DISCOVERY OF MULTITARGET ANTIVIRALS ACTING ON DENGUE
VIRUS NS5-NS3 INTERACTION AND THE HOST Src/Fyn KINASES?
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Background Compounds and Cellular Assays
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*SYNTHESIS OF 2-PYRIDONES DERIVATIVES
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*SYNTHESIS OF TRIAZOLE DERIVATIVES
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*SYNTHESIS OF QUINOLINE DERIVATIVES
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*SYNTHESIS OF PURINE DERIVATIVES
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Reagents and conditions: (a) H,O, reflux 2-7 h; (b) K,CO,;,DMF, rt, 2 h

Conclusion

Reagents and conditions: (a) NH,OH, reflux 4 h; (b) 2,4 difluorobenzyl
bromide, K,CO,, DMF,rt, 7 h; (c)

- A cheap FIRST-IN-CLASS inhibitor (16i) of Dengue virus replication has been identified.

- Compound 16i proved to inhibit NS3-NS5 replication, c-Src/Fyn kinases and is 10 times
more potent than ribavirin in cell-based assays.

Reagents and conditions: (a) (i) neat, uW, 120 °C, 5 min; (ii) (Ph),0, pW, 230 °C,

7 min; (b) POCI;, reflux, 2 h; (c) NaH, DMF, reflux, 2 h

Reagents and conditions: (a) n-BuOH, NEt,,uW, 70°C, 10 min; (b) method A ( for
14a-m ) NR.R,, n-BuOH, pW, 170 °C, 10 min then 150 °C, 10 min; method B (for
141) n-BuOH, NEt3' uW, 130°C, 10 min
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