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The 3D cryo-EM density map of the SETD3(1-503)-EV71 2A complex has been deposited in the EM Database under the accession codes EMD-38156, and the
coordinate for the structure have been deposited in Protein Data Bank under accession code 8X8Q [https://doi.org/10.2210/pdb8X8Q/pdb]. The atomic
coordinates and structure factors for SETD3(1-498)-EV71 2A complex have been deposited in the Protein Data Bank under the accession codes: 8X77 [https://
doi.org/10.2210/pdb8X77/pdb]. Publicly available protein atomic models with the following PDB code were used in the study: 6MBK[ https://doi.org/10.2210/
pdb6MBK/pdb],3W95[https://doi.org/10.2210/pdb3W95/pdb],5OOF[https://doi.org/10.2210/pdb5OOF/pdb],7LMS[https://doi.org/10.2210/pdb7LMS/pdb],6OX2
[https://doi.org/10.2210/pdb6OX2/pdb] ,3SMT[https://doi.org/10.2210/pdb3SMT/pdb] and 4FVD[https://doi.org/10.2210/pdb4FVD/pdb]. Source data are provided
with this paper.
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603,524 particles from 6,321 micrographs were used for 3D reconstruction of EV71-2A and SETD3 complex. These cryo-EM images were
sufficient to determine the structure of satisfactory quality. We conducted three replicates for the functional assays, each of which was
successful.

The date sets for crystal diffraction were merged based on completeness,R-factor,I/sigma.

Following multiple rounds of 2D and 3D classification, particles that did not meet the desired class criteria or showed significant flaws based
on established cryo-EM principles were removed from the cryo-EM analysis.

All functional assays were carried out independently at least three times ,and all attempts at replication were successful.

This study did not include any statistical comparisons.

Blinding was not considered at current state.For cryo-EM and crystallography, data were collected automatically and data processing is also
implemented automatically by the software.




