Chapter 7 Thiazoles and Benzothiazoles n
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Another application of the Hantzsch method is in the synthesis of the
aminothiazole coupling partner in the synthesis of the antibiotic cefdinir. The
reactive methylene carbon of ethyl acetoacetate is first functionalized to the
oxime after which a-chlorination is brought about to furnish the chloro-
oxime substrate for Hantzsch synthesis with thiourea. N,N’-Dimethy! aniline
is used as a base in the thiazole formation.®!

O O O O
0] 0 NaN02 802C|2
" MOEt oo Me OEt OEt
e cOH, Ry N AcOH
“OH cl N\OH
s NH,
s T
XN
H NJ\NH ’(S L HO H
2 2 H,N—\ S =
N]\ﬂ/koa —~ N N S
PhNMe, N _
37% from ethyl acetoacetate o CO,H

Famotidine, the orally administered H, receptor antihistamine drug
for ulcer, possesses an interesting structure with a guanidine substituent on
the 2-position of the thiazole ring. The thiazole is constructed in the early
stages of the synthesis via a Hantzsch reaction in 84% yield wherein
dichloroacetone and thiourea are condensed.





