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WA DOEEE (3530) : Hereditary pulmonary alveolar proteinosis (hPAP) is rare genetic
diseases caused by GM-CSF receptor alpha or beta gene (CSF2RA or CSF2RB, respectively)
mutation. hPAP with CSF2FA gene mutation has been difficult to study due to the
unavailability of a mouse model with CsfZra gene mutation. We demonstrated the CsfZra
gene deficient mice are the faithful model of human hPAP with CSF2RA gene mutations. The
characteristics of the CsfZra gene deficient mice including lung histology, macrophage
phenotype and function, bronchoalveolar lavage fluid appearance, gene expression profiles
and PAP biomarkers showed similar abnormality as hPAP patients with CSF2RA gene
mutations. We also demonstrated that pulmonary macrophage transplantation therapy is
effective and safe in Csf2ra gene deficient mice. These results strongly support the potential
utility of the new disease model mice and the feasibility of novel cell therapy for the patients
with this specific genetic lung disease.
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