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Figure 1 There are multiple stromal cell types in the tumor microenvironment. In the figure, different colors of the same cell type represent different
cell states, which may play distinct roles in tumor progression. For tumor initiation, chronic inflammation could induce certain epigenetic changes,
which facilitates oncogenic transformation when key oncogenic mutations exist
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Figure 2 Tumor microenvironment plays important roles in every step of the invasion-metastasis cascade. Importantly, tumor microenvironment and
intrinsic cellular state determine which EMT subprogram could be activated in a particular cancer cell and which EMT intermediate state could be
induced. Cancer stem cells usually display a hybrid E/M cell state. When circulating tumor cells reach the new tissue parenchyma, they usually enter a
dormant state, which could be caused by cellular quiescence in the hostile environment or a balance between cell proliferation and cell death induced
by inadequate angiogenesis or immune attack. Clinically detectable macrometastases could only be generated by metastatic cancer cells that were
awaken from dormant states and complete the process of metastatic colonization
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Cancer is a major health problem worldwide. The disease is driven by cancer cells that are generated through mutations in their
oncogenes and tumor suppresser genes. However, during tumor initiation and development, many stromal cell types, which do not
bear oncogenic mutations, play important roles via interacting with cancer cells. It has been increasingly recognized that the tumor
microenvironment is essential for cancer development, particularly in the process of cancer metastasis. Importantly, novel methods
that target tumor microenvironment, including the ones utilizing immune system to fight cancer, have substantially improved the
clinical management of high-grade malignancies. Here we review the recent studies in this field, discuss some key questions that
remain to be fully understood and identify new opportunities to treat cancer through targeting different components of the tumor
microenvironment.
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