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Novel modification method of oligonucleotides for siRNA medicine
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Small interfering RNAs (siRNAs) are considered to be attractive
candidates as nucleic acid drugs, owing to their powerful regulation of gene expression
in a sequence-specific manner. In this study, novel some solid supports and synthetic
method of artificial nucleic acids for chemically modified siRNA were developed.
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Reagents and conditions: (a) Et;SiH, TMSOTf,
MeCN, rt, quant; (b) i) NaH, MeOH, rt; ii) BnBr, NaH,
DMF, rt, quant; (c) H,, Pd(OH),/C, MeOH, rt, 94%.
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Reagents and conditions: (a) TMSCN, TMSOTT,
CH,CI,, rt, quant; (b) i) NaOMe, MeOH, rt; ii) HCI,
rt, 70% (c) TBDPSCI, pyridine, rt, 79%%; (d)
2,2-dimethoxypropane, p-TsOH, acetone, 94%; (e) i)
DIBAL-H, CH.CI,, -78 =C; ii) Bestmann-Ohira reagent,
K,CO3, MeOH, rt, 67%; (F) CF;COH, H,0, rt, 79%.
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