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Table S1: Comparison of kinact/KI ratios obtained from linear vs non-linear 
regression 
 

Compd. kinact/KI (103 M-1min-1) 
Non-linear hyperbolic (all [I]) Linear (low [I]) 

22a 412 ± 142 290 ± 30 
23a 1508 ± 1608 1250 ± 40 
24a 27.5 ± 18.6 20 ± 1 
25a 108 ± 37 79 ± 7 

 
  



 3 

Figure S1: Comparison of protein models 
 

Structural differences between two crystallographic structures of TG2, namely 2Q3Z (left) and 3S3J 
(right).  

 
 

 
  

2Q3Z
Angle (SH_CYS277, H5_TRP332, CH3_LEU312) = 106°

Angle (SH_CYS277, H5_TRP332, CH3_LEU420) = 87°

Approximate Vcavity (Ca_PHE316, CO_LEU420, Ca_ALA304) =250 Å3

3S3J
Angle (SH_CYS277, H5_TRP332, CH3_LEU312) = 108°

Angle (SH_CYS277, H5_TRP332, CH3_LEU420) = 90°

ApproximateVcavity (Ca_PHE316, CO_LEU420, Ca_ALA304) = 236 Å3
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Table S2: Summary of docking results using crystallographic structure 3S3J. 
 

Compound n 
Non-covalent Covalent 

S score d (Å) S score d (Å) 

22a 1 -5.73 5.3 -5.61 5.3 
22b 2 -4.97 9.2 -5.45 8.2 
22c 3 -6.58 3.9 -5.79 4.6 
22d 4 -6.58 3.7 -6.45 4.1 
22e 5 -6.36 4.1 -6.14 4.5 

23a 1 -6.19 5.1 -5.65 7.8 
23b 2 -5.77 7.9 -5.46 7 
23c 3 -6.20 4.6 -5.70 6.8 
23d 4 -7.05 3.6 -5.21 7.2 
23e 5 -7.32 6 -6.38 4.6 

24a 1 -6.22 6.6 -5.80 5.1 
24b 2 -6.51 4.4 -5.99 4.6 
24c 3 -6.48 4.4 -6.05 4.4 
24d 4 -6.61 4.8 -6.08 5.4 
24e 5 -6.99 4.2 -6.20 5.2 
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HPLC Analyses 
 

The purity of the final inhibitors was determined by Gilson-Mandel GXP271 high performance liquid 

chromatography (HPLC) with UV detection at 214 and 254 nm (Phenomenex Luna, 150 mm × 4.6 mm, 

30 min, 1.5 mL/min flow rate, 5-95% 0.1% TFA in CH3CN/0.1% TFA in H2O). 

 

Inhibitor Retention Time (min) Purity (%) 

22a 16.082 96.298 

22b 16.323 99.474 

22c 16.498 97.823 

22d 16.952 97.395 

22e 17.643 90.742 

23a 12.363 100 

23b 12.679 98.442 

23c 12.847 96.059 

23d 13.354 96.171 

23e 14.068 93.84 

24a 13.578 97.965 

24b 13.816 97.99 

24c 14.052 97.772 

24d 14.556 97.923 

24e 15.335 98.592 

25a 16.631 97.057 
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22e 

 
 

  



 9 

23a 

 
 

23b 

 
 

  



 10 

23c 
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23d 
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23e 
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24c 

 
 

24d 

 
 

  



 15 

24e 
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25a 
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NMR Spectra 
 

The 1H- and 13C-NMR spectra of all final compounds are shown here: 
 

1H NMR spectrum (400 MHz, CDCl3) of 22a : 

 

 
 
13C NMR spectrum (101 MHz, CDCl3) of 22a : 
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1H NMR spectrum (400 MHz, CDCl3) of 22b : 

 
 
 
 
13C NMR spectrum (101 MHz, CDCl3) of 22b : 
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1H NMR spectrum (400 MHz, CDCl3) of 22c : 

 
 
 
 
13C NMR spectrum (101 MHz, CDCl3) of 22c : 
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1H NMR spectrum (400 MHz, CDCl3) of 22d : 

 
 
 
 
13C NMR spectrum (101 MHz, CDCl3) of 22d : 
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1H NMR spectrum (400 MHz, CDCl3) of 22e : 

 
 
 
 
13C NMR spectrum (101 MHz, CDCl3) of 22e : 
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1H NMR spectrum (400 MHz, CDCl3) of 23a : 

 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 23a : 
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1H NMR spectrum (400 MHz, CDCl3) of 23b: 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 23b: 
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1H NMR spectrum (400 MHz, CDCl3) of 23c: 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 23c: 
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1H NMR spectrum (400 MHz, CDCl3) of 23d: 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 23d: 
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1H NMR spectrum (400 MHz, CDCl3) of 23e: 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 23e: 
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1H NMR spectrum (400 MHz, CDCl3) of 24a: 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 24a: 
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1H NMR spectrum (400 MHz, CDCl3) of 24b: 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 24b: 
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1H NMR spectrum (400 MHz, CDCl3) of 24c: 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 24c: 
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1H NMR spectrum (400 MHz, CDCl3) of 24d: 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 24d: 
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1H NMR spectrum (400 MHz, CDCl3) of 24e: 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 24e: 
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1H NMR spectrum (400 MHz, CDCl3) of 25a: 

 

 

 

13C NMR spectrum (101 MHz, CDCl3) of 25a: 

 

 
 


