[image: ]
Supplementary Figure 1: RENAGE of ShPrP90-232 (0.8 mg/mL) converted in the presence of 1:5 molar ratio of PrP-to-drug by incubating overnight in 3 M urea, 20 mM sodium acetate pH 4 and 200 mM NaCl (panel A), or by incubating at pH 1 for 2 hrs and returning to pH 5.5 (panel B). Conversion was conducted in the presence of curcumin, bismethoxycurcumin, resveratrol, myricetin, tetracycline, EGCG and 0.5% DMSO blank (solvent used to dissolve all compounds, except tetracycline and EGCG).
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Supplementary Figure 2: RENAGE of MoPrP90-231 (53 µM) in the presence of 265 µM small molecule incubated for 24 hrs at 37°C without shaking, in 50 mM sodium acetate pH 5.5 buffer.  MoPrP90-232 was incubated with 10:1 weight ratio of PrP-to-LPS (panel A) or without LPS (panel B).  EGCG and myrecitin incubated with PrPc with no shaking or conversion inducing agent cause aggregation on their own (panel B). 
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Supplementary Figure 3.  Compounds with no known anti-prion activity (ferulic acid, gallic acid and melatonin) compared to the anti-prion congo red on the oligomer population (A), large oligomer (B), midpoint of fibril formation (C) and rate of fibril growth (D) measurements. Bars are labelled with the p-value for 95% significance difference between test measurement and the methanol (MeOH) blank, or ns for non-significant.
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[bookmark: _Hlk520239688][bookmark: _Hlk511766586]Supplementary Figure 4.  The effect of Congo red on ShIC of MoPrP23-231 shows a dose dependent decrease at 1:1, 1:2 and 1:4 molar ratio of PrP-to-drug in the small oligomer population (panel A) and a reverse dose dependence on the fibril growth rate for Congo red. The small oligomer population (panel A) is the area under the oligomer peak time course of these species. The midpoint and rate of fibril growth are determined from the sigmoidal function fit to the time course. Bars are labelled with the p-value for 95% significance difference between test measurement and the methanol (MeOH) blank.
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Supplementary Figure 5. SDS resistance of fibrils formed in the presence of rosmarinic acid and myricetin at a molar ratio of 1:2 PrP-to-drug. SDS resistant bands are seen in lane with 0 PK.  The other lanes have 1:50, 1:200 and 1:400 weight ratio of PK-to-PrP.
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Supplementary Figure 6. PK digestion of ScN2A cell extract treated with four concentrations of rosmarinic acid and myricetin (25, 50, 100 and 200 µM) used to generate Figure 6B.
image1.tiff
N w o~

RENAGE

10 mar
— S-mer
—_8mer

 7mer

Lﬁ)i’iﬁﬁ“i

RENAGE




image2.tiff
(a) T o
& € © &N 'bo\i\'b‘\(\\
> \

o€ 92 0 o N

Nt e et N e

TP

O
(b) e o
& 00\ < ((\\\ﬁ\"’d\ © N\ cﬁ‘\(\\\\ ,bo\% &
Qﬂ QO Q\) O_\) <,/C‘) @* 'Z> Q@

e

e =0 3 ¢





image3.tiff
(a)

melatonin

gallic

|

ferulic ns

Congo red

blank

2 4 6 8 10 12 14 16

Oligomer Time Course Area

(b)

melatonin ns

gallic

ferulic

Congo red p=0.01

blank

|

2 3 4 5 6 7
Large Oligomer Time Course Area

(c)

melatonin ns
gallic

ferulic
Congo red p=0.009

blank

1‘0 20 30 40
Midlog of Fibril Growth (hrs)

(d)

melatonin

gallic

F
@
>
@

Congo red p=0.03
blank
t T T T T
0.00 0.05 0.10 0.15 0.20

Slope of Fibril Growth




image4.png
(@)

congored 1:4

congored 1:2

p=0.044

congo red 1:1

Anti-Prion

MeOH 0.46%

MeOH 0.26%

00 05 10 15 20 25 30 35 40
Oligomer Time Course Area

(b)

congo red 1:4 p=0.001
congo red 1:2 p=0.007
congo red 1:1 p=0.02

Anti-Prion

MeOH 0.46%

MeOH 0.26%

08

04 06
Slope of fibril growth





image5.tiff
0

myricetin 1:2

A8 4900 4400

M

75
=i
48

35
25

—-—0
-7

-——
1
-—s

rosmarinic 1:2

I 1D

A8 4200 a0

&=
63
48
35

25

——0

s — 7

Lol
- —
s




image6.png
v*ri;etin

.
[ o

rosmarimic
.
acid

E_.

50
40

35
25

15

10

-PK

+PK




