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Tandem Diels-Alder cycloadditions efficiently con-
struct multiple carbon-carbon bonds while generating
complex polycyclic structures in a single chemical step.1
For example, the “pincer” Diels-Alder served as a corner-
stone in Paquette’s classic synthesis of dodecahedrane.2
However, the synthetic utility of the “pincer” Diels-Alder
reaction remains underutilized in organic synthesis.
We considered that the “pincer” cycloaddition with

furan as the diene component would provide rapid access
to dioxacycloadducts that may be useful in the synthesis
of complex natural products.3 Thus, we envisioned
combining the construction of dioxacyclic compounds with
our recently reported methods of ring-opening reactions
of oxabicyclic[2.2.1] systems as an efficient entry into a
variety of polycyclic compounds bearing multiple stereo-
centers.4,5 We now report the chemo-, stereo-, and regio-
selective synthesis of substituted dioxacyclic compounds
via the inter- and intramolecular “pincer” Diels-Alder
reaction and describe their subsequent stereo- and regio-
selective ring opening reactions (eq 1).

Our first priority was to determine the regiochemistry
in the Diels-Alder cycloaddition starting from substi-

tuted furans. When a solution of acetylenedicarboxylic
acid and 2 equiv of 2-methylfuran in ether was allowed
to stand for 3 weeks at room temperature, the “pincer”
cycloadduct 2a slowly crystallized out of the solution, eq
2.3g The only product obtained of the 16 possible isomers

was identified as the C2 symmetrical exo-exo6 adduct 2a
in a 62% yield. The adduct had the two methyl groups
in an “anti” relationship as proven by 13C NMR. To the
best of our knowledge, this is the first example of a
regioselective pincer Diels-Alder reaction. The source of
the regioselectivity may be steric in origin resulting from
severe steric repulsion between the methyl group on the
oxanorbornadiene 1 and the methyl group on the incom-
ing 2-methylfuran, which strongly favors the “anti”
product. The stereoselectivity (exo vs endo) is driven by
crystal packing forces that cause selective crystallization
of the symmetrical exo-exo product 2a,7a,b whereas the
chemoselectivity of 2-methylfuran toward the tetrasub-
stituted olefin of the ambient dienophile 1 is due to
kinetic control in the multistage Diels-Alder reaction.7c
In a single step, two new rings, four C-C bonds, and six
stereocenters are formed.
In order to obtain information on the ring opening of

the isomeric substrates with “syn” substituents, the furan
components were linked by a three-carbon tether8 and
reacted with acetylenedicarboxylic acid. Reaction of 3
was significantly faster than with 2-methylfuran to
provide the exo-exo dioxapentacyclic adduct 4a in 74%
yield after 1 week at room temperature, eq 3. None of
the other seven possible isomers was observed.9

Prior to the ring-opening studies, the substrates were
first reduced with LiAlH(OMe)3 to the diols (2b and 4b),
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However, 1H NMR spectrum of the mother liquor indicated the
presence of the exo-endo cycloadduct, which did not crystallize out of
the solution. The oxanorbornadiene type intermediate 1 was the major
component present in the reaction mixture. (b) For a detailed study
on the Diels-Alder reaction between furan and dimethyl acetylene-
dicarboxylate, see: McCulloch, A. W.; Smith, D. G.; McInnes, A. G.
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(8) The bis-furan 3 was prepared in 38% yield by treating 1,3-
diiodopropane with 2-lithiofuran.
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which were protected as disilyl (2c and 4c) or dimethyl
ethers (2d and 4d).
The feasibility of the ring-opening reaction was first

explored with the dioxatetracycle 2c (Scheme 1). When
2c was treated with excess n-BuLi at 0 °C for 7 h, the
decalin 5 bearing six stereocenters was obtained in 90%
yield. The attack of the incoming nucleophile occurred
exclusively on the endo face of the substrate at the posi-
tions distal to the bridgehead substituent.4a,b The most
useful feature of the reactivity of the dioxacyclic com-
pounds is that the first ring-opening reaction is signifi-
cantly faster than the second. Indeed, the mono ring op-
ening was easily achieved by simply performing the reac-
tion at lower temperature. Thus, treatment of 2c at -78
°C for 4 h with 5 equiv of n-BuLi provided the mono ring-
opened product 6 in 90% yield. The subsequent reaction
of 6 with t-BuLi gave the nonsymmetrical decalin 7.
MeLi, which usually fails to react with bridgehead sub-

stituted oxabicyclo[2.2.1] systems, was shown to induce
the first opening on the dioxatetracycle 2d (entry 1, Table
1). Hydridic opening was also readily achieved. A reduc-
tive ring opening of 8b using the nickel-catalyzed hydro-
alumination-â-elimination reaction developed in our lab-
oratories4c yielded the decalin 9 in 78% yield, entry 2.10
We also investigated the reactivity of dioxapentacyclic

compounds in ring-opening reactions. A different reactiv-
ity profile was observed as summarized in Table 2. Care-
ful control of the reaction temperature led to the mono
ring opening of 4c using n-BuLi in excellent yield (Table
2, entry 1). MeLi also induced the mono ring opening of
4d, although in modest yield (Table 2, entry 2). However,
4c failed to undergo double opening to 12 regardless of
the reaction temperature or the number of equivalents
of n-BuLi; instead it led mostly to decomposition. In
order to increase the reactivity of 10 toward the second
opening, a more Lewis acidic metal counterion was
added. Thus, 10 was treated with 2 equiv of n-BuMgCl
followed by 5 equiv of n-BuLi to cleanly provide the bis-
opened product 12 (Table 2, entry 3). These conditions
were also successful for the ring opening of 10with t-BuLi
to yield 13 (Table 2, entry 4). Finally, we briefly
investigated the reductive ring opening of 11b using Ni-
(COD)2/DIBAL-H, which gave 14 in 72% yield (Table 2,
entry 5).10

In summary, we have developed a simple and flexible
strategy for the rapid assembly of decalins, and we are
currently defining the scope and limitations of this
methodology.
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(9) 1H NMR spectrum of the mother liquor showed the absence of
the oxanorbonadiene intermediate, which suggests that the rate of the
intramolecular cycloaddition is much faster than the intermolecular
one. Also, no trace of the exo-endo cycloadduct was observed in the
reaction mixture.

(10) The hydroxy group had to be protected in order for the reductive
ring-opening reaction to occur.

Scheme 1 Table 1. Dioxatetracycle Ring Opening

a Isolated yield of analytically pure product. b MeLi (5 equiv)
was added to a solution of 2d in Et2O, and the mixture was stirred
for 24 h at rt. c The alcohol 8a was protected as its methyl ether
by treatment with KH followed by MeI and 18-crown-6 to give 8b
in 92% yield. d DIBAL-H (1.1 equiv) was added over 1 h to a
solution of 8b, Ni(COD)2 (19 mol %), and 1,4-bis(diphenylphos-
phino)butane (38 mol %) in toluene.

Table 2. Dioxapentacycle Ring Opening

a Isolated yield of analytically pure product. b n-BuLi (5 equiv)
was added to a solution of 4c in Et2O, and the mixture was stirred
for 24 h at -78 °C. c MeLi (5 equiv) was added to a solution of 4d
in Et2O, and the mixture was stirred for 24 h at rt. d A solution of
10 in Et2O was treated with n-BuMgCl (2 equiv) followed by
n-BuLi (5 equiv) and THF, and the mixture was stirred for 12 h
at rt. e A solution of 10 in Et2O was treated with t-BuMgCl (2
equiv) followed by t-BuLi (5 equiv), and the mixture was stirred
for 8 h at rt. f The alcohol 11a was protected as its methyl ether
by a treatment with KH followed by MeI and 18-crown-6 to give
11b in 92% yield. g DIBAL-H (1.1 equiv) was added over 8 h to a
solution of 11b, Ni(COD)2 (12 mol %), and 1,4-bis(diphenylphos-
phino)butane (24 mol %) in toluene. After the addition was
complete, the mixture was stirred for an additional 12 h at rt.
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