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Nagaraj et al Figure S1: Fits to CsgA
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Figure S1. Fits to
CsgA aggregation data
in the presence of
different

concentrations of T-
TTR, M-TTR and
S100A9 (indicated in

the graph panels),
using the same model
involving primary
nucleation, elongation
and secondary
nucleation but
allowing either Kk,

(ABC), k, (DEF) ork,
(GHI) to vary. For
each chaperone, the
mean residual error is
normalized to the fit
with the lowest MRE
value (shown as a tick

mark:  green  tick
shows the best fit,
blue tick IS
intermediate, orange

tick shows insufficient
variation in time
curves).
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Figure S2. Fits to
CsgA aggregation data
in the presence of
different
concentrations of
DNAJB6 WT,
DNAJB6 AST5A, and
DNAJB6 ASTI18A
(indicated in the graph
panels), using the
same model involving
primary  nucleation,
elongation and
secondary nucleation
but allowing either k,
(ABC), k, (DEF) or k,
(GHI) to vary. For
each chaperone, the
mean residual error is
normalized to the fit
with the lowest MRE
value (shown as a tick
mark or cross).



Nagaraj et al Figure S3: Fits to CsgA

A k. varied k., varied C k., varied
MRE =1 ¢ MRE = 1 « MRE =1
14 _CsgA with M-Bri2 s CsgA with CsgC
15 CsgA with O-Bri2 . T T
a2l : . . 4
B 10} ©
=3 = g 1of s e .
B 08} & @
b= n (-
E o6 = £
- S o 05)
ﬁ 0.4f 0 uM o a
T 02 g'%ﬂ L 5
2t . = @ 0 nM
g e £ E : 2 e 1 :M
= 0.0 0.8u 5 g 0.0F 5nM
1uM = =z 50 nM
—-0.2 L5 uM i 100 hM
os 2 M 200 nM
e 5 10 15 20 25 -5 5 10 15 20 25 =05 5 1o 5 20 25
Time (hrs) Time (hrs) Time (hrs)
k, varied k, varied F k, varied
MRE=1.21 wre=117 XK MRE=1.39
14 _CsgA with M-Bri2 s CsgA with 0-Bri2 15 CsgA with CsgC
12}
T 1o} T 10f g 10} R A
=g = ®
@ 08} @ "_"
= = o5l 'E
F oS E 0.5
T os 3 g
% T £ oop Tuu 0nM
0.2 (] n
E E E 0.0l 1nM
E ool I
2 oor 2 -0s = S0 M
02 100 nM
200 nM
—0.4 . . . : 10 ‘ . . ‘ —os ; . . .
0 5 10 15 20 25 0 5 10 15 20 25 5 10 15 20 25
Time (hrs) Time (hrs) Time (hrs)
G k, varied H k, varied | k, varied
vRE=1.08 I mre=1.14 X MRE = 1.16 (“)
14 : CsgA \Invith M-BrliZ . CsgA with O-Bri2 15 quA with ClsgC
12}
T 10p | 10 g
) £ 5
F o : :
E oo £ oo :
o o
g o4r b ]
| S oo s
E E E
2 00 2 -o0s 2
—0.2 1.5uM |
2 uM
—oa . . . ‘ a0 ‘ ‘ . ; -0.5 s : . T
5 10 15 20 25 5 10 15 20 25 4] 5 10 15 20 25

Time (hrs)

Time (hrs)

Time (hrs)

Figure S3. Fits to
CsgA aggregation data
in the presence of
different
concentrations
Monomeric-Bri2,
Oligomeric-Bri2, and
CsgC (indicated in the

of

graph panels), using
the same  model
involving primary
nucleation, elongation
and secondary
nucleation but
allowing either Kk,

(ABC), k, (DEF) or k,
(GHI) to vary. For
each chaperone, the
mean residual error is
normalized to the fit
with the lowest MRE
value (shown as a tick
mark).
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Figure S4. Fits to
FapC aggregation data
in the presence of
different

concentrations of T-
TTR, M-TTR and
S100A9 (indicated in

the graph panels),
using the same model
involving primary
nucleation, elongation
and secondary
nucleation but
allowing either K,

(ABC), k, (DEF) or k,
(GHI) to vary. For
each chaperone, the
mean residual error is
normalized to the fit
with the lowest MRE
value (shown as a tick
mark).



Nagaraj et al Figure S5: Fits to FapC

k. varied . :
A n ‘/ B k., varied ‘/ C k, varied ¢
MRE =1 MRF = 1 MRF = 1
FapC with DNAJB6 AST5A '
L __FapC with DNAJBE WT 1.2 ; A ; : 12 FapC with DNA|B6 AST18A
320 nM
° n _
- Lo 240 nM © =
2 360 NM 5 g
o 08 480 nM @ -
» 600 nM e o
-
£ 06 ; E £
o i g g
2 oar 2 =
T o g
£
£ o2 £ 5
2 z = /
0.0 0.0F 280 nM 1 0.0/ 480 nM [|
600 NM 600 nM
- , , , . . — . . . . T -0.2 L . . . T
02 10 20 30 40 50 60 0'20 10 20 30 40 50 60 10 20 30 40 50 60
Time (hrs) Time (hrs) Time (hrs)
D k, varied k, varied F k, varied
MRE= 3.14 MRE= 1.29 ( “)
12 i F@CIWith DNAIBE WT 12 IFapC wlith DNA}]BE ASTSA 12 II:Q:)C with DNAIIBE AST18A
0nM
o 120nM
= 1.0y 240 :M _ Lo = 1.0}
360 nM ©
& osl 480 nM S os & os|
@ 600 nM 5 &
= [ =
E 0.6 IE 0.6 'E 0.6
2 3 ks
g o4l g oal &N 04
© = o
E 0.2 E 0.2 E 0.2
o H ]
= / H 2 Lok
0.0 TS 0.0 480 nM 1 T 480 nM [
600 nM o . ‘ . ‘ 600 M
w2 1o 20 30 40 50 60 0 10 20 30 4 50 60 "0 1o 20 30 a0 50 60
Time (hrs) Time (hrs) Time (hrs)
k, varied ; k, varied
G + H k, varied | +
MRE = 2.78 x
' MRE = 1.07 v 4
12 __FapC with DNAJB6 WT MRE =2.03
0 nM 12 FapC with DNAJBE ASTSA 12 FapC with DNA|B6 AST18A
1oll ® 120nm . . ‘ / > ‘
- 240 nM
o 360 nM _ Lo 10}
o o8} 280 nM = =
@ 600 nM 5 08 5 osl
£ o6l Pt hal
- y E 0.6 E 0.6
o F o bl
8 0.4 % oul B odf
£ o2p . E E 0.2
o E o2 £ o2
= S 2
oo Y’ 280 nM [ oof
- n
o2 . . . . . 600 nM 2 Ay s L
) 10 20 3 4 50 50 -2 10 20 30 40 50 60 e 20 Tim:nthrs) 4 50 60
Time (hrs)

Time (hrs)

Figure S5. Fits to
FapC aggregation data
in the presence of
different
concentrations of
DNAJB6 WT,
DNAJB6 AST5A, and
DNAJB6 AST18A
(indicated in the graph
panels), using the
same model involving
primary  nucleation,
elongation and
secondary nucleation
but allowing either k,
(ABC), k, (DEF) or k,
(GHI) to vary. For
each chaperone, the
mean residual error is
normalized to the fit
with the lowest MRE
value (shown as a tick
mark).
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Figure S6. Fits to
FapC aggregation data
in the presence of
different
concentrations
Monomeric-Bri2,
Oligomeric-Bri2, and
CsgC (indicated in the

of

graph panels), using
the same  model
involving primary
nucleation, elongation
and secondary
nucleation but
allowing either K,

(ABC), k, (DEF) ork,
(GHI) to vary. For
each chaperone, the
mean residual error is
normalized to the fit
with the lowest MRE
value (shown as a tick
mark).
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Figure S7. Seeding experiments with 10 pM FapC monomers and 2 uM FapC
seeds (in monomer units) in the presence or absence of 10 uM S100A09.
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Figure S8. Data for binding of chaperones to immobilized CsgA or FapC by Biacore. Time curves shown in panels A-M
with chaperone concentration ranges indicated. CsgA interaction with T-TTR (A), S100A9 (B), DNAJB6 WT (C), DNAJB6
AST19A (D), CsgC (E), M-Bri2 (F), O-Bri2 (G). FapC interaction with T-TTR (H), S100A9 (1), DNAJB6 WT (J), DNAJB6
AST19A (K), O-Bri2 (L), M-Bri2 (M). Best fits to the binding region of the time curves (using a 1:1 binding model) are
provided in red. Rate constants of association plotted versus chaperone concentration for CsgA (N) and FapC (O).
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Figure S9. SDS-PAGE gel scans showing increasing solubility of CsgA and FapC when aggregated in
the presence of increasing amounts of S1I00A9. After aggregation of CsgA or FapC in the presence of
S100A9, the solution was spun down and the supernatant run on SDS-PAGE. Band intensities are

shown in Fig. 5C.
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Figure S10. Computational prediction of
aggregation propensity of A) CsgA and B)
FapC sequences based on Rosetta energies that
predict amyloid propensities of hexapeptide
fragments within the sequence. Orange — red
segments with energies below -23 kcal/mol are
predicted to take part in fibril formation. The
letters on the x-axis display the first residue of
hexapeptides forming part of the CsgA or
FapC sequence.



