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Figure S1. HSA sequesters Cu(II) ions away from ⍺Syn, but not Mn(II) ions. Overlaid contour plots of the 
1H-15N HSQC spectra of 60μM Ac-⍺Syn (black) in presence of (a) 60μM Cu(II) (blue), (b) 60μM Cu(II)  and 
60μM rHSA (green), (c) 60μM Mn(II) (maroon), and (d) 60μM Mn(II) and 60μM rHSA (orange). Spectra 
were acquired at 10 oC in 50 mM HEPES, pH  7.4.  
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Figure S2. HSA is unable to chelate Mn(II) from ⍺Syn at equimolar concentraCons. (a) Normalized 1H-15N 
HSQC cross-peak intensiQes (I/Io) as a funcQon of residue number of 60 μM Ac-⍺Syn in the presence of 60 
μM Mn(II) . (b, c) As a but in the presence of (b) 30μM and (c) 60μM rHSA. Spectra were acquired at 10 oC 
in 50 mM HEPES, pH 7.4.  
 
 
 
 



 
  
Figure S3. HSA chelates Cu(II) ions more efficiently than the metal chelator EDTA. (a) Isolated I/Io profiles 
for the binding site His-50 on Ac-⍺Syn	ploUed against increased concentraQons of rHSA mulQplied by a 
factor of two (grey), and EDTA (same as Figure 2m) as a reference (lilac). (b) As (a) but for binding site Asp-
121. (c, d) As (a, b) but with the rHSA concentraQon increased by a factor of three. (e) Isolated I/Io profiles 
for binding sites His-50 (solid) and Asp-121 (dashed) of Ac-⍺Syn upon the addiQon of increasing 
concentraQons of Cu(II). (f) I/Io profiles for ⍺Syn-Cu(II) binding site Asp-121 upon chelaQon of Cu(II) ions 
with increasing concentraQons of EDTA (lilac) and rHSA (grey) vs. the corresponding I/Io raQos observed 
upon addiQon to ⍺Syn of an amount of Cu(II) corresponding to the residual ⍺Syn-bound Cu(II), as per panel 
(e), assuming a binding stoichiometry of 1:1 for Cu(II):EDTA and 2:1 for Cu(II) and rHSA. Spectra were 
acquired at 10 oC in 50 mM HEPES, pH 7. 



 
 

 
 
 
 
 
Figure S4 Fa2y acid binding and glyca6on affect the chela6ng abili6es of HSA. (a) Isolated I/Io 
profiles for the binding site His50 ploUed against increasing concentraQons of fHSA (red) and Gly rHSA 
(yellow) mulQplied by a factor of two and EDTA (same as Figure 2m) as a reference (lilac). (b) As (a) but 
for binding site Asp-121. (c, d) As (a, b) but this Qme the fHSA and Gly rHSA concentraQons were mulQplied 
by a factor of three.  
 
 
 



 
 
 
Figure S5. Chemical shi+ perturba1ons of 60 μM Ac-⍺Syn in the presence of (a) 800μM rHSA, (b) 
800 μM Cu(II) and 800 μM rHSA, and (c) 800 μM Zn(II) and 800 μM rHSA. (d) The difference 
between the chemical shi+s perturba1ons of 60 μM Ac-⍺Syn in the presence of 800 μM rHSA vs. 
in the presence of 800 μM Zn(II) and 800 μM rHSA. Spectra were acquired at 10 oC in 50 mM HEPES, 
pH 7.4. 
 
 
 
 
 
 
 
 
 


