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Synthesis and Spectroscopic Analysis of 2',3'-Didehydro-2',3'- dideoxythymidine (d4T)5'-
thiophosphoramidates
Miao Zhiwei,Feng Y uping,Fu Hua, Tu Guangzhong,Zhao Y ufen

The Key Laboratory of Bioorganic Phosphorus Chemistry, Ministry of Education, Department of Chemistry, School of
Life Sciences and Engineering, Tsinghua University.Beijing(100084);Beijing Institute of Microchemistry.Beijing(100091)

Abstract Nucleoside reverse transcriptase inhibitors are the only drugs so far approved for the treatment of AIDS.
Nucleoside 5'- phosphorothioates is relatively resistant to enzymatic transformations. Novel 2',3'-didehydro-2',3'-
dideoxythymidine (d4T) 5'- thiophosphoramidates have been prepared by thiophosphorochloridate chemistry. These
materials were designed to act as membane-soluble prodrugs of the bioactive free nucleotides. In vitro evaluation reveals
that the compounds have a pronounced, selective anti-HIV activity in MT-4 cells. The new compounds are characterized
by NMR, IR and ESI-MS. Theresults from NMR experiments indicate that there are anti-orientation for glycosyl
grouping in compounds 5a~5e.
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