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Table S1 ADMET profile of the most active compounds, ciprofloxacin, fluconazole, and paclitaxel 

 
Parameter 3k 3l 4c 4g 4j Cipro Flu PTX 

Absorption         

Caco-2 permeability -4.666 -4.788 -4.808 -4.711 -4.776 -5.269 -4.950 -5.461 

MDCK permeability 1.6x10-4 7.4x10-6 9.5x10-6 1.2x10-4 3.2x10-5 3.0x10-6 2.8x10-5 5.4x10-5 

Pgp-inhibitor ++ +++ +++ +++ +++ --- --- +++ 

Pgp-substrate --- --- --- --- --- +++ --- +++ 

HIA +++ +++ +++ +++ +++ +++ +++ +++ 

F20% + -- --- +++ +++ +++ +++ --- 

F30% +++ ++ + +++ +++ +++ +++ --- 

Distribution         

PPB (%) 98.833 99.442 99.207 99.093 99.873 37.456 61.763 94.571 

VD (L/kg) 0.505 0.988 0.960 0.456 0.463 2.324 0.835 0.907 

BBB penetration - + ++ -- -- --- +++ -- 

Fu (%) 1.556 1.313 1.304 1.325 1.013 78.856 51.002 6.779 

Log Kp (cm/s) -5.100 -4.230 -4.290 -4.920 -4.690 -9.090 -7.920  

Metabolism         

CYP1A2 inhibitor +++ +++ ++ ++ ++ -- - --- 

CYP1A2 substrate -- -- -- -- -- -- - --- 

CYP2C19 inhibitor +++ ++ ++ ++ ++ --- + --- 

CYP2C19 substrate --- --- --- --- --- -- --- --- 

CYP2C9 inhibitor ++ ++ ++ ++ ++ --- -- ++ 

CYP2C9 substrate + -- -- ++ ++ --- + --- 

CYP2D6 inhibitor - ++ ++ + + --- - --- 

CYP2D6 substrate ++ -- - ++ ++ -- -- --- 

CYP3A4 inhibitor + - - + - --- - ++ 

CYP3A4 substrate -- + - - + -- -- + 

Excretion         

CL (mL/min/kg) 5.908 5.822 6.936 6.148 5.054 3.214 5.960 3.416 

T1/2 0.080 0.039 0.059 0.068 0.042 0.056 0.228 0.028 

Toxicity         

hERG blockers ++ + + ++ ++ -- --- -- 

H-HT -- --- -- -- --- +++ +++ +++ 

DILI -- - -- -- - +++ +++ +++ 
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AMES toxicity +++ - - +++ +++ -- ++ --- 

Rat oral acute toxicity -- -- -- --- --- -- +++ - 

FDAMDD + + ++ ++ ++ ++ ++ ++ 

Skin sensitization + --- --- - -- + +++ --- 

Carcinogenicity ++ ++ ++ ++ ++ - +++ --- 

Eye corrosion --- --- --- --- --- --- --- --- 

Eye irritation +++ ++ ++ +++ ++ --- -- --- 

Respiratory toxicity - --- --- + - ++ ++ +++ 

Tox21 Pathway         

NR-AR -- --- -- -- - ++ --- -- 

NR-AR-LBD -- --- --- --- --- --- --- +++ 

NR-AhR + -- - + - -- + --- 

NR-Aromatase + ++ -- - + --- +++ ++ 

NR-ER ++ ++ ++ ++ ++ - --- + 

NR-ER-LBD -- -- --- -- - --- --- + 

NR-PPAR-gamma --- --- --- --- --- --- --- +++ 

SR-ARE ++ ++ ++ ++ ++ - -- ++ 

SR-ATAD5 -- -- -- -- --- --- --- +++ 

SR-HSE --- --- --- --- --- --- --- - 

SR-MMP ++ ++ + ++ ++ --- -- +++ 

SR-p53 + ++ + + ++ --- --- +++ 

Toxicophore Rules         

Acute Toxicity Rule 0 alert 0 alert 0 alert 0 alert 0 alert 1 alert 0 alert 0 alert 

Genotoxic Carcinogenicity Rule 5 alerts 0 alert 0 alert 5 alerts 5 alerts 1 alert 0 alert 1 alert 

NonGenotoxic Carcinogenicity Rule 0 alert 1 alert 1 alert 0 alert 1 alert 1 alert 0 alert 0 alert 

Skin Sensitization Rule 1 alert 1 alert 1 alert 1 alert 1 alert 0 alert 0 alert 6 alerts 

Aquatic Toxicity Rule 0 alert 1 alert 1 alert 0 alert 1 alert 1 alert 1 alert 2 alerts 

NonBiodegradable Rule 2 alerts 1 alert 1 alert 2 alerts 3 alerts 2 alerts 1 alert 2 alerts 

SureChEMBL Rule 0 alert 0 alert 0 alert 0 alert 0 alert 0 alert 0 alert 0 alert 

FAF-Drugs4 Rule 4 alerts 2 alerts 2 alerts 4 alerts 4 alerts 1 alert 1 alert 1 alert 
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Cipro - ciprofloxacin, Flu - fluconazole, PTX - paclitaxel, Caco-2 permeability (optimal: higher than -5.15 Log unit), MDCK permeability (low 
permeability: <2x10-6 cm/s, medium permeability: 2-20x10-6 cm/s, high passive permeability: > 20x10-6 cm/s), Pgp - P-glycoprotein, HIA - 
human intestinal absorption (-: <30%, +: ≥30%), F - bioavailability (-: <percent value, +: ≥percent value), PPB - plasma protein binding (optimal: 
<90%), VD - volume distribution (optimal: 0.04-20 L/kg), BBB - blood-brain barrier, Fu - the fraction unbound in plasms (low: <5%, middle: 5-
20%, high: >20%), Log Kp (skin permeation), CL - clearance (low: <5 mL/min/kg, moderate: 5-15 mL/min/kg, high: >15 mL/min/kg), T1/2 
(category 1: long half-life (>3 h), category 0: short half-life (<3 h)), H-HT - human hepatotoxicity, DILI - drug-induced liver injury, FDAMDD - 
maximum recommended daily dose, AR - androgen receptor, AR-LBD - androgen receptor ligand-binding domain, AhR - aryl hydrocarbon 
receptor, ER - estrogen receptor, ER-LBD - estrogen receptor ligand-binding domain, PPAR-gamma - peroxisome proliferator-activated 
receptor gamma, ARE - antioxidant response element, ATAD5 - ATPase family AAA domain-containing protein 5, HSE - heat shock factor 
response element, MMP - mitochondrial membrane potential. 
The output value is the probability of being inhibitor/substrate/active/positive/high-toxicity/sensitizer/carcinogens/corrosives/irritants 
(category 1) or non-inhibitor/non-substrate/inactive/negative/low-toxicity/non-sensitizer/non-carcinogens/noncorrosives/nonirritants 
(category 0). For the classification endpoints, the prediction probability values are transformed into six symbols: 0-0.1(---), 0.1-0.3(--), 0.3-
0.5(-), 0.5-0.7(+), 0.7-0.9(++), and 0.9-1.0(+++). 
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Figure S1. Grid box volume – Autodock Vina for Dihydrofolate Reductase – Bacteria (DHFR-B, 
PDB: 3FYV) 
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Figure S2. Affinity result of compound 3k with DHFR-B receptor 
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Figure S3. 2D representation of the interaction of compound 3k with DHFR-B receptor 
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Figure S4. 3D representation of the interaction of compound 3k with DHFR-B receptor 
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Figure S5. Affinity result of compound 3l with DHFR-B receptor 
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Figure S6. 2D representation of the interaction of compound 3l with DHFR-B receptor 
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Figure S7. 3D representation of the interaction of compound 3l with DHFR-B receptor 
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Figure S8. Affinity result of compound 4c with DHFR-B receptor 
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Figure S9. 2D representation of the interaction of compound 4c with DHFR-B receptor 
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Figure S10. 3D representation of the interaction of compound 4c with DHFR-B receptor 
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Figure S11. Affinity result of compound 4g with DHFR-B receptor 
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Figure S12. 2D representation of the interaction of compound 4g with DHFR-B receptor 
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Figure S13. 3D representation of the interaction of compound 4g with DHFR-B receptor 
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Figure S14. Affinity result of compound 4j with DHFR-B receptor 
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Figure S15. 2D representation of the interaction of compound 4j with DHFR-B receptor 
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Figure S16. 3D representation of the interaction of compound 4j with DHFR-B receptor 
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Figure S17. Affinity result of compound Cipro with DHFR-B receptor 
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Figure S18. 2D representation of the interaction of compound Cipro with DHFR-B receptor 
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Figure S19. 3D representation of the interaction of compound Cipro with DHFR-B receptor 
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Figure S20. Affinity result of compound PTX with DHFR-B receptor 
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Figure S21. 2D representation of the interaction of compound PTX with DHFR-B receptor 
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Figure S22. 3D representation of the interaction of compound PTX with DHFR-B receptor 
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Figure S23. Grid box volume – Autodock Vina for Gyrase B (PDB: 4URM) 
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Figure S24. Affinity result of compound 3k with Gyrase B receptor 
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Figure S25. 2D representation of the interaction of compound 3k with Gyrase B receptor 
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Figure S26. 3D representation of the interaction of compound 3k with Gyrase B receptor 
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Figure S27. Affinity result of compound 3l with Gyrase B receptor 
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Figure S28. 2D representation of the interaction of compound 3l with Gyrase B receptor 
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Figure S29. 3D representation of the interaction of compound 3l with Gyrase B receptor 
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Figure S30. Affinity result of compound 4c with Gyrase B receptor 
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Figure S31. 2D representation of the interaction of compound 4c with Gyrase B receptor 
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Figure S32. 3D representation of the interaction of compound 4c with Gyrase B receptor 
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Figure S33. Affinity result of compound 4g with Gyrase B receptor 
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Figure S34. 2D representation of the interaction of compound 4g with Gyrase B receptor 
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Figure S35. 3D representation of the interaction of compound 4g with Gyrase B receptor 
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Figure S36. Affinity result of compound 4j with Gyrase B receptor 
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Figure S37. 2D representation of the interaction of compound 4j with Gyrase B receptor 
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Figure S38. 3D representation of the interaction of compound 4j with Gyrase B receptor 
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Figure S39. Affinity result of compound Cipro with Gyrase B receptor 
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Figure S40. 2D representation of the interaction of compound Cipro with Gyrase B receptor 
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Figure S41. 3D representation of the interaction of compound Cipro with Gyrase B receptor 
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Figure S42. Affinity result of compound PTX with Gyrase B receptor 
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Figure S43. 2D representation of the interaction of compound PTX with Gyrase B receptor 
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Figure S44. 3D representation of the interaction of compound PTX with Gyrase B receptor 
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Figure S45. Grid box volume – Autodock Vina for Dihydrofolate Reductase - Fungi (DHFR-F, 
PDB: 4HOF)  
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Figure S46. Affinity result of compound 3k with DHFR-F receptor 
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Figure S47. 2D representation of the interaction of compound 3k with DHFR-F receptor 
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Figure S48. 3D representation of the interaction of compound 3k with DHFR-F receptor 
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Figure S49. Affinity result of compound 3l with DHFR-F receptor 
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Figure S50. 2D representation of the interaction of compound 3l with DHFR-F receptor 
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Figure S51. 3D representation of the interaction of compound 3l with DHFR-F receptor 
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Figure S52. Affinity result of compound 4c with DHFR-F receptor 
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Figure S53. 2D representation of the interaction of compound 4c with DHFR-F receptor 
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Figure S54. 3D representation of the interaction of compound 4c with DHFR-F receptor 
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Figure S55. Affinity result of compound 4g with DHFR-F receptor 
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Figure S56. 2D representation of the interaction of compound 4g with DHFR-F receptor 
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Figure S57. 3D representation of the interaction of compound 4g with DHFR-F receptor 
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Figure S58. Affinity result of compound 4j with DHFR-F receptor 
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Figure S59. 2D representation of the interaction of compound 4j with DHFR-F receptor 
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Figure S60. 3D representation of the interaction of compound 4j with DHFR-F receptor 
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Figure S61. Affinity result of Flu with DHFR-F receptor 
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Figure S62. 2D representation of the interaction of Flu with DHFR-F receptor 
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Figure S63. 3D representation of the interaction of Flu with DHFR-F receptor 
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Figure S64. Affinity result of PTX with DHFR-F receptor 
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Figure S65. 2D representation of the interaction of PTX with DHFR-F receptor 



 

S71 
 

 
Figure S66. 2D representation of the interaction of PTX with DHFR-F receptor 
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Figure S67. Grid box volume – Autodock Vina for N-myristoyl Transferase (PDB: 1IYL) 
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Figure S68. Affinity result of compound 3k with N-myristoyl Transferase receptor 
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Figure S69. 2D representation of the interaction of compound 3k with N-myristoyl Transferase 
receptor 
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Figure S70. 3D representation of the interaction of compound 3k with N-myristoyl Transferase 

receptor 
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Figure S71. Affinity result of compound 3l with N-myristoyl Transferase receptor 
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Figure S72. 2D representation of the interaction of compound 3l with N-myristoyl Transferase 

receptor 
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Figure S73. 3D representation of the interaction of compound 3l with N-myristoyl Transferase 

receptor 
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Figure S74. Affinity result of compound 4c with N-myristoyl Transferase receptor 
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Figure S75. 2D representation of the interaction of compound 4c with N-myristoyl Transferase 

receptor 
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Figure S76. 3D representation of the interaction of compound 4c with N-myristoyl Transferase 

receptor 
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Figure S77. Affinity result of compound 4g with N-myristoyl Transferase receptor 
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Figure S78. 2D representation of the interaction of compound 4g with N-myristoyl Transferase 
receptor 
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Figure S79. 3D representation of the interaction of compound 4g with N-myristoyl Transferase 

receptor 
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Figure S80. Affinity result of compound 4j with N-myristoyl Transferase receptor 
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Figure S81. 2D representation of the interaction of compound 4j with N-myristoyl Transferase 

receptor 
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Figure S82. 2D representation of the interaction of compound 4j with N-myristoyl Transferase 

receptor 
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Figure S83. Affinity result of Flu with N-myristoyl Transferase receptor 
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Figure S84. 2D representation of the interaction of Flu with N-myristoyl Transferase receptor 
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Figure S85. 3D representation of the interaction of Flu with N-myristoyl Transferase receptor 
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Figure S86. Affinity result of PTX with N-myristoyl Transferase receptor 
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Figure S87. 2D representation of the interaction of PTX with N-myristoyl Transferase receptor 
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Figure S88. 3D representation of the interaction of PTX with N-myristoyl Transferase receptor 
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Figure S89. Grid box volume – Autodock Vina for Vascular endothelial growth factor receptor 
2 (VEGFR-2, PDB: 5EW3) 
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Figure S90. Affinity result of compound 3k with VEGFR-2 receptor 
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Figure S91. 2D representation of the interaction of compound 3k with VEGFR-2 receptor 
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Figure S92. 3D representation of the interaction of compound 3k with VEGFR-2 receptor 
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Figure S93. Affinity result of compound 3l with VEGFR-2 receptor 
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Figure S94. 2D representation of the interaction of compound 3l with VEGFR-2 receptor 
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Figure S95. 3D representation of the interaction of compound 3l with VEGFR-2 receptor 
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Figure S96. Affinity result of compound 4c with VEGFR-2 receptor 
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Figure S97. 2D representation of the interaction of compound 4c with VEGFR-2 receptor 
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Figure S98. 3D representation of the interaction of compound 4c with VEGFR-2 receptor 
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Figure S99. Affinity result of compound 4g with VEGFR-2 receptor 
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Figure S100. 2D representation of the interaction of compound 4g with VEGFR-2 receptor 
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Figure S101. 3D representation of the interaction of compound 4g with VEGFR-2 receptor 
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Figure S102. Affinity result of compound 4j with VEGFR-2 receptor 
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Figure S103. 2D representation of the interaction of compound 4j with VEGFR-2 receptor 
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Figure S104. 3D representation of the interaction of compound 4j with VEGFR-2 receptor 
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Figure S105. Affinity result of PTX with VEGFR-2 receptor 
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Figure S106. 2D representation of the interaction of PTX with VEGFR-2 receptor 
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Figure S107. 3D representation of the interaction of PTX with VEGFR-2 receptor 
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Figure S108. Grid box volume – Autodock Vina for Fibroblast growth factor receptor 1 
(FGFR1, PDB: 5A46) 
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Figure S109. Affinity result of compound 3k with FGFR1 receptor 
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Figure S110. 2D representation of the interaction of compound 3k with FGFR1 receptor 
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Figure S111. 3D representation of the interaction of compound 3k with FGFR1 receptor 
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Figure S112. Affinity result of compound 3j with FGFR1 receptor 
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Figure S113. 2D representation of the interaction of compound 3j with FGFR1 receptor 
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Figure S114. 3D representation of the interaction of compound 3j with FGFR1 receptor 
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Figure S115. Affinity result of compound 4c with FGFR1 receptor 
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Figure S116. 2D representation of the interaction of compound 4c with FGFR1 receptor 
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Figure S117. 3D representation of the interaction of compound 4c with FGFR1 receptor 
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Figure S118. Affinity result of compound 4g with FGFR1 receptor 
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Figure S119. 2D representation of the interaction of compound 4g with FGFR1 receptor 
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Figure S120. 3D representation of the interaction of compound 4g with FGFR1 receptor 
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Figure S121. Affinity result of compound 4j with FGFR1 receptor 
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Figure S122. 2D representation of the interaction of compound 4j with FGFR1 receptor 
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Figure S123. 3D representation of the interaction of compound 4j with FGFR1 receptor 
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Figure S124. Affinity result of PTX with FGFR1 receptor 

 



 

S130 
 

  

Figure S125. 2D representation of the interaction of PTX with FGFR1 receptor 

 



 

S131 
 

 

Figure S126. 3D representation of the interaction of PTX with FGFR1 receptor 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

S132 
 

 

 

 

 

Figure S127. Grid box volume – Autodock Vina for Histone deacetylase 6 (HDAC6, PDB: 5EEF) 
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Figure S128. Affinity result of compound 3k with HDAC6 receptor 
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Figure S129. 2D representation of the interaction of compound 3k with HDAC6 receptor 
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Figure S130. 3D representation of the interaction of compound 3k with HDAC6 receptor 
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Figure S131. Affinity result of compound 3l with HDAC6 receptor 
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Figure S132. 2D representation of the interaction of compound 3l with HDAC6 receptor 
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Figure S133. 3D representation of the interaction of compound 3l with HDAC6 receptor 
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Figure S134. Affinity result of compound 4c with HDAC6 receptor 
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Figure S135. 2D representation of the interaction of compound 4c with HDAC6 receptor 
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Figure S136. 3D representation of the interaction of compound 4c with HDAC6 receptor 
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Figure S137. Affinity result of compound 4g with HDAC6 receptor 
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Figure S138. 2D representation of the interaction of compound 4g with HDAC6 receptor 
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Figure S139. 3D representation of the interaction of compound 4g with HDAC6 receptor 
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Figure S140. Affinity result of compound 4j with HDAC6 receptor 
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Figure S141. 2D representation of the interaction of compound 4j with HDAC6 receptor 
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Figure S142. 3D representation of the interaction of compound 4j with HDAC6 receptor 
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Figure S143. Affinity result of PTX with HDAC6 receptor 
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Figure S144. 2D representation of the interaction of PTX with HDAC6 receptor 
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Figure S145. 3D representation of the interaction of PTX with HDAC6 receptor 
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1H NMR SPECTRA 
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Figure S146. 1H NMR spectra of compound 3a 
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Figure S147. 1H NMR spectra of compound 3b 
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Figure S148. 1H NMR spectra of compound 3c 
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Figure S149. 1H NMR spectra of compound 3d 
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Figure S150. 1H NMR spectra of compound 3e 

 



 

S157 
 

 
Figure S151. 1H NMR spectra of compound 3f 
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Figure S152. 1H NMR spectra of compound 3g 
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Figure S153. 1H NMR spectra of compound 3 
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Figure S154. 1H NMR spectra of compound 3i 
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Figure S155. 1H NMR spectra of compound 3j 



 

S162 
 

 

Figure S156. 1H NMR spectra of compound 3k 
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Figure S157. 1H NMR spectra of compound 3l 
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Figure S158. 1H NMR spectra of compound 4a 
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Figure S159. 1H NMR spectra of compound 4b 
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Figure S160. 1H NMR spectra of compound 4c 
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Figure S161. 1H NMR spectra of compound 4d 
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Figure S162. 1H NMR spectra of compound 4e 
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Figure S163. 1H NMR spectra of compound 4f 
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Figure S164. 1H NMR spectra of compound 4g 
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Figure S165. 1H NMR spectra of compound 4h 
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Figure S166. 1H NMR spectra of compound 4i 
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Figure S167. 1H NMR spectra of compound 4j 



 

S174 
 

 

Figure S168. 1H NMR spectra of compound 4k 
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13C NMR SPECTRA 
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Figure S169. 13C NMR spectra of compound 3a 
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Figure S170. 13C NMR spectra of compound 3b 
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Figure S171. 13C NMR spectra of compound 3c 
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Figure S172. 13C NMR spectra of compound 3d 
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Figure S173. 13C NMR spectra of compound 3e 

 

 

 

 

 

 



 

S181 
 

 
Figure S174. 13C NMR spectra of compound 3f 
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Figure S175. 13C NMR spectra of compound 3g 
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Figure S176. 13C NMR spectra of compound 3h 
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Figure S177. 13C NMR spectra of compound 3i 
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Figure S178. 13C NMR spectra of compound 3j 
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Figure S179. 13C NMR spectra of compound 3k 
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Figure S180. 13C NMR spectra of compound 3l 
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Figure S181. 13C NMR spectra of compound 4a 
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Figure S182. 13C NMR spectra of compound 4b 
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Figure S183. 13C NMR spectra of compound 4c 
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Figure S184. 13C NMR spectra of compound 4d 
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Figure S185. 13C NMR spectra of compound 4e 
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Figure S186. 13C NMR spectra of compound 4f 
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Figure S187. 13C NMR spectra of compound 4g 
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Figure S188. 13C NMR spectra of compound 4h 
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Figure S189. 13C NMR spectra of compound 4i 
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Figure S190. 13C NMR spectra of compound 4j 
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Figure S191. 13C NMR spectra of compound 4k 
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MS SPECTRA 
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Figure S192. MS spectra of compound 3a 
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Figure S193. MS spectra of compound 3b 
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Figure S194. MS spectra of compound 3c 
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Figure S195. MS spectra of compound 3d 
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Figure S196. MS spectra of compound 3e 
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Figure S197. MS spectra of compound 3f 
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Figure S198. MS spectra of compound 3g 
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Figure S199. MS spectra of compound 3h 
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Figure S200. MS spectra of compound 3i 

 

 

 

 



 

S209 
 

 

 
Figure S201. MS spectra of compound 3j 
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Figure S202. MS spectra of compound 3k 
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Figure S203. MS spectra of compound 3l 
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Figure S204. MS spectra of compound 4a 
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Figure S205. MS spectra of compound 4b 
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Figure S206. MS spectra of compound 4c 
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Figure S207. MS spectra of compound 4d 
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Figure S208. MS spectra of compound 4e 
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Figure S209. MS spectra of compound 4f 

 

 

 

 

 

 

 

 



 

S218 
 

 

 
Figure S210. MS spectra of compound 4g 
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Figure S211. MS spectra of compound 4h 
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Figure S212. MS spectra of compound 4i 
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Figure S213. MS spectra of compound 4j 
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Figure S214. MS spectra of compound 4k 

 

 

 

 

 


