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RP-HPLC and 1D '"H NMR Data for Synthesized Compounds.

Ac-Lys-Leu-Val-Phe-Phe-Ala-NH; (3)

RP-HPLC 5-40% MeCN/H,O (modified with 0.1%HCO;H); UV =220 nm:
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Lys 4.23 1.48 v1.28, 61.59, €2.71
Leu 427 1.51 v1.41, 60.77, 0.82
Val 4.06 1.88 v0.70
Phe* 4.47 3.03,2.95
Phe’ 4.49 2.81,2.71
Ala 4.20 1.18
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Ac-alLys-Leu-Val-Phe-Phe-Ala-NH; (4)

RP-HPLC 20-60% MeCN/H>O (modified with 0.1%HCO,H); UV = 220 nm:
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Lys 4.90 1.50 y1.23, 81.70, £2.73
Leu 4.26 1.39 50.78, 0.83
Val 4.06 1.84 70.69
Phe*” 4.50,4.52 3.02,2.92,2.82,2.74
Ala 4.16 1.19
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Ac-Lys-al.eu-Val-Phe-Phe-Ala-NH; (5)

RP-HPLC 5-40% MeCN/H,O (modified with 0.1%HCO;H); UV =220 nm:
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Lys 5.19 1.40 v1.23,51.71, €1.54
Leu 4.94 1.70 v1.32, 60.77, 0.84
Val 3.98 1.86 v0.65
Phe*? 4.44 2.97,2.90,2.79, 2.69
Ala 4.14 1.19




Ac-Lys-Leu-aVal-Phe-Phe-Ala-NH; (6)
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RP-HPLC 20-60% MeCN/H,O (modified with 0.1%HCO,H); UV = 220 nm:
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Lys 4.19 1.40 v1.20, 61.53, €2.59
Leu 5.13 1.49 v1.22,80.77, 0.82
Val 4.47 2.09 v0.62
Phe* 448 2.75,2.98
Phe’ 441 2.60, 2.82
Ala 4.11 1.15




Ac-Lys-Leu-Val-aPhe-Phe-Ala-NH; (7)
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RP-HPLC 20-60% MeCN/H>O (modified with 0.1%HCO,H); UV = 220 nm:
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Lys 4.19 1.42 y1.33, 81.55, €2.64
Leu 4.16 1.55 v1.32, 50.78,0.81
Val 5.01 1.89 v0.62
Phe* 5.22 3.05,2.82
Phe’ 4.47 3.02,2.98
Ala 4.13 1.17
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Ac-Lys-Leu-Val-Phe-aPhe-Ala-NH; (8)

RP-HPLC 20-60% MeCN/H>O (modified with 0.1%HCO,H); UV = 220 nm:

mal_
00—
400—
200
i -
0—
-200—
T T T T T T T T T
4 ] 8 10 12 14 16 18 20 min

"H NMR 400 MHz DM SO-ds:

-55
-50
45
‘ -40
135
| -30
-25
\
‘ -20
‘ ‘ 15
| | |
‘ 10
| [ | | Al
il \ B T | | 5
L. TYR d A4 AL ) AV \ ‘
e st \ S WA J PN | P Wi S —er e me— 'y |
(AN A N 1 ) I AN T T A T
gqRg 22 Brg 3 5 8% 88 ® = § 2 -5
85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05 00 -05
1 (ppm)
o B others
Lys 4.20 1.35 y1.2, 81.50, £2.58
Leu 422 1.39 y1.37, 60.77, 0.80
Val 4.03 1.79 v0.63, 0.64
Phe* 5.27 2.66,2.89
Phe’ 5.22 3.11
Ala 4.16 1.19
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Ac-Lys-Leu-Val-Phe-Phe-aAla-NH; (9)

RP-HPLC 20-60% MeCN/H>O (modified with 0.1%HCO,H); UV = 220 nm:

"H NMR 400 MHz DMSO-ds:
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Ac-alLys-Leu-aVal-Phe-Phe-Ala-NH; (10)

RP-HPLC 5-40% MeCN/H,O (modified with 0.1%HCO,H); UV =220 nm:
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Ala 4.16 1.16




Supporting Information, Tillet et al.
Ac-aLys-Leu-Val-Phe-aPhe-Ala-NH, (11)

RP-HPLC 20-60% MeCN/H>O (modified with 0.1%HCO,H); UV = 220 nm:
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Ac-Lys-al.eu-Val-aPhe-Phe-Ala-NH; (12)
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RP-HPLC 5-95% MeCN/H,O (modified with 0.1%HCO;H); UV =220 nm:
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Ac-Lys-al.eu-Val-Phe-Phe-aAla-NH; (13)

RP-HPLC 20-60% MeCN/H,O (modified with 0.1%HCO,H); UV = 220 nm:
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Ac-Lys-Leu-aVal-Phe-aPhe-Ala-NH, (14)

RP-HPLC 5-95% MeCN/H,O (modified with 0.1%HCO;H); UV =220 nm:
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Ac-Lys-Leu-Val-aPhe-Phe-aAla-NH; (15)

RP-HPLC 5-95% MeCN/H,O (modified with 0.1%HCO;H); UV =220 nm:
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Ac-alLys-Leu-aVal-Phe-aPhe-Ala-NH; (16)

RP-HPLC 5-95% MeCN/H,O (modified with 0.1%HCO,H); UV = 220 nm:
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Ac-Lys-al.eu-Val-aPhe-Phe-aAla-NH; (17)

RP-HPLC 5-95% MeCN/H,O (modified with 0.1%HCO;H); UV =220 nm:
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TOCSY NMR Spectra for Synthesized Compounds (400 MHz, DMSO-dg).
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Ac-Lys-Leu-Val-Phe-Phe-Ala-NH; (3)
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Ac-Lys-al.eu-Val-Phe-Phe-Ala-NH; (5)
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Ac-Lys-Leu-aVal-Phe-Phe-Ala-NH; (6)
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Ac-Lys-Leu-Val-aPhe-Phe-Ala-NH; (7)
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Ac-Lys-Leu-Val-Phe-Phe-aAla-NH; (9)

kt-01-37_aAla_TOCSY_01
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Ac-alLys-Leu-aVal-Phe-Phe-Ala-NH; (10)
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Ac-aLys-Leu-Val-Phe-aPhe-Ala-NH, (11)
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Ac-Lys-al.eu-Val-aPhe-Phe-Ala-NH; (12)
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Ac-Lys-al.eu-Val-Phe-Phe-aAla-NH; (13)
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Ac-Lys-Leu-Val-aPhe-Phe-aAla-NH; (15)
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Ac-alLys-Leu-aVal-Phe-aPhe-Ala-NH; (16)
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Ac-Lys-al.eu-Val-aPhe-Phe-aAla-NH; (17)
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Table S1. Yields and HRMS (ESI-TOF) data for synthesized compounds.

isolated
peptide  sequence yield (%) HRMS [M+H]*;,c HRMS [M+H]* ;5
4 Ac-alys-Leu-Val-Phe-Phe-Ala-NH, 1 779.4694 779.4697
5 Ac-Lys-aleu-Val-Phe-Phe-Ala-NH, 4 779.4694 779.4714
6 Ac-Lys-Leu-aVal-Phe-Phe-Ala-NH, 18 779.4694 779.4711
7 Ac-Lys-Leu-Val-aPhe-Phe-Ala-NH, 8 779.4694 779.4680
8 Ac-Lys-Leu-Val-Phe-aPhe-Ala-NH, 6 779.4694 779.4687
9 Ac-Lys-Leu-Val-Phe-Phe-aAla-NH, 13 779.4694 779.4690
10 Ac-alys-Leu-aVal-Phe-Phe-Ala-NH, 25 794.4803 794.4800
1" Ac-alys-Leu-Val-Phe-aPhe-Ala-NH, 8 794.4803 794.4802
12 Ac-Lys-aleu-Val-aPhe-Phe-Ala-NH, 8 794.4803 794.4811
13 Ac-Lys-aLeu-Val-Phe-Phe-aAla-NH, 5 794.4803 794.4802
14 Ac-Lys-Leu-aVal-Phe-aPhe-Ala-NH, 13 794.4803 794.4794
15 Ac-Lys-Leu-Val-aPhe-Phe-aAla-NH, 26 794.4803 794.4810
16 Ac-alLys-Leu-aVal-Phe-aPhe-Ala-NH, 15 809.4912 809.4920

17 Ac-Lys-alLeu-Val-aPhe-Phe-aAla-NH, 1 809.4912 809.4912
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Figure S1. Effects of 1.0 equiv. of inhibitors 5, 14, and 15 on A4, aggregation monitored by ThT fluorescence
assay in repeat experiments. Error bars correspond to the standard deviation between two experiments run under
identical conditions in the same plate.
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Figure S2. Circular dichroism spectra for inhibitors 5, 14, and 15 alone and in the presence of A4, for 18h.
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