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An efficient tandem ring-closing dienyne metathesis of dienynes derived from cyclohex-2-enone affords the [5.3.1] carbon framework characteristic
of taxanes in a single-step process. Further stereoselective functionalizations of the resulting [5.3.1] carbon framework lead to an advanced

intermediate in a novel synthetic strategy for taxane analogs.

The effective anticancer properties of some of the members
of the taxane family for the treatment of several types of
tumors still attract attention from chemists in terms of the
synthesis of taxane derivatives.! Despite the relevant con-
tribution of taxanes such as taxol 1 or taxotere 2 (Scheme
1) inimproving the life quality and overall survival of cancer
patients thanks to their unique mechanism of action,® the
low solubility of these compounds in water, the appearance
of several secondary effects, and the development of mul-
tidrug resistance (MDR)? represent serious limitations to their
clinical use. Research in this area has therefore moved toward
the preparation of less toxic analogs with improved
properties.’’ This search calls for new, efficient, and versatile
synthetic methods for the construction and functionalization
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of the taxane skeleton. Unfortunately, the diverse range of
methods developed to date to synthesize these polycyclic
frameworks generally requires a large number of chemical
transformations.”

Nowadays, not only must any new synthetic methods for
the preparation of active compounds be designed bearing in
mind the atom and step economy, but they should be benign



with respect to the environment and also be economically
viable.® For these reasons, new methods must be devel oped
and of special interest are the cascade reactions, which are
rapidly gaining ground.® We recently reported ring-closing
dienyne metathesis (RCDEY M)"® applied to the synthesis
of novel taxostereoids.” In this Letter we describe our initial
studies into a highly efficient and stereoselective synthesis
of an advanced taxane deriative starting from cyclohexenone.

We envisaged that the most rapid strategy to test the
RCDEYM approach to taxane derivatives would be based
on dienynes 3 (Scheme 1), which are available by enol
alkylation followed by carbonyl allylation.® In the same way
as other dienynic metatheses, the terminal isopropyl group
in the enynic moiety of 3 would direct the initial incorpora-
tion of the ruthenium to the less-substituted double bond.
Cyclization of this dienyne in such a way would provide
the desired [5.3.1] framework (5) through the secondary
vinylideneruthenium(l1) intermediate 4. The six-membered
ring would not only represent the taxane C-ring but would
also help to form the B-ring by acting as platform for the
successive annelations.™®

The enantiopure alcohol (S)-6 (Scheme 2), prepared as
described previously,® was transformed into iodide (S)-7 by
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treatment with iodine and triphenyphosphine. This compound
was then reacted at —78 °C with the enolate of cyclohex-
anone, generated with potassium hexamethyldisilazide, to
furnish the corresponding diastereomeric mixture (8a and
8b) in a 1:1 ratio.** The two epimers were easily separated
by flash chromatography and then treated separately with a
solution of alyl magnesium bromide in THF at —78 °C to
provide the corresponding four diastereomers (3a;, 3a, and
3bs, 3b,, respectively) in similar proportions.** Finally, each
of the four dienynes was treated with 10% second generation
Grubbs' catalyst [Ru]®? under reflux in benzene for 2 h. Only
one of the four isomers gave the [5.3.1] tricyclic compound
(5a4), while the other three isomers led to the formation of
the trienes 9, in which only the first annelation took place
(Scheme 2). Additionally, none of the resulting triene
derivatives 9 gave the tricycle 5 when subjected again to
RCM with [Ru]®2. This result confirms the importance of
the geometry of the dienynic substrate, showing that only
one of the diastereomers can undergo the double cyclization.

The relative stereochemistry of the tricycle 5a was
proposed on the basis of theoretical calculations owing to
the absence of characteristic signalsin the 'H NMR spectrum
that could help to establish its structure.*?> Molecular me-
chanical calculations indicate that the lowest-energy isomer

(11) The relative stereochemistry of the different intermediates in this
manuscript was arbitrarily assigned at this point, but it was later confirmed
by X-ray crystallography of an enantiomer of the monobenzoate of diol
15a4r (see Figure 1, Supporting Information).
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has a trans-fusion 6-8 bicyclic system and that H1 and H3
are both oriented to the same face (5a;) (see Figure 2 in
Supporting Information),*® with this arrangement being
6.5—10.4 kcal/mol more stable than any other stereoisomers.

The results described above show the feasibility of the
proposed strategy. However, in order to improve the prepara-
tion of the trans-isomer between allylic and enyne moieties
and also to increase the structural complexity of the skeleton
by introducing some of the pharmacophore-relevant func-
tional groups present in the biologically active taxanes, a
new strategy was designed based on cuprate addition to
cyclohex-2-enone followed by trapping of the resulting
enolate with aldehyde (9-11 (Scheme 3), with the new target
being the hydroxylated dienyne 10.

Scheme 3
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According to this approach, cyclohexenone was treated
with a freshly prepared alyl cuprate solution at —78 °C,
and the resulting enolate was reacted with aldehyde (S)-11
to afford a 1:1 mixture of the dienyne isomers (10a and 10Db).
The stereochemistry assignment was based on the well-
known anti-aldol selectivity and on the assumption that the
trans-aldols were obtained (Scheme 3), though it was not
possible at this point to confirm this proposal by NMR
experiments.* Unfortunately, the hydroxyketones (10a, 10b)
were not transformed into the desired tricyclic compound
12 when subjected to metathesis conditions; instead, complete
decomposition of the dienynes was observed.

To avoid this setback and after unsuccessful attempts to
protect the carbonyl group as an acetal, we opted for a
reduction. Treatment with diisobutylaluminum hydride
(DIBAH) of both isomers separately afforded in each case
the corresponding two isomers 13a4r: 13a4s and 13br:13b4s
(epimers at the taxol C4) in a 1:2 ratio, while treatment with
sodium borohydride changed the ratio to 7:1 (Scheme
4).* The stereochemistry of this center is not important at
this stage because the oxetane ring will be introduced later
from either of the two C4-stereomers. Unfortunately, none

(13) The geometries were determined using the program Gaussian 98W.
Frish, M. J. et al. Gaussian 98, Revision A.5; Gaussian, Inc.: Pittsburgh,
PA, 1998.
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Chem., Int. Ed. 2006, 45, 7506.
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of the resulting diols (13), when subjected to the metathesis
conditions, led to the desired tetracyclic compound, with
compl ete decomposition of the starting dienynes observed.™®
In view of the known instability of these diols, they were
protected to give the corresponding products 14a and 14b,
which were in turn subjected to previously optimized
RCDEYM conditions (10% [Ru]®2, benzene, A).%® After
1.5hit was confirmed by TLC that dienynes 14a,z and 14ass
gave, in each case, one single product, visible by UV light,
that was purified and unequivocally identified as the corre-
sponding tricyclic systems 15a,c and 15a4s. A thorough
inspection of the bidimensional spectra of these compounds
enabled us to determine definitively most of the stereogenic
centers. The NOE relationships in 15a,r between H1 and
H3 and H3 and H15, coupled with the strong interaction
between H2 and H8 and H10, can only be explained if, as
expected, the polycyclic framework possesses the (3S-8S)
trans-fusion, with an (R) configuration in C2, derived from
the originally predicted anti-aldol condensation. Moreover,
the NOE relationship between H3 and H4 suggests an (R)
configuration for this latter center, meaning that the two
hydroxy groups are in a trans-disposition. The 2D-spectra
of 15a4s showed NOE interactions H3—H15, H3—H1,
H2—H8, and H2—H10, which define the skeleton structure
of these molecules. An NOE relationship between H4 and
H8 and a wesker one between H4 and H2 were also
observed, and these confirm the cis-disposition of the
hydroxy groups.

On the other hand, dienynes 14b reacted to afford a
complex mixture of products in which the main isolated
compound was identified as the respective triene derivative
16b rather than the desired tricyclic products 15b. Treatment
of isolated 16b.r, again with catalyst [Ru]®?, showed the
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formation of a more polar and UV-visible compound that
could not be characterized due to rapid decomposition.*®
Once we had studied the construction of the tricyclic
frameworks, we decided to increase the complexity of 15ays,
the C4 stereochemistry of which corresponds to the taxol.*”
Treatment of 15a4s with 1 equiv of m-chloroperbenzoic acid
yielded the epoxide 17ass (Scheme 5), in which the oxirane

i) BH3. THF,
o°c,

i) HaOs,
NaOH (3M),

1/ dag A OP o
: AcO, H 1 My
m i) PDC, CH,Cly,
NaBH,, CeCIa TH-0, i) Al2O; (cat),
MeCH, 0°C, 75%. iiiy DIEA, DMAP,
19a45 Ac,0, 88%

has been formed at the most reactive olefin and the least
hindered face, as confirmed by the NOEs observed between
H8 and H10, and H10 and Me18. Hydroboration-oxidation
of 17a4s furnished alcohol 18a4s in very good yield. Once
again, the NOE relationships between H13-Mel8 and Mel8-
H10 indicate that the attack of the borane took place at the
o-face of the taxane skeleton. Oxidation of 18as with PDC

(16) In order to understand better the different behavior of dienynes
14a and 14b, we performed the energetic minimization of the four possible
tricyclic derivatives, assuming as mentioned before that the b isomers have
the trans fusion opposite to the a ones. We found that the theoretical
calculations®® predict a gap of 20 kcal/mol between 15a isomers (3S8S-
products) and the (3R,8R)-15b-ones, which would explain the low stability
of the latter and the great difficulty in forming them; see Figure 3 in
Supporting Information.

(17) Same synthetic squence was followed with isomer 15a4r to give
taxane 20asr; see Scheme 1 in Supporting Information.
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was followed by treatment of the resulting ketone with a
catalytic amount of Al,Os to facilitate ketone enolization that
induces epoxide opening while forming the double bond
between C11 and C12. Trapping of the resulting alkoxide
with acetic anhydride gave compound 19ass in excellent
yield. Finaly, reduction of 19ass under typical Luche
conditions'® provided a cohol 20ays as a single diastereomer.
The strong NOE interaction between H8 and H10 cor-
roborates the expected 10-(R) configuration, and the NOEs
observed between H13 and H15 and H13 and H14 confirm
a 13-(R) configuration.

In summary, we have successfully used the cascade ring-
closing dienyne metathesis (RCDEYM) to prepare the
bicyclo[5.3.1]undecadiene taxane carbon system, including
the C2,C4-hydroxy groups and the methyl Mel8, which is
characteristic of taxol, from simple dienynes containing a
six-membered ring that acts as a platform for the double
cyclization. We can conclude from our experiments that the
cascade cyclization takes place only if the stereocenters C1
and C3 match to give the tetracyclic framework in which its
substituents (H in this case) are oriented toward the same
face. We also carried out initial studies aimed at introducing
additional functional groups on the taxane skeleton, develop-
ing afairly short synthetic route to introduce the characteristic
acetate at C10 and a hydroxyl group at C13, which would
readily allow the coupling of the amino acid side chain.
Further studies aimed at different kinds of taxane analogs
and related biological studies are currently underway.
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