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In a program directed toward the synthesis of potential gastric antisecretory agents, we

undertook the synthesis of 13-hydroxyprostanoic acid analogs of the type represented by formula I.
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We anticipated, based on the reported results obtained with methylated 15-hydroxyprostanoic acid
analogs,l that enzymatic degradation could also be inhibited in I resulting in potent and long
acting derivatives.

Herein we wish to report a potentially general synthetic entry into compounds of the type I
based on an enone transposition sequence utilizing the Wharton z‘ea.v:r:amgelmem:.2 We have applied
this transformation to enone lactone 1 because of the large supply available to us, but it should
be applicable to other prostancic intermediates and derivatives as well.

Enone 1, prepared from 1,3~cyclohexadiene in 5 steps as described by Corey and Ravindranathan,3
was converted to the corresponding «,8-epoxy ketone by treatment of a methanol solution of i._ con-
taining 3 eq. of 30% hydrogen peroxide at O® with 0.5 eq. of 6N sodium hydz-ox:l.de.4 Without
purification, the crude epoxy ketone was subjected to the Wwharton rearrangementz by treatment of
a solution of the epoxy ketone in methanol containing a catalytic amount of acetic acid (0°) with

ca. 2 eq. of 85% hydrazine hydrate to afford ?_; Crude iwas then converted, using activated
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manganese dioxide in chloroform, to an 85:15 mixture of traps—- and gis- enones, 2‘, which could be
readily purified and separated (42% overall yield from 1) ).5’6
A 13-hydroxyprostanoic acid of particular interest to us was 5, This was obtained by
sequential treatment of the above mixture of enones with hydrogen - Pd/C in ethyl acetate (single
ketone by TIC), methyl magnesium bromide in ether, and dihydropyran-tosyl acid in methylene
chloride to afford in over 80% yield 4 which was elaborated as shown using now standard
methodology.7’8

Analog ’5\' showed only mild activity upon subcutaneous administration in the pylorus-ligated
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