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A SIMPLE SYNTHESIS OF GEIPARVARIN
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Abstract: A simple, efficient (nine steps, 22% overall yield] synthesis of geiparvarin is
described.

The naturally occurring antitumor agent geiparvarin (1) has been the subject of several

synthetic investigations ~° since its isolation from the leaves of Geijera parviflora Lindl and

characterization in 1967.4 Geiparvarin has also been found in the extracts of the fruit of the

3 1H NMR studies confirmed the original structural assignmem:s.6
Our continued interest in functionalized furanones7_9 led us to devise a simple, efficient

same plant.

route to 1 from 6,6-dimethyl-1,4,7-trioxaspiro{4.4]non-8-yl methyl ketone (2) previously
8,3 This is the
first synthesis of 1 with high isolated yields for each step from starting materials to products
(Scheme 1). Scheme 1

9 9,

prepared in our laboratory by a three-step synthesis in overall yields of 75%.
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Ketone 2 was added to a solution of the ylid of diethyl phosphonoacetate (generated

from NaH in DME) to afford a 6:1 mixture of the corresponding trans and cis olefins 3 and 4

10,11

(63% overall yield for trans isomer). After separation of the isomers by column

2Cl2 to the allylic alcohol 2.12
Compound 5 was converted smoothly into the corresponding chloride (6) with
p-toluenesulfonyl chloride and 4-N,N-dimethylaminopyridine in CH?_Cl2 (72% yield).la’u
C03/KI in DMF and benzene afforded 7 in

chromatography, compound 3 was reduced with DIBAL in CH

Condensation of 6 with 7-hydroxycoumarin using K2
93% yield.15 Deprotection of the 1,3-dioxolane ring in 7 with aqueous acetic acid afforded
the corresponding ketone 8 in 927 yield.15 Dehydrogenation of 8 to 1 was accomplished with

DDQ in 75% yield.16’l7
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