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SELECTIVE DEMETHYLATION OF PAPAVERINOL

Department of Chemigtry, Faculty of Science, Mahidel University

Rams VI Road, Bansgkok 4, Thailand

Compound (II}, obtained from synthesis,
was found to be identical with the product
from the reactlon of papaverinol with 90%
sulphuric acid, 89% Orthophosphoric acld
was found to be the acid of choice for the

selective demethylation of papaverinel.

Structure (I) was assigned to a monodemethylation product
obtained from the reaction of papaverinol with 90% sulphuric
acidl. We have recently synthesized various l-isoquinolyl-
phenylecarbinoel derivativesz, and from this gsynthetic study,
the structure of the monocdemethylation product should be

revised to its isomeric structure’ (I1).
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Reisszert compound (ITI) was synthesized by the new procedureb.
Reaction of 6,7-dimethoxyisoguinoline with trimethylsilyl cyanide,
benzeoyl chloride in methylene chloride and a catalytic amount of
aluminium chloride gave the Reissert compound (III) in 75% isolated
vield, mp 159-160°, The carbanion was generated from compound (III)
by the action of 50% sodium hydroxide and benzyltrimethylammonium
chloride, Reaction of the derived carbanion with O-benzylvanillin
gave first compound (IV) which was not isolated but hydrolysed
further with ethanolic sodium hydroxide to give compound (V) in
63% yield. Compound (V) has the following physical data: mp 143.5-
148%; iy 3275 cm”l; o (CDC1,) 63.78 (s, 2x0CH,), 4.00 (s, OCH,)
5.13 (s, -CHE50), 6.18 (s, HC-OH), 6.88 (s, C-2", C-5', c-6' ArH),
7.13, 7.16 (2s, C-5, C-8 ArH), 7.38 (s, Cgl,), 7.57 (d, J = 6Hz, C-
L. gc=), 8.36 (d, J = 6Hz, C-3 CH-N), Debenzylation of compound (V)
with 89% orthophosphoric acid (vide infra) gave compound (II) which
wag shown to be identical (mp, ir, nmr, and tlec) with the product

obtained from the reaction of papaverinol with 90% sulphuric aecid,
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We have investigated the reaction of various acids with
papaverinol and found that selective demethylatign was begt
achieved with 89% orthophosphoric acid, When a solution of
papaverinol in 89% orthophosphoric acid was heated at 37-40°
{oil bath temperature) for 48 hr., compound {II) was isolated
in 67% yield together with some unreacted papaverinol., Compound
(V) could be debenzylated with 89% ortﬁoPhOSPhoric acid at rocm

temperature (48 hr,) in 61% yield.
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