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An enantiospecific synthesis of (+)-isoparvifolinone
and (�)-parvifoline
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Abstract—An enantiospecific synthesis of (+)-isoparvifolinone and (�)-parvifoline, from naturally occurring (R)-(+)-citronellal,
employing intramolecular Friedel–Crafts acylation as the key step, is described.
� 2006 Elsevier Ltd. All rights reserved.
The title compounds (�)-parvifoline 1 and (+)-isoparvi-
folinone 2 along with parvifoline isovalerate 3 are
sesquiterpenes, isolated from the genera ‘Coreopsis’1

and ‘Perezia’.2 These are the only examples of naturally
occurring compounds which contain a trimethyl benzo-
cyclooctane structural unit. The absolute configuration
of (�)-parvifoline 1 was determined3 by its chemical
transformation into (�)-curcuquinone 4,4 a natural
product with known absolute configuration.
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The construction of an eight-membered ring with a
deconjugated double bond is the main structural feature
that poses a challenge for the synthesis of parvifoline 1.
Also, introduction of chirality at the nonfunctionalised
benzylic position is difficult as well. As we have been
interested in employing renewable natural resources
for the synthesis of natural products, we identified citro-
nellal as the key synthon, which is abundantly available
both from plants and synthetic origin, and have accom-
plished the syntheses of laevigatin5 and herbertenol6

using it as the starting material.
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Four syntheses of racemic parvifoline have been
reported;7 three of which employed a Grob fragmenta-
tion for cyclooctane ring construction and the other
utilised a Dieckmann type intramolecular cyclisation
of an ester sulfone. The first enantiospecific synthesis
started from (R)-(+)-citronellal and utilised RCM for
the benzocyclooctene framework formation.8 In this
letter, we report another enantiospecific synthesis of
(�)-parvifoline 1 and (+)-isoparvifolinone 2 starting
from naturally occurring (R)-(+)-citronellal. However,
here we have utilised an intramolecular Friedel–Crafts
acylation as the key step for formation of the benzo-
cyclooctene ring.

As shown in the retrosynthetic analysis (Scheme 1), we
envisaged that (�)-parvifoline 1 could be obtained from
the cyclic enone 6, which in turn could be synthesised
from (R)-(+)-citronellal via conjugated ester 7 and diol 8.

Accordingly, (R)-(+)-citronellal (98% ee) was converted
to enone 9 (1:1 diastereomeric mixture) as reported in
the literature.9 Enone 9 was then treated with LDA
and quenched using TMSCl to give a silyl enol ether,
followed by oxidation using m-CPBA10 to give the tri-
methylsilyl ether of a-hydroxy-enone 10, which was
hydrolysed with aqueous HCl to furnish 10 in 70% over-
all yield. Enone 10 was then subjected to 1,2-addition of
MeMgI to give the corresponding diol 8 as a diastereo-
meric mixture, two components of which could be sepa-
rated by column chromatography, in 95% overall yield.
Both were found to be mixtures of diastereomers as sug-
gested by 1H and 13C NMR, but for convenience, they
were carried forward as a mixture. The secondary
hydroxyl group of diol 8 was then oxidised under Swern
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conditions11 and the resulting hydroxy-ketone was
immediately subjected to mesylation. Under the mesyl-
ation conditions, tertiary hydroxyl group elimination
resulted in aromatisation and afforded a mixture of
phenol 11 and its mesyl ester, which was hydrolysed
using KOH in refluxing methanol to furnish required
intermediate 11 in 47% overall yield. Phenol 11 was then
protected as its methyl ether using dimethyl sulfate and
potassium carbonate to provide 12 in 90% yield. The
olefin functionality of 12 was then dihydroxylated and
the resulting diol was immediately subjected to cleavage
with sodium periodate to provide the corresponding
aldehyde, which on two carbon olefination according
to Ando’s protocol12 resulted in Z-a,b-unsaturated ester
7 in 85% overall yield, as the sole product. The forma-
tion of 7 was confirmed by NMR spectral analysis. Ester
7 was then hydrolysed to the corresponding acid by
alkaline hydrolysis, and treated with oxalyl chloride to
give the corresponding acid chloride. The acid chloride
underwent intramolecular Friedel–Crafts acylation13

on treatment with anhydrous aluminium chloride in
dry CH2Cl2 to furnish the cyclic enone 6 in 40% overall
yield. The ketone functionality of 6 was then reduced
under Luche reduction conditions,14 followed by oxida-
tion of the resulting benzyl alcohol with pyridinium
chlorochromate15 supported on silica gel, resulting in
MeO

O EtOOC

MeO
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Scheme 1. Retrosynthetic analysis.
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Scheme 2. Reagents and conditions: (a) (i) LDA, THF, �78 �C, 2 h, then TM
to rt, 5 h; (iii) HCl, CH2Cl2, overnight, 70% overall; (b) Mg, MeI, THF, 0 �
CH2Cl2, �78 �C, 30 min, Et3N, �78 �C to rt, 5 h; (ii) MeSO2Cl, Et3N, CH2Cl
(d) Me2SO4, K2CO3, acetone, reflux, 12 h, 90%; (e) (i) OsO4 (cat), NMO (50%
(o-CH3C6H4O)2P(O)CH(CH3)COOEt, NaH, THF, �78 �C, 3 h, 85% overall;
(iii) AlCl3 (anhydrous), CH2Cl2, �20 �C to rt, 7 h, 40% overall; (g) (i) CeCl3–7
(h) BBr3, CH2Cl2, rt, 1 h, 60%; (i) H2/Pd/C (10%), MeOH, 12 h, followed by N
3 d, then 105 �C, 7 h; (ii) EtSLi, DMF, 110 �C, 60% overall.
1,3-carbonyl transposition to provide isoparvifolinone
methyl ether 13 in 60% overall yield. Finally, (+)-iso-
parvifolinone 2 was obtained by BBr3 promoted methyl
ether deprotection of 13 in 60% yield. The spectral
data16 were in complete agreement with the literature
values2 of the natural product and its specific rotation
{½a�25

D +850 (c 1, CHCl3)} {lit.2 specific rotation ½a�25
D

+854 (c 1, CHCl3)} was indicative of its optical purity
and this also confirmed its absolute configuration (see
Scheme 2).

Further, 13 was hydrogenated followed by borohydride
reduction to give alcohol 14 in 50% yield. This alcohol
was obtained as a single isomer as indicated by NMR
spectra and was in good agreement with the literature
values.7c However, as we were to destroy the newly gen-
erated stereocentres, we did not attempt to characterise
the isomer and subjected it to elimination under tosyla-
tion conditions as reported previously,7c giving parvifo-
line methyl ether 5, which on deprotection using lithium
thioethoxide gave (�)-parvifoline 1 in 60% overall yield.
Spectral data16 of the synthetic (�)-1 were in good
agreement with the literature values.1,2

Thus, (�)-parvifoline and (+)-isoparvifolinone have
been synthesised enantiospecifically starting from (R)-
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SCl, �78 �C to rt, 5 h; (ii) m-CPBA, aqueous NaHCO3, CH2Cl2, 0 �C
C, then 10, 0 �C to rt, overnight, 95%; (c) (i) oxalyl chloride, DMSO,

2, 0 �C to rt, then reflux, 7 h; (iii) KOH, MeOH, reflux, 7 h, 47% overall;
in water), acetone, rt, 24 h; (ii) NaIO4 on silica gel, CH2Cl2, rt, 5 h; (iii)
(f) (i) KOH, MeOH, reflux, 4 h; (ii) oxalyl chloride, CH2Cl2, 0 �C, 3 h;
H2O, NaBH4, MeOH, 0 �C, 30 min; (ii) PCC on silica gel, 60% overall;
aBH4, 30 min, 50%; (j) (i) pyridine, p-toluenesulfonyl chloride, �4 �C,
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(+)-citronellal, employing intramolecular Friedel–Crafts
acylation as the key step.
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