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Code CID Afinity
(kcal/mol) Interaction Type Residues

Promissing Compounds

21 265479 -10,5
Hydrophobic Thr51, Lys60, Ile199, Phe203 and Ala338

Hydrogen Ser14, Cys52, Ser178, Tyr198,  Asp327 and Thr335

24 86573619 -10,4
Hydrophobic Thr51, Lys60, Ile199, Phe203 and Ala338

Hydrogen Ser14, Cys52, Ser178, Tyr198, Asp327 and Thr335

39 168349431 -9,8
Hydrophobic Thr51, Lys61, Tyr198, Ile199, Leu334, Ala365, Phe367 e 

Pro435
Hydrogen Thr355

π-Perpendicular Tyr198
π-Cation Lys60

Comercial Inhibitors

A Pentamidine -8,8
Hydrophobic Val36, Thr160 and Ala338

Hydrogen Ser14, Gly125, Gly127, Arg290, Met333 and Thr335
B Glucantime -5,9 Hydrogen Ser14, Thr51, Cys52, Ala159, Gly161, Asp327, Val328 

and Thr335
C Amphotericin B -9 Hydrophobic Tyr198, Phe230, Leu334 e Thr374

Hydrogen Arg228, Ile285 and Asn306

D Miltefosine -5,8
Hydrophobic Tyr198, Phe230, Val332 e Leu334

Hydrogen Ser14, Asp327 and Thr335
Salt Bridges Asp327

E Paromomycin -6,2 Hydrogen Tyr198, Arg228, Met333, Val362 and Gly376

Table 1. Interaction of compounds with residues present in the structure of trypanothione
reductase from Leishmania infantum (PDB:2JK6).
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Figure 2. In (A), the enzyme (PDB: 2JK6) is depicted using the cartoon format overlaid with the 
surface, along with the Schiff base inhibitors. These inhibitors are shown in stick format and are 
colored according to the following legend: (B) Compound 21 (3-Quinolinamine, N-(2-
quinolinylmethylene)-), (C) Compound 24 (2-((3-(1,3-Benzodioxol-5-yl)-2-
methylpropylidene)amino)benzoic amethyl ester), and (D) Compound 39 (Benzoic acid, 2-((2-
(phenylmethylene)octylidene)amino)-, methyl ester).

Figure 3. In (A), the enzyme (PDB: 2JK6) is represented using the cartoon format overlaid with the 
surface. This representation allows the identification of the commercial inhibitors located in the 
enzyme's active site. These inhibitors are shown in stick format and are colored according to the 
following legend: (B) Amphotericin B (Green), (C) Glucantime (Pool Blue), (D) Miltefosine (Pink), 
(E) Paromomycin (Yellow), and (F) Pentamidine (Orange).

[1] Arenas, R., Torres-Guerrero, E., Quintanilla-Cedillo, M. R., & Ruiz-Esmenjaud, J. (2017). Leishmaniasis: a review.
F1000Research, 6. Khan, M. I., Khan, A., Hussain, I., Khan, M. A., Gul, S., Iqbal, M., Inayat-Ur-Rahman, &
[2] Khuda, F. (2013). Spectral, XRD, SEM and biological properties of new mononuclear Schiff base transition metal
complexes. Inorganic Chemistry Communications, 35, 104–109.

(A) (B) (C) 

(B) (A) (C) (D) (E) 
Figure 1. Schiff base synthesis


