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ATGACGAAAGTTATCATCATCTTAGGATTCTTGATTATTAATACAAATTCATTGT--CTATGAAATGTGAACAAGGTGTCTCATATT ATAATTCACAAGAAT
ATGACGAAAGTTATCATCATCTTAGGATTCTTGATTATTAATACAAATTCATTGT--CTATGAAATGTGAACAAGGTGTCTCATATT ATAATTCACAAGAAT
ATGACGAAAGTTATCATCATCTTAGGATTCTTGATTATTAATACAAATTCGTTGTGTCTATGAAATGTGAACAATGTGTCTCATATT ATAATACACAAGAAT
ATGACGAAAGTTATCATCATCTTAGGATTCTTGATTATTAATACAAATTCATTGT--CTATGAAATGTGAA-—————— e —e e CAAGAAT
ATGACGAAAGTTATCATCATCTTATGATTCTTGATTATTAATACAAATTCATTGT--CTATGAAATGTGAACAAGGTGTCTCATATT ATAATTCACAAGAAT
TAAAGTGTTGTAAACTATGTAAGCTAGGAACATATTCAGATCATCGATGTGATAAATACAGCGATACCATTT-GTGGGCATTGTCCGAGTGACACATTCACG
TAAAGTGTTGTAAACTATGTAAGCCAGGAACATATTCAGATCATCGATGTGATAAATACAGCGATACCATTT-GTGGACATTGTCCGAGTGATACATTCACG
TAAAGTGTTGTAAACTATCTAAGCCAGGAACATATTCAGATCATCGATGTGATAAATACAGCGATACCATCT-GTGGACATTGTCCAAGTGACACATTCACG
TAAAGTGTTGTAAACTATGTAAGCCAGGAACATATTCAGATCATCGATGTGATAAATACAGCGATACCATTT-GTGGGCATTGTCCGAGTGACGCATTCACG
TAAAGTGTTGTAAACTATGTAAGCCAGGAACATATTCAGATCATCGATGTGATAAATACAGCGATACCATTTTGTGGACATTGTCCGAGTGACACATTCACG
TCAATATATAATCGTTCTCCTTGGTGTCATAGTTGTAGAGGTCCATGTGGTACTAATCGAGTAGAGGTCACACCTTGTACACCTACCACAAATAGAATCTGT
TTAATA--TAATCGTTCTCCTTGGTGTCATAGTTGTAGAGGTTCATGTGGTACTAATCGAGTAGAGGTCACACCTTGTACACCTACCACAAATAGAATCTGT
TCAATATATAATCGTTCTCCTCGGTGTCATAGTTGTAGAGGT - == =—==—————m e — — CACACCTTGTACACCTACCACAAATAGAATCTGT
TCAATATATAATCGTTCTCCTTGGTGTCATAGTTGTAGAGGT - - == === ——m e e — — CACATCTTGTACACCTACCACAAATAGAATCTGT
TCAATATATAATCGTTCTCCTTGGTGTCATAGTTGTAGAGGT - - == === ——— e e — —— CACACCTTGTACACCTACCACAAATAGAATCTGT
CATT-GTGACTCGAATAGTTATTGTCTCCTTAAAGCTTCTGATGGTAACTGTGTTACATGTGCTCCTAAAACAAAATGTGGTCGTGG GTATGGAAAGAAAGG
CATTTGTGACTTGAATAGTTATTGTCTCCTTAAAGCTTCTGATGGTAACTGTGTTACATGTGTTCCTAAAACAAAATGTGGTCGTGG GTATGGAAAGAAAGG
CATT-GTGACTCGAATAGTTATCGTCTCCTTAAAGCTTCTGATGGTAACTGTGTTACATGTGCTCCTAAAACAAAATATGGTCGTGT GTACGGAAAGAAAGG

CATT-GTGTCTCGAATAGTTATTGTCTCCTTGAAGCTTCTGATGGTAACTGTGTTACATGTGCTCCTAAAACAAAATGTGGTCGTGG ATATGGAAAGAAAGG
CATT-GTGACTCGAATAGTTATTGTCTCCTTAAAGCTTCTGATGGTAACTGTGTTACATGTGCTCC— == === == —— e e e

AGAAGATGAAATGGGTAATACCATTTGTAAGAAATGTCGGAAGGGTACTTATTCAGATATTGTATCTGACTCTGATCAATGTAAACC AATGACAAGATAA
AGAAGATGAAATGGGTAATACCATTTGTAAGAAATGTCGGAAGGGTACTTATACAGATATTGTATCTGACTCTGATCAATGTAAACC AATGACAAGATAA
AGAAAATGATATGG--AATACCATTTGTAAGAAATGTCGGAAGGGTACTTATTCAGATATTGTATCTGACTCTGATCAATGTAAACC TATGACAAGATAA
GGAAGATGAAATGGGTAACACCATTTGTAAGAAATGTCGGAAGTGTACGTATTCAGATATTGTATCTCACTCTGATCCATGTAAACCAAGGACGAGATAA

Supplementary Figure S3. Multiple sequence alignment of CrmE orthologs.
Multiple sequence alignment of CrmE orthologs from CPXV-GRI, CMLV, MPXV, ECTV and CPXV-BR is shown. Dots represent the

first nucleotide of each triplet for the intact CPXV-GRI CrmE gene. An asterisk denotes a second potential start codon. Insertions and
deletions that lead to frame shifts (blue) and resulting stop codons (red) are highlighted.



