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Figure S1. Molecular structure of triazole compounds, pyraclostrobin, anti-cholinesterase 

compounds and central nervous stimulants used in this study. 
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Table S1. Physicochemical parameters relevant for CNS activity, calculated for triazole fungicides, carbamate pyraclostrobin, anti-cholinesterase and CNS-active 

compounds. The recommendation values for molecular properties relevant for CNS activity are listed in the last row [S1]. 

Compound Mol. weight 

(1/100) 

AlogP H-donor H-acceptor Rot. bonds Polar sur. area 

(1/10) 

Triazole       

Mefentrifluconazole 3.98 4.24 1 4 6 5.76 

Pyraclostrobin 3.88 4.64 0 5 7 6.41 

Epoxyconazole 3.3 3.43 0 3 4 3.68 

Fluconazole 2.18 0.76 1 5 5 7.66 1 

Metconazole 3.2 3.58 1 3 4 4.87 

Propiconazole 3.42 3.8 0 4 5 4.57 

Voriconazole 3.5 2.07 1 5 5 7.12 1 

Tebuconazole 3.1 3.63 1 3 6 4.87 

Difenoconazole 4.1 4.38 0 5 5 5.47 

       

Anti-cholinesterase       

Donepezil 3.8 4.57 0 4 6 3.85 

BW284C51 4.07 2.86 0 1 12 1 1.73 

Huperzine A 2.42 1.06 2 2 0 5.67 

Phenserine 3.37 3.93 1 3 3 4.57 

Pyridostigmine 1.81 1.4 0 2 2 3.49 

       

CNS-active       

Cocaine 3.03 2.12 0 5 5 5.58 

Amphetamine 1.35 1.63 1 1 2 2.65 

Armodafinil 2.73 1.73 1 2 5 6.11 

Atomoxetine 2.55 3.58 1 2 6 2.17 

Lisdexamfetamine 2.63 1.1 3 3 8 8.32 1 

Methylphenidate 2.33 2.18 1 3 4 3.9 

Pitolisant 2.96 4.19 0 2 8 1.23 

Solriamfetol 1.94 0.92 2 3 5 7.93 1 

       

Recommendation 4.5 5 3 7 8 7 
1 Values above recommendations.  
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Figure S2. Molecular modeling of complex between epoxiconazole and AChE (A), and BChE (B), 

fluconazole in complex with AChE (C) and BChE (D), and metconazole in complex with AChE (E) 

and BChE (F). Crystal structure of human AChE was PDB code 4PQE [S2] and of human BChE 

was PDB code 2PM8 [S3]. Fungicide interactions are represented as dashed lines: hydrophobic 

(purple), hydrogen bonds (green) and halogen (light blue). 
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Figure S3. Molecular modeling of complex between propiconazole and AChE (A), and BChE (B), 

and voriconazole in complex with AChE (C) and BChE (D). Crystal structure of human AChE was 

PDB code 4PQE [S2] and of human BChE was PDB code 2PM8 [S3]. Fungicide interactions are 

represented as dashed lines: hydrophobic (purple), hydrogen bonds (green) and halogen (light 

blue). 
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Figure S4. Crystal structure of complex between AChE and anti TZ2PA6 PDB code 1Q84 (A) [S4], 

huprine x PDB code 1E66 (B) [S5], dichlorophenoxy phenyl piperidine ligand PDB code 5FOQ (C) 

[S6]. Ligand interactions are represented as dashed lines: hydrophobic (purple), hydrogen bonds 

(green) and halogen (light blue). 
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Figure S5. Crystal structure of complex between BChE and triazole-imidazole oxime ligand PDB 

code 6T9P (A) [S7], 2-PAM analogue with pentafluoro benzyl group PDB code 4B0P (B) [S8], 

chlorotacrine-tryptophan dual binding ligand PDB code 6I0C (C) [S9], hybrid triazole-huprine 

ligand PDB code 7AIY (D) [S10]. Ligand interactions are represented as dashed lines: hydrophobic 

(purple), hydrogen bonds (green) and halogen (light blue). 
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