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Betanodaviruses are the casative agents for wviral mereous necrosis [WNN), an infectious neuropathological condition
characterized by necrosis of the oentral nervous sysiem, induding the bram and retina, which presents with dinical signs including
abmormal swimming behewior and darfening of the fish. This disease & capable of causing massive martality in tee arvee snd juvenile
populations of several marine teleost spetes worldeide. The betancdsvirus induces phosphatideserne (FS) externalzation and
promotes hosk secondary necrass cell desth. To determine virus reglication whether can trigger mecrotc cell death, the inhibitors of
endesoma! addification and BNA interference for specific knockdown of viral ENA polymerase expression will be tested. In the results,
in the endasomal ecidification inhibitor can effedt vines replication and defay necrobic cefl desth in grouper fish o=l On the other hand,
in the kncchkdown of RNA polymerase expression assay, we found that effectvely knockdown the FdRp protein can reduce the PS
expasure, mitodhondrial membrane potential (MMP) loss and bko wiral death prolein {(proben-o and B2) espression very well
Furthermaore, we have found that the viral titers from 7.5 dropped nbo 3.2 in TCID 50 &t S8 b post-infectan time (pu. ). Teken together
our results supgest thet betanodavinus-nduced nedrobic cell desth may require for viral genome replication and bwo viral death gene
evpressions, which tripger mitochondna-mediated o= death in fish cells thet may provide new insighls into RNA viral control and
reatmeent,



