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Table S1. Antibacterial activity of methylindole derivatives. (MIC and MBC in mg/ml)

Compounds S.a. B.c. L.m. E.c. St En.cl.
MIC >3.75 0.47 0.94 0.47 0.94 0.94
58 MBC >3.75 0.94 1.88 0.94 1.88 1.88
sh MIC >3.75 0.94 0.94 1.88 0.94 0.94
MBC >3.75 1.88 1.88 3.75 1.88 1.88
5i MIC >3.75 0.94 0.94 0.94 0.47 0.94
MBC >3.75 1.88 1.88 1.88 0.94 1.88
i MIC >3.75 0.94 0.94 1.88 0.94 1.88
MBC >3.75 1.88 1.88 3.75 1.88 3.75
sk MIC >3.75 1.88 1.88 1.88 1.88 >3.75
MBC >3.75 3.75 3.75 3.75 3.75 >3.75
sp MIC >3.75 0.94 0.47 3.75 3.75 3.75
MBC >3.75 1.88 0.94 >3.75 >3.75 >3.75
5¢ MIC >3.75 >3.75 0.47 >3.75 >3.75 >3.75
MBC >3.75 >3.75 0.94 >3.75 >3.75 >3.75
Sw MIC >3.75 0.94 1.88 1.88 >3.75 >3.75
MBC >3.75 1.88 3.75 3.75 >3.75 >3.75
6a MIC >3.75 >3.75 0.94 >3.75 >3.75 >3.75
MBC >3.75 >3.75 1.88 >3.75 >3.75 >3.75
MIC >3.75 >3.75 1.88 >3.75 >3.75 >3.75
6b MBC >3.75 >3.75 3.75 >3.75 >3.75 >3.75
6c MIC >3.75 >3.75 >3.75 >3.75 >3.75 >3.75
MBC >3.75 >3.75 >3.75 >3.75 >3.75 >3.75
6d MIC >3.75 1.88 0.94 >3.75 >3.75 >3.75
MBC >3.75 3.75 1.88 >3.75 >3.75 >3.75
MIC >3.75 >3.75 1.88 >3.75 >3.75 >3.75
be MBC >3.75 >3.75 3.75 >3.75 >3.75 >3.75
of MIC >3.75 >3.75 1.88 >3.75 >3.75 >3.75
MBC >3.75 >3.75 3.75 >3.75 >3.75 >3.75
. MIC 0.10+0.00 0.02+0.00 0.15+0.00 0.10+0.00 0.10+0.00 0.02+0.00
Streptomycin
MBC 0.20+0.01 0.05+0.00 0.30+0.01 0.20+0.00 0.20+0.01 0.05+0.00
R MIC 0.10+0.00 0.10+0.00 0.15+0.00 0.15+0.00 0.10+0.00 0.10+0.00
Ampicillin

MBC 0.15+0.00 0.15+0.00 0.30+0.02 0.20+0.01 0.20+0.00 0.15+0.01

Table S2 Molecular docking free binding energies (kcal/mol) to antifungal targets of indole-based thiazole
derivatives.

Est. binding energy(kcal/mol) ] ]
Residues involved ~ Aromatic- Interactions with

Dihydrofolate in Hydrogen Bonds positive Hydrophobic interactions
CYP51ca A
reductase ionizable

No
HEM601




(PDB: 4HOF) (PDB:5V5Z7) interactions of CYP51ca
Hem601, Ile131, Leu376, .
5a -1.25 -8.35 1 Tyr64 - Met508 Hydrophobic
Hemo601, Tyr64, Tyr118, Ile131, .
5¢ -2.15 -7.96 1 Tyr118 - Leu376, Met508 Hydrophobic
Hem601, Tle131, Tyr132, Aromatic
5d -3.69 -11.62 1 Tyr132 Hem601 Phe288, Thr311, Leu376, ..
Fe binding
Met508, Val509 Hydrophobic
Hem601, I1e131, Leu300, .
5e -3.45 -8.83 2 Tyr64, Tyr118 - Leu376, Met508 Hydrophobic
Hemo601, Tyr64, 1le131, Tyr132, .
5f -2.67 -8.05 1 Tyrl32 - His377, Met508 Hydrophobic
. Hem601, Tyr118, Ile131, .
5i -1.14 -8.13 1 Tyr118 - Leu376, Met508 Hydrophobic
Hem601, Tyr118, Tyr122, Aromatic
51 -4.17 -11.13 2 Tyr132, Met508  Tyr188, Hem601 Ile131, Tyr132, Phe233, Tyr305,
Leu376, Met508, Val509 Hydrophobic
Hem601, Tyr118, Tyr132, ,
5m -3.67 -10.41 2 Tyr64, Tyr132 - Leu376, Met508, Val509 Hydrophobic
Hem601, Ile131, le304, Leu376, .
5n -1.11 -9.46 2 Tyr118, Met508 Tyr132 Met508, Val509 Hydrophobic
Hem601, Tyr118, Ile131, R
50 -2.03 -9.54 2 Tyr64, Tyr118 Tyr132 Leu376, Met508, Val509 Hydrophobic
Hem601, Ile131, Tyr132, X
5q -1.18 -8.21 1 Tyr118 Tyr188 Leu376 Hydrophobic
Hemo601, Ile131, Tyr132, .
5s -3.97 -7.38 1 Tyr64 - Met508 Hydrophobic
5u 1.29 8.21 1 Met508 Hem601 Hemé601, llel31, Tyr132, fromatic
' ’ ¢ o Leu376, Met508, Val509 - .
ydrophobic
Hem601, TyrllS, Ile131, Aromatic
5v -3.12 -9.75 1 Tyr64 Hem601 Tyr132, Leu376, Met508,
Val509 Hydrophobic
Hemo601, Tyr118, Thr122, Hvd bond
ydrogen bon
5x -3.74 -12.55 1 Hem601 - Phe;ié’zglglill{ glylrliz ?712288’
€00, Hrs 1L, Leusso, Hydrophobic
Phe380, Met508, Val509
Tyr118, 1le131, Tyr132, Aromatic
Ketoconazole - -8.23 1 Tyr64 Hem601 Hem601, T1e304, Leu300, '
Hydrophobic

Leu376, Met508

*Number of hydrogen bonds.

Table S3 . Molecular docking free binding energies (kcal/mol) to antifungal targets of methylindole-based thiazole

derivatives.
No Est. binding I-H" Residues Aromatic-  Hydrophobic interactions Interactions
energy(kcal/mol) involved in with

positive




Dihydrofolate Hydrogen Bonds ionizable HEMo601
CYP51Ca . .
reductase interactions ¢ CYP51
o Ca
(PDB: 4HOF) (PDB: 5V52)
Hem601, Tyr118, Ile131, .
5b -3.26 -10.84 Tyr64, Tyr132 Tyr188 Tyr132, Leu376, Met508 Hydrophobic
Hem601, Phe126, le131, ~ Hlydrogen
5 314 -10.54 Hem601 - Tyr132, Phe233, Thr311, bond,
Leu376, Met508 Hydrophobic
Hemo601, Phel26, Ile131, .
5h -1.88 -8.15 - - Leu376, Met508 Hydrophobic
Aromatic,
H 1 H 1, Tyr118, Ile131 4
5i 316 -9.70 Tyrl32 eme60, em601, Tyrl18, llel3l,
Tyr188 Tyr132, Leu376, Met508 Hydrophobic
Hem601, Tyr118, Ile131, .
5k -2.11 -9.41 Tyr64 - Leu376, Met508 Hydrophobic
Hem601, Ile131, Tyr132, ~ Aromatic,
5p -3.65 -8.76 Tyr132 Hem601 Thr311. Leu376. Met508
1311, Leus76, Met Hydrophobic
Hem601, Tyr118, Thrizz, ~ Aromatic,
5r -3.38 -11.15 - Hem601 Ile131, Tyr132, Thr311, Fe binding,
Leu376, Met508 Hydrophobic
Hydrogen
bond,
Hemo601, Tyr118, Phel26,
5t -3.47 -11.28 Hem601 Hem601 Ile131, Tyr132, Thr311, Aromatic,
Leu376
Fe binding,
Hydrophobic
Hemo601, Tyr122, Phel26, .
5w -2.74 -7.82 - - Leu376, Met508 Hydrophobic
Hem601, Tyr118, Ile131, .
6b -1.27 -8.73 Tyro4 - Leu376, Met508 Hydrophobic
Hydrogen
Tyrlss Hem601, Tyr118, Tyr122, bond,
6¢ -2.55 -11.02 Hem601 H}e]m 6 0'1 Ile131, Tyr132, Phe233, Aromatic
Leu376, Met508 !
Hydrophobic
Aromatic
H 1, Tyr118, Tyrl32 4
6d 2.97 9.72 Tyr64, Tyrl32  Hem601 emEO ' 7er8’ yri32,
eu376, Met508 Hydrophobic
Tvrl32 Hemé601, Ile131, Tyr131, Aromatic,
6g -1.27 -10.88 Tyr118 Hy 6 0'1 Phel26, 11e304, Leu376,
em Met508 Hydrophobic
Tyr118, Ile131, Tyr132, Aromatic
Ketoconazole - -8.23 Tyr64 Hemo601 Hem601, 11e304, Leu300, "
Hydrophobic

Leu376, Met508




*Number of hydrogen bonds.

Table S4. Drug likeness predictions of tested compounds.

Lipinski,
Ghose
Numbe . o 1. Drug-
No MW I\Ifu;ln;;: r of (Lfgg;/;;c Log Sd TPSA: BEB thVeber, dBut)avSallablll likeness
(0] HBDb 1 permean gan, an y core model score
Muegge
violations
5a 21527 1 2 155  Moderate o) o) No 0 055 171
ly soluble
5b 24530 2 2 1gy ~ Moderate ), No 0 0.55 -1.16
ly soluble
5¢ 24530 @ 2 2 18y ~ Moderate ), No 0 0.55 -1.16
ly soluble
5d 22930 1 2 175~ Moderate o) o) No 0 0.55 157
ly soluble
5e 23326 2 2 166 ~ Moderate ., No 0 055 -1.38
ly soluble
5f 25933 2 2 0y ~ Moderate o) . No 0 055 -0.57
ly soluble
5g 27335 2 1 a5 Moderate o0 N 0 0.55 -0.90
ly soluble
5h 36348 2 1 3.62 Poorly - 0 2 Yes 0 055 -0.29
soluble
5i 27335 2 2 045  Moderate oo Ves 0 0.55 -051
ly soluble
5 28738 2 1 pgo  Moderate 0 ves 0 0.55 -0.83
ly soluble
5k 25735 1 1 261 Moderate .o g Yes 0 0.55 -1.42
ly soluble
51 25735 1 1 pgy  Moderate o or Vs 0 055 122
ly soluble
5m 26375 1 2 p1p ~ Moderate oo No 0 055 -0.74
ly soluble
5n 25933 2 2 216 ~ Moderate o, No 0 055 -0.96
ly soluble
50 24333 1 2 196 ~ Moderate o) o) No 0 0.55 -1.01
ly soluble
5p 24333 1 1 1y Moderate o pe Ves 0 0.55 148
ly soluble
5¢ 24333 1 1 g1y Moderate o e s 0 0.55 1.47
ly soluble
50 25735 1 1 034  Moderate 0 Yes 0 0.55 -1.42
ly soluble
55 22930 1 2 178~ Moderate o) o) No 0 055 -0.88
ly soluble
5t 27138 1 1 gy~ Moderate o Yes 0 0.55 -1.34
ly soluble
5u 25735 1 2 031 Moderate oot Ves 0 055 -0.96

ly soluble




Moderate

5v. 25933 2 2 215 7818  Yes 0 0.55 -1.09
ly soluble

5w 24333 1 1 b1y  Moderate ., 0 Yes 0 0.55 -1.48
ly soluble

5x 27035 2 2 015~ Moderate o, o No 0 0.55 -1.44
ly soluble

a) number of hydrogen bond acceptors; b) number of hydrogen bond donors; c) lipophilicity; d) Water
solubility (SILICOS-IT [S=Soluble]); e) topological polar surface area (A?); f) Blood Brain Barrier permeant;
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Bruker AC-200, SF=200.13 MHz, 21-12-2020 Baso: nm-12-08

B83100 LEP1-0105 in DMSO-d6/CCl4
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