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A tandem dimerization/macrocyclization reaction utilizing the Prins cyclization has been developed.
This reaction develops molecular complexity through the formation of highly substituted dimeric
tetrahydropyran macrocycles. Mild conditions utilizing rhenium(V11) catalysts were explored for
aromatic substrates while harsher Lewis acidic conditions were used for aliphatic substrates. Both
aldehydes and acetals are shown to be viable substrates for this reaction.

OAc

Oxacyclic macrodimers are an important class of natural products that offer a wide array of
structural complexity and bioactivity.! These macrolides have become popular targets for
synthetic chemists.2 The most direct way to construct these molecules is through the union of
two monomeric species in a tandem dimerization and macrocyclization reaction. The most
common version of this strategy utilizes two esterification reactions between an activated acid
and an alcohol, the initial dimerization followed by a macrolactonization.3 While often
successful, this approach does not greatly enhance the complexity of the intermediate through
the formation of carbon-carbon bonds. Alternative bond-forming reactions, such as Suzuki
coupling and olefin metathesis have been used with occasional success in dimerization and
macrocyclization strategies.*> Herein we describe a new dimerization and macrocyclization
strategy based on the Prins cyclization reaction.

The Prins cyclization is a powerful reaction that forms cis-2,6-disubstituted tetrahydropyrans
(THPs) through the addition of an olefin to an oxocarbenium ion generated from the
condensation of an aldehyde with a homoallylic alcohol.8 Recently, intramolecular Prins
cyclizations have been utilized as key macrocyclization steps in the synthesis of several THP
containing natural products (Figure 1 A).” We report the extension of this methodology to the
formation of oxacyclic macrodimers through sequential Prins dimerization and
macrocyclization reactions (Figure 1 B). This synthetic strategy has been applied to a model
for the marine macrodiolide clavosolide A.
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The [n,n]-cyclophanes were chosen as targets for the initial study of this reaction, since the
aromatic ring of these substrates provides rigidity that precludes the undesired
macrocyclization reaction, and the starting materials were accessible from simple precursors.
The Prins cyclization substrates 4, 8, and 12 were synthesized from the corresponding
commercially available para-, meta-, or ortho-substituted ethyl iodobenzoate, respectively
(Scheme 1). Palladium-mediated coupling of allyl alcohol and ethyl 4-iodobenzoate (1) yielded
known aldehyde 2 in 85% yield.8 Nokami’s menthone derived allyl-transfer reagent was
utilized to yield optically pure E-homoallylic alcohol 3.2 The ethyl ester was reduced with
LiAlH4 to provide the benzylic alcohol, which was selectively oxidized with MnO, to afford
aldehyde 4 in 61% overall yield. The meta- and ortho-substituted substrates (8 and 12,
respectively) were synthesized in a similar manner.

With appropriate starting materials in hand, the dimerization/macrocyclization reaction of
aldehyde 4 was explored (Table 1). Previously, O3ReOSiPhsz has been shown to effectively
catalyze Prins reactions of aromatic aldehydes.1% When aldehyde 4 was exposed to
O3Re0SiPhz at room temperature for 22 h, 33% of cyclophane 13 was isolated (Entry 1). The
remainder of the mass was attributed to rhenium(VI1) mediated polymerization. To diminish
this byproduct, the reaction was run at lower concentration, which increased the yield of the
dimer (Entry 2). Gratifyingly, decreasing the catalyst loading to 25% had little effect on the
yield (Entry 3), but decreasing the loading further resulted in diminished yields (Entry 4). Other
rhenium(V11) catalysts proved less effective than O3ReOSiPhz (Entries 5 and 6). Heating the
reaction in CH,Cl, decreased the reaction time but had minimal effect on the overall yield
(Entries 7 and 8). Finally, alternative Prins promoters were investigated. Both TESOTf1! and
trifluoroacetic acid12 produced acylated variations of cyclophane 13 (Entries 9 and 10), but
ultimately proved inferior to the rhenium(VI1) conditions.

Having developed optimized conditions for the dimerization/macrocyclization reaction of the
para-substituted aldehyde, the ortho- and meta-substituted aldehydes were employed to further
expand the scope of the reaction (Scheme 2). The ortho-substituted aldehyde 12 afforded
cyclized monomer 14 via an intramolecular Prins reaction in 90% yield. Prins
macrocyclizations can be very effective, when not precluded by the geometry of the substrate.
7 In contrast, when aldehyde 8 was exposed to the Prins conditions, dimeric cyclophane 15
was obtained in 28% yield. Surprisingly, the trimeric macrocycle 16 was also isolated in 13%
yield. The remainder of the mass was associated with a small amount of starting material and
a complex mixture of other products. The Prins reaction led to significant yields of dimer in
two of the three cases examined, and in each case a single enantiomer and diastereomer of the
product was obtained.

The C,-symmetric macrodiolide (—)-clavosolide A, Figure 2, was isolated from the marine
sponge Myriastra clavosa gathered off the coast of the Philippines.13 The unique architecture
of this THP-containing macrodimer inspired several total syntheses4 and a structural revision.
15 Al reported approaches utilized Yamaguchi's macrolactonization conditions to form the
dimer from a complex, THP containing monomer.16 The interesting architecture of clavosolide
A appeared to be well suited to a Prins dimerization and macrocyclization strategy.

Due to concern over the lability of the cyclopropylcarbinyl moiety of clavosolide A,17 a model
system was designed that replaced the problematic cyclopropyl side-chain with a cyclohexane
ring. The cyclohexyl monomer was synthesized from two simple fragments 20 and 24 (Scheme
3 and 4). Enzymatic resolution of known p-lactone 17 with Lipase PS Amano in the presence
of benzyl alcohol afforded the resolved (S)-lactone (18) and B-hydroxy ester 19.18 Both
substrates were then reduced with LiAlH,4, and the resultant enantiomeric diols were
monoprotected as TBS-ethers 20 and 21.
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The synthesis of the acid fragment 24 began with DDQ-mediated deprotection of the p-
methoxybenzyl ether of known silyl ether 22 to provide an inseparable mixture of alcohol 23
and p-anisaldehyde.1® The p-anisaldehyde was then removed by reduction and
chromatography. Surprisingly, oxidation to the carboxylic acid proved challenging. Oxidation
of alcohol 23 to the aldehyde followed by Lindgren—Pinnick oxidation afforded very poor
yields of acid 24. Additionally, TEMPO-mediated bleach oxidations?? resulted in chlorination
of the substrate. Instead, a large excess of pyridinium dichromate was employed over three
days to produce acid 24 in 66% yield.2! The acid was then coupled to both alcohol enantiomers
20 and 21, either through esterification to maintain the alcohol stereochemistry, or Mitsunobu
reaction to invert the stereochemistry, to afford bis-TBS ether 25.

With the completion of the monomer framework, a few simple manipulations were needed to
test the key Prins dimerization/macrocyclization reaction (Scheme 5). Removal of the two silyl
groups proved to be surprisingly difficult. Under standard deprotection conditions, only the
primary silyl group was cleaved. Unfortunately, unmasking the primary alcohol under more
forcing basic or acidic conditions led to a deleterious acyl migration. Ultimately, a large excess
of HF-pyridine in THF was needed to avoid this side reaction, and the diol 26 (not shown) was
formed in 88% yield. Finally, TEMPO-catalyzed selective oxidation successfully produced the
requisite aldehyde 27. Aldehyde 27 was labile and decomposed upon silica gel
chromatography. Attempts to perform a Prins dimerization and macrocyclization reaction on
the crude aldehyde under various conditions led to decomposition of the starting material,
presumably through acid promoted elimination of the p-acyl aldehyde.

To circumvent this decomposition, aldehyde 27 was protected as dimethyl acetal 28. This
substrate proved much more manageable and was easily purified by column chromatography.
It has been shown that Lewis acid-promoted Prins cyclizations of acetals are particularly
effective with TESOTT in acetic acid.11+22 Gratifyingly, when acetal 28 was subjected to these
conditions, dimeric macrolide 29 was produced in 43% yield. Using acetal 28 avoids the
decomposition of the sensitive aldehyde 27.

The first example of a Prins dimerization and macrocyclization reaction has been developed.
This powerful methodology affords macrocyclic dimers while simultaneously enhancing
molecular complexity. Several complex [n.n]-paraphanes were prepared in only five steps from
commercially available material. A model for the synthesis of clavosolide A was successfully
demonstrated, and studies will continue to apply this strategy to natural product synthesis.
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Figure 2.
Two alternative strategies for the dimerization and cyclization of (—)-clavosolide A
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Synthesis of the cyclohexyl alcohols 20 and 21
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