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The new strategy for the development of the inhibitor of reverse transcriptase
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A number of nucleoside (or nucleotide) reverse transcriptase inhibitors
(NRTIs) are used in the treatment of HIV and hepatitis B. The long term administration of these
medicines is required in this treatment, and leads the appearance of the drug-resistance virus. The
major mechanism of resistance to NRTIs is a nucleotide excision, in which is removed of
chain-terminating 3' -terminal NRTIs. In this study, we aim to develop the new strategy for the
design of the reverse transcriptase inhibitor with drug resistance. We expected that the
cross-linking reactions between RNA template and primer DNA would lead the inhibition for the
reverse transcriptase reaction by forming covalent bond. We prepared the crosslink forming
oligonucleotide (CFO) containing 2-amino-6-vinylpurine (AVP% at 3' terminal position of the DNA
primer. The CFO can react to the target thymine at the complementary site. The crosslinked duplex
DNA can inhibit the HIV-1 reverse transcriptase by capturing this enzyme.
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Conditions: 2 uM AVP-Primer, 1 uM Template, 50 mM MES
buffer (pH 7.0), 100 mM NaCl, 37 ° C
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Conditions:250 nM duplex, 50 mM Tris-HCI (pH 8.0), 50 mM
KCI, 100 uM dNTP, 6 mM MgClzz, 10 uM dNTPs, 500 nM HIV-1
RT, 37°C, 20 % Acrylamide gel for unmodified primer, 15 %
Acrylamide gel for CL-duplex
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