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Abstract Two dienes comprising the complete heavy-atom framework
of the macrocyclic core of the marine macrolide leiodolide A were pre-
pared by esterification of an appropriate carboxylic acid and two alco-
hol building blocks. The latter were obtained in a stereoselective fash-
ion from (R)-citronellal via a Crimmins-type aldol reaction, oxidative
double bond cleavage, and efficient oxazole formation as the key trans-
formations. The possible ring-closing metathesis (RCM) based macro-
cyclization of the dienes was investigated under different conditions.
None of the cyclized product was obtained in any of these experiments,
thus indicating that RCM between C6 and C7 may not be a viable strat-
egy for the total synthesis of leiodolide A.

Key words leiodolide, natural product, oxazole, ring-closing metathe-
sis, total synthesis

Leiodolide A (1) is a 19-membered marine macrolide
that was isolated in 2006 by Fenical and co-workers from
the deep-water marine sponge Leiodermatium, together
with the related macrolactone leiodolide B (2, Figure 1).2
Leiodolides A/B exhibit several unique structural features,
including a conjugated oxazole ring), a carboxylic acid side
chain that also incorporates a tertiary alcohol moiety, and
in the case of leiodolide B (2), a bromine substituent.

Leiodolide A (1) has shown significant cytotoxicity in
the NCI 60 cell-line panel, with an average Gls, of 2.0 uM
and sub-uM Gls, values against a number of noninterrelated
cancer cell lines, including HL-60 (leukemia, 0.26 uM), NCI-
H522 (non-small cell lung cancer, 0.26 uM), and OVCAR-3
(ovarian cancer, 0.25 uM).2 Based on these findings and giv-
en our longstanding interest in the chemistry and biology
of bioactive natural products,® we were attracted to leiodo-
lides as targets for total synthesis and subsequent SAR eval-
uation. As the configuration of leiodolides had not been ful-
ly elucidated by the isolation group (the configuration of
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Figure 1 Molecular structures of leiodolides A (1) and B (2)

the C13 stereocenter remained unassigned), a successful to-
tal synthesis would also yield the complete stereochemical
assignment of these natural products. The initial focus of
our synthetic work was on leiodolide A (1) with its some-
what less complex structural framework, which would fa-
cilitate analogue synthesis and SAR studies.

Unfortunately, however, synthetic studies by Fiirstner
and co-workers directed at the total synthesis of leiodolide
B (2) have shown that its structure had not been assigned
correctly by the isolation group (irrespective of the configu-
ration at C13).4 As none of the possible diastereoisomers of
nominal leiodolide B (2) prepared in the course of Fiirst-
ner’s work exhibited spectral properties that were identical
with those reported for the natural product, the true struc-
ture of leiodolide B (2) is currently unknown. These find-
ings also cast doubt on the validity of the structure that has
been assigned to leiodolide A (1).
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In contrast to nominal leiodolide B (2), no total synthe-
sis has been disclosed so far for (nominal) leiodolide A (1),
although a number of reports have described the synthesis
of building blocks and advanced intermediates.> While all
of these efforts were based on the projected construction of
the macrocycle by macrolactonization, our own approach
towards leiodolide A (1) was to entail macrocycle formation
by ring-closing olefin metathesis (RCM) between C6 and C7
(Scheme 1).5

R = CH,OPG: 3
R = CH=C(CH3)CH,0OPG: 4
PG = H or protecting group

Scheme 1 RCM-based retrosynthesis of leiodolide A (1)

As the total synthesis was also meant to set the scene
for the subsequent preparation of side-chain-modified vari-
ants of 1, our diene substrate would not incorporate the
complete leiodolide A side chain, but rather a less complex,
functionalized moiety (as, for example, in dienes 3 or 4,
Scheme 1) that would allow further elaboration into both
the natural product as well as side-chain-modified ana-
logues.

We were, however, cognizant of the fact that only a lim-
ited number of examples have been described in the litera-
ture of RCM-based macrocyclizations involving the forma-
tion of a trisubstituted double bond for ring sizes >14.7
Likewise, we are aware of only one example of an RCM of a
diene substrate with one of the reacting double bonds be-
ing part of a vinyl oxazole moiety,® although in contrast to
our case, this double bond was not further substituted (i.e.,
ring closure led to a disubstituted double bond). Given the
scarcity of literature data on related ring-closure reactions,
we decided to investigate the inherent feasibility of the pro-
jected RCM-based formation of the leiodolide A macrocycle
on two model dienes with C17 either unsubstituted (5;
Scheme 2) or bearing a simple methyl group in place of a
functionalized side chain precursor (6; Scheme 2). The re-
sults of these model studies are summarized in this com-
munication.

As depicted in Scheme 2, dienes 5 and 6 were to be ob-
tained from acid 7 by esterification with alcohols 9 and 10,
respectively. The latter would in turn be accessed from ox-
azolidinone 12 and (R)-citronellal (13) via a Crimmins-
type? aldol reaction, while acid 7 was to be prepared from
aldehyde 8 by Wittig-type chemistry. Importantly at the
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Scheme 2 Retrosynthesis of model dienes 5 and 6

time, this strategy could be readily adapted to the synthesis
of dienes 3 or 4, which would be en route to the natural
product.

In the forward direction, the aldol reaction of acyl oxaz-
olidinone 12 and (R)-citronellal (13) under Crimmins con-
ditions (TiCl,, NMP)® gave the desired aldol product 16 as a
single isomer in 66% yield after chromatographic purifica-
tion (the reaction produced four diastereoisomers in a
128:12:3:1 ratio)'® (Scheme 3). In contrast, conducting the
reaction under standard Evans aldol conditions with
Bu,BOTf as the Lewis acid gave only incomplete conversion
(ca. 55% based on 12) and a 27% yield of the aldol product.
Methylation of 16 with Meerwein salt gave the correspond-
ing methyl ether, which was elaborated into amide 17 by
oxidative cleavage of the double bond with NalO, in the
presence of catalytic amounts of KMnO,!! and subsequent
DCC-mediated coupling of the ensuing carboxylic acid with
L-serine methyl ester in high overall yield (43% for the
three-step sequence from 16). It should be noted here that
initial attempts at osmium tetroxide promoted catalytic ox-
idative cleavage of 16 with Oxone® as the stoichiometric ox-
idant'? did not yield any of the desired product. In contrast,
the use of NalO, in combination with catalytic KMnO, gave
the desired carboxylic acid reproducibly in yields of 66—
76%. Employing methodology that was developed by Wipf
and Williams,'® amide 17 was then transformed into oxaz-
ole 18 by treatment with DAST and subsequent oxidation of
the resulting oxazoline with BrCCl; in 67% overall yield.
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Scheme 3 Reagents and conditions: (a) i. 12, TiCl,, i-Pr,NEt, CH,Cl,, NMP, =78 °C, 80 min; ii. (R)-(+)-citronellal (13), =78 °C, 3.5 h, 66%; (b) Me;OBF,,
Proton Sponge®, CH,Cl,, 0 °C, 3 h, 85%; (c) NalO,, KMnQ, (cat.), K,CO5, H,0-t-BuOH-EtOH (4:1:1), r.t., 2.5 h, 66-76%; (d) HCl-H-.-Ser-OMe, DCC, Et;N,
r.t., 75%; ) DAST, CH,Cl,, -78 °C, 80 min, 92%; (f) BrCCl;, DBU, CH,Cl,, r.t., 19 h, 74%; (g) NaBH,, THF-H,0 (4:1), .t., 5 h, 71%; (h) Pd/C, H,, EtOH, r.t.,
7.5 h, 72%; (i) TBSOTf, 2,6-lutidine, CH,Cl,, =78 °C, 45 min, 98%; (j) PhsPCH;Br, NaHMDS, Et,0, r.t., 45 min; then 19 at -78 °C, r.t., 90 min, 78%; (k)
NalO,, THF=H,0 (4:1), r.t., 7 h, 57%; (I) DMP, CH,Cl,, 0 °C, 90 min, 58%; (m) MeMgl, THF, =78 °C, 90 min, 50%.

Reductive removal of the oxazolidinone moiety in 18
with NaBH, in THF-H,0 (4:1)'* gave the corresponding pri-
mary alcohol in good yield (71%); protecting group ex-
change (Bn — TBS) via catalytic hydrogenation and reaction
of the resulting free diol with TBSOTf then furnished bis-
TBS ether 19 (70% for two steps). Treatment of 19 with an
excess of Ph;PCH;Br and NaHMDS resulted in the direct
smooth conversion of the methyl ester moiety into an iso-
propenyl group.!> Subsequent selective cleavage of the pri-
mary TBS ether with NalO,'® then gave the free alcohol 9;
oxidation of 9 with DMP followed by reaction of the result-
ing aldehyde with MeMgBr furnished secondary alcohol 10
as a 6:4 mixture of diastereoisomers at C17 (leiodolide
numbering) in 29% yield (based on 9).

It had been our original plan to retain both the chiral
auxiliary as well as the benzyl ether protecting group until
after the installment of the isopropenyl moiety on the ox-
azole ring, but this approach was thwarted by the fact that
imide 18, in contrast to TBS ether 19 could not be converted
into the corresponding isopropenyl derivative. While no
conversion was observed with eight equivalents of
Ph;PCH;Br/NaHMDS (the stoichiometry used with 19), de-
composition was induced by increasing the excess of the
Wittig reagent, presumably due to opening of the oxazolid-
inone ring.

The synthesis of acid 7 is summarized in Scheme 4 and
commenced with the aldol reaction of the propionyl-oxazo-
lidinone 20 and acrolein (21), which produced the desired
syn-aldol product 22 in a moderate yield of 51% (single iso-
mer).!”
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Scheme 4 Reagents and conditions: (a) n-Bu,BOTH, i-Pr,NEt, CH,Cl,, =78 °C
t0 0°C, 4 h, 51%; (b) TBSCI, ImH, DMAP, CH,Cl,, r.t., 2h, 97%; (c) NaBH,,
THF-H,0, r.t., 22 h, 75%; (d) DMP, NaHCO, CH,Cl,, 0 °C, 30 min, r.t., 30

min, 81%; (e) (MeO),P(0)CH,COOMe, LiCl, DBU, MeCN, r.t., 1 h, 83%;
(f) LIOH-H,0, H,0,, THF-H,0-MeOH (4:1:1), r.t., 10 h, 87%.

Protection of the hydroxy group as a TBS ether followed
by reductive removal of the chiral auxiliary with NaBH,
gave monoprotected diol 23, which was elaborated into
acid 7 via aldehyde 24. The latter underwent a highly stereo-
selective Horner-Wadsworth-Emmons reaction with
methyl dimethylphosphonoacetate under Masamune-
Roush conditions;'® subsequent ester cleavage with LiOOH
then gave 7. Acid 7 was obtained in 43% overall yield for the
five-step sequence from aldol product 22.'°

The esterification of acid 7 with alcohols 9 or 10 was
conducted under Yamaguchi conditions?® and gave the re-
spective dienes 5 and 6 in moderate yields (42% and 40%,
respectively; Scheme 5); no attempts were made to opti-
mize these transformations.?!
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Scheme 5 Reagents and conditions: (a) 2,4,6-trichlorobenzoyl chloride,
Et;N, THF, r.t., 50 min; then DMAP, toluene, r.t., 24 h, 5: 42%; 6: 40%.

In a series of preliminary small-scale experiments,
dienes 5 and 6 were subjected to different RCM conditions,
employing either the Grubbs,?? Hoveyda-Grubbs,® or
Piers-Grubbs?* second-generation catalysts.>> Unfortunate-
ly, none of the desired cyclized product could be detected
(TLC, MS) under any of the conditions investigated, mostly
due to a lack of conversion.

Obviously, our screening has not been exhaustive and it
is conceivable that cyclization might be achievable under
conditions other than the ones investigated in this study.
Likewise, it cannot be ruled out that the 13S isomers of 5 or
6 (leiodolide numbering) could have a higher propensity to
undergo the reaction than 5 or 6. However, notwithstand-
ing these uncertainties, our data indicate that the formation
of the leiodolide A macrocycle by means of RCM between
C6 and C7 will at least be difficult to achieve.?® As a conse-
quence, we have redirected our own efforts towards the to-
tal synthesis of leiodolide A to a different cyclization ap-
proach, but still building on the chemistry that we have de-
veloped as part of this study for the synthesis of the C7-C17
segment. This work is currently ongoing and will be report-
ed in due course.
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