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Fig. S1: Inhibition of HIV-1 RT by active compounds. Doxorubicin (DOX) and nevirapine (NVP) were used as
controls in four decreasing concentrations to test the validity of the kit. The bars represent the mean + SEM obtained
from three independent experiments.
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Fig. S2: Crystal structure of HIV-1 PR with an inhibitor. The catalytic site of HIV-1 protease showing a ligand
and the amino acid residues that makes up the active site. Created using Discovery Studio 2024.
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Table S1: Analysis of drug-likeness of 3-benzoylbenzofurans and pyrazole derivatives according to the
Lipinski and Pfizer rule.

Compound MW MLogP nHA nHD TPSA Lipinski  Pfizer PAINS
(g/mol) Az rule rule alerts

4b 340.37 1.75 5 0 57.90 Yes No 0

5b 354.40 1.78 5 2 76.60 Yes Yes 0

4ad 411.25 2.94 4 0 48.67 Yes No 0

5d 425.28 2.96 4 2 67.37 Yes No 0

3f 286.25 1.76 5 1 59.67 Yes No 0

5f 300.28 1.78 5 3 78.37 Yes Yes 0

3g 328.32 0.74 6 1 78.13 Yes Yes 0

5g 342.35 0.79 6 3 96.83 Yes Yes 0

3h 298.29 1.05 5 1 68.90 Yes No 0

5h 312.32 1.08 5 3 87.60 Yes Yes 0

Saquenavir 670.84 1.40 7 5 166.75 No Yes 0

Lenacapavir 968.30 4.86 12 2 174.70 No Yes 0

Molecular weight; MW; g/mol, Lipophilicity; MlogP, Number of hydrogen bond acceptors; nHA, Number of hydrogen bond
donors; nHD.

1.2 Spectra and analysis of chromatograms

1.21 NMR Spectra
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Plate 1a: The 'H NMR (400 MHz, Methanol-d,) spectrum for (2,5-dimethoxyphenyl)(5-methoxy-4,7-dimethyl-
1-benzofuran-3-yl)methanone (4a).
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Plate 2a: The 'H NMR (400 MHz, Methanol-d,) spectrum of (2,5-

1-benzofuran-3-yl)methanone (4b).
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Plate 2b: The '*C NMR (125 MHz, Methanol-d,) spectrum of (2,5-dimethoxyphenyl)(5-methoxy-4,6-dimethyl-

1-benzofuran-3-yl)methanone (4b).
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Plate 3a: The 'H NMR (400 MHz, Methanol-d;) spectrum of (2,5-dimethoxyphenyl)(5-methoxynaphthol[1,2-
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Plate 3b: The 3C NMR (125 MHz, Methanol-d,) spectrum of (2,5-dimethoxyphenyl)(5-methoxynaphthol[1,2-
blfuran-3-yl)methanone (4c).
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Plate 4a: The 'H NMR (400 MHz, Methanol-d;) spectrum for (5-bromo-2-methoxyphenyl)(5-
methoxynaphtho[1,2-b]furan-3-yl)methanone (4d).
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Plate 6a: The 'H NMR (400 MHz, DMSO-d;) spectrum of (5-hydroxy-1-benzofuran-3-yl)(2,3,4-
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N \ ] \ I

o oM~ O < W r—~- O oo O M~ ©
[T9] O =m0 =r o~ 0 - — O r- M= = ™M o O o=
© [T e I A e V- mwe
{5 ) Wwww = =" NN —— OO — O W
— — o~ — — o~ — W WO N
N/ AV N AV, N
| 1} | “ i
19IG 1&0 1;0 1é0 1;0 1110 1!‘30 12‘0 11‘0 160 QI(] SIO 7I(] SIO 5I0 ‘ppm

Plate 6b: The '°C NMR (100 MHz, DMSO-ds) spectrum of (5-hydroxy-1-benzofuran-3-yl)(2,3,4-
trimethoxyphenyl)methanone (3g).
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Plate 7b: The 3C NMR (125 MHz, DMSO-dg) spectrum of (2,5-dimethoxyphenyl)(5-hydroxy-1-benzofuran-3-
yl)methanone (3h).

M A~ O~ O NN - < O ™~ =
noMmoor- o o)~ w0 ™~ —
< Oy W=~ ~w = ™ (o]
VRV RV @ o o N A
S b .

| |
;_J UU /‘J ‘l‘u'ﬁ‘-;_ ) UU ﬂl JilJ

‘\ \
T T T T T T T T
7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 25 2.0 15 ppm

#[5/g

Plate 8a: The '"H NMR (400 MHz, Methanol-d,;) spectrum of 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-
methoxy-3,6-dimethylphenol (5a).
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Plate 8b: The '*C NMR (125 MHz, Methanol-d,) spectrum of 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-
methoxy-3,6-dimethylphenol (5a).

S11



i P P
| |
A J«JILL DI J'\_JJ ;,JLAJ_UIL_,

T T T T T T T T T T T T T T T T
2.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 ppm
d e

H Bl B

Plate 9a: The '"H NMR (400 MHz, Methanol-d,) spectrum for 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-
methoxy-3,5-dimethylphenol (5b).
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Plate 9b: The '*C NMR (125 MHz, Methanol-d,) spectrum of 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-
methoxy-3,5-dimethylphenol (5b).
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Plate 10a: The 'H NMR (400 MHz, Methanol-d,) spectrum of 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-
methoxynaphthalen-1-ol (5c).
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Plate 10b: The 3C NMR (100 MHz, Methanol-d,) spectrum for 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-
4-methoxynaphthalen-1-ol (5c).
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Plate 11a: The 'H NMR (400 MHz, Methanol-d,) spectrum of 2-[3-(5-bromo-2-methoxyphenyl)-1H-pyrazol-4-
yl]-4-methoxynaphthalen-1-ol (5d).
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Plate 11b: The 3C NMR (75 MHz, Methanol-d,) spectrum of 2-[3-(5-bromo-2-methoxyphenyl)-1H-pyrazol-4-
yl]-4-methoxynaphthalen-1-ol (5d).

S13



8.222
8.216
8.206
8.198
8.191
8.180
8.174
7.723
7.592
7.544
7.528
7.521
7.513
7.502
7.496
7.480
7.260
6.985
6.715
6.707
6.680
6.672
6.528
6.511
6.503
6.484
6.476
6.456
6.447

_-3.859
™~-3.838

MW/

a

o A ol /NKMJNJ

T T T T T T T T T T 1
9.5 9.0 8.5 8.0 7 5 7 0 6.5 6.0 55 5.0 4.5 4.0 35 3.0 ppm

i o W s &

Plate 12a: The 'H NMR (300 MHz, Chloroform-d;) spectrum of 2-[3-(4-fluoro-2-methoxyphenyl)-1H-pyrazol-
4-yl]-4-methoxynaphthalen-1-ol (5e).
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Plate 12b: The *C NMR (125 MHz, Chloroform-d,) spectrum of 2-[3-(4-fluoro-2-methoxyphenyl)-1H-pyrazol-
4-yl]-4-methoxynaphthalen-1-ol (5e)
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Plate 13a: The '"H NMR (400 MHz, Chloroform-d,) spectrum for 2-[3-(4-fluoro-2-methoxyphenyl)-1H-pyrazol-
4-yllbenzene-1,4-diol (5f).
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Plate 13b: The 3C NMR (100 MHz, Chloroform-d,) spectrum for 2-[3-(4-fluoro-2-methoxyphenyl)-1H-pyrazol-
4-yllbenzene-1,4-diol (5f).
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Plate 14a: The 'H NMR (400 MHz, Methanol-d;) spectrum for 2-[3-(2,3,4-trimethoxyphenyl)-1H-pyrazol-4-
yllbenzene-1,4-diol (5g).
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Plate 14b: The '*C NMR (100 MHz, Methanol-d,) spectrum for 2-[3-(2,3,4-trimethoxyphenyl)-1H-pyrazol-4-
yl]lbenzene-1,4-diol (5g).
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Plate 15a: The 'H NMR (300 MHz, Chloroform-d,) spectrum for 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-
yl]lbenzene-1,4-diol (5h).
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Plate 15b: The 3C NMR (75 MHz, Chloroform-d;) spectrum for 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-
yl]lbenzene-1,4-diol (5h).
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Plate 1c: UV chromatogram of
yl)methanone (4a) measured at 280 nm.

20220412_Sinothile_SSK45_p 180 (2.059)

(2,5-dimethoxyphenyl)(5-methoxy-4,7-dimethyl-1-benzofuran-3-

1: TOF MS ES+

it 341.1385 45766
®

342.1435
3728026
e 3631414 356 8960 363.1059 g5 1057 |
| ss22em 231212 351.1187 358,968 ( 3710738 374.9548
323 1459 i s 335?'405 339.1730 sagnsea‘ | ‘ 369.2233
o 1 58 O A e PP T ) O 580 1 ] A
325 330 335 340 345 350 355 360 365 a70 375

Plate 1d: HR-MS spectrum of (2,5-dimethoxyphenyl)(5-methoxy-4,7-dimethyl-1-benzofuran-3-yl)methanone

(4a).
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Plate 2c: UV chromatogram of (2,5-dimethoxyphenyl)(5-methoxy-4,6-dimethyl-1-benzofuran-3-

yl)methanone (4b) measured at 280 nm.
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Plate 2d: HR-MS spectrum of (2,5-dimethoxyphenyl)(5-methoxy-4,6-dimethyl-1-benzofuran-3-yl)methanone

(4b).
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UV chromatogram of (2,5-dimethoxyphenyl)(5-methoxynaphtho[1,2-b]furan-3-yl)methanone (4c).
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Plate 3d: HR-MS spectrum of (2,5-dimethoxyphenyl)(5-methoxynaphtho[1,2-b]furan-3-yl)methanone (4c).
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Plate 4c: UV chromatogram of (5-bromo-2-methoxyphenyl)(5-methoxynaphtho[1,2-b]furan-3-yl)methanone
(4d) measured at 280 nm.
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Plate 4d: HR-MS spectrum of (5-bromo-2-methoxyphenyl)(5-methoxynaphtho[1,2-b]furan-3-yl)methanone
(4d).
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Plate 5c: UV chromatogram of (4-fluoro-2-methoxyphenyl)(5-methoxynaphtho[1,2-b]furan-3-yl)methanone
(4e) measured at 280 nm.
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Plate 5d: HR-MS spectrum of (4-fluoro-2-methoxyphenyl)(5-methoxynaphtho[1,2-b]furan-3-yl)methanone
(4e).
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Plate 6c: UV chromatogram of (5-hydroxy-1-benzofuran-3-yl)(2,3,4-trimethoxyphenyl)methanone (3g)
measured at 280 nm.
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Plate 6d: HR-MS spectrum of (5-hydroxy-1-benzofuran-3-yl)(2,3,4-trimethoxyphenyl)methanone (3g).
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Plate 7c: UV chromatogram of (2,5-dimethoxyphenyl)(5-hydroxy-1-benzofuran-3-yl)methanone (3h)
measured at 280 nm.
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Plate 7d: HR-MS spectrum of (2,5-dimethoxyphenyl)(5-hydroxy-1-benzofuran-3-yl)methanone (3h).
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Plate 8c: UV chromatogram of 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-methoxy-3,6-dimethylphenol
(5a) measured at 280 nm.
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Plate 8d: HR-MS spectrum of 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-methoxy-3,6-dimethylphenol
(5a).
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Plate 9c: UV chromatogram of 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-methoxy-3,5-dimethylphenol
(5b) measured at 280 nm.
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Plate 9d: HR-MS spectrum for 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-methoxy-3,5 dimethylphenol
(5b).
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Plate 10c: UV chromatogram of 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-methoxynaphthalen-1-ol
(5c) measured at 260 nm.
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Plate 10d: HR-MS spectrum for 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]-4-methoxynaphthalen-1-ol
(5¢c).
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Plate 11c: UV chromatogram of 2-[3-(5-bromo-2-methoxyphenyl)-1H-pyrazol-4-yl]-4-methoxynaphthalen-1-
ol (5d) measured at 260 nm.
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Plate 11d: HR-MS spectrum of 2-[3-(5-bromo-2-methoxyphenyl)-1H-pyrazol-4-yl]-4-methoxynaphthalen-1-
ol (5d).
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Plate 12c: UV chromatogram of 2-[3-(4-fluoro-2-methoxyphenyl)-1H-pyrazol-4-yl]-4-methoxynaphthalen-1-
ol (5e).
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Plate 12d: HR-MS spectrum of 2-[3-(4-fluoro-2-methoxyphenyl)-1H-pyrazol-4-yl]-4-methoxynaphthalen-1-ol
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Plate 13c: UV chromatogram of 2-[3-(4-fluoro-2-methoxyphenyl)-1H-pyrazol-4-yl]Jbenzene-1,4-diol (5f)

measured at 280 nm.
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Plate 13d: HR-MS spectr

um of 2-[3-(4-fluoro-2-methoxyphenyl)-1H-pyrazol-4-yl]benzene-1,4-diol (5f).
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Plate 14c: UV chromatogram of 2-[3-(2,3,4-trimethoxyphenyl)-1H-pyrazol-4-yl]benzene-1,4-diol (5g) at 280

nm.
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Plate 14d: HR-MS spectrum of 2-[3-(2,3,4-trimethoxyphenyl)-1H-pyrazol-4-yl]benzene-1,4-diol (5g).
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Plate 15c: UV chromatogram for 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]benzene-1,4-diol (5h)
measured at 280 nm.
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Plate 15d: HR-MS spectrum for 2-[3-(2,5-dimethoxyphenyl)-1H-pyrazol-4-yl]benzene-1,4-diol (5h) measured

at 280 nm.
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