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Development of a new synthetic method of oligonucleotides using H-phosphonamidate
derivatives. (Faculty of Pharmaceutical Sciences, Tokyo University of Science) O Taiki
Tsurusaki, Kazuki Sato, Takeshi Wada

Although the phosphoramidite method has been used as an established synthetic method of
oligonucleotides, we have investigated to develop a new synthetic method. In this study, we
focused on H-phosphonamidate derivatives as a monomer unit for the synthesis of
oligonucleotides. Through a vigorous investigation, it was found that an H-phosphonamidate
having a morpholino group reacted with an alcohol to form an H-phosphonate diester under
mild basic conditions. Moreover, the unreacted H-phosphonamidate was converted to a water
soluble compound under the conditions for detritylation and was removed by extraction. These
results indicated that this method would be applicable to the solution phase synthesis of
oligonucleotides with simple manipulations. The details will be reported and discussed in the
presentation.
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