Vaccinia-virus-based vaccines are expected to elicit highly
cross-reactive immunity to the 2022 monkeypox virus
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SUPPLEMENTARY FIGURES

Supplementary Figure S$1. Full-genome comparison of the reference sequences for VACV and the
three vaccines: MVA-BN, ACAM2000 and Dryvax (consensus sequence). Single nucleotide
polymorphisms (SNPs) are indicated in the lower left triangle, while the percentage of SNPs are
indicated on the upper right triangle. The percentage of SNPs are computed for the sequence indicated
in each row where the length of the sequence is in parenthesis.
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Supplementary Figure S2. Genetic similarity between VACV proteins targeted by NAbs and their
orthologs in 531 MPXV-2022 sequences. A circle represents the median similarity of the VACV protein
among the MPXV-2022 sequences, while the lower and upper bars indicate the 5th and 95th percentiles

respectively. Length of the VACV proteins is indicated within parentheses on the x-axis.
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Supplementary Figure S3. Genetic similarity of 121 VACV-specific proteins with known T cell epitopes
among MPXV-2022 (red) and MPXV-CB (blue) orthologs. Variation among the MPXV-2022 sequences
is also shown where the lower and upper ends of the error bars indicate the 5th and 95th percentiles
respectively. Note that for most proteins the diversity is limited and hence the two ends of the error bars
overlap each other. VACV proteins known to be targets of NAbs are indicated in bold. For the twelve
least similar VACV proteins (C1L, A48R, E3L, A38L, C3L, A47L, A40R, C2L, C10L, A55R, E5R and
VACWR-B15R), there are large spans of indels, which may be a result of partial gene deletions and/or

poor quality of the sequence alignment spanning genomic regions that encode these proteins.
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