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Summary: 6-Methoxy 1,4~benzodioxan 1 undergoes O-lithiation with n-bu-
tyllithium to give the intermediate lithio derivative 2., Reaction of

2 with various electrophiles affords S-substituted é-methoxy 1,4-benzo-
dioxans 3.

The 1,4-benzodioxan structure is present in many natural products such as neoli-
, . . sq s s . . ioe. 2 .
gnans]and several synthetic derivatives exhibiting biological activity™ . However despite
extensive work in this area the introduction of substituents on the aromatic nucleus of 1,4-

. . cecs : . . 3
benzodioxans remains somewhat difficult owing to the formation of structural isomers™.

In connection with studies directed toward the synthesis of various coumarins, we
needed 6-~alkoxy and 6-hydroxy 1,4-benzodioxans substituted at the 5 position. We describe
here the preparation of such compounds from the 6-methoxy 1,4-benzodioxan | readily obtained

from the commercialy available 6-amino 1,4 benzodioxan4.

Deprotonation of alkyl aryl ethers with strong bases is a well established proce-
dureS.However the formation of the lithio derivative 2 by treatment of ] with n-butyllithium
is still problematic and requires definite conditions of temperature. Low temperatures
(< - 50°C) ‘give incomplete deprotonation whereas higher omnes (> - 30°C) induce a cleavage
of the benzodioxan ring6. However the treatment of 1 at — 50°C with three equivalents of
n-butyllithium in tetrahydrofuran in the presence of six equivalents of N,N,N',N'-tetrame-
thylenediamine (TMEDA)7 readily affords the lithio derivative 2. This carbanion subsequently
reacts, at - 50°C, with various electrophiles (6 equivalents) to give compounds 3 in fair to

excellent yieldsB. The results are summarized in the table.
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Replacement of the methoxy group by methoxyethoxymethyl (MEM) or methoxymethyl

(MOM) produces an important lowering of the yields.
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Table: Preparation of compounds 3
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Yield of pure product isolated by silica gel column chromatography. Not optimized;
51% of starting material ] recovered; (c) in those reaction conditions, n-Buli

does not react significantly with the formed aldehyde 3g; (d) N-formyl piperidine

as electrophilic reagent gives 60% yield.
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