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A Convenient Preparation of 1-Phenyisulfonyl-3-lodomethylindole
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Summary: A facile and efficient synthesis of the title compound is outlined.

As part of a synthesis of a conformationally restricted p-turn mimetic.3 we required a convenient
preparation of diene 1. A conceptually

Scheme 1
oLt
X
OMe 0O, Me
P |
A T Y
—
Yo, SO,Ph
2 X=I 35 1

straightforward route to this intermediate is outlined in Scheme 1.4 The success of this scenario is
linked to a facile method of preparation of the requisite alkylating reagent 2 (1-phenylsulfonyl 3-
iodomethylindole). Inspection of the literature demonstrates a paucity of reliable preparations of the
title compound.5 A facile and efficient synthesis of this alkylating reagent is outlined in Scheme 2, and
is the subject of this letter.

3-Methoxymethylindole 3 in THF was reacted with LDA (1.5 equivalents) at -78°C. After thirty
minutes, benzenesulfonyl chloride (1.1 equivalents) was added dropwise with stirring. Stirring was
continued for an additional hour at -78°C at which time the reaction was quenched with saturated
NH,4CI, and extracted with ethyl acetate. Flash chromatography afforded a 92% yield of 1-

phenylsulfonyl-3-methoxymethylindole 4. Treatment of 4 at 0° in acetonitrile with
dichloroiodomethylsilane,
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prepared in situ from trichloromethyisilane and anhydrous sodium iodide,® for three hours effected
cleavage of the methoxy group. The reaction was extracted with ethyl acetate, washed with saturated
aqueous sodium bisulfite, water and brine, dried (NayS0,4) and the volatiles removed [n yacuo. The

4697



4698

benzene soluble portion of the residue was separated to provide a 98% yield of 2. The material so
produced was reacted with the lithium enolate of methyl sorbate 5, to provide a 52% yield of the
requisite intermediate 1 after chromatography.

In summary, a facile, convenient preparaton of a useful alkylating agent for introduction of an
indole moiety has been described. Elaboration of diene 1 within the context of the synthesis of a B-turn
mimetic of the insect neurohormone HTH is in progress and will be reporied in due course.
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