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Supplemental Figure 1

Multiple sequence alignment of HA amino acid residues 59-252 (globular head domain) of
all 84 naturally-occurring, non-redundant human H2N2 strains in the Influenza Research
Database in the order of the phylogram (Supplemental Figure 2). Residues that belong to
the RBD are highlighted in red in the A/Japan/305/1957 (CY014976) sequence at the top.
Residues identical to those of this Japan/305 strain are denoted by solid color, green for
early H2 strains and blue for late H2 strains. Mutated residues are highlighted in white (or
grey for conservative mutations). Residues that have been identified as contact residues of

the human H2 mAbs 8F8, 8M2, or 2G1 are annotated with the mAb name in grey at the top.
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Supplemental Figure 2

Phylogram of all 84 naturally-occurring, non-redundant human H2ZN2 HA sequences in the
Influenza Research Database based on the protein sequences of residues 59-252 (globular
head domain) of the HA1 subunit (MacVector 12.0.1). The phylogram branches are colored

green for early H2 strains and blue for late H2 strains.
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