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The variety and heterogeneity of tuberculous granuloma is revealed by tissue
clearing technique

Shintaro, Seto
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Infection of Mycobacterium tuberculosis leads to the development of
tuberculosis (TB) with the formation of granulomatous lesions. Foamy macrophages (FM) are the
hallmark of TB granulomas, because they provide the primary platform of M. tuberculosis
proliferation and the main source of caseum necrosis. In this study, we applied spatial multiomic
profiling to identify the signatures of FM within the necrotic granulomas developed in C3HeB/FeJ
mice. Four proteins and genes have been identified to be commonly enriched in FM region of necrotic
granulomas. Immunohistochemistry confirmed the localization of identified signatures to FM of
necrotic granulomas. Gene set enrichment analysis of transcriptomic profiling revealed the
upregulation of genes related to M2 macrophage activation and mTORC1 signaling in FM.
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