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Oxidative Cleavage of 3-Alkoxy-2,5-dihydrofurans and its Application
to the De Novo Synthesis of Rare Monosaccharides as Exemplified by

L-Cymarose**
Malte Brasholz and Hans-Ulrich Reissig*

Lithiated alkoxyallenes are very versatile C; building blocks
and their numerous applications to organic and natural
product synthesis have been reported.!! Treatment of these
nucleophiles with various electrophiles such as aldehydes,
ketones, nitriles, and imines generated primary adducts of the
alkoxyallenes, which serve as convenient precursors for many
functionalized heterocycles.”! As an example, the addition of
lithiated alkoxyallenes to aldehydes and subsequent cycliza-
tion of the primary adducts lead to 3-alkoxy-2,5-dihydrofur-
ans.”*® Here we report the oxidative cleavage of these allene-
based heterocycles to provide B-alkoxy-substituted o,f-un-
saturated y-keto aldehydes. This three-step protocol furnishes
1,4-dicarbonyl compounds, which are formally derived from
hardly accessible 3-alkoxyfurans. Several of the products
prepared by our method are equivalents of a,f-unsaturated
keto sugars, which makes them ideal starting materials in the
preparation of rare monosaccharides.

Reactions of lithiated alkoxyallenes 2 with aldehydes 1
yield primary adducts 3 which are cyclized with potassium
tert-butoxide to afford 3-alkoxy-2,5-dihydrofurans 4
(Scheme 1).? The one-step oxidative cleavage of these
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Scheme 1. Preparation of a,f3-unsaturated y-keto aldehydes 6 from
aldehydes 1 and lithiated alkoxyallenes 2 via 3-alkoxy-2,5-dihydrofurans
4. DDQ =2,3-dichloro-5,6-dicyano-p-benzoquinone.
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substrates can be performed under various conditions:
Reaction of compounds 4 with two equivalents of DDQ at
room temperature in the presence of a proton source (water
or alcohol) or by treatment with an excess of the complex
formed between chromium trioxide and 3,5-dimethylpyrazole
(7)™ at —20°C leads to the a,B-unsaturated y-keto aldehydes
6. These products can also be accessed by the oxidation of the
corresponding 2-substituted 3-alkoxyfurans S, but prepara-
tion of compounds with this particular substitution pattern is
quite difficult.’! In our method, furans 5 are generated
in situ’® by aromatization of dihydrofurans 4, thus circum-
venting their synthesis and isolation.”®

To prove scope and limitations we oxidized a series of
dihydrofurans 4 to dicarbonyl compounds 6. Substrates 4,
which were prepared starting from chiral aldehydes 1, were
employed in these reactions as mixtures of diastereomers.
Gratifyingly, simple aliphatic as well as highly functionalized
substrates 4 were compatible with this process (Table 1). In
general, the oxidation selectively yields E-configured prod-
ucts (E/Z>95:5). The influence of the C-3 group on the
reaction and the stability of products 6 was found by variation
of the alkoxy substituent (4a—c). In the DDQ-mediated
oxidation (Method A), substrates bearing a non-oxidizable
methoxy substituent generally give the highest yields. Yields
slightly decrease to 60% when the C-3 substituent is a
benzyloxy or MOMO group. The yield of the oxidation
product from substrate 4¢ could be significantly improved by
buffering the reaction mixture with pH 7 phosphate buffer
(Method B).Pl) We attribute this finding to the acid-lability of
the product 6 ¢. Furthermore, the proton source can be varied
in the oxidation process. If methanol is used instead of water
(Method C), dimethyl acetals 8 are obtained (4a—8a and
4h—8h). As demonstrated by examples 4d-f, our method is
compatible with a number of common protective groups such
as silyloxy, benzyloxy, and trityloxy groups. Even the acid-
sensitive substrate 4g protected with an N-fert-butoxycar-
bonyl (Boc) group could be transformed into 6g in excellent
yield. Methanol only had to be employed as the proton source
in the case of dihydrofuran 4h protected with a cyclohex-
ylidene acetal group, since acetal cleavage and subsequent
decomposition occurred in the presence of DDQ and
water.”

An alternative to DDQ oxidation is the oxidation with the
CrV-based reagent 7 (Method D). As depicted in the
conversions 4a—6a and 4b—6b, the yields are generally
diminished. The analogous outcomes of the oxidation cas-
cades with both DDQ and complex 7 was not anticipated.
Complex 7 selectively oxidizes 2-substituted dihydrofuran 9
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Table 1: Oxidative cleavage of 3-alkoxy-2,5-dihydrofurans 4 to a,f-unsaturated y-keto aldehydes 6.
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[a] A: 2 equiv DDQ, CH,Cl,/H,0 20:1-15:1, RT, 2 h. B: 4 equiv DDQ, CH,Cl,/pH 7 buffer 10:1, 0°C—RT, 1.5 h. C: 3-4 equiv DDQ, CH,Cl,/MeOH
15:1, RT, 4-6 h. D: 8 equiv CrO;, 8 equiv 3,5-dimethylpyrazole, CH,Cl,, —20°C, 2 h. [b] 4 f was prepared by cyclization of the primary adduct with
AgNO; (see Ref. [13]). Bn=benzyl, MOM = methoxymethyl, Tr=triphenylmethyl! (trityl), TBS =tert-butyldimethylsilyl, Boc =tert-butoxycarbonyl.

to butenolide 10 (Scheme 2)."" In contrast, the 2,3-disubsti-
tuted substrate 4a does not undergo allylic oxidation but keto
aldehyde 6a is isolated as the sole product. Apparently, only
4a aromatizes in the presence of 7 to the corresponding furan
intermediate, which is then cleaved to the 1,4-dicarbonyl
product 6a, probably along the generally assumed reaction
pathway./?

R . OMe
n 12 equiv 7 L:ﬁ\ 8equiv? J:»
R EE— =~ 0= CyH
07 g "CiHy CH,Cl, 0~ CuHay CH,Cl, 4 1123
10 20°C g Rr=H -20°C 6
1% (Ref. [11]) 4a R=OMe 8%

Scheme 2. Influence of the substitution pattern of 2,5-dihydrofurans in
the oxidation with 7.

The 1,4-dicarbonyl compounds 6d—f prepared by our
method are structurally related to keto lactols 12, which can
be obtained from the Achmatowicz reaction of furyl alcohols
1114 (Scheme 3). This oxidative transformation is a conven-
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Scheme 3. Achmatowicz reaction (11—12) compared to oxidations
4d-f—6d-f. PG =protecting group.

ient method for the synthesis of carbohydrate precursors.
Even though various substituents in the 3- and 4-positions of
the furan substrate 11 are tolerated, no examples of Achma-
towicz reactions of 3-alkoxyfurans are documented. Gener-
ally, oxygenation is carried out at a later stage by function-
alization of the double bond present in products 12. However,
the keto aldehydes 6d-f already bear a methoxy substituent,
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and are therefore ideal starting materials for the synthesis of
3-O-methylpyranoses.

We chose the rare 3-O-methyl-2,6-dideoxypyranose
L-cymarose (21) as our target. Several structurally and
biologically interesting antibiotics are glycosides of this
deoxy sugar, such as the DNA helicase inhibitor heliquino-
mycin, whose total synthesis we are currently attempting.['”!
We succeeded in the synthesis of L-cymarose (21) in only
seven steps starting from O-trityl-protected lactaldehyde
derivative 131! (Scheme 4).
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Scheme 4. Synthesis of L-cymarose (21). Conditions: a) 3 equiv 14,
Et,0, —78°C; b) 0.5 equiv KOtBu, DMSO, 60°C; c) 2 equiv DDQ,
CH,Cl,/H,0 20:1, RT; d) 0.3 equiv I, HC(OiPr);, iPrOH/CH,Cl,, 60°C;
e) 10 mol % Rh/Al,O;, 1 bar H,, EtOAc, RT; f) Li(sBu),BH, THF,
—78°C, separation of diastereomers by column chromatography;

g) BzCl, DMAP, pyridine, CH,Cl,, RT; h) 2~ aq. HCI, THF, RT.

Bz =benzoyl, DMSO = dimethylsulfoxide, DMAP = N,N-dimethyl-
aminopyridine.

Addition of lithiated methoxyallene 14 to aldehyde 13 and
cyclization of the primary adduct with potassium fert-butox-
ide®! gave dihydrofuran 4e in high yield (syn/anti=30:70,
86 % over 2 steps). Oxidation of 4e with DDQ furnished keto
aldehyde 6e in high optical purity (e.r.>99:1).'"”) The trityl
protecting group of 4e was removed using 30 mol % iodine in
2-propanol™ and concomitant cyclization cleanly led to
isopropyl acetal 15 (a/ff =83:17). Reduction of the double
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bond of 15 was achieved after careful investigation of suitable
reaction conditions. Gratifyingly, hydrogenation of 15 pro-
ceeded cleanly with 10 mol% rhodium on aluminum oxide
and 1 bar of hydrogen pressure and led to isolation of the
diastereomeric glycosides 16 and 17 in 67 % combined yield
(ratio 81:19). Both anomeric forms of 15 had been hydro-
genated with complete diastereoselectivity, presumably under
exclusive control by the isopropoxy group. The mixture of
ketones 16 and 17 was then reduced with L-selectride, again
with perfect stereocontrol, to give alcohols 18 and 19. At this
stage, the diastereomers could be readily separated by column
chromatography (isolated in 90:10 ratio). Benzoylation of 18
followed by hydrolysis furnished benzoate 20, which is a
suitable precursor for glycosylations with L-cymarose. Alter-
natively, direct hydrolysis of 18 yielded the free L-cymarose
(21; [a]Z=-49.8, c=0.27, H,0, Ref.[19] —51.5, ¢=0.33,
H,0). The overall yield for L-cymarose (21) was 19% over
seven steps.[?"2!

We could demonstrate that the selective DDQ-mediated
oxidation of alkoxyallene-based 2,5-dihydrofurans 4 effi-
ciently leads to an interesting new class of 1,4-dicarbonyl
compounds. The a,f-unsaturated y-keto aldehydes 6 thus
obtained are highly suitable intermediates in the synthesis of
several classes of natural products, as exemplified by the
preparation of the rare deoxy sugar L-cymarose (21). Further
applications of this useful transformation of dihydrofurans
may be the chain elongation of carbohydrates by three highly
functionalized carbon atoms as well as the synthesis of new
heterocyclic compounds. These areas are currently under
investigation.
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