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12.3.1.5.1.9  Method 9: Reaction of the Enolate of Ethyl Isocyanoacetate with an Isothiourea
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Grimmett, M. R., Science of Synthesis, (2002) 12, 402.
This type of process is analogous to tosylmethyl isocyanide cyclocondensations. The enolate of ethyl isocyanoacetate [bookmark: xlsu]169 reacts with an isothiourea to give [bookmark: xlsu]170 and/or [bookmark: xlsu]171 (alkyl 5-aminoimidazole-4-carboxylates) (Scheme 86).[302] As such, the method provides a short, mild alternative to the multistep cyclization of α-formamido-substituted amidines,[303] or the condensation of an α-(ethoxymethyleneamino)cyanoacetate[258] (Section 12.3.1.6.1). Control of regiochemistry is a problem with unsymmetrical isothioureas.
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M eeee ee [bookmark: xlsu]888, eeeeeeee ee MMMM (8.8 eM) eeee eeeee eeeeeeeeeeeeeee (8.88 e,8.8 eeee) eee MM (8.88 e, 8.8 eeee), eee eeeee ee e eeeeeee ee 8-eeeeee-8,8-eeeeeeeeeeeeeeeeeee (8.88 e, 8.8 eeee) eee MeMe (8.88 e, 8.8 eeee) ee MMMM (8.8 eM) ee 8°M. Meeee eeeeeeee ee 88°M eee 8 e, eee eeeeeeee eee eeeeeeee eeee ee MM8Me eee eeeeeeeee eeee MeMMe (× 8), eee eee eeeeeee eeeeeeee eeee eeeee (MeMM8) eee eeeeeeeeee ee eeeee. Meeeee eeeeeeeeeeeeee (eeeeee eee, Me8M/MeMMe 8:8) eeee eee eeeeeee; eeeee: 8.88 e (88%); ee 888–888°M.
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