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SI1: Docking study of compounds to MAO-B 

 

Figure S1. Predicted positions of 5d (purple red) and 10d (yellow) into hMAO-B 

catalytic sites. Compounds and the FAD cofactor were depicted using stick and 

space fill representation, respectively. 

 

Figure S2. Representation of compounds 5d (purple red) and 10d (yellow) docked 

into the binding site of MAO-B highlighting the protein residues that form the main 

inte ractions with the inhibitors. FAD cofactor were depicted using space fill 

representation. Hydrogen-bonding interaction between ligands and residues are shown 

with the green line. 
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SI2: Docking study of compounds to AChE 

 

Figure S3. Predicted positions of 5d (purple red) and 10d (yellow) into TcAChE 

catalytic sites. Compounds and protein were depicted using stick and solid ribbon, 

respectively. 

 

 

Figure S4. Representation of compounds 5d (purple red) and 10d (yellow) docked 

into the binding site of TcAChE highlighting the protein residues that form the main 

interactions with the inhibitors. 
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SI3. In Vitro Blood-Brain Barrier Permeation Assay 

Table S1. Permeability (Pe×10
-6

 cm s
-1

) in the PAMPA-BBB Assay for 13 commercial 

drugs used in the Experiment Validation. 

Commercial drugs Bibl
 a
 PBS:EtOH(70:30)

 b
 

testosterone 17 22.3 ± 1.4 

verapamil 16 21.2 ± 1.9 

desipramine 12 16.4 ± 1.2 

progesterone 9.3 17.7 ± 1.2 

promazine 8.8 14.3 ± 0.5 

chlorpromazine 6.5 6.0 ± 0.3 

clonidine 5.3 5.1 ± 0.3 

piroxicam 2.5 0.24 ± 0.01 

hydrocortisone 1.9 0.65 ± 0.01 

lomefloxacin 1.1 0.37 ± 0.02 

atnolol 0.8 0.78 ± 0.02 

ofloxacin 0.8 0.37 ± 0.02 

theophylline 0.1 0.26 ± 0.01 

a
 Taken from ref.

 1
  

b
 Data are the mean ± SD of three independent experiments 
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Figure S5. Lineal correlation between experimental and reported permeability of 

commercial drugs using the PAMPA-BBB assay. Pe (exp.)=1.4574Pe (bibl.) -1.0773 

(R
2
=0.9427) 

 

Table S2.Ranges of Permeability of PAMPA-BBB Assays (Pe, 10
-6

 cm s
-1

) 

 

Compounds of high BBB permeation (CNS+) Pe >4.7 

Compounds of uncertain BBB permeation (CNS+/-) 4.7> Pe >1.8 

Compounds of low BBB permeation (CNS-) Pe <1.8 
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SI4. Metal-chelating properties of CQ 

 

(A) UV spectrum of compound CQ (20 µM) alone and in the presence of CuSO4 (40 

µM), FeSO4 (40 µM), FeCl3 (40 µM) or ZnCl2 (40 µM) in 20% (v/v) ethanol/buffer 

(20 mM HEPES, 150 mM NaCl, pH 7.4). (B) Determination of the stoichiometry of 

complex CQ-Cu(II) by Job’s method. 

The conditional stability constant for Cu(CQ)2 is 1.2 ×10
10 

M
−2

 as literature report.
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SI5. Association constant study  

The studies were conducted in 20% (v/v) ethanol/buffer (20 mM HEPES, 150 mM 

NaCl, pH 7.4). Solutions were obtained with the condition that the concentrations of 

5d or 10d was constant in all samples (20µM), but the proportions of copper ion 

varied between 0 and 300%. The spectrum was recorded after 30 min incubation at 

room temperature. The association constant were calculated using nonlinear 

least-square analysis. 
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Fig S7. Spectra of 5d (20 µM) upon addition of Cu
2+ 

(0–40 µM) in 20% (v/v) 

ethanol/buffer (20 mM HEPES, 150 mM NaCl, pH 7.4). Inset: Absorption at 341 nm 

of 5d (20 µ M) as a function of Cu
2+

. 

 

 

Fig S8. Spectra of 10d (20 µM) upon addition of Cu
2+ 

(0–60 µM) in 20% (v/v) 

ethanol/buffer (20 mM HEPES, 150 mM NaCl, pH 7.4). Inset: Absorption at 327 nm 

of 10d (20 µM) as a function of Cu
2+

. 
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SI6. HPLC chromatograms of target compounds 

HPLC chromatograms of 5a 

 

 

 

HPLC chromatograms of 5b 
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HPLC chromatograms of 5c 

 

 

 

HPLC chromatograms of 5d 
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HPLC chromatograms of 5e 

 

 

 

HPLC chromatograms of 5f 
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HPLC chromatograms of 6a 

 

 

 

HPLC chromatograms of 6b 
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HPLC chromatograms of 7a 

 

 

 

HPLC chromatograms of 7b 
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HPLC chromatograms of 9a 

 

 

 

HPLC chromatograms of 9b 
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HPLC chromatograms of 9c 

 

 

 

HPLC chromatograms of 10a 
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HPLC chromatograms of 10b 

 

 

 

HPLC chromatograms of 10c 
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HPLC chromatograms of 10d 

 

 

 

HPLC chromatograms of 10e 
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HPLC chromatograms of 12 

 

 

 

HPLC chromatograms of 14 
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