SUPPORTING INFORMATION

Design, synthesis, antifungal activity, and QM/MM docking study of two azole
derivatives with indole ring

Suat SARI 1*, Didem Kart 2

1 Department of Pharmaceutical Chemistry, Faculty of Pharmacy, Hacettepe University, Sthhiye 06100
Ankara, Turkey.

2 Department of Pharmaceutical Microbiology, Faculty of Pharmacy, Hacettepe University, Sthhiye 06100
Ankara, Turkey.

*  Corresponding Author. E-mail: suat.sari@hacettepe.edu.tr (S.S.); Tel. +90-312-305 18 72.

Contents:
1. Chemistry Page 2
1.1. Synthesis of the starting materials Page 2
1.2. TH NMR spectra of the compounds Page 3
Figure S1 Page 3
Figure S2 Page 4
1.3. 3C NMR spectra of the compounds Page 5
Figure S3 Page 5
Figure S4 Page 6
1.4. LC-MS spectra of the compounds Page 7
Figure S5 Page 7
Figure S6 Page 8
2. Molecular docking Page 9
Figure S7 Page 9


mailto:suat.sari@hacettepe.edu.tr

1. Chemistry
1.1. Synthesis of the starting materials

2-Bromo-1-(2-naphthyl)ethanone (1b): To a solution of 1 (50 mmol) in acetic acid three drops of bromic
acid was added, then 50 mmol bromine solution in 2.5 ml acetic acid was added dropwise by vigorously
stirring at 0-5 °C. The reaction mixture was warmed to room temperature and allowed to stir for 2 h
then poured into ice water. The precipitate was filtered, washed with sodium bicarbonate solution,
dried in dark, and crystallized from methanol/water (Yellow powder, 87% yield, mp: 81-2 °C
(methanol/water)).

1-(4-Chlorophenyl)-2-(1H-imidazol-1-yl)ethanone (2a) and 2-(1H-imidazol-1-yl)-1-(2-naphthyl)ethanone (2b):
To a solution of imidazole (30 mmol) in 12.5 ml N,N-dimethylformamide (DMF) was slowly added a
solution of 2,4-dichloroacetophenone (1a) or 2-bromo-1-(2-naphthyl)ethanone (1b) (10 mmol) in 2.5 ml
DMF by vigorously stirring at 0-5 °C. The reaction mixture was allowed to stir for an additional 2 h at
0-5 °C then at room temperature overnight and poured into ice water. The resulting precipitate was
filtered, dried, purified via crystallization from methanol/ethyl acetate (2a: yellow powder, 77% yield,
mp: 157-9 °C (methanol/ethyl acetate); 2b: yellow powder, 66% yield, mp: 220-3 °C (methanol/ethyl
acetate)).

1-(4-Chlorophenyl)-2-(1H-imidazol-1-yl)ethanol (3a) and 2-(1H-imidazol-1-yl)-1-(2-naphthyl)ethanol (3b): To a
solution of 2a or 2b (1.8 mmol) in 18 ml methanol in ice bath sodium borohydride (NaBHi) was added
slowly. The reaction mixture was stirred for 1 h at 0-5 °C then dried under vacuum. The remaining
residue was washed with ice water to give a yellow-brown powder, which was crystallized from ethyl
acetate (3a: pale-yellow powder, 85% yield, mp: 180-2 °C (ethyl acetate); 3b: yellow powder, 96% yield,
mp: 156-8 °C (ethyl acetate)).



1.2. TH NMR spectra of the compounds
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Figure S1. 'H NMR spectrum of 4a.
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Figure S2. 'TH NMR spectrum of 4b.



1.3. 13C NMR spectra of the compounds

ppm

40 20

&0

180 160 140 120 100

200

SYESvL—

6612601 —

9060°ELL —

BELD'0ZL -_
9ZLB°0CZ) -
£489°22)
EZ¥S'STL
L998'9Z) -
SOSE'LZL -
LSEE'BZL T
YELD'BZL -

SEE0'6Z L -_
LIPS 'EEL -

ZFBL'9EL -
£660°8EL =
FOLE'BEL -

EPPP 091 —

.

L

|

|

[ppm]

60

T
160

Figure S3. 13C NMR spectrum of 4a.
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Figure S4. 13C NMR spectrum of 4b.



1.4. LC-MS spectra of the compounds
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Figure S5. LC-MS spectrum of 4a.
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Figure S6. LC-MS spectrum of 4b.



2. Molecular docking
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Figure S7. Binding interactions of 4b predicted by SP (A), XP (B), Induced Fit (C), and
QPLD (D) protocols of Glide.



