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(—)-Lomaiviticin A is a complex C,-symmetric bacterial metabolite comprising two diazotetrahydrobenzo
[blfluorene (diazofluorene) residues and four 2,6-dideoxy glycosides, a-L-oleandrose and N,N-dimethy!l-B-
L-pyrrolosamine. The two halves of lomaiviticin A are linked by a single carbon—carbon bond oriented syn
with respect to the oleandrose residues. While many advances toward the synthesis of lomaiviticin A have
been reported, including synthesis of the aglycon, a route to the bis(cyclohexenone) core bearing any of the
carbohydrate residues has not been disclosed. Here we describe a short route to a core structure of
lomaiviticin A bearing two a-L-oleandrose residues. The synthetic route features a Stille coupling to form
the conjoining carbon-carbon bond of the target and a double reductive transposition to establish the

correct stereochemistry at this bond. Two synthetic routes were developed to elaborate the reductive
Received 14th May 2020 t iti duct to the bis(cycloh ) target. Th fficient pathway feat
Accepted 17th June 2020 ransposition product to the bis(cyclohexenone) target. e more efficient pathway features an

interrupted Barton vinyl iodide synthesis followed by oxidative elimination of iodide to efficiently
DOI: 10.1039/d0sc02770g establish the enone functionalities in the target. The bis(cyclohexenone) product may find use in

rsc.li/chemical-science a synthesis of lomaiviticin A itself.

Introduction

(—)-Lomaiviticin A (1) is a complex C,-symmetric bacterial
metabolite first disclosed in 2001 (Fig. 1)."* (—)-Lomaiviticin A
(1) possesses four carbohydrate residues, «-r-oleandrose and
N,N-dimethyl-B-L-pyrrolosamine, and two diazotetrahydrobenzo
[b]fluorene (diazofluorene) residues.*® The two halves of
(—)-lomaiviticin A (1) are linked by a single carbon-carbon
bond. Construction of this bond with the correct stereochem-
ical configuration (syn to the tertiary carbon-oxygen bonds, see
blue bonds in 1) constitutes a significant barrier to chemical
synthesis.

(—)-Lomaiviticin A (1) is cytotoxic with half-maximal inhibi-
tory potencies in the nanomolar-picomolar range against
a variety of cultured human cancer cell lines. The cytotoxicity of
(—)-lomaiviticin A (1) arises from the induction of double-strand
breaks in DNA. Mechanistic studies established that strand
cleavage proceeds by the sequential generation of carbon-
centered radical intermediates at each diazo carbon, followed
by hydrogen atom abstraction from the deoxyribose chain and
degradation.®™*?
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We previously reported a synthesis of (—)-lomaiviticin
aglycon (2) by the late stage oxidative coupling of two mono-
meric diazofluorenes.”® While this strategy was amenable to
construction of the aglycon form of the natural product, it has
not yet provided a viable means to synthesize (—)-lomaiviticin A
(1) itself. Accordingly, we have evaluated strategies wherein the
bridging carbon-carbon bond is formed earlier in the synthetic
route. Several other laboratories have pursued a similar line of
inquiry, and notable advances have been recorded.*>*
However, a synthesis of the bis(cyclohexenone) core of
(—)-lomaiviticin A (1) with any of the carbohydrate residues in
place has not been disclosed, to our knowledge.

CH3"

\
CHy

(-)-lomaiviticin A (1) (—)-lomaiviticin aglycon (2)

Fig. 1 Structures of (—)-lomaiviticin A (1) and (—)-lomaiviticin aglycon
2).
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Results and discussion

We initially targeted the bis(oleandrose) derivative 3 (Scheme 1).
It was envisioned that 3 could be elaborated to the target by
introduction of the aminosugar residues, followed by annula-
tion and global deprotection. We considered installing the
aminosugar residues early in the route. However, protected
derivatives bearing a carbamate or amide exist as mixtures of E/
Z isomers, resulting in mixtures of four possible diastereomers
in dimeric structures. In exploratory studies we were unable to
identify NMR conditions (solvent, temperature) that provided
intelligible spectra of these intermediates.

Several strategies to access 3 from the 1,3-diene 4 were
envisioned. The retrosynthetic conversion of 3 to 4 allows the
bridging carbon-carbon bond to be formed by metal-catalyzed
formal dimerization of the vinyl iodide 5. The latter was
prepared from the oleandrose donor 6 and the known a-sily-
loxyketone 7.%°

Several syntheses of oleandrose have been reported.*®*°-3*
We developed a new and practical chiral pool approach.
Beginning with the commercial reagent 3,4-di-O-acetyl-6-
deoxy-L-glucal (8; Scheme 2), site-selective C4 deacetylation
and benzylation was achieved under biphasic conditions
(benzyl bromide, aqueous sodium hydroxide, dichloro-
methane).** Removal of the remaining acetate (potassium
carbonate, methanol), provided the differentiated glycal 9
(74%, two steps). Methylation of the C3 alcohol (sodium
hydride, methyl iodide) followed by hydroacetoxylation of the
enol ether (triphenylphosphine hydrogen bromide, acetic
acid)* formed the glycosyl acetate 10 as a 3 : 1 mixture of a-
and B-diastereomers (81% over two steps). Finally, fluo-
rodeacetoxylation (hydrogen fluoride-pyridine complex)
generated the glycosyl fluoride 6 (>10 : 1 o : B). The electron-
rich glycosyl fluoride 6 was unstable toward purification.
Consequently, the unpurified product was used directly in
the subsequent glycosylation step.

o
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Scheme 1 Retrosynthetic analysis of the bis(oleandrose) derivative 3.
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Scheme 2 Synthesis of the fluoride donor 6.

The ketone 7 was obtained in four steps, 31% yield, and 99%
ee from cyclohex-2-ene-1-one according to a published proce-
dure (Scheme 3).> We envisioned 1,2-addition of a two-carbon
nucleophile to the ketone within 7 to construct the tertiary
alcohol of the target. However, consistent with the studies by
McIntosh and co-workers,” significant optimization was
required to obtain the cis-1,2-addition product in high yield and
stereoselectivity. After much empirical experimentation, we
found that the addition of ethylmagnesium bromide to solu-
tions of the ketone 7 in toluene at —78 °C provided the tertiary
alcohol 11 in 70% yield and with 4 : 1 diastereoselectivity in
favor of the desired product 11. The relative stereochemistry of
11 was determined by NOE and X-ray crystallographic analysis
(vide infra).

The introduction of the oleandrose residue to the tertiary
alcohol in 11 was challenging owing to the steric hindrance
created by the silyl ether and vinyl iodide substituents, and the
electron-rich nature of the donor 6, which facilitates rapid
ionization leading to decomposition. We found that the highest
yields of product were obtained upon activation of the donor
(nominally 1 equiv.) with boron trifluoride-diethyl etherate
complex in the presence of 2.0 equiv. of the acceptor 11 at
—25 °C, in tetrahydrofuran as solvent. Under these conditions,
the glycoside 12 was obtained in 45% yield as a single detectable
o-anomer (‘H NMR analysis). We employed an excess of the
acceptor 11 to maximize conversion of the donor 6 to the
product 12. The majority of unreacted acceptor 11 (>1 equiv.)
could be readily-recovered by flash-column chromatography.
When the diol 11 was used as limiting reagent, excess donor 6
could not be recovered due to its decomposition under the
reaction conditions.

A stille cross-coupling was uniquely successful among many
dimerization conditions evaluated. Accordingly, the vinyl stan-
nane 13 was prepared in 91% yield by metal-halogen exchange
(tert-butyllithium) followed by the addition of trimethyltin
chloride. Heating a mixture of 12 (1.12 equiv.) and 13 (1 equiv.)
in the presence of tetrakis(triphenylphosphine)palladium (0)
(25 mol%), copper (I) thiophene-2-carboxylate (1.5 equiv.), and
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Scheme 3 Synthesis of the bis(cyclohexene) 15 and the thiocarbonate 17.

tetra-n-butylammonium diphenyl phosphite** provided the 1,3-
diene 4 in 64% yield on gram scales. Efforts to achieve a more
direct dimerization, for example, by the reductive dimerization
of 12, were unsuccessful.

With the bridging carbon-carbon bond in place, our
attention turned toward diastereoselective reduction or
hydrofunctionalization of the diene in order to establish the
correct syn,syn stereochemistry at the conjoining bond in the
target. Ultimately, a reliable and scalable three-step
sequence that achieves the formal stereocontrolled isomer-
ization of 4 to 15 was developed (Scheme 3). First the allylic
and benzylic positions in 4 were exhaustively oxidized by
treatment with excess chromium trioxide (not shown). Dia-
stereoselective Luche reduction of the oxidation product
provided the bis(allylic alcohol) 14 (54%, two steps) as
a single detectable diastereomer (*H NMR analysis). The
stereochemistry of the reduction was determined by NOE
analysis and subsequently confirmed by X-ray crystallog-
raphy (vide infra). Finally, two-fold reductive transposition*®
was achieved by treatment with ortho-nitrobenzenesulfonyl
hydrazide (NBSH), triphenylphosphine, and diethylazido
dicarboxylate (DEAD) in N-methyl morpholine (NMM) as
solvent, to provide the bis(cyclohexene) 15 in 51% yield. The
successful synthesis of 15 represents, to our knowledge, the

7464 | Chem. Sci, 2020, N, 7462-7467

first instance in which the bicyclohexyl core of (—)-lomaivi-
ticin (1) has been constructed with any of the carbohydrate
residues in place. Because the Luche reduction generates
a single detectable diastereomer, and the reductive trans-
position step is stereospecific, the product 15 is formed free
of any diastereoisomers. The sequence 4 — 15 constitutes
a formal stereoselective isomerization of the 1,3-diene
within 4. Efforts to achieve the direct hydrofunctionalization
of 4 or 14, for example, by hydroboration, hydrogenation, or
metal-catalyzed hydrogen atom transfer,** were unsuccess-
ful. We note parenthetically that we have been unable to
identify conditions to introduce the oleandrose residues
following dimerization, which highlights the high degree of
steric hindrance surrounding the tertiary alcohols in the
dimerized products.

Two-fold diastereoselective dihydroxylation of the reductive
transposition product 15 provided the tetraol 16 in 73% yield
and as a single detectable diastereomer (*H NMR analysis). The
bis(thiocarbonate) 17 was obtained in 72% yield by heating
solutions of the tetraol 16 and thiocarbonyl bis(imidazole) in
toluene. Recrystallization of 17 from dichloromethane-hexanes
provided single crystals suitable for X-ray analysis, which
rigorously established the relative configuration of the product
(see inset, Scheme 3).

This journal is © The Royal Society of Chemistry 2020
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With a strategy for the stereocontrolled construction of
the bridging carbon-carbon bond of the target in place, our
attention shifted toward elaboration of the diene 15 or the
tetraol 16 to the bis(cyclohexenone) 3. We initially developed
the sequence shown in Scheme 4. Dihydroxylation of 15 (as
above) followed by site-selective methanesulfonylation of the
less-hindered secondary alcohols formed the bis(mesylate)
18 (59%, two steps). Exposure of 18 to the Dess-Martin
periodinane (DMP)* resulted in oxidation of one of the two
hydroxyl substituents. The resulting hydroxy ketone inter-
mediate (not shown) underwent in situ hemiketalization to
provide the cyclic hemiketal 19 (90%). Attempts to induce
two-fold oxidation of 18 under a variety of conditions were
unsuccessful. Accordingly, we evaluated methods to advance
the ketal 19. We found that warming solutions of 19, sodium
methanesulfonate (50 equiv.), and lithium chloride (25
equiv.) in hexamethyl phosphorotriamide (HMPA) to 85 °C
resulted in elimination of one of the methanesulfonate
substituents and ring-opening to provide the C;-symmetric
diketone 20 in 40% yield (80% based on recovered 19). This
reaction may proceed by ionization of the mesylate distal to
the hemiketal, 1,2-hydride shift, and ring-opening, as shown.
Addition of samarium diiodide to a solution of the ring-
opened product 20 in methanol-tetrahydrofuran provided
the cyclic enol ether 21 in 80% yield. We hypothesize that this
transformation is initiated by site-selective single-electron
reduction of the more electron-deficient o-meth-
anesulfonyloxy ketone, elimination of the meth-
anesulfonyloxy substituent, and addition of the resulting
enolate to the remaining ketone function. We found that
oxidation of the cyclic enol ether 21 under Saegusa-Lar-
ock*>*” conditions proceeded smoothly to generate the keto
enone 22 (95%). Attempts to further oxidize 22 directly were
unsuccessful. However, a second cyclic enol ether, 23, could

1. 0sO,, NMO
_—

2. Ms,0, Et;N
59% (two steps
OTBS e Pe)
CHs7~0 CHg
BzO BzO
CH3-0 CH3-0
15 18
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be obtained in 88% yield by treatment of 22 with trime-
thylsilyl trifluoromethanesulfonate and 2,6-lutidine. While
palladium-mediated oxidation of 23 was unsuccessful,
treatment with benzeneselenyl bromide resulted in ring-
opening selenylation; oxidation and in situ elimination
provided the bis(enone) 3 in 82% yield from 23.

The rather lengthy pathway required for the conversion of 15
to the bis(enone) 3 shown in Scheme 4 was a consequence of the
cross-reactivity observed between the two cyclohexyl rings,
which resulted in differentiation of the pairs of functional
groups. In light of these experiences, we pursued more direct
pathways that would minimize intramolecular cyclizations and
the generation of C;-symmetric intermediates. Toward this end,
the bis(a-hydroxyketone) 24 was synthesized by site-selective
oxidation of the less-hindered secondary alcohols in 16 (dime-
thyldioxirane (DMDO), 85%, Scheme 5).** Treatment of 23 with
excess hydrazine provided the bis(hydrazone) 25. The bis(hy-
drazone) 25 was unstable toward purification and was oxidized
directly with molecular iodine. Under these conditions, the
bis(a-iodoketone) 30 was obtained in 50% yield and as a single
detectable diastereomer (*H NMR analysis) from the diketone
24. While the mechanism of formation of 30 from the bis(hy-
drazone) 25 has not been rigorously established, we propose
that the substrate is first oxidized to the a-iododiazonium salt
26. 1,2-Hydride shift with elimination of dinitrogen, essentially
an interrupted Barton vinyl iodide synthesis,*’ would generate
the a-iodoketone 27. Based on the reactivity of the intermedi-
ates shown in Scheme 4, we speculate that 27 undergoes
intramolecular cyclization to generate the hemiketal 28. Further
oxidation of 28 would provide a second a-iododiazonium salt,
29. 1,2-Hydride shift with elimination of dinitrogen and ring-
opening would then generate the observed product 30.
Finally, oxidative elimination of the iodide substituents
(DMDO)* provided the target 3.
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OBz B
CHs NaOMs, LiCl
HMPA
40%
CH
BzOS
CH;-0
19 20
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Scheme 4 First approach to the synthesis of the bis(cyclohexenone) 3.
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Scheme 5 Improved route to the bis(cyclonexenone) 3. Asterisks
denote postulated intermediates in the conversion of 25 to 30.

Conclusions

In summary, we have described a short synthetic route to the
bis(enone) 3, a potential precursor to (—)-lomaiviticin A (1). The
conjoining bond of the target was constructed by a Stille cross-

7466 | Chem. Sci, 2020, N, 7462-7467
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coupling that unites the two cyclohexyl rings, followed by
a highly diastereoselective, double reductive transposition
sequence to establish the correct relative stereochemistry. The
conversion of the reductive transposition product 15 to 3 shown
in Scheme 4 underscores the steric congestion of the bicyclic
system, which leads to facile transannular reactivity. The
improved route to 3 shown in Scheme 5 circumvents many of
these reactivity issues and proceeds by iterative increases in
oxidation state (15 — 16 — 24 — 30 — 3). It features an
unexpected interrupted Barton vinyl iodide synthesis to intro-
duce the ketones of the target. Future studies will focus on
elaborating 3 to lomaiviticin itself.
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