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Antibodies
Antibodies used

EPI356311, EPI356298; B/Lee/1940 NA: EPI366432; B/Phuket/3073/2013 NA: EPI1799823; B/Colorado/06/2017 NA: EPI969379). WSEIV HA and NA (MG600041.1
and MG600042.1) and B/Malaysia/2506/2004 HA and NA (CY040449.1 and CY040451.1) sequences were used for the pairwise alignment represented in Fig. 1.

For most experiments, recombinant WSEIV glycoproteins were run against their comparative controls detailed in the study. For human sera

ELISAs, 18 serum samples obtained from the Personalized Virology Initiative at the Icahn School of Medicine at Mount Sinai were used against

5 recombinant glycoproteins in ELISAs detailed in the study. No sample size calculation was performed, sample size was chosen based on
availability. For direct comparison of HA or NA proteins, a relevant influenza B virus was chosen for qualitative comparison. For probing with
mAbs or human samples, all available mAbs human samples at the time of the study were used.

No data was excluded.

All experiments contained at least technical duplicates. Experimental findings were reliably reproduced. Suitable positive and negative

controls were used appropriately in every experiment detailed in the study. WSEIV HA-GM2 binding was identified using a glycan microarray

and validated using biolayer-interferometry. WSEIV NA cleavage of GM2 was validated with a free sialic acid detection assay and thin-layer

chromatography.

No randomization was performed. Randomization would have overly complicated the study and would have added a quite complex system
and additional study personnel, leading to a higher chance of human error. In addition, as this was an exploratory study which contrasts two
different viruses we had little concern about a bias by the study personnel.

No blinding was performed. Blinding would have overly complicated the study and would have added a quite complex system and additional
study personnel, also leading to a higher chance of human error. In addition, as this was an exploratory study which contrasts two different
viruses we had little concern about a bias by the study personnel.

mAbs used:

CR9114 and CR8033 (human)

A05, 3C02, E04 (human)

1B5, 1D2, 2H10, 3A10, 3H10, 4C4, 4C10, 5C5, 7C7, 8A5, 8G3, 8G12, 9B9, 9C6, 11C12, 12F12 (murine)

3A7, 3F4, 3D7, 4C2 (murine)

1G01 (human)

1A03, 1D05, 1G05, 2D10, 2E01, 2H09, 3C01 (human)

1F2, 1F4, 3G1, 4B2, 4F11 (murine)

Starting concentrations for these mAbs in ELISA are specified in the figures.




