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Synucleinopathies are characterised

by amyloid formation of a-synuclein

Alternative splice variants of a-synuclein
may contribute to the pathogenesis
of synucleinopathies [1][2]
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|. Introduction
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Kinetic fitting of thioflavin T
fluorescence data reveals

mechanism of amyloid formation [3]

Flow-induced dispersion analysis
(FIDA) is used to measure

the average hydrodynamic radius (R,)

Molecular dynamics simulations using the
CALVADOS 2 force field is used to visualise
predicted conformational ensembles [4]

2.Alternative splice variants of a-synuclein

Y ek R ek I8 R 2ak 2N e el ) Pt el GSyn- |40 GSyn- I 26
Ss#7 SSa == aSyn-| |2 aSyn-98
2 | o
N - MDVFMKGLSK AKEGVVAAAE KTKQGVAEAA GKTKEGVLYV GSKTKEGVVH GVATVAEKTK
1 11 21 31 41 51
NAC - EQVTNVGGAV VTGVTAVAQK TVEGAGSIAA ATGFV
61 71 81 91
4| 5 n 6
i KKDQL GKENEEGAPQE GILEDMPVDP DNEAYEMPSE EGYQDYEPEA
96 101 111 121 131
o [ ] ]
3. De novo fibril formation
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. Seeded fibril formation
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Residues encoded by exon 3 are required to be present in the fibril for recruitment of aSyn-140 to fibril ends
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5.Amyloid formation across ionic strengths
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Increasing the ionic strength increases the rate of the secondary pathway of amyloid formation
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6. Monomer conformation across ionic strengths
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dispersion analysis

X
X
X

0 100 200 300 400

Molecular dynamics simulations
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aSyn-140 and aSyn-126

compact at low ionic strengths
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Compact > Expanded
1 2 4
S 43% 26% { 4%
5 7
2 | 40% 28% 27% g 5%
J @
~ | 28% t’i 5%
w | 29% 6%
(6>; §

N

Increased
ionic strength

Increasing the ionic
strength or deleting residues
encoded by exon 5 cause
monomer expansion

1. Correlating monomer conformation with amyloid kinetics
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