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The C,-and C,-OH groups of methyl L-rhamnose, derived from L-rhamnose (1), were first

selectively protected,’ and the C,-OH was oxidi\zed. The exocyclic difluoromethylene moiety

was introduced by reacting the resultant 4-hexulose (2) with dibromodifluoromethane and

hexamethylphosphoramide.? Selective deprotection of the anomeric-OH was achieved by the
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treatment of 3 with acetic anhydride/sulfuric acid,’ followed by hydrazine acetate. A two-step
sequence with N,N-diisopropyldibéﬁzﬂ phosphoramidite and m-CPBA® was used to convert 4 to
its C-1 phosphate (5). Subsequent hydrogenlation (10% Pd/C) followed by treatment with a
stoichiometric amount of bicarbonate afforded 6 in quantitative yield.® The isopropylidene
moiety in 6 was removed by 25% aqueous trifluoroacetic acid,’ and the product 7 was converted
to its triethylammonium salt by passage through a cation-exchange column (BioRad AG 50W-
. X2, Et,NH' form). It should be noted that condensation of 7 with the 4-morpholine N,N-
dicyclohexylcarboxamidine salt of thymidine 5'-monophosphate in the presence 6f 1H-tetrazole®
afforded the desired product 8 as a mixture of a and B anomers (8a::8p = 3:1). Due to the
instability of 8 upon»further purification and lyophilization, this mixture was used directly in the

subsequent experiments.
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