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Contrary to previous reports in the literature, the reaction of polyhydric alcohols such as sorbitol or mannitol gives good yields of the
tetrahydroxyoxepane derivative in the presence of an acid catalyst, in refluxing toluene, with complete retention of stereochemistry.

Of the methods that are available for the preparation of cyclic
ethers, the intramolecular Williamson ether synthesis* and
cyclodehydration of alcohols or diols are probably the most
prevalent.? Formation of larger ring ethers is more difficult
by this method, but the formation of five- and six-membered
ring ethers from alcohols, using Pb(OAC),, HgO, or AgOAC,
has been reported.>® Some examples have been reported for
the preparation of the seven-membered ring ethers known
as oxepanes.® 9 Seven- and eight-membered ring ethers
have been identified as important structural motifsfor severa
natural products, including cyclic ethers derived from Lau-
rencia® and marine polycyclic ethers.® Yields of the larger
ring ethers formed via cyclodehydration of diols tend to be
rather poor. In one report done in supercritical fluids, 1,7-
hexanediol was converted to the oxepane in only 8% yield

along with 3% of 2-ethyltetrahydrofuran,® and mixtures of
products are common. Other methodology has been used,
such as the Lewis acid catalyzed cyclization of w-alkenyl
acetals,” which can generate good yields of substituted
oxepanes. Good yields of substituted oxepanes were obtained
by the N-iodocollidine salt mediated cyclization of w-akenyl
acohols and dienyl alcohols® Other methods include an
intramolecular Horner—Wadsworth—Emmons cyclization®
and a ring-closing metathesis strategy from dienyl ethers.*°
The synthesis of polycyclic ether natural products has been
accomplished using acid-catalyzed cyclization of intermedi-
ates that have multiple epoxide units. This approach generates
seven- and eight-membered ring ethers that are highly
substituted and with stereocontrol of the ring closure.™
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Scheme 1. Reported Acid-Catalyzed Cyclization of Sorbitol
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Recent work in our laboratory includes an investigation
into the role of alcohol additives with conducting polymers,
and their ability to significantly enhance conductivity. As
part of that investigation, we examined the reaction of
sorbitol and other polyhydric alcohols with acid. Sorbitol is
an important additive to conducting polymers, and the
literature is clear in terms of the acid-catalyzed cyclization
reactions. In a synthesis of C,-symmetric diphosphinite
ligands derived from carbohydrates by Diaz, Castillon, and
co-workers, heating sorbitol (1, also known as p-glucitol)
with tosic acid in xylene led to a mixture of products.
Subsequent treatment with acetone and acid, separation and
purification, and then passage through an ion exchange
column led to 2,5-anhydro-L-iditol (2) in alow 5% yield.*?
An identical experiment was reported in a synthesis of linear,
branched, and cyclic oligoglycerol derivatives, and when
sorbitol was heated with methanesulfonic acid with isolation
procedures similar to those reported by Diaz and Castillon,
a 3% yield of 2 was obtained and it was suggested that 1,5-
anhydrohexitrol and 1,4-anhydrohexitol (sorbitan) were
produced as minor products.*® The presence of these latter
products was inferred from previous work without further
proof. In these and other studies, the only reported products
were five- and six-membered ring ethers, with no mention
of oxepane derivatives.

Although direct cyclization of sorbitol to an oxepane has
not been reported in the literature, there is a multistep
synthesis of tetrahydroxyoxepanes from either sorbitol or
mannitol. Starting with sorbitol (1), the fully protected
triisopropylidene 3 was prepared and then reacted with HCI
in MeOH to yield 4. This 3,4-isopropylidene product was
formed in only 27% vyield as a mixture of the different
isomers, presumably separated by recrystallization. The
primary alcohol moieties were converted to the tosylates,
resulting in 5. The yield was about 50% and the product
decomposed quickly, requiring that it be used immediately.
Compound 5 reacted with sodium methoxide in CHCI; to
yield the bis(epoxide) product 6 in ayield of 81%. Finally
reaction with NaOH at approximately 55 °C for 10 h was
followed by saturation with carbon dioxide to a pH of 8 and
purification by slow recrystallization for several daysto give
the targeted tetrahydroxyoxepane, 7 (1,6-anhydrosorbital),
in very poor yield.!* Stereochemistry is shown only for 1
and 7, but the sequence produced enantiopure 7.4
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Scheme 2. Literature Synthesis of Tetrahydroxyoxepanes
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Given the literature precedent, we were surprised to find
that the reaction of sorbitol with 1% triflic acid in toluene at
reflux gave a single isolated product in high yield. Initialy,
we anticipated that five- or six-membered ring anhydro
sugars were formed.™ Initial attempts to derivatize the
unknown product by formation of the corresponding ac-
etonide, by reaction with acetone and acid or with dimethox-
ypropane and acid, failed to give an isolable product. We
therefore prepared a derivative using an excess of 3-fluo-
robenzoy! chloride to properly identify the product.*® Proton
NMR showed that the derivative was too symmetrical relative
to products reported in the literature. The derivative did not
have a hydroxymethyl unit, clearly indicating that our initial
expectation was incorrect.**® Careful NMR analysis of the
anhydro sugar product showed it to be a tetra(3-fluoroben-
zoate) derivative of an oxepane, 1,6-anhydrosorbitol (7).’
Once the product was identified, determination of a yield
was possible, and the conversion of 1 to 7 proceeded in 86%
yield. This assignment resolved structural issues for the acid-
catalyzed reaction. We next examined the reaction of
p-mannitol (8) with triflic acid in refluxing toluene and
obtained a product in 89% yield that was clearly different
than the reaction with sorbitol and proved to be tetrahy-
droxyoxepane 9 (1,6-anhydromannitol).

In our acid-catalyzed reactions of 1 and 8, the stereo-
chemistry of the hydroxyl unitsin 7 and 9 were apparently
retained. To confirm this, we prepared a synthetic standard
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Scheme 3. Acid-Catalyzed Cyclodehydration of Sorbitol and
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of the symmetrical mannitol derivative 9 by a six-step
sequence starting with 2,3-O-isopropylidene-p-erythrono-
lactone, 10,8 based on an approach reported by Sturino and
co-workers.*® Reduction with diisobutyl-aluminum hydride
gave lactol 11 in 88% yield, and a Wittig reaction gave
alkene-alcohol 12 in 50% yield. Subsequent treatment with
base and then allyl bromide gave allylic ether 13 in 62%
yield. Ring-closing metathesis with the Grubbs' 11 ruthenium
catalyst led to 14 in 66% yield. Dihydroxylation with osmium
tetroxide gave 1, which was deprotected without further
purification, to give tetrahydroxyoxepane 9 in 96% yield.
Synthetic 9 was identical in all respects with that obtained
by the reaction of 8 with p-TsOH or triflic acid in a single
step. With this synthesis, we have demonstrated that p-
mannitol (8) reacts with an acid catalyst to give tetrahy-
droxyoxepane, 9, with complete retention of the stereochem-
ical centers. Given the stereoselective nature of the mannitol
reaction and the NMR identification of the sorbitol product,
we are confident in the structural integrity of 7 asthe sorbitol
product.

Confirmation that polyols are converted to the cyclic ether
under mild conditions and in good yield prompted usto examine
the reaction of other commercially available polyhydric dcohols
with p-TsOH as wdll as triflic acid. We observed that these
polyols undergo cyclodehydration with high stereoselectivity,
both with a catalytic amount of acid or with 1 molar equiv of
the acid. With 1% p-TSOH, 1% triflic acid or with 1 full equiv
of p-TSOH, sorhitol (1) is converted to 7 and b-mannitol (8) is
converted to 9. These results are shown in Table 1. In addition,

Table 1. Cyclodehydration of Polyhydric Alcohols

1% TtOH
toluene

reflux 20 h

HI

R

H reflux , 20 h
80%

J OH
1
HOH | 1% TIOH
OH toluene
HO o)
HO"T'OH “H

cyclic ether

polyol 1% TsOH 1 equiv TsOH 1% TfOH
1 7 (79%) 7 (84%) 7 (86%)
8 9 (80%) 9 (76%) 9 (89%)
16 17 (70%) 17 (75%)
18 19 (71%) 19 (73%)

we have shown that meso-erythritol (16) reacts with either
p-TSOH or triflic acid to form 2,3-dihydroxytetrahydrofuran 17.
In addition, the acid-catalyzed reaction of threitol (18) leadsto
19. In future work, these reactions may be extended to more
highly functionalized polyols and even sugars.
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Scheme 4. Multistep Synthesis of the 1,6-Anhydromannitol
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An important question remains. Why have previous experi-
ments failed to observe this transformation? The answer may
never be known, but previous experiments used more vigorous
conditions in some cases and derivatized the products prior to
isolation. Our control experiments have shown that oxepane 7
decomposes when hested with sulfuric acid, dthough it is stable
to heating with p-TSOH. Perhgps more relevant is our observa
tion that 7 did not react with acetone and an acid catayst or
with dimethoxypropane and an acid catalyst under standard
conditions. It is possible that previous work selectively deriva
tized the reported products, and it is important to note that the
isolated yields reported in the literature were rather low.

Scheme 5. Acid-Catalyzed Conversion of Erythritol and Threitol
to Dihydroxytetrahydrofurans
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Despite previous reports, polyols are cleanly converted to
the cydlic ethers under our conditions.?® The relevance of polyol
cyclodehydration to our ongoing work with conducting polymer
additivesis under investigation. More pertinent to thisdiscusson

(19) Wong, J. C. Y.; Lacombe, P.; Sturino, C. F. Tetrahedron Lett. 1999,
40, 8751-8754.

(20) A catalytic amount of toluenesulfonic acid (1% mmol in 5 mL of
toluene) was added to a solution of p-sorbitol (0.18 g, 1 mmol) in 60 mL
of toluene via syringe, under a positive pressure of nitrogen. The solution
was heated to reflux overnight and cooled, and the solution was treated
with 10 mg of NaHCO;3. The particulate matter was subsequently removed
by filtration and washed with diethyl ether (10 mL). The toluene filtrate
was concentrated in vacuo without heat to give 1,6-anhydrosorbitol 7 as a
pale red waxy solid (129 mg, 0.786 mmol, 79%). Mp, 29—30°C. 'H NMR
(CDs0OD): 6 4.54 (t, J = 4.7 Hz, 1H), 4.38 (d, J = 3.7 Hz, 1H), 4.28 (dt,
J=54,6.9 Hz, 1H), 4.2 (s, 1H), 3.9—3.8 (m, 3H), 3.45 (dt, J= 7.5, 8.3
Hz, 1H). 3C NMR (CDs0OD): 6 88.3, 81.9, 76.2, 75.2, 72.2, 71.4. MS (El)
m/z 164, 147, 129, 111 102, 87, 69.
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is the observation that polyols are converted to cyclic ethersin
good yield and with retention of stereochemistry. These
transformations may have value in the synthesis of natural
products that bear these structural motifs.
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