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Summary: Three different O protected D-galactosides have been compared as acceptors in (-sialoside svathesis
using glycosyl donor 1, methylsulfenyl witlate as promoter, and acetonitrile/dichloromethane ag solvent at-70 9C,

The 6-O-benzylated acceptor 2 was the most efficiznl, the w(2-3) sialoside § was obtained in 39% isolated yiekl.

Chemical synthesis of sialosides iy a progressing arca in carbohydrate chemistry, the subject has
recently been reviewed?. We have recently submitied for publication? the effect of tcmperature in the
glycosylation with the NeuSAc derivative 1 of the 6-0OH position at galactose. When | was activated with
methylsulfenyl tiflate in varions nitriles the o-selectivity increased at lower temperatures and the proportion
of competing elimination product 7 decreascd.

We are now reporiing an investigation of the glycosylation with 1 in the 3-position of D-galactose. A
NeudAco(2-3)Gal unit thus formed 15 an important structural element of gangliosides and glycoproteins.
Three different glycosylaceeptors 2,3 and 4 were investigated with 1 as glycosyl donor using the conditions
producing the highest o-selectivity in the formation of c(2-6) bonds reported by us3.

A mixture of glycosyl acceptor 24 35 or 45 (0.1 mmpl), glycosy! donor 1 (0.12 mmol), powdered
molecular sicves (3 A, 200 mp) in acctonitrile/dichloromethane (3:2, 3 mL) was stirted at room temperaturs
for 1 h, then silver triflate (0,12 mmel) was added, the mixture was flushed with dry nirrogen, sealed and
coolad to -70 9C, Methyisulfenyl bromids? {0.12 mmol, 4.7 M) in 1,2-dichlorocthane was then injected in
one portien. After 1h (tlc showed that 1 was consumed) diisopropylamine (25 pl) was injected and stirring
was continued for lh, and the reaction mixture was then filtered, concentrated, and purified by silica gel

chromarography. The yields were as follows:
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Acceptor Products? and vields
2 5 (39 %) 6 (9 %) 7 (17 %)
3 8 (15 %) 9b 7 (31 %)
4 10 (18 %) 11h 7 (17%)

& Analytical daia see note 8. b These compounds have not been isolated, but they are indicated
1o be present in the range of 2 - 5 %, by NMR from unresclved fractions.

As secn from above, among the three tested glycosyl acceptors, 2 was the most efficient for the formation of
a2 NeuwSAco(2-3)Gal unit. Condensation of 1 with 2 gave -sialoside 5 in 39 % isolated yield, which is

among the best reporied so farf.
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