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ZYGI1B suppresses multiple enteroviruses by triggering viral VPI
degradation
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ZYG11B suppresses multiple enteroviruses by
triggering viral VP1 degradation
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Enterovirus 71 (EV71) I & major cause of hand. foot, and mouth diseme, particularly
affecting pedutric populations worldwide. The roke of ZYG118. 4
£3 ublauitin gate rom the Zyg-11 famiy, in anthviral defense againgt EV71 remains uncleat

To our knowledge, this study it the fest 10 revesl that ZYGI1H targers EV71 VP1 for
776119
2

ome pathway. with CA

proteasomal degradation va the ublquitin-prot
XiMty specifically diving K3linked ubloltination. Mass  spectiometry  ard
mmunopreciphation analyses confirmed the Interaction between 2YG118 ard VP! and
identified key domains required for binding both VP1 and CUL2 Comparative analyses
showed thal VP1 ubiquitination uites are highly conserved across related enterovinumes.

Induding CAG, CA16, and EVOS. Furctional assays further demonstrated that ZvG118
restricts these viruses, Nghlighting ts potential a5 # broad-soectrum antivial target. These
findings establish ZVG118 as & critical effector in host antivieal responses and supoort ity

ections.
Jtinases have become important topics of
% an £3 uniquitin

therapeutic potential for managing enterovirus i
IMPORTANCE £3 ublauitin figases and de
competition between viruses and hosts. Here, we identifed CRI2T™
Fgase complex Capable of degrading structural protein VP1 of enteroviruses. making ZvG118
a broad-spectrum antivical factor, We fiest proposed the Inhibitory effect of ZYG118 on




