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Figure 1. Trends of BSE incidence in Europe. Data taken from National Institute of Animal
Health, Supplemental Data.
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Table 1. Fatty acid compositions of the test diets (% of total fatty acids)

Fatty acid (FA) Soy oll L.an oll S0y cake Can cake
Saturated FA
14:0 02 = 00 02 = 00 06 = 00 07 £ 00
16:.0 120 £ 00 78 £ 01 158 + 0.0 148 + 0.0
18:.0 37 + 0.0 16 = 00 24 + 00 22 = 00
20:0 0.3 + 0.0 04 £ 00 02 £ 00 03 £ 00
22:0 02 + 00 02 £ 00 0.1 = 00 02 £ 0.0
240 01 £ 00 01 £ 00 02 = 00 0.4 = 0.0
Monosaturated FA
16:1 03 £+ 00 04 + 00 08 = 00 1.0 + 0.0
18:1 232 £+ 0.0 512 + 01 233 = 00 288 * 0.0
20:1 04 £ 0.0 10 = 00 1.1 £ 0.0 12 £ 0.0
22:1 0.0 = 0.0 01 + 01 05 + 00 g5 £ 00
24:1 00 = 00 01 = 00 0.2 + 00 03 = 00
N-6 polyunsaturated FA
18:2 525 &t 01 290 £ 041 45.8 0.1 397 ¢+ 041
20:4 0.0 + 00 00 + 00 02 + 00 02 = 04
224 00 t 00 0.0 0.0 0.1 0.0 01 £ 00
N-3 polyunsaturated FA
18:3 61 £ 00 68 = 00 37 = 00 40 = 00
20:5 04 £ 00 05 + 0.0 22 + 00 25 = 0.0
226 05 £ 00 05 £ 00 26 + 0.0 31 £ 00
"Totalfagacids!mgfc_; diet) 1145 + 0.9 1066 £ 1.8 1.2 £ 0.5 37,0 & 0.7
Values represent means £ SD (n=3)
s==n2 S0V Ofl
100 lu e | == « Can oll
‘.' Cmesmmmeonhn == » Soy cake
80 T ¢ == Can cake
‘-au.. .
s } < Can cake
% 60 -l--.“.-—..q
= 2 __
: r
s 40 Soy cake — =71
= e
n
20 Can oil —

100 150 200 250
Age (Days)
Figure 2. The survival curve of SHRSP rats fed a diet containing 10% oil ( soybean or
canola oil ), soybean cake or canola cake. Diet supplemented with oil was fed to SHRSP

rats from 4 weeks of age. NaCl solution ( 0.5% ) was given ad libitum as drinking water.
Results of statistical analysis were presented in Table 2.
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Table 2. Statistical analysis of the survival rates shown in Figure 1.

__Dietary group Can cake Soy cake Canoil  Soy oil
Survival, Days £ SEM ___ >200%14 >203x16 1204 1406
v.s. Can cake L_qg-rank 0.538 <0.001  <0.001

" Wilcoxon 0.633 <0.001 <0.001
v.s. Soy cake Eg-rank <0.001 0.001

o Wilcoxon <0.001 0.004
vs. Canoil --odfank 0.001

o Wilcoxon 0.005

( Soy oil : n=17, Can oil : n=20, Soy cake : n=12, Can cake : n=12 ) Rats were assigned for
survival measurements.

oil cake oil cake
S C S C S €C S C
O a o0 a O a o0 a
y n ¥ n Y n Y n
Proteinase K - - - - + + + +

30 o=

Figure 3. Prion protein expression in SHRSP rat brain homogenates. SHRSP rats were
fed Soy oil diet, Soy cake diet, Can oil diet or Can cake diet. { Soy oil : n=8, Can cil : n=6, Soy
cake : n=4, Can cake : n=6).
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Figure 4. Expression of PrP® in SHRSP rat brain fed Soy or Can oil diet. (a)
Immunodetection of PrP in the brain homogenates of each SHRSP rat using anti-PrP 6H4
without proteinase K-treatment. (b) Densitometric quantitation of the PrP® expression.
Quantitative analysis of the PrP® shown in (a) was performed by computer-assisted
densitometry. Data were shown as means=SEM. (n=8)
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Figure 5. Serum copper levels in 16-wks-old SHRSP rats fed Soy or Can oil diet. Data
were shown as means = SEM ( Soy oil n=16, Can oil n=14 rat ). Significance of the
difference was analyzed by t-test (*, p<0.01).
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Figure 6. Serum ceruloplasmin levels in 16-wks-old SHRSP rats fed Soy oil diet or Can
oil diet. Data were shown as means = SEM ( n=8 in each dietary group ). Significance of
the difference was analyzed by t-test (*, p<0.001).
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Figure 7. Relative PrP expression. Lane 1, Neuro2a; lane 2, MRC-5; lane 3, MRC-5
SVTG1; lane 4, PC12; lane 5, HepG2.
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Figure 8. Relative PrP expression. F, 10% FBS; S, serum free; C, 10% Chelex100-treated

FBS.
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Table1 4-Butylresorcinol > NMR 7 —%
(in CDCly, ®C: 125 MHz, 'H: 500 MHz)

pos. dc(ppm) Sy(ppm)
1 154.6
2 102.8 631(1H,d,J=24Hz)
3 1543
4 120.8 :
5 130.7 694(1H,d,J=79Hz)
6 107.6 635(1H,dd,J=2.4,7.9Hz)
7 289 2.52(H,t,J=76H)
8 322 1.55(2H,m)
9 22.5 1.37(2H, sextet, J =73 Hz)
10 14.0 093 (3H,t,J=73Hz)
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fa k¥ & DM TDN CcP EE NFE CF Ca P
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2 N 85.8 62.2 11.3 2.7 43.1 332 0.47 0.36
A S — T 87.7 73.6 37.6* 2.5 36.8 11.1 0.71 1.25
[E¥ER /—TH 9.8 — 439 42 352 9.4 - —

KEH 88.3 86.8 498+ 1.5 333 7.9%  0.33 0.70
DM: E%=(%), TDN: =[l{LBoRE, Cp: MEBOHE, EE: IEY, NFE: WEERE
F4, CF. A
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e HEERLE T AL OBEN® 4 » A
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By 22BN LTELE, atRED
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FOFRIBERAEDOKERK
#2 FEHSS RIS EURED ORBREREH R

By¥ Fr
i1 KEHK H 7 — T K KEHX

PEIREH ~ i U

a5 #(g/day) 833 843 — —

B R R(%) 20.4 20.3 — —_
Syt~ B, P

# 5 E(g/day) 1293 1295 — —_

HEE R R%) 20.4 20.5 — —
BEIL~BERLE 4 ~ B

$#55-B(g/day) 1077 1079 348 397

AREFARHEPBs) 20.4 20.5 21.2 22.2
BEgLE S y A~V

a5 B(g/day) 862 755 498 480

BRI R (%) 20.4 20.5 20.8 20.8

) FOEE LY n=3.
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F4 GEOHB
v Fr X
FJ)—FHX RKEHE ) —FHE REHEK
{kg)
BRERPAMGEF V. 363 = 2.9 346 = 6.5 — —
SiRE % Y 356 = 4.2 33.9 = 11.5 H4 22+ 0.6 23+ 05
SyiRtk1 # B 31.7 % 3.8 30,6 113 1 At 54 1.1 64+ 1.7
2rA 318+ 26 31.6 = 11.5 2 Hig 78 + 1.5 97 + 26
3»H 324+ 46 31.7 £ 10.9 3 A 104+ 1.5 12,1 = 3.4
458 324 + 4.6 31.7 £ 10.3 4 A 165+ 1.5 125 + 38
554 328+ 3.6 33.0 = 99 5 A 11.0 + 1.6 13.1 = 39
6+ A 341+ 54 343+ 95 6 A 119+ 1.7 126 £ 25
75 A 351 %+ 69 347+ 95 7B 125 = 1.3 147 = 47
8+ HY 369 + 8.1 347+ 92 8 Ath 152 + 1.7 164 = 54
97 A 363 + 6.6 350 £ 9.6 o At 154 = 0.7 16.7 = 6.0
107xA 346+ 7.6 33.9 =109 1 0B 165+ 1.5 174 = 6.8
1158 358 = 7.9 332 + 9.9 1188 158+ 22 17.1 = 89
12#A 366 8.1 357 12,0 128% 170 £ 23 178 + 84
13%A 378 6.8 363 120 1 386 184 = 3.0 179 = 638
147A 393 7.2 356 105 148 186 = 34 192 + 6.1
15#H 400 88 359 136 15Hi 187 = 3.5 192 + 53
16%H 410 85 395 132 1688 207 =% 44 208 + 6.6
17589 412 82 385 142 178 213 = 4.7 22+ 6.1
18+~A 431 15 400 14.1 18B# 212% 49 223 + 5.1
19+4 a12 14 394 133 1988 192 = 4.1 206 = 45
204589 414 71 382 143 20RE 207+ 42 22.1 + 63
2155 402 74 37.0 136 2 1B 192 + 3.8 205+ 5.8
22x»H 385 64 366 14.1 228 19.1 = 4.1 213 = 6.4

1) #0HK L & n=3.
2) BYE: N/ —FHIE n=3,

KEHAX n=3, F¥E: B/ —FHKX n=5, KEHEK n=3.

) BY¥H ) —FHE n=2, KEHMK n=3 (H/—FHX1EHEL)

4y ThLES J— R REmaEEA

5) BY¥h/—FHK n=2, KEHK n=2 (KEHME1RED)

® HRAYTXORERE

B 7 — T X O XS ERER G

ERE# 9 » B, £, KEHEOEY
ENRHREARSERBE2 2 » HITE
1EEC L, MEEKE HECHORA
FIEERSEER U723, iR - BEIXER
TRICAEZABHFARIED LA
Mote, Eiz, REMIZEERER LI
Hohiehof-Z b, BECIZE-K
REXEA L TRARWVA, BE5HEEF O
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ZURIBEERBPDLROEN-TZIE
NOE1IEFAEROBREILLSZ O
HEVWEFEEEKE L1 2~3FE T
DEGKHFERMIZIEVEBR ThHoT=T2D L
Zxbhnl,
FOMOBRRY X ORBFBENDE
FEE CTORBRBTEICHICEREX
BEhbhighot, £, BELLH/
—FHEBHIZL I LONLEERICE
AEMBAICER LS, EEROHRAY



E.
1.
2.

F.
1.
2.
3.

XORE-ITENC L EE IR ben

27T,

EBBIUVER

EREIH ) —THERBEHICE
HERE T2 2 LARECPREREIC
RIETEHEEBLIFARILSELELOTH
5, BERVYRIZBOTIIRBELHSS
BsEN 6 2 5 4 A, FY X iR RAEE
BB HIZIE2 2 » ANRAB LT,
T LEEYX¥ 2HEERMOMRY
iz toBERRDh2W, &
®elgwmE /- HEEHBARBS L
T BER LT, mikitEk, MgmRA L
DOWTRIILY ,  —THIZBEERS
AFBEETINERETHTETD
5.

MRRE
WXHEE 2L
EoRE 2L

AWM EEHE O HIFE - BERTL
YErRE eL
ERATRBEE 2L
Fofh 2L
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RAZBRERAREMPE (RAHOTEMMEHEEFETESR)
SHETF R EEE

EEBAHLTHENHYBIREE B E L invitro B LT invivo EBRFE D
Fesr L T oA

SHEETRE G

EZE BERIKE - KEREFRREHFFERER

[(FAEZEE]

WM NRAHIRL 2 BV inviro B IEREZRAVT, BLOSTFEEE. COBERKE
i, SFHERETHELE 1 OBEON ) —SHEET7 I 7 a O HEERTF
ERT7F I va v EERE L, EOBE, 7727 a No.6 (FFEBGHBES FtOH B
) RhEFEZERETHSFERTFR22L R L,

A. BFRE®D

ER 1 4 EBECHTL-BEEREYF
WT, HEHEORAMICFEEIBEESRTWS
BEHERT WMEEhRRIEET v FOFa
PEGETHIET) ERAETAZELEBRIE L
TWa, ZOMEBEFERTHROEREENHLF
LAPEEFIEEI T, AEFHEMR
ERFERHETH-HDOEREHERT viEA
FRWTHEERF = v 27 L=, B
X, B EERETRT N ) —FHE, BL
SFEREE, CO,BEREMmYE. 276
BEEOfke REEZBVWTHEL,. 2hba
B7Z 73 aryOfhoFERFIHEY S
TvavERHETAIENEMTHS,

B. R
D H/—FHOLE

1. FHEEE

FOoERERES (BILIEE) OWRLE
PBR,

2. BERKRBE
TEMLRFEABERIE L LT 180bar,
ATCIZHFEL, ./ —F8 (KBME) 13kg
% 34 BFRA T T L 7= (180bar 1) .
T 350bar T CHEL, AL L 40°CT 26
BERIFEE L7= (350bar SiHH4) . —hEHIE
L. B ERE LR 2 E LEES
Bae L,

3. HFERE

TRk 15 FESEREREE FIBEF)
DI FiEE BB,

@ BT v &4 (invitro 8 5 3HH )
HEMRZe PESEHIRA KR
(HUVEC) %Rz, #BHE O HUVEC DOff
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52T, HUVEC i2ih & U CERERE
MCDB-104 {Z 10%FBS, EEP (FGF &£ &%
AREERFAZ TWERMLTCHW:, &
PR T v A i, 021% = 5 —4 7
(KOKEN CELLGEN #A 71 aZ—/ &
ELVEEYE 24 R=eALF7L—FMITRE
150 piiwell & R 100 pliwell & (43 THM
L. F DOz 1.2X10° cells/well ® HUVEC %
B FA vF Lz, ZhiZ, EEP ©ftbhic
bFGF (10 ng/ml}¢ PMA (8 nM)Z ML 7=
HUVEC $5#h 2 X TERRREZHEL, B
BHRIE 28 - T 48 FEE# ¥ CRBEE LT
o, BT RTEEE AR, DMSO THE
LU= 538 > 7% 50 pg/ml (final)iz72 %
oL, BEEHOFEEF oy L
7=

(BEE~DERE)
AERIZHW b MEEFERNE AR,
IO ERNICERSEARSHRAFTTHIREL
~bOTHD, ABFICED A T+ —b K2
eV NEBTHWDOTRIEIZ 2V,

C. FREK&ER
ENENRARELE--T A %%
T, BLaTHEE. CO,BEAMEH
HiE, o FEERETHELIZ1975 7Y
gy (F1) % 50 pg/ml (final) DI THEHY
WML, BERREEORER, 777
3 ' No. 6 (S THRE@HEES EtOH [
) DHITERVVEERERESEERNRS B L
FRHLE (M1) , 208, R vk
ALTEMDL 87T/ a BB EELT
BV i DMSO 7 & RIREOERER R
PETL, BEFEHEZIIEAETRERNoT-,




757 3 No.6 IZoWThL, BERIZE{kD DRWEHECHEHEERMNR LN, MW EFE
BENL, THEBARENE REMB L2 H2AETIZELNREINE (B2) .,

No. h/~SRHHMEISII 3 Ric

1 SFFREERHE oy J—SROFRE HEEE Lot 213001 (1B B)

2 A FREIAMER oy /—~SHSFARM ZBMEN Lot.213001 (1B A)

3 A FRHEEREER F / — S TFIEE BEET Lot. 316002 B H)

4 A FRERME Ty / — M ATFRE BREBN Lot.316002 (2[E H)

5 M FRMBRENERED o S — SHSTFRE BEAEEY Lot.316002 2B B)

§ HFEEANVBEL EBOHBNY £+ / — S HROFHRMA BIMERN Lot.316001 2EB)

7 BR800 ) g /=SB R TR R H¥ 180 bar 43 Lot.020806 (1B B)

8 R RFE350barit % Fv / — SHEHE Rt Y 350 bar 43 Lot.020806 (1B H)

9 BT F /= SHEERRENE % Lot.020806 (1E B)
13 BRI SAE1800ari ) F4 /= SHBERTEAR H% 180 bar 43 Lot 040406 (2E1H)
14 EEERFE3500ar i B v / — 5 HBHER TR Y 350 bar 43 Lot 040406 (22 B)
15 BRI ASEEER T/ ~SHBERAERE Y Lot 040406 QB H)

19 4F8H CHCL-MeOHB IR BES Ry / —SHAFIDLCH | -1-a
20 SF CHCL-McOHME2ZR B ES kv / —SHMAFLHDNCHh | -1b
21 4+F8F CHCL-MeOHSE3 T E ST v / —SHAFHDBNLCh | -1-¢
22 4+F 8% CHCL-MeOHBATAHE S &y / ~FHASTFHHLCh | -1-d

27 BF B ELO-EOHMIARHKES v/ —FHTF5ADWER-1-2
28 AF ELO-FIOHPEZREES  fv¢ / —SHAFIDHLEr-1b
29 SF 55 ELO-BEOHESRHES +4¢ / ~SHOSFADWEr-1c

#1, EBRIZAVWEY ) —FHMARTZF I alrF AR,

3

g? A _‘vk' —'.;,_,!_'. lu‘
7 gl b 29,

K1, b/ —FHER7F7Va il 2WEEREET (ABR

B final 50 pg/ml) ,

BERFRLIDRLEY Y IAESEERT, 7 No. 6 (THBRHBER EtOR
B OAZNRERHEEZMEE L, HUVEC iZREZ2 BRI SERAZRLE,
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12h 24

DMSO
control

No. 6
50 pg/ml ¢

i. ]

3

B2, H/—FMEk7S

7 i3 No.

6 (4T HREAHIHMIS O EIS) 1o

& HHER R EORMEL (OERE  final 50 pyg/ml) , ABE 12 HEE LBV
R LESISZ Y, 24 FEF B ICIHREN S Rbhi,

D. &2
SEOERBRCHERAZRLETS 2V a
v No.6 IZ2OWT, S%ZDMEEROBERE
FHEEHRNT S, &6iT, MBENERHIE~OR
B, MERNY 7 A GEELDESRARE S
YRITBOE R LIZONTHF LA THE
AL, IERA S =X BTN T HLEFE1TS,

E. &%

B LERKRYOAEEEESM LR
S inviro BX Win vivo DEBRROD ¢, Bt
T vEA2RNWAZLTH/ —SHdo
FERSOFEMRERTRETHD - L 7T
T EABHRE, A%, IOT v BRAWTE
LIRRHBEBERIOEREITV, BICESE
R DEIECDRIT IV,

F. iy
REPETIIRFEARE RIS 20,

G. HIRR&K

1. mXHEE
&L
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2. EoRE
48

H. AEEEOHE - BRFRR
(FEE=STr, )
Rl lavy,



BAFBERERAERMEE (ALOREMER E(LHERTREER)
SHEFRRE

KBV F VENFOMMRRS & B E AV AR ERTME

SRS IHEE BROKKTFRERER BEER

[FFEEE]

KELIFUEDCE, HORAF o —AICEREE LEAT YA Aoy FREEND, BB
ZEGiL, TORAFIAT AL ROEHFREEL LT, R b AGEREMRICEIT SRR AN
Lo 5w FEIRHILVAFIUAZLay FOLESREBERESENEFEL, ZRWHEA F VAAR
BElZ 2 LRF UL AL RRERINZZ EBRVWEERE, ZOEKENI VAT YL
YREEILEEEE D, KEVIFUVESERATIAZALI L FET y MEARETD
L. A NLAMEBEBEOERIIH S, FOMmEESIE, MIRNA ML RS 7T HSPTO

OFWE AN RSN,

A. BIRE®
KEMBRKE»bEERHECE->THEDL
NAEEMEMTHAN, HBPOT LEES5
T3 L REVIFUEANELNS, U RS
HEH 60% S o_—2 MRESIE. &
B ITERAREEERE LTEWREREHY,
BRI THEZRO-LORERRASLLT
LEBWLRTWA, REVIFUESICIE, V
VIEE Mz MM AT e —l S ) Ea—
BESLEAFILILIY RRFTIUNLAT
UAZAa FLBALTWS, LiL, Y
HEORFIUAIAIL RRFTIART UL
o PR L LTOEERTLMEIZE
LTHRMATHD, £, AT7YATAaP R
DEHENTOERPEENZ SN THUEEA
FHRRER TV,
AHETIE, AWK FLVAFREBLRE
L7259 v FOHEIZBWT, A b LRKRFMIZA
FYVARINIV FO—RETHDH2LATIN
Fhay RREHENDZZLEEZRWEL. EFD
ERBRELAET L, £, XEVIF
HSRARODARATF Y AT A3 RiZ2onT, IR
DA VARSI ~DER AT T 5729,
AR BIIARFVARF L 2N7E HSP @
BEHEEE 7 v FEREMKETA~OER
RBRFE LI,

B. WrRALk

@ #E {KE 200-230g @ Sprague-Dawley

S v b (M) 2RV, Ty MRARTIALT NV

=23 FOERERT 24 BRI, REEEM-7-, Kid

BREHMETELATWE,

@ RFUAIALZY ROFR
RELVHBMLULEAT YAV FRE

-8 -

WmE RV, TOMBRIT, ¥ FPAT TV 57%.,
HrRATFA—N 25%, RFALTTATR—
N 16%Thol, T, a-2VAF IS
2P REB-aLAFIAT AL R, B
EHRELELOERVWE, Ty MIBORETD
BEITIE, ThBAFIATNaL FE Ry
Z7— (5% 7S EF Th, 0.6%Tweensld) T
20mg/300u 1 OPEEITRB XS ITmE, ®L<
B L% BEEAELTH{ksEb0Z
fER L,
® AREA W ZARELETS y POREE
TOILAFIYAT LI Ko

LBy — DI AN T 4C T 2 REFIFHE
LTARMLZE2EZETy b,  BEEHL.
Bligh & Dyer {&IC TREE 2t L /=%, HPTLC
FRAWTaLVRFU LI Vay FOBRHZT
¥ et

BREL> LC-ESI/MS SHTIZLLTOFETIT-
oo I a5 74— (LC) I Agilant
1100 system, BB 4473 (MS) I Bruker equire
3000 plus Z W7, & F AL MERCK
chromilith 4.6X50mm (pressure 30bar) %
Awv, BA 3 re=—FTHRIELE. BHIX
0. 1% ¥@Mi St & /— I /KEBEIZLY,
0.2ml/min OWETIT o/, NI,
810pmol/ p 1 2B L H iz J—NILEEH
Libd® 0.4ul AL, FESICITHERE
ERLEB-aLAF YA VY FERW,
@ mLARFIALTNVIY FEREROENE
HEE

MBI IZ WDP-[C1 v a— R  BIT,

alLAFu—LB2EEE L TN, SRR
., ITCCRE&H T, RIS, Bligh & Dyer
BloX-oTlEE i L. @R/~ 57



