A16-3am-08 AZ{b2a B101E5SE2 (2021)

RS U LR E RV RIS VLT JERIBIZE D a-7 1) —
-a-A YT T TS FOBHE

AERBEL '« 7o o7 0 TARFEEWIEE v 2 — - LRBER k) OEaE KM 2 -
FET - oKAE B2

Palladium-Catalyzed Nucleophilic Isocyanation for the Synthesis of a-Aryl-a-
isocyanoacetoamide Derivatives ('Graduate School of Engineering, Hokkaido University,
Frontier Chemistry Center, *Graduate School of Chemical Sciences and Engineering,
Hokkaido University) OTaiga Yurino,'? Yuji Tange,’ Takeshi Ohkuma'”

a-Isocyanoacetic acid derivatives are important building blocks which are employed in the
multi-component peptide formation or heterocyclizations. In general, these isonitriles are
prepared from the precursors including isocyano group or its chemical equivalent. Herein we
report the first successful example of the formation of a-aryl-a-isocyanoacetoamide through
catalytic nucleophilic isocyanation." The phosphate analog of N,N-dibutylmandelamide (1a)
was smoothly converted into the desired isonitrile 2a in 75% yield through the reaction with
TMSCN (4 equiv) in 1,2-DME, in the presence of Pd(OAc) (2 mol%). When the
corresponding mandelate or N-monosubstituted mandelamide were employed, the yield of the
isonitrile was obviously decreasing. Without any isolation, the obtained product was directly
transformed into the trisubstituted oxazole through the reaction with aldehyde catalyzed by

SnCl,.
Keywords : Isonitrile, Nucleophilic Isocyanation, Pd catalysis, o-Isocyanoacetoamide, Silyl
Cyanometallate
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(EtO)2(0)PO Me;SiCN (4 equiv) NC
NR, Pd(OAc), (2 mol%) NR,
@ 0 1,2-DME, 80 °C, 1 h @ 0
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