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1. GSH stability data for 11e, 11b, and 9b 

 

 

 

 

 

 

 

 

 

 

 

Figure S1: Graphical representation of the GSH studies of 9b, 11b, and 11e. 

 

Table S1: GSH stability data, detected at 280 nm 

11e 11b 9b 

time 

(min) 

area 

(mAU*s) 
% 

time 

(min) 

area 

(mAU*s) 
% 

time 

(min) 

area 

(mAU*s) 
% 

0 5.1 100 0 58.0 100 0 75.2 100 

20 4.0 79 20 54.7 94 20 74.3 99 

40 5.7 111 40 56.4 97 40 72.7 97 

60 4.9 96 60 56.3 97 60 73.7 98 

80 5.0 99 80 56.0 96 80 74.2 99 

100 6.5 128 100 58.3 100 100 74.7 99 

140 6.4 126 120 60.5 104 120 75.0 100 

160 4.0 78 140 56.2 97 140 73.0 97 

180 4.7 92 160 58.3 100 160 73.4 98 

200 5.1 100 180 56.4 97 180 73.6 98 

220 4.9 96 200 58.3 100 200 76.1 101 

240 5.0 98 220 56.3 97 220 75.2 100 
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2.  Metabolic stability studies 

 

 

 

 

 

 

 

Figure S2: Graphical representation of microsomal metabolic stability studies of 11b.  

 

Table S2: Microsomal metabolic stability studies of 11b 

 

time 

(min) 

mouse liver microsomes human liver microsomes 

degradation (%) SD 1/2 SD degradation (%) SD 1/2 SD 

0 100.0 0.00 0.00 100.0 0.00 0.00 

10 86.8 12.7 6.3 97.3 5.2 2.6 

20 70.9 5.3 2.6 95.6 6.8 3.4 

30 59.5 15.8 7.9 88.9 10.8 5.4 

60 47.0 8.5 4.3 76.7 1.51 0.8 

120 47.2 1.1 0.5 77.2 8.9 4.4 
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3. Molecular modeling  

 

 

Figure S3: RMSD from the protein’s backbone and ligand’s heavy atoms along the trajectory time 
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4. 1H and 13C NMR spectra 

 

 

Figure S4: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of 5-chloropyridin-3-yl (1H-indole-2-

carbonyl)-L-leucyl-L-phenylalaninate (5b) 
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Figure S5: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of 5-chloropyridin-3-yl (-3-(4-

chlorophenyl)acryloyl)-L-leucyl-L-phenylalaninate (5i) 
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Figure S6: 1H (400 MHz) & 13C (101 MHz) NMR (DMSO-d6) spectra of (S)-2-cinnamamido-N-((S)-1-((1-

cyanocyclopropyl)amino)-1-oxo-3-phenylpropan-2-yl)-4-methylpentanamide  (6) 
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Figure S7: 1H (400 MHz) & 13C (101 MHz) NMR (DMSO-d6) spectra of (S)-2-cinnamamido-N-((S)-1-

((cyanomethyl)amino)-1-oxo-3-phenylpropan-2-yl)-4-methylpentanamide (7) 
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Figure S8: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of (S)-2-cinnamamido-4-methyl-N-((S)-1-oxo-

3-phenylpropan-2-yl)pentanamide (9a) 
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Figure S9: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of N-((S)-4-methyl-1-oxo-1-(((S)-1-oxo-3-

phenylpropan-2-yl)amino)pentan-2-yl)-1H-indole-2-carboxamide (9b) 
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Figure S10: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of (S)-2-(-3-(3,5-dimethoxyphenyl) 

acrylamido)-4-methyl-N-((S)-1-oxo-3-phenylpropan-2-yl)pentanamide (9c) 
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Figure S11: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of (S)-2-cinnamamido-N-((S)-1-cyano-2-

phenylethyl)-4-methylpentanamide (11a) 
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Figure S12: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of N-((S)-1-(((S)-1-cyano-2-

phenylethyl)amino)-4-methyl-1-oxopentan-2-yl)-1H-indole-2-carboxamide (11b) 
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Figure S13: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of (S)-N-((S)-1-cyano-2-phenylethyl)-2-((E)-

3-(3,5-dimethoxyphenyl)acrylamido)-4-methylpentanamide (11c)  
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Figure S14: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of (S)-2-(2-(4-chlorophenoxy) acetamido)-

N-((S)-1-cyano-2-phenylethyl)-4-methylpentanamide (11d) 
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Figure S15: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of (S)-N-((S)-1-cyano-2-phenylethyl)-2-(2-

(2,4-dichlorophenoxy)acetamido)-4-methylpentanamide (11e) 
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Figure S16: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of (S)-N-((S)-1-cyano-2-phenylethyl)-2-(2-

(3-(dimethylamino)phenoxy)acetamido)-4-methylpentanamide (11f)  
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Figure S17: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of (R,S)-N-((S)-1-(((S)-1-cyano-2-

phenylethyl)amino)-4-methyl-1-oxopentan-2-yl)chromane-2-carboxamide (11g) 
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Figure S18: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of N-((S)-1-(((S)-1-cyano-2-

phenylethyl)amino)-4-methyl-1-oxopentan-2-yl)-5-phenylfuran-2-carboxamide (11h) 
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Figure S19: 1H (400 MHz) & 13C (101 MHz) NMR (DMSO-d6) spectra of (S)-2-cinnamamido-4-methyl-N-((S)-

1-phenyl-4-(phenylsulfonyl)but-3-en-2-yl)pentanamide (12a) 
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Figure S20: 1H (400 MHz) & 13C (101 MHz) NMR (DMSO-d6) spectra of N-((S)-4-methyl-1-oxo-1-(((S)-1-

phenyl-4-(phenylsulfonyl)but-3-en-2-yl)amino)pentan-2-yl)-1H-indole-2-carboxamide (12b) 



S23 
 

 

 

Figure S21: 1H (400 MHz) & 13C (101 MHz) NMR (DMSO-d6) spectra of (S)-4-((S)-2-cinnamamido-4-

methylpentanamido)-5-phenylpent-2-enamide (13a) 
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Figure S22: 1H (400 MHz) & 13C (101 MHz) NMR (DMSO-d6) spectra of N-((S)-1-(((S)-5-amino-5-oxo-1-

phenylpent-3-en-2-yl)amino)-4-methyl-1-oxopentan-2-yl)-1H-indole-2-carboxamid (13b) 
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Figure S23: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of (S)-2-cinnamamido-N-((S)-4-cyano-1-

phenylbut-3-en-2-yl)-4-methylpentanamide (14a) 
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Figure S24: 1H (400 MHz) & 13C (101 MHz) NMR (CDCl3) spectra of N-((S)-1-(((S)-4-cyano-1-phenylbut-3-en-

2-yl)amino)-4-methyl-1-oxopentan-2-yl)-1H-indole-2-carboxamide (14b) 
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5. HPLC traces  
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