12) Leszek J, Trypka E, Kato H, Hachiya N. Break
down of insulin system in brain; Link from
Alzheimer’s disease to type 3 diabetes.
J Altzheimer Dz‘s,‘ in press.

13) Fujita K, Matsui N, Takahashi Y, Iwasaki Y,
Yoshida M, Yuasa T, Izumi Y, Kaji R. Increased
interleukin-17 in the cerebrospinal fluid in sporadic
Creutzfeldt-Jakob disease: a case-control study of
rapidly progressive dementia. J Neuroinflamm
10:135, 2013.

14) Higuma M, Sanjo N, Satoh K, Shiga Y,
Sakai K, Nozaki I, Hamaguchi T, Nakamura Y,
Kitamoto T, Shirabe S, Murayama S, Yamada M,
Tateishi J, Mizusawa H. Relationships between
clinicopathological features and cerebrospinal fluid
biomarkers in Japanese patients with genetic prion
diseases. PLoS One 8:¢60003, 2013.

15) Sano K, Satoh K, Atarashi R, Takashima H,
Iwasaki Y, Yoshida M, Sanjo N, Murai H,
Mizusawa H, Schmitz M, Zerr I, Kim YS,
Nishida N. Early detection of abnormal prion
protein in genetic human prion diseases now
possible using real-time QUIC assay. PLoS One
8:¢54915, 2013.

16) Kishimoto M, Atarashi R,
Sakaguchi S, Yoshioka T, Katamine S, Kirino Y.
eyeblink

Y, Hirono
Age-dependent impairment of
conditioning in prion protein-deficient mice. PLoS
ONE 8:¢60627, 2013.

17) Masujin K, Kaku-Ushiki Y, Miwa R, Okada H,
Shimizu Y, Kasai K, Matsuura Y, Yokoyama T.
The N-terminal sequence of prion protein consists
an epitope specific to the abnormal isoform of
prion protein (PrPSc). PLoS One 8:¢58013, 2013.
18) Kobayashi S, Suzuki T, Igarashi M, Orba Y,
Ohtake N, Nagakawa K, Niikura K, Kimura T,
Kasamatsu H, Sawa H. Cysteine residues in the
major capsid protein, Vpl, of the JC Virus are
important for protein stability and oligomer
formation. PLoS One 8:€76668, 2013.

K, Doh-ura K. Amyloid-binding
compounds and their anti-prion potency. Curr Top
Med Chem 132:522-2532,2013.

20) Kuwata K. Logical
chaperone for prion diseases. Curr Top Med Chem
13:2432-40, 2013.

19) Teruya

design of medical

H. S EEDOHE - EHRE(FEZEL.)
1. %5Er S

1) BBEOLF :JC VA VA agno &xfHE & Lz
PML O iR &

AN JRSTATBOE AR FE A R B
FE  RIBFIEL, 8 X, MEBL
HIFEZE = (HFE H) : #5FE 2001-356836 (2001/11/22)
NEHE S (ABH) @ FFBi 2003-160510 (2003/6/3)
FERFE R (B8R H) - 5T 4840792 & (2011/10/14)
2) DL FR : Treatment of PML targeting JC
virus agno (JC 7 A /L A agno & Xf& & L7z PML
DIRE)

HEEE . b4

HiFE A : Japan Science and Technology Agency (J#
SEATBUE N B B 4R B )

B : Kazuo Nagashima (B UEFIES), Hirofumi
Sawa (32 PE3C), Yuki Okada ([ H )
HFEE S (HFEH) : 2467930(2002/6/5)
NEE S (A E)  2467930(2003/5/30)

FEEFEF AT ANIFEAT B ¢ 2012/10/5

2. EHHFEERH
2L

3. FD
L



B1 JUAVREEIHREEZERED/ M IMEEEETS
(IO EKRE : Nat Commun 2013 {th)

FE Rk R A TUZ BRI AT
other membrane proteins
( Insulin receptar.]
Attractin, === = Prp¢ Prpse
PM ,’J @LIL@ PM/_—‘___._—_R
EVs 5) Ve EVs
EE gl S\ E RE - 5! 9 fl RE :
degradation @ @ @ degradation

PMGHEREIE), EVS(TURH A h—L RNA), EE(BEATURY — L), TVs (B /M),
RE(JHAHYLT - TURY—L)  GATILCERE) . TGN (U RTILD RybT—2)

2 B OMILADEMERETTEICL PR HER B

(H0 AT : Nat Commun 2012 {th)
SSPERFEDN A H =X L

B4 ILAD
SR

BERERDEER”? - N
s it ’ = :!;E {Eiﬁﬁ%h\b
T | HEAERTO

e S
' (GFPEIEVAILAR%E
“ FAUL-EER)

FEREZXEICLS
AL AIERE S RETUE RAHHR L

-------------- ->

HAILZAADIRBBRET (VF—JTAVHEEAM
FUESIONTS
@ EErE

(NLRS—ETP. B
IV TORRER) &




WK 23 FE REMEREE

RAEFEF AR E MBS (BHAMER BRI 2)
TRK 23 FFE RIET G E

TV VREVEBREEVAINARBREECET 2HAEMR

MEEARE WHEC @RAZEERREIREESR KEL - HRFEE MRARE) 2R

MRES U4 0E, BAaMEm(bE2psE (SSPE), T LB A ERE (PML) (2OWT, Bl
BROBIEA D= A5, E% - REEEH L. BH2WIE, 18EE, BERORE AR, et
HZEEBMICHEMREZER LU TOREEZEE : (1) ZVF 9 —A T2 1691 FlOT —
X RN, TEIERBAE G DAL DOFHGE, D EOREEF OREOWEIM & DER, DREO TV AR A
EOEMAFOREREDOES - lMRFEMITEREZHE Lz, BIEE LT, MEMRTORRE 7Y
Fo gy (PrP) (PrPY) %t 2 EHIERZEIE RT-QUIC MBS & A AMDOKIE, X VER
HIEDZWNERS L HRE LTz, ERIZE Tl PP O EESHBROMIT, 7 a4 RERORA
FEMORE, PP UMW ORI, EBEEBEICLE PP XA LY PPICEBA— 77 P—D
EHE, 7 A VBRI G OB R N U REERE Lz, REEREE TR, 7V UHmEEICHT
DRV N UR Y BREBRMENE G L D KRR 2 e aE i U, B R E R N DR R R & R
AL, 7 A EENGER 28T 2 BR LW E R A Uiz, EESFEIC L D R HEXR T,
NAFTT v EARPPMCAIZ LY 7V A RESREBRFT L. T ATV EEREA— 7 L—T DO
DEMTHLZ xR AN L, (2) SSPE: £EYV—_A 72X 2012 OFAEHIEORE, BHRFE 18
BEREDME., L THEDALBEBSEHER L 12 L5 0 A Y VRN N 558 1k O B R ER &
# L7z, SSPE U A )L ADMEIFFEMEICE L T, F /L~ XIZBITS SSPE 7 A L AEH L M &&F
ZHERSSPE VA NVRIZEO ONDERMAEFRESE DI FEAELRELR 2 RH L, 3) PML:JC v
ANVAYT ) DREEBUER2EY— A F R TEREREREL 09 A1 FHA-FLHTELE, &
FT D PML FJE D75 B0 M 2 B & 2212 L JC W7o JL R85 o UVRE T BB R I 25 TRk B % 187,
(7 VA RBEAA KT 4 2013 /B % B kA, SSPE R N\PML 2 W A KT 1 v OWETIEE % HEE,
SSPE - PML UV —7 g v 7% B L=,

MRS EE MRETF BAERZERFBEE AR R
KEEE  HEREFSERRZERZFRERERE TARRARIE AR B
PR RR RS (IR ) ML BE SIATEOEA B - B EFEEINR
iz EUrFEEE BRI ) A
EFIER  EREMREMRAEEERE gt 2 — LETEE
AR KIBHHETF WMIATEIE N LIRSk
REE—  BERKZFEEMREER GRS a2 — HRA
TSR FH—K  IRRERFREGESAIFKERE R
WARE BERPRBERENEL L F— AR ERERFFEL X
FRIEIEVELR BATT R ERFT % WERE KRB RERFEREMERZIER
BREEE  MISATEIEA B3 - BREERITR RBEEMENRE TR
BUIEEAE BB T 2 EHEBT RERFERFRESEELSRSUER
w2 — rF—k BYST FRRITE S E BiR



BEREERG il R B E L AR R E
WEFHE A

HIL KRR ERREERTER
MRS HF

ex REH AFERRKFERERSEN
MBS MRT 22T - SR et 9
iz

BRRIEN B RFEEF TR B IR B it s
iR

AF E BmERRKFINERER SR
ERT

mEREE HEAHRRERFEERT R
HAZERE

BRI RBRERFEFHBHEENEFHE
iz

BT [ESCRYET e TR
FEHEE

EH 3R @RKFWBRETAHERNE
Bh#

MRt BERMERRFEFH/NARZE

milEE O RPEREREZRFER/ TR
FoE BUR

G —  EEERKZEFH/NERFEE
Bz

HWHE F HFRERFREEMERMEY T
D B

AMEEM

7Y AR, EarEE etk (SSPE) . #
ITHZEEEEME (PML) (2290 T, BREO
BWIEA T =X L EF - BRI L, B2
B, IRPRIE, B R OVRE TIIVEZ BASE . #ESL T
HTEEBHEMET S,

R0 3 REBITIICEITM: CBIER 2 BRYLE
THY, BRSLHIED A T =X LAOIERIIIED T
R+53Th VIEFIENHEIL L TV, REFFRIC
L0, 2D OBIFEIERRGRAE D RGO FEFEHEFE D
fERAZER S, BHRENE, IRIRIESRIE - &
PeTFBHE DR - HESXLICEBNT 5,

7V A R N ILEEGE TH D | IR
BUAED> & DIREYL T d 5 HEA Creutzfeldt-Jakob

TH 23 EE RIBEMEREE

oS FUMNRZRRFREZE R T A L A%
Hz

BANEF RBARFEZENBEHRBREZNER
Bh#k

BB SHRRFEZENER HE

RFEEF HILRFRFREERFEREIIER
REWRFET #R

BWFE  FRMESLZ O bR E R E
RN =R K ER

ARE KRR IBFREBEERE X —
ANEARER EEME

SHAR ESLREENTERTRERRE & —
=k

BN ALEERFEABBREYEY b—TF
b =R - BUEEM R

FfRBE  [ESLRRSYENTTERT D A L A —ER
EISES

FHET FEEEMIELDARBGERMEEAR HBE

RF-R BT BRRFEFEREFEE
FPNERED

RIUSFIRS  ALHEE K ZE R AR IE A e R RN
HELE LR

EMEIL  EERFEEZMAR GREAR)
A

WAER— 7 R RENT EET AW ET
BIERE

(CID) REFRMEDHEERERL CID E3tEnIR
BIZ7e 2T 5, BRI7RIERIEPRYE - BIE T
HEIL2 < T 18 o A THIET 5, bIETIE,
2005 El2¥d CERA CID FEE &1 (Yamada
et al. Lancet 2006) . 7=, THIERAE CID DIEF
BERemRoXEL e EDEREL BENFEN
TW5% (Nozaki, Yamada ef al. Brain 2010), 1980
FERICHEEBEEZ T ) 27 B3E0E 20 TAK
LESBENEET S, TV A UREITEM»LE
b, BERBE MA~ERL, 7Y 4 ORELR
EEE7e 7=, BSE HLRE MDD DEREM CID K
PR ERAER CID O L 5 REFRMEBRLEIZON
TEHRORZ G KE W, AT & 0B 0%
JEA = A LEMIA L, BIERROCEBEIE,



TR, B - BIETIIEA B - L7562 &
IZE o T, BV R7FMESTHROUE, B
ROREZEDBERIC BT D,

SSPE {2 DWW Tk, REILEEREF CTHE—D
FRBIRATIE TH Y SSPE OFRIEMNHifE L T 5,
MRk Cld SSPE HIEM T & A E7R\0 2, TRER
FEIAT DI TR, BB - AT AEFRE
G52 DEERMAT L EIXOBEORKRET
PiefEii R OWEICEB T 5, £/2, U v
Jibd 58 PN R 45 5 R O B N a1 BRI O FESTL I
KEBEDOTHUHEICERT 5,

PML (% HIV BEZeE OWHE, MKER, B O
BB, TN HIIxT D52 IREE ORI
WHEIIL TV B, 2D OREBOFIERHOIEE
EIREIETESL DML E TH D, ANREFSEM T O
DR & & Hio, BRI & BoEiaE x5 K&
SH B,

B. R Hix

Fib CIREBOHRZ XS & T M ERE LY =
B B2, REHOT 28— NOBKRE, &
WS, BREFE S 2 RE Lol a iur etk
FIBEL, MNRERDIIBRILIIHBLERE
L. FREMOREREEL & 0 2 b5z HE
HELTZ, TV A UHROBEZZOWTIE 7Y A
WOV —_A TR EEGT BB T 2 A
7] OREMFIHEH L. S HIZEED CID
HUEMECH I E/RN LR EHE L, £
7o, EREREE, BEGS (7)) F mICET
% BuroCJD 7' /v—7" L OIFEHFFE, SSPE %3
& DILREWIZE) ZMERE LT,
1)
O VAV FEDOY—_A T A LEERFE :
19994 R XD EESITWD CID —~4 F
YADFERERNT, MBEOT Y A IR DRDL
ERELE OkB), bRAETET YA VHEOE
FHEMEALD BRI ERE LN TV D,
IS IRBICBIT D TV IR BRE OIRE,
FRIE & FRIZOWTEER 12 612 AV THRFHED
WCHE L7 GBIR), 7V F Rkt 2 EKR2
WridRpICREE 72 = LD, AERTICT U A IR 5
bhvTicER S, ERFIRE TS 561

ERR 23 EFE RERTEEREE

WY, Z 9 L7eBlOINIE I E 2 AREE
PHRMNOHEETH D, T U A VIR
bhd, HRBHREZH RO T I AR e
ESNTEMEZRT Lz (BR), b E T,
B E CICEROEERER CID BNRELTEH
V. FOREHIIEHAOEEBESZ CID © 6
FEBZTWD, o) ECHEEBMERE CID N E5%
L7zRR 2 a2 BT, b E & s O fE
Btk CID OBEBWERE L (&EO)

©@ PV ZUFEOBMIEDBRSE - MRI OHLEER
BB DWID) ORREFZEEMIZE>TT Y A
WOREREZEEXA LT 2 TNET
WA LMNZ L TE R, ZOBWREIIRZE+4
WA RWED, FZTRWREOE R A LA
Bl gt L mE 2 3tm L (Ea R), Ml
BICHESL L-RE 7V A4 EA (PrP) HIERH
1 RT-QUIC ¥EIC & 2 sk 2 WiE 2 Ay, I
FEME CID 58 e, BARMET"V A 29 99 Bz
W BT D 14-3-3 EHBLOXY VEHER L
RT-QUIC 217 >7= (FH), WEHEER~—I—IZ
B ENTHEEND HFABP DMEREHELSE
T5 & F—IRIZ oW T 14-3-3 £ ¥ T O
EBHIE & H-FABP % e L7z (#aH), CID
ODEERLMKE~— I —%2RARHT DI,
Creutzfeldt-Jakob J%(CID) O Iy 3 X OKE FEIK
MORFUVERREZREL., 7Y NA < —FH
(AD) LT CID IZHELL L 7o SR ELTHE O FR AN
JE (RPD) % 2T 2HEE L BB ZTo72 (11
H) .

@ XV AVIRDOTIREMIE « 7Y A Skt
EEBBEET (1) £/ v —TOBEEIBE,
RO Q) BKFEMHEERERNL DD, £0D5HF
WMEMRAT A0, 15N L LY av et
vk U A E AV, CPMG FEFNREE D BE %
HIE, £z, MEOERLIBER Y 2B
e FUF TR L, BEE (T I R ®
G %, CD AT kv, FRIMEIL, BT BEK
ERETERAILE EH), VA UREACGEA
BHUREREERBICBIT DBERZERRD A 7
S ALERLNCT AR, BRTY A
Sup35 ZEFNVEHE L LTHY., BEKREZER
RO A = X LEBRIZ AT, EREERTERE B D




b EREEEICE B LI R AL BIE AT &
FTole (KHB). EMlaz AWERR PP (PrP)
DA E SRR L, R T PP B LW
FEAI PP (PrPY) DAEBIIEIKICEET 5 HEF
BEARETSZ L& BT, PrP° O T O
REZMRNT L72 (&F), PP, #Ric k> THF
B, OESEUICEVARD L NLENRH D . PP
OfiibEERE LT, 7T AT —E K LUHD
EAESEBELEIC L > THETS PP WA
DAY REE Lz (ML), PrPC % 853 #i R
HEK293T [ZiBEFHERHIGEDH LA — T 7 U—NR
EHEALT AN, FHALDOA D= LEBE L
(&), 3EER BSE 7 U A 13K E D BSE 7
VAT, DURERE () L LY
BRVVEYR M AR T, b MERMEK (ma—n
— 7T A b—=) BHWDHZ LT, FEER BSE
Rk D Ao DERE (B b)) ~DORHEDOFEEME
DA, BYERILEGOEENEEE BRI L
(FBAR) . 77V 7 o Y% O PN TIL R R prp™
DA E PP DB A UMA OB A b LA
BRENE(TAHAZENBADNDZEND, =7
AZA~D Y A& RRYEF ORBNER LA b L A EfRE
DR 1T -2 (VEE),
@ ZV A IRORE - THEORS . 7 4
JRIZH T B2 bR BT =2 — b (PPS)
DRNENFG R 512 L 2 BARERBR Ak L, IR
iR X OCRERORF 21T 72 (B, BHE
FSRRIEERME (MSCs) 27V A vk~ Y
AZBIET 5 HOCBERET VICBNT, 7V 4
VIR R AT A BT, v U AR LY
MSCs (mMSCs) %47BE L. REHURLILEER
EOMWIRMEHTEITH & & BT, mMSCs 27U 4
VY U ADOMNICBAE L, AFEIR AR L
7= (BERE), VA mOIEE - TRIERRO
oD DEREFR L LT, 817 F AEHETRRE)
EE2HLOMEYCEMRTERR L, T b0
MmEIT>7= (B,

AR FwmEEEZ N LT VA RO 2R
BGETHT520DEEEZ1To72 (KB, E
BREBIZBIT AV F RO ZREEEE<Z
xR AR, FINSHRELE LIV A T —2 AVIG
HAFRER 7V A v ORIE(LALER 2TV, ALEE D

R 23 SEE RIETEHREE

BRI DN T, B FRE~Y VXA EZ WA A
FT oA THE (FF) . £, EBER#FEE
MU R EZ BR L Lo rEEN S
27U A EBEIERYL O E &R Protein
Misfolding Cyclic Amplification (PMCA) 5% AU
T, BRx RBEEIZE D7 U NG R % b
mL (1A,

@© SSPE DY —~A T A L EERIFEE : TAED
SSPE D EREIZ DWW TIL, 2007 FEIC Tz —
NA TR 2007 DLEOIRARATH S, 2012
#£17 SSPE BE D EREIZHONWTOH —of T R
FAEEZITH DI, —RFAEB L OZKFHAED S
EERARERELRE (., RE, 86K . FER
BIRENRAFLOBRKAEBEAZET —F b,
SSPE D&%, ERRE#R, FEERNEDHEE K
H1= (%), SSPE BEIZRIT 2 EREE P T R
UAREHE (ApoB) BE., RKRETA—F—
EDOMBICOWTHREF L7z (L), FREEESR
WCBWTHEB YA LVAD Lt 7 & — DA MR
&5 CD147, FRE 7 A LA D RNA ARRICEE L
T A VAR MLBERKF LB 2 bivd PRDXI,
IL-7 6DV T FNVDEEIZL > THRED A v
ARG RE L TWBAENELNH D IL-7
receptor FiEMETIZOWT, 1 HELHEZHNT
SSPE B L @ERExis & U BEEENT 21T
> 7 (FERD .,

@ SSPE Mik¥E : SSPE 254 2 B RN 215 B AT
INETES ArvrY I -2 LB UYL
U UBMERNRGRIEE RS TE 08, BERANED
BB HND—FT, BHERSLY SE Y pEF I
BOEREER E L L o770, AED 2 Bl
R U, B TFHEDIALBRRRER Y 72 AT
NEY UVINENFRESEEEZTo 2 (X)),
SSPE 1Zxf LU AN Y R4 e L 7o ek 1ot
LCT7 7 — bAEZER L (BF), SSPE I
BiFAA 2 —7xzu (IFN) EHEREOREE
BERT 2720, 7 v r— NEEZIT o2 (B,
@ SSPE D4y FIRHREMEEA L IGEIEBHEE « BRZ T
A VAW SSPE U A VAL BT HHEFIZEE
LCIEEREARATHY . BFHEADZD, w7




AETIZEBWT SSPE VA VR EERIG S 2
L ERRBT (WER), RB YA L 2OMAREEE
CHRRIFEMEOBEZ A LM T A0, ER
BEENTLE LERE VA NV AERKEOH, F. M
BT (BEREICEETLI2VA LV AEHER 2
— R92) OEERINEZRE, FEHET Z—I
MAAAT H BT, F B FrEsiaicE
AL BERENTTHELZFEREE22—RKT5F
BRTEROMBIRE VA NVAEER L, 5
BB L X — v X, A% 10 HONALR
TN L. (M), SEAMEW ) DA A
2 ) — VAR =% XA % H\ SSPE VA /L
ABFERREDE # R Lz (),

@ PML Y —_A T R LJFRE - JR¥E : PML
DBZWNT BN TIIMFE R Z AV IC A VR
(JCV) %/ 2 DNA @ PCR BENHHTH 5,
[E STRCSERT 2 AT I 38 W) T ML 38 & OVE Bt
FEEICBWTENTZEEN PCR RAERE
L., JCV REZN LIZORED PML O —~_A
T U ARIToTz (). 2010 £ 6 A XY 2011
11 A £ CENBYYENUET ~#K JCV-PCR
B D H - 7= PML17 FEF] (BEKH JCV-PCR 5
MG B LT, IR, B, A, EREKRE.
HEFRE T 2R LIRS L. (BH), TBHE
BICHIE L7z PML iz #E L7 (Z). PML
PREICET AR 1| FHOESEZ L2 — LTz
(),

@ PML D4 FJRREMRE] & IGHRIEB % : PML % &
723 JCV X oligodendroglia £% PN @ PML-NBs
(promyelocytic leukemia nuclear bodies) THE 7
%, JCV 2 BT % PML-NBs OJFRHEZHE
ERELE (BRF-R) . ICV O%#IEZ 0 E
T % agnoprotein D VA /v AKLF DIEAL~DF
BIZOWCHTERFENFEERANTHRELE
(), PML B TIX JCV RYSHIRICHEMEE T
MeCP2 2MBRIFH L TWVWAH Z & ICT FURFET
TIE MeCP2 {2 LV JC early B LN late BEHWT
nNb7oe—F—{EHOTLENRDOND Z &
B JCV BEERIC X D MeCP2 DEzEH|fHIC
DWTHET L7z (RIR), VBB T ICV @

HEHEAS HIV-1 Tat # > /%7 TIRESND Z & 25
WA L7, B MERIFMEETH 5 IMR-32
HfR & JCV Z Rt PEAE S 5 JCT MR 2 AV T, A
Bz Tat % 237 @ JCVERUREIZ DOV THRET L
7o (AEE),

3BRBOBETA N4 L ORBIEIZHIT -
B HAEEITo T,

(REE~DERE)

BEZRR LT DHRARNE @I, K. B
FREATE) . EFEFREEIT OV TIEAHER O f 3
BEZBSOKR., THICESHA L RELZE
THIE %2 %l LTz, B FHEAE A &2 & T8
WEBRICEE LTI, SRR Dfa gt &S S B
REBREOARB /T L CHIFEZ EH L,

C.HE#MHER

O ZIVAVFEOY—A TR LERFERE
20118 AFETIZCID —_A T LU AEBET
TV AR & RBIE SNTERNIL 1691 il Th o 72,
TR 150-160 D BREFENHE STV D,
EREREE ORI, IMFEME CID1297 41 (77%) |
ZEEM: CIDL fl, WEIEBERELZE TS CIDT9 4
(5%) . ZFHEME CID239 Bl (14%) . DERRED
CID6 #il, Gerstmann-Straussler-Scheinker % (GSS)
65 Bl (4%) . BIEMEFIEMEARIE 4 I Th o7z,
T, INFE TICHRIN TV A HEEREE A
+% CID BF 142 flic >\ T H BRI 21T o 72, *t
G385 D 81%7° 1983-87 4R ICFE R A & 51T, BAH
NHREFE TOHMOFNL 151 B THo T,

AEO TV A R EE OEFHE OME T,
BT L7z 9 Blo2fRiE Ik 5~102 » A (FRfE 27
y AL 342 r B) Thote, EEWEESIRE
B THHETE TOMENL3I~80 » A (Fi
227 A, ¥¥27.0 7 A) Eolc, MM CID
O 7H (T MMLAD) IZBRIVE, &R
5~31 7 A (FRfE24 » A, ¥¥ 206 »H) T
Hotz, BENEESIREBICE S THLETETO
ML 3~28 » A (PRAE21 » A, FH17.0




A) Thotz,

AERT, BRIRZI ST, FIRICTHID TR S
iz 2 FERERET Lz, CEFI 1) 84mBiE. &
BUEEITHEOMBIER N H Y | IHEZE L ERZY
TR, FIRRIZ TN CID + 228 4 B
%£ + Alzheimer JH AL & BT S iz, (FEFI 2) 40
DD RAESITN S BEEF /NN MEE
L ERRZHr STy, FRRICT GSS L 2iR
L, BEFRBIZTCF U A EREMLRTF PI2L A
BARETR L=,

FEFEFEHETS CID IZOW T O E D 142 4 & V8
S nEE ST 48 FlE i Lick 2 A, TEE
FEAE % 32T 7o lmiE, N EDY 43.1 £ 15.1 5%, 1B
SREIAS 311 £ 15.0 Bk & MEABID B EIZE <

(p<0.001) , FEEREFE A 5 CID FAE = TOHIMIC
DWTCIE A ENT 12.1 £ 5.8 4 . ¥E/ME 10.8 £ 6.0
FThOAEREIT 2L, HEBHE L Z T R KR
FBITARFRG], AME & BIEE R RS E 0o 72D,
ROTORETIIMERESE (28.9%) A HIEE
B - =R (18.3%) %< (I & b
% L CTH B2 p<0.001) . Lyodura®AMFH & T
cEIEIZbBETHEEIZEZ L (p<0.01), PP EIR
T2 R 129 28Tk, DA EX MM 96.6%, MV
3.4%., VV0%, #ESEIIE, MMS83.3%, MV6.7%,
VV10.0% & S HEBEEZEZROT (p<0.05),
@ ZVAFEOBMIEDR% : MRIDWIIZ L 5
ZWRROE R m A BN, AREBRZES Y
AR L CaEZmRLRRERZEELE, B
WIiR1E <> 3 Tesla MRI (2 & - CR2WraE A _E s Hi%F
TE A7, 1.5 Tesla & 3 TesladE&EIZ L D EHE
AT ABEBNAT A AED DWI %A E(Z
EFEL., EREEEEICLIFEERL ROC
WaiFomera halzBE Lz,

IMEBEIR & AV 72 RT-QUIC IEDRBETIE, L
M CID T 1433 BEH, #UEB L bICRET
RT-QUIC {ERMEZRTHIS 16, £/24 UEH
DBBHEEZ R LZBIN2H0HY | 143-3FH[, 4
7 & A RT-QUIC IEDOWT BT H B IEH]
X 58 il 56 Bl T o 7o, BARPE CID V1801 Tlhk
14-3-3 B H., ¥ VEH RT-QUIC JEDOBMHEEZ
Thb 30-40% &K< —J5. GSS P102L Tl
1433 BH, Y VEHOBEHEENMEVWL DO D

TR 23 FE  RIEEHEE

RT-QUIC {ETITBMEIZ 225 Z ERA LT R -
7o

MERER POV A4 v F ELISA IZ X5
H-FABP HIEVEZ S L, H-FABP, 14-3-3 EH,
ZUEBBEZRB L, BMUT, 1433EH, U
EADEMED CID HIKIZBW T, H-FABPED
EDo TN 1433 EH X UBRED CID iR
T® H-FABP EIZIXIENR & - 72,

MIE & U & HORECIE, IFME CID B o Mg
BH T EBEEIT 193+72.6 pg/ml (7P JEHIE vERE
72) T, AD # 0+3.3 pg/ml (p<0.001) . non-CJD-RPD
B 22+21.8 pg/ml (p<0.01) BEUMEFERT 7 «
T 0£9.37 pg/ml (p=0.001) IZHLELARICH
EToHolz, CSF ¥ VEBREEITIIME CID
BT, AD # (p<0.05) . non-CJD-RPD #£ (p<0.05)
B L TAEBICEE ThH- =, MiEHRY VER
REIX CSF R VERARELERICHBLE

(p=0.645; p<0.0005) ., FNFEME CID B TIIAEH
TIE Y VERBERBERRTH - 72Dt
L. non-CJD-RPD T 9 47 4 51 Gl & & LL
TThHot,

@ VA VRO TIRERR « 7V A U L EE
EAHIBTE D NMR 12 & 2 #2487 Tid. CPMG #&F0
R BOERIEIC LY, AU A LRV T BRI
BOWZEARLIL, £2, BREFOBERRE L
EET 2FELHY L, BEAFRBREICTT

EEEFNTRER BERBEP R OEE
BT A LR R L,

BERE7 U Ay Sup3s #ETNVEAEELTH
W ERTBEE HEOR L S0 oEEIcE R
U 7o R R AR AT CIE, BEAROa T LY
D DRI R O RO 2 A AL
7o TOMEBITI 2 A BHEEOHRICEETH D
EMEEINTWAET AT UEBENEL £
DTHEMEAEERPERTE I, Ibiz, TART
XFUREAMOBREICBERT L LT BEaT
DEAL R TE | £ OEBMDEEEIETE OB LA
BTHAHZ ENTREEINTE,

AR E AT PP O FNEIRTIZ DV T,
PrPC DT NYIBTIC H L S VM BRI
LTWasZ e, —F, 7V F Ry

(ScN2a) 123 1F % PrP> OHIETIZ 1Tl 31 1




B 549", ScN2a TIZ PrPC & 1342 5 E S 0ol
W23 U TR, Z OUIWEAITEZED ADAM
a7 7 —EOEERER ORI X VDT
5T YL,

TaFAF—1¥ K LSO EEE o iEEEELER
\Z &% PP T DT TIE 2 D= R 1
F A F—F Lys-C F721% Arg-C TH1L L7z PrP*®
DN RENZ LW A7 LA E—Chandler ¥k.
Obihiro £, 3 XU~ 7 ABI{L BSE ¥Rk PrP™
DOXBIHBFEETH > 7,

PrPC IZ L DA — F T 7 V—DEMEA D =R
LDORRFT T, WEMHEABIZ Ste 77 2 U —® Fyn ©
EMEEE (CA-Fyn) (X v, KX+ b
AXAT 478 (DN-Fyn) [ZXv#filsnr, *
7=, PP BT L LTHEELE Lipll  (low
density lipoprotein receptor-related protein 11) % [H
BRICA— N7 7 O—&EEIL S, 7Y Ak
YLl N2a (288 W\ T h | LC3 1T DIEHL A TR L T
BY., Lpll OFHEYL LH LT,

JEER BSE @ L-BSE H3E 7V 4 & ER BSE
(C-BSE) K7V A DR r AL =2 —n1
7'F A b —=< gk (SK-N-SH, SH-SYSY, BE (2)
-M17) 5 5, ##f 2 K H @ SK-N-SH ¥ XU BE
(2) -M17 @ 2 #RIZHBVWT C-BSE HIsk 7V F >
FRYRE L & B2 L-BSE H¥T VU A U REEEICE
WTH PrP™ 2SR S iz, BRI AIET Rk
2 fRE) IZBITD PrP™ OFESHILZ — 1, W
J5 O#IFERK & B2 C-BSE HIRT U 4 RYRE T
I3 T RESHEL PP OEIS R H % <, L-BSE i3k
7Y A R EETCIE—REHA PP OBIE R R D
EX Y

T IANDT Y A SRR OMNER{E A b L
A EREDFENT DFE R, 8-hydroxy-2'-deoxyguanosine
(8-OHAG) 72 ¥ DNA BB~ ——, R+
AVTTE U EDIREBICBE~— I — T
VA VBB VEMLTHWDZ &, &5,
superoxide anion (02-) ZEEAT 5 NOX-2 X° NO
EEAT D INOS OFREN T U A v B~ 7 AKX
WBWTERELTWSZ EHBALE,

@ TV AIROIRE - THHIEOR% . 7 ) 4
FRIZxT 5 PPS IMENFii& SO KRR T
IE. TV AU 11 BIINEE CID 6 ], BEIEREAE

VR 23 FEE RIEMEREE

#% CID 2 %], M CID (GSS141) 3 #1+., =
TVETIT 9 BIMIET, 2 BN IRk L T\ 5,
11 BIOVERBAED b ORGEIZFELY 31 72 A (4~65
7 A) . BB modified Rankin Scale (mRS) 1%
2—5, BIIED mRS 1I&H4]5—6 TH D, FIRED
BIER & U CREBE FKIENEHIZERD B as,
FWANCBET 2 MRREMBOBRFITR SN2 0
7z, WHEFRET TN REE T o0&
D IRVERC, RIEMET ) A EBRIET Y AV
BB DIERVEFID B o T2,

<~ AMSCsBAHEIZ L D7) A RIBEERT
X, EBEBHOETHMIT 1523262 (FH+E
RE) B, B¥ (BM) -mMSCs BHERE T
161.849.9 HTH Y, AFHENAFRIZER L
(p<0.05, Logrank 1&7E), = METLUR DEHTHRER D>
5. 4Bt L7 mMSCs [T OMBEN N E
TV, _

TV A AEERIRES R Z b oL El &
WIRT 2 @B T, 77V A R
T A AR ERET DH R bEWE LT,
AV R=AVBIVIEFRELEMERRLE,
Em, VA UG~ T RCB W TR ORE
EIHENS DD, EEEHORMEERE TLHER R
YA NIABEBE L,

T A IR B ORI R R EAIC B L
T, PINERESICED 2 WRRETEFT D720,
BRI AR OBHFAESCHAREIT o, £,
MER7 40 —T7 v FXEDTZDI, A VT v
N A RFIZ E R - ST D 120 D ES,
VAV RARREEICHRATHIEOOEER, 74
H—7 v T OEZBEOEFRIAEE 2 ER LT,

FRB/EEE LU A Y — 2 AWEAEER
TV G DRIECALER AT AR D R
DNT, B THREY TV REZHANWALLTT vk
A THE LA B\ 7aAh ), REEESRZEN
FNEMTIIRNE DRI AT THLR, £h
BEMLEDLEDZLICEo T, BOWRIE(ZIE
BEED BV, i, T AT U HEEEENZ OV T,
BE LBOEMERET, BRTHEWRELDR
DEOSNDZERHELMNIRoT, &b, EE
#J PMCA ExZHWT, k4 RBEEICL DT
AU RECE R A B LR, TIROEERE



FREEATHDL T E T AR T A Y BEAIC
BELERETCEFOA— 7 L—T7 WL (121
°C, 15min) #1729 Z & T, R 7" U 4 RiEik
HREFEDLNDAIENALNERST,

2)8
@O SSPE OH—_A 5 A L FERIFEE : +—~o
T A 2012 REDOKG, FEEZHEE L, 2EF
D EE7Z2/NREE - ANIRER (9500 HaFk) B &
OMHRINE O EEHERE (R0 700 fEgk) 38 L OREIE
BENZELZIT CVWEEERELZAESSR

L. BEZZLTW\5 SSPE AFH, HHERIE
SSPE B4k, “IRFAE~DW SN WRE/ 2 NER

—WRFAEL (FR24FE1 AP 6H) | —
WHAERERICESWTHANE LN D EREEE
ZIXHEASC, FBE L & DICHMRAROREER
EEMUTCTRAEEZTY (B 24 7 AD D
Rk 26 423 A)

REREBBEMAEXDORRAFAEEAZET —
B DFEMTHE R TIL. SSPE & E#H O hfET 23
% SSPE I E ks D FRMEIL 11 5%, HERES
#@6%%T‘ﬁ%uiﬁf%$§f it%%
U EREmMBhonERIRRE, SHEEE, UKE
BEE, HMTESE %mu%?EﬁXimTﬁi
PROTEREE i EBRRTUE R E1L85% L L ém
IZF D B, %%x%&émiaébbwﬁ
70% ., N TR 2R 2 VTV A EIL 20% TH - 77,

SSPE & OBEIR T ApoE DFEEtTld, ApoE B
L OV ApoE E4 REIXEHICH L THERICEME
T,Apo B3 BEIIFEICHETH o, SSPE &
FITB TR T Apo E, Apo E4 B X OV Apo E3
BE -, BRI, WL oMICE RS MEE
IO 2o T,

SSPE & B MR Im T DN Tld, CD147,
PRDX 1 , IL-7 receptor IBInFIZ-D\ T, SSPE &
& TR & ORIT allele 35 KUY genotype SR
DEEBOIRD-T=,

@ SSPE DR : F N OIAHLBIRHGwIEAR 7
ZRWZUANEY UIMENFRESEEEITo
72 2 BT BV T, — BRI RIER OBENR B B LT
D, IR OEITEELETHETIZEEL Do T,
UNRE U UHEFRREICLARERIZR S D

TRE 23 R WRIENTEHREE

Sl BRER & BIREHEZ BT’k
B 2 f#fe LTz,

UNEY AREICET LT v — FRETI
23 4 F 10 PUZBRZFBD., BERERA 2 7 MK
WO BIZUANE Y IRERRAT D L T
B X WERmRH -T2,

IFN (2957 7 — FRETIL, IFN &5
L7=594%, 300 108 1 FLIN, 6 E28 5 FL1
MG A1 L, IFN 85 T8I THIE
RPEELEDIL 134, ORHEN 104, RE
iKMEMb26%T%otOmN$m%~ﬁ%

W CHIERPLE LZDIL 84 T, T 4 4L
PIZHIE L7 Toh o7z, IFN FHIEHZIER S 2B
WCEBAL L= DI 5 & LD 7eino T2 A3, 15 FEHkRE L
CTHIE LEATHELEZR DT,
@ SSPE D4y F-IRREMRE L IREIERAR . v U R E
FOAZEIT D SSPE A )L A B ERMFFETIE, X
— N7 R|ZFKPE Edmonston FR& MPNIZEERE L
BEBONA DN~ U A EREFLE ST E
H U7 & Z A, MR fa s G BB BT s 2
b, R E T A XD B, HEREED 4~400
FOUANABREEI, BMRBUYANVAD M B
BFIZBVWTRELEL T IV BICEERAL LN,
ZI B D% < M uridine 7> & cytosine ~DZE RIZ L
H5HDTHoT,

ff?%wx@%@ﬁA%&W%rﬁﬁm%
THRFTIE, FEREOERIZ XV EREREN
m@bt%gﬁ4wxﬁ\t%@ﬁﬁﬁﬁéﬁh
SZREEEMEICERE L (e ez &
EHIT, X— R 7 RN L RZ — [ ZHRR R
R LT,

Mz & £ 5 SSPE 7 A L AHEFELEY)
B A RE T, N 120 FEOEAMEY » S 57 A
& ) —)VIEHAME =X A0 5 5, 30 mg/ml D
BETHE VA IVADREEZMI~D T A VAR
EEB0%LL LR ET 2 RAEY —F X & 3FEER
HUE2R, —F, ERET, MigEkss LTHL
DNIRRIZ 7 A VA E 721X SSPE U A LA DIEFERA
EE o TEAMEY T X 2345 BIOHEMHT X 2
OFIZIZRH SN o T,




@ PML DY —_A T A LIREE - 1RIE 1 ICV D
PCR EZ I LT —_A T 2 TIL, 2007 & 4
AND 2011 4F 10 ABUEE TIZT 486 44 (589 1)
DRREARFEIC KIS L, 58 4 D PML B & HERR L
Too MRENEHZ T T < BEERC IIRNE &
WO T EDMOBER L LRENMRBEINT
Wz,

OMBEORIT O PMLLT Flix, B 10 Fl, Ltk
7T, ¥ 559wk, BRARAER TIXRBRE, FRE0
BEEEE LY TRIFBEEENSL < (58.8%) .
B EMG TV A2 A FERIFRE D KK E R R R 2
00 Tl RKIMEREZ R TIEGINEZ S AL

(29.4%) ., IMBFHEBECTIZTEREMS 9 #
(52.9%) , FARR LIS 5 61 (29.4%) 12 B,

ARERA L U TMEREEERE 2 < (47.1%) .

HIV BEM: PML 237202 & (23.5%) T
by, BREFRERFIII L F=Yuar, a7
F AT 7 X R EZRKIZIES Tz,

JFfEl: CH CARBEREEZ AT 5 PML fEH)
T, BB BEIR ICV DNA IXFB R EAIF EOBh R
ZoRT—F, A7 %D ICVISHT BRI RIXR
EHTH T, REEIZHES GVHD D72, 7
R 2 — BT 55257, Bk LTz
JCVDNA DL 2V FET LT,

PML [ZBE4 5 XD L ¥ = —Tl&, Z3ME

{LIE B E 21T 5 Natalizumab A1 & 5 PML I
DNT BE 1000 N4S720 151 DFRIERTH Y |
FET T 18% & HE 41T 7z (Kappos et al.
Lancet Neurol 10:745-758, 2011),
@ PML D4y T-JRHEMEA & IR VEBA %  JCV Y
IZ31T % PML-NBs DOJREFRIEZR &M Tl
WT/AVP231 E A TIL PML-NBs (2[R LT
EE L7 VP EAN VLP KSR L L4 LK
BHEEITE LS AL TR, d-MyVP231
B TIX, VP BB X D EVENERIZ S
i L, JERELA%72 VLP ML S B HMIE iE
DOEMITEE CTH 7=, PML b b MERE % B
B ERBREETE CRENT T 2 & . PML-NBs IZEZH 700
nm DR T, VP1 IZFOAERICHEL TV
776

JCV D% & X7 E T % agnoprotein D7

A N ARLF DGR~ DEBEDIRFS TId, 285
NWIETHY UANRRLFEZERL TV D EE
& RJETh D VPL [T agnoprotein & F5ET 5
Z & agnoprotein DFFEFIET TILIC VA ILAD
BLF DR —HE T < 725 Z & agnoperotein
i3 VP1 OLBEFHREZREL TVWD Z LIRS
iz,

JCV BIEE HIC £ 5 MeCP2 DEEHIHIZ DV
T OfNTTIE, MeCP2 O 7 BE—4 —| JCT T
JRORBFNZ L VIEWENTIET D Z L 238 L,

HIV-1 Tat # /3272 1 % JCV B2 5 RIEIZ B
DHFETIE, b MEREZFAIE T H 5 IMR-32
g VT, M X Tat # v /37 B ICV OER %
RETHZEEHALMNI LT, S HIZ Tat # 23
7 ¥RJNZ X Y Purine-Rich Element Binding Protein
o (Pur o) OFH L HIHETE & HITIET LTz,

4) |
3RBRBIZOVWTENENSBESERE L,
PZIRITA RT A4 v OB AT 2D A, T —
s vay TEORBEEZER LT, 7 A UIRIC
DWTH, [TV A RBEN A KT A4 2013]
DIERRZRIE L, TOT KFESV A v Ry
75 (2011 4E 7 B 10-11 B BEHR) 2 %48 LT,
SSPE B L UNPML iZ oW Tk, BIEDZEN A K
T4 DUETEEZED, SSPE - PML UV —7 &
av”7 Q01158 A 19 H, HA) %#BELE,

D.E%E

OV AFEOY—_A T 2 L FERFRE DB
BTl FrmoREHRE L TEMRIITE
150-160 F N E X TV 5, BSE BEE D AR
CID 1% 2005 Rz s BEREREDH 5 —
B DOIHTIH D (Yamada ef al. Lancet 2006) , — 7,
IR AES CID IL, 4E, FEH 5 FILL T THER L
TWAHDODRENRFENTEY , 5% IR HE
#% CID OBREPMHEL THRETDHZ EN TR
iz,

DREOTY A RERE O ESEESIREIC
BIF D EMAFICOVWTIE, BREREOERE,
BEOBENKERBEHETHD LBbhiz, £




TUFFEOFIRIEITA R T A T —
FBETHLAEETH Y | MR & OEEEIC LD
72N FRETH D Z ERH NI -T2,

ARNCEERZEH SN TIHRIZTHYOTT U A4
VIR &2 SN FIOBRETIE. 29 L iESIA
—EHHDHZ ENHERERIN, T I UROEDS
ERPTOETHIEDICEETHD, £, BIKD
WrEh T otolzil, 7V A VRIS L
72 VHRRFEROEAE R 24T o 7o sk o LT
7Y 2 WG SR - #5870 E O AR @)
WATO) ZEMEBEEELEZ BN,

DOAETHEBEBIES CID %% LI RN K

92 ENT, b E SN OEERESE CID
Bz lhBRFT Lz & 2 A, EBEEFORE B DE
W (DBETIEEMTHEDO LWEERZ ) R
PrP = FDEV (OAETIE= R 129 MM 28
Z\N) D, IS L L ThRE TS < OFER
Wi CID MNRIEL7=Z ST E LR 5 2 - algetk
NEZ BT, UL, A&7 Lyodura®2s &
DETEDLS bVWORDOBEIHERA I L
WO BEERAERIIRADCEETHY , b [ETHE
JERBAESS CID %3 LI ERMEZRERIZ OV T
KIRREATH 5,
OV F U FHEOTLWEDRY MRIIC L 5 B2
BHZB LT, EfAEICEL L TWS 3 Tesla ¥
BE2RBEICBWERBEELZHROR L2 D
LT LREARFFENAF — Lz, 3 Tesla
PEECIIEME = b T A PR artifact D3 EERT A
720, ERETAGEEINDD, 3mm LLTO
BURBIIING ORMEZ R TX 5 I8N
H 5,

ARFFEHEIC & - TR S 7z RT-QUIC {EIZ &
% R BRI TR D B PrP O HITET L\ 2 lriE &
LCHSFFNLEE & TW5 (Atarashi et al.
Nat Med 2011) ,RT-QUIC ¥£, ¥ VR HEZ. 14-3-3
BEADOEELZMEAEDLED Z LIzL > T, MREME
CID58 FH 56 Bl CHAEFT ARG bz, F7z2,
BEET Y A UBICE LTI PPEETFOERE
AL & > T RT-QUIC I EDOBEMEENREFE L B2 D
ZENBALMITe o7z, RT-QUIC I3RS &
0L EFPIPEA L EBICEET AREEEE X
bivd, 7. 5%, RT-QUIC BBERIZ DU

TRk 23 FE R EEREE

THEBRLBRFTAILEERD S, SbIT, HE
BEW > H-FABP &A% L7-, H-FABP
X 1433 EH. X VEEBNKECHEICH LA %
BOAEENH Y, H-FABP, 14-3-3 BEH, ¥V
EEO3I~—h—ORIEIZCID 2B ORRE % EiF
HEEZBNTE,

CID OfE~—nh—& LTCIMEX vEA K

FLAER.RPD # 2T 2ER TMIESY VEHR
ENEEOEA. CID OEEEZEER L CENZ
Wb UNERDDLZ ERHALNI R, ML
BEREUEHREL CSF A VEREEICHER
MHHIDZ END, IR U EBREILCSF
BEADEQRBEARBL TS EEZLNS, I
ERZ UEABEIX CSF A VERBE LRk
\CINFEME CID CEEE 720 . 3EME CID & AD,
non-CJD-RPD O#ERINZH H 725 JEREER O fEi (E
= —THDHAREEND D, EFRITAIILD
7Y AR TR B TR B T oI, kR sk
BLRBFINANICMER Y VERRBEZRET
5T &1L, CID Wl x4+ 5227 ) —=7
BIZRBAREMER S 5,
Q@F Y AV IRD 5y TIREERERR - 7V A VR E
THGEFRIZ, EE 7V A0 (1) SREEEl.
BOZENIZBIEHmNTI E 5 (2) ERFEHER
WREIZSIT D0, SEIOMFEFT T, (1) &5
WTIE, RU A LR T fESOEMI#EEL
DR E&ITRDHZ L, 2) IToPWTik, 7TV A
DRAETF RN BB R B E R ST —BFEL, £D
HAHER T ) A o ERER ORI IR AT
DAREMENH D Z E RN E T,

BERE7 U A Supds #ET NVEHEELTCH
W R REIRIERT R R b, BAE S FHIC
BERBERPERFET A ERHALNICRS
oo BEREZOBEHBEORES, o TOREIZE
LEE D EEEDE(, £ L TABMOREITEKT
LT, —BEMRBABANBREIND Z LBEX
S, TNPNBERSEEIELAD=ALDDE
ODTHBHEZEZLND, TV A VRICEBIT D EE
T F U EARFNICRIE T AREOL MR
E2HETEERERTH D,

PrP DRI EIT OBFZE Tid, PrPC & PP D4y
FTRNUIBIZREETABENRER-TEBY, 215




OTuTT—EOREDEI SR S 5
NREIZLEND D Z EBRHALNI 2T,

TurAF—8 K LSDEBE SRR LE
\Z kB PP W O TR, = R e T T —
¥ Arg-C & Lys-C IZ L% PP D=7 A
J OFTREMER RIE S iz, PK EFIMEER TH 5
PP a7 BLIONKBEREZEZATLT T 7 A MR
BEL, ZOENIZEIDPENVEEZ Z LD,
Atk =T OREESS PrP203/207 FEIS DEE R RZ M
DEF R ENRMETH B,

PrPCIC L2 A — F T 7 V—DEMILA D =X
LORETIE, BREI7: PP E 71T PrP% A% Lipll
LFEE L, Fyn DIEHEEEN L TH— 7 7 U —
EIEMAL S E D ATREMES R Sz, 4%, &5
IZFEME R IR 2 B D,

FEFER BSE @ L-BSE HIk 7'V o723 MHkK
ORI L 9 B2 & PrP™ OFEHD R
F—1% C-BSE D LD LITRRD | B MI
L-BSE H3E 7"V AV 3R L7256 28 CID
CIXRRDAENENREER L, ZTORR, B
STRBEMEPBETHZENRBIND, FEFEH
BSE U A viclRkT 2 “EEMERR CID”
DOHBEOFEEICEET OLERH D,

TUANDT Y A RGO N ER{E R b
RAENREDEMTRER NS, 77U A VR GLER 1NN
T DNA AEEOB{LA b L AEE L NOX-2
iINOS DEHFENE > TWVWDHZ ENRERENT,
IO DOELIIRERMICBN TR AL, 7
UZdIRFBIEDORRATH B0, T L bIIEDH
RELTZIDE I RBEFENEREIZOMNTD
WT, ABROBFPMLETH D,

@7V A IFEOIRE « TEHIEDBE% : PPS HEN
B 512 X DEERRBRCIT, MO RIENE PrP 23D

LTWBZ ENRBEINDHRBENH Y, IBEIC
LAEBOREENE X b, KEOERE
CID @ PPS VREGI CREIAFFNHRE ST
%, PPS BMENFHEZEEIT, ZETEIIEEICDH
Mz 5 DIEEETHDARRERD D,

~ 7A@ BM-mMSCs OMNBREIZL D, 7V
UG U AQEFABBAERICER LA,
ZDAN=ALTEBORFTRETCHD, & b
MSCs TiZ CD73 & CD105 DFEMPMELED—

TRk 23 EE RIETRREE

DEINTWVDN, SEIZHEEL 72 mMSCs Tl
T ABOMBENEEER L, 2OZ DS
[ D mMSCs [ZIFBEEOMRERNTFEL, 1BE
PRBFRSN TV D AREELE X b, 5%
IXCD73CDI0SIZ L DRV T 4 TV v a v
ATV, B MlREM A5 5 2 & TIRESIREN
ERD0ERETL TN,

TV A R TR T Y TR R R
ET2H2A4A R— VBRIV 2T HE LAY E SR
RUEMR, 5%, EEEFEoBEEoRkE, 5
AMFORBESCEEZNERICOWVWTHEHATS
VERDD, £, 7TV FUHMARER~ T 2B
WO Z I ORMEEE TH —EDOHEMEE I
BETA59 A4 FUA O TIE, BRC s Clils
R TR Y | BEZRE TOREZMEIEE
DEBET NV CHERTENE, BHICEE~DE
RIGHABFREIC R D AIREE S H D,

ft RSB R 2 N LT U A vmo
WREGTFBI DT DT, 9 LI=ERTE - TH4A
Uiz RS ) 2R 7R AT felE S & BHIRAER
ROZEE T DNERD D,

NAFTT oA LDERFELOT ) K
ESI R OB MO BRBES CEEI T T
LB EMAADED Z EITX Y kY
D IEFREEE X DILD L-ULLLTFIZ CID 7'V
I DORBIEPEET S ERFAL NIRRT,
TV U PEBEAACIRIREE, R, LR E —
FELUL BICREFT L, B OERLETE CID
T F L OREGEMEERHBRUTICEET S Z
LRTRETH Y IRE, BE (pH), M OZESR
DT NT U HEEAIZ Wz CID 7Y 4 DRk
PHREICIEE T EEL bR, — .
PMCA %2 RAW=7 Y 4 U RIEZ RO T,
g VY= TR EBEDOS— N7 L—
T E A DT D FIEIZE Y PMCA {ETHR
HTE 2 PP BIZMHBRUTE R0, 7V %
CRECE R FETH D Z ERENT, i,
FEEN PMCA ENRREPOERERT Y AR
EACS R DD DY — L& LTHHARET
BHD PRI,



D SSPE OH—_A T R L ERRFEEE : T —A
TR 2012 OREFEERELE, Z9 LR
ETHEEREEOHNIEED Z ENELWER
DY, 5%, BESADEKRESEZBRUCOHS
DIEODNT 21T 5 72 EOFIET, EEDEMIZE
BETEDLIBDDIUENRD D,

BERBBREMEESLEOHRKFAETBEAZET —
X DENTHHIX, REBFEOERBICETL2HAR
FRENEONE, L, AEENRE, S5
FDHI LT =X ANENTEHFEIZRLONTZT —#
ICES LD THY, ZOEREL EMHICHETE
TV, ARBOFEN L FEE R EHICHE
BT B LEVAT LAERBETLRE, FHIL
EORENLETH D,

SSPE F.5 DBETET ApoE DEEHTIE. ApoE 3
K U'ApoE B4 BREDIKR T2 OIZ. 5%, BEE
TR L O EITV., REEE OBEE RFHT
HMEDID B,

SSPE R AERZMEER T DT TiX, CD147,

PRDX 1 . IL-7 receptor #ixF 2543 SSPE IZ%f7
AEBRBEZMEICEE L W anEEZ BN, U
A BIGFEREL, TDOA N =X LEMEAT S
Tl HERBET S u—FI o N A ARk
NHY ., A, S OICRHEHAZRERN L BRER L
BEThD,
@ SSPE DR : & T OIALTI R R~
ERWZUAE D UMENRREREEEIZON
TIE, FERIEEIEAD L, UAAE Y Ak HEIE
AnRH S 2polcl bl b HERE L
B L CHRRBERETHD B2 BN, R
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