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Biominetic synthesis of B-amino-4-amino-6-carboxy-5-methyl-2-pyrimidinepropionic 

acid derivative Ll), a biologically important part of Bleomycins, one of effective 

antitumor antibiotics, was described. 

From the consideration on the speculation that the 0-amino acid (11 may be 

derived from N-a-aspartyl-5-methylasparagine, a dipeptide, by dehydration, amination. 

and dehydrogenation, We selected 4-amino-3-t-butoxycarbonyl-4-methylisoxazole (21 

as the starting matrial. 

Reaction of 2 with N-benzyloxycarbonylaspartic acid 0-methyl ester a-chloride 

gave the corresponding 4-acylamino-3-t-butoxycarbonyl-4-methylisoxazole (31 in the 

optically active form. Succesive hydrogenation of 3 in ethyl acetate-acetic acid 

(5%) afforded the 0-N-t-benayloxycarbonyl-6-t-butoxy~arbonyl-4-hydroxy-5-methyl-2- 

pyrimidinepropionic acid methyl erter L41. Further treatment of 4 with SOC12-DMF 

and lig. NH3 gave B-N-benzyloxycarbonylamino-6-t-butoxycarbonyl-4-amino-5-methyl- 

2-pyrimidinepropionic acid amide ( 5 1 .  Unfortunately, the optical activity of 4 and 

5 was lost perhaps in the stage of the formation of pyrimidine ring. 

Further investigations along this line are actively under way. 


