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Development of novel immunotherapy targeting pleural macrophage subsets in
malignant pleural mesothelioma
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Tumor immune microenvironment (pleural effusion) of a murine orthotopic
mesothelioma model was analyzed, and two distinct macrophage populations, monocyte-derived small
pleural macrophages (SPMs) and tissue-resident large pleural macrophages (LPMs), were identified.
SPMs were tumorigenic. Deletion of Trem2 gene, which we identified from gene signature analysis of
SPMs, led to reduced SPM M2-like tumor-associated macrophages with compensatory increase in LPM and
slower tumor growth. SPMs may be a potential therapeutic target for novel immunotherapy for
malignant pleural mesothelioma.
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