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Identification of small compounds which are associated with NS4A and inhibit the
growth of dengue viruses.
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Dengue virus (DENV) is the etiologic agent responsible for dengue fever, dengue
hemorrhagic fever, and dengue shock syndrome. The infections have emerged and continue to spread rapidly.
Now no effective antiviral drugs exist to treat DENV infection and licensed vaccine is only available in
a few countries. We show here that a compound cyclofenil (CF) has an inhibitory effect on growth of DENV
in mammalian cells in vitro. CF exhibited antiviral activity to DENV in mammalian cells but not in
mosquito cells, suggesting that CF may interact with a mammalian cell factor. Time-of-addition experiment
indicates that CF may inhibit the late stage of the life-cycle of the DENV. We also succeeded in

isolating CF-resistant virus, and several mutations with amino acid substitutions were identified in the
mutant virus genome.



10
NS4A

NS4A

NS4A

NS4A

NS4A
NS1

NS4A

NS4A

51

NS4A(N51) mRFP
Flag N
NS4A(N51)-mRFP-Flag
NS1 Flag
293T
Flag
NS4A
NS1
NS4A
29,707
9
50uM
NS1
4
3
32
1



CF

1.E+08

1.E+07

—_

JE+06

—_

JE+0b

—

CE+04

A NAFE (PFU/mL)

iy

JE+03

1.E+0%

1.E+01

CF 1

10uM CF

CF

C6/36

CF
Time-of-addition
18
CF
RNA
CF
18
RNA
CF
CF
CF
7 5
0
63
2015 11 22
0
o 0
o 0



@
TAJIMA, Shigeru

60311346

@
TOHMA, Daiki



