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For the synthesis of natural alkaloid d-tubocurarine, the synthesis of its
core 1,2,3,4-tetrahydroisoquinoline ring has been investigated by Pictet-Spengler reaction. During
the investigation, it was found that its ring was constructed simply by the reaction of
2-phenethylamine with aldehyde in protic solvent at room temperature. The mechanism of
Pictet-Spengler reaction has widely been recognized in the organic reaction textbooks, in which an
activation of imine with acid is essentially necessary in the electrophilic aromatic substitution.
The current results have revealed that an arylation of neutral imine undergoes on the electrophilic
rich phenolic aromatics in quite mild neutral conditions. The core 1,2,3,4-tetrahydroisoquinoline
ring of d-tubocurarine is formed quite effectively by this new reaction conditions.
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