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[ Abstract] Oral squamous cell carcinoma is the sixth most common malignant tumor in the world, and the
clinical treatment effect is not satisfactory. Because of the special nature of its location, oral cancer is inextricably linked
with a wide variety of microorganisms, and its pathogenesis and development are also extremely susceptible to microbial
regulation. In addition, the mediating role of the immune system is also indispensable to the course of tumor pathogenesis
and development, especially tumor-associated macrophages, which amplify the regulatory role of microorganisms, and in
turn regulate the microbial population components--two complementary effects that jointly exacerbate oral cancer.
Herein, we summarized the existing research on the relationship between microorganisms and macrophages, as well as
the regulatory role of microorganisms and macrophages in the pathogenesis and development of oral cancer. We also
discussed the current status of and gaps in research on the relationship between microorganisms and macrophages and
oral cancer. Both microorganisms and macrophages are considered promising indicators for prognosis, showing
potentials to be used as new therapeutic targets. Despite some research interest in the role of microorganisms and
macrophages in oral cancer, very few studies have linked them to oral precancerous lesions, and the mutual regulatory
relationship between microorganisms and macrophages remains unclear. Therefore, in-depth exploration of the
relationship network of microorganisms, macrophages and oral cancer is expected to provide more possibilities for the
early diagnosis and treatment of tumors.
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