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Autoimmune pulmonary alveolar proteinosis is caused by GM-CSF

autoantibodies. We investigated the mechanism for polyclonality of the autoantibody and assessed the
process for the clonal selection and expansion of autoreactive B cells against GM-CSF. We first
generated bias-free full-length cDNA library from the circulating GM-CSF autoreactive B cells in ten
patients, then amplified Ig specific PCR amplicons, and performed the deep sequencing. Most clones
belonged to each one unique B cell lineage in one-to-one relationship. Somatic hyper mutation
accounted for only up to 0.6% of the total. Thus, polyclonality of Igs in GM-CSF autoreactive B cell
clones was mostly dependent on the variability of naive B cell clones.
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