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Development of prodrug-siRNA activated by intracellular reducing environment

Nakagawa, Osamu
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In this study, we developed 2"-0-methyldithiomethyl (MDTM)-RNA as a prodrug-RNA. T
he MDTM-RNAs showed high stability under fetal bovine serum, and were easily converted into native-RNAs un
der glutathione reducing condition found in the intracellular environment. In addition, the MDTM-RNAs show
ed enough affinity toward complementary RNA. The synthesis of MDTM-RNAs was effectively achieved by a post
-synthetic approach. The MDTM-RNA might be an excellent candidate for RNA technologies such as RNA interfe
rence.
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2. 2-O-MDTM-ON
: (a) DTBS(OTf),, DMF; (b) DMSO, Ac,0,
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10 mM MgCl; and 50 mM Tris-HCI buffer
(pH 8.0), each strand 12.5 nmol/ml, SVPDE

(Boehringer Mannheim) 0.1 ng/ml at 37 °C.
: 5-d(TTTTTTTTXT)-3" [X: 2'-O-MDTM- uridine
or thymidine (2’-deoxy)].
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4. HPLC (DTT , pH 8).
5-d(GCGTTXTXTGCT)-3
(X: 2-O-MDTM-uridine >2’-OH-uridine).
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