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ABSTRACT
To reveal the epidemioclogic features of Creutzfeldt-Jakob disease in Japan, surveillance data collected by the
Research Commitice were analyzed. Of the 525 patients whose data were obtained by the Committee, 358 were
eligible for the analyses. Abour 10% of CJD patients excluding those with a history of cadaveric dura matar
transplantation had codon mutaitons. Many patients with the cadaveric dura matar transplantation had their surgical
opperation in and before 1987, and the incubation period between the transplantation and disease onset has

prolonged. Other such patients are estimated to be appear near future.

(ELeic]

bREIRETR 704 Y 7/ b - ¥a7ROEBREFRIT. 1996 FICRE S L 2EEFRE
DRV IHICE EMEBEAE L TEBENE 7Y 72l b YITHRROEORHBREBHE
T LY CBBERLTWVWS, LML, 199FE4 A0 TRIMEO THRUBBEOCREICHT D
EFRICETAER] BITicky, a4y 7= b - Y2 7HI348BECEESR, yY—~<4 7
AXBRERE oD, a4 Y72 - PITHRRVCEOEREBWME] IRFIANET
THRT UL, THEEBICI9EENG, BERBERFRFECEREOLARAIHMELZR T T



WHBRARFILOWT, BHEBIRMTIEKAAREESHEBMOTHAT LI LATREL RO,
Wl TF— DY —2 L LTHATERL IS,

BEEVA LV AKBEHERRBETHBEREAFAER2Z2LEOFREZ L LI, HERBHETHILIEME
REMEBICREL., FALHHEREZT IV -<A4F 2% 2000 FE,GHBLEY. BEMIZ
BEFODBPLERENGOHBIELZT., ERANICHERE2RATY —~A 7 2 Z82 5K
LTIBIZEicgfFdEme, 74y 7o b - Ya7HOEFR - BREEALGHICL TV 2T,

(E )
1999 FFE L DB S NI BFRHED CID $h—~o T U A THE ENIIEF OB 21TV, LAEIC

BITHCIDOBRFEREHOMLIIT S,

(A !

BEEBRARMEFERFHOBCEERAEBRAZEZRATILICR2TNDH, 1999FE LY,
sufY7zib s Va7 RBEROZREOEKRAEBAZIRETBHERERR 7 ) F RHEV
BEIANABRECETZHEANET] BiEfE, $ROMRTENENLSZ Lo, HREE
THHENBOHEMEALEO7 ey 7 Je -4 7/ AZR L LTEREL. BKFAHTBEBART
HREEONERECOVWTHMAEEZITo TS, —_A 7 AZHABEHMICHB SN DIHE
HOY—_, T AEZBETHNHAEZRZHEL,. ZELS TR I0HEL L LB DBEII SV
CHM (ZWrom=ENE. HIE (IRH - FiEtE]. RE (EERBEFARLE) 28) 27TV 5, A&
TIL20034E 10 A30R BB S N EH Y — <A T RAEBL TRNENAHREI TC2EHOTCHET
B, T, IRETIHEENREDON-BERBHEE2HETL7 00 Y 7z b - ¥ 2 7iHF1020] OB
b CTITo =,

(HEBE~NEE)
Y FUATIIBREELAAN (BDWVWEER), RUEBRECRIED L L IZHHRNEEXIT-TEY .
FHBAIBICYNWTOA T A —b 2y Ml o TIEAEALL, GEMNICLBIEOR VRS

HBEThd,

(# 2]

2003 9 AR B E CRMAHMBERCBVAEKAMERAZLR L Z2BEONBEASBTEETH-
Tre “OILHBHFREZBEAL, EHRY—_AF U AEZASTCDRETESINERERERAL,
BN I E TIZAMOBMBFROCIDEE L LTHRE SN,

BEITEI80A (41%), &260A (59%) Thot-, FEMEIERCEIIRT LI, SHMNASE
MroAYTarb X aTH, OBRBERBHEELZATI/0AY 720k - ¥Y2THTHoT,
7 MEFLFROFELRFE L2360, 987 VA EARBFORENRESNA TS, ¥
SHHCRGE (BSE) ¢ OBEABRDLONTWEERB 7o/ V7 b - YadReEdboniflidi
Wy,

VIRBOERAMEIR2ROCR2IIFT L 510, FH64. 1, FHEZEL 3K, BFEVIRE. KEF
B8O Tho7-, MBHZ o/ Y T2 b FIa7HREBLT, BEFEREZFTHIFEEMN 704
VIZ b ¥ aTRCHEERHESE TR 04 YT ¥ ATIR, FARIY L Abad
ARG kA R TYIRBEOERBEFERMMA R LT,

BIFEIR 3R T L D1, 198BFE D 520024F F Corf L Ty 7o A3, 199951382 A, 200061193 A,
20014E 1L 103 A, 20024E (252 A, 20035 iX8ATh o/, A4 ADBIELKHICELEZ 7Y 720 b
X ATROBCEDOEREB RS, 1999FLUIRTEMIOAZBRLTEY . 2002F ZEEREEA
HAFERCB TRV ELEZVIEMNEBILN, SHOREICERON D,



RERAOZRREERNS 10 A, ABRSIT0A, TEEN 12 A, BT 246 AThH o7z, RER
B, DD2VRENRUBICECHHRINET, BRAMLELE TOMMBAHG M 207 FlO Y HEH
HELUETOMMIZ, EH 1220, BREEI2A, B/N1A. KK ATHoT,

ZHOBREEIESICTETEESY T, FEMRUEBEBHEZ ST 25 CREBRHT2HF 3 5 definite
BEVHERIPED LT,

WEBHOBEENHE2ERNINE THRER T I HAREINA TS, EEEMFOH IR 6 ITT
TEBY T, 1I980FEMRIBMLAEFANE -, HRBHEKEMOSTMIIR 7 IRTEEBY T, 50
BB LEN-T, BHEOKRA L Lo REBREIICRTLEY T, HEHEBPHEBICL2FRICK
SILUDThotfz, FRLEET 7 FRARZ 12T OFITHLNIR->TEY, EOTXTHT A
FFaTFC, Fab7I7AMOERBPALHRIEFZRY, 23427/ b - ¥ a7 HEEROSF
IR SIZRT ERBD T, 0MIAKBELEVD, IMBHEI A YT b b - ¥ 3 7RO BENTER
EHETHLEEFIL R TVE, BHE»LRBFTTCOPMEAKIICTT EB T, kEHIX275 8 (22
FI11A) Thad, BEBEELBEMOBREITONMMOSHZE 10IZRT, BEINTWLHET
MBREENRS L 1984 FEN G 1987 EQBRE R, BEFTROHONATVWIEROBRYM 2 £/12818
LTRLHT, %L LERBHELFETOICDBEOH - LBENTHREND,

(5 %8)

BHREARELEOBRIIEASBA B ERBEROFEERERRUTEH SN THIN, Ttk
T DL, b—_A T ADRERT, “%%@%%wmi&rxwfm%%mﬁé5@&%%6%6
FOBEMELT (1) BMEILIAEHNE, (2) y—_AF AZASCLHEHTLORK, ©
SREHEITHIEMWTES,

EY—_AF A TOAEOBBBREAIIEEH 102 H8HL AR TS, £DOE L 1987 F
HAHEVIZFALUMCEBEER AT TRY, 1986 FEONBBFEEELAIOLOEEBbRE, 10Ok
DICBENORBFE CONMMITERBEAMICH D, SHLbERBHMEOHSLONEL IR LY T2
F s a7 HBRRETLIIERAESZEZLONDY ZEDREAREOERMNS L RENT/ O, FEMAR
HBRNELBBILETHD,

(& £
ROV —<_AF L RERBLT, DAEDCZa Y7z - Y2 T7ROEFEBRO—EERL ,

= L,

(&%)
1) Nakamura Y, Yanagawa H, Hoshi K, et al.: Incidence rate of Creutzfeldt-Jakob disease in Japan. int ]
Epidemiol. 28:130-134, 1999
2) BAKGERESGRERSERES. 704V 7o b - YITHRBH =274 HAeE K,
M 27-30, 1997
3) AT —, bR, ERE, L s A Y T b s VAT N T AR BAEERER
BBRM Y AV ARBYGREN AL 1| FEFERE: 55-65, 2000
4) ATEF—, EIEM T, RES: BEFEEAREEC I 2BETRBERE L TOKROFIAHICET SRR,
BARBEARETRBEEBNENEBEFTRBOSEFICET WA ER 11 £ EFRELE:
19-25, 2000
5) PR —, EE, BEBE, fh REEABEAABERCLIOIBATEBAREZ LKL
AV Tzhb - YITHROBFERLEINZLERX LY —<A T AKR. BAEFBENEREER
AN AR AN I ERIZERFRABEE: 61-72, 2001
6} Nakamura Y, Yanagawa H, Kitamoto T, Sato T: Epidemiologic features of 65 Creutzfeldt-Jakob disease patients



with a history of cadaveric sura mater transplantation in Japan. Epidemiol Infect. 125:201-205, 2000

(AFERR)]
lLiR X R
1} Nakamura Y, Watanabe M, Nagoshi K, Kitamoto T, Sato T, Yamada M, Mizusawa H, Maddox R, Sejvar J,
Belay E, Schonberger LB: Update: Creutzfeldt-Jakob disease associated with cadaveric dura mater grafts -- Japan,
1979-2003. Morbidity and Mortality Weekly Report. 52 (48): 1179-1181, 2003
2) hFF—, RE—F, MK, AR EEAERARLOH L EEMBMLEREAR (SSPE) OF
. MM & BE 35(4): 316-320, 2003

LESRR

DfdiF—, BT, L th BEREBAZERLLICLE oMY 72 b s ¥ IATHOY—A
LT AR B 4EIREESZHRE[V U H YT A)(2004.1.23, LA, I Epidemiol. 14 (1 supple) :
46, 2004



£1. FHRCLODEY
L]

& (] ES
HEEMIO Y I2ILk - TR 343 (78) 140 (78) 203(78)
FEAIODA VI VYIATHECREFERBEES) 29(1) 12(7) 17(7)
REHI/OCYI2AR- a7 RKREFERLEL. HDIMIKRBRR) 2() 1(1) 1
BEBE-EA700 Y7 b- a7 R 41(9) 13(7) 28(11)
SGHERBEEOIOQAYITILL-Y2TH 4(1) 4(2)
FIARTL  AROARS— L h—5R 20(5) 9(5) 11(4)
W HE AR E 1 1(1)
—1.18 440 (100} 180 260
F2 FERCLORFHOERSH (FHLRERSE)

%ﬁﬂ#fﬁﬁ%(@_)_
7 8 . i BERE
SO YITILb-ITH 65.9 9.8
REMIQ/YITIL-YaTH 62.3 10.4
WERHEIC k704 Y 2z -YOT K 55.7 16.1
FIART - AROQL RS — v LV h—R 54.3 118
FEMRIEETEE 57%%
£k 64.1 11.3

3. BEBEQREELL - fHRE

filil

&&=

H 1o

BIARAE CGRIERD)

mig

8

&

BAME fE# (Jannetta)
= X128 (Jannetta)
Mt FILE

PFa -
¥

—

— MW W m D oo
P e T e o . T e T N P
—_—m =MW = A

— e WD OO0
St

—h
e

102 (100)




K1. CIDEREDEIS

41, 10%
31,1
=ERY
2] ¥ 1.
ol J £ 31

43, 3X

(OCREELTOS M EEXHEEL T LA HEREQ

a5
10
15
g
o 25
ﬁzn
B 15
1%

B2 MEIZLORFEBFELHTH

e LI T
-~ MMMCID N .
| ameaci AV

— o 1
/ SN
// / \‘i\_ﬁ
%A\TZ// \
. et

0-% 10-14 20-2% 30-3% d0-4% E0-5% 80-4% T0-71 40-83
apm

M3. REENBEH

BENK

H4. FRBCIDFT-H(BE)

e

L1

0

@ o w3y o w =
g8 8 2 3 §
(A DR )

K5, ZHOERE

Fs
HRY [ ppoirnt
cJjo o Dpsshl
£
EREWEH ¢
L

X6. BEBHEFONH




(A)

7. FERRBHERE R DN T

F o o#:44.30

K. EEHYNT ]

I

-3 10-19  20-23 30-)3 40-4% G50-5% 40-B% T0-TY
" (m)

H8. FAERFFER

1]
w | F_1:54. 88
HANES:14.58
25
~ 20
S
1]
s —
o4 10-13 20-23 J0-38 40-4% 50-5% BO-BY TO-7% Q0-b%
M)

H10. BHaFEs, BRRMASRBRETOMEO

9. BREMORBE TOHARE Pk
BADHRRLTH UM
waN | -tk | tom | itm | tzm | tix | vam | (| sk | irw | ik | r2e
F 15112548 m ;
RS 537H i : i
—l—&!275§e2279$) 1z F] [
_!’_m :'1' i [l - : ¥ ; ] : T
4 L} 1 1 1
2 '

M ' ' ARITH

N R TR U IUR R o .
MM (%) [T 1




CID H— XA T 2 2B 5 BEH
HAEICBITALEEE CID 8WEHl B LU FE M CID MM2 B D R E

BE B HE Ff (@RK%® - K¥RE - MEd - #TEFER (FRERAR)
PEmAE RO % (RRKX¥ - KEERE - BB - #REEE (FEAR))
WERAHF  FOHATF (@RA% - RERE - BME - fHERE (FRAR))
WRBAE GER T8 (@RKFE - KERE - BEL - #ERE (FRAR))
MEBHE =8 T FELKBBARRL S — - @EAR)
PN E ML BE CGRREENEESHIER - fRAREM)
ﬁﬁ BhE  Bh ER (RBRZE - REREEE - B 3IAR)
RHAE Al BK (ABXR¥E - REREHX - B 3IAR)
Tﬂ?%’%t&ﬁ%‘ CWWTFERT (KRIFEEPERAR - HEAR)
M IE  FaRAE (EEAR - FEARD
WEmh®E L BB (TERR - SERE)
MEHGHE  HE BN (ELHMURER - RRFERE)
WEBAHE B Bt (EZmMLmeE - BERUEREE)
mEmHE BE O EF (FLUKE - KZERE® - BOFRER)
FEmAE R EF (RIEKZE - RERE - #EARD
o h®E  EE BE RIEX%® - RERE - #EAF)
B B hit F— (BBRERKE - FF - HURREEM)
FRmHHE KR E (EXE® - gty -ERaREb)
ot & A B2 (RIEXKZE - XERE - HEMEE)
HRGHE sl EF (ARESERKE  KFERES - HAEEERERE (G
FEHFD)
B BKE ¥ RRERERKE REREE - HegEERg (9
#ERE))

[HEEE]

CDH—RAZVALEWTERR CID (vCID) OFEWETHAREIN-EFAOREZE
FLw, ToIT, BIZvCID EDERMNFE &2 S MEY CID (sCID) MM2 B D EIRZ #riE
AT HIEEANELE, ERISEVWAEFTICH—RAI I VAETHES0IHADISG,
VCID WL QEBIC TRABBLET B 7H (B 4/23. FM3~34) T. 54R
FE DR HHRERS MRI FOEKREESICTvCIDANELNEN, REICL D246 vCID I
BEIN-, HEBOZEE. o7 UF K346 (55 GSS102 1ZFHE 1 #l. sCID MM2
B O(HER) OV 2H). Wermnicke idfE | i, RBMAOEWL 1 §Hl, TAMA+EBEEMRRE
14, REEEI1HTH-, KRiZ, TV EEABGTHNT. MORES LY Western 70w
MCTsCIDMM2 B EERM AN 8 4] (55 4710 4, Ml 30~75 %) ITDWT, EEIRHY
BEERA LA, 23 EER, sHRZEERE., | FIIEEERBIIHEENL. KER2H
BEEREZEL. WTFNHBEH L0 MRIEHEFAE®RIC TAKNEEICEES 28D CID N
Bbh/z. BEKESHIE. BE3TIE, BCETOSHMI13-73 (FH388) AT, BCH
ZVREFETHEHMNE TERES ISR, ER - EHER, BRI, SRR - #AN



BER, IAI70-XAEOEENAZLN, FREEBEBERERLIEORZ 1 FOHLTH -
2. PSDR 1 OB ITHRE 3 ERICA LN, HE MRI T, £BICONTERMNERL M,
HRETNEHEEORRPAEEEICREBE 2RO Hd M-z, MILF SPECT 237hH
NEA4FTIE. 2FEENRIIOHERCOLRE T 2RO, KERERN | flidgE, e
B MARER, IF/D0-XAREEEL, BHLY MRITEREFERIIBT S XKMEE
OFEFEPETKBITAREERBEEOHBRMETEZRLAZ, LEXD, sCIDMM2 BID
BRYZEH TR, FETE MRIEECEFE &N, KRR TIIMM®E SPECT® PETHAFHT
HDH, vCID 8730 MRI EHEEFERICEEEZRORVWEEILNRD.

Creutzfeldt-Jakob disease (CJD) and related disorders in Japan:
Surveillance of variant CJD and analysis of clinical features of sporadic CID with MM2 type PrP
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ABSTRACT

Detection of variant Creutzfeldt-Jakob disease (vCJID) is the most important task for the
surveillance of prion diseases in Japan. The purposes of this study include (1) characterization of
suspected cases of vCJID in Japan, and (2) clinical diagnosis of sporadic CJD (sCJD) with MM2 type
PrP which is important in the differential diagnosis of vCID. First, we performed emergent
surveillance in 7 patients (ages, 3-34 years) who had been suspected of vCJD because of early-onset
neuropsy chiatric symptoms or abnormal signals of the pulvinar on MRI.  In all the patients, diagnosis
of vCJD was “definitely not” or “unlikely™, and alternative diagnoses included the other prion disease

(Gerstmann-Straussler-Scheinker disease with a PrP P102L mutation / sCJD, thalamic (MM2) type),



Wernicke encephalopathy, brainstem encephalitis, and epilepsy. Secondly, we characterized clinical
features of the MM2 type sCJD in 8 patients (ages, 30-75 years) who had the definite diagnosis
confirmed by PrP gene analysis, Western blot of PrP, and neuropathology, including two with cortical
form, five with thalamic form, and one with cortico-thalamic form. Two patients with the cortical
form suffered from slowly progressive dementia and showed high signals in the cerebral cortex on the
diffusion-weighted images (DWI) of MRI with or without periodic synchronous discharges (PSD) on
electroencephalography. Five patients with the thalamic form showed various manifestations such as
dementia, ataxia, pyramidal and extrapyramidal symptoms, and myoclonus with rare occurrence of
insomnia and autonomic symptoms, and PSD was found in only one patient. Although brain atrophy
was common in the late stage, no abnormal signals on MRI were observed in the thalamus or cerebral
cortex of the thalamic form, showing no pulvinar sign. However, a decrease of thalamic blood flow
was detected in all the 4 patients studied with SPECT. A patient with the cortico-thalamic form
showed both the high signals in the cerebral cortex on DWI of MRI and hypometabolism in the
thalamus as well as cerebral cortex on FDG-PET without PSD on EEG.  Our results indicate that, in
clinical diagnosis of MM2 type sCJID, DWI of MRI would be useful for the corticai form, and brain
SPECT/PET for the thalamic form.
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3. sCIDMM2BIEEF OMEB L UHMEFRROE LD

M il
fEH R iz PSD iK% & (mg/dl) 14-3-3(ng/ml} tau(pg/ml})  NSE(ng/ml)
1 Cc + - Ew 38 53 >1200 17.2
2 C + +4 E® 58 224.- >1200 21.3
3 C+T + - 1w 22 + NA NA
4 T + - E® 50 NA NA NA
5 T + - E% 42 NA NA NA
6 T + +1 E#® 48 NA NA NA
7 T + - E#® 32 55 NA NA
8 T + - nay-1 54 + 262 123

PSD: periodic synchronous discharge, NSE: neuron-specific enolase, NA: not available,
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