TV FNFRZIETA T4 2 2020

JRAE TR e B & AR BB e
7 PR S OB T A I A EGE 2 B3 5 AT EE

e W |k =
I BATEHEE N A I L R G MY B B e
T VA IROY—A T A L FEGETRI B 5 AT T
mgEfERE K e IF






FEITICH=2T

Z DT, RS BRI E A A BHAMER BBORMIZCEE - [V A R R ORI 7 A
JU ARG B 2 AR ZREE] W ONC R AR T8 T ECHEE A S S B B A M AR ECR AT
WHE [TV T IO —_A T R L FYLT BT DA 7EEE] T, [ gk
HA RTA 2 2020] 2FAITTDHIENE 2D F Lic, MMFEILXH LTV A IR O5ES - iF
PRIRREMENA, BRI O b, BT IS OFEMIE LTV, & DIZESIHFERIRIEAN -
A AREFRIFZERHE R (AMED) BEHEMEREERITEEED 7 Y 4 L5k B JEBE & O
2K > TH Y A IR DFIEMTR 50 F IR BE DRI IS < Bz 722 WnEota B O BAFS I = R
L. 7V ErRTHZEE2Mme LTHBY 9, TOEERIEEND 1 DR OBZENT
A RTA L OERERBENRDH Y £, ATA RTA4 037V A o952 HH L Lisn—ikERfT
T2 A IR T DO A R L, AEICEET 228 KEDOR L2 1Tns6Z L2 H
e LT E9, 2020 AL, 2017 ERATD [7 ) A IRBWHIA FF4 22017 27 v 7
F—hL CQEXTIERESNE L,

KITA RTA 0%, [TV A 958 B ONERME 7 A L A JRYYE 2B 3 2 FRAStEE] o 7Y 4
DRREO [TV A GO —_A T A L &G TR 2 FAMSCHE] DA =2 X o
TREPE S, TR XD MFHI RS X UET 2K L E Lz, I5iT, AL
Ty ary bR, £, BEEFKETH S Y2 7R R— )y N — 7 BIOERETY
FUREBE FIROSPOLI B R AW R & WERUGETE A 7%, Bl Ths H AR
BEOH ARREGE P I DGRE S T BHNC BV EL Tz, BIFRSAL 0 TR &0
Wi LET,

T I F ROBRRIZBN T, BEIAODFITNY ThRERTHHEZETT, B TP
WZOWTIE T7 U A RGBT A K74 > (2008 41R) ] 238 0 & L7=a3, 2020 421 [
VA IRDH—_A T o R L JEGL T BT 2FEMSEHE] (IZ X > T [ g TR 7
A RT7422020] BREFISNET, KBETA BT A 0F, 2017 ERROBZIETA KT A > L[H
FRIC, IRIICEHE LI=NRICR > TR £1,

KITA RTA 0%, TV A URBRICEAT AEHOERE 2D a3 a 7 b
2D AT E WO FRESFEO L LITER S E Lz, 77U AR ER T o C©, BE, A
SPEDSRER SIVTZARAREFRE TS D AN, 1 LR ARIBFRIENHL SN Z L%
H¥E L C. RO RIR WS - 1RIRIEBIR O D OBFFE, BFIGHREROIRR 2 SHEICE
WY A9 BRI ANTSE JACOP) 2MEITL TR £,

RKHA RTA M- & LT FF5EHEAR— 23— (http:/prion.umin.jp/index.html) |
IZAFEEINET, KUA RTA 2TV A L IROBERICHEED 5580507 0 TR &L T Tn
T2 T USRI E DN LT,

202043 A

IR TR AT e A B & BRI BRI e S

T A S ONEFENE T A L A SEYGELZ B 2 SR AR B
HFEEE I

(RRFE)

RSB TEHEE A R REAIEP R IT % 2
7Y FARDF =R T A LRI B % BB
BRPEiEE AR

(SNSRI e AENCRG + SHRPEREI I > 4 —)



WrIEFE

i
ey R

e VAR

TV URRVEBHRMED A IVAREEICET HREHTNM

WHE TEC SRR P EERENIITRE R ME L - FhRRRET: (AR NENF)

(7 A 5FE)

K B ENCAFRBRIE N ENLRE R - AR & —

VEH AT RIGKFPRFPEE SR ARG oy 1T 757 B

Perx REBE  BFERKPE R ST i W - RERFSEE Y

BRE IEN  BRURFE R R B et s R

Ay BAERKEIERER ST

EE B B EERKFEERER X — R NE s R

PR R RRRRE N RN R

AR e BAERFPRFBEE RS R ARt 74y B

ER B BIRKEMHRIRB MR R

(SSPE 73 £+4)

MR tim BERESTER RS E 0 N DR

EANESR U0 R REBEE R e R NER PR

FJR G BEEERIRRESE R R R

ek R BEARRTRERE NR

fi] SIS PNy NS VS = R VAN e

g SCE IR N AR

gR PRZE HUOTIRSIATEOE N KB IR a1 o & —/ N R}

W EIE  [ENEYSEM TR R e v 2 —

(PML 43F}2)

PEf Bl [ENSCEYYERSTT T A L A

= OFRIE HUERNLEATRRBE AR R

fRE BEE AOERSIEIATRTR B

= L EREREEAER R E S o 2 —

BT #EIr  BIRERIRTFHRE R Y o & — A RA AR

R B [ENRYSERF ST R B

JRE HESE R RTFRFPLE S i a2 W R

= R HRERMERIR T IREPEE R AR
JidAR eI AR (AR PR

PR 48— BEERRTFREEEE X —miNE

EiE Fod ST TEGE A E NIRRT R RG2S R

(PML 53 F}4x)

ol —A4 ENSZEYMERFEAT D A L R IR

EE K ENLERYYEAT TR B 2R DU =

FEH & REE BEMNE RN

B s AbEE K ABISEEYYE U — T v X — 0 7R EE - 2T
Rl Fnpg  AbdiE KR S e R R R B0 B

WUERR— A TR R AR AR ST T Y

7”'7



WHFEARERE
e

O VAR

TIVF RO —RAZ DR EREFIHICET HAEME

IKis%
(LI
PR
A
HkS
&4
J
Ve

Frih

A

BEE
1
FEN
Siprd
If—
E S/
i
T

Y

—H

Ve e RF5H

HA

1B

JNEPSE

=%
T
A

A
5
e
b
B

e

[R5

(EEPS

Foi

F R -

=1
BA

el
1

=1
T
FHH:
PR

[ESZAFTERA S A N EISLRE i« FRREEEIRIITE o 7 —

G IR KR SRR R eI R 2R AL - AR RES: (MR INELF)
B KPR b B e AR S R

ALK TR PR R TR REA e 5200 B

HIGER RS HIR R o & — AR AR 5B
BRI i B R R R

TR R PR PP te S 2E 5 i a2 Wkt

Rl KR BElE 3R A R R B AR R 200 B
(MR N )

HOEMER R FER o 2 — A RNE - A A =R H— .
BB T LA R (PR

< U 7 o ER RO R

FEHEE R RSB R SIS et ARy B N R 2k
HALK PR F PR TR e R RN R

R WNES MBI Ui Y Y s ke

B ER R R R BEE R A U R M ROR RE Y. (MR R
] B [ A bR 2 P S A AR N A 2
ENIWFFEBRIE NENL RS - R R o # — ke
AR N AL « [ R A Ak

RRIETH NE R RS R L FE RN R - id2e [R5
ZAIER R ENR R AR N R
RIRKFRFBEE TR RN L7

o] | LIRS R PR 2 ol SRR S U AR N R 72

TUN K EEIHRBER N F

i

BT
FURR RSP AT FE R B AR AR 7
FMC B 7 U = 7 [RIEIGH « B v Y TR

TIVFUREBRAA RS54 22020 PUEELE—F

=
H
st

iy
ZAe)

T

54
Bl
R

F R -

VISES
(L1

Jetf
=

EHERR NN ER T
ENIAFFERARTE N ESTAG A « PRI o & — b
IR} - SR

HALK PR F PR TR R R R 70 B

Tl R PR Pl vl St A A U RHE IR P B Rl R 50 B
(Mt NRLSS)

WO ER R KRB E th e A TR IR e (IR R
SR FI IR IR e N E

[ BRI AR AL 7 [ S AR R

& ) R = SR A AR N R 2

FMC B 7 U = 7 B - Bl oot ) 78
[EINAAFFFERAFTE NESTAE AR - sk EEfptse ' o & —

AR R SRR IR E FR AL « ARORRES: (RAPRRNELE)

= i -






%’?ﬁ":ﬁ)f:’)f ....................................................................... i
TUF U BERUBRMEY A VAR T RAREI - i
TNA VRO —RA SR EBRETFHICET SREAEIE - iii
TYUAIIRESEHA FSA42 2020 $IEEHRLYE—Z - iii
BHA RSA A DBBIE i - oo 1
CQ 1. TUF U RDEER

cQ 14.7')1"/%&‘18@&5@%@%#? ........................................... 4

cQ 1-2. jl)j—yyﬁég@;—j[:ﬁggﬁj—éﬁ\? ......................................... 7

CQ 2. T A UmDRE

CQ 2-1.FMFEME T ) A UIREIZEDEDIIFREDN? - 9
00 2-2. BT T Y A R E (X EDE SERFREAVND - oov v 13
WZSﬁGHjUT/FtMt®$9E&$#° .................................... 16

CQ 3. TV A UIRDEZ

CQ&]%%ﬁjUTVr@E®$5E%%¢é#° .................................. 17
00 3-2. SBIEHE T A TRIEE DL SITIWIT BANTD - vvvvrrrrrrra e 71
00 3-3. EEME T YA I RIEEDE S THBETT BAND v 25

CO 4. TUF UIRDEEENLE
cQ 4-1. jl);}-p;ﬁo)iﬁfi[i&@;5[:542{@?‘%)75\? ................................ 29

CQ 5. T A UimDiaHk
CQ 5-1 TYA UIRIEEDE S ITHEERGT BANTD ~ o oorrmmmm e 32

CQ 6. TUA U RDEE - RIEITH T 2B RIIZE
CQ 6-1. TUFUHRDEE - REODLEM, HHREIMEBEIH LT
EDESETIEEFTIPND e 34

CQ 7. TUA IR DRBRETF
CQ 7-1. TVA UIEDRBEFIHEICIIEDL SIEHDMHBIM? v 38

CQ 8. T A URDEEXIE
00 8-1. TU A URDBEZIEITIEED L SBEDABHM? - 39






A RS54 EBD B ETE

1. XAAFS4 VERDBEHERR

JEA BRI A B A VYRR B BURMF IR - [ VA L5 e QNS M A /L A S YLE I Z B
T LHIMAMTICIE | d6 L OVNEAR S @ T ECHEME A M B IR YER BECR IS 3 - T U A 5
DY —_AT ALEG T BB T DM ICHE | 1%, T VA IR ORE S, JBYI AT | FER, MRA, Bl
B, TR AR S A A IEL . B IR A FI RIS T D~ — o — R W L v | TR RE AT~ —
J— - BREERLUE il R - T B P IIE O T U RN FNOEREEX TR AR
FTALRIBEYL TR TTARTA L AR T DI - T, VA RO, T, TR~ 7=FFEIC
Bk T 52 &2l TD,

T VA IEITEI T CEER e R AR R CTh D, T, HfR R AN BRI A 57 VA
RO BEBHANTE LR L TE T2, EhDF VA UG O —E LR G R -7V A D3 e hdb DU B 7
ST DL LS TRIET DD T, FUA RO IEHE R RHIZMHTBE NS D 2 WG TR D71
HLEHETHD, IEFRICEL CIBRE R CITA DML LI IRRIEIT eS| SERERIFIE ClIsk « 7ofitf
LA, A B OERRRERIZ M 7= B AR L TV D,

ZDIFVAARBIETART AL 2020 11X 7 VA R2EEZFE L L) — R ERAIIERR 550
T, NEDOZWBIOEEICETIHARTAL N g T 52280, AEN B2 Eish, BE
NI LB R a2 T H LN TEDME N 2 HZ LA W5,

2. KAA BS54 AERDRERRE LR IE

KRITARGA AL T VA AR B OEFEVED A /L ARG B §~ DA AR JEHE ) & T 7V A i DH—
AT AL T B BT 2R AMFSEEE | O M EBEO ML EST  WFSE AT DFSE I 03 3 4L R CHERR
L7z [BE B4 & (i~iii~—V 2 ) 1, BARRREROREEL X, £F, VAR BERIIC L7V A
i EREEERE 23 CERR 29 4 10 H 21 H. Melbourne, Australia) (2 C, [ UAAF2HBETART A2
20171 %LGT L, [FVUAAI/BIEITART AL 20201 %27V =TV 7 = AF 72 (CQ) XA CTIERR T D &%k
TELTze RIZ, Rk 29 4R EE A FEBES R OMFZE RS 2% CERk 30 4F 1 A 15 B HUR) REOMF7EH 33812
T, VAT ART AL 2020 DIERL, TARTAAERRD J5 12T NE (e 0 5 #H45) 1o T
ARG BT, CQ WATIE T 52 a4l LTz, D%, MbF7EEEE Rl O Z: B2 CiE
RERTELRNOIRENEEEITo T, BARMI T ART AL DI S7 15 FIAIZLL T Oi#) Thd,

(1) RZBEAA FSA4 U OBRERERERLE

HARSA R D BHERE (LB /KEEFE)
cQ 1. FUF im0
CQ 1-1. FUFREIFED LS FEEMN ? (WHIEZ /KEEF)
CQ 1-2. FUYFAUREEDLSIZZHET M ? (LHIEZ /KEEHF)
CQ 2. FUFHEDIRE
CQ 2-1. MEJTIVA U REFEDLSTEEMN? CBIE 1H)
CQ 2-2. BIEMTIAUREIFEDESHHFEEN? FEX HR)
CQ 2-3. BEBMUTIAUREIIEDEISHHEEN? LEXE )
CQ 3. FUFIEDZH
CQ 3-1. MEJTVARIFEDLSIZZHTEH ? KT Hh)
CQ 3-2. BIEHETVA U RIFEDKSIZZHTEH ? (ZIEHR)
CQ 3-3. /U TIA U RIFEDKIIZZHTEHM? GEO )




CQ 4. TUAUIEDEEESE

CQ4-1. TUAVIRDEEEIFEDLSIZFMT HH, ? (FHEh2)
CQ 5. FUFmDAE

CQ 5-1. FUFARIEEDESITEETHHh ? FEHEXR)
CQ 6. TUFEDEE REICHTI2LEHEMTIE

CQ 6-1. FUF BN EE - RIEICHTILEHENTEICIXIEDLSHEONHLH ? (AFREEF)
CQ 7. YA HEDBELTIA

CQ 7-1. FUFREDBELFHEICIFZEDLSLBLDONH M ? (HEWNEFD)
CQ 8. TUARDLEXIE

CQ 8-1. TUAVEDEZEXIEIZIZED LS HEDAHEH ? (FHRMEHD)
MRS (MRMMEZR)

(2) 1ERLFIE

1) JREEEE Y IR L bR & ER L7= (2018 4 8 A ),

2) WFFEHEE S RIL. TR COFERMEEED T, ZNA WIS 2B ICFERZMEL, BRE
Keb7= (2018 4E 8 H),

3) WIFEHEEE ML, FEONIE RA R HER (TR L, JRfR O T 2L 72 (2018 4F
9H).

4) FRIEFBE R, SGTLERfEE 80 T, ZN AWt BRE 28 I EMEZHEL ., B,
B RARDZ (2018411 A),

5) WIRHEEH RIT, ., FEONERAREPET AL, B OG- dGT 2K L
(201812 A),

6) WFEBEFE ML, T X CORETRREZELD (BEMR) . B ERE AR — L= TARL, AN
TV 7ar MR- (201942 H) o BE SRR CTHLYa 7 [ R—hry N — 7B 0%
E 7 VA AFEE - FIROSMHE, BHRERDTZ (01943 H),

) WFREEES R, T Yy 7a A B KOV B AR LD FE o E RIS E LR UET
ZINZ ., BT ThD H AR P23 LU A AMRREYE P2 LG Z R D72 (2019 4 4
A)o MFRNOOUGETERIZHESE | BETURERAERL . MF2ORKGEAGZ (B AR
2 20194F 7 A A AMRRYYWET 2 202045 1 H),

8) HGREMFI=HLDEFERMREL . MR K R — LR —VETARLZ (202043 A),

Q) REEBDO-OIZXHBREZT O EEFHNT—24R—X LREXTREM
Medline ZHVNT 2018 42 7 H 3 H £ TOERDIR R SNTIZ,
3. RAA RFAVICERTHIIETVALA, #HETL—F

N ARTA LTI IBRDOIBIZEB W T, FRtllRd Minds 2T ARTA L AERc~==27 /1 2017)!
kBT AL~ HELE L — R A,

HEOBEORES®
. HEOWE AR D
2 HREOHE BAET S RET D)
(HBOBETU) FHRAHEEATELLY)




HEREDLOHD. TYMLLBOIE T ADHEE

AGELY) MROHEEMBIHREIFT HEUSITREEENHS
B(HI2E): NROEEBEIHEZZFFTOBEUSICHEEDHEENDS
C(55LY): NRDOHEFEBEAHEEFFT HBEUSICH T HHEIIRENTHS

DOEEIZEELY) :  HROEFEENMREFT HBEYSITIFLAEHETEGN

HREXDEEHSE
HRE, HERDBSE, TIETUORDHERM GES) 6587 5,
45 :
NEBEEPICHLTARIETISLEMAERTLHEDBS 1. TETUVRDFEEME A)
2)BEPIZHLTARIZTISEEFEHMETHR TS HRDES 2. TETURDIEREM C)
BEPIZHLTARIZITOLEVNILZRETHHRDRS 2. TETUADFEREM D)
BB PICHLTABRIZTHOENILERGERETHHEDHES 1. TETVROEREM B)

4 KHA 54 e LOBER & TDXE

(1) RHAA ESA42I2H1T5 QA EADEFEBIZDOLNT

AFEBIZONWTL, TET VAL ~ULOEVMFRIZZ LW AROERT CQ X ETH2EM
NEETHY, FEINZUI N7 7 TU LRI ATF a2 (BQUHHY THLDONIEEAE LB, [T VA
SRR ART AL 201732 A AR E G RER AN O MRS R I SE, AL TUL CQ B
KA T 522 MBEA RO 29 F LA Aol & SR OMF7EE 253 CIRE , iR L7z,

(2) REZENORE - AEOFIRLNMZDWLNT
PRERFSIR I DR IBIIZ DWW THHART AN E D R TRRO LI TRV AL, ZhvE
BRT D0 figtatoTz,

Q) BE€RPLIUVFBEHRDMEZEIZDINT

RKITARTAANERLDE VR IARMICHN A ST R A TR i S B A Bh 4 2 D, KT ARTA
NERIZOE S LT AR 3 . R 0 038 13RS AR ST BT 258 & a2 1 7, s 3~ &R LA S
HIZ o7,

3 fik/URL
1. /hEJRET, L de, ZREEOS, (LD EA, 5 EHEE BR) Minds 2380 A R 7 A4 UAER~ = =2 712017 A0
FVEN B ASEFERERERTMRERE  (https://minds.jeqhe.or.jp/s/guidance 2017)




CQ 1. T F oimniE
CQ 1-1. TUFXUREFEDKSGTREMN?

[EE]
o TUAVRIE BEBFTVA I LD ABSEERPE T ETHE TERNEHREERED
—BHThb,

o TNALDKREEITT A ER (prion protein: PrP) D IEEE! (cellular prion protein: PrP®) M IL{A
BENEILLLTELAEER PrP (scrapie prion protein: PrP%) &N TLVA,

o ERDTUFUFIFH 1~ A 100 BA-FDOREET, (1) FREHNFEM Creutzfeldt-Jakob &
(Creutzfeldt-Jakob disease: CUD)J(JREARHA) . (2) i&{=lE [ &{=E CID. Gerstmann—Straussler—
Scheinker %% (GSS) . BB R &M A ERJE (fatal familial insomnia: FF)](PrP Bz FEEIZL D).
(3) 5% [ ERM cJD (FE[EFE4ER CJD (dura mater graft—associated CJD: dCJD) 7% E) | &R
%1 CJD (variant CJD: vCJD) [EM 1(TVF U~ DIEERIZ L D) TSNS,

o MMFEME CID MDEBFIIZRETHEDRIGE. EENKIA. A VO —XRGELRLEHHES
[CEHH, LLERARRETEDIEREFIBH S,

(%3]
(1) TVFUfEOBE

TV AR IEGR K F T VA AN LD IRGNE” (i) TBEER R MR A MR B DO —HETH D, Fr
7295 BRG & OF TR ZEMEVERT R ANIE (transmissible spongiform encephalopathies: TSE) &6 FEIEXALD,
T VA IEIIFEOBEAZ X TR T2 NBILREYYE ChHD (R 1), 7VA B EOEFERETH
% PrPC OREEMN LTz PP ZDOH D THY, ZAUTL DT VA i3Itk e (7 VA ARGR) 125500
PRI E > TERATHNTEZ

PrPC i, 55 20 Yok Li2dHD PrP {51 (PRNP) D H-o<K HL, FEICHARMRR T, D BT R
A CRIIL TR, 7 a7 7 — RS TRGEEIZZ20, PrPCIT 253 7RO RI AT FRELTEA
S, EAND 22 T (7 FINARTTFR) SFHRRIRHZBRES I, SHIZEHER1Z1Z 230 7RO EIZ GPI
T A= IMEINE D, 181 TN 197 FRERIFHESH A INEAL TH D, 5 51~91 FRILDORIZ 8 7I /RO X
BRI NFAET D, — 7. FVAIFE T, PrPC N7 a7 7 —BHGIED PrPse [TZ5 (kL. BdPN TRk
AR E UFERE T 5%, PrPC 75 PrPSe ~DZEHAIL PrP O SAREE DAL EE 2 5 TRV (B 3 — M
EICETeINT2D)  FVA LV EYSE D PrPse LREfiL 7= 15 EAMMLO PrPC X, PrPSe 28 LT
PrPSe (A EA LT HHDEEZ X BTN,

EEDED PrPse (XZ I HURE (strain) EH R 7 VAR OFREOE B 595, PRNP D%
(aRY 129, 219 1X 7 VAR O IR FBIESZMENRIT , ZBITBBNET VA IRICEEL T D,

(]
*7 a7 T —BIIx LT & 72 S M 2 n T IR R 7 AR ME 7 U o U O — B3 "variably protease-sensitive
prionopathy" (VPSPr) & L Tl S41 TV 5 (Zou WQ, et al. Ann Neurol 2010; 68:162-172 1E7>)



®1. TUAEDHE

FEgEME IR M Creutzfeldt-Jakobd (CID)
"Variably protease-sensitive prionopathy" (VPSPr)*
AR BARPECID
Gerstmann-Striussler-Scheinkerf7 (GSS)
HHEMEF MR IRIE (fatal familial insomnia: FFI)
BHPEPIPT I B A N Rk
LG 27 —— (kuru)
PEJFPECID (SRR, T ERARGAI, IR, R dE A
g R FARTIE >, 225 CID C i)
75 RICID (variant CJD: vCID)

B (=

A BWDOT ) A
A7 LA E'— (scrapie) LYY, v
7 SAERAIRIMIE (bovine spongiform encephalopathy: BSE) AR
=2 PEYHFES (chronic wasting disease: CWD) h
2 A ERRIRINE S
Yt < v 7 I Y
EY/N

B. & hDT Y A SN

(2) EFDTVA IR

ErDO T VA RITORERME LI CID]* JREARE) | @8 &M (PrP Ein 122 R Bd) | @S
PE(T VAL ~ DR EZ DIEFIZID) ITRAEND (F 1),
TUAAFORIERIT, AA 100 5 AHTZVERITIELANTHY, ITEDLOETIE 2 A< me -
255 2, BBREDOY —_AT U RBITHIEH O E CIX, IMFEME CID 76.8%. & imtt 7 VA4 95
19.9%. JERFHET VA5 2.8%DINETIH-72 (4 1) . SEORGHET VAL HIE vCID 1§ 3 2FRrE, 3
T dCID THY, dCID TR E D EICIDEFHAFRETT DL 154 B Th 5 (2018 4 2 A BiAfE) , vCID

33 EZ2 FOD BN I %

U To SR I3 0 AN 3K
DAL TERY, HETH
2014 FEOFIE (2016 4F1T
W) R RICRIEL T
720 A b EO dCID b
1995 H4A2E—27 LU TRIE
BT LD 5, KR
R OERBEOWELEFR 2
e e B

1. CID Y—ARASUREEES (1999 F 4 B~20184F 2 A) T
BESN=T)A 9% 3278 HIDHRE H%E

ZRECID
(vCID)

3[ERET AT
92 B (2.8%)

KSEDCID

1 9 (0.03%)
{ BERZEE

CJD (dCJD)*
91 1l (2.8%)

‘\149‘] (0.4%)
..,

2 BEETY F R
6534 (19.9%)

BEOEETHS
Lisreabtd e, ]
dCJDIZ &R 1546

IMFEHECID (sCID)

25194 (76.8%)

(hE:]

BETAE PRNPY 163X I D2 HA PR AR B ARER « SRESMRREE 2 B e UORIE L, #BICEEIIE
FEL, 2HEERICPP 7T I oA NILEEZRDIEFMWPP 7T I v A R—V ADFRANEHE Zi72 Mead S, etal. N
Engl J Med 2013; 369:1904-1914; Matsuzono K, et al. Eur J Neurol 2013; 20: €67-69 (E7>)




R 2. EbDTVF U ROREDBE GHEIE R RE DR DIRESHE)

(1) 9FEME CID (sporadic CID) :

(2) BAEMET VA 97 (genetic prion diseases) :

(3) #EFGME7 VA 9% (environmentally acquired prion diseases) :

JRIRR B O RERNED T VAL, IEME CID OMBF]I, FRASRERE T | SEBY LT, LR S 45 %
JiE, SOITHEMRES  BERAMBIENRE, A 71— XA & DR AEE N RIS TL, Y 3~4 /hA T
EMEIRS IS D, — 7 C, BAORRIR M T2 R T IR BB A7 AE 35, TRIRODE T, PrP {512
Ry 129 2T e 7 a7 7 —BHRGUERE PrP OIEWICEIEL TD, T4, 7'a7 7 — Bk 2 7z %
SR PrP 2 E T A IEIMIL I O—HE (VPSPr) 5 S Qg (IIE*SHR) .

BARYET VA HIT PrP AR FOERRITERL , ZHOERINFNSILTND, EARTE R Yy @ A E
WG THHD, BARHIR B R IMESZE BAA L T T IIER T, BERRNCIZZ R NICIIES 237200
MEFEL RS NHAERLH D, BROFIIZEY, LREFT S ER T PrP 730AREEZH 35
HO[GSS AT, CID BEDF K L P A R4 H O [CID B GEIEME CID) 1, BFEMEF iV RIRIE(FF), &
NUAMTKBISND, T4, 25 PrP 730 A R —3 AOFR NG S (HE 2 )

HERFET VA LIGE, T VA NGRS N NS T HZ LI Lo THIAET D, DMETEZHL TOHIl
A% CID (dCID) 1%, VA ATIGYS T Nee IR FH SRR O B i | 2 5, 28587 CID (vCID) 1%, ¥
DT VAT THHT T HERIIMIE (BSE) D7 VA ANV RSN SN D DIRIEN B 2 HIVTND,
3E D vCID BT E R HIHTEHIZ BSE 7 VA UAZIHYL TWDHIRZ DD R S ~DIgEfEEZ AL T
723,
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CQ 1-2. TVAUREEDELSICEET HM7?

(EE)!

o JUAURDATREMZRICEDZEDE—STHD, LBRAEITHEDRENAE/LE DR - FEHIE
{&% 7~ 9 Creutzfeldt—-Jakob¥i (Creutzfeldt—Jakob disease: CJD) BLEMFI LIS} 2. L ERBORE RN IE
TERTIERBFLHY ., REFHADHBRESRBEDZH TIET A RELT BRIZEICA
ns(2),

o IRAKAEZEILGL. MEM - XFHAR. 77110 IRMFENOBEXIEEZ(TEHIENT
=5,

(f#35]
(1) TUFUIREESLETEN?

2 [ZRWr~DIEf &R T, BUREEZ AT NS T VA RO A ReE 2 5eH 2 LB W D8 — 43T
oD, PIRMEITIEOFBHE 2 E O FEMEEEZ R T CID BUAFILIAMT | iR IR 7o e T~
FEMILGIAIBHD | JRIK R BH ORI B OB ClI 7 VA R RN AND, IEREZEIE (5
TRIEE  REAEIEE | JERTIRESE) D4R | M DI . MRI, I3F8E#~— 7 — ., 7"V & H (prion protein: PrP)
AR T-(PRNP) J T RAEIZ & o T R BZFRINL . T VA IR EZ DR Z 215,

BURE R CAMMED RE SHUTAARARHIRIEIE T 70 L RHERY - SCRFHIZRIRIRC T TN EE Th s, Bl
T£, PtP D4y TR REEAEN L LT IRIRIED B R TH D,

R IR O W SRR DA S RSV,

2. TUA UIREZEA~DEFH

BEHSTVAHEEEES
|
[ |

CJIDsa Y D75 ik CIDsaRIGILIA DR
REETHEORMER UL OFEAMRER (MUK, sEFR/# | or | EERMNERETEORBAEER
BOBRAERR, SAYO—R R, REAER, EEERE) (RiER. BRELRLE)
( J
RIKE REHEOHE mKRES (thkBERN)
BEE: ERUEER (EEBHE. TEARFGERS =K R (R AP RIS ME I E)
E)~NDRBE MRI(HLBGRRER THIES)
£FEE  KESEOHERE BSERFAORE) 2L EET—H—(14-3-3BA -2 BAEE.
RT- QUIC;%[B 1)
FUF L EA (PrP) BEFRE
[\ [eEEoR
\ (BB 28 - BUAE . ZILYNAT—F72E)
| AV % - |
R BUESHA
[ . |
MRMHECID BEKTV AR ®wBETVA R

(BEpI, JEgEHI) (E{EtECJID. GSS. FFI[Eh) (ERECJD, ZEREICIDIFH)

CJD: Creutzfeldt-Jakob $%&. GSS: Gerstmann—Striussler—Scheinker 5&. FFI: R iE 4 2L 4 TR E .
RT-QUIC j%: real-time quaking—induced conversion % (BET)A L EADIEERIZLIERERHE)

(2) TUAIEDEE -RiEXiE. 2EXIE
TUA AT R O BE R HERE IR 351 (HRE) OfFEHRO 1 > THY, ERE
Bk a2 AN TS, HERIS SR — LA — 24— HP 21T, EREERE S . —miT &



OERIEFE T HE RIS TND |

YaTZIFYR—b 1y bV =2 O HP \ZBEFHEEF BB BRS N TND 2, 2 TOT VA HRE TR
LT D RET VAL - F IS THRD FTRE Th D,

WHEBEE T VA AR OV — AT 2R LB T VA OB L EZ1T> TS, CID =47
VAFRBRZWELT CID 1 —_AT7AFEREATEE D EDLEAEN RO CID XY H5E5%
IZRD3HE (B AL 5 Te) 22 THTENTED 3, SOITBERLFIEITH T2 LEA O HEHIT>T
[AYSEN

TUA LRI 5 FURYYEICHR ESIUCRY, EANTZKE 7 B APIREPTIEIT DT 32
ST HALTWD (i HZE : http://www.mhlw.go.jp/bunya/kenkou/kekkaku-kansenshou11/pdf/01-05-05.pdf) ,
¥ TVA RO IEMEILZE AR OIEHE YT P RIZT, FIRIC LR AN EE TH
%o TVAARFEGIDOFIEE AN DWW TIRA T BE PO EBED X332 1T DL, Fio, B ABthtiak
T VA ARIEF OFIREA TERWG G S . 7 VA IRIE BRI S AR e85k SOV THFEBRIS
WA DENEETHD (WG bE e VA — AT A K OVEYE TB5 2B 3 2 A 40 BE
¥R HP:http://prion.umin.jp/index.html) ,

ik

1. HEERE L ¥ — &— 23— (hitp://www.nanbyou.orjp/) :
TIVANE (1) 7aA4> 7 )b b - v a79F(CID) (http:/www.nanbyou.or.jp/entry/80) . (2) 7 /LA k= -
A bhvA AT — -« v A 77— (GSS) (http://www.nanbyou.or.jp/entry/88) . (3) EFEM:F el A ARIE (FFI)
(http://www.nanbyou.or.jp/entry/51)

2. YaTHEYAR— Ry hT—7 (http://www.cjdnet.jp/)

3. ®ETY A URERE - FES (http:/manbyo.jo/sapo/prion/)

4. JRAEFBRE A B A HREMER BOTIRIFE S 177 ) A U R ONEFEME D A L A SRYEZ B 5 AR AT
GEHE) - T A AR O —A T 2 A L EYLTBLICBI 9 2 JHAFSEEE  (http:/prion.umin.jp/index.html)



CQ 2. TUFUHEDRE
CQ 2-1. MEMUTVAUREFEDL S REREMN?

(EE=)!

o HHMETIEIMFENE Creutzfeldt-Jakob f(Creutzfeldt-Jakob disease: CJD) MTUAmDE 4 53
D 3%EED. T)A2EH(prion protein: PrP)DREEERIE T HEEEIL%<. PrP BInF (PRNP )
[TIRIIZEEZROHIEL,

o HAPITIIRIRICTHEITT DERHBEEIEF(CIA . FEENRF . SRS - SEASNRAEIK ., SAH/O—
XRAEEL. RENSH -1 HMATEEFEESICESD,

o fidd if L oD JE] A 1 @ #1418 FE (periodic synchronous discharge: PSD) . BEER MRI i #54 3 48
(diffusion weighted image: DW) TO KN E B ORERDSES . NEHERPDHRIVERDL® 14-
3-3 EHDEEMERKRZHDSE L105,

e PRNPORY 129 £RILTOT7—EEAME PrP DU IRAL T OVMENEREMAEHLES
SO ERRRIZACREA R ELCGRHIGL. MMT BINRERBMLERRZET D,

(f%3R]

IMFEME T VA LR DR ITINFEME CID THY | BOKZ LI H S S C\% variably protease-
sensitive prionopathy (VPSPr) I &, AFH CTlItd THi T o, IMFENE CID IXEN VA AHDOK) 8 FlZ 56,
] 100 77 NS T AFREEDSFIEL | FEERITEMFAYNTIZE —EL TD, 60 A5 70 RO FEAED
2D, 80 ik LA ECORIEL R Claw, LR BT (World Health Organization: WHO) D27 5L 1E
DIRSHWBIDD, i EZWNI IR PRI B DM THDH (3 3) 123, s O ERIRE2 M XL E Y
KRG ThLHN, 2N EERIE GG 85 4 5, BRI IR B PR A RIS VR A o7 U A
— A RIS AR | P PrP HUAE W g e A B T 9 AU, PrP PEAE SRR BILD 3,

x 3. YN F 4 Creutzfeldt—-Jakob JED ZHTE %
L e WG T D2 T I E (Masters B 1)

A. Tt 5451 (definite)
RERA I BT L, FIITD mRZ Ty NS Y B L TN B 7 U A R B AR R
B. |21 fife 32451 (probable)
JRBRPT IR0 LT 13 &9,
L. AT YRR e
2. RO 4 TH P 2 B H PAEATZ T,
a. A7 —XA
b. BT FE72 3 NI IR
c. MEURER F7- I THERAN R SESR
d. B S
3. i b BAPERIEIVE A FE (PSD) 23860 D,

C. £&v M3l (possible)
FREO B D 1 O 2 &ii7=9 23, Il _E PSD & /K<&ih,

1L JEK 2 W 2% (WHO 2)
FREOZWIEEAED C DRV MBI (possible) IZ ADFIT, ki E PSD 237e< T IMFFHEIR 12 14-3-3 A HHHE
FUBS RIS 2 ARG O 6 | 1T HE T (probable) &35,




FENE CID IZH W THARARRERIZIEAE T57 7 T —E
HEPIMED PrPSe T, A& T ay MIENTIZED 1 FlE 2 Rl
2FBN5 (X 3), PRNP 2Ry 129 2 (AF-F =L %HRET
o MM B NU AT aTRD MV BIERE TR VV
BE DA A D EIZLY, MM1, MM2, MV1, MV2, VV1,
VV2 @ 6 AUz /S, MM2 ARG AR ERAT RLIC K R
RLRARANZ YT HND (F 4)6 MMI BN Eeb BN <,
MV1 B EEH A7 CID ORGARFR A SR BT R A 5
% 50, MM2-F B RN EBHE - KM R e R A IR ELT-6R
IEITHEORREZ B L, MM2-87 AR A 30 PR 2 P E 0PI
PEESEE A IRAE SRR XN A BRI R R 5, MV2 A 35E )
KR TRIEL | SRR Z B35, AL TIL vv2
IO TR THY . VVI BLOHE T2 57,

MFEME CID OEFRFGEIL 3 #3681 HlCidfE
B, SDOX OFEN IFEMEDOIK T R R #15OH
55 O IERF RAPEIRDGROOND, 5 2 HITFRIEREREE
NEHITHEITL, A7 —XANHEL T 5, MERFIAT R T
VIR S O TTHE , I3 SO O HA B SEEhJCHR L R, A

X3 JoF7—EERIVAUE
BEPrPYDHTRAE>TOYy MER

= W
» % —21kDa
- ——19 kDa
| 2 3

BRIV ERFEANBRERTOELT:
BIZHOTIRALTAVRT BE, HEHOBEIC
&Y 3 DDNUEHELD, XS FEDEEL
INURHS 21kDa fHEICHIRT NIE 1 BT YA
L EH({ype 1 PrP%), 19kDa fHiEICHIRT I
£ 2 BTF 2 ERA(ype 2 PrP%)&F B(KkDa:
kilodalton),

(Lane 1: MM2-RR B RUINFE M CJD 5. Lane 2:
MM2—tREREU N F 1 CJD 4§, Lane 3: MM1 B!
MFME CcJD )

=7 HRFUE, BSOS EDN RO DD, H 3 IR M HE S ARAEL 720 | BR BB RSP i F i ez
T D, AFTITAEEDS 1 AU LAEFT L0, BEWEES I IZEDETOREICBCKHI LD 241372<

TR R OXHERRIEIC LV RIBEA T2 B 26TV 89,
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(GERMYF 6 MO W OI4 SLAMD T O W EMESH G EYXHZHE *
(urayoud uoud) HE A~ (L ‘did * (984eyosip snouodyouAs oiporiad) B Xl | Kif (2 F| M 5 0 T 3!l :ASd “dulleA :[eA “auluoiylaw 9N

FRIF—AF 9 WX

T I B - CTE WY (Y LANEE) SR - ) -
BV TEL—Lf Y LA7\1882 R BO—C AU BT AN REELETS YO[B EHEz Y LA ELX did
L A B -
B B P QUG R T Y S e QUG LI RS PR EIR P2 S
. =2 %y Bo f N = N YA ~ ‘B S T R T A -
VEWEHORAEL BRI LER VB EHOYEHIEFRY THEER TAA A T BiEZQ £ SBATEY EIEAR 380 o
ERCI: st
o HE e-¢-vl
B E EAR=IDRIL HE & B & O TSR
'L 0 L'L 0 0 vLL 08 (%) E¥EFH O asd
(%) sEMEH
99 L9 LL 0s L9 001 L6 PR
Eujita:=E N0F:1d [T TR REX(EE Y TRE g
= Ty e “IIED [E WL Eugiae] .@ X . EURaLY
ERCIF AR SR ‘T3 Y EEITHROTLT A T HEEHEE  mymonumEe wHO O RWEW Do ow
(81-€) 69 (91-¥1) €61 (3L-8) VL1 (¥2-8) 9°G1 (96-6) L'S1 (6-62) 6% (81-1) 6°¢ CEEES
(08-1¥) €19 (6¥-¥2) €'6¢ (18-0%) ¥'65 (1L-9€) €26 (LL-6Y) €19 (2L-15) 1'29 (16-2%) 69 CEEUE
YL
0 0 el (PE2R%E OeMB+EF-TANN)0Y L9 L'z (PE2%9 O T+INN)EG8  * (%) 4
L'G) 1 6 4 4 L'e 9.9 (%) gh3k Y8
1=
ddpo- £ XH N i ! !
= Lms_wmm_,_wmwmﬁmwc;o\_m paysijqeiss 0N T nany) AMMEMMMMM&S*V paysijqeise joN ,%KWICMMMM@MM%H BLon
7 9dA) | 8dA] 7 9dA] 2 9dA] 7 °dA] | 8dA] | 8dA] 7 did
IEA / [BA [BA / IBA IBA / 32N 1PN /18N 1PN /18N IBA / 32N 1N / 18N mE 6giuopos
+ B did
& TAN iE LAA & CAN i M -cWIN EEE-CNN & IAN & LN

BHEESEHYYYENPREHOEFEERYE L U TLAI 04T

e
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CQ 2-2. BEETIVAUVREFEDLSGREMN?

(EE)!

o BEMT)AUIREIL., TV)A > ZEH(prion protein: PrP)Za—K 9 3 PrP :B15F (PRNP) DEIEF
ZEEICKVELETIFETHS,

o HHFEELLT. DINFEME Creutzfeldt—Jakob JiH(Creutzfeldt—-Jakob disease: CJD) [ZFB{ DEG K IE
1BEZ 29 HiEEME CID, QFRE/NMNEE MR SBE M MELE [CHELULERKERTZEL. BR
HEARWT LAY - REAA RS — 2 v A 2 H—J& (Gerstmann—Striussler-Scheinker
disease: GSS) . @A MRAE B E MR IR A IEZ L EIE 1 Rk ABRSE (fatal familial insomnia:
FFD) . @Z 0t hhsd,

o ZHDELFEENBEINTLEL . MKEBATILECFEEDER - BRLNELD,
[Z.V180I, M232R, P105L (&, ZICHAMNOHESNTNEIERTHS .

(#%:5]
TV ROIFRIL, PrP EXITNAHE HE N E R PrP (cellular prion protein: PrPC) 75 5% PrP
(777 —BHiME) (scrapie prion protein: PrPSe) ~ECAfiEHAHAL | 20D PrPSe 352 PrPC % PrPse ~ &
WEIEHAMASE 2 (YN AR EENE) ZEI2H D03, £ PRNP \ZBIR FERDFAET DL TT A IRH
HULHEET, BT VA IREBIRT D,
BARMET VA AR TY T 2 AT D305, OINFEME CID RO BRIERA &3 58 s CID, @F
B /NI IR MEE RO o FPREEL LT BRIAE e AT L, R E M L R IIRIIZ D725 GSS, @A
IR72E O BRI FFL, @Z O, ThD, TNENDOY T ZAT LB FERERITEL
D7z (# 5),
x5 BEMTVA VROV T4 TLERFER
@O #EfsM: Creutzfeldt-Jakob # (gCID) : P105T, G131V, R148H-129M, D178N-129V, V180I-129M, T183A-129M,
T188A-129M, TI88K, T188R, E196K-129M, E200K-129M, V2031-129M, R208H-129M, V210I-129M, E211Q-
129M, M232R-129M, Condon51-91 ins
@ Gerstmann-Striussler-Scheinker ## (GSS) : P102L, P105L, P105T, P105S, G114V, A117V, G131V, M187R, H187R,
F198S, D202N, Q212P, Q217R, Codon51-91ins

@ BOEMESEIEARIRAE (FFD) @ D178N-129M
@ Z DAt : Y145stop, Q160stop, 2bp-del at 178[203stop], Duplication of an octapeptide repeat

W5 T RO LTI, KN bR E Tk xe B4 BINEDAEDERET Y+ ViR

Z O SEIE N R, BN T B200K ASEEIIC %< DEEFREDAH
(39%) . &IZ V2101(15%) & D178N-129M (14%) 73 [FFLEE - m E200K
m V2101

22 AR T2 B O RFLIT OV T:DITN-129M 1, N-455
PRNP DAR 178 DT A/STF P (D) 3T A/37% 2 (N) ‘
CERL, SHI2, BROBLTLADHDOARY 129 0% | fomscsea |
BRAF A= (M) ThaIteRbT), boETR, |
VI80I 73— %< (40%) . K\ MT P102L-129M (19%) .

E200K (17%) . M232R (1 6%) . P105L (2%) &< (K1 4), e

INETICHE SN TSR A% PRNP FIZXR
L7 O 5 THD, Z<IMIABAERTHDLN, T

= D178N-FFI
P102L-GSS

= D178N-CJD
A117V

® 120 insertion

m Others

= V180!
P102L-GSS

m E200K
M232R

mP105L-GSS

m D178N-FFI

m\V203!

m Others
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YU AEBIZIVEAD C RN ELD00, ARy 5191 8D 8 7 /DU —REALIZ R IHH
ADBHLHDHHESIL TS,
BRI YO ENEE L D0 1R EFRITE BRIV REERD, VIS0 X° M232R [IFEENFIE
FHOFNIHBD TENLTHY NTFIHEFIE L THRIET D,
DORENZEL ABNDBABIET VA AR DY T XA T IO TR T D,

®5 BEEEITIVFUROT)AUERELGT (PP LOZEEDRE

1 23 51 g ‘O 5 129 181 197 219 230 253
Y|V N
i Octapeptide
N Repeat (OPR) Ckif
region
[T
/ ]
y FUL Y
/ | ‘ |1 S
w | | N\ N
| \ \ \ \Q2I7R  m232R
1 £ A | | \ M232T
Deletion/Inserti proot / // ME R \Q212P
eletion/Insertion [/ Y1635t I i\ 2
-16, +8, +16, +24, +32, ¢ 1 [ PSP E211Q
+40, glgg# / | Rl48H | | | V210!
+48, +56, +64, +72, 10517 /' / / [0 11 \ R208H
+96, +120, ¥ ‘ | Y145Stop R \
+144, +168, +192 G114v/ / /) | Gl42Stop R !
/ /) ) nsm | |ousn | | | D202N
X / / || | \ “ \
A117V / / A133V | N171S [ x $}g§§3 \EZODK
/' s1321 | vigol | | F198S
i D167G 1800 | TiggK |

TlsaA
H187R
HATEZLEEFEEIL, V1801(40%), P102L(19%) . E200K (17%) . M232R(16%) . P105L(2%) T#H D hH.
FR M TlE E200K (38%) . V2101(15%) . D178N(FFI £!) (14%) . P102L(5%) . D178N(CJD E)NETH 5,
V180I, M232R, P105L [EHhMNEMSEICHRESNIEETHD ',

E196K

(1) V1801 £ £ GEf=E CJD)

PRNP DR 180 DI INAY AT AZEERLTZH DT, HAREZETed T V7 CHRE O @\ EIEME
CID ThD, DREDIARIET VA AR EARDK) 40%% 15 5, FEIEFHnIE 44-93 7% O 76 %) . 2%
JRHIMIER 1.9 4FE Th D, IVFEM: CID KOFIEFn7 00 m< IR A LD, mk e E (&
B JAT LR IR ERE) THRIETHIENZ N FIHNZIIIA 7 v — X ROEB) G R R
FNTHSD, MRI BHEAFHEAITHY | YERGRF R 5 T HRIMEE (12 B PO AERS) R ICUR
REE B STRO DAL, KM BCE D3R IEF O P WA 9% 2, 4 C A 14 [R) 314 4 7R (periodic
synchronous discharge: PSD) 2338 HAVH BT 720 (K 12%) . I4H K (cerebrospinal fluid: CSF) 10
14-3-3 A, MAVEA, BERT VA E A @& HEIE 1 (real-time quaking-induced conversion: RT-
QUIC) DFGHEFRITAR N, FIENISIER IO TENTHY | Bl FRAENEETHD,

(2) P102L Z £ (GSS)

P102L (T U sk (B V2 5 . @ ] - B O A7 BV 2) LIE B AMRAEL T, EEIR B RO SmigHIc L
H& 3, WP OEE 55 1% (38-70 %) T, ARl 4-7 FECTh o7z, SEHPRIEFRRL 55 ik ThD,
HATIEE GEENVRFRAMEAT) 208 OIEB) I CRIETDHINEEAL (K 90%) T, 2, 3 FIEIL TREFE
(BB 1R ) 0IA 7 o —XAR BT 5, ED%, SURITIERETTUEEIE S ) DB E D, (K
PR IEE) R, RS REE . TIRERE R, TIRREFEEE N HD, I 70— XA T — IRV, Fik
JEE PR S E A PIT AD AR MM PHIE SRAZ SND ZEME W, [Al—FHEN T, Rl—n=aky 129 2%
Er o TV THIEIRISGEW DB D ZE 03605, FEE MRI O DWIHIAIHNZ IR E I TZRO DALV, FERD
HEATIC XY KN B 5 5458 D, BMIMHTE SPECT O FHMif4 Ci, A3/ MM mifE R Fix
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RO BN, PSD O HELERIIN RV . CSF @ 14-3-3 & [ F A OB ERBIR, 7288 1FEALE
@ P102L ZEEIZFEICT L ILOaky 129 (IZAF A= %H-D P102L-129M THHHN, P102L-129V O
Bl 412Dl 129V TIEEREm S 12 FEEHRETHY | M CRIELGRHVELZ A L) o7,

(3) BFE MR R EBRAE (FFI)

DOETIL FFUER I CTHD, Y REMEDOBII ALY AL OBV AIRIEZ 7508, %
DOAIZ B HOZEL (DHHD>D)IREE, LI, A E, BHEMREERE | fk 2 2IER O HBLO% | e
JiE PR RO TE B E R S HEBL 35, MM2 R R & il RS R 23MEL TN D, PRNP DB AR 128 513, D178N-
129M Té%, D178N L[FEILTL L DaRY 129 1230 (V) BE(ETHE ., ZOEBIAT CID LRIEED
D725 (DI78N-129V) 5, 41 JEGIZEEDT-RAY O 6 Tld, SEHIZIEERIT 56 ik, BRI o
FAEIE 11 23H Thotz, 2Ry 129 ZRIOFEIEIZ LR OFEIL, MM TiE, L1047 e — X0
%< MV BT, BRI, BRIE, BV Fi7e 80 bz, MR HIRTIIE MM B 5 23 C T -T2,
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CQ 2-3. BH/UETIVAUREFEDLSGREMN?

(EE)!
o TNAUKRERRAMICHELIZGEDEMTHD. RERAFHDMFEA N, TVA ERELCFEE
DREHE GEEMN) . hDEN OIS RELIZEZEZONIDNZDEFHET)AUIFTHS.

o BEFHT. 100 LA DRELSISEILIE/ETIF UKL LLTD 4 2THS,

@D NTFZa—F=7D kuru TEABBIZEYRKBLIZED,

@ EFORRTEALIVBREL-BEAILEVCRAFIZLZEER. AEZFDELEEED,

@ HHAEIERDORZOEFREROIEIEIBROBERIYBON-EIGEEBIEIZLSE

D,

@ VBRI EERBLU S BHRERBEERTSIETRBLIZEER! Creutzfeldt-Jakob
J% (variant Creutzfeldt-Jakob disease: vCJD) .

(f#7Er)

BURFRUC L G RUEE A I T VA LRI R T DT L0320, 7 U4 F& H (prion protein: PrP) i&
IBFDARL 129 PBATF A= (M) 720733V (V) 72070 LI L BF R PrP O3 F-875 19KD DX AT
272D 21KD DHAT 1 72 OH)THFEMEI L FASILTCNDD, F/ a5 SR 0id, M1 7 VA4
(MM1 7> MV1) 7>, V2 74 (MV2 7 VV2) THhHEE Z LI TN,

kuru 13, #8 DAVEGERREE L5 2 D, R KOMERSIIZ LTS 1957 0 DITEAFE 200 44 DL E O3
DEAEM AL (NA 2 TAOFER) . B NEHIEZEEIEL TR 4 IR LTS, V2 7UA
DY THD, LinL, BELRIF N AONDEWHIHMAE NS TND,

PR AVEAEFNIE, RE, AAEOMFERERE M ERL 7S IR T 20 O T SRR, BT
() TESTC XD, 90% LA EDSERIL, V2 VAL DIEIETH 5,

TR REAE B, DET 150 422 DBE 2 U BT VA AR THLH, ZhudttRoZ 1
FT27%D 60%ZDNETHE LI Lo THERISNIZHDTHY | FRZOMNE O BEDIEGLL O
FTNEWHIFEEIIR, T, AR RSN OO TIFEAEDNHENE 5 RYThHD, I—
1y XOAIFEM: Creutzfeldt-Jakob Ji D HERI@Y M1 7 VA JEYGEDY 70% ., V2 T VA EGEDS 30% D4
TR SIS,

vCID &, AT 180 4 2k x D A L THY | TERDAGEM T VA IR T 272 > T w i A 7R
L T2, T ARIRIMAER G A= 00 A AR R R AL A 92 2212 LD 1YY Th D, vCID D -
L BT OB RO R FEEL . IR 129Met/Met DI RFRIDNEGLLL ), £, s E
IZEWBIE T CTHDHIRY 219Lys IR L0 WEIE L CH D, YL T= 7 VAT, 7SRRI
FED T VAL DIE DTS TODDBRTH D,

SE MR

1. Kobayashi A, Kitamoto T, Mizusawa H. latrogenic Creutzfeldt-Jakob disease. Handb Clin Neurol 2018; 153:207-218.
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CQ 3. TUFmEDBE

CQ 3-1. MEHETIVAURIEDKLSICEEHT HM?

(EE=)!

o FRIREZWI CILRETEE. HICERARBBEGANBLIUHBEMNZENEETH D i MBERER
E. BERRE JF(C MR &E) . INE & (cerebrospinal fluid: CSF)RE . lRRELEZEITL.
thDEEEDERNEIToI- L THEEZH T 5. REICKVERKZEBNELGLILITERELE TN
(XUMFARLY,

o EREIRENDH T, MRl RETHOLNIBRELERD D TR EE (diffusion weighted image:
DWD) DEERRIIMEETVAURDEZE B LV ERZEICERTHS,

e CSF M 14-3-3 ERVCHAVEAD LR ETVA U EOZHE S VERIZEICERTH S,

o IHRE TIXEAEMEREIMERME (periodic synchronous discharge: PSD) hY 4 pFF R THY . 7
DARDZ S SVEANZEICERTH S,

G:E5T)
T I NA—TIBHYERIT U D & T DR SRR T 2 A U AIR BEZ BRI+ 5 720012, FRAFERERA .
E A, CSF A, I/l 2175 12, (3% 6)

x6 MEETIAVREENTNESKRE
D RS TR A~ RRATE
LB —/ IMEIERAE
HETTYERZ R
« KM B2 B S A AR PEIE
) AR P IR * FLIR B REAE T AE
A
I RUT RAGAE
B XU PRE IS DA RE R
-HIV By &
AR R
<HETTIESS B B MEBMIE : PML (progressive multifocal leukoencephalopathy)
» B~ LA SR
4 e S SRR (e (LD S, 2 VAT T A=)
- PERE IS E (T
) 2ol cCAM A TAINAEERS TADAALIGIE
(P S IRE
<7 )L m— )L BEE AMIE
o JFF 1A b
< 1E R /K BEE

[N

N/
Y
&
Fit

(@]

Y SR INEE 2 “@%575\ A (A B85 Creutzfeldt-Jakob J7 (Creutzfeldt-Jakob disease: CJD) . MM1)
THEATHRR AR REIR E TN A IA 7/ — XA S RS EBRH, SMTRELEOL KN 3-7 »HEE
E’Gﬁ%ﬁﬁﬁ LEE) 3.4, FRILG (o> CID %75’4’7)@f«|j( FREARETTHE IS R IR N e 0
e s A WY (IR SY SRS Y/AN fhﬂ( 32 ThHD >58, (K 4)
AR A CIEEE MRIDWI 232712 F T % 11, DWI T, jtﬂu&” 7 (08 IR BT & HEJE
Bz (FRICRRSRARRITER) IR FE 5 A2 BT HZENZ VN, KIMEBEICRFE 5E2RI70, Eio, 81
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MRI DWI & 2515 5 O Tl apparent diffusion coefficient (ADC) EITAK 352 L2350, R
FINDDBHHFED CID Y7 Z A7 Tldk DWILIZ TRFAZE B2 RSRWHLHD, (3¢ 4)

BRI BB T A R T ORBELHY SRR EAI T ENEE THD 1214, RIS DO TR
FEMET AP EREARGIE 1L 7 VA AR AL T G T WA 7R 37728 | arterial spin labeling (ASL) [jf4
RIS T T 7 4 —T2 & DS RE RIS &[RRI R 5 A2 LI WO T 25, £, VRN
TUA L TlE DWI O BEAF B2 3753, [FHELCTO FLAIR B CIXBAGL 2 B E 5 25807
., FLAIR E[{§ CHBL e BEE B RO G 1L VA IR LA OREL B E T & ThHD,

CSF M Tl 14-3-3 E ADMEIIRZ IS METH H O— S L L TIMZ B TND 15, JIEME T VA6
FHD CSF 1 14-3-3 A LHRAVEANZENIZA LR THD 1619, Lol R HIHE 8L CID 72147
19°C, 14-3-3 A SHRAVE A DRRE IR D, Fiz, BTV IRUADEE TS 14-3-3 HEAHR
ZUBEBIEEGEE R TN DD, BT A 8 A e KR HE IR (real-time quaking-induced
conversion: RT-QUIC) (2T CID ## D CSF HORFEMFVF B Q&I 52 L shL ., 2 o
BRIWED RSN 2, (£ 7)

x1. MEETVAURBICE T 2RERERTD 14-3-3 BB L
RT-QUIC ICX B EER T ) A U EADGEEDRET

ERIRE FERLRI4RET W&t
RT-QUIC | 14-3-3&H | RT-QUIC | 14-3-3%FB | RT-QUIC | 14-3-3&H
W%ﬁjé;;f’%%ﬁ 51/56 52/56 58/67 64/67 109/123 116/123
avka—)L 1/52 23/52 0/51 13/51 1/103 36/103
a5t 91% 93% 87% 96% 89% 94%
MM 90% 97% 90% 93% 90% 95%
RE
Y\Y 88% 82% 88% 100% 88% 95%
Wi 100% 100% 92% 100% 95% 100%
HRE 98% 56% 100% 75% 99% 65%

W ARA L CSFREEDMAE ORI TRMEEZH T HZ LN TES 2122,

R A TG TR T0%F2E PSD & 229575, FRHUILBITIE PSD Z7nS72n vilb 65 2,

B2, tHALREHEES (World Health Organization: WHO) 72 Wi JEHE 4 (3% 3) | EuroCID 2 L)T%EE%? 24
(3 8) . NCIDRSU® (& 9) Z7n 923, ARG RAPE X 1280 &+ 01770 o7 ETAREBOZWNIC
ZENEETHD,
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%= 8. 3—n0w/\ (EuroCdD) [ZHI(+BIMF M Creutzfeldt-Jakob FEDEZWTEEE (Zerr et al %)

L {37 SN

AT E—XA

BTN Y Sl A N DI IN

. BEAES s T S SRS
g S

ogn0wp

IL. #Eﬁﬁﬁ
- B R M iR (PSD) 273
IR 14-3-3 £ B
C MRI PEHBORFRE % (DWID) % FLAIR B2 TRREZ - Bk E72 1T R M6 B B Ik 2 7 TP B esifE 5
RO

probable CID: 2R HEITHEFREEZ 2L IO 2 HA LI L T 1 B DL LA -8 0
possible CID: ZHEETTHREFEA L, 10 2B DL EREPEZRL SRR A 2 FEARN CTh oD

+x 9. IMFM Creutzfeldt—Jakob /D2 T E % (NCJDRSU %)

1. ffe 32451 (definite)
HEATPEDOMRIEAREZ 2L, Ry
TRIRBRAT AL, F72) i?ix&‘/fu/l\

RE P EE TR 7V A & . 2T MERRAE
A&, II. ko> 4 A 2 B UL EA723,
N A T T/E— XA
FI T F245 (probable) B 455 715 MM R

(D T+ C. BRSBTS BT

@I+1+1V -l
(3) 1+ 11+ MBI 14-3-3 76 B E D. MEEHPERES
(4) WEATPEDOFRITE MR + PR b b [ i (PSD) 2780

F7I A Ol RT-QuIC Btk IV. MRI {530 7% (DWI) %7213 FLAIR ﬁ{% TR -

I TRl 5 a0 D,
3. & M (possible)
I+ 11+ #7582 A

3Cik/URL

1.

Geschwind MD, Murray K. Differential diagnosis with other rapid progressive dementias in human prion diseases. Handb
Clin Neurol 2018; 153: 371-397.

Zerr 1, Parchi P. Sporadic Creutzfeldt-Jakob disease. Handb Clin Neurol 2018; 153: 155-174.
Parchi P, Giese A, Capellari S, Brown P, Schulz-Schaeffer W, Windl O, et al. Classification of sporadic Creutzfeldt-Jakob
disease based on molecular and phenotypic analysis of 300 subjects. Ann Neurol 1999; 46: 224-233.
Nozaki I, Hamaguchi T, Sanjo N, Noguchi-Shinohara M, Sakai K, Nakamura Y, et al. Prospective 10-year surveillance of
human prion diseases in Japan. Brain 2010; 133: 3043-3057.
Krasnianski A, Kaune J, Jung K, Kretzschmar HA, Zerr 1. First symptom and initial diagnosis in sporadic CJD patients in
Germany. J Neurol 2014; 261: 1811-1817.
Hamaguchi T, Kitamoto T, Sato T, Mizusawa H, Nakamura Y, Noguchi M, et al. Clinical diagnosis of MM2-type sporadic
Creutzfeldt-Jakob disease. Neurology 2005; 64: 643-648.
Krasnianski A, Meissner B, Schulz-Schaeffer W, Kallenberg K, Bartl M, Heinemann U, et al. Clinical features and diagnosis
of the MM2 cortical subtype of sporadic Creutzfeldt-Jakob disease. Arch Neurol 2006; 63: 8§76-880.
Parchi P, Capellari S, Chin S, Schwarz HB, Schecter NP, Butts JD, et al. A subtype of sporadic prion disease mimicking
fatal familial insomnia. Neurology 1999; 52: 1757-1763.
Shiga Y, Miyazawa K, Sato S, Fukushima R, Shibuya S, Sato Y, et al. Diffusion-weighted MRI abnormalities as an early
diagnostic marker for Creutzfeldt-Jakob disease. Neurology 2004; 63: 443-449.

,19,




10.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Meissner B, Kallenberg K, Sanchez-Juan P, Collie D, Summers DM, Almonti S, et al. MRI lesion profiles in sporadic
Creutzfeldt-Jakob disease. Neurology 2009; 72: 1994-2001.

Caobelli F, Cobelli M, Pizzocaro C, Pavia M, Magnaldi S, Guerra UP. The role of neuroimaging in evaluating patients
affected by Creutzfeldt-Jakob disease: a systematic review of the literature. J Neuroimaging 2015; 25: 2-13.

Murray AD. Imaging approaches for dementia. AJNR Am J Neuroradiol 2012; 33: 1836-1844.

Vitali P, Maccagnano E, Caverzasi E, Henry RG, Haman A, Torres-Chae C, et al. Diffusion-weighted MRI hyperintensity
patterns differentiate CJD from other rapid dementias. Neurology 2011; 76: 1711-1719.

Carswell C, Thompson A, Lukic A, Stevens J, Rudge P, Mead S, et al. MRI findings are often missed in the diagnosis of
Creutzfeldt-Jakob disease. BMC Neurol 2012; 12: 153.

WHO. WHO Manual for Strengthening Diagnosis and Surveillance of Creutzfeldt-Jakob Disease. World Health
Organization. Geneva, 1998.

Zerr 1, Bodemer M, Gefeller O, Otto M, Poser S, Wiltfang J, et al. Detection of 14-3-3 protein in the cerebrospinal fluid
supports the diagnosis of Creutzfeldt-Jakob disease. Ann Neurol 1998; 43: 32-40.

Sanchez-Juan P, Green A, Ladogana A, Cuadrado-Corrales N, Saanchez-Valle R, Mitrovaa E, et al. CSF tests in the
differential diagnosis of Creutzfeldt-Jakob disease. Neurology 2006; 67: 637-643.

Sanchez-Juan P, Green A, Ladogana A, Cuadrado-Corrales N, Saanchez-Valle R, Mitrovaa E, et al. CSF tests in the
differential diagnosis of Creutzfeldt-Jakob disease. Neurology 2006; 67: 637-643.

Schmitz M, Ebert E, Stoeck K, Karch A, Collins S, Calero M, et al. Validation of 14-3-3 protein as a marker in sporadic
Creutzfeldt-Jakob disease diagnostic. Mol Neurobiol 2016; 53: 2189-2199.

Atarashi R, Satoh K, Sano K, Fuse T, Yamaguchi N, Ishibashi D, et al. Ultrasensitive human prion detection in cerebrospinal
fluid by real-time quaking-induced conversion. Nat Med 2011; 17: 175-178.

Satoh K, Shirabe S, Tsujino A, Eguchi H, Motomura M, Honda H, et al. Total tau protein in cerebrospinal fluid and diffusion-
weighted MRI as an early diagnostic marker for Creutzfeldt-Jakob disease. Dement Geriatr Cogn Disord 2007; 24:207-212.
Rudge P, Hyare H, Green A, Collinge J, Mead S. Imaging and CSF analyses effectively distinguish CJD from its mimics. J
Neurol Neurosurg Psychiatry 2018; 89: 461-466.

Steinhoff BJ, Racker S, Herrendorf G, Poser S, Grosche S, Zerr 1, et al. Accuracy and reliability of periodic sharp wave
complexes in Creutzfeldt-Jakob disease. Arch Neurol 1996; 53: 162-166.

Zerr 1, Kallenberg K, Summers DM, Romero C, Taratuto A, Heinemann U, et al. Updated clinical diagnostic criteria for
sporadic Creutzfeldt-Jakob disease. Brain. 2009.132(Pt 10):2659-2668. Erratum in Brain 2012;135(Pt 4):1335.

UK diagnostic critetria 2017 https://www.cjd.ed.ac.uk/sites/default/files/diagnostic%20criteria.pdf

,20,



CQ 3-2. BIEMETIVAURIIEDKSIZEMT HM 7

(E1Z]

o BIEMTVAUKIIEERIFE (CKYEIEME Creutzfeldt-Jakob #(Creutzfeldt-Jakob disease:
CJD) . Gerstmann-Striussler—Scheinker disease & ( Gerstmann—Straussler-Scheinker disease:
GSS) . B MR EEAARSE (fatal familial insomnia: FFI) (2 $ESt . HIEFHMR .. KERE. X
MRI B, X% § % (cerebrospinal fluid: CSF)#&&E . BIEFREDHEREEICEINT 5,

o GSSITHITHERM/NMNEMELREZED-KEEDHE. CJID [ZH 1 HEEAR MRI i HE R E 5
(diffusion weighted image: DW) TO KR B OEEZDSES. ETOHREIZH(T5 CSF #E
TO 14-3-3 EALIVELATECERER T4 EO 5 REENFE(real-time quaking-induced
conversion: RT-QUIC)N\ 2B ICEFATH 5.

o IEBZEYHHELLT, DIT8N-FFI TIERERLSMZBREZ EAEIRET HEEH]. P105L-GSS T
(F/—F V=X LEEARET HAEH. VI80I-CID TIXRIEEMN L, TILY/NAI—HIED R
ERBEET HES. Y163X TOEGIERE BEMEREEDEGFLH D,

[fZE%]
EARME T VA U 9R T R R AL L {s P CID. GSS. FFI (12
M232R 72 ETCIIFHEREN 2N ZEDNFEAE 72D T, 22

THSNTVWA (R 10)1, V180T X°
WL CL B s TR ME LD,

F10. FEARELBESNTVDEGFER

TR
R i 73 BER K 129 BT Xk
kY
102 proline — leucine methionine Hsiao, 1989 2
GSS 105 proline — leucine valine Kitamoto, 1993 ™
117 alanine — valine valine Tranchant, 1989 '
178 aspartate — asparagine valine Gambetti, 1995 '
180 valine — isoleucine methionine Kitamoto, 1993 '°
b 133; 2132(:):'\;/:; : ,E:g methionine Hitoshi, 1993
200 glutamate — lysine valine or methionine Goldgaber, 1989 '
210 valine — isoleucine methionine Pocchiari, 1993
232 methionine — arginine not stated Kitamoto, 1993 "6
Laplanche, 1995 2
Goldfarb, 1993 2'
S, E{_Qq & o Sy # _ 2
GSS.CUDHELF Fol g;f%g;; ;Tg gﬁgg;lzi«o) v G(jl\lc\ill‘?ar:’b1?2?)1 2
van Gool, 1995 %
Beck 2001 ®
FFI 178 aspartate — asparagine methionine Medori, 1992 2
B R REE 163 tyrosine — others valine Mead, 2013 7’
R EES 178 2-bp deletion (CT) Matsuzono, 2013 2

AIRZZFRTITHD, VIS0I A CID O FEHFEIEFIR L 76.5 Mk =i AE C. BHES MRI 23RFEK
HJCHY, BEE MRI DWI ClIZIAZES HINERTR 2 R RIMECE 4
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B CIIE A DB DER B E O, KIMEZ 6. V1801 ZZE &= CID D MRI HL B SRR =S
BEARRDRERICER T 282275 (K 6),
FUER I BEEDRIRICEIT T2, FIEEE A T5Z

LITFETH D, Mtz b= 1 [R] B4 i (periodic
synchronous discharge: PSD) (34 9%IZ 541,
CSF H 14-3-3 FE K 80%D R THS,
RT-QUIC DBGHEFRITAT 62%E 1KV 2,

P102L 2513, CID DA B 55560
4 F RN OB WA S T WD E R D
BOT, THAMBHIEETHS ° FEotfc RERBRUABMEH2HIC)R RSESE2L. &
£ PAIRELERIE 37 B I MRI T Dgiemis oon e RS, ARAR SRS
RN LETED TR, £ 90%2NEEN T FERICERLTOSHRIZRA S,
FIEL, TRORERTEE BT DEGIHHD 6 MKk F PSD 1349 23%I2454, CSF H1D 14-3-3 &
HIEK 25%0385 M T D, RT-QUIC DF54EERITH 88% CTHH TH 5, GSS DL 11 IR
L7z,

= 11. GSS DoMrE#E

l.ﬁim(am@ WEITPERRAE . /INBOEIR, JEME R 72 & & B9 5, 7 U A VR HER T O 2 ER
R B AL, MRk k“TGﬁ TR R BRET A RER 5205, kv = A Z T my MENG
fﬁﬁ%m&ﬁ WU A VEANMIE SR O,
2. iﬁ%@(mwwm.hffﬁk7)ﬁ/mégm¥ IEEITHEIBI L WU TH B3, JEEFTR, -
E%fUﬁV%Emﬂ%ﬁﬁEhTwﬁw%®
3. B (possible) : FEHEMEMN S V| HEFTPERIES 2 U, /NMIERDEVER BRI A L5 28, 7V A
EHBGTOERHEFTR - W57V 4 EAOFEAME LTV ant o,

E200K 222 CID (T P38 FE A0S 58.6 ik A< FEPRIF AT SURIIE M CID EBEEIL TG, FFE
DOHIFIZAF > TODIEN U LS, il _E PSD 13HY 92%I24 541, ik MRIDWI O {5 513559 94%.
CSF H1 14-3-3 E HIEH 87% Tl Toh D, RT-QUIC DREMEZRITH 85% TH D 3,

M232R 2252 CID &y B IIGE 4 CID EFAIL -2 TuditEAT Bl MM2 BB FUERDREIRET T3
% (%% & &M )zL/J“@IE%iSH{%) 57,

P105SL 225 GSS IHIEIIAFO A THESN QDL R T, THIRIEFE 44 mREBHT, FEFIC
TR ?%Eﬁé{m)%x 589 F|Z ﬁé‘bﬁ%nﬁ FEMERT IR, 78— = XL B2 25, ik
MRI R4 D PSD X5 AMEN 20D | 2o HTldau,

D178N-129MM | & FFI, D178N-129MV (3 &7 #5 CID 229 5L TUH7A3, FFI Th-> Th AR
ZERELRWEILHD 101 FEIEAEE T 52.3 7 CThh D, FFI OZWi R K 12 1TRLTZ,

= 12. FFI O MrE#E

1. fEFER (definite) : ERIRAICHEITHEARIR, REVE, AQRATRELIERE, I 47 o0 —X A /DRER, #
IREE S, MEMERS /R EFFL E LTHE LRVEREZZE L, 7V A VEABGBTO R 178 OE
HAEA L3 R 129 5 Met/Met T 5, é%’mﬁ%’%mfFH’%@%&W@ﬁﬁ%ﬂ%ﬁé#\
itiﬁ:x&/7u/%$#ﬁrﬁﬁ%mﬁﬁ WU A VEANMIE SR L O,

2. IFIFHESER] (probable) : FFEEIIIZ FH&LTWEL&wrﬁ%EL\7Jﬁ/EEL&%®:Fyn8
@Eﬁ%ﬁbiFV&9ﬁMWMmf%éﬁ\ﬁﬂﬁﬁ'iﬁTUﬁyﬁéwﬂ%ﬁ%%ﬂTV&w
H D,

3. BV (possible) : FRFEAIIC FFI & LCHJE LARVEREZZ L TWAN, 7Y AU EABEG FARSS
JREEAT R, - B 7Y AU EAOEHNE LN TR N O,

,22,



3K

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Nozaki I, Hamaguchi T, Sanjo N, Noguchi-Shinohara M, Sakai K, Nakamura Y, et al. Prospective 10-year surveillance of
human prion diseases in Japan. Brain 2010; 133: 3043-3057.

Qina T, Sanjo N, Hizume M, Higuma M, Tomita M, Atarashi R, et al. Clinical features of genetic Creutzfeldt-Jakob disease
with V180I mutation in the prion protein gene. BMJ Open 2014; 4: ¢004968.

Webb TE, Poulter M, Beck J, Uphill J, Adamson G, Campbell T, et al. Phenotypic heterogeneity and genetic modification
of P102L inherited prion disease in an international series. Brain 2008; 131(Pt 10):2632-2646.

Wadsworth JDF, Joiner S, Linehan JM, Cooper S, Powell C, Mallinson G, et al. Phenotypic heterogeneity in inherited prion
disease (P102L) is associated with differential propagation of protease-resistant wild-type and mutant prion protein. Brain
2006; 129: 1557-1569.

Higuma M, Sanjo N, Satoh K, Shiga Y, Sakai K, Nozaki I, et al. Relationships between clinicopathological features and
cerebrospinal fluid biomarkers in Japanese patients with genetic Prion diseases. PLoS One 2013; 8: e60003.

Yamada M, Tomimitsu H, Yokota T, Tomi H, Sunohara N, Mukoyama M, et al. Involvement of the spinal posterior horn in
Gerstmann-Striussler-Scheinker disease (PrP P102L). Neurology 1999; 52:260.

Shiga Y, Satoh K, Kitamoto T, Kanno S, Nakashima I, Sato S, et al. Two different clinical phenotypes of Creutzfeldt-Jakob
disease with a M232R substitution. J Neurol 2007; 254: 1509-1517.

Iwasaki Y, Kizawa M, Hori N, Kitamoto T, Sobue G. A case of Gerstmann-Straussler-Scheinker syndrome with the P105L
prion protein gene mutation presenting with ataxia and extrapyramidal signs without spastic paraparesis. Clin Neurol
Neurosurg 2009; 111: 606-609.

Yamada M, Itoh Y, Inaba A, Wada Y, Takashima M, Satoh S, et al. An inherited prion disease with a PrP P105L mutation:
clinicopathologic and PrP heterogeneity. Neurology 1999; 53: 181-188.

Zarranz JJ, Digon A, Atares B, Rodriguez-Martinez AB, Arce A, Carrera N, et al. Phenotypic variability in familial prion
diseases due to the D178N mutation. J Neurol Neurosurg Psychiatry 2005; 76: 1491-1496.

Taniwaki Y, Hara H, Doh-Ura K, Murakami I, Tashiro H, Yamasaki T, et al. Familial Creutzfeldt-Jakob disease with D178N-
129M mutation of PRNP presenting as cerebellar ataxia without insomnia. J Neurol Neurosurg Psychiatry 2000; 68: 388.
Hsiao K, Baker HF, Crow TJ, Poulter M, Owen F, Terwilliger JD, et al. Linkage of a prion protein missense variant to
Gerstmann-Straussler syndrome. Nature 1989; 338: 342-345.

Kitamoto T, Amano N, Terao Y, Nakazato Y, Isshiki T, Mizutani T, et al. A new inherited prion disease (PrP-P105L mutation)
showing spastic paraparesis. Ann Neurol 1993; 34: 808-813.

Tranchant C, Doh-Ura K, Steinmetz G, Chevalier Y, Kitamoto T, Tateishi J, et al. Mutation of codon 117 of the prion gene
in Gerstmann-Straussler-Scheinker disease. Rev Neurol (Paris). 1991; 147:274-278.

Gambetti P, Parchi P, Petersen RB, Chen SG, Lugaresi E. Fatal familial insomnia and familial Creutzfeldt-Jakob disease:
clinical, pathological and molecular features. Brain Pathol 1995; 5:43-51.

Kitamoto T, Ohta M, Doh-ura K, Hitoshi S, Terao Y, Tateishi J. Novel missense variants of prion protein in Creutzfeldt-
Jakob disease or Gerstmann-Striussler syndrome. Biochem Biophys Res Commun 1993; 191:709-714.

Hitoshi S, Nagura H, Yamanouchi H, Kitamoto T. Double mutations at codon 180 and codon 232 of the PRNP gene in an
apparently sporadic case of Creutzfeldt-Jakob disease. J Neurol Sci 1993; 120:208-212.

Goldgaber D, Goldfarb LG, Brown P, Asher DM, Brown WT, Lin S, et al. Mutations in familial Creutzfeldt-Jakob disease
and Gerstmann-Straussler-Scheinker's syndrome. Exp Neurol 1989; 106:204-206.

Pocchiari M, Salvatore M, Cutruzzola F, Genuardi M, Allocatelli CT, Masullo C, et al. A new point mutation of the prion
protein gene in Creutzfeldt-Jakob disease. Ann Neurol 1993; 34: 802-807.

Laplanche JL, Delasnerie-Laupretre N, Brandel JP, Dussaucy M, Chatelain J, Launay JM. Two novel insertions in the prion

protein gene in patients with late-onset dementia. Hum Mol Genet 1995; 4:1109-1111.

,23,



21.

22.

23.

24.

25.

26.

27.

28.

Goldfarb LG, Brown P, Little BW, Cervenakova L, Kenney K, Gibbs CJ Jr, et al. A new (two-repeat) octapeptide coding
insert mutation in Creutzfeldt-Jakob disease. Neurology 1993; 43:2392-2394.

Owen F, Poulter M, Lofthouse R, Collinge J, Crow TJ, Risby D, et al. Insertion in prion protein gene in familial Creutzfeldt-
Jakob disease. Lancet 1989; 1: 51-52.

Goldfarb LG, Brown P, McCombie WR, Goldgaber D, Swergold GD, Wills PR, et al. Transmissible familial Creutzfeldt-
Jakob disease associated with five, seven, and eight extra octapeptide coding repeats in the PRNP gene. Proc Natl Acad Sci
U S A1991; 88: 10926-10930.

van Gool WA, Hensels GW, Hoogerwaard EM, Wiezer JH, Wesseling P, Bolhuis PA. Hypokinesia and presenile dementia
in a Dutch family with a novel insertion in the prion protein gene. Brain 1995; 118 (Pt 6):1565-1571.

Beck JA, Mead S, Campbell TA, Dickinson A, Wientjens DP, Croes EA, et al. Two-octapeptide repeat deletion of prion
protein associated with rapidly progressive dementia. Neurology 2001; 57:354-356.

Medori R, Tritschler HJ, LeBlanc A, Villare F, Manetto V, Chen HY, et al. Fatal familial insomnia, a prion disease with a
mutation at codon 178 of the prion protein gene. N Engl ] Med 1992; 326:444-449.

Mead S, Gandhi S, Beck J, Caine D, Gajulapalli D, Carswell C, et al. A novel prion disease associated with diarrhea and
autonomic neuropathy. N Engl J Med 2013; 369:1904-1914.

Matsuzono K, Ikeda Y, Liu W, Kurata T, Deguchi S, Deguchi K, et al. A novel familial prion disease causing pan-autonomic-

sensory neuropathy and cognitive impairment. Eur J Neurol 2013; 20: ¢67-69.

,24,



CQ 3-3. BEMTIVAURIEDKLSICEHT HM?

(EE)!

o [EJRET Creutzfeldt-Jakob J& (Creutzfeldt-Jakob disease: CJD) DM : EERITAIZHESIT )AL
BREBEEIZIMA T, MFM CID DZMEAE (R ) ZERALTEMT 5,

o DHHAETHRESNTWAERM CID L2 THEIEFHER CJID (dura mater graft associated CJD:
dCJD) TH %,

e dCJD MD#92/3 (3 CID BEFITHDH, BYDK 1/3 (X, T5—VREMPFTNHIFAEFIT, &
ITAELERAEL . FAE B HAICIERN R L (B #A1%E B HATE M E (periodic synchronous discharge:
PSD) WMHERLEWNZEITEET H (R 13),

o ZEFR Creutzfeldt—Jakob J& (variant Creutzfeldt—Jakob disease: vCJD) D EZ W : f5 HE IR THRIE
FTHIENZL RO BAICITRENBBEEENBILBLVEEIIF Y CID LIXELLERIKRIEIRE
2L. 5% MRI O T2 RIFERA® FLAIR B TEATANIIMEDRKRMBESHAHoN DN
EDRHMMREMREETRT , HFRREHEWorld Health Organization: WHO)2 7 £ 4 (2001)
(R 14) . ENZEQETLT= EuroCJD (EU) M EZHTEAE (2008) (R 15) ZAWLNTEW T 5,

G:E5T)
BAE E TICHRE SN TWAE D ESME U A 5121, E R CID., vCID 3L kuru @ 3 FEEENF
145, ZOH T, bAETRIENSHERINL CODEOE, EFME CID %10 dCID & vCID Thd,

(1) FEfR#8 4B CJD

dCID oW, I IRENE CID ORWIILUE (3 3) 12~ C CID OBWiE1TH, D%, BEITZIT
To AT A2 el L, TR AN S UL dCID L2 5, RIS, U4V E B RE CEls
MFVA IR EBRINT D,

dCID D) 2/3 13k Y72 CID OERIRFE G A2 L9 MBI THD GE7T7—2M) , —J5, dCID O
13 IEREEC7 T — 2 ROT VA EALEERD LT T — 7 THY | FLiHIRRARESTIE O EB) K
JERAE A L, BB CAHLIDMNEE_Eo> PSD 23FAE 1 A= LAPNITIZHBLL 222 | i PRE 5803 iy
BlLIZFeD | DT 7T —I8 dCID OEFKZWTENE (R2) BPIRESNTWDH (F 13) 12

x13. 75— d0D DEHEE (F) '

JZENE Creutzfeldt-Takob Ji§ DR W S HEICHET D03, L NeE KRR ISR 3 0 | A TIED IFIE IR A B U7
Bl I R HIPE R I i E (PSD) 2588 72K Th 1 ZIEMEFZH (probable) £ 372,

(2) Z£% CJD

VCID [ XFEHIER TRAEL | T8 A0 B R 72 8 DR B2 FIE AN T 2280 %00 3, 721
M CID BB & el U CRERBGE S RV 3, 221 WHO 255 4E (2001) (32 14) 4 129> TITD, BH
R MRI @ T2 FRFHEES> FLAIR B COLEL RO R AL S5 5 (pulvinar sign) | iﬁﬁﬁﬁ’]“(&bé
(1% 7). AERO vCID JEFITITRIE L ENN6EE E PSD 25887272 5, WHO OB Wi HED N1Z
fife I (probable) | DTEIZ, [ I CRIICITEIME 2R S DA/ ICAONLZERHD | Mu%
STz 6, IHIT, JeE IRl iz BE L 7= vCID RG] (FEFRMAER]) bl S 7, ZbaiEx Tk
FTLTCR2 I BEHE (2008) 73 EU 2B HISHU2 (36 15) 8, fEE 2 W Tl IMIZ 381 DR e B 7V A &R
HOIEAE R V=A% T ay ) ZREH T2 0BRSS, RKEBRIMTONDZENH LN, DO T4
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(ZSERRAIEED T2 | BRIRBE LA ET %23 pulvinar sign 23 A DAV B 12 G 23 RHILD,
= 14. Z£ER CJD ZErE%E (WHO 2001) *

CHEATHEO RS - PhRE
R 6 4 A LR

R L MOBRERGETE D
CERYEDATREMEDN 72

. FIEME Creutzfeldt-Jakob 7 2 S E T X 5

11 A IEA OREAIER (M5 o, A2, B, B, =4
B. Rt T DI ARCEBE R (b D WIEZOmE)
C. K
D.3IA7u—XA, a7y, VAr=T
E. FRAE

11 A. W CRIME RN R (PSD) [t

B. JHH MRIZ C i IR RL =15 5
v A. RHEAR CTEE 7Y F o m A G
TeEH (definite) : TADRH D | D OMRIRE AR S L b o**
IEIERESEN] (probable) : IBXOND45THE & A & B #7295 D
SEVME (possible) : IBLOUO45HA L A Zf7=3H 0

Mo 0w o

*BE . RERITHRELGW, 1=, BRERNEZER D IZEHL. S MRl CHAIRKMESES 3RO VEITE
ATHs,
*x KN E LVINIMIZ L SBHRIRE ML & florid plaque ZESEETVAVEBQDRBEEZRD 5B,

7. vCJD O MRI T2 5# R E{&

Al DRRERHE (REN) IZH1ES (pulvinar sign) NRSNS,
(EE CJD —~_RA52 X2 =y DA Collie tEEDZE
ElzkD)
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& 15, ZERCID DPMEE (EU 2008)°

A S
L #3236 7 A UL EOEATHEO K1 - hE A 255
2. — A B ORENGETESD
3. ENHSR O T EARAR /LT ORI LD TR FRIE 3720
4. AR DB EMEERIRINE S G ECED

B. PR E (5

LIFD S SOIEGEDHI B 4 D&F8D D5

L FIERIIORERER (5D, A%, B0, B, 2=48)

2. Figi T HI AR R (BDWIXZ OME)
3. Kl
4. A —RA ALy PAR=T
5. PHIE
C. AT i
e EZ W
KB LOVINIKIZ, HERR 22 (L florid plaque &) F 5 7 VA B A DILE RO D
Z DM ORRE T L

L. 8 CJE B[R 4 i 7R (PSD) Rtk
2. BEFP MRI (TR AL =15 B
3. Rk CRE 7V A 3R [+

D. # 22T AL
P2 T B AVREN TOBE RS ERA~DARHE (i 722 L)
E. 2l
1. R (difinite)
A WIESIEE CORA T RO E 22 Wi ATt 7= 3
2. 12T 5245 (probable)
A. EGME B BRRIERE AL, C. MR AT AL CINIE - PSD B2 LUHE MRI O MR R RS 5%
729
EAl
A, MBS AET-L, CORAERT A CRIVERICLD B 7 VAV R ABES RIS
3. B&V Il (possible)
A WESEME B, BRARSERE AL, C. Mt i M | PSD 23k

Il

* vCJD DHEIERHAIZIE, FIZPSD ZEDHBHENH D,
o BE. BHCERITHEELG, =12, BEEEREIRAY vCJD IZE L, 5558 MRI CTRAIRKMSEE£ROLEVVITEH
THhbd,
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CQ 4. TIVAURDEREEREE

CQ 4-1. TVAUEDEEEXEDKLSICEHET HM?

(EE=)!

o TYXARICITELNGEEREE SIS, EEEFTHHR T —ILIZLOMNFEL TS,

e PHEDEEFBEHFAREXE(HROEBEIIHTIEREZICET HEEEHRE)ICEIL
HREBREMBSIE) T, TVAEOEEE @R —ILELT Barthel Index!' BAFALVGNT
AV

o JUZX K BREFEMZE (Japanese Consortium of Prion Disease: JACOP) Tld Medical
Research Council Prion Disease Rating Scale (MRC Scale)? HMEFH SN TLVS, MRC Scale [EFE (2
BE4FIMELTMIT DR T —ILTH L. TUA RIS B EE O A EE D 5TE
Nbh-oTHEY ., BEEFMES LM THI LMD BEERATIE T VRO EEEE TS
BDITRVEL-EEERT7T—ILTHD,

(f#7Er)

TUAAIFTHEIT N E DD TV, <D —AIZBWTERITABITHEEL . BiFiudEi A LN
(ZHEFN I S 12D, 20728, IR FHEV OB DR HIZN, HA CEEEZRETHET
X, EITOREZ S > CRIRETTHESARIREI T IEIC T 20N TH A, LIz > T, BIEEHFLY
HRFE ORE AT T 2 EIE Rl A — V&l 32O BLE TH D,

BUED DN E O A S5 8748 #9551 3R 2 TR S QD 7 U A 95 OO BE 3 13 Barthel Index!
o5 (3 16), ZHUTH FAETREWEEZTHE§ 2R — /WA S 5, BIEZOAR 7 — VI AR DY/ ~EY
T AR AR L LTI OB TND, ST 0 A8 R EESE) 25 100 SUZ0ARL, —
AREOZ 80 mLL_ETIXEBE IR BT AL TEY, 40 LU T ClEFLULFER SN,

VA AR L LT BEE A — /L E LTI, Creutzfeldt-Jakob disease Neurological Symptoms (CJD-
NS)scale’ B THAD, ZAULFICFEE E SEMEZ T T 52—V Thod, 7VA L RICHBLT 5
FXERRIENEE 8 DDA T IV TR 26 HAZZET . TN ENOEAZ 0 =72l 1 = R,
2= HED 3 BEFECIILAFHT 5, AT 0 A0 52 45 (B EAE) 120475, CID-NS TIEFEAEND
ORI E OIS LR T2 L5 TW D0, BEMETES OTE B 2320, THE 2 Lo s i 7y
DHEHZDTD/LSIVTNRNRE | WL ONDE SR B S,

JACOP THf -S4 TV D MRC Scale? 1 L7 VA i | R 70 5 RERSRE R S RE D R 23 o -
TR, EEEE SO ATiETHD (R 17), BEAIREMECE T2 7TV —RN 7TIHE | S35 7%
BE - RIS RED 07TV —23 4 THEBHY | F 11 HEDOD, REONEFITIET T 2~5 B CREm 3
Do BT 0 5 (B ESE) 275 20 JRETHAT Do BURFRCIET VA R O BEIE ARl 3 2 DI eh 16
L= EHIEEAT— /L Th D,
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% 16. Barthel Index

HH UL FVT P
BT, BBIEZ CORE R, EEERRRINIC B R D 10
g HHAMB (& 2iE, BATEG > THAS LTHH ) 5
28 0
AN, 7L—%, 7y FL A MOEELED GETAN.LET) 15
HNTHhHRy F~ | BEOHS B E - TR A ET 2 10
2k 2 JED 2 LIEFTRETH D NTT B 5
LA B E TR AT HE 0
- BN (Yo, %, HEE, OFHI0) 5
N E Y E e NI = 0
BN (KIROEME, BIaREGT A—F T AEZER Ea A LT 554 10

Z OB H &)
hA VIR I, hE K2 D, KR, BRI AT 2 5
LB E TR AT BE 0
. SVA 5
ol N E Y F e N = 0
A5mBLEOHAT, HEEE (R, BTERITRL) ORI b 15
. A5m Bl EDSWIEAT, BITEROMIE &Gt 10
AT RREDS A, BT 712 C 45m A O BETTHE 5
NEEUIDYSN 0
AL, BTV 7 EOEHOF T bDAN 10
e By - NI E IR EET S 5
ENGE 0
Bz, B, 77 A h—, BEOEHEET 10
ERZ AT, EEUERZRBERIN, UL RIZA S TITAD 5
BEERIDVIN 0
HeAke L, Ty, OB HU G FTRE 10
HEE= Y hr—L LKLY | G, BEOTY BN B EET L E L ST 5
NEERIDVIN 0
KA L, IUREEOER Y 0 ATRE 10
PRy br—L LKD) . WURBOTW Y BB BT 5 F L E D 5
NSV 0
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# 17. MRC Scale

HH Vvl ive R
" ETO 7 I THEEEES R kb -7 0
PRI BT 7 BB i
. FICREEL T D T —T VALEE LT D 0
PRI BERR A I C & C B A E AUIC KA |
KN 0
M O Ho I 1
SV 2
. A B 2\ T ) 0
AN H L 1
THEE 7213/ B (RA TIFERTE ) 0
a3 SrBCHET RIRE (WE T OEMRMEOA B 720 1
SRV 2
BleEh, BHZEHTE RN 0
B Tﬂ“é%):“kbi'é% L0, BENIITAET S (N X 508, iz k2 m8h% 1
fi4o9%)
SRV 2
T 0
B B D> - D] 1
H A7 2
fe= 0
%EF' 1% & % D ERAE 1
SR R :
LEC J:‘o 'Qli% FEZT DN, s I%ﬁ%*ﬁ@]@ﬁ%@ﬁﬁﬁ RERD 5
D U U R S iR Ol LA 3R 6
T OLEG ATRE 4
JE B DARBUZ B O 2200, B EDOFLELFE > TV
S T O~ OO BLLOWAR E Lo TO D TR Z R L T DI 8 570>, EFAOIR )
no S PR DOW TN DY, B LW A TR L TV D IR R
v B LRI R C X T OB A, I I R 2 5 2
FUEIZIER 2y, Z<BEDOLDOENNRH D 3
o o 7 ) CRIBERIRAE 1)1 22 < 72 0
HIT & BRI W7 770 M AR RE 73‘59‘ LCTHEH- TV D 1
AL EE@””E@@EH%@% TR0 0
PN el NN HIVTERECHREAEHAT 228 TED 1
Xk
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CQ 5 TYAUREDAE
CQ 5-1 TUXUIRITEDKSITERET HMN?

(E%E]

o TUFAURIFWSTARET HEHEM TR AIFMERABELD, REDERSBE. HDHL L
TEENENBOON-ZERITHND, CRNETICAVLLATEAEMEOR T, £OXxF4)
VIEHBEMNEBASN T FFEZTOHIEN S Mol ZILELFUIEBALNMIKR BB RILRD
LT hAETIEEERELTEREINTLEWL, FEXIH49)UoB0OHDWV IR ERS (2R
LT EREBEMMRITARINT . BRATOERZBRLGKEENTHATH D, RUMFURER
ERNFRR G EICKDEBEHDRFAAINTEST . NENFREETH-HHRIN
BN(WThBHERLGL, TETUXOREEM D),

o —RRMITAEIGEBERICHTIVNEY T3 ESnd, BOERNRELLE1-EE
. BEBELGLEICFI O TREXRENMTOND, FBPITHIRT 534 /0—XR(IHHLTIE. —
BRIZoOFE/RALC/NLTABMERSN TS HERDME 2. TETF U RADHEEM C),

(f%3R]

VA AFOIRRENT BRI AT A IE R B 7 A4 & H (cellular prion protein: PrPC) 2> AR D
FLE A7) 4 %8 [ (scrapie prion protein: PrPSe) ~Df&EHAHANV AL, PrPSe O ARE L, B EEEE . iy
MR KPR ES T35, LT2A3 > T PrPSe OEEEZINHI, DNV AR T 23 HH DU X
MRS AR Ml DA 25 MR AI ) — =0 7SN TET,

PLeTUT LU TER S TR 7003, SEBRANIC PrPC D PrPSe ~ D EHAHA> PrPSe D15
ZIHETDNEDGFRO LI, T VA6 CRRIRAFZEAM T2, 95[E T{ 74172 PRION-1 study Tl
WP ELIZT 2 MERBRITATOI T TEHEE ., FREREE IS T TS BR O R STz 1, &
KB 107 BIDO T VAR BE DG L7200 IRl 45 BIOIMFENE, 2 BIDEJFME, 18 FlDZEFA 42
BIDOFEIRIET VA AR TloT=, T IV ARFRREL 38 6, FETRWFRREIL 69 1T, 1AM AT 1 H 300mg T
2 OB E LT, 78 B (73%) HEIEHIRIFFIZFE T L AAFRITF T 7V NARBE CIENAREEL
D oTo b R AR O BIE L THIIEAATO L, M IS LA DIV 0Tz, IR E D
(ZHBIL, 9 BNZBE T HIIEKDBSHVEIEMS B o7z,

TNWENNTF ATIEREENE SR FE L LT NMDA SR HEMERA AL, I B A5 5 @i
HIKIT, 28 4D Creutzfeldt-Jakob J7 (Creutzfeldt-Jakob disease: CID) FEE &% GRIT, 13 L ITFHMN,
15 2T T /AR G-SH02 2, FRAERER A C 2 BERICA BN B OII D A T4 CIEZEN 7o
7o

A~ M ARYH LT = —] (pentosan polysulfate: PPS) (3~ U SREIORRER L2 HEC ., B E MERE B
RBIEI R ORI OOV TE T, B SR Tl YRR DK E N G-I LD FIE IR SR8
&%, PPS = NFFe ¢ 5151306 E T 5 CID (variant CID: vCID) 125 L THID TTo4L 3, AT,
2004 4 11 HH5 2007 4= 3 A ETITHBN R/ 7 VA 11 FEGFIZIL PPS MR N 503 T,
BN BN TREIAEFEN A DN DR BERI IR 2 R UTIE Bl LA i o T2 4 BRIN T 15 FEFILL
1Tt vCID BEOAEFHIMIX, 2 ha— 1 ® vCID BEIVHHLNZEWA, I TE TR TEA0NT
AEFASILCUU,

ThIP ATV ZAEEIE PPSe EREA L, TInANEEEZ AL EN, 70T 7 —BIZL D0 fRA e
T2 5, JEGLEN TR CHRF LA VU ATIIERIED R, AEFHIHOIER N H BT, RE A7)
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IR PrPSeITHE B3 57210 T2 F VAL OREGHNHIN RS HIFF SN2 e b | BRIRITFEA T T
WD TTUAAZYT DIFFETIE 121 BIOT VA AGEEZTZ NI GREL T T BRI T
AL, FERELTUIRF AU 100mg O G22I TN, AFHIRE LR 3520 81368
DHNIRD T O LLZOWFFETITHEFEBIFID 5 22 H UL EDOBF 1L, § T BT periodic
sharp wave complex 23 HHELT 2728 H#ATHID CID ENLLEEN T, TR0 BEITTH /e
WFFEDRTRADIIZN, T MU/ NI B TORMGTE7RD | BRI P22 & O T-fif T T T O LT
MDIER N HONT=DIH T o7,

FER DT LR DI L e o 7235613, R HE R LI Lo TIRAE RE DM TONDL LN LU,
LU, B THRESEET DoV ST = T AT,

CID OFGEFIZUITUITERO 634 70 —XAIZX L Th, FEMEHDWITEE T HIF /e —XADIE
REL T B RARL VT aEPMEFSILVTOD 8, ZHRIZ OV TOfERTE T AR,
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CQ 6. TUFUEDESE - RIRICHT HILEHEMIIE

€0 6-1. TUALHDBE - RIEDVEN, HRIRBEIHLTEDE S
BB EATS B 7

(E%E]

o JUAVREDEZFBOLZTORIEICIE, #RGDEN, MBI ELD, TVFUHEDEE -Rik
[CHETIREOHLIERE . TVAVBOLIICKECRHECERLIALA, BY  RE, &
. FRGEEIDIZERGILLEZEEBL. BEETICSRDIENERTHD, E<LD AT,
FEDFBELLHITELERICAZAVRFILEREL TV AZEO>TLSN., BEDRIKLE
79 5 TEDKRRICHLTLEMISEL T HICEREAINS-0H . EREX. BF-KED
FROLVEOEBCHEAZRRAICEIET DTG 5L AL DILEEINBIEZEREL .,
BE-FEOIHLEEEL T [CHE LBV TRTFLIENHETHS.

o Tz, ANFEABLOABRTHLRRENIEE TE TS ERLON S ERFFENELELTEN S
DT REICEALTEETHAGERERST [CHYOTAIETHEA S EFREDDIEX
&GS BRFRERCHAEEAROBNLERATHS.

o ST, BE-REMN. ALGTHRLOHIECEMBICLIXEEFRTHIENTESSSICE
BT AHZLLERTHY. ERF. B, DEFME. ERY—IvIL-D—h— Exhvrt)
VU EMBAENEELLEALRGTHIENEELL, BE - RIRICBVL TS DRENEHN
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DWI diffusion weighted image PR G
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PrP prion protein TV A EA
PrpP° cellular prion protein EFRTY F o EH
PrpSe scrapie prion protein HER 7 F o EE
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