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An efficient new entry toward the construction of 3-substituted 1,2,3,4-tetrahydroisoquinolines from N,N-dibenzyl-a-aminols is reported via
intramolecular Friedel—Crafts cyclization of in situ generated tosylate intermediate.

Substituted tetrahydroisoquinolifese attributed with broad  of biological value, we wanted to tosylate (tosyl chloride,
spectrum of pharmacological properties which range from pyridine, DMAP, dichloromethane) thé,N-dibenzylserinol
calcium antagonisteand cardiovascular effect@ntibacteril la. This mild tosylation protocol surprisingly yielded the
and antiplasmodial activit§to neuoromodulating effects.  tetrahydroisoquinoline derivativalf) in 83% yield in 12 h
Also the chiral tetrahydroisoquinoline-3-carboxylic acid (Tic) at ambient temperature (Scheme 1).
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Table 1. Synthesis of 3-Substituted
1,2,3,4-Tetrahydroisoquinolines

Entry Substrates reaction time (h) productsa Yieldb (%)
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la 1b
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a: characterised by |H NMR, IR and mass spectral analysis
b : yields refer to isolated and purified product.

1b is tailor-made for alkylation at C-1lwith BuLi and
electrophile to produce chiral, 1,3-disubstituted tetrahy-
droisoquinoling!! It is understood that the stereochemistry
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at C-3 dictates the relative chemistry of C-1. Similarly, the
same substratkb is a useful chiral precursor for Tic (Scheme
2).

Scheme 2
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In conclusion, this Letter describes an unprecedented, but
very useful, preparation of tetrahydroisoquinolines which is
very useful in organic synthesis.
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