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The total synthesis of the sesquiterpenoid xylarenal A is
reported. This first synthetic entry to an eremophilane
terpenoid with an exocyclic vinyl aldehyde unit involves the
use of the bicyclic enone (+)-3, which after a γ-oxidation and
R′-allylation leads to the formation of the ketone (+)-8. After
its acylation, an oxidative cleavage of the allyl side chain
followed by R-methylenation of the resulting aldehyde gives
(+)-xylarenal A (1). The synthesis of (-)-xylarenal A from
(-)-3 is also reported. Moreover, the first total synthesis of
the trinoreremophilane (+)-1R-hydroxyisoondetianone (5) is
described.

The rare eremophilane sesquiterpenoids1 embodying
the 8-oxo-9,11-eremophiladien-12-al motif2 are biogeneti-
cally related natural products that have been recently
isolated from Xylaria fungi (Figure 1). A total synthesis
of these novel sesquiterpenoids, which show noteworthy
pharmacological activities such as an HIV-1 integrase
inhibition (integric acid),3 NPY-receptor antagonism (xy-
larenals A and B),4 and cytotoxicity toward a CCRFCEM
leukemia line (eremophilane 07H239-A),5,6 has yet to be
reported.

Xylarenal A (1) was isolated from the fermentation
broth of a fungal strain, Xylaria persicaria, by a team of
Merck scientists,4 the fungus being retrieved from fallen
fruits of Liquidambar styraciflua L. collected in eastern
North America.7 The structure of 1 was determined using
NMR spectroscopy, and the absolute configuration was
not assigned. It was demonstrated that xylarenals are
selective ligands for the NPY Y5 receptor, which accord-
ing to genetic and pharmacological studies is involved
in mediating food intake and body weight.8,9

In this paper, we describe the total synthesis of (+)-
xylarenal A (1), which constitutes the first synthetic entry
to an eremophilane sesquiterpene embodying a vinyl
aldehyde linked to the decalin ring skeleton and allows
the absolute configuration of xylarenal A to be estab-
lished. Additionally, the synthesis of 1R-hydroxyiso-
ondetianone,10 which is formed in the course of the
synthetic route to xylarenal A, is reported. This tri-
noreremophilane was isolated by Bohlmann from aerial
parts of Ondetia lineariz in 1989.

Results and Discussion

Our synthetic planning (Figure 2) was based on the
use of the enantiopure bicyclic enone 311 as the advanced
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FIGURE 1. Structure of xylarenals and related sesquiterpe-
noids.
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synthetic intermediate, which as well as ensuring a
known configuration for the two stereogenic centers at
C(4) and C(5)2 might also allow good stereocontrol in the
genesis of the stereogenic centers at C(1) and C(7). As
starting material for the synthesis of target 1, shown in
Scheme 1, we used the (+)-Wieland-Miescher ketone 2,12

which is available from 2-methyl-1,3-cyclohexanedione
by an asymmetric process promoted by L-proline. Fol-
lowing the protocol developed by Paquette13 allowed the
building block 2, which has been widely used in the
synthesis of terpenoids and steroids, to be transformed
in a six-step sequence into the bicyclic enone (+)-3,14

which is the common intermediate for the syntheses
reported here (Scheme 1).

As the crucial steps in our approach to 1, we planned
an oxidation at C(1) to be followed by the formation of
the C(7)-C(11) bond, incorporating a latent acetaldehyde
side chain. Oxidation of 3 to install the hydroxyl group
at C(1) was carried out through its dienol ether (not
shown), which was treated by oxone under the conditions
reported by Fuchs in the steroid field.15,16 The stereo-
chemical outcome of this oxidation (Scheme 2), which
furnished the axial alcohol 4 (58%) and its equatorial
epimer 5 (14%),17 is consistent with that observed in
closely related systems.18 The configuration of alcohols
4 and 5 was assigned on the basis of the coupling pattern/
chemical shift observed for methine protons at C(1) and
C(9): axial alcohol 4 displays signals at δ 4.31 (t, J ) 3
Hz) and 5.81, respectively, while the equatorial alcohol
shows the two signals at δ 4.30 (ddd, J ) 11.5, 5.6, 1.9
Hz) and 6.19. Compared to its epimer, the latter is
deshielded due to the anisotropic effect of the near
hydroxyl group.

Interestingly, the minor alcohol formed corresponds to
the trinorsesquiterpenoid 1R-hydroxyisoondetianone (5),10

whose 1H NMR and optical rotation data coincide fully
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FIGURE 2. Proposed synthetic pathway to xylarenal A.

SCHEME 1. Synthesis of Xylarenal A

a Methyl vinyl ketone, L-proline. b(i) (CH2SH)2, TsOH; (ii)
Ph3PdCHOCH3, then HCl; (iii) NaBH4; (iv) MsCl; (v) LiBHEt3;
(vi) Tl(NO3)3. cSee Scheme 2.

SCHEME 2. Synthesis of
(+)-1-Hydroxyisoondetianone (5)
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with those of the natural product, allowing the absolute
configuration of this terpenoid to be determined.17 This
natural product was obtained in a better yield by
converting its epimer, alcohol 4, into 5 through a Mit-
sunobu process,19 followed by a saponification of the
nitrophenylbenzoate initially formed.20 Thus, the overall
yield for the transformation of (+)-3 into (+)-5 is 54%
(Scheme 2).

Returning to the synthetic sequence to xylarenal A, to
optimize the yield of the required alcohol 4, the minor
epimer 5 was converted to axial alcohol 4 using the above
Mitsunobu protocol with a 67% yield, thus increasing the
overall yield of the transformation (3 f 4) to 68%. Alcohol
4 was then protected with TBSCl, to give compound 6 in
84% yield. Treatment of the kinetic enolate of 621 with
allyl bromide diastereoselectively gave compound 7 in
55% yield (74% based on recovered ketone 6).22 After
removal of the TBS group from 7 using TBAF, alcohol 8
was isolated in 88% yield.23 The configuration at C(7) was
established by means of NOESY experiments, which
showed a strong cross-peak connecting H-7ax and the
C(14) methyl group. Moreover, the chemical shift (δ 18.3)
of C(14) is diagnostic of the equatorial disposition of the
allyl group from compound 7 onward.

At this point, we decided to examine the sequence in
reverse with an initial allylation at C(7) followed by an
oxidation at C(1) to avoid the protection/deprotection
steps.24 When the allylation process was carried out from
3, the conversion to ketone 10 was achieved in 52% yield,
the diallylated derivative being isolated in 12% yield.
However, the γ-oxidation now took place in only 34%
yield to give alcohol 8 together with 10% of its epimer at
C(1). So, although this sequence (3 f 8) only requires
two steps, its overall yield (17%) compared with that
obtained in the sequence depicted in Scheme 1 (29%) led
us to discard this protocol.

We pursued the synthetic process by means of esteri-
fication of alcohol 8 with decanoic anhydride to achieve
the characteristic side chain of the target at C(1),

compound 11 being isolated in nearly quantitative yield.
The last phase of the xylarenal A synthesis implies the
oxidation of the allyl moiety to achieve aldehyde 12,
which should be submitted to a methylenation process.
While the ozonolysis cleavage of 11 was unsuccessful, the
catalytic OsO4 process, using 2,6-lutidine as an additive,25

led satisfactorily to aldehyde 12. Finally, the C(13)
methylene was installed in only one step by a reaction
of 12 with dimethyl methyleneammonium iodide (Es-
chenmoser’s salt) in CH2Cl2 and triethylamine as a
base,26,27 which proceeded smoothly to give 1 in 78% yield.

Compound 1 had NMR spectral data matching those
reported for the isolated xylarenal A,28 which allowed us
to conclude that the stereostructure of the natural
product corresponds to that of 1. The dextrorotatory
power of 1, [R]D + 28.2 (c 0.45, CH2Cl2), has enabled the
absolute configuration of the bicyclic core of xylarenal A
to be established as 1R,4S,5R,7S.29

In summary, the first synthesis of (+)-xylarenal A has
been accomplished (14 steps from (+)-Wieland-Miescher
ketone, 7% overall yield). The route here described is the
first to achieve sesquiterpenoids embodying an R,â-
unsaturated aldehyde moiety directly attached to the R′-
position of the bicyclic enone motif.30,31

Building on this approach, the synthetic entry to the
nonnatural enantiomer is also possible since the key
intermediate 3 is available in its levo form.32 Thus,
starting from (-)-3,33 which is obtained in 28% yield from
the commercially available (R)-3-methylcyclohexanone,
and following the same protocol described in Scheme 1,
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FIGURE 3. Stereofigure of (+)-xylarenal A.
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we have arrived at (-)-xylarenal A, [R]D -32.7 (c 0.85,
CH2Cl2) (Scheme 3).
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SCHEME 3. Synthesis of (-)-Xylarenal A

a (i) HCO2Et, NaOMe; (ii) PhNHMe; (iii) LDA, MeI; (iv)
Br(CH2)2CO2Et, Kt-BuO; (v) 1 N HCl, THF, then 1 N NaOH; (vi)
NaOAc, Ac2O; (vii) (MeO)2POMe, BuLi.
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