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(m, 7H), 5.3~5.65(m, 2-CH=CH-), 7.3 (s, CsH;CH,-), Jiij m/e; 370(M*-H,0,
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SYNTHESIS OF dI-17-PHENYL-18, 19,
. 20-TRINORPROSTAGLANDIN Faq
METHYL ESTER AND ITS 15-EPIMER

WU Yuan-liu, JIN Bi-yan, YANG Guang—zhong,

HU Jia-yu and WANG Zhi-rong
. (Institute' of Materia Medica, Chinese Academy of K ‘
o .Medzcal Sciences, Bez;mg) ' ‘
' ABSTRACT

dl 17-Phenyl-18,19,20- trmorprostaglandm (PG) F2a methyl ester (10A) and its
15 eplmer (10B) were synthes1zed in an attempt to develop new PG congeners with
bgtter bioselectivities ‘and higher potency in terminating pregnancy. Wittig-Horner
reaction of aldehyde (&) with the yiide (3) ‘of 4-phenyl-2-oxo-n-butyl-triphenyl-
phosphonium bromide gave 429% Yield of 1 2’-unsaturated 3'-ketone (B). Reduction
of (6) with sodium borohydride in absolute methanol at —3°C yielded a mixture of
epimers, 34a4—a1'cohol (7A) and 3’ B-alcohol (7B), >whi'ch were séparétéd by column -

chromatography on silica gel with diethyl ether as eluent to yield 42% (7A) and

36% (7B) respectlvely Treatment of (7A) wnh an excess of di- 1sobuty1a1um1n1um
hydride in ethylene glycol dimethylether and dlethyl ether under nitrogen at —78°C
afforded the infermediate lactol (8A) as colorless semlsohd in 809 yield. Subjected -
to Wittig condensatlon with a-5- ~fold excess of Wlttlg reagent generated in situ from
4- carboxybutyl trlphenylphosphomum bromide and dimsyl' sodium in dimethylsul-
foxide, (8A) was transformed to’ d, 1-17-phenyl-18, 19, 20-trinor PGF,, (9A) in
yields of about 779%.- Methylation of . (8A) with ethereal diazomethane yielded the
corresponding methyl” ester (10A). By siniﬂar transformations,d,1-15-epi-17-
phenyl—lS, 19, 20-trinor PGF,, methyl ester '(IOB) was obtained through interme-
diates (8B) and (9B). ’ . '

» Preliniinary bioassays showed that (8A) exhibited -activities more potent than
that of d,1-15-methyl PGF,, methyl ester in terminating early’ pregnancy in mice.

Key words Abortifacient; Luteolytic agent; Prostaglandin’ synthesxs, 17-Phenyl-

18, 19, 20-trinor PGF,, : o





