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Azide-Alkyne cycloaddition (CuAAC) is a widely applied click reaction. Its facile reactivity,
together with undefined active Cu(I) intermediate makes it difficult to select a specific reaction
point when multiple ethynyl groups exist.! We have reported that a coordinatively encapsulated
Cu(I) with multiple ethynyl groups proceeds the CuAAC reaction in specific order.> To
elucidate the directional and structural factor by Cu(l) coordination, competitive CuAAC
reaction in simplified 2,5-diethynylpyridine with 1 equivalent 4-azidemethyltoluene with
[Cu(CH3CN)4]PF¢ and base was monitored. In CDCI3, conversion of 2-ethynyl group was
favored than 5-position, in contrast to rather random conversion in CH3CN. It is considered
that pre-coordination of the pyridyl group leads to selective activation of the 2-ethynyl group,
which is less effective in the coordinative CH3CN.
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