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Figure S1. Amino acid sequence alignment of HuNoV, MNV, RHDV, SaV, EMDYV, CV, and EV71

RdRps. Histograms at the top indicate the conservation level of amino acids are above the sequence

alignment. The RNA binding and active site residues are marked in red and yellow background,



respectively, and the N- and C-terminal regions are shown in blue boxes. The amino acid residues of
FMDV, CV and EV71 RdRps involved in the interaction with VPg are marked in light violet, pink,

and light green colors, respectively.



52 —Supplement to Figure 2, a PyMOL session file, demonstrating frames of superimposed structures
of calicivirus RdRps. It displays the superimposed crystal structures of the RHDV, HuNoV, SaV, and
MNYV RdRps at the side and top views.

S3 — Supplement to Figure 3, a PyMOL session file, demonstrating frames of superimposed active
sites of RdRps. (a) It displays the structures of the apo enzyme, the RNA/NTP-incorporated, and the
backtracked state in sequence. The RdRp structures of RHDV (1IKHW), HuNoV (1SH0, 3BSO and
4QPX), and MNV (3QID) were used for superposition. (b) The top view of superimposed HuNoV
RdRp structures, showing the conformational changes of the central helices at the thumb domain of

RdRp upon RNA binding.

54 — Supplement to Figure 4, a PYMOL session file, demonstrating frames of the C-terminal regions
of the apo and RNA-bound RdRps from HuNoV and SaV. It displays the C-terminal regions of the

HuNoV and SaV, blocking the active site or swapping with the other molecule.

S5 — Supplement to Figure 5, a PyMOL session file, demonstrating frames of the structures of the
RdRp-VPg complexes. It displays the superposition of the RARp-VPg complex structures from FMDYV,
CV and EV71in picornaviruses. FMDV VPg is bound at the active site, while CV VPg is at the junction
of the palm and thumb and EV71 VPg is bound at the bottom of the palm domain.



