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hTG2 Inhibition Kinetics Data: 

7a 

 

7b 
 

7c 
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Isozyme Selectivity Data: 

7c 
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Intrinsic Reactivity Data: 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure S1: Plots representing the disappearance of inhibitor and/or appearance of thiol-inhibitor 
adduct. The area under the curve (AUC) were plotted over time and fitted to a mono-exponential 
equation to give pseudo-first order reaction rates (kobs), (a) 7c + GSH, (b) 7f + GSH, (c) 7j + GSH. 
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LC-MS Data of Reaction Between 7f and GSH: 

 

Figure S2: Products of reaction of 7f with GSH with m/z values found by LC-MS. 

Chromatograms: 

(Blank) 
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(T = 0) 

 

 

 

 

 

 

 

 

 

(T = 3h) 

 

 

 

 

 

 

 

(T = 6h) 
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(T = 24h) 

 

 

 

 

 

 

 

 

Mass Spectra of identifiable compounds (Compound, Retention Time): 

(GSH, 1.717 min) 
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(7f, 9.333 min) 

 

(8, 7.350 min)  
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(7c, 8.083 min) 

(9, 5.933 min) 
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HPLC Purity Analysis of Final Inhibitors: 

Inhibitor Retention Time (min) Purity (%) 
7a 16.295 99.691 

7b* 15.017 100 
7c* 12.520 96.285 
7d 18.468 99.670 
7e 18.838 93.586 
7f 17.996 99.741 
7g 17.374 99.824 
7h 16.823 100 
7i 16.075 100 

7j* 14.270 98.501 
7k 17.477 90.763 
7l 15.803 99.702 

7m 27.028 100 
7n 18.817 97.148 
7o 16.550 98.985 
7p 20.905 100 
7q 14.142 91.349 

 

Table S1: The purity of the final inhibitors 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 MeCN/0.1% TFA 
in H2O unless otherwise indicated).*20-80% 0.1% TFA in MeCN/0.1% TFA in H2O 

7a 

 

 

 



18 
 

7b 

 

 

 

 

7c 

 

 

 

 



19 
 

7d 

 

 

 

 

 

7e 

 

 



20 
 

7f 

 

 

 

 

 

7g 

 

 

 

 



21 
 

7h 

 

 

 

 

 

7i 

 

 

 

 

 



22 
 

7j 

 

 

 

 

7k 

 



23 
 

7l 

 

 

 

 

 

7m 

 

 

 

 



24 
 

7n 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

7o 

 

 



25 
 

7p 

 

 

 

 

 

7q 

 

 

 



26 
 

Synthesis of N-2-[4-[[1-Adamantanecarbonyl]-1-piperazinyl]-2-oxoethyl]-2-methyl-
propenamide (7r): 

Methacrylic acid (0.031 mL, 0.361 mmol, 1.1 eq), HBTU (0.2 g, 0.524 mmol, 1.6 eq), Hünig’s 
base (0.17 mL, 0.98 mmol, 3.0 eq), and 6 (0.1 g, 0.327 mmol, 1.0 eq) were stirred in anhydrous 
DCM (5 mL) at R.T. for 16 h, at which point the reaction was confirmed complete by TLC 
analysis. The reaction was concentrated in vacuo and the residue was redissolved in EtOAc (50 
mL). The organic phase was washed with 5% AcOH (3 × 15 mL), brine (25 mL), NaHCO3 (25 
mL), and brine again (25 mL). The organic phase was dried over MgSO4 and concentrated in 
vacuo to give a light orange solid, which was purified by silica gel column chromatography (5% 
MeOH/EtOAc, dry load using celite, Rf  = 0.41) and then washing with pentane to give a white 
solid (0.028 g, 23%). 1H NMR (300 MHz, CDCl3) 𝛿 5.78-5.77 (m, 1H), 5.37-5.36 (m, 1H), 4.07 
(s, 2H), 3.71-3.61 (m, 4H), 3.60-3.57 (m, 2H), 3.44-3.40 (m, 2H), 2.02-2.00 (m, 3H), 1.96-1.93 
(m, 9H), 1.74-1.64 (m, 6H). 13C NMR (75 MHz, CDCl3) 𝛿 176.2, 168.2, 167.0, 139.2, 120.6, 
45.3, 44.9, 44.7, 42.3, 41.9, 41.5, 39.2, 36.6, 28.5, 18.6. HRMS (ESI) calc’d for C21H31N3O3Na 
[MNa]+: 396.2263, found: 396.2243. 

 

Crystal structure of 2-cyano-3-cyclopropylacrylic acid (I3): 
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NMR Spectra of Final Inhibitors and New Synthetic Intermediates: 
1H NMR (300 MHz, CDCl3) Spectra of Compound 7a 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7a 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7b 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7b 
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19F NMR (283 MHz, CDCl3) Spectra of Compound 7b 

 
1H NMR (300 MHz, CDCl3) Spectra of Compound 7c 
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13C NMR (75 MHz, CDCl3) Spectra of Compound 7c  

 
1H NMR (300 MHz, CDCl3) Spectra of Compound 7d 
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13C NMR (75 MHz, CDCl3) Spectra of Compound 7d 

 
1H NMR (300 MHz, CDCl3) Spectra of Compound 7e 
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13C NMR (75 MHz, CD3OD) Spectra of Compound 7e  

 
19F NMR (283 MHz, CDCl3) Spectra of Compound 7e 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7f 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7f 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7g 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7g 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7h 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7h 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7i 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7i 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7j 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7j 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7k 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7k 
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19F NMR (283 MHz, CDCl3) Spectra of Compound 7k 

 
1H NMR (300 MHz, CDCl3) Spectra of Compound 7l 
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13C NMR (75 MHz, CDCl3) Spectra of Compound 7l 

 
1H NMR (300 MHz, CDCl3) Spectra of Compound 7m 
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13C NMR (75 MHz, CDCl3) Spectra of Compound 7m 

 
19F NMR (283 MHz, CDCl3) Spectra of Compound 7m 

 



42 
 

1H NMR (300 MHz, CDCl3) Spectra of Compound 7n  

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7n 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7o 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7o 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7p 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7p 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7q 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7q 
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1H NMR (300 MHz, CDCl3) Spectra of Compound I5 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound I5 
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1H NMR (300 MHz, CDCl3) Spectra of Compound 7r 

 
13C NMR (75 MHz, CDCl3) Spectra of Compound 7r 

 


