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In silico prediction of drug-likeness

Table S1. Drug-likeness prediction of compounds 6, 7, and 13 (molecular descriptors and physicochemical properties).

Molecular descriptor 6 7 13
Formula CsHNOs  CssHuNO1w  Cs2Hs7NOio
MW 515.60 635.70 595.64
NeHA 37 46 43
N° AHA 12 18 18
Far 0.32 0.39 0.42
Fsp? 0.43 0.31 0.31
RB 15 18 16
N° HBA 8 10 10
N°eHBD 2 2 2
TPSA @ 112.55 131.01 131.01
Log P GLOGP)® 4.83 5.25 4.64
Log P (XLOGP3)®@ 5.81 6.42 5.93
Log P (WLOGP)®@ 5.06 5.28 5.01
Log P (MLOGP)@ 2.12 1.61 1.40
Log P (SILICOS-IT)®@ 5.57 7.17 6.08
Log P (Consensus)® 4.68 5.15 4.61
Mean of Log P values 4.68 5.15 4.61
Log S (ESOL)®@ -5.95 -6.93 -6.52
Log S (Al)@ -7.94 -8.96 -8.46
Log S (SILICOS-IT)® -7.26 -9.15 -8.71
Mean of Log S values -7.05 -8.35 -7.90

Experimental description of compounds 3, 4 and 9

Synthesis of Methyl (E)-3-(3,4,5-trimethoxyphenyl) acrylate (3)

To a solution of sinapic acid (2 g, 1 Eq, 9 mmol) in anhydrous acetone was added K2COs (4 g, 3.5 Eq, 0.03
mol). Dimethyl sulfate (3 g, 3 mL, 3 Eq, 0.03 mol) was added dropwise and the mixture was allowed to stir
(24 h) at reflux and under nitrogen atmosphere. After completion, the reaction mixture was poured into
ice. The solution was subsequently washed with saturated NaHCOs and 1M HCI solution. The organic
phase was dried with anhydrous sodium sulfate, filtered and solvent was evaporated under reduced
pressure. The reaction mixture obtained was purified by crystallization with ethyl acetate. A white solid

(95% yield) corresponding to Methyl (E)-3-(3,4,5-trimethoxyphenyl) acrylate (3) was obtained.

Methyl (E)-3-(3,4,5-trimethoxyphenyl) acrylate (3): 'H NMR (CDCls, 300 MHz): ©7.61 (d, ] = 15.9 Hz, 1H,
H-3"), 6.75 (s, 2H, H-5", -9"), 6.35 (d, ] = 15.9 Hz, 1H, H-2"), 3.88 (s, 6H, H-6", -8"), 3.87 (s, 3H, H-7"), 3.80 (s,



3H, H-1") ppm; *C NMR (CDCls, 75.47 MHz): d 167.5 (C-1"), 153.5 (C-6", -8"), 145.0 (C-3"), 140.2 (C-7"),
130.0 (C-4"), 117.1 (C-2"), 105.3 (C-5", -9"), 61.1 (7"-OCHs), 56.3 (6"-, 8"-OCHs), 51.9 (1”-OCH3) ppm.

Synthesis of (E)-3-(3,4,5-trimethoxyphenyl) acrylic acid (4)

Methyl (E)-3-(3,4,5-trimethoxyphenyl)acrylate (2 g, 1 Eq, 8 mmol) was dissolved in THF. Then, 100 mL of
H20 and 100 mL of 37% HCl were added into the mixture. The reaction was allowed to proceed for 24
hours at 70 °C with gentle stirring. After completion, the reaction mixture was poured into ice, and
saturated NaHCOs solution was added. The solution was then extracted with chloroform (3 x 50 mL). The
organic phase was collected and further rinsed with water, dried over with anhydrous sodium sulfate and
concentrated under reduced pressure. The reaction mixture was purified by flash column chromatography
(SiO:, chloroform : acetone; 95:5). A white solid (80% yield) corresponding to (E)-3-(3,4,5-

trimethoxyphenyl)acrylic acid (4) was obtained.

(E)-3-(3,4,5-trimethoxyphenyl) acrylic acid (4): 'TH NMR (CDCls, 300 MHz): 0 7.71 (d, ] = 15.9 Hz, 1H, H-
3"), 6.78 (s, 2H, H-5", -9"), 6.36 (d, ] = 15.9 Hz, 1H, H-2"), 3.90 (s, 6H, H-6", -8"), 3.89 (s, 3H, H-7") ppm; 13C
NMR (CDCls, 75.47 MHz):  172.4 (C-1"), 153.6 (C-6", -8"), 147.2 (C-3"), 140.6 (C-7"), 129.6 (C-4"), 116.6 (C-
2"),105.6 (C-5",-9"), 61.1 (7""-OCHs), 56.3 (6"-OCHs, 8"-OCHs) ppm.

Synthesis of methyl 2-(4-acetyl-3-hydroxy-2-propylphenoxy)acetate (9)

1-(2,4-dihydroxy-3-propylphenyl)ethan-1-one (1 g, 1 Eq, 5.149 mmol) was dissolved in 5 mL of anhydrous
acetone. Then, K2COs (711.5 mg, 1 Eq, 5.149 mmol) and methyl 2-bromoacetate (945.1 mg, 584.9 uL, 1.2 Eq,
6.178 mmol) were added. The reaction proceeded for 24 hours at 70 °C with gentle stirring. After cooling,
the reaction mixture was poured into ice and neutralized with HCI. The obtained solid was filtrated,
washed with water, and dried. A white solid (45% yield) corresponding to Methyl 2-(4-acetyl-3-hydroxy-

2-propylphenoxy)acetate (9) was obtained.

Methyl 2-(4-acetyl-3-hydroxy-2-propylphenoxy)acetate (99): 99.7% purity; mp 153-154 °C (acetone); "H
NMR (CDCls, 300.13 MHz) o: 12.74 (s, 1H, 2-OH), 7.57 (d, ] = 9.0 Hz, 1H, H-6), 6.28 (d, ] =9.0 Hz, 1H, H-5),
4.72 (s, 2H, H-1"), 3.80 (s, 3H, H-3"), 2.69 (t, | = 7.6 Hz, 1H, H-1), 2.56 (s, 3H, 1-COCHas), 1.64-1.53 (m, 2H,

H-2'), 0.96 (t, ] = 7.4 Hz, 3H, H-3"") ppm; ®C NMR (CDCls, 75.47 MHz) &: 203.2 (1-COCH3), 169.0 (C-2"),



162.5 (C-2), 161.6 (C-4), 130.0 (C-6), 119.3 (C-3), 115.0 (C-1), 102.4 (C-5), 65.2 (C-1""), 52.5 (C-3""), 26.5 (1-
COCH3), 24.6 (C-17), 22.0 (C-2'), 14.3 (C-3’) ppm.
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Figure S1. 'H and *C NMR spectra of compound 3.
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Figure S2. 'H and *C NMR spectra of compound 4.
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Figure §9. 'H and *C NMR spectra of compound 11.
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Figure S13. 'H and *C NMR spectra of compound 15.
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Figure S14. 'H and *C NMR spectra of compound 16.
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Figure S15. 'H and *C NMR spectra of compound 17.
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Figure S16. 'H and *C NMR spectra of compound 18.
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Figure §22. HRMS of compound 11.
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Figure $23. HRMS of compound 12.

29



Intensity

Intensity

Intensity

4.0x10°
3.0x10%
2.0%10°

1.0%10%

4.0%10°
3.0x10°%
2.0%10%
1.0x10°%

0.04

Injedion 1 FTMS + p ESI F..[50.00-2000.00] MS + spectrum 0.00..2.18
205.09424 618.23023

100.00000% 80.74717%

484.26822

30420909 41-33450% 63420396

26620804 . o1.52021%
16.89916%| 2 P0% 1.29541) | [681.41701
1 0,
| | |‘ | . 2i70a23% 6.55573%

P NS Es soaiud L

T T T T T T T T
100 200 300 400 500 600 700 800
Injedion 1 FTMS + p ESI F...[50.00-2000.00] MS + spectrum 0.00..2.18

61823023
80.74717%

619.23328
19.63002%

T T T T T T T T T T T T
800 1000 1100 1200 1300 1400 1500 1600 1700 1800 1500 2000

mjz (Da)
"EE\D
Iéﬂ
O AN L -,
HiG™ ® 357 07w
H:; ala 'Uz ‘ll Ijﬂ 0.
g :‘\\57/ " \13/'2\\1/8“‘\\5 25% T
$ " ] o
15 2 3 1 x 2
'_5‘%/ A \1/ \ﬁ/ A Y \g/m
oH o
A n

r T T T T T T T T
612 613 614 615 616 617 618 619 620

100+

80

60

40

204

C2H37NO10 + Na MS predicted spectrum 0.00

T T T T T T T T T T T 1
621 622 623 624 625 626 627 628 629 630 631 62
m/fz (Da)

618.23007
100.00000%

619.23430
35.78617%

62023703
8.27029%

T T T T T T T T T
612 613 614 615 616 617 618 619 620

T T T T T T T T T T T T
621 622 623 624 625 626 627 628 629 630 631 632

mz (03)
Meas. m/z  Ion formula m/z Err [ppm] Err [mDa]
618.23023  Cs2HyNOw  618.23097 1.07 0.68

Figure 524. HRMS of compound 13.
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Figure 5§25. HRMS of compound 14.
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Figure 526. HRMS of compound 15.
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Figure S27. HRMS of compound 16.
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Figure S28. HRMS of compound 17.
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Figure §29. HRMS of compound 18.
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Figure S30. Peak purity of compound 5.
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Figure S31.
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Peak purity of compound 6.
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Figure §32. Peak purity of compound 7.
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Figure §33. Peak purity of compound 8.

Height %
2.19
97.81
100.00

39



T 3 D0AAT Mirutes, Wy 0 iy - Ampltude: 3030.00 mAL

1500

i)

£00-

0-
i)

Miraas

Retention Time Area Area % Height
1.000 33939 0.27 2999
4.033 12632138 99.73 1069640

Totals 25022596 100.00 2718131

Figure S34. Peak purity of compound 9.
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Figure S35. Peak purity of compound 10.
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Figure §36. Peak purity of compound 11.

42



igthe: 2544 rami

[T

Minutes

Mimgez

Retention Time Area Area % Height Height %
1.250 4403 1.38 358 1.28
4.267 314016 98.62 27620 98.72

Totals 318419 100.00 27978 100.00

Figure S37. Peak purity of compound 12.
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Figure S38. Peak purity of compound 13.
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Peak purity of compound 14.
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Figure S40. Peak purity of compound 15.
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Figure S41. Peak purity of compound 16.
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Figure S42. Peak purity of compound 17.
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Figure S43. Peak purity of compound 18.
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