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1. Molecular modelling studies
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Figure S1 Root mean square deviation (RMSD; A) and distance (A) analyses for 26 in complex
with the WT (A, D, and G), the single K103N (B, E and H) and the double RES056 (C, F and I) RT.
RMSD for the protein residues in close proximity of the ligand (8 A), and for the ligand are shown
respectively in black and red. Distances for the hydrogen-bonding (measured as N—O distance)
interactions involving the —NH guanidine moiety of 26 and the backbone oxygen of K101, and for
the protonated nitrogen of 26 and the backbone oxygen of K/N103 (measured as N-O distance) are
highlighted in blue and brown, respectively. Finally, distances for the z-stacking formed between

the benzonitrile moiety of 26 and residues Y181 (in green) and F227 (in orange) are also reported.



Table S1 The corresponding list of compounds name in article and HPLC spectra.

Compd. Compd. ID in spectra Compd. Compd. ID in spectra
1 KDL17 22 KDL31
12 KDL19 23 KDL37
13 KDL33 24 KDL39
14 KDL35 25 KDL41
15 KDL79 26 KDL43
16 KDLS81 27 KDL45
17 KDL25 28 KDL47
18 KDL27 29 KDL71
19 KDL21 30 KDL73
20 KDL23 31 KDL75

21 KDL29 32 KDL77




2. High resolution mass spectrum
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Compound 25
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Compound 29
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Compound 31

x10 & |+ESI Scan (0.142-0.174 min, 4 Scans) Frag=135.0V KDL75.d Subtract
9.54

7.5 322.1349

215.0823
643.2524

04 L 1 |. L — | L

b

50 100 150 200 250 300 350 400 450 500 550 600 650 700 750
Counts vs. Mass-to-Charge (m/z)

Compound 32

x10 & |+ESI Scan (0.185 min) Frag=135.0V KDL77.d Subtract

8.54 *304.1574

203.0997
3.5 607.2852

04 P | L, | 1, L

800

850

900

950

1000

100 150 200 250 300 350 400 450 500 550 600 650 700 750
Counts vs. Mass-to-Charge (m/z)

800

850

900

950

1000



3. NMR spectrum
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4. HPLC spectrum
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