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'H NMR spectrum of compound 5
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Mass-spectrum of compound 5

MS-315#13 RT: 0.82 AV:1 NL:8.79E7
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13C NMR spectrum of compound 8
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'H NMR spectrum of compound 10
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Mass-spectrum of compound 10
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13C NMR spectrum of compound (+)-13
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'H NMR spectrum of compound 16
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Mass-spectrum of compound 16

MS-333_pm #2 RT:0.07 AV:1 NL:2.87E6
T: +c El Full ms [ 14.50-220.50]

100
95
90
85
80
75
70
65
60
55
50
45
40
35
30
25
20
15

10

'H NMR spectrum of compound (-)-19
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13C NMR spectrum of compound (-)-19
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'H NMR spectrum of compound 30
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Mass-spectrum of compound 30
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13C NMR spectrum of compound 31
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'H NMR spectrum of compound 34a
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Mass-spectrum of compound 34a
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13C NMR spectrum of compound 34b
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Mass-spectrum of compound 34c
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13C NMR spectrum of compound 35a
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'H NMR spectrum of compound 35b
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'H NMR spectrum of compound 35¢
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'H NMR spectrum of compound 37a
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Mass-spectrum of compound 37a

maa-604 #1 RT:0.00 AV:1 NL:9.02E5
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13C NMR spectrum of compound 37b
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'H NMR spectrum of compound 37¢
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Mass-spectrum of compound 37c
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13C NMR spectrum of compound 38a
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'H NMR spectrum of compound 38b
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Mass-spectrum of compound 38b
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13C NMR spectrum of compound 38c
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Table S1. Molecular docking of hydroxamic acids against HDAC6 (PDB ID:
peptide and ligand are shown in the “Other int-s”.

5EDU) Hydrogen bonds are shown in the “H-bonds” column. Other interaction between

Compound H-bonds Other interactions Docking Score 1Cs0, uM
Trichostatin A HIS610 -1t stacking: HIE500 -8.798

31 SER568 HIS610 TYR782 - -9.547 0.66

30 SER568 GLY619 TYR782 -== -8.662 0.61
HIE500 SER568 TYR782 nt-1t stacking: PHE620

-8.12 .87

35a HIE651 8.120 3.8

38b SER568 nt-1t stacking: PHE680 -7.125 4.81

38a GLY619 nt-1t stacking: PHE680 -6.886 7.74
HIE500 SER568 TYR782 -1t stacking: HIE500

35b PHE680 -6.689 8.23
SER568 GLY619 ni-1t stacking: PHE620

35¢ HIE651 PHE6SO -6.445 6.90

38¢ TYR782 - -6.210 8.03

Table S2. Results of docking procedures of molecules to the p-amyloid peptide (PDB ID: 1IYT). “C-term” corresponds to the C-terminus of the peptide (amino acids

from 3 to 12, “N-term” corresponds to the fold in the vicinity of the N-terminus (amino acids from 22 to 30). Preferred position indicates the binding pocket with
lower AG MM-GBSA. AG MM-GBSA is measured in kcal/mol. Hydrogen bonds are shown in the “H-bonds” columns. Other interaction between the (3-amyloid and

ligands are shown in the “Other int-s” columns.

AG bindpret.  H- H- istical distributi
Preferred G bindper bonds Other int-s bonds Other int-s AG C-term (MM- AG N-term (MM- Statistical distribution
Compound .. pos (MM- (C-term) (N-term) C-term:N-term (T =298
position (C-term) (N-term) GBSA) GBSA)
GBSA) K)
TT-TC ALA21
HIE6 stacking: ~ GLU22 )
35b C-term -45.66 CLU11 TYRI10 SER26 -- -45.66 -42.01 480:1
PHE4 LYS28
GLU3 TT-TC ALA21
38a C-term -44.7 ASP7 stacking: ~ GLU22 -- -44.7 -42.13 77:1
GLU 11 TYR10 SER26




GLU3 =TT GLU22
35¢ N-term -43.57 ASP7 stacking:  GLY25 - -38.89 -43.57 1:2700
GLU 11 TYR10 SER26
T-TT ALA21
38b N-term -41.05 GLU 11 stacking: ~ GLU22 - -37.84 -41.05 1:230
TYR10 LYS28
T-TC
38c C-term -40.19 Cisgfl stacking: (EI;[SJZZ 82 -- -40.19 -32.74 290000:1
TYR10
TC-TC ALA21
35a C-term -38.14 (é;I;]Igj 1141 stacking: ~ GLU22 -- -38.14 -36.54 15:1
TYR10 LYS28




