERCORtTid, MIBGRME CHIBIREI0ST, B2 p<00L, MR CHIBIREOS, B
7% p<OOLCHIIZ w7z, SMIBUC & 2%t CH MIBG- MR CHIBIREL065, B p<001, #Ii%T
HHBARREL058, B % p<OOLCHBIZ D7 THR OB mR/ SMIBE ORI 2 Y fa—-LT
5% THo72A, MIBCERAET T ALBDTIIL AL A% KM TH 72
(ki) DRSS AR AR A WO L MIBGOERIL T I I % 280, FHCMIBGERAMET
FALBDTIA 7=V T I /AEEEHR O B %A Z L AVRIE SRz MIBGL Y v F7 57 4 1k
LBDO LB AEMRAE D R —h =L LT, BRBOMBZI L L THATHL LD

AP-002-2 BFS{R A E—E
MERIRR T BREBRIBM RO/ —% 2V REBEICH T 2 SHEEOHET

o R E AR, 2%+Ek+ﬂwﬁifx%ﬂ S KA BB RE

OfFr &3, HrpHEl!, RE NV, R —3, s —!, Elido &1

TH ', BAHER, PR (El&@ﬁ\, A,
HLAILIE!

PEmZE—2,

[#5%] /8—% >V (PD) 1BWC, $URT BB ERIE IS TN-DBS) DL E)
RERS S0 B AR, S Twd. — T, STN-DBSHIC S ki AT Bl

b L IEEAL S BHIHH B T EHHE SN TV A, TORRBIIRZMI ST VAR,

[J5i] g Mz R il OSTN-DBS% 521F 7= PDEH 7661 & Tl & 5213 T
WRWPDI Y U — VEE33BITH . FalfEEE L CEEET 1 — 2 ) TRRAL,
GRABSRUEE, Wi, e ifeme, F@/\/T{ﬂw/ﬂuﬁz%nﬂﬂﬁb bt
CHEBBEAE (UPDRS 1L 1V), mkBbERERiA (MMSE, MoCA-J, ###k, Digit
Span, Stroop test, Line orientation), WRSHSEIC L AMRIHBIZ 2 AT L7z F72, itk
DFAERCT LM OMRI% fusiond % Z £ 12X ), DBSTHEMOM B2 4HE L7 FiEo
5N 74261 TIXDBS of D S i REDFEMZ BN TIT - 72, (W] DBSE O S

fEZa Y b= VXD OARRTH -7 DBSIEFOKRESRHEDORZZUFHE LIS
OO, FEOWITEOUEEIIFHSNT, &L A20.0%D%E BB TIEREOWANAE % 4 5%
b:%ﬂ:’ét‘flnf_ WF5HT, 2925 —RITIZ L), DBSEEO S ikE 3 S iltiE R
GFRE, WZE R, GUBMEND R, BV R, VR R R OGRS S B S
WGBSl A er@@nai HSHAN A &, S5 VRN 7 LS B D T & e
LT/ DBS on BEoff iz BT, SHEMRERIFRE 5 R KBS
#ﬁ’ébi%ﬁ%ﬁﬁmmkﬁid\éﬁwtm:ﬁtf BV RE, SRS R RE Tl
DBS of R4 #AS S rE R AEATSGE T BIEBIN S o7z, F72, THALE DT R R
o, B E%ﬁ S P B R S S AR B B B RN C b 2 W B MEARIE S
m_ [#473]STN-DBS# OPDEH O S B E B ORI D 5 £ Z b Zh

R R BTHEEA D Y, FRHEICIE Ui O RO b,

S KA F,
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AP-002-3 B RFH=RE
HEN—ZEBEHIN—-EE TIER L 3 R EEEKERIED S

Wl B R SRR R AR TR RN RLE, RO B DR S TR
WA T TE 1 > & —, SRR FE R PR A e Rt IR
%;JJ?EFHE” FEARMRES, B B WANZ!, A6 B,

[

[H] e+ okiEEsg, Hox— A% (self-initiated movement, SI) &4}
X — Z&E) (externally triggered movement, ET) & IZKHI &b, Zd2o
DOBEEMEBICOWT, ZNZENDFITICE D B BB ILIAL I MG A 1 H
W BN E D h%E, fMRIB L Uprobabilistic tractography Z Hl v Tiii~7z. [
] VAR & fH #2550 2 RIS, EFICL 2SI ETS A7 %47 ®BOLD-
fMRI & 25 D81 /7 [MDWI - MPRAGE#%, 3T-MRIZEWE # Hl W TR L7z, 2.4
Y 27 BT OEEEE - MAARORGHIRZ, SPMFAT Tl L7z, 3385
B ORIG IR  S Hi LB EF (SMA) - —JGEB)EF (ML) - SMILEB)RTEF (lateral
PM) Z L, & 4 285K BT % MK & %, probabilistic
tractography (FSL) 2 Till_7z. & 5IZSMA - M1 - lateral PM & O #ifF#% &A%
RS LW Z MG Ry BV 7L, TROOHEBOKRE S, EHHEEO
HE de D MRS G 5D & LWL (EEE) &3k, SI/ ETH Tl L7z, [
HISI . ETHITiX, SMA - M1 - lateral PM & OFIRERE & HED & LW RO K
X E, ZOEBEBOEGIZE I RN o72, b A2 S L7 il (g
) &, MI - lateral PMTIEM#EZ B b - 7245, SMATIIAE 2 AHLEE R
% (p<0.05), SITIXETIZHAT X ) I LTwre, [ ]SIJ:ETJ:Tbi,
Z OB B B LA I BE AS R e B W REME A RIE S 7z, S OPTI
k5T, N=F 2V VIROEBEEHSIT L Y FY & 4 LmELHITE L
MDD 5.

AP-002-4 BFSIREEE
IN=F 2 VIROFEFIE & RIEREE & ORR : MRIEGBIREEIC & 5145

FL UG MRENEL,  BRRIEZE
OMpF e, RILHAIT m%icﬁré, B I, wmUCHEZ, AN B
IARNER], il 1, #EHFEE

[Hg] 8= > YaRIC BT % aB0E & Mk 2 Wi 2 45§ 5. (k] s—
F UV VRBHLE GEAAED Y 536I(LL FPDDEE), 7% L5861 (UL FPDH#) @
ADC@% TRV B Ze o IREEGS B & Ui L 7=, ADCAIZ /S —F > v VD

RAHVE & OB ARG S T 2 kRS X OVF O RE AL G, A%, BV,
ﬂf%% 7#’7 ORI, AU, HUR), MEW(RIE, o) TERNIL 2.
DV, BAVEICM L T2 B R HET 5 720, NIBICSERT YT 1 v
Ve rl}m)er W T, ZEHMOADCH & BHAGED A ML OMEOM S %,
e, TR, FEARHIH, UPDRSIIITHIIE L 724 v Xtbe LTHE L7z [H54)
FHEREICIL L C, PDRE, PDDREE 12, Rdkdk, ls, TR ARG, 6
SRR 5 & OBUE TADCHEA ST, ALK, MR, AVa, RIRE, #okcid,
FHHEEEICH L CPDDEECREIMETH - 72, WIREF V513, Wbk, 4MaA2
HE L I L, v X IIEF 2137 (95%CI 2.72-68.7), 439 (1.10-175)TH - 7.
[£42] =%y ViR TIPSR B L ORMEEOADCIEA EAL, o
o *o Bk B L OV L O ADCHH EA-AREANEIZBE L T\ b 2 EAURE T,

BAGED & % 78— F ¥V VI CTIRRMES L 201 TH 2 K3 ) » 1B
??:bl'/”“l*l*ﬁ“&/v’émé ZENEBENT

AP-002-5
ZERICH T B —RER

RUHBERE R AR R L v 8 — BARIEAERTE T — A, CESCRRN - AR TE
vy — WIRBRAES, SKPORER BRI 7R AN

OMBEEY, AT, MHEMG, IR, WPy, BLE
R A, HEAFEE AL

[H9] AR — k&= 2 —u Y DL ¥ —/IMIFEZ R L7z,

[J5d:] Mhak 200341 H ~20134E7 A e B A M C, i - e SRS N7z
TOUBIAKFGAS, FFRECI - I - afh), R, RO 2RI Y Bfba ¥ X7 LA
(0 Sy % 170, BRERT BLAE S 17 Bl(n=265) AR L ~ L R
T HIDRC), Bz & 08 M TH %17 - 72 DRGM=265), S20n=787), Sl(n=128),
L5(n=787), L2(n=649), Th8n=791), C8(n=264)% iFlixf5 & L7z,

[ ] SIE BN 31T ADRG, TEAIBES2-L2L NV D%, %0 a SynBitkizzh
Z149% (05 1101), F39432+31%, 17.0£78%Tdh 5. NI TIRZNZH65%(60%]
11391), 100%, 863+58% T 5. FHZIEMITIZL € —/IMEIZFAD 2\ a Synfisidets
TORBYEHEEY % 20 5 & COHIA B BT RASHBLS 5 (B BE0 TR 111+
15%). DRGRzPERT b idneurite bRl 234 <, ke AR VAT WIS MR A% <,
BRE LA, LE—/MEDOIEBII P ECTH D, DRGEFEBIE ABI, FHlisR - %
A aSynFtETH Y, BARBENZ SR, %5975 aSynbtE Th B, F 72 ARBMEBIZ 4261,
DRGASaSynk&tETH Y, #%AREBNLEH], DRG - #MRL aSynfeETh 5. HidlX
GRGHE - M - B - AR BT B RO aSynFE RO PFERE AT T OV, Fifil2:
04(m=134), N%h13=05n=135), MEHi15=07(n=147), Mi17=08(n=151)T, WAL <
AR AT IS S\ (<0001).  a Synd¥Frifi F 721 EDRGIZBRAE T 2B EFRD 2\,

[#3R] BT DS a Syni3ERT 575, DRGLiﬂfv‘ﬂxﬁJi IFREER L
aSynid FHBRICER LTV L, iﬁ@ﬁ,ﬂﬁ{ﬁgﬂ% B 5 aSyndEREIL, %
1> % SDRGOMUZ T A BIAVR Sz LBDICBU 2 KR E O ORI L
T, DRGAHHFMIHM - BAOHED BELTLO—DLEZ LD,

BFSIREE

Za1—0OY 0L E—/MFREOHRE
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AP-002-6 (B H=RE
IIRREILEBR Y TIVEIVGES NV EDIRE - FFEHTOH
HIERDRFE

TRORUREEAE R, SRRSO TR e
OB . =m| #2 + g!

[HIY) MTENTOESES ¥ /37 P OERISMFANAR B ORBEN R O—DOTH 5.
BHEY 57 B OMIANTOBRER ) 7V & 4 23R 2 FHIHEIRREIIFEIC BT
WD, TIUBERH SN TEZPURREIESY 32 12X b5 FARREICIE, Bk
ST R B A L - QOB L CLE ) WREH A PR T A 2L TELR W
L EORAD D 572 T VB T T OB R IT R 5720,
s SB35 Y AR MVEETIUE, TOMWEHROAE I TEES
DX B OIS % PE T 5 HDEIAC I ETH Y, ToOWFEEEBE L7z
[J7#] HeLaffliflZgreen fluorescent protein (GFP)i#% L 7225 % Huntingtin exon-1(98
BRIER) 78 I VARG LR MEIEH S, MNICE ARE R L L - —
T VWIS & T AKROGFPEEE LT 24N 2 T~ v AT b
W ZREL, L7z 3> ba—vk LCGFPHARD 5~ v AXY MV
L7

[fER] HARHNEED T~ ¥ 27 MVIIEIZ & 0 623/642/878/1168/1549/1600cm™ 124
B RE =7 2B L7z, S0 3 AR 2 01 & BUAE 5 o MBI R B
GFPOHEAE 5 L A D225 Ai % 7% L7z, GFPHUOD T~ ¥ A7 MVIETE & 8l
55 OB AROIHIEZE TS, kORI ¥ — 7 138 ARk L & 2 Hh/e
[BE)T < ¥ A7 MVEGFREA OLFEReE ORI HE N L, ZoflEizizst
PR A L L, £727 < U HEDGIRBEA W I IpBIL, 0bfRo L)
LR L RIS, KR TRELFRER, 5 FHRINT <Y A7 PV E SN
PR L LTV, RY 7L 3 VSOMBNRERIGETE S, ZUIED, Bk
ST ORIEL R VB SRIET T, R 7V s 3V BIOGISRTIC BT 28 2WE
T OWEZE 534 % 5 4T & B HRVEDRIE Sz,

AP-002-7 BFS(RiHES
BhEREME R R LAE DIEMIBESEIR IC & 1T 2 HH BRI R & s RBEOHAR

R R N Nl L e Ry R R N e e e e T
O S o N S PR S ol i e e Y VAV SN NS S S
B AR, SRR MAENEL, CPIHU YuREE mERL, TR
b e R

OB, MW E? BAFEe, ReXshi—, JOURIEEP, fise w2°
PR, =R OS2, ARERE, SRS, AR,
RS, REEIEEE, B

[HiY] MEmrEMEELE (ALS) OAREICBWT, SHRo—BIERSDFL, L7
IR T AR S h T a, LrLEkely, RESBIEOALSICBWCEHGERKRE (hEMG)
BHCTHETL, RS A%y 7 LCETLoMMI IEHgI FES =2 —1 > (LMN) KiEz ok
2L, 22D RIFMOBEIEEN LA S C L R MEERE L7z, — CALSOMRIC BT LSS = 2 —
0y (UMN) OREPEATTHET A0S H. BICLEBEHILL FIHgHT 2 UMNABIRIICRE S h
U, ZONEMGHH/$ 5 — Y IZHIZUMN - LMNO#EFHE CHIITE 2, 22 T4, nEMGORREH
AW OB B, UMNBEIZ &> T2 OnEMGRF/ 38— &SI s ARt L7z

(D] Bk - IR L4076 L CnEMGR A7 L, SGRTE] Escorialb 4 7z L 72U EALS B4
4R MG L WRMOTIO - L3 - LoBHH:R, PIRILAR (L3/43CR), KBRS (L3/4), mila s
(L5), KBRS (S1), BEMERG (S1) CREMMEMGH Hif7, BIAHEEN - MMEREMLOVThA D H
BE% 5o THBLL 22 A RE LR L., RARHCFAMO FRZSHRS, ERZER, b
AT, FARIBASS, MERE, 7%V ARBUY, AR 2 B LT

(K65 36BIHIABIONEMGIZ BT, TI0%W LL3GE#IA 2%y 7L, L) RMOZRAIRE 2R
INHAFy THOINY =0 & Lo THERIO ) HIFITIETRISEARBIEE RO bh o, SHIC1UME
TORBREB (L3/4LAN) L7V AREST (S1) ORI %R A7

[£5 - im] SERBEBBEA D L VER 2 BRI A L, LY/AESIV AV OSBRI A W
&b, UMN - LMNOEHE & o TAF Y THONEMGEF{ Y — > &3 5 Z LA TH -1
ALSKEBV TSR LMNEEER & U oA T AL 2 A,

AP-002-8 {BFSIRHER—E

AMPAZ R Y 7 1= v FGIUA2DQ/REBIRNARRER (I § 2 EFIDHE

VBN ERER oA P RE, SHOK R B A AR R, SO AL, RO
FRSBEG T v 5 —, CEBREG AL E IR E #f e v & —

OfF WY, S WA OE, s, 2k =0 s,
P HER™, 5 s, Rl

[H ] PR ZEAE N R UEAL) O EEER = 2 — 0 > Tk, F 1Ly 3y
27K D 5 b AMPASZHEAROY 7129 N THAHGIUA20 7 VY I L (Q)/T )V
F = V(R)EBAL ORNAM 3 25 BAF I - SALERIISACT L, ALSO i@ B
Z 2 — 0 YR OIRREICEE S S LT A, AL ORNAMER 2 0 H§ %
SANIALSOERIMHN L ) B L £ 2, HHDRAZ ) —= v Fadiotz. [
In vitroTOIEAIAMIZ L % GluA2 Q/REBAORNAHERDZEALIZ D W THE
T 572012, AL OMEE 2 A IIZ50%FE B2 i L 72 Tet-HeLa G2miiig
12US drug collection {ZIUH& % AT s 2 35 % 245 I £ L 7282, 7 ORNAMi 4
HRPE L2z [RER] BfE E TR30MD IR %2 2 2 ) —= v 7 L, 213EHIH°
Glu2 Q/RIEBZORNAMER DA LI LR &b 2 2 WL [HR] il
WHOHFITIZIGIUA2 Q/RIEFMOMEHR%E LA S 0B Y, MHEEALSD
FESLITERIN I T & 2 W HETEARIE S 7z,
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SJ-0-1-2 EHRERE

HDLS(3CSF-1IRDHERETRAK TEL B -2 T HIVEERE N TOFL-

SR RSB AR AR, S K E R ZE T AN R, S R B E T B,

URBLR T BRI, SRR & — AR, SRBURF R 2 b i b
REARY, TR OSBRI LT o AR B IR AT, SRR FE T AR
FHRRESAT

OBWiL !, SEripk?, MBHIEAR" MHEES, NOEFH2 BFEEYe,
SHAOK!, HAH—, IR fE miE 3% THERIESS NEFRREL
MW, N

[H#9) Hereditary diffuse leukoencephalopathy with spheriods (HDLS) (&, #4EFHEDBMMES T
FERE T B EVENETH Y, 20124F12 5K # {5 T- ¢ L Ceolony stimulating factor-1 receptor (CSF-1R)
HlE &N bhvbiud, HDLSBHICRMLAZRACSFIRTIRACY Y LR ESh L2 L
BRL, TV=LY7 MERZ LGOI PN T OREARERT L 2 L2 WG L A
WFPETI3, HDLSOWRERIT 2D 5720, HifZEMOCSEIREE T L, BRI BT 5
CSF-IRFEIAN 217072, [Jik] BRHIOICHDLS 2k bz2B L, #HS0 CHDLSOB AT E
LT 22BN D\ CCSF-IRE (G T 2 17072, F72, IREB W B2 0 s LR < 51 5 CSF-
IROFEREGET Ty ML OB L72. ZRACSF-IR% HEK293THIRIC IS¢, )4~ R (CSF-
1 IL-34) ARMNC & 2ZERAECSFIRDY ¥ BALOA A et L7z [R] BIRIICHDLS 258
72602, ERENHBI ALY AL RERE L. ShoOZRIMER 2 bo— V12N (24450
1K) (xR otz HEBH SN T8I, 1PNERO I Aty AERE Mz L7270, 161
\IEREBO o7z, FELEERITOTNEFEY v FF—E F AL VA LTz Bk
EQCSF lRli VAV FRIMCEY AT v BAEAHE S izt ZRBCSFRTIYY vB{bE KT
Wiz REB ORI 22 g 7 oy MEFTTIE, 261 b3y ha— Wk~ TCSP-

IRW‘W WFLCwe [iaw] B L2 RAICSFIRTIRH L) Y BMEA R E ST,

CSF-IRIEAEE Y 7 F MEEA RN E L TW A ENE 2 b ¥, HDLSBHEMIZ BT ACSF-
IREFEIE, ZROMFICLSTIT T A2 LAVREN. HDLSOWREIZIE, CSFIRY 7 VA%
ECSFIRE M & ACSFIRDBHEIL T A IS LT b e E 2 bk,

SJ-0-1-3 BEIREEE
FiREE Y IL a4 K= RZ BT 2 BARERFOHKE

RURPER BRI R BRI IS (R P
O3z, KAREE, BB, REEEE

[HI] v as F— ZMPERICSOST 256 b T 2 Wtk s a6 h
TWh. RO BT 12D T Y BTl L2z S v a4 K — 2 Z5Ef]
B L TGS 5.

[J5dk] e, M 723 HBCmAE A L, PRV I A4 F— Y 2 LB,
MFESNIZBEDH B, 24EL ORI Z B L 2 72 E8BIDIRLEIRNL, F&IED S
RIS COMIM, BRI, MUHERAT R, SRR, B & O R R LK
M L7e.

[REAE] RS ETH, ZHLBICdH Y BRA36), TFRERZAB, A2 151
Tholz, FIREEAE] (B30, FHORALIE, JEARREZAB CFRiRiA3
B, MEEREREZELB) Th o7z PRI TR TGN S B & O
2, 261TIgG index LR & D72, T2, IR & HE L TOIEGHER O
RGN B L 23 rur a7 ) vEfid o7z MLHFRT L T IEFHRE]
L IRER LRI RLERER O nEMEIL-2L 2 T 7 — 13 E L ARREE LRI E L F A EIC
Btz FIEN S IEEE TOMM B L OG22 FHRTE & JEF R O
BRONGH o7z WEEHE LTAF VT L F=va »mPSL)/ SV 2 % fifT
L 7258104 Tk 5 2 807, 7L F=va v (PSLR OS2 17T L 72361 T
VTR FIEAERD Sz RO 5 H2BIIEPSLRIIE LS LTB Y, 16
WPSLB IO AY ML ¥ t— MaORH, IBNIONERE, BEIEH TR S
7.

[im] PR L 34 F— Y AOTHRBER T & LT, BmZofife, 9
BHREOREEAB LU 23 rura 7Y Y, IEETEEIL2L Ty —

DOWREE EADE 2 oz WIERECmPSL SV A % Jiif7 L 72 s H3E IR ¢,

PSLIMJ & Pt L TR AR RS 2 EAVRIR S .

SJ-0-14 BFRiHEE

Hereditary diffuse leukoencephalopathy with spheroids; persistence of
dark ADC over a year.

'Department of Neurology, Graduate school of Medical Science, Kyoto Prefectural University of
Medicine, “Department of Clinical Research, National Hospital Organization Maizuru Medical
Center, *Department of Neurology, North Medical Center, Kyoto Prefectural University of Medicine
ODaiki Takewaki', Fukiko Morii!, Takashi Kasai', Kei Tomonaga', Kozo Saito',
Tkuko Mizuta', Akira Yoshioka?, Masanori Nakagawa’, Toshiki Mizuno'

[Introduction] Hereditary diffuse leukoencephalopathy with spheroids (HDLS) is a young-
adult-onset autosomal dominant white matter disease characterized by progressive
cognitive dysfunction. HDLS is definitely diagnosed by pathological examination showing
loss of myelin sheaths and neuroaxonal spheroids until colony stimulating factor 1 receptor
(CSF1R) was identified as a causing gene. [Case] A 20-year-old left-handed Japanese woman
developed right spastic hemiplegia without cognitive impairment that had started 5 months
before admission. Brain magnetic resonance imaging (MRI) revealed increased bilateral T2
signal intensity and bright diffusion-weighted imaging (DWI) signal with a low apparent
diffusion coefficient (ADC) within the frontparietal white matter, and the lesion gradually
expanded for over a year. She was initially diagnosed with multiple sclerosis but did not
respond to immunosuppressive therapy. DNA sequencing showed a heterozygous
¢.2381T>C mutation in CSFIR. [Discussion] DWI imaging continued to show high signal
with low ADC over one year in our case. As far as we know, no reports have shown
decreased ADC values in the same lesion for a long period. Restricted diffusion is speculated
by high viscosity of proteinaceous fluid and a high concentration of cells. Axonal spheroids
filled with neurofilaments and organelles may cause diffusion restriction in HDLS.
[Conclusion] We report an adult-onset HDLS case characterized by progressive spastic
paraplegia preceding mental impairment and persisted low ADC values expanded gradually
over one year. Long restricted diffusion of brain MRI may be a cue for a diagnosis of HDLS.
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SJ-0-1-5 (B (R ERE
RETHREYYES JICHVWTXERILEELBAE - MBI HL
D—Bl

"R EBE R AR e AR I RE, TR FB AR ) N T — Y a
VER, ST HERSEEE AR R AR e AR SR
Oy EE 2, WHEMERH2 hhekss? GRS, ZE B

[H] HARGE - ALGEDNA ) Y VS L TR T R Z T Lz 25, &
HRIEZ X 0 R 7 SREYIE 2 (pathological language switching :pLS) "2/l 2.,
INGEDH B Z 72 2 5N 5 HARGED LEEAb e B 7270, BRI
EREMA TGS 2. [HE] 465, AF &0 BARNBE 39/
T SEAENEAE (2o L4 S IRk B SRR 5% A A A AT S A, ﬁlfﬂk%#ﬁ&’a’:”“h‘
TRAEZ {REM LTz, 465, Ao Ri SRR BN O BBy VL S AR I L7
PACERATRES OWKR A R, o ESihokiEf e Hiv s L“Cu.ﬁ% F ?ﬂ\IC’)T
SHEfeofe. RGBT CMBL, MESBME, LM SRR X 2 A8
B~y ¥ 7 &7 L7z BRI HARGE COpicture naming task @ flva7z (fi
‘:Fb TADAFNER L U720, ALGEERE). T2, EHWERICE L THA

FELALFEIC X A HMATEITY, WHETE=2) ¥ 7 %1757 [4#] picture
naming taskliZBWT, 70— D WO CIHRIEL 2RO 7. FRiER OF
LR X ORI O — AN ORETIE, HARED SALGENOPLSE Bz F
7z, WIS O — AN ORECIE, FEREFAGKN R & HAGEO TR S
N7z IR I [HWFEHRE] OB TH - 728 [ R+ HiEHRiE] &
%Y, LMD 2B TH o7z [Hidh] pLSOBF IR % MAL Vs, IEH S
LSEMBL TS Ay PT— 0 BEINLZIEICEINALLEEZLNTY
5. —Ji, TOX) BRLFEEAEINE THEROWED 7 <, ARAEBTRBIY %
P EEZ SNz Filo Ry b7 — 27 OBFKTIC X D ALGENOBIHIAA -5
LR, HARFEOSGEIMLGEO BB & 2 - 2 L st Sz,

SJ-0-1-6
RiEs IR MARIE % & 72 U 7=4%E B (CBE ¢ 2 4%5Y

WP RNATEGEN  ARFR TR B A T R b
ggﬁgﬂ JONET, HBHET, REMHA, IAREE FIkZ,

[155¢] P21~ P25 OIS, Ml TS IR M & 3200, i S hzd
FEBNCOWTHET L7z DiEFIL] A0 vE. WU 2 L. FAE134E 0 [ Meimdf T
WEATG, FEIPHE & ) PR EVENRL Tw 7z EIRED S0 5 B0
THAE. WAEFARID B & OV F ZRiIR ~ Galen#i iR o P 2E % 5283, A i
Pt &7 —7 7)) S THEE. ABEISH HICHIZER X 0 Hif 2 2k Ui iE
BrEmritifs. [REf2]74m k. F89E20 AW IFiER 2 08 5 K & i s .
Je LR OFHREVECIAE.  FOCIRERIRIE, BRI OPHZE L, 2tk itk
Miige & < DR T % GO 72, A% o CiRdE DEGIZ] 47melott. B2E20
A/H. FEHE2ZH AR & AR E OV 2 IR, A S 08 F 2 STE TRE. Ak
IR O MZE R B, ~%) g —7 7 ) v CiRie DER4] 45 B
JER L. B & A BB OBSEIE TR, ACIREIRI o B g & < BT %
FRL, A e =T 7 ) TR B8] B TEABIHR3 A0 5 72,
AR 3 RS R AR L E OV INIRAE O SRR % FR80 72 A%, BN RN 72 5 72,
LB CHEE B L ARSI VESA O D ORER % 32, D-¥ 4 v —13&BITEAL
7o F2ABITSEC I A OFAE 2 R L7z, W% 4B 260 SR EACT T
i % B 7225, 2B TMRITIIIFBIGIT A R h o7z —J5, &FIMRVTH
AR, APIF2ENIMRVTHO THIF S N7z, [F L] BEIRIE e 05
FEFIZS N/10 Ji/4F L HER S, SRR E S 5 HE1305~1.0 %I#H E 2w,
SEIRD S R 2 72 OB WIAENDE T, BRSPS SEOENE L TEETH L. &
Wi e U CHECTRMRIZZET 55 %5, MRV E TIrb v & B g w»
FEBID %, HHBTETHS.

BBIRAEE

SJ-0-1-7
HYIaA F— Z5BIOREFRR - BRI 2 — > Oi%E

PR B PR RSP S BN AR IR R 2 CRAE AIRL), IOt R B R K27 K S B
K - BT, AR SR AU B AE R

OWERER], =ZMefisk!, WERREF, ABEIE—R, RAPREE,
TLARAEE o IS N0, BB, K

[B] RV A N = 2 () 349t a4 F—2 2005~23%
LanTsy, OfEE, @avk~HatkiRR, Otk I+ T RO 53R
N, HEBBICD X{R - EHAET ARG BRR I D W TR L 72
[J512:] 20004 ~20134E 12 MR ABE L, FiERCREE SN - 72/ HERE SO
&, SOREAEH, A OHE MR, EAERIT, MRUFR, RN, meE
% LT L7z
[RE5] BB, ZePEal, SEIEAERG 166,61 Th 72, FigeRlpl, 18434/ 8F—
RISH, FEMBE, Wb MR A PRE 2 o 7. &FITIIEACE, VY F—2A4
Lﬂ 3BICCKAED L 57-% 729, %fﬁ%ﬁililfﬁ]%ﬁﬂfﬁ%lﬁli AL, 1R
ZAbE Rz BIMRIMGEITAF 4 TS T2WI/STIRFE 5L % 78, 9 H2BNIUE
‘Hzﬁﬁ%%i%t L7z T, Jﬁﬂﬁﬁ%ﬂiﬁ%r’qﬂm:&ﬂﬂﬁt%%&&ﬁﬁfmﬂa@zﬂ’zﬁl
RO, T AR A P o T 7z, BR Y 028 BN Z B N ETIR S S
Wlﬂidark star signz 473 AIERIEOFTLT, #i#, BLOMRIIEN I E
R SIS BRR L, i - P PISFIRE & JE DR A D 5> 7 S8
M % D 727°, WS AMEORSEIIH L 72 e b o 72, JHE EATRRAEO R
A5 T RECIIPSLAIRBAAA 216 H UL 1O #%# TMMTO05- 108 % % 26 72D
WXL, WRHEDO RS H 37 727070 72300 FH910H TMMTO5- 10U 35 % i 7.
(%52 - sam] AEROIMEFARREBZ BRI ENTW D, RN TR
EMRIEHEAT FIE—B LT 7z2s, SR LR BT L Cld,  BRASR R & o078
HEHhEHY, 2704 FEOBMEICEL T, & LAWREPTHE OBEEDS#L, HHRK
SO TR T-& 2 2 REMEAVRE ST, 58, T 2IEPIOEMALETH 5.
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SJ-P-1-1 (B R fEE
BB B E R R FRLERDOEIR % 2 U HTLV-1BEEED 15

IR MIR b S - AR
ORI, Fkeim, L, v, kIRIFoL, BFIeiEsh

[FEBI) 500 2tk [FEAR] M REss & AT s [BIRE] BEBLY 4010 X 0 A b
B3 > 72 AR AR B TIEE L THB Y, FFIEAW. R A0 E A & = HE
AT B L CHREARICHEAT L7z, 50MRET & 0 Al ASRET I BL L, P T ozt b
W2 CT&7272%, 20124690 UR2 Lo, [hidein i vhas e o B R, &
S HAE AU 2 3RO 72, DU 0 Vs A IS MMT 4/ VARBE ISR L,
M RO TS, B TR 2 EO UL, NE Y 2% —
MR CHYETH o7 BSER TR, IREYFEAW FRCTEEKRT LT/ $7,
PR S o7z, AT ] M <1 —#elnss, AL Icm oA 25
FWAX o 7o, MEPTHTLV-190/kAT5120045 & B it <l iEPEIL-2R13712U/mL T
oo, FOMITRHRIEFLN 7 B I3 EA - 72, BERRA TIEHA30mg/dL, M
M kgl 8/ p LCHHTLV-15uIx12885, &+ 771 ¥ %5143 pmol/mLCTd - 7z.
AR EAR A IR B AL | L2, S ERIC I L T TR 2 b % 32
7z, B - FMEOMRIZIEFHPI72Z - 72, [Ral] S 25 v 0 L
DEBNIZDT o 72 A%, RSB E R B HARE R E, BT L 2 & SHTLV-1B5E
HREL WL, 2704 FICLBe ozl 25, MR BIRICHEA
SNz [#F5] WHWHTLV-1B A EE Tl L N Lo Mgz o & Lz %
SEAINL B % G830 2 A5, FRRERT A R M~ ORI OILKR D720, 124 R0 ik
VEDGH, ERERZROSND Z 2B b, ALSHOERZET2EEIIBVT, &
MURE R e L CTHAMZ £ L, MFHHTLV- Uk Z W5E 3 5 2 & ok
IFREW.

SJ-P-1-2 BFHREEE
HEMEERRER % £ UiE 5 KO HKinterleukin-6 P EfEE B> - TE
HZEh D26

'TAE D) TREERY Y Y AR, HORBE R R B AR
(REIRD, 2T AL ) TREBERY Y ¥ — AR, 1T AL ) TREERY
v 5 — W WA

OWARAT, Bilinhz!, AT CFHEE, SR, IR
AREEFEREL, ANBE AL RHEEEAY, RRRMAEY, B =

5] MTPEREL IR 22 F AR S h ORI E ) %, Wil B R LI R

[J5] 20124F4 H ~20134 1S REIE SRR DI IR TR L 72 T AR A i 20 B D B 15 % A
L7

[R5 2608 BEORRMRIVET, B, B, BRI, JorROSEE, B - &0 L
[ty

SEFILCIE, $RIEWBC 10700 / 4L, CRP 667 mg/dLC, Rliftidintt, Mfa%k2435 /ul (%
£k94%), H1153mg/dL, K54 mg/dLOMKELLT mg/dL)Tdh -7z FHERCTICT T BRI LI
WA, WA 2 SNz MHEIL6 62 pg/ml FE#E{E<40), $EHIL-6 20600 pg/ml (FE#fE
UYL VTN EETH -7z,

S BI218, $RILTWBC 17600 /uL, CRP 999 mg/dL, $iHT RIS %2056 / ul (% ¥k
67%), #1152 mg/dL, Hi60mg/dL (fiLFE138 mg/dL)72 -7z, BHIMRIC T FEAICDWI #fE
5, ADCIKMHA /RS % 80, HIZED% z Sz, IEILG 147 pg/ml, BERIL6 10600 pg/
ml EWTRGEMETH -7z ABESEERI AT L Z2MRUST T Rk L O iSO M
YRR R, ISR AYE 2 b, B S M NORIEDWE Je 7 LAV F Eefk s
hEGIERI LI EEZ BN

[#£% - &) FRAEACBWT, MikH#EIC X Achemical meningitis® X725 2 0% 1), i
EROERIFE L L TRREA QUUTE CLEDN D 5. 4, FRORE 52600 TREAFHFT,
M5 3 X OBERIL6AENIML T2 2 L2 MO THEL, L6 EFIAREIRE (Y
LTwatEzoh.

SJ-P-1-3 BFHREEE
FabryfRIZ & (T 2T ERBDOEFICOVT
R EERFRA:

ORMENLY, ZEFEET, PIREE, HNERE, SRAER

[H 1] Fabryis & X g s xR ACH S HE T, 4 B PRI DU A G
IR L 2 2 EDVM S T % 25 FITFREE - B OFMIIANTH 5. ARHF
ZED H IS ASE DB L IR OIT 2 Mt T 52 L TH 5.

% - L] Fabryfd1%5% (B, BB I2BWTRIFHRE GREATETTHER,
R AT (QSART), WIS, H—€27 771 —), BEMERC
& BRI (HEHfh, AchM3SZ A fhdfeta, BSH) A Mat L7z, [R5H] JEpl (8
T) 2Lk, Bk SUNEM2 ST, IREr S TRV Yy LU
FHIZHR L CRERE OGN, a0 8L P38 aa o
TH R L7z, SEBI2 (REHL) @ 45D & UK IS FiBitE o L OV husiigl, 5
KT O BRI R, 52 E & S, BEF- & b ICHRAT AL, R AU IR
FCRFE R L. & HICMYE a GalATHHEALE, o -GallBR FARZ D7z FEIHTHR
A EBILTIR IR AT I3 2 S I, R PESET I3 2k, QSARTImil, Tt
THE. TIROLHINE S IZIES. Y—F7 9 7 4 —MAE TR0 T

A& B0 7z, JEFI2TIRIEPETETE R AETEIT I IE R, QSARTIZ T BT,
BEJE AR T & b HERe o CRIPIRHGE IR, U ¥ SERIREIERAD 2o 7245,

I AChM3Z AR FEBUIN R, BRI T N, Ak PR IC 3 =
V) Y REPARE Y O 207 (K] AEOMTF ORI, TSN H
RIS 2 <, B MAEEBIES, I, AREEORICIF RS s i, T
B AChM3Z B RTEBUE 2 20 o 72 & & SRR A W HERNC & 2 IR EA A
ThbLH Iz FROBTMERME= 2 — 0/ 8F— 22z e LT, Ofiisko
BAEVERIIINC & 2 A58, @A 6 fiberd &M & 2 BEZHHOBIIHICTAEL 5
TEVTHETE X DWOE, ®CHfiberd &Mk L NGFIINIT X 2 KA O EfETAE L

To BB X B HIBE &) Bk B B O MREREIE ORI AL S 2 L E 2 72,
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SJ-P-14
BEQOLOYEICMITBEL Y X M OFEEERE

) 7 Y FERRE B B3AE, ) T P ERRY PHIEY
B, W) 7 Y FERAE MGRIEE > 5 —  ERIEE TR
Ofjilbizz!, ARIEH, AN RMZ, FEHRIERRE, AMGEET,

AR T2, RIS, AL TS SOR T, s A°

[AW] BEL Y2 ML, SENCHAES AR DEREE 2 88k A LT, PEH -
BEHCOMEAHRIESELTRICT 2 Y AT ATH L. FORMMEN 2K S ¢
BI21E, BEBEOWREEZHO LI THROLEMRFL T LESH L. Lol

BELYZMIIBIRMEEREIINITHICIDRTIad o7z, 22T
FA4IZHAMOBEEZE L Y 2 M) [HAMA - & | & EF VI RIERAZ TV, B
DO=—ZX %R L CGEN EOEZEL 2 212 L. [iE] HAMA- L &8 EE
2 ERRIST v — MREE, RREREI Lz ARIEORYE @8&EOBIR,

QA TOM XMWY AL, QLGS [HAMA- LifE], ® [HAMA- & Web¥
A POSHHIZKRA L, ZGBINA ORI AR E 2 A L (] 70—
ME25544(685%) 70 SIS 47z, IBIEIZS0m L L2098 % oo, Bikmhkd [HF%E
AOEW] [HBEBROHWAK L] S0%h o7z F72, [HAMA- L | OWeb¥
A MZOWTE, [FIHL TR 2w RIEIR6E L LDz S512, 5%k->

TIELVWNZR BB [E oS o] 2225 iz oz 512
FHRHAEIEN L T2 BN, BHORRER LTI EH kDI
ORMBMEN DB ENHBIL 7 [KiiR] HAMA - & B8 EE ORI T
Biix, Webt A4 MREEDILOMMS 2B F 2, IRHGESETORMMATL ) T LB L 72,
F7z, BEOBHIELE N E COWBNEO LB 2O, SHID MR EH
HELTHBRYNEY, FE ORI OV CTORERIRI OB LI B &
L7z Bbk&D, BELYZ M) OMEEICBO TR, L0ELoBF~
TEMERITE B EOYUTER, BEREOHNEHROEBICHTTH Y, BikEE
DQOLYUFHAE IO BEL VA MY ORI O %D B L E 2 bz

SJ-P-1-5 BHIREEE
XTHRE % &1 U -progressive encephalomyelitis with rigidity and myoclonus
D—Bl

el - e pE R

OFRFhEREW, NbfhE, MEHRRKT, MR,

B RFH=RE

ANERERS, RS

[H19] progressive encephalomyelitis with rigidity and myoclonus (PERM) 1
Stiff-persondEBEREDQTER TH ), WAEOFMBTEL LM - I+ 70 —2

A% MRk 2 ¥ L T 5. PERMTIEHGADYifAZ 12 L, #HHCH
RL OBEDS RIS T2, A, 1B RIGEIETS, 3R CPERM % 789
L7-—Bl%#%E L7, PERMOBEEIEEZARIBTIILSRBAMEINTE ST, IS
SRR 2 G 0F L 72 EHE 2 <, B AR & B 2 MET 5. (D] MRHC ABE
L 7-PERM®62i& PGB B L C,  ERARHT LR ikt & ek & 1L - M L7z,
[R5 5E] i B 1324 W IS HUTPOBL AR PE IS M FFRIR 25, 14E T IS UG ADHUL ARk Pk 1
TUREIRIG & W ST B 62tk WLEMORET, 8, Ghobidy,

W FRF AT, REMERL, UYFHC AR L7z, ABERHSIF R 2Rz,

FiEE > EREERGE LRI A 20— X A% BRI 69 /ul
(HAZER 66 / u) & HIMax 78, +V T7u—F Ny FEETHh -7z B, #H
BIMRICRETIIL A BD o 7o, KIMRRE R CIE, a2
LA R 1ZcMAP, SNAPEIMARHETH - 7. PIGADIUAKRTETH D, Lk
FAEIRZE R L7722 L BPERMEBWI L7z, RENIA T 04 Fi QRO 270

A ROV 2SR, PSL 60mg/ H CHAAEE) 2558 L, s, PEREEE 3R
WO L7z, 3100 HAC I B AT IE R AL L7z, 45549 H o KA fiRe {388
BERMAR CIE /eI HRE, Ao BEBAIRE DOCMAP, SNAPDSEI S5 L9 Il o7z,

PSL 15mg/H F Tk L 72 2SR 2 <, 45949 HICRUAT b L7z, (&
] PERMO 12 s L7z, SFBRIECHE L7z i AT 1 A4 FIEHAO UGTED
BAIFCH o 7 AN TH 5.

SJ-P-16 B IRE—E
TR IC R MR E A EE) % 2 U /- Creutzfeldt Jacobiis D 62i% B 145

IR IR B AR A MR R R & > & —  RE IR AR, 5
WK BB AOT IR EE & > 7 — ATk AENEr Sk
OMFFYIHA!, b 0, S, NSEA, SH—5%, KT
ﬁIEI%\J %; SR, WA W, LA, BRIZT AR T,
. if]

(HiY] B4 ES (SD R OBRES & k@R M BT 2 M EEO—oThH
0, BUK, UGS ML LORETHET 2 LGS T0A. 4 lECreutzieldt Jacobdii (C]D)
TROBHICRISTZ 2 L7ERIR RERL, ZORBUEFICOWTHET . [itk] CIDIZIZ#Edm &
D L7628 BRI oVT, R, AR, KM A MG T 5. (RE] AkflcT
R, W, AR I NEAUE R R BRI 20, SIERTRG & ) SR RS B TR E AT L,
BAVEA TR ARG TE R hole, ZOBBHOIBI, BEIRIELRY, BHESOR
TER i) 2L, KERBoTHD LI ko7 BEBMRIC THMBIEERE, AR Bt
BCRETWEZ RO, WEODABE L7 ABER, ZBUE KHIE - LTROBERIKT,
gegenhalten, JHVEAAT, BREIUSHASNT. I+ 70— ARHAKBBIEI o7 F1ET
EBIRE A FARRRRICE) L\ ) A EB) % 2072, RABEHEIXMMSE 255, H7RHITOR
FOWRERZ o fens, FRIATEROT. MR, B CIRRE L, B0 SRR
MRS b B2 o 72, BROTT-TauF L 14-3-3RANEMT, 7V 4 v BE#IZEF1dcodon129Met/
Met, codon 219 Glu/GluTd o7z Bl CIRIEREBEERIALL, RIMIERBIERE % 20, Bl
SPECT ClaA BRI M B CMFEAME T LTz, MR &) i BICIDIZIZREE B & Bl L 72
H13HHIIIMMSE 82, HAO L2 HI 2 RY), AFIABSELELRY, STbATL ho7.
FEEBACI A7 0= 2 ADIBLT 5 & L DICSIAEA L7z RPN PHESTE A 72 2 LAY TH >
Fo RIPESLE, UK - BIEEE - KBESHRAE AT 2 MERE TS CREShTBY, Figio
EHT 07T ARNOBIRAE 2 SN T0 o, ABICBWTHBRIRAE b, SIS $UR A
WAERROTBY IR L 27z (W] MITESIICIDORETIZ RO LML MREIETH 5.
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SJ-P-1-7
MELASHESI DSz i S R I DL-7 IV = 2 BB OIRE

(B H=RE

HERPERE SRR SR Bl H A R (PR P B
O=ili %, =Mk, mPMEIL WRKT, At 3, A

[HIMELASHEGNZ BT, AR I E R OB R R S i Cw B L7
W= G X DB RIS 5.
[J5i:] 200044 H %> 520134E12H F T2 Y b A BilE D d 5 MELASHEH O FE i 4 i

FRIRFEDR, WS OIERO A, L7V ¥ = #4504 W AR 0, modified
Rankin ScalemRS)DZEAt, WMMRIHZE 2 F Co M % i L7z,

[ 5] Eplizaapl, B%3, KLITH Y, FHYIBERMIT2A8T, MAHIME
FHE DRI TOM TH o7z, I IV B 7#EETHREETII3BIT2434L 2%
R, 261 TR AT S M2l & bragged red fiberZ b7z, MRITIZW
DIER]T b IILE SRR — B L 2\ 3 A CRIBB S, JRHos s mi 4 < 813 7,
PHARE(ADOME DO i, & B\ A, T2, FLAIRMHE CRfE 75 OM%
2D PR AL T V¥ = v 24 5 L2 B3N TH - 72 Akt
ORI TIE, BRIV ORI S B, HENIBICREEEME, FHoIL
FE Mt 1335.3mg/dl, FHDOE Y Y EEfEIZ1.3mg/dITdH - 72, 3FIT AR IR 5
iz iRo 7z, DWIERESWEMNKT 2 ETOTFHYMN, FIABMIR, mRSZ1L
ixFhEh, 37H, 580H, -0625T, L-7IV¥ = #5680 Tix46HAH)), 727H, 05
Thote IBITL-TVF = o B G pGHIET ¥ F— 2 A, MIsismc & 5 &%
A ONDH A PRRIENE, HRRVERIAE % Rz, L7 V¥ = 4 G L IR
GO TIIVTNORTF THAREREL B %D - 72(Mann-Whitney).

[#aw] DEBITH B8, SR L7220 TRORFICBWTHL- 7V F= #5512
EBHEERER T E ol WAL CRIFICL 7 VF= o HhIC8 5L
H 2N MRS & 2 WA FRRFENE L ACHTET & F— 2 2 &80 7. A3k
REREOFICBNT, BR2EFHOERPLETH 5.

SJ-P-1-8 (BFBIREEE
APTTYVORIX V> J 72 M REERICER Th - - S RMMERE

KB L 2 DHIRTT BEARE A
Oina g, HAgKR, FIH—%, WERER, & 3, A2, By,
sl 5, REEE

W] APTTZ 0 A3 ¥ v 75 A MCld, BEMYE L R MRS MmiE T
APTTZMEL, BEMIEDOAPTTAVRIIHIE I NS 25, WMEEZE CTH
AR % B L CHRE A MM E A0 L, BRYEMAE & WA L2 @E2AH Y,
APTTHE & % £ 5 i B 26 Tl PUIMAR IR L & 4T 9 WIS, 50 > IR R HUMAOE i
(APS) EBRVEMAIRZENT 2 EDNEETHL, A7 A MIWHOEIZ
HHIT, BOGHCHRIATWRECTH 5. DEBI]66m AT FEMEVECRE MBI 3 2 5
BRREEE Z T TR o7z ABRPARIS SO F v LR - %KL,
12 A2 5 ZUSHEF O — KT T, BOFCTIICR S &) EiRZ 4 ) K L 7.
ABERT H B RIRAS I LR ABE L7z, MRS TS 2 o 72 0L
Ab, HERCAT R A RO r o 72, BEEEMRICTHG /NN - 5SS (P e 98 3 2 2 50
RO, FHBIROILPAIEII S5 ThA -7, Hb 142 g/dl, MCV 91 f,
Plt 138 x 104 /ul, WBC 6,300 /ul, PT-INR 103, APTT 654f), D-dimer 1.0
wg/ml. PR B ORI X2 <, B TIMES o a0 o7z, APTTZ 2R3
XY YTFARNTCN=FAT ¥vFa77 5 b (LA) OFEIRE Sz
VIIHEFA > e €7 —OHEFERRE NG d o 72, APSIZ & % S MEINSERE & 2
WL, Bl —7 70— a Vel BHLABYEAS L2 B
7o i B B T ABEIAH HICHE~ERE L7z, #2200 H#GBBigE L T a8
IR EELTwAD, [E2] ABITIE, APTTZRZX3IF Ty 757 AMILY
APSE B RYEMAIE 2 EH T &, FWNCH# % B L1372, LARVIINT A4 ~
LUy —DIFEDGIIIEEH 25 5 720, NSV CAPTTER &) ¥
G RTFAMIEHEEZEZONS.

SJ-P-2-1
BRENSEI U 2 —BLR RS ER REUSH OBRRAIRE

AL BT AAEPIR, LRI AR
OFEBEE, AL, RO, HEHL, KRR
fie % RF5 1

[HRY] Bk —E b b 3 rp A R S0 2 RO BE T 2 A L 72 BBiIC & - THiE
FTHWRMEATRIEESN TS, FZ20EHEE LTAT I, POV ARENH
e DOWHEDHAENL, LrLAD S —EDOHERETVEZHELShTEL T,
O TR & it L7z el 130 v, Sl 7z 63 2 — B bk % b it
HIE ] R % S L 7230 D W Ttk & Z ORI oW TG L7z, [D7ik] BL
T D362 D T #% TMini-Mental State Examination, BEBMRIFT .7 &
R TR BRSOV TR L7z, EBI 5 20, XAESH 30 H ki I B2
Ok — AL e F P A S E L7z (B R IERIOIE 1, it AREJCS200 - CO-H b
136%). w5 AR 2 A RAT LAEIRIZEL3E L7278, 22H #2 & B S B A
BIL, A7 04 F7OV AR L S MRFEHECLI) & 5 L7z, FEBI2 @ 3231,
XAEZH30H o THER A AN 28 SN AV — B e b4 2 5o L7 (e
FI7HER, W AREJCS20 - CO-H b 37.5%). 1 R e i & 3l it 47 L i IR 1L e 3%
L7275 34H & S WESEAMBIL, 2704 N2V 296 eI (14
[]) %90 L7z, JEBI3 ; SLA M, XAE12H 31 H ik B & & Sk — W bk %
e R SEE L7 CREERE B [, i ARFJCS100 - CO-Hb 25.6%). 1 i 3 i
P 3 AT LAEIRIZ L L7228, 21H#E2 5 RESH 2B L, X704 k3
W AFEE L WIEMESRAEE (70I]) % %0 L7z [RER] wWIho3fl L binmic &
) iR & Mini-Mental State Examination® Z 2 7, BEBMRIFT WA L7z, (4
W]l AT EA ROV A & IR IR S AL R v HRE T R o0 Y
ELTHRIEEZEZONT=DOT, ZTOEHEFE D &N ESZ 2 M WG 5.

BEPRAAZE 54 &P (2014)

SJ-P-2-2
ATHRIREEHWE & & > f-PickwickEIRE D—FI

MRS, PIUH RS R B PR FE B pl A L 27
OZERIRY, BEHELE, INCIsHE, S, MHsAZ? 5 B2

JEBD D TUR . B B Lwv, BUREE  XEIHEI ) B LIS WKL %
3 LR~ (B, SORATIREE S BL LR 2 1ZH#EAT. 22 H RIS Rk & 1o
Tz, Biididh 572K ) VY A 7T 7 4 —Ktx b, AHI 434, SRR
FHSp02 83%, HEMRIEEHSpO2 81.2%, P38 R 19 - Hftji % 5 1 E-84mmHg
& 0D MR I ST (B & B M S 7 AR G TR 13T DT R B S h T
Wiz XESHICIAMTLAARTE RV ) X B o Tz, SHEOBMEIY
W SRS R LD H Y, EMEREE D IVRNERI S S iz X4E4
FTH AT S, WL AT Sk (S BB L 72 720 MBS Rk S hve, A
BeliT i 0 B E146em, fA#74kg, BMI 34.7, U Ui E60mmHg, $L5R 1
JEBEASRE, BRATT 120101 /55 (4%), SpO2 40%%.  FiE20912 13 3 akiRE  (JCS200),
LB W A SR A G200 7203, SRR E R /NI I RRD 2 v o 72 AR
B A A AT (10LY % — N — 5 T) TpH 7.210, pO2 336mmHg,
pCO2 141.9mmHg, HCO3 555mmHg, BE 198mmHg& MWtE7 & F—2 2 %
72 DR 2 L. BEMRIS & OCTIZ TREF L2 80 % b o 72, F6H:
SAENIFE - N TIPS 24T o 72, 5A00GE, REMA &S B RIT S &
HL, WPUCHBIREEE SRR L7z, 7z LIRS A0 LA, B RIS
DIS=F Y ZARDBHo7h, ARG E O, WAREE O E 25K
LG B M AR (PickwickdiE E#E) &5 2 i/, AdaEs &b
BRI O L7z, IR & o3 bk 4 e ARV B O ES I S TB Y,
ER D EOTUMMWE LT .

SJ-P-2-3
B - BROBFRSTHEED % 2 L 8 EMEED15

NI SR AR BE, AR TSR SRR, AR
ORI HAt?

(A1) WAREICBG2IE 72 IRRIIA X TH S, A, FEEERZ b e
L7 R e AR B A 5 U 7B PR IFRE S O O & REBR L 72 O TE O IA & i3
WZDWTHET 5. [H:] AEBIX3041E & /i IHEEY) B D BEAE D & 5 7058412
ot BAENT X ) BCREMITIC X AIFIZ & OB CILEIC THEBES T
Tz, REE2~3BMFA»SE A WHRICEH ML), Lrvslizx Lz, Kk
ZHL720T5 X904, MR OAREMED) S B LT O WL 25 72720
kbt U7z, SRIEEE R HURS MRS OBER: 20 L. BHSHTE, B, T2k 3 % EH)
W2 7 ANBERE R E) 25780 S N7z, WAL 22 PNE 72 SRS 2 Ao 72, MEARAE T
FERE D RFFAERLE L i 7 v B = 7 ORISR bR, BRI
T, BEFEBERED LY X <72 T 7z, MRITIE, BIEH, MBSO D
MO AR THRIEBOERF X e h o 72, [HEHR] BEEERCTICT, FWAaME >
VAR SN, RREEENIIE A TS S, TAFIREEH o1
PRI X B8 2 v o PRSI X D JERZIE I LIk 7 X 7 BB o2k d IEEAL
L7 [RR] Brps s b v, Bl - Sk % & il il S 2 Rh T
Bx 232561, MIRAIEER Y v~ M2 X 2E2VRE Sh, IFEEIC A%
HIEY v v FHSIC L) IS LB L) 2 b0 LSS ND. T
4% G0 THRT 5.

SJ-P-2-4
PR THEER U /-Reversible cerebral vasoconstriction syndrome; RCVS®D
24E B

ER AT RIGFR GG S EONREEAE N
OB, Bk, T

[1535% - H] o] 536 P i i 45 38 4 iE 5 B (reversible cerebral vasoconstriction
syndrome : RCVS) &, 228385 $ % 6 W BRUE o0 38 & n] ik o0 25 F8 P i i 4%
A A A L 3 A BUR T, MM ORI B X O ER A BRAE R AL LS L b
ENT 5. Srlal Y il TRCVSO 24 B % #85k L 720 Tk 2. [J7 1] RCVS24iE B
WZOWCHRHSERR, FB7E T, BATHT L, iR, i, FRICOW TGS 2. [#3]
SEBILEAR O, MROSANDTH Y b - TIX vy - TF AR FiEE 2T
Ar6mIPE S-S 7z SHHA S A ZEREZ B S 7z X 9 B AREDNE AN HHBL, NSAIDS
DRRIFIZL IFADE =27 IIFGERFTH Y, TORIIEA ICRESELZ RO L DD
DEAIIHE L h o7z HRH, 6 HIIEMIROEZ 2 <5 X9 B L WEFA
LU b, Je8k, BUHMTE DT, B S IER. SEECT UM MIMLIZ D %05
7225639 H OFRMRA TA R BNBIIR, 0 80 5 KR BIR 1 55 iR, 2 itk opksqg %
FRD 72 1298 HICIZ H AR, TEHEEMRA O PR CE MMM A2 XTI R, 2otk
DOFEEIT RAFCHIE Ao 72, SEBI2IZ57 M, 57T O1IH6H 2UCHEE S X 9
R LB, WA, 1 H OUTMRA TR 2 80 e r o 72, Z OB AR DL
P HEE, PE52 0 70 &2 RI3IAIE M 4 2 % 380 2 B L W BRI S L L ke b, 82k,
SRR 20§, Bl D 1L, BEECT CHEEPIHIMIL L & Ntk Ao 7203495 H O BHE
MRA Tl R B IR S8, A5 I SHBIIR L 23 560K, 2 Ve o sk%e % iR 72, i,
NSAIDSIZ THE O YFH LB 0o 72 AN T8 I VARG TR A B OW# %
D F DBFINE Do 72, 2395 H OBHEEMRA T i S A 22 S8R U, FEAESD
HOUEEHMRA TP 3584052 U7z itai] B 2 B BRI A5 0 K L
FI% 3 HIEIIRCVS 2 2BICE &, FFMRADIT, ML X005 0HE
DA MEDTERALIEE & B IERRI R 2 OB Bl LB Th 5.
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SJ-P-2-5
BIIMEEEE L TRERBEET L SHERABANBN S AKXZERED
3TEB]

U EERER AR R, A R R AT R s —
O=ili M, 7'1:?1% r']‘ Eﬁ‘}i"l S ByL2 SRk, hERE!
ITCHOE!, AR, AR

[E#y] a7 PR ik % 280
AL PE IR E I 2 28T 2 LEURASNBLL, BAMLIC 7 % L U3 2 ik &
BFLIENAON TS, KEAORHEFIRH OB R, AL I
ZHITHINHGE L7z [D75] 20104E10H 40 520134E9H F TRz PEBiG # iR
QIR 225 L, MRNEIARI S SN 7R OE S % 5 T B HET L 72,
(RG] 524 B3I, 65E L1450 (255 T3 k), 14EAE201 (19331, 193 & tk) 725

72, 6EEAEDVBNI IS ME T2 DM REHLRAE,  14E A DB ST M 5 72 - 7.

TR B R S 20013 1 B O REAE A 7R 7o, LRI iR 2 iR 72260 B,
19 BHEIIKFEIC R > THLDFIET, 198 LEIRBRE CORREE»72. iR
CAEEDIBNIRF L7200, K ERIIT+7 40 Y ONIRTEEL, VEED
10 Q9ReBE) MR RSB OWIR TS Lz, VEEDOIB (195 1) 1 XMEIRFH
PHIRAERERE R AR L, PR ORI HUE T E R WIRIEATHE &, Fkiksih T h 5. [#
2] Rk N R Ocommon disease T A%, FEIGRER O 3L HE 1%
%L, MRS OBHER CIERIIR )DL REZ OND T EDH 5. R PR
EONI/NBINSEIRZ BO R o722 LD, WREPIRHE b PR O 82
W& LTS 2RETH D, MERIRAEICOWTO—RIIERRAENTE ST,
MFENEHEDE S BT 2N D 5. SHOBUIRBIRICES ozl Ehb,
FRBIREANOEIED L E 2 7 BRBHETIE, WHNRES W ETH
T THHEBZ VA, QOLRADLZIEST 2 5A0% ), MENEEL & LIS
BEFFHANDEIENLIETH B, [hah] VTR R NI, R
FECHRI LI LN, AN EL R RETH L.

SJ-P-31
BRI (BN AR & 6L, TFRMBMEREERYIRL 1-86mBHEH

WRGERERDERLR: AENEL
OWHIERM, SRR, ThIsGER, ETJ”EI(A MR, TRIEDH W A,
SRFER W8, kb @ Hrkz

[HEBI] 86ReH Mk, ZEROATAL R RRML, FEFPESRE % F R ISIE D 51955 #
WM Beiat S 7z, SRBEREEEIVEJCHE, HES RS, GRS, 15 RERK
TR, NIHSSA 2 713165 Tdh -7z, WHIHMRI DWITAMCATBIRI R ES
E5 Ao, MRATIIAMEIGRY? O OMELRD . 72, MEMREH 2
STz, AREEE, AN S R R 2% B Hi AR SR % o 7. S
MBS I % R 7 W 22O FAE D 52525 Tri-PA G- # G L7z, H5-H%0 5
SERIZIR 2 128 L, rt-PAFES- IRE 2 ONTHSS A 2 7 137,45, MRATAM2O
CEAT B A R 2. L v Ny b, AR & s e LR 2 R
@, MEBCTTIEAT T AR AN 9 52
Z D%, MARMIRZ S, Hfﬁ@r&:“%rr L7z ABE12IRE [ T O RE S5 8 «&%Fﬁ
W N T F AN TNV IVNFER % i {78 3 & dhigh intensity transient
signals% 2@, F2WMle 5 AFIRICTEEE A3 A2DVTZ D7, Mk
CTT i/ﬂTT%a Jili Bl IR SE A& 5205 72, Holter B, #EMoBE Lz a— 1, B

O W SRR & RO T dp o Pz AFEBIE, BBREE I X 2 B AR AECHEIC X Y
DVTHIER S, MBIk 2 A L Ca MR 2 ) R L2 e # 2 7 [
] AT A LA ORI TERBICH 2 L E R SNZIEBNTMIN Y © ~
MEEZ A L2YE, BRUEMERO) A7 PEFICHET L L L2 RS

BEPMANE ANy B A PO - JFRBWICIEITCE ALY v ¥ P ORI
HTHo7.

SJ-P-3-2
Pharyngeal-Cervical-Brachial type neuropathy 3fESIDi&ET

SRR L U BE
ORI, THktesr, BENER, RIRIER, o

[B] SEES BB A AR T, ERAEIR % 23 % k& B T & % Pharyngeal-cervical-
brachial(PCB) type neuropathy 3JiEfI % #E8k L, FRRMGIFHZ RS Lz, [iE]
Bl A LPCB & 5B W7 L 72 30 B O B RS, MRAAT bz & e L7z, [#R]
SEGIL  ATiE, B SEATIRA B O WAL R, SEBY A, BSOS,
Himﬁlﬂm’ﬁ‘im@ﬁ. B - e NBEE, ERORMOMIMCT ko 72 288
VIR, ARG AR T 2 3800 72, BEEMUA IS CRAMNITE 2 o

hﬁlgGﬁGle ﬁ:GTla, $iGDla, #IGD3, HGTIbHEEETH -7z SEMH
DL OIEEHE L, 0y a7 ) v RREEHERE TR S L. 5Ef)
2037, Wl B SERA © LEM I R o B, B, B
B CIEAE L, B HA I MM R, BESCRHIK N, BB oM T, B
TRt T, F 7= F IR BT & Wb & b 7225, SR9E 70 7Y ¥k
BRI TH D oWk R o 2z JERIS 1 73R, B SIS LI IIKT,
R - METREE, MM, DU OB IR O M, B A R 72,

MRI T28FBi{R TC32 6 CTI MG 51 o, Hir v 7V F ¥ FHkEMEcIL
IHPISS-A - SSBHUABETH - 72, AUEMED 72 DIFEEIL o7z, MEERE
PIRI R, AT aA FrOV AFREE AT WHELT 2 B C & 228 AR T 1R
L7z 3fl& b BAEHA MR CREA R L Tz, (i) 4 mlwksa L 723
BIDOPCB type neuropathy® 9 H2GNI G 7 1 7 ¥ KHHEREAH R L7z,
Vb W % Guillain-Barre syndrome®D #iH TH 0, EAEINLPRIZE - T
Fisher syndromeZ &b+ —1N—=5 v 7 LERERBHREREZET L L2 bh o

7. SBIH P > 7 ) A+ ¥ FHARIZEYE TS o 72 HHISS-A - SS-BHLfkH3 ki T,

HI261 & iZetiology D 5 70 2 R BAE S /z.

B WL - AGEAT I 2 TR T, AERICHA Z L H%H 5.

7o EREO ML, MK 2 iR 7.
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SJ-P-3-3
gj%ﬁﬂié’ﬁ%é‘%{# U 7B R EREMEBEIR X DERPR 1R - BB & BESREBI D%

MUK AE B AR M IR AR e = PR, LIS S Bt P R
OZPEIZE, AP O IIGEE?, g sek!

[H] 2t % e L, MRkl % & 2 il 2Bk v R 2 o iR % &
EHEICOWTHGEST 5. [iE] BERBINC D W CREREH & et LT3 5.

[ 5L] <BEBpI>62m k. BakbaE & Je8a EARICABE L7z Kii387C, JCS
30, A FFIAR & BURAEE, 7c R o S5RTTHE & A5 LN I o sl IR % i
7o, MUMAR CHAERT B & DICO T W % i, B CHINBETL / u (B 143k
79%). H50 mg/dl, KFAEBTET S O i SRR A VEREB 5 & B0, JMRIC i A 18,
LR %I, B ICFLAIR, T2WIEE 59R % % i £ 3 I H kD BF 58
MEZ SN FEHF XYY Y, MEPMTHIRE UISEH iz 3o L 72228 Bk
BOUWHIZZ L L, ARBIGHICMRIZ TR [i8 032 O ARBIRAL & 17 B,
AT, AN, Fﬁﬂk@@%‘l&ﬁﬂm%%%ﬁmt. A VE BB JE L2 9 i
B L % ZPSL% 5 Bk L XV, AiWeberdi 5 BE R 4 (i L
3D-CTATH & A2 1% R@Pfr%li SN A7 o 7z PSLlliik % 12 LGS R AE IR D
B, AT 04 ROV ZETWHE L7z, MRITIR AR O SR 2L & i
FEMOMEAT A ROz, FHE R AT R & 72 2 b B0 8 RN AR R 5 A%
BRAE LR BIRIECH o 7o, <R >l JE BRI PRI 521208 5 il 28 789 o Jit
HE LTRIEDW SRt A4 b A A » O, MIEE R EA%T o, RBlko
WS AR A MRAR TN CHERE L 7ol Sz, 72, A5 a4 Fox)
PR RET 2, ABREOE#L A<V OMLS & B FTEk D A 7 S % Rl Ze
DFMER & T WG D L. [Fiaw] AR & EREBOBET LY, AHICB
T FEE I O B R L A o0 BN AR 1 T b 2 L 2 il SEBRTA RIS S T A
FEATIE LT WERIESNG. 485, FUVERICH LTOATa A FE50
B OERDOLENES X OF#HG-EICOWTHER ZMEIRkO 55,

SJ-P-34
WAL TUF Y FinkBiEE 2 U - TTR-FAPDIIHS!

VAR SR B SRR B A RE, R SR B R MR R BEAR B S TR, RIS
BERRE R R E ) N E ) T — 2 3 YR, DR R AR, CREARR

;}7’ O A F— 2 ABHARBIRE SR, AR B L AR R 78 i v e Py
FoU

OBEFEAT, LEH?@@I WM, AR, b ', BEERD
RN, pller B2, RHER, I_J e, A A IMOLRS,

JEAH A, AT

[HI] b5 294 LF Y RIREET7 304 FRY = 2—0/8F— (TTR-FAP)IE, TTR
R T O SRR RAEDIRIN & 7 ) L S ORISR T I 0 A Rk % ST ik
OREMHEETH S, ARBILEEEDEL, ERNICOEROERIDTAET 225, 4E
TR TGO TTRFAPEH b AARZHMTHME SN T2, S, K4 idhin
YUY NHURBER L7, RIS OFAPATTR V30MEE 25 L 720 CHiy
T5. ] BEEZBWHTTROBE. WA N 72 A RRN R 2 o 7o
BAERT L D BIEAR S I SR HET B X910 o s AT RLE Ll
B D U F ARG 2 & A5 AT O UG 7 BB B 57 D A TR L 5 & DU, oD e S
TaBo7z, B TG ME R 70mmHg O T % 720, fifmEm A Cll gk
ERORY) Z 2 -0 F—%Bd7z. MR TR ERE CAEOU T AMRETIE A G2
DTERD, TIOL F—Y AZE, a%ﬁ%ﬁof;. [6R] BRI Tl A
RHENL % & R OBV R TR, BABIOFT IR0 R h o 72 FHERICAS 2747 31
A FB AL A BN T 2 2 LI TERp o722, BRI, KM SOERTIE, MM
7oA KR 0)4)L%}2;{W>t B AR L 72 TTRE (= 7T TVal30Met B O~ 7 1
BAMEERE R0, FAPATTR V3OMEBWT L7z —JT, ABITIIGMI IgM(2+), GM2
TgM(1+), GalNAc»GDla TgM(1+)x u\otﬁﬁmﬁﬁv TVF Y PSR R L2 [
] EE TIREYED R Y) = 2 — o RF— 2B W CTTRFAPE B {E -5 L 72 il %
REBRL 72, AIEBITIIBUH ~ 70 4 ¥ FHRPTAETH Y, ZORRIOVWTHREI L.



54 : S12 B PRARAE 2R
RS-0-1-1 EHIRERE

RN LWV I b2 N 7DNA A3243GERREE DRNER & B
BEE

Bt 3? PP BEFE AR, AH BRI NE ) T — g VIREEEIL
OiLimmsbs', VB, MR B, WA, 2= wERbg,
Eﬁ)l])%’@i‘

[HiY] I b3~ FY7DNA A3243GZ 5 (A3243G) PRN#H O—IRIZMA BRI/ %

#IL, I bay P 7REGED TR T3 S mitochondrial myopathy, encephalopathy,

lactic acidosis, and stroke-like episodes (MELAS): i S 5. JW4E, K idhad
BISEASH 3L 7 AT PRI 0 2 5 & L 72 AS243GOMELASOHIMBI & i L, K
o B2 R0V SR T 1 7 FE LRI BE A 2 < JRARBEAE AT O F A AT > T Az i &,
AZ243GIRHFN T BN TR H BTV ARAT L Wi RO e 2 N L 72. 22T
ARBFZE TIPS 1E O FAEIE A7 W AS243GHR I 3 12 B\ TR RE R i b e o> 2
HRWSMIT S, [JE]20124E12 A A 520134E12 B Y RHZ %3 L Ak s Ve %
FAiE LTV AS2AGHINE (A3243G carrier) 5Bl% xF 4212, ke IR FERE
AP, dk, SEECTH L OMRI (VSRADS#NT & &dr) OFRAMSIEL:. F
TP B IR & U T EBRI46 D A3243GAHSH & A % MELAS & i L7z, [R5 %] 5610
A3243G carrier (GEH#46 =18, J & t41) OWFRIE3MATI b > ¥ 7HERNE, 16
A DAY BT OHIE IBIAMELASEZ O TH -7z SHIFEUE TA»A,
2R, BB IR0 T, MMSE, HDSR, CDT, ADAS, FABIZ&TIE#H Tho
72, BEERCT TlRABNI I NI R IXALIEAS % 380 72, BREMRICIE261 2/ i
i b7z, 3BNCEB VT, VSRADMATIC X 0 B Bl FE PHIC B S O M ZEfi AR S,
I T IEREDE AT N9 10H2TdH % b DDA BINI8HZARA L7z 73, MELAS 4
BICIZA BN B HEERPHIC XD B 2 250 2 300, MIBIZO F AMEICERIEE L, mukm
Fenebs 2 B 7. [am] A3243G carrier TR HIFHERIZ 2 L TH, BED
s, FRALLAS, REORAZ EDBIEBIA S\ . A3243G carrierdFFEHNIEIZ,
SERIET BN PRIV L MBI BRI SRR DB R L Q0B LB 2 B,

BFS(RiHES

RS-0-1-2
IN=F 2V R TOREREE ERHMTOREICDOWT

VISR - EBARIEYE L > 4 — WREPIR S RERR, IR - AR R
vy — RREHE A A — Y v 7y 5 — (BIO), *EKiH - MR BRI >
5 — ke RO SRR

OZMHEAR, 4By, TREE, S, ERLr°, FHEM

[HY] 78=%> v Vi (PD) Tld, MEREOGIHHEI VI L1k X <
NTw5, BEEHEZ 4T 2PDEETE, IROBAERIED ) 27 w2
& L BEEFDG-PET M4 C U TH- M SH-F BE 2 R OREAUAHIR T 2 3200 5 & & A3l
ENTWa. Lal, WEE®EZ AT 5PDEHICB W TRMILIE % M L7z #i
A% Gl $ 4 IZPDIEE I BT A WAL R E & 5T o B & Bad L7, [
%] 20124E3H-20134E 11 A LS M BE A BE L 72PDERH6AN 2 15 & LT, T&TH L
Ty M A=y —TREERIE L CORESS, BEIERION, B -

EP%T"“F“%T?# BESEREQD 41N, BB - BUOCHE « B i@ 14 NO3BET/3T 72,

BAEF R E LT ks, MR, ¥ UM, Yahr, UPDRSIIL L-dopadft 55 i,
MMSE}:J:U‘MOCAN){E«'E IOoWT, MM TREMAMICEEAEN ZWI %
MR L7z, RIS G E OBk R ECD-SPEC T AL 0 Wi {% 2 & SPM8 % Hj v» C il
1QIFHT %47 o 72. sﬁ@O%EHF*ﬁm%ﬁwﬁ%#M@‘ ENADT, BEIE
TR & R R (REREQ + BENQ) Tox REEREO & FERRT
D WG L7z, [R58] Jhﬁ!,ﬂé:kl:/\"ﬁﬁﬁgﬂ (B ERED + BB @)
T, BATH-A RO BT XA EICE T LT/, F2, WEREERTO
BB WT, BEERO & RBEERQ T, VATHRE ARSI O I iT A
FICACT LTz, [RaR] PDEZIC BT 2 BLAEREE & G TH3E- 14 3 o I
T ORI ATRIE S 7z

RS-0-1-3 BF{REE
BREBIERZ % 2 L 7-Cerebroretinal Vasculopathy®—%l (A3 —%5)
VR ESTALR B RGEEE, JRBHREINEY T—va vy y—, SPERERY

KB MR - AR
ORFL-B, B 2!, BRI RN BRI, SR,

EY?, W S, w1

[iEpI49 Bk [BURIE]20054 0 & HEFREE L L, MBS LR & 0T STz,

Z D% RYBEBYIR DB 2 & {1l % 80 3E L7z, 20104 (2 BEERMRI A5 B2 i & /0
TR T2RME 5 A R RO, R4 IR LA R d i o e oz 2013
EEHLD AL OENMB L2720, REMBENIC AR L7z [RERE] £ 0L
pseudotumortZ & V46REIFIET. FHI3SHEIFESE. [T H] Mo e L Cidmmos
I, ﬁf"‘@ﬂ(u@’i’ 20, i L TEOBRER KT, Wi OB IGE »6o%%
Btz 2otk A ETHEOH KT AEMISEST Lz MR TS HERE - IFhSaER:
EIHEOT, BHECHRIIEYE, DY A~— 18ug/ml, vWF 374%X% St b i %
Rtz A TR RS IEH T dh o 72 A # F138mg/dl. MBP 107pg/ml, IL-6
263pg/ml& F5 LTz, BEBMRITIE BB O T28 E 5 WA D H IR L TBY,
Z OB IIDWIE A 5 T Al B 2 8 72 &8 8 < 1 {% IF S X Y cerebroretinal
vasculopathy % BEV {5 F M 21T 572 & 24, TREX1IEE TR 2 A L7z [1adkH)
AT TA ROV AR ER 3T — AT o7 b AT R OJGRTYEE L, BHMRITE
T2 3 S IRE DK N RO 7D OISR RIAE TH o7z, ZOBRIVIgHEixiT-
e lh, NEThH ST ARaHiN L7z, fliifiids Cld& 67 mg/dl, MBP 524 pg/
ml, IL-6 987 pg/ml, LKT 27D 17 HEOFEBMRITIIHAD S SIZHi/MLTEY

Z0H3r HMERZHER LTV 5. [#9] A5 CTREXUE (T REAHIIL 7
cerebroretinal vasculopathyDHiE IR I AIEBIA—BIHCTH 5. #E, GEMEORE

BZLWEHE SN TWDA, REBNEAT T4 7OV ZH6E, TVIg P CIER R Wi 1L,

BRI A OYEE 2 RO, —EORRDTED HTz K& BN L D 5 L E
BRONA R 25 DR CRAEDOENEL TH 5.
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RS-0-14 (B {RiEE

Prognosis Prediction of Clinically Isolated Syndrome; How to Follow Up
after the First Attack

Kameda Medical Center department of Neurology
OHajime Yano, Yuki Yamamoto, Seiji Kaji, Yusuke Namba,
Fumiaki Katada, Susumu Sato, Hidehiro Shibayama, Toshio Fukutake

[Purpose] The recognition of clinically isolated syndrome (CIS) and the early use of disease-modifying
therapies are considered to be of great prognostic importance in the Western population. However, there
is no consensus on the prognostic evaluation, follow-up method and treatment of CIS among the Asian
population, including Japanese.

[Methods] The study was based on the medical records of patients diagnosed with CIS using 2010 Revised
McDonald Diagnostic criteria between November 2008 and October 2013. They were divided into two
groups according to whether they developed MS (progressive CIS) or not (non-progressive CIS). The age
of onset, symptoms, Expanded Disability Status Scale (EDSS) and findings in cerebrospinal fluid (CSF) were
compared. We also reviewed relapse-free interval of progressive CIS patients, and investigated the follow-
up period as well as the frequency of follow-up MRI in non-progressive CIS patients.

[Results] Fourteen patients were diagnosed with CIS of which 7 developed MS (50%). The mean age at
onset and follow-up period for progressive and non-progressive CIS patients were 335130 vs 318+95
year-old and 264 £15.3 vs 25.1+14.9 months respectively. Comparison of the status on first attack revealed
a tendency of worse EDSS and abnormal CSF findings in patients with more progressive CIS at onset.
After the first attack, the average relapse-free interval of progressive CIS patients was 7.1+ 8.1 months.
The average interval of follow-up MRI performed for non-progressive CIS patients was 34+ 39 months.
[Conclusions] In our study, we continued performing follow-up MRI every 34 months on average in non-
progressive CIS patients for more than 2 years, although all progressive CIS cases developed MS within 20
months from the first attack. Considering the substantial difference in incidence rate of MS compared with
the Western population, we need to develop the appropriate follow-up frequency and methods for Asian
CIS patients.
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BERHSLTIHETLE) L D o7 ZRUINCIE, fH3h2 EICRED
RAZHET 2 dd o725, BEORRDAZLTLE) ZEIFLAE Lh
7o, AR ISR IZRRO e h o 72, INE B AT Tl $7/mm3,
#H20 mg/dITREOMNL A A GRS, b7 7 7R 4 (AQP4) Hidkhskitk
Tdyo7z. FHBMRI FLAIRM S T BUR TS5 T a0 7. Dl
RFRZEZ T HNMOSDEZM L, AF VT L F=vn 3 ZAHE:% il
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R, #EMRIOFT R, BN, SR, @i % Bl cmEt Lz, [R8)
BT IR & AR 21460 (BESHY, Zetk6hl) <, ERO P REIZ7TIR TH -
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AR (14.3%), HEIMWEZ7HTHE O BhiE, EREMRIRT & B
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PiAAKI L 2T 04 K OBIER T 7 HIDABIH ), 205 b3BIASEREE L
ADLOYIEZ DA o 22 A PRIIUEE L e b o 72, [Hiaw] ARG C ok

BT, PEROHESE Y W, HHRICEORL, BRI S o 72

SRR ME S - Wi & AR AS <, BEBIEIE AT 5 b OO, BWHICHFN 2 25
BIEIMIZd o 7z, BHEREEMRIE BRI DA Td o 7278, RO LA b
HHBHRTHDEHEZ SNz, AT 04 Fefulaf OIS X ) IEROEM D
o, EGPHRICKES 221035 wA5, ADLIALIZES 2 WA S ), %
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SEFNEIIIAE. X2 IR LB s, XVEIOH B4 v 70 %2
< T OG- A A SNz XESHIH IR, T, ZHEEED, Cjejunili %k
LB sz, XAESH23HIZ6MA DA » 7 ) ¥y~ 7 %285 sh7z. X4E5H28
HICA M OREREE, 6H6H IS EEOBIMET2HEL, ¥ - NL—
JEBEREORENCTOHI0H IS UYFHC ABE L7z, 6 H11H 2507 a7 ) ¥ Khtif
FEREEE AT L7 & S AERIE— R8s L7275, THWAC A B o
T HEE L7720, 2EHORETTTY) v RREERE T L7, o
FCOMBAREMRA CHBEE AR, ZEIS R, ARG CRET T v 7 %32
D7z SHICIR S BICATHROM MR T2 A L7, £/, IgMEHIGMIFUAR
PEx B 7z, 12 H UL L o#GE THEAT 3 2 IEFRIE D WL o i KT, M 2
EHEEEEZ R L, 2R Lo TolfzET oy 7, IgMABIGMLFUAR
FROLZIENOLENMH = 2 — a8 F =L BWIL, WELSA 7Y F T
TSV FR SN E 2 2. Z0BY MEOF KT IRET L2720,
R 7Y Y O1~2M B & O5HES., MEESHIEEH L7225, 10
HOAGEIEA & 89470 H %) 5 SAEROMETIZEIE L, BT oM IS emic
HR U7z, & HITEIgMEIGMIPUADBETAL S B 7z, £ v 7 ) F 2~ THGH
WZHHE L 22 Bthif) = 2 — o X F — 120 W TIE S E TEROEFHE DD 5
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[F RG] Do s 4 38 o> S L B 5 % £ & 3 ACIDP Wil & LT, distal acquired
demyelinating symmetric neuropathy (DADS) &\ 95 #k:&23% %4, DADSIEF
&L THMAGHUK M = 2 —a 3 F —DERIGTH D, RIEFRE RO RN Z
LW BEEE SRTwad, L LIRS o I HIMAGHU R B P %2 MR F AR
DR WBIDSE EN, RPEFEIGHERIC B2 OS2 R BIAE A S S, 4l
VgD A TER) L7 (i ICIDP2BI DB M9 458 % Mead L7z,

[J5i:] SEBILZA6RE T, AEFI2E5m A E. 200 & B DU A7 o S5 AL TR
L7z i I s AL B o0 I FEBE 25 £, MMT CIEALh i AR Fid
Aotz MEHRALTIRIgG k B OME FIE & JEFI2I 520 7275, ELISATHMAG
PURIZBEETH o7z, BB CEADEE LA L, KRR 5 A C &

195558 L UCMAPIK T 280 72, 260L b WIIIAEHICIVIgZ IR L, ERAIEIRE
FRY R R AT LIS L7z, SEBITTVIgl 7 — V47 #12PSL60mg/day % 4
SRR U 7= Bl U, 28R DL AR L 2  BERIRIE A MEFE L T B, JERI2
3IVIgl 7 — VAT B HERFRR 72 < 60 H B SEMEIRE 2 MEFF L T 5.

[E4] 200 & b FAEAE MG ASEA O HIMAGHURBEED ADSO F i 4F fhs & L THAET
Y, IVIgTHRAAER & AR EERAIT SN L i i cd -

7o, EIBNRIVIgHAC RN AWM A MR TE C0 b 2 e iz Th o 7.

(%7 #ACBICIDPITIZ 1 OIVIgD & T 5 I 7 FE IR TE AS
M2 R SIEGIDAFALT B, RICIIEE R ATIL I 2 &, &3
&R DY AIVIghEH R T 2 WD S 5.
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] 41k [EFR] AL TREOBMET EWFHEo Loh, & EEoKsE
BT, [BUWREE] 13 IR JEiE o 2 7 PEHE % 47 3 5 %, Adalimumab(ADM)
40mgha 5 G- AR TAE BV & A 2 J6AT &G 2 AT LR LB O 5 TR T A5
BILHE L. H14%H X ) ADMAZWRIE L7275, 4 Lo IR IEEL,
T4 L O & e B ORSEART, A TR OMIIE T A b o 72, e
A TIEEE49 mg/dl, MINREA.0 /ul, 1gG index 0.61TH Y, AR EE AT
(T NE AR B AR OF I IMBIER QAR A7BE R o 3 B e £ 5
(MCV) X T BEAMGEEN (CMAP) KT % 72 2 & 2 & 8P 50w VL
PSR =2 — 1 8F — EBW L7z, 62 0 A S0 a7 ) v Kimifii(IVig
400mg/kg/H x5HM)Z fifT L7z & 25, HE64RHEL D lFHEO L - £ E

DT T AR, A5 LTI & FWNCLE L, R AR b
Y a7z M, AERITIHIGML IgMBtASBHETH o7, [H5] Wt

LA B S HIW] LT e vds, BEAE OSEBIHE 2 5 TNF- o BLESE 0§ 5 %0
PRSI RB AL O trigger & 72 ) SLIEAAEMER IR EFIED ) A 7 & % % W
PEDRIE SN T 5. PUTNF- @ 33 0 B O BLi BRI AL
LAEICE <, KRR A D2 351 5 HORIR E HURB PRI IR 7228, %
{ STNF- a BLUESEORIERIVIgIZ TG LT 5. FERTO I IZTE 74 2 5E6]
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BUTNF- a #ei: b o0 B AR RERE 5 % 52 L 223 6 A B sk o Wik 1 S
EZRL, KERIVIgE GO BB ERHTNELEZD.
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O, H IR R BILG L7, IR ST, MR &) B RO 7oA, 1
WENT 7 & PSS - BT R - RS ER0 T, SHRUSKRYE, vy ) VI
IS TH o 72, FRELTH HICREADARMEZ MR L, MRk e 2
WL, 2704 FOEHZREL. 208, MEEPTRZ S MR E ) Bk
L7:. Bifirh oA R O %A - 5538 - DNA PCREEYE, QFTEEMTH -7, [Hidk
AP TIIAEEW OFEAD T E %20 7275, BERADAFAE X 0 RERVEBII % % %
A, ViREBEEL A7 0 FOGHTHRER L. —JiT, HLARRE ) Bk
DIFAED BIFHRERN—F = v MEDEb N2, WRIHER—=F = v MFTO
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L7247 3 ma s F —2shit s S h, ARlE 0 GEME % ». —J5, LCLIX
HILMSTH LB S L5 5755, NMO L 57 ) HRAPGICIEE L v &8
L, ARBITIEFBROTBO LB 2 R ERE TH 5 2 L 225, NMOIS
WY B HREAE R S N7z, 2. NMOSPPMS TIamRES i O MEAZ L <,
A7 FEBIRLAD, W2 2MRIEASNTORY, [Fiw] NMOIKHELL
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Chronic Lymphocytic Inflammation with Pontine Perivascular Enhancement
Responsive to SteroidsD—%5l
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[HA]Chronic Lymphocytic Inflammation with Pontine Perivascular Enhancement Responsive
to Steroids(CLIPPERS)D HA A Bl BMFEBOHE I 472 <, HERBIZBAT 2.

BEF] 26/t 1ERT & )30 HORGB TR 2 (AT 5 2 4TRSS L HRIRREE A R L 7=, #lal
ABEREE I 2R AT, WIRLL T ORSEAR T & 380 7. MM Tl 24/ ul, #F192mg/
dITdH o7z, MRITHEREE & HUME, KBS, £8P 2 ) T2ER AR
TR - BERAA DL L, Th3TIT2EREAHL A0 7z, CLIPPERSEBHL, A7 10
A F7OVAIEAF VTV N =y a v lg/Hx3HME27 = VIATL, ke LT/ L=y
0 »(PSLS0mg/H&WIRL, 74F 47 »50mg/HZE MO, PSLAMRL 7. HHEAATIE
Bl L, IR, PERREIITIZIE LT WAILS IQ72500 b8 AU L7z, Hllill
M3, &30mg/dIE IEHAL L7, MRITEIRGAEEHHA L, MEiRAIRESHEL
7o, FEBTOBLIFEFEEAMATIL, P100 1551 #(Fi//5)130.8ms/130.8ms, 3043 Hl#(4i/
FE)1194/124.28 I AEVEDO BUMRERE 5 % R 7.

87 HIM OB CTPSLIRA 1 & L7225, 45 Atk & VIR A IIRMRATAREE L, REEHE R p
R L7 20 H AR, FEMET, WEOREETLEZRD. HRA T2/ ul,
HF165mg/dITH - 72, MRITHIBOWEDOTRIIA, HiizlARiHEE - S T2ER
AR FRIL % 7z CLIPPERSOFHRLBUTL, AT 04 F/OV AREE2S — VAT L,
PSL50mg/ HOMMIC & 2 Beffeihiz L, PSLAEWHR L7z, PEAAT, HORREE, W TR
BESTIRPLEI L 2 ), WALS 78420591 &t L7z, BiiiiiNages, #132me/di& IEHAL
L7z MRITHARIGZIZIZIZHER L7225, BsHEE - SIS OMPAR LSRN L & o7z
[#i5 JCLIPPERS Tl midk IR B HAME R B 2 30 A 2 e D, 2704 FIRRIC X
CRIBT 5% B TiIETH 5.
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[F1#9] Chronic lymphocytic inflammation with pontine perivascular enhancement
responsive to steroids (CLIPPERS)IZ20104E (Z$2ME S N2 2 WA D F ML $ 5
FHEPET RSB CTH 2. DIV UIMRIS T PEIFIE IS X % #5871
L, AR RS CCLIPPERS & i L 72101 #E8k L 7=, EBI] JEp)id
665tk 17 Hilt S BATANGSE, BV ERIRANEST LRI E75 M BL. JCS10,
MFEBG FPEIRR D 0, BRI 72 AR O 72 0 BRI TARETdH - 72,
— P ML AR AR S E e L. BB A 1 A IE 2/ mm®, & F165mg/dl. U FMRI
FLAIRCHa i iR L, i, 6, A/, AR S E iR e 50,
SEBCERFR 0 {5 T IR A BE D iR A5 5 L 2 GRsD 725, ADCREOAR 13 2 < it
FEPEIRIE & % 2 S /e FEEMRITIEIAE & HOIC S5 5 RUR OB % 200,
FABEERE THEIC QIR A LRIz, XY XYY V1bmge 7 ) 4 —v
PG X0 BRRAE IR & WA RS SIS s L7203y 24 i R ISR L,
JESEIER B2 H B8 L CA R BB OB A & 0 B AT, A JEPH & FERNICT
ML Bk 3 2 MR E DB OBMis L v 7 07 7 — D ORMERD A,
PV v SJER AT S D LI 7% < CLIPPERS & 31T L 72, X% X4V~ 16mghiic
LD FEHMNL, WRHE25me/ H OMEFFRIC X0 IR b o 7o, [EL -]
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A case of posterior spinal artery infarction involving lower medulla and
cervical cord

Department of Neurology and Stroke Medicine, Yokohama City University
OJun Tkezawa, Yosuke Kudo, Shun Kubota, Noriko Hayashi,
Kenichi Tanaka, Mikiko Tada, Yume Suzuki, Fumiaki Tanaka

We report a case of the posterior spinal artery(PSA) infarction in the lower
medulla and cervical cord due to vertebral artery(VA) dissection. A 44 years
old man suddenly developed right-sided paralysis and dizziness following neck
and right shoulder pain. Neurological examination revealed right-sided
hemiparesis sparing face, decreased sensation in the right side of face and the
left side of body, diminished position sense and pallanesthesia and hyperalgesia
in the right side body, left-beating horizontal nystagmus, right-sided Babinski
and Chaddock reflex, constipation, and transient bradycardia. Magnetic
Resonance Imaging(MRI) showed hyperintensity lesion in T2 weighted image
(T2WTI) and diffusion weighted image (DWI) ranging from the right-sided lower
medulla to posterolateral C2 spinal cord accompanied by hypointensity signal
in apparent diffusion coefficient map (ADC map). Double lumen sign and initial
flap were found in the right VA by Magnetic Resonance Angiography(MRA).
Taken together, we diagnosed this case as right PSA infarction including lower
medulla associated with right VA dissection and treated him using heparin.
Posterior unilateral infarct syndrome in the cervical cord extending to dorsal
medulla due to PSA infarction is extremely rare, and this is just only the third
report worldwide. It showed interesting symptoms such as Wallenberg or
Dejerine syndrome different from typical PSA syndrome.
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Dropped Head Syndrome That Preceded the Onset of Dementia with Lewy Bodies

Department of Neurology, Tenri Hospital
OXKanta Tanaka, Ikko Wada, Taro Okunomiya, Atsushi Shima,
Daisuke Kambe, Akiyo Shinde, Takashi Kageyama, Toshihiko Suenaga

[INTRODUCTION] Dropped head syndrome (DHS) results from neck extensor weakness
or dystonia, and is associated with various neuromuscular and extrapyramidal disorders.
[CASE REPORT] A 67-year-old female developed DHS over a week. During follow-up, her
neck was severely flexed, with prominent cervical paraspinal muscles. The right levator
scapulae muscle showed marked hypertrophy. She did not have neck muscle weakness or
parkinsonism. Head and cervical MRI did not show significant findings. We considered
dystonia as a cause of her DHS. She started to take trihexyphenidyl and experienced
slight improvement. Since then, we could not reveal significant progression of DHS or
emergence of parkinsonism. After 10 years’ follow up, remarkable psychotic symptoms,
including hallucination of insects, appeared. After discontinuing trihexyphenidyl, the
psychotic symptoms decreased but remained. Her primary caregivers noted daytime
sleepiness lasting over hours to days. The MMSE score was 24 of 30, with more deficits
in attentional processing than those in memory. We diagnosed this patient as dementia
with Lewy bodies (DLB). 123[-IMP SPECT revealed hypoperfusion in the bilateral
occipital lobes. 1231-MIBG myocardial scintigraphy showed sufficient uptake with reduced
retention. These findings supported the diagnosis of DLB. [DISCUSSION] DHS in
extrapyramidal disorders with hypertrophy of the levator scapulae muscle is reported to
be caused by dystonia. In a report, DHS with dystonic features preceded Parkinson’s
disease (PD) onset. Both PD and DLB are within the spectrum of disorders associated
with Lewy bodies. Therefore, although no similar cases have been reported, we assumed
that the preceding DHS would be associated with DLB in our patient. [CONCLUSION]
DHS may occur before clinical features of DLB become evident.
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