7 1B &
ft 3R ¥ H



BERBIBENRAESXILLAERFAEBAEEZ LI L0/ Y7
IV h X aAaTHEDO—_A T AER

Bl i (BRERCEMBERY 5 —  AREEY)
VRGBS R & (BREN A HER L b AR )
B BB B (BRKY - KERE - MRl - SR
B OB KR I GUAERERKY - KERE - EeEE)

(AEEE)

FERBIGRFAFRICBCTRA SN S ERBEAA ROV O M TOFI AN 19994 & Y wiE
LRof L LEERIL, 704V T2 ¥ TRORERMCEL T, BAAEBAZZEICH
BWREET, FLVEREBES—~1 T oA RBEINE, AFRTHIOF—~1 5 AR
WCOWTHRETDH, 1999F4H in52004F9H F TIC2E THHEBER L LTETTA (H240 A (42%) | %
3;%)};—(568@20 ?g;%ﬁ }éﬂ‘ T D5 H455 A (T9%) 2SIMZENE, 46 A (8%) DI, S1A (9%) DS EERERE MR

N p Ry fal

Resuits of Creutzfelde-JTakob disease surveillance between 1999 and 2004 in Japan
Yosikazu NAKAMURA Y, Makoto WATANABE! Masahito YAMADAZ, Hidehiro MIZUSAWA>

1:Department of Public Health, Jichi Medical School, 2:Department of Neurology, Kanazawa University,
School of Medicine, 3:Department of Neurology and Neurologival Science, Tokyo Medical and Dental
University Graduate School of Medical and Dental Sciences

Abstract
To reveal the epidemiologic features of Creutzfeldt-Takob disease (CID) in Japan, surveillance data collected
between 1999 and 2004 by the Research Committec were analyzed. There were 577 patients (240 male, 337
female) eligible for analysis. The numbers of patients by subtypes of CID were as follows: 455 patients
{sporadic CJD), 46 (familial CJD}, 51 (CJD with history of cadaveric dura mater transplantation), 22 (Gerstmann
Striuhjssler Scheinker syndrome), 2(Fatal Familial Insomnia), 1(unclassified).
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ABSTRACT

Detection of variant Creutzfeldt-Jakob disease (vCID) is the most important task for the
surveillance of priorn diseases in Japan. The purposes of this study include (1) characterization of
suspected cases of vCID in Japan, and (2) clinical diagnosis of atypical cases of sporadic CID (sCID)
which is important in the differential diagnosis of vCID. First, until September 2004, we performed
efnergent surveillance in 9 patients (ages, 3-50 years) who had been suspected of vCID because of
early-onset neuropsychiatric symptoms or abnormal signals of the pulvinar on MR1. In all the
patients, diagnosis of vCID was “definitely not™ or “unlikely”, and alternative diagnoses included the
other prion diseases (sporadic CJD (MM2 thalamic form, etc.), dural graft-associated CID,
Gerstmann-Straussler-Scheinker discase with a PrP P102L mutation ), Wernicke encephalopathy,
brainstem encephalitis, and epilepsy. Secondly, we studied 50 patients with autopsy-confirmed sCID
to characterize clinical and laboratory features of atypical sCJD cases. On the diagnostic criteria of
sCJID, three patients had been clinically classified to the category of “diagnosis unclear” because of the



lack of the number of clinical manifestations for sCID; pathologically, they included two patients with
MM2-cortical form sCJD and one with thalamic form. Nine patients had been clinically classified to
the category of “possible CJD” because of the lack of the characteristic periodic synchronous
discharges on EEG; pathologically, they included 5 patients with MM2-thalamic form sCID, two with
VV2 type, one with MM2-combined (cortico-thalamic) form, and one with vrusual plaque-forming
MM1 type. All the MM2-cotical, MM2-combined, VV2, and MM1 patients showed cortical
hyperintensity signals on diffusion weighted images (DWI) of MRI, while, none of MM2-thalamic
patients had such findings'. The cercbrospinal fluid (CSF) 14-3-3 protein was found to be elevated in
the MM2-corfical, VV2, and MM1 patients; however, among the MM2-thalamic patients, the 14-3-3
protein was elevated in some, but not in others. Our results indicate that MRI DWI and CSF analysis
of 14-3-3 protein are useful for the clinical diagnosis of atypical sCID, however, in the case of MM2
thalamic form, the other methods are often necessary including SPECT or PET which shows bilateral

thalamic hypoperfusion or hypometabolism.
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Duration between initial manifestation of CJD and detection of PSD, specific findings on MRI, 14-3-3 protein, or high
NSE



Nobuyuki SODEYAMA', Hidehiro MIZUSAWA', Yosikazu NAKAMURAZ, Masahito YAMADA®, Takeshi SATOH?,
Tetsuyuki KITAMOTO?, Yoshiyuki KOROIWAS, Fumio MORIWAKA, Hiromasa SIGA®, Masatoshi TAKEDA®,
Masatoyo NISHIZAWA'®, Shigeki KUZUHARA", Shigetoshi KURODA ', Hiroyuki MURALI®,

Shigeo MURAYAMA'", Jun TATEISHI", Katsumi DOH-URA'®

'Department of Neurology and Neurological Science, Tokyo Medical and Dental University

*Department of Public Health, Jichi Medical School

*Department of Neurology and Neurobiology of aging, Kanazawa University Graduate School of Medical Science,
*Department of Neurology, Higashiyamato Hospital

*Department of Neurological Sciences, Tohoku University School of Medicine

%Department of Neurology, Yokohama City University, School of Medicine

"Department of Communication Disorders, Health Sciences University of Hokkaido School of Psychological Science
*Department of Neurology, Tohoku University Graduate School of Medicine

*Psychiatry * Department of clinical Neuroscience, Osaka University Graduate School of Medicine

1‘)Department of Neurotogy, Brain Research Institute, Niigata University

“Department of Neurology, Mie University Graduate Schooi of Medicine

Department of Neuropsychiatry, Okayama University Graduate School of Medicine

"*Department of Neurology, Neurological Institute, Graduate School of Medical Sciences, Kyushu University
i“Department of Neuropathology, Tokyo Institute of Gerontology

*Shunpu Health Care Center for the elderly

“Division of Prion Protein Biology, Department of Prion Research, Tohoku University Graduate School of Medicine

ABSTRACT
To evaluate the usefulness of clinical examinations in the diagnosis of Creutzfeldt-Jakob disease (CID), we examined
duration between initial manifestation of CJD and detection of periodic synchronous discharge (PSD), specific findings
on magnetic resonance imaging (MRI), 14-3-3 protein in the cerebrospinal fluid (CSF), or high neuron specific enolase
(NSE) in the CSF in 405 sporadic CJD cases and 52 infectious CID cases, Average duration between the onset and
detection of PSD, specific findings on MR, 14-3-3 protein, or high NSE in the total cases was 3.6, 4.4, 4.8, or 3.6
months, respectively. There was no significant difference among 4 examinations. Peak of duration unti] positive
result on MRI, 14-3-3 protein, or NSE was 1 month while that on electroencephalogram (EEG) was 2 months.  Similar
result was obtained when we analyzed the subgroup of sporadic CJD. The sensitivity of EEG, MR, 14-3-3 protein, or
NSE in the definite cases was 72.4, 77.1, 74.2, 50.0 %, and the performed rate in the total cases was 99.1, 75.9, 36.5,
44,0 %. Although very early detection of specific findings on MRI was reported, our study showed no significant
difference of duration between the onset and detection of positive results among 4 examinations. Further spread of
recognition of usefulness of diffusion weighted images (DWI) might shorten duration between the onset and diagnosis.
As each examination has its own advantage, combined performance of these 4 examinations is recommended for early
and reliable diagnosis of CJD.
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ABSTRACT

A npationwide survey documented 117 cases of Creutzfeldt-Jakob disease (CJD) transmitted from cadaveric dura mater
grafts in Japan to September 2004. Of these, 110 patients were identified to have received the same type of lyophilized
cadaveric dura mater graft during the period between 1978 and 1991.  Incubation period from grafting to onset of symptoms
varied from 16 months to 23 years, with most patients developing neurological symptoms after 2 to 15 years. We conducted
q retrospective review of the full medical records of 107 of dura-related CJD (dCJD) patients, Patients were divided into two
groups by site of neurosurgical or orthopedic procedure (supratentorial vs. infratentorial). Hemiparesis or hemianopsia
developed as an initial manifestation in 27.7% of 47 patients with supratentorial grafts but did not develop among any of the
infratentorial group (p<0.0001). Conversely, brainstem symptoms (nystagmus, diplopia, ipsilateral hearing loss, facial
paresis or paresthesia) were noted in 25.0% of the infratentorial group, but were not seen in the supratentorium group
(p<0.0001).
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