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Analysis of tissue macrophage development and its role in vivo
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Splenic red pulp macrophages (RPM) degrade senescent erythrocytes and recycle
heme-associated iron. The transcription factor SPI-C i1s selectively expressed by RPM and is required for
their development, but the physiologic stimulus inducing Spic is unknown. We found that Spic regulated
the development of bone marrow macrophages (BMM) and that Spic expression was induced by heme. Spic
expression in monocytes was constitutively inhibited by the transcriptional repressor BACHL. These
findings are the first example of metabolite-driven differentiation of a tissue-resident macrophage
subset and provide new_insights into iron homeositasis. Hmoxl (HO-1) is the enzyme that catabolizes free
heme into biliverdin, iron, and CO. To analyze the function of RPM in malaria parasite clearance, we
infected HO-1 conditional KO mice that lack RPM. Through the analysis of this cKO mice, we found
unexpected role of RPM in parasite clearance.
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