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Mo IE A =R (LERT - REEGERE T 5ET)
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EREELCE T, eV VAT LA =T VA UNIENTE v 7 ZAOREER A
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DEENRE SN TWD, FIF, RBETIEERMA 7 LA BE—DFELHE S
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ZHE L LU CRT-QUIC #%EfE L7-, T OOEEOHIIE, BE (HEMARICE 2%
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ZORER, 72/ (aa) T C REHAIL RT-QuIC O EKE LI L O @ kizifi) To
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1) eV URA7 LA E—RE

ERA 7 LA E—E LTHRBETEEL, vV
ZSOAGEMEF L OV PrPSe D AALZMER D & Mk
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TR Y VORI TChH DL, LYY
AT LA E—DOMRITZEBERTH D Y,

FEERR 7 LA v —& LT, EssE A
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FERY e Y UIMHLANL, v AX T ry ME
L0 PP RMENHERE ST b Y U OIEREN HAE
BLU-bDEEH LT,
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3) RT-QulC D7FAfh
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7 LA E—Y5 ke DORISMHEEZ T2 (&R 1),
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TIXHRHBEBS (End-point) 23<10° 3 XV 108 &
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MoPrP & [A U< | seed % PBS TR L7284 Tl
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Lag phase (h
rPrP |Diluent o e 10769 P (1())77 pren 0" E;it Ratio
Vo PBS |21.9 + 44| 292 + 52 (52.7 + 127| >60.0 >60.0 |59.4 *1.2| 10 o
NBH [ 237 + 2.9 |558 + 7.3 | >60.0 >60.0 >60.0 >60.0 | 105
B PBS | 10.7 + 1.0 [24.3 + 142 35.4 + 15 [ 52.1 + 57 | 55.7 + 3.8 | 57.1 + 3.7 | <10 105
NBH [53.2 + 11.8| >60.0 >60.0 >60.0 >60.0 >60.0 | 10+
PBS | 31.0 + 36| >60.0 >60.0 >60.0 >60.0 >60.0 | 10
Ha NBH [48.8 + 19.3| >60.0 >60.0 >60.0 >60.0 600 | 10|
B PBS | 16.6 + 1.3 59.3 + 1.2 | >60.0 >60.0 >60.0 >60.0 | 10 1o
NBH [54.2 = 10.0| >60.0 >60.0 >60.0 >60.0 >60.0 | 10
cor PBS | 15.6 + 0.9 | 26.9 + 4.3 [39.6 + 10.2| >60.0 >60.0 >60.0 | 10-¢ 102
NBH |46.4 + 72| >60.0 >60.0 >60.0 >60.0 >60.0 | 10
sh | PBS | 156 = 1.7 [201 = 15 [459 * 50| =600 |[53.8 + 10.8] >60.0 | 108
(ARQ)| NBH | 51.6 = 0.8 | 50.4 = 59 | >60.0 >60.0 >60.0 >600 | 10 10°
oh | PBS [ 156 = 1.7 [20.1 = 1.5 459 =50 | >600 |53.8 * 108 >60.0 | 107 10
(ARQ)| NBH | 51.6 + 0.8 | 50.4 + 59 | >60.0 >60.0 >60.0 >60.0 | 105
sh | PBS [ 14.4 =21 |248+63(496 = 9.0|57.4= 45| >60.0 >60.0 | 107
(VRQ)| NBH | >60.0 >60.0 >60.0 >60.0 >60.0 >60.0 |>10* <10
sh | PBS [ 127 £1.0|27.3 £ 1.7 [46.2 = 10.1| >60.0 >60.0 >60.0 | 10 ;
(ARR)| NBH | 34.5 + 5.2 |31.8 = 11.6(34.6 = 10.1| >60.0 >60.0 >60.0 106

F#1. SFEPP #HE & L7 RTFQUIC IC LA ER A7 LA B —YS5 RO H

B lag phase Z7/~"T, Y5 B UMNHLAIEZ seed & LT PBS &5\ 0.01%IFEEG: & D RNELA
(NBH, Normal brain homogenate) T 10 {#EpEATIR L 7=, RT-QuIC 1% 60 R FHAI L, MRS (End-point)
ZRdiz, F£io, PBS THINLIZFFOT L RARA > MIkT 2 0.01%IERG b > PHGFLAITAIR L 7-RF
DT RARA 2 MO % Ratio & L7z,

rPrP

rCerPrP

33 58 75%2100 141 173 206 230233
25{F O BOEST £V RTVITHOGA 220
50 83 112 148 177 218, 232
187 323

rMoPrP

557 91'%a7 169'% 218730

28T SS-GNL_MW_SN1VVKDGRS}231

79 96 144 202 226
173 214 229

rCerN—MoPrP

5

153
25G_ GG GGG-SWI_L Y] SNTVVKDGRS}237
150

rMoN—CerPrP

149
23{—_-T SS-GNL_MW[NTVIIRQ-GA233
154

rCer—MoCPrP

2!

222
25[G_GGGGG-SM LY NTVIIKDGRSI237
219

rMo—CerCPrP

218
23[C_-T 55-GNL MW_S NTVVRQ-GA}233

rCerN—Mo—CercPrP

153 223
25[G_GGGGG-9M L Y[ SN1VVIRQ-GAF233
150 218

rMoN—-Cer—MoCPrP

149 219
23{-__-T SS-GNL_MW[NTVITKDGRS231
154 222

173

rCerPrP— 169 ;
-6 GGGGG-SV LV _SWIIRG-GA
173Syo/177Ny, 25-[@_ceeae-sv qu‘%l\%,;” TRQ-GA 233
rMoPrP- il
169Ngo/173Ter # .

1. RT-QuIC OFE & LT L7 rtMoPrP & rCerPrP
DX AT tMo/CerPrP D1

MoPrP OElk 1% 7 L —_ CerPrP OEIRIZIH TR LT,
T BOENIT I BETEM LT XTFERRLT
~LT,
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Dil- Lag phase (h End- .
rPrP uent [ 10 10 o (1 ())—7 1073 105 | point | a0
Corprp | PBS| 156 © 09269 © 43386 = 102[ 600 >60.0 >600 | 10 [ ©
NBH| 46.4 = 72 | >60.0 >60.0 >60.0 >60.0 >600 | 10
P | PBS | 218 44 (20252 [527 = 127|600 >600 | 59.4 = 12 10° [
NBH| 237 = 29 | 558 = 7.3 |  >60.0 >60.0 >60.0 >60.0 | 10
CorMoprp | PBS| 93 05 [ 172+ 61307 + 9.2 585+ 38 [598 = 04 | 600 | 10% |
NBH | 14.1 = 45 |253 + 10.1| 57.5 + 3.5 [49.2 + 11.8| >60.0 >60.0 | 107
PBS | 183 + 2.2 | 423 + 58 | 54.4 = 53 | >60.0 >60.0 >60.0 | 10
Mo™-CerPr® | \gH [39.3 + 204465 + 23.4|  60.0 >60.0 >60.0 5600 | 105 | '*
CorMocPrp | PBS (201 16:2[ 207 £ 2.9 384 = 95 | 678 + 41 | 571 + 47| 600 | 109 |  ©
NBH |44.9 * 14.6|48.8 + 125|550 + 82 | 583 + 4.2 | >60.0 >60.0 | 107
PBS | 17.4 £ 50 | 34.4 ©16.6 | 30.1 £ 9.4 |395 = 17.7| >60.0 >60.0 | 10~
™Mo-CerPrP | \BH | 17.1 = 1.4 |231 + 126] 507 = 8.5 | 600 >60.0 5600 | 10+ | 107
rCer":Mo- | PBS | 10.0 = 1.9 | 143 * 43 | 230 £ 57 | 543 * 80 | 584 = 40 | 505 * 1.9 | <10° | ____
CercPrP |NBH | 14.8 + 5.7 | 20.5 + 9.2 |44.4 = 16.6| >60.0 >60.0 5600 | 100 | <°
MoN-Cer- | PBS |36.4 = 18.3|52.1 = 10.4| >60.0 >60.0 >60.0 >600 | 10 .
MoCPrP NBH >60.0 >60.0 >60.0 >60.0 >60.0 >60.0 >10-4 <10
‘CerPrP- | PBS| 8.7 = 10 | 118 = 12| 167 + 2.2 | 246 + 69 | 552 + 67 | 56.9 + 27 <109 | __
1788yo/177Nyo | NBH [35.7 + 12.4| 32.3 + 4.4 |53.1 = 11.9| >60.0 5600 |503+ 18| 100 | <1°
MoPrP- | PBS 308  10.8| 552 = 8.4 | >60.0 >60.0 >60.0 >600 | 10° | °
169Ny,/173Ty, | NBH [46.5 + 19.4|  >60.0 >60.0 >60.0 >60.0 >60.0 | 10~

2. &8 tMo/CerPrP %2 & L7~ RT-QuIC IZ L B BRI A 7 LA B —YS5 RO H

Lag phase (h -
rPrP {Scrapie Diluent 9P ) En_d Ratio
104 105 106 107 10-8 10-9 point
B PBS |15.1 + 2.1 [17.8 + 1.5[50.9 + 7.9 547 + 91| >60.0 >60.0 107 101
NBH [26.5 = 11.5/51.2 = 15.3|51.9 = 14.0| >60.0 >60.0 >60.0 106
vs PBS [ 156 + 1.7 [20.1 + 1.5[459 + 50| >60.0 [53.8 + 10.8] >60.0 108 109
rShPrP NBH |51.6 + 0.8|50.4 + 59| >60.0 >60.0 >60.0 >60.0 105
(ARQ) s PBS [34.0 + 10.9(37.3 + 11.4[ 501 + 9.1 [57.4 + 45| >60.0 |[59.7 + 0.6 | <10-° .
3 >10
NBH | >60.0 >60.0 >60.0 >60.0 >60.0 >60.0 | >10
83 PBS |19.0 + 28| 462 + 49 (585 = 26| >60.0 >60.0 >60.0 106 102
NBH [31.7 + 85| >60.0 >60.0 >60.0 >60.0 >60.0 104
<8 PBS | 7.6 + 0.6 [13.0 + 2.8 [21.9 + 53 [53.4 + 6.0 |57.6 + 2.1 | 58.1 + 3.3 | <10-° 109
<10-
NBH | 19.0 + 4.8 25.6 + 2.1 |42.9 = 17.8| >60.0 >60.0 >60.0 106
PBS | 8.7+ 1.9 [11.8 + 1.2[16.7 + 2.2 | 246 + 59 |552 + 6.7 | 58.9 + 2.7 | <10-°
rCerPrP— Y5 <103
i NBH [35.7 * 12.4| 32.3 * 4.4 531 + 11.9| >60.0 >60.0 |59.3 = 1.8 10
" PBS [30.3 + 11.3| 15.0 + 2.6 [ 22.7 = 8.6 | 42.7 + 3.5 | 55.4 + 8.0 |51.5 + 13.9| <10-°
177Nyo s3 <103
NBH |52.1 = 10.0|44.5 = 15.9|48.8 = 10.4| >60.0 >60.0 >60.0 106
83 PBS [32.4 + 45(172 +24 (331 +6.1[57.8 +39| >60.0 |[584 + 27| <100 104
<10-
NBH |55.5 + 42534 + 58| >60.0 >60.0 >60.0 >60.0 105

7% 3. 1ShPrP & rCerPrP-173Smo/ 177Nmo ZHE & L7z RT-QuIC IZ K D FFEER AT LA B—T U A2 D
B, ©RA 7 LA ¥—L& LTSB,Y5,83,B3 &t L7,

- Lag phase (h) End- )
rPrP Scrapie |Diluent 104 105 106 107 106 109 point Ratio
vs PBS |15.6 + 1.7 [20.1 + 1.5|45.9 £ 5.0| >60.0 [53.8 + 10.8| >60.0 10-8 109
rShPrP NBH |51.6 = 0.8 |50.4 + 59| >60.0 >60.0 >60.0 >60.0 106
(ARQ) . PBS [30.6 = 2.7 (387 + 23|47.0 + 0.7(56.9 * 53| >60.0 >60.0 108
Atypical >104
NBH >60.0 >60.0 >60.0 >60.0 >60.0 >60.0 >10-4
PBS | 87 1.9 [11.8 £ 1.2|16.7 £ 22[24.6 + 59 [55.2 + 6.7 |58.9 + 2.7 | <10-°
rCerPrP—| Y5 <102
1738, / NBH [35.7 = 12.4| 32.3 = 4.4 |53.1 £ 11.9 >60.0 >60.0 59.3 + 1.8 | 10®
My
177NMZ Atypical PBS |50.3 + 11.4/42.9 £ 9.8 | 584 £ 2.8 |57.1 £ 50|57.4 £ 45533 £ 56| <10°| _ 0,
NBH >60.0 >60.0 >60.0 >60.0 >60.0 >60.0 >104

7% 4. rShPrP & rCerPrP—173Smo/ 177Nmo 2388 & L72 RT-QuIC (Z K DI EEM AV L A =TV 4 DO
H
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L 2. FEHHZEEG
L
H. ZIAIBIREHE D HIFE - B&IRTL
1. FrriuS
L
A B
R12, CWD/TgBo C-
# #3 #4 #10 BSE/
ICWD #1 15! 2nd 3rd 1st 2nd 3rd 1sl 2nd 3rd TgBO
! kDa
28 —
wanfarpnnne .
18 —
* * * * * *
ICWD #4
PA R “- —_—
Wb - ' L P4
#10 18 -
Cc D CWD /TgBo
100 #1 #3 #3 H-BSE
4qth gnd  3rd  /TgBo
580 -8 CWD#4-BoTg \Da —t -t %+ AE
a —e—CWD#3 2nd-BoTg
g 60 —e— CWD#3-BoTg 28
B 40 —A—CWD#10-BoTg 18 i
"
3 —a— CWD#3 3rd-BoTg
a 20 —e— CWD#1-BoTg 1st 28 —|
0+ T T T r T 18— P4
0 1 2 3 4 5

PK conc. (mg/ml)

1. CWDRERMMFLAIZ > — RICUCEIERIPMCA. (A) 4B DCWDRAMELE (#1, #3, #4, #10) #>— R, O
PrPRIRIZEHRR(TgBo) VI RANFALBIZ BHE(IC L C125 Y RE CERPMCAZIT O /o, PKIEHUMEPrP(PrPres) iR LTES
> REREBTRY, TNETN3EHNS4EIRBFEEZIRUIE. (B) #1LIMEIRE U9 R TDPrPres(C DWW TIEFEDTUA (T2,
PHTOIRA>TOVT 4 I (WB)EITDI, FAAYY RIISPKR R % 1T D IcPrPres7=9 . (C) 1&1&@ L J=PrPres
[CDWTPKEEEMERER 71T Do, CWD#1/TgBo 15t (%) (Z/\A AT WA (CLDC-BSEIFTUA> TH DT EHBESHIC
2D T3, (D) 3EHDOCWD#3% > — R & UTETgBo~ I R AMFLFIPMCAZEY) (CWD/TgBo#3 3'd)&H-BSESUA> > —
RTgBo~ A AHFLEIPMCAEY) (H-BSE/TgBo) D) V> R)\A—> & tEE Uz,
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H-BSE PMCA products BH
BoTe OvTe H-BSE
kDa C-BSE /OvTe C- L- H-

qst 2nd  3rd 4th Bth

/OvTe (low-type) BSE BSE BSE

: 'rmt

P st s . —@— H-BSE/TgOv PMCA product (low-type)
£ 77 L - —@— C-BSE/TgOv PMCA product
3 : 4 ©
i g 2]
A \ A S
N i i
° z § 1
; . &
o >
@9» % »
Sy 0 1=
3 e e, 1 2 3 4 5 6 7 8 9
LT o Vg s Brain area
H-BSE/TgOv PMCA C-BSE/TgOv PMCA
product (low-type) product

2. H-BSERRAMFLFZ > — R(C UIcEERIPMCAS S Ulow-type PMCAEYID)\A AT w2, (A) H-BSERRANFLHFI
> — R EWPrP(ARQ)RIRAZEERE(TgOV) NI RMELEIZ BB (CLT125 0> RETOEFRPMCA% 5 DR U,
NFEHBEEHL2" 4" PrPres#high-type. FRIDDFED1Y, 3™ PrPres#intermediate-type. HBHDFEHELSH
PrPresZzlow-type& U7z, (B) low-type H-BSE/TgOv PMCAEY)E KU C-BSERZANFLEIS — RTgOv PMCAEY) & TgOv
NORCHAIEEUIC, ENEIURENSTIT428 + 38.1H. 407.0 £ 46. 1HEICRAEBFL UJc. C-BSE/TgOv PrPresiz
B IRCDVWTIE2MEAR. low-type H-BSE/TgOV PrPresiEiE < I X (CDWTIE3MERZE L TIMALEIZ AR L. WBZ
fToJc. C-BSE. L-BSE. H-BSERRIMFEIEWBULIC. (C) low-type H-BSE/TgOv PMCAE)E K UC-BSE/TgOv
PMCAEEMZIEAE L. RIEUTEN D XD EAPPHAR(C K D REREBZIT DI, (D) low-type H-BSE/TgOv PMCAEDEH
K U'C-BSE/TgOv PMCAFEMZIZRE L. RIEUTCN I ADBRICH 1 D ZERE D) \F — 2w ANC,  BiaigdRDE@E D
T3, 1, dorsal medulla; 2, cerebellar cortex; 3, superior collicullus; 4, hypothalamus; 5, thalamus; 6,
hippocampus; 7, septal nuclei of the paraterminal body; 8, cerebral cortex at the level of4 and 5; 9, the cerebral
cortex at the level of 7.

H-BSE

A /TgOv
H-BSE/TgOv H-BSE/TgOv (low- C-BSE
(high-type) (intermediate-type)  type) /TgOv

[ 1M 1

-

H-BSE

B /TgOv
H-BSE/TgOv H-BSE/TgOv (low- C-BSE
(high-type) (intermediate-type) NS type) /TgOv

TgOv- _ m
PMCA
N il -

PMCA

3. intermediate-typed & Uhigh-type H-BSE/TgOv PMCAEID)\A A 7wz, (A) intermediate-typed S~
high-type H-BSE/TgOV PMCAEY)# ZNENSIL, 6ILDTgOVI IR (CAMAIEIEL ., 151842000 5760 THEA LT,
M Ui SR RIZ AR L. WBZEITO T, (B) RIEPMCAEYMEE YD AMA K Z > — RICL T, TgOVNIXBKUICR
N R RF Lﬁ“’igg\& LT35> ROEHPMCAZ T DIz, NSIES—RIRALTH D,
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