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Sample size was chosen following a power analysis for sufficient power (80%) to detect differences between groups with a 5% significance
level.

Data were excluded from analysis when meeting the pre-established exclusion criteria of an infectious dose for S. pneumoniae of <10^6 CFU
per mouse, as such infections are typically cleared prior to the 24 hour post-infection analysis time point used for these studies.

Experiments were replicated a minimum of three times. All attempts at data replication, aside from excluded data specified above, were
successful.

Mice were randomly allocated between groups.

Investigators were blinded to group allocation during data analysis. Investigators were blinded to group allocation in some cases, when
possible. Blinding to group allocation was not possible for some experiments where the same individual was responsible for preparing
infectious materials for injection (which is visually distinguished from PBS control material) and completing all experimental procedures from
start to finish.

Flow cytometry antibodies: Siglec F (BD, catalog #562681, clone E50-2440, lot #B302914), MHCII (BioLegend, catalog #107643, clone
M5/114.15.2, lot #B317262), Ly6G (BioLegend, catalog #127614, clone 1A8, lot #B292772), Ly6C (BioLegend, catalog #128012, clone
HK1.4, lot #B250462), CD45.2 (BD, catalog #564616, clone 104, lot #1083734), CD11c (BioLegend, catalog #117338, clone N418, lot
#B290360), CD11b (BioLegend, catalog #101212, clone M1/70, lot #B281906), and TNF-alpha (ThermoFisher Scientific, catalog
#25-7321-82, clone MP6-XT22, lot #2044683). In vivo depletion antibodies from BioXCell: Ly6G (catalog #BE0075-1, clone 1A8, lot
#80772101), TNF-alpha (catalog #BE0058, clone XT3.11, lot #728221A1), IgG2a isotype control (catalog #BE0085, clone C1.18.4, lot
#722719J2). Fc receptor blocking antibody: CD16/32 (supernatant from 2.4G2 hybridoma, ATCC catalog #BH-197).

Antibodies targeting mouse cells for flow cytometry have been validated for this purpose by the manufacturers, with data presented
on the catalog-specific references on manufacturer websites (BD, BioLegend, ThermoFisher Scientific). In vivo depletion antibodies
from BioXCell have been validated by independent groups (PMID: 30266866, 30357853) and depletions were confirmed in our
presented data (using flow cytometry and serum analysis).

Adult male and female mice (Mus musculus) aged 6-12 weeks were used for these studies. Strains included: C57BL/6J (WT),
B6.129Tlr2tm1Kir (Tlr2-/-), and B6.129il10tm1Cgn (Il10-/-) mice purchased from The Jackson Laboratory (stocks #000664, 004650,




