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- Accession codes, unique identifiers, or web links for publicly available datasets
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- For clinical datasets or third party data, please ensure that the statement adheres to our policy
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Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

Variable region sequences of all antibodies tested are provided in Supplementary File 1. Atomic coordinates for the structures of the hu3.10C2 and huPara.09 Fab
fragments in complex with TREM2 have been deposited in the Protein Data Bank with accession numbers 8T51 and 8T59
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1 sample for antigen-positive dataset, 3 samples for repertoire datasets

No data were excluded from the analyses

Biacore SPR experiments for 3.10C2 and Para.09 antibodies perfored 4 independent times. Jurkat-NFAT repeorter assays performed in
triplicate. Soluble TREM2 binding performed 2 to 4 indpendent times. Soluble TREM2 binding performed in triplicate. Molecular simulations
ran three times for each antibody/antigen pair and free antigen. SPR binding for 3.10C2 CDR H3 mutants performed once.
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