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Supplemental Figure S1. The NMR overlays raw data for Peptide #1 with different
concentrations of ligand titrations. One Alanine and Histidine peaks were significantly
changed after titration, and proline peaks were slightly affected. The amino acids peaks
were also confirmed by the 2D NMR spectrum. Alanine that has significant chemical
shift changes is the N-terminal alanine judging by the chemical shift, and the position 3
alanine chemical shift was influenced by the neighbor phenylalanine (alpha carbon
deshielding from 3.9 ppm to 4.3 ppm). The chemical structure and NMR peaks assign-

ments are listed in Figures S5-S7.



Supplemental Figure S2. The details of the Peptide #1 NMR peak chemical shift after lig-
and titration, and peaks were plotted from top to bottom with the increasing concentrations of
ligand. A and B are peaks of N-term Alanine, C and D are peaks of Histidine.
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Supplemental Figure S3. The NMR overlays raw data for Peptide #5 with different
concentrations of ligand titrations. Only Lysine peaks have significant NMR peak chemi-
cal shift changes. The lysine peaks were also confirmed by the 2D NMR spectrum. The
lysine peak assignments are listed in Figure S8.
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Supplemental Figure S4. The details of the Peptide #5 NMR peak (Lysine) chemical shift

after ligand titration, and peaks were plotted from top to bottom with the increasing concentra-
tions of ligand
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Supplemental Figure S5. A, The Peptide #1 alanine NMR spectra in Figure S1 with
the assignments. B. The 2D NMR (TOCSY) spectrum of Peptide #1 with Alanine (1.4

3.9 ppm),



A B (Land D, singlet)
’ O
A (Land D, singlet) C
\ N D
\ | HN— B NH>
l!ﬁ ! " ! ’ lfo ’ ’ ! ’ 715 ’ ’ ! ’ 730 ! ’ ! C (m)
B w
D (dd) ’
45 50 l 35 30 ppm] i
C 7.s3l,6,95 n | D
7.94,7.02 ) ﬂ U\ |
i ‘\ (
] 75 E 4.393.10

10 805 800 795 790 783 780 775 770 7.65 760 753 750 743 740 735 730 725 720 713 710 705 7.00 695 690

Supplemental Figure S6. A, The Peptide #1 Histidine NMR spectra with the assign-
ments of the ones with chemical shift in Figure S1, and B the other 1D NMR peaks of
the histidine assignment. C and D are the 2D NMR (TOCSY) spectrum of Histidine
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Supplemental Figure S7. A, The Peptide #1 Proline NMR spectra in Figure S1 with the
assignments, and B is the 2D NMR (TOCSY) spectrum of Proline.



A O
OH
A E
A (t) NH»> [.
E(m)
C(m) D (m) Lo
JJ U L A Lo
lfo Jf5 " 3.’0 ! " Zf.’a " " 2?0 [ppm;
B ey
-1.3
3.86,1.40 2.93,1.40 1.68,1.40}{1.40,1.39} |
/{ ¥ { { { {' 1.4
{1.80,1.40}
1.5
Y
-1.6
/{3.89,1.66} {2.95,1.66{ {1.80,1.66( {1-40,1-65{’ ' E
r 1.7;
{3.85,1.80} {2.95,1.80 1.82,1.81 {1.68,1.80}
/ § 4 Lo 8 i 1.8
{1.42,1.80}
-1.9
-2.0
-2.1
F2.2
-2.3
-2.4

40 38 36 34 32 30 28 26 24 22 20 1.8 16 1.4 12 1.0
f2 (ppm)

Supplemental Figure S8. A, The Peptide #5 Lysine 1D NMR spectra in Figure S3-4
with the assignments, and B is the 2D NMR (TOCSY) spectrum of Lysine.
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Supplemental Figure S9. The backbone RMSD of 36B bound with GenX.



