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The biological importance of carbohydrates in a host of
fundamental cellular processes has dramatically increased the
demand for pure, synthetically derived oligosaccharides.!!
Opver the past 100 years, chemical methods for the assembly
of all classes of carbohydrates have been developed. This has
resulted in sophisticated glycosylation reactions that allow the
formation of even the most difficult glycosidic linkages with a
high degree of selectivity.”) More recently, automated meth-
ods for the rapid combination of monosaccharide building
blocks on a solid phase were reported.F! The time required to
assemble an oligosaccharide has been reduced more than 100-
fold, and as a result, the need for substantial quantities of and
rapid access to fully functionalized building blocks has
increased.
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A typical monosaccharide building block used in oligo-
saccharide assembly is equipped with different protecting
groups that mask the hydroxy and amine functions and an
anomeric leaving group that can be activated to induce the
formation of a glycosidic linkage. These differentially pro-
tected and functionalized monosaccharides have traditionally
been accessed from naturally occurring sugar starting materi-
als through a series of protection-deprotection maneuvers.
Such a process establishes the desired protecting group
pattern and typically requires 6-20 steps depending on the
sugar, the protecting group pattern, and the anomeric leaving
group.!

To avoid these lengthy procedures for producing building
blocks for the assembly of larger structures, efforts have been
directed at the synthesis of orthogonally protected hexose
monosaccharides from noncarbohydrate precursors.”) The
landmark syntheses of hexoses by Masamune, Sharpless, and
co-workers!® were enabled by the ability of new synthetic
methods to introduce specific stereogenic centers selectively.
The aldol reaction has also proved to be a particularly useful
tool in the creation of hexoses from simple precursors.
Mukaiyama and co-workers!”! reported a stereoselective
synthesis of pentoses and hexoses through the use of silyl
enol ethers in aldol condensations to furnish partially
protected pentoses and hexoses. Unfortunately, these funda-
mental explorations were not investigated further than the
initial proof of concept. Recently, proline-catalyzed aldol
reactions were used to fashion aldo- and ketohexose pre-
cursors for Mukaiyama-type aldol reactions, which were then
used to synthesize partially protected glucose, mannose, and
allose monosaccharides.®! The yields and selectivities
reported for these transformations, although excellent, were
highly dependent on the specific protecting groups that were
chosen.

Oligosaccharide assembly requires monosaccharide build-
ing blocks that contain orthogonal protecting-group patterns
and a readily activated anomeric leaving group. Herein we
report a convergent route to orthogonally protected D-
glucuronic and L-iduronic acid thioglycoside building blocks,
which are commonly used in the assembly of heparin
oligosaccharides.”! This approach relies on the selective
Mukaiyama-type aldol reaction'” that unifies a silyl enol
ether and a thioacetal-containing aldehyde (derived from the
chiral pool).

Retrosynthetic analysis of the uronic acids A (Scheme 1)
revealed that the fully protected uronic acid thioglycosides
could be obtained through cyclization of the linear hexoses B.
The open-chain hexoses can be formed, in turn, through a
Mukaiyama-type aldol reaction of an appropriately protected
ketene acetal C with a thioacetal-containing aldehyde D.

Synthesis of the key thioacetal aldehydes 8 and 9
commenced with readily available L-arabinose (1;
Scheme 2). The aldehyde was converted into the correspond-
ing thioacetal by reaction with ethanethiol in the presence of
hydrochloric acid.""! Subsequent protection of the 4,5-diol
with 2,2-dimethoxypropane furnished the crystalline aceto-
nide 2.1l At this stage, the protecting-group patterns for the
C2 and C3 hydroxy groups were selected. The reaction of 2
with NaH, in the presence of excess benzyl bromide, afforded
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Scheme 1. Retrosynthetic analysis of uronic acid thioglycosides.
PG = protecting group, TMS =trimethylsilyl.
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Scheme 2. Synthesis of differentially protected thioacetal aldehydes from L-arabinose:

a) EtSH, conc. aq. HCl, 10 min, 77%; b) 2,2-dimethoxypropane, pyridinium p-toluenesulfo-
c) BnBr, TBAI (cat.), NaH, DMF, 0°C, 4 h; d) nBu,SnO,
toluene, Dean-Stark trap; then BnBr, CsF, TBAI (cat.), DMF; e) Ac,0O, pyridine, 46 % (two
steps); f) AcOH/H,0 (1:1, v/v), 50°C, T h, 6: 62% (two steps: c and f), 7: 92%;
H,O/THF, 0°C, 15 min, 8: 82%, 9: 80%. Bn=benzyl, DMF = N,N-dimethylformamide,

nate (cat.), acetone, 1.5 h, 81%;

TBAI =tetrabutylammonium iodide.

dibenzylarabinoside 3, whereas formation of a tin ketal of the
diol 2 and subsequent monobenzylation gave 4. After
acetylation of the remaining hydroxy group in 4, selectively
protected 5 was isolated in 46 % overall yield together with
45% of the 2-O-benzyl-3-O-acetyl regioisomer. Deprotection
of the acetal groups in 3 and 5 was followed by sodium
periodate mediated cleavage

of the resulting vicinal diols

BF;-Et,0 mediated aldol reaction" of aldehyde 8 with silyl
enol ether 10" gave a 1:1:1 mixture of three products as was
determined by analysis of the 'H NMR spectrum of the crude
product mixture. The three individual aldol products were
isolated by column chromatography and identified after
conversion into the corresponding thiopyranosides. The free
hydroxy groups of 11, 14, and 17 were first transformed into 9-
fluorenylmethyl carbonates followed by cleavage of the silyl
ether in the presence of pyridine-HF to obtain the alcohols 12,
15, and 18, respectively, in good overall yields. Although
initial attempts to effect cyclization under various acidic
conditions proved to be challenging, NIS-promoted activation
of the thioacetal led to the formation of
pyranose carbohydrates 13, 16, and 19,
respectively, in quantitative yields.

~ ' SEt At this stage, the absolute configurations
© OBn SEt of the pyranoses were established by the
"H NMR coupling patterns of the carbohy-

8 drate ring protons. For compound 13, the

OAc large coupling constants (J=8-10 Hz)

= sEt between 2-H, 3-H, 4-H, and 5-H provided
© OBn SEt the evidence to assign the gluco configura-
9 tion. The ido configuration of 16 was

assigned based on the -characteristically
small coupling constants (/=1-3 Hz) for
protons 2-H to 5-H. This configuration was
further corroborated by the W coupling,
*J,4= 1.0 Hz, which is typical of a 2,4-diaxial-
substituted pyranose. The coupling pattern
for the less common altruronic acid 19 was in
full accordance with the reported coupling
constants for altroses.!"” Notably, no trace of
the galacto uronic acid, the fourth possible
isomer, was found. This absence can be
rationalized through the assumption of a nonchelating,
open-chain transition state that allows only the three C—C
bond formations observed and not the sterically demanding
Si, Si attack that would lead to the galacto isomer.

Once the absolute configurations of the aldol products
had been determined, the selectivity of the aldol reaction was
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for the synthesis of thioace-
tal aldehydes was estab-
lished, the aldol reaction/
cyclization sequence was
explored (Scheme 3). The

BF,-Et,0, CH,Cl,,

steps);
succinimide.
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Scheme 3. Synthesis of L-glucuronic acid, L-iduronic acid, and L-altruronic acid building blocks: a) Method A:
0°C, 15 min, 93% (11/14/17=1:1:1); Method B: MgBr,-Et,O, toluene, —78 —»—30°C, 1 h,
quant. (only 11); b) 1. FmocCl, pyridine, 2 h; 2. HF-pyridine, THF, 16 h, 12: 83%, 15: 89%, 18: 84 % (two

c) NIS, CH,Cl,, 15 min, quant. (13, 16, and 19). Fmoc = 9-fluorenylmethoxycarbonyl, NIS = N-iodo-

Angew. Chem. Int. Ed. 2005, 44, 7605-7607


http://www.angewandte.org

explored further. It has been shown previously that stereo-
selectivities can be significantly improved by the use of metal
Lewis acids in a chelation-controlled Mukaiyama-type aldol
reaction."”! We envisaged that Felkin—-Anh addition of a silyl
enol ether to a aldehyde, in an open transition state, should
preferentially furnish a glucuronic acid. Indeed, the
MgBr,-Et,0O-promoted aldol reaction of the aldehyde 8 and
the silyl enol ether 10 (Method B, Scheme 3) afforded
glucuronic acid 11 in quantitative yield as a single diaster-
eomer.

The BF;-Et,O-mediated aldol reaction between the selec-
tively protected aldehyde 9 and ketene acetal 10 was also
examined (Scheme 4). Surprisingly, analysis of the crude
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Scheme 4. Synthesis of selectively protected p-glucuronic and L-id-
uronic acid building blocks. a) Method A: BF;-Et,0, CH,Cl,, 0°C,

15 min, 95% (20/23 =3:2); Method B: MgBr,-Et,O, toluene, —78 —
—30°C, T h, 98% (only 20); b) 1. FmocCl, pyridine, 2 h; 2. HF-pyridine,
THF, 16 h, 21: 79%, 24: 76 % (two steps); c) NIS, CH,Cl,, 15 min,
quant. (22 and 25), (a/f=1:1).

reaction mixture by '"H NMR spectroscopy showed a 3:2 ratio
of two diastereomers, and only traces of a third. Separation of
the individual isomers followed by protecting-group manip-
ulations and NIS-mediated cyclization led to the isolation of
the pyranoses 22 and 25. Through comparison of the 'H NMR
coupling constants with those of the pyranosides 13 and 16,
thioglycoside 22 was identified as D-glucuronic acid and 25 as
L-iduronic acid. Finally, the BF;-Et,O-mediated aldol reaction
between 9 and 10 (analogous to the reaction of 8 and 10) led
to the formation of the gluco-configured product as the only
detectable diastereomer (Method B, Scheme 4).

In conclusion, a highly convergent route to orthogonally
protected D-glucuronic and L-iduronic acid thioglycoside
building blocks has been developed. Rapid access to sub-
stantial quantities of monosaccharides that contain practical
protecting group patterns and a readily activatable anomeric
leaving group will greatly facilitate oligosaccharide assembly
by using automated methods. The construction of heparin
analogues and the development of efficient routes to further
carbohydrate building blocks are currently under investiga-
tion.
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