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Palladium(II)-Catalyzed Diastereoselective Acetalization of Hydroxyalkenes
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Pd(II)-Catalyzed cyclization of methyl (25,35)-2-allyl-3-hydoxybutyrate with
methanol gives (2R,45,55)-2,5-dimethyl-2-methoxy-4-methoxycarbonyltetrahydrofuran
in 88% de. The cyclization of (2R,35)-2-allyl-1,3-butanediol gives homochiral bicyclic
acetal 3 (R1=Me).

Palladium (II)-catalyzed intramolecular cyclization of dihydroxyalkenes is a versatile entry to bicyclic
acetals.]) The shortest syntheses of both natural and unnatural frontalin use this method.2) Hydroxyalkenes of
type 1 lead to either monocyclic acetals 2 or bicyclic acetals 3 depending on whether external or internal OH
attack is involved in the cyclization (Scheme 1). Control of stereoselectivity can be induced by chiral centers
present in hydroxyalkenes 1. Increasing interest in this type of cyclizations3:4) prompts us to report the first
Pd(IT)-catalyzed diastereoselective acetalization of hydroxyalkenes.

ROH _
RZ%CHOH
sz\/\/ PdX
R! OH
1 R2 = CH.OH .
a: R'=Me, R%=COOMe -
b: R'=n-Pr, R%=COOMe
c: R'=Me, R%=CH,OH 3
Scheme 1.

Enantiomerically pure hydroxyalkenes 15) were chosen as substrate in this study, since the resulting
acetals should be useful building blocks of optically active highly substituted oxygen heterocycles.6) Cyclization
of (25,35)-1a with methanol (3 equiv.) in the presence of PdCly(MeCN)2 and CuCl catalyst under O2 7) gives
tetrahydrofuran 2a in 71% isolated yield (Eq. 1), where the 2-methoxy substituent is introduced in 88% de (94 :
6). The major isomer of 2a8) can be assigned as the (2R,4S,55)-configuration by NOEDS experiments, since
irradiation at the C-5 proton clearly enhances the C-2 methoxy, whereas no enhancement was observed with the
C-2 methyl group. Monohydroxyalkene 1b (Rl=n-Pr; Scheme 1) also gives the corresponding acetal 2b in 81%
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de (80%yield). The cyclization-alkoxylation of 1a proceeds via intramolecular oxypalladation followed by Pd-H
elimination to give exo-methylene tetrahydrofuran 4. The nucleophilic attack of methanol onto 4 gives the
product 2a.

The C-2 methoxy group of 2a is readily replaced by a nucleophile in the presence of Lewis acids (Eq. 2).
Trimethylallylsilane reacts with 2a in the presence of TiCl4 (-78 °C, CH2Cl2) to give 2-allyl substituted
tetrahydrofuran 6a9) (85% yield) in >99% de, the configuration of which is assigned as (25,4S,5S), again by
NOEDS. The use of Et3SiH as nucleophile affords (2R,4S,55)-6b in 92% de (67% yield).
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The observed stereoselectivities (>99-92% de) in Eq. 2 exceed the diastereomeric purity of the starting 2a
(88% de). This suggests that the highly strained oxonium ion 5 formed during the reaction3d) undergoes
nucleophilic attack from the site opposite to the C-4 and C-5 substituents more easily, when compared to exo-
methylene intermediate 4. The substitution reaction of this type has attracted recent interest for the synthesis of
C-furanosides.10)
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The sterically encumbered 1,1-disubstituted olefin 7 gives a 52% yield of acetal 8 in 40% de (Eq. 3).
Thus, the cyclization-alkoxylation of monohydroxy alkenes appears to be a general process.
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Pd(IT)-Catalyzed cyclization of (2R,3S)-dihydroxyalkene 1c gives a 63% yield of (1S5,35,4R)-2,6-
dioxabicyclo[2.2.1]heptane 311) {[a]p25 -13.1 (¢ 0.55, CHCI3)} (Eq. 4). To promote the cyclization
smoothly, 3 equiv. of methanol is required as additive, but external alkoxylation of methanol does not occur in

this case.
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