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Stereocontrolled synthesis of dimethylamino phosphorochloridate monomers for the synthesis
of stereopure PMOs (' Department of Medicinal and Life Sciences, Tokyo University of Science,
*Discovery Research Laboratories, Nippon Shinyaku Co.) O Ryuichi Inutake,' Hironao
Hasegawa,” Taiki Tsurusaki,' Kazuki Sato,' Takeshi Wada'

We investigated a stercoselective synthesis of morpholino nucleoside 5’-dimethylamino
phosphorochloridate monomers, which are key compounds for the stereocontrolled synthesis
of PMOs by the oxazaphosphoridine method. We conceived a new synthetic strategy involving
the condensation of the desired amine component via an aryl phosphite intermediate.
Employing the new synthetic strategy, we successfully synthesized the phosphorochloridate
monomers with a high stereoselectivity exceeding 93:7 diastereomeric ratio. This method was
applicable for four kinds of nucleobases. The resultant phosphorochloridate monomers are
useful for the synthesis of stereopure PMO, offering potential solutions to current challenges
associated with PMO drug development.
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