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3-[N-(n-Butyl)4-fluoro-aminobenzyl]-2-hydroxy-1,4-naphthoquinone (1)

(a)

e

IR

CA L A AL L

80 75 70 65 a0 55 50 5 i s T 20 15 10 05

Chemical shift / ppm

——58.156

Chemical shift / ppm

Figure S1. '"H NMR spectrum (400 MHz, DMSO-d,) (a); *C NMR spectrum (100 MHz, DMSO-d;) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 1.
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Figure S1. 'H NMR spectrum (400 MHz, DMSO-d,) (a); '*C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 1 (cont.).
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3-[N-(n-Butyl)aminopiperonyl]-2-hydroxy-1,4-naphthoquinone (2)
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Figure S2. 'H NMR spectrum (400 MHz, DMSO-d,) (a); *C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of

compound 2.
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Figure S2. 'H NMR spectrum (400 MHz, DMSO-d,) (a); '*C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 2 (cont.).
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3-[N-(n-Butyl)aminobenzyl]-2-hydroxy-1,4-naphthoquinone (3)
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Figure S3. 'H NMR spectrum (400 MHz, DMSO-d,) (a); *C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of

compound 3.
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Figure S3. 'H NMR spectrum (400 MHz, DMSO-d;) (a); *C NMR spectrum (100 MHz, DMSO-d;) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 3 (cont.).
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3-[N-(n-Octyl)4-fluoro-aminobenzyl]-2-hydroxy-1,4-naphthoquinone (4)
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Figure S4. 'H NMR spectrum (400 MHz, DMSO-d,) (a); *C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 4.
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Figure S4. 'H NMR spectrum (400 MHz, DMSO-d,) (a); *C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 4 (cont.).
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3-[N-(n-Octyl)aminopiperonyl]-2-hydroxy-1,4-naphthoquinone (5)
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Figure S5. 'H NMR spectrum (400 MHz, DMSO-d,) (a); '*C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of

compound 5.
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Figure S5. 'H NMR spectrum (400 MHz, DMSO-d,) (a); *C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 5 (cont.).
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3-[N-(n-Octyl)aminobenzyl]-2-hydroxy-1,4-naphthoquinone (6)
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Figure S6. 'H NMR spectrum (400 MHz, DMSO-d,) (a); *C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 6 (cont.).
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3-[N-(n-Butyl)4-trifluoromethyl-aminobenzyl]-2-hydroxy-1,4-naphthoquinone (7)
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Figure S7. 'H NMR spectrum (400 MHz, DMSO-d;) (a); '3*C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 7.
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Figure S7. 'H NMR spectrum (400 MHz, DMSO-d,) (a); *C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 7 (cont.).
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3-[N-(n-Octyl)4-trifluoromethyl-aminobenzyl]-2-hydroxy-1,4-naphthoquinone (8)
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Figure S8. 'H NMR spectrum (400 MHz, DMSO-d,) (a); 3*C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 8.
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Figure S8. 'H NMR spectrum (400 MHz, DMSO-d,) (a); *C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of
compound 8 (cont.).
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3-[N-(n-Butyl)4-chloro-aminobenzyl]-2-hydroxy-1,4-naphthoquinone (9)
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Figure S9. 'H NMR spectrum (400 MHz, DMSO-d,) (a); '3*C NMR spectrum (100 MHz, DMSO-d,) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e) of

compound 9.
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3-[N-(n-Octyl)4-chloro-aminobenzyl]-2-hydroxy-1,4-naphthoquinone (10)
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Figure S10. '"H NMR spectrum (400 MHz, DMSO-d;) (a); '*C NMR spectrum (100 MHz, DMSO-d;) (b); IR (KBr) (c); UV-Vis (d); mass spectrum (e)
of compound 10.
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Cu(3-[N-(n-Butyl)4-fluoro-aminobenzyl]-2-hydroxy-1,4-naphthoquinone), (11)
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Figure S11. IR (KBr) (a); mass spectrum (b); UV-Vis (c¢) of compound 11.
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Cu(3-[N-(n-Butyl)aminopiperonyl]-2-hydroxy-1,4-naphthoquinone), (12)
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Figure S12. IR (KBr) (a); mass spectrum (b); UV-Vis (c¢) of compound 12.
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Cu(3-[N-(n-Butyl)aminobenzyl]-2-hydroxy-1,4-naphthoquinone), (13)
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Figure S13. IR (KBr) (a); mass spectrum (b); UV-Vis (c¢) of compound 13.
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Cu(3-[N-(n-Octyl)4-fluoro-aminobenzyl]-2-hydroxy-1,4-naphthoquinone), (14)
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Figure S14. IR (KBr) (a); mass spectrum (b); UV-Vis (c¢) of compound 14.



Vol. 27, No. 3, 2016

Vilela et al.

Cu(8-[N-(n-Octyl)aminopiperonyl]-2-hydroxy-1,4-naphthoquinone), (15)
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Cu(3-[N-(n-Octyl)aminobenzyl]-2-hydroxy-1,4-naphthoquinone), (16)
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Figure S16. IR (KBr) (a); mass spectrum (b); UV-Vis (c¢) of compound 16.
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Cu(3-[N-(n-Butyl)4-trifluoromethoxy-aminobenzyl]-2-hydroxy-1,4-naphthoquinone), (17)
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Cu(3-[N-(n-Octyl)4-trifluoromethoxy-aminobenzyl]-2-hydroxy-1,4-naphthoquinone), (18)
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Cu(3-[N-(n-Butyl)4-chloro-aminobenzyl]-2-hydroxy-1,4-naphthoquinone), (19)
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Figure S19. IR (KBr) (a); mass spectrum (b); UV-Vis (c¢) of compound 19.
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Cu(3-[N-(n-Octyl)4-chloro-aminobenzyl]-2-hydroxy-1,4-naphthoquinone), (20)
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Figure S20. IR (KBr) (a); mass spectrum (b); UV-Vis (c¢) of compound 20.
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Figures of the inhibitory potency (ICs,) and mechanism of the action the most active compounds
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Figure S21. Dose-response curves plots of inhibition percentage (a) and inhibition mechanism studies; line Lineweaver-Burk graph (b) of compound 11
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Figure S22. Dose-response curves plots of inhibition percentage (a) and inhibition mechanism studies; line Lineweaver-Burk graph (b) of compound 11
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Inhibition / %

(a)

=

50 100 150 200

[Compound 13] / (umol L)

260

(Area product)

-1E-03

2E-07

4 Control (b)
2E-07 - m0.75 pmol L
1E-07 A 1.5 ymol L'

% 2.5 pmol L!
8E-08 -
4E-08 -

OE+00 1E-03 2E-0 3E-03

-4E-08 -

[Acetylthiocholine]* / (umol L-1)!

Figure S23. Dose-response curves plots of inhibition percentage (a) and inhibition mechanism studies; line Lineweaver-Burk graph (b) of compound 13
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eeAChE-ICER.
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Figure S34. Dose-response curves plots of inhibition percentage (a) and inhibition mechanism studies; line Lineweaver-Burk graph (b) of compound 19

huAChE-ICER.
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Figure S35. Dose-response curves plots of inhibition percentage (a) and inhibition mechanism studies; line Lineweaver-Burk graph (b) of compound 20

eeAChE-ICER.
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Figure S36. Dose-response curves plots of inhibition percentage (a) and inhibition mechanism studies; line Lineweaver-Burk graph (b) of compound 20
huAChE-ICER.



