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Synthesis of the amine 2-(5-(tert-butyl)oxazol-2-yl)propan-2-amine 

 

1-Amino-3,3-dimethylbutan-2-one (S2) was synthesized according to a published procedure [1]. The synthesis of amine 
S4 was performed according to a reported synthetic procedure [2]. tert-Butyl (1-((3,3-dimethyl-2-oxobutyl)amino)-2-methyl-1-
oxopropan-2-yl)carbamate (S3). Commercially available S1 (2.1 g, 10.33 mmol) was added to a slurry of S2 (1.6 g, 10.44 
mmol) and Et3N (4.4. mL, 31.4 mmol) in CH2Cl2 (20 mL). EDCI (2.4 g, 12.5 mmol) and HOAt (142 mg, 1.04 mmol) were 
added and the suspension was stirred at rt for 16 h. The reaction mixture was washed with sat. aq. NaHCO3 and the organic 
phase was dried (Na2SO4) and the solvent evaporated. The crude product was purified using flash column chromatography 
(heptane:EtOAc 10:1 to 2.5:1) to give 1.15 g (37%) of S3 as a white solid. 1H-NMR (CDCl3, 400 MHz)  1.19 (s, 9H), 1.43 (s, 
9H), 1.51 (s, 6H), 4.26 (d, J = 4.3 Hz, 2H). MS (M-55)+ calcd: 245.2; found: 245.2. 

2-(5-(tert-butyl)oxazol-2-yl)propan-2-amine (S4). Compound S3 (497 mg, 1.66 mmol) was added to H2SO4 (1.5 mL) and 
the reaction mixture was stirred at 85 °C for 25 minutes. Ice was added and the mixture was adjusted to pH = 3-4 with 2 M 
aqueous NaOH. The aqueous phase was washed with CH2Cl2 (3 times) after which the aq. phase was made basic (pH = 12) 
with 2 M NaOH and extracted with CH2Cl2. The organic phase was dried (Na2SO4) and evaporated to give the product S4 as a 
colorless oil in 40% yield. 1H-NMR (CDCl3, 300 MHz)  1.27 (s, 9H), 1.60 (s, 6H), 6.57 (s, 1H); 13C-NMR (CDCl3, 75.5 MHz) 
 28.8, 29.2, 31.6, 50.7, 119.2, 141.0, 146.7. MS (M+H)+ calcd: 183.1; found: 183.1. 

REFERENCES  

[1] Misra, R. N.; Xiao, H. Y.; Kim, K. S.; Lu, S.; Han, W. C.; Barbosa, S. A.; Hunt, J. T.; Rawlins, D. B.; Shan, W.; Ahmed, S. Z.; Qian, L.; Chen, B. C.; 
Zhao, R.; Bednarz, M. S.; Kellar, K. A.; Mulheron, J. G.; Batorsky, R.; Roongta, U.; Kamath, A.; Marathe, P.; Ranadive, S. A.; Sack, J. S.; Tokarski, 

J. S.; Pavletich, N. P.; Lee, F. Y.; Webster, K. R.; Kimball, S. D. N-(cycloalkylamino)acyl-2-aminothiazole inhibitors of cyclindependent kinase 2.N-
[5-[[[5-(1,1-dimethylethyl)-2oxazolul]methyl]thiol]-2-thiazolyl]-4-piperidinecarboxamide (BMS-387032), a highly efficacious and selective antitumor 

agent. J. Med. Chem. 2004, 47, 1719-1728. 
[2] Hom, R.; Toth, G.; Probst, G.; Bowers, S.; Troung, A.; Tung, J. S.; Patent WO2007/47306. 


