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            Abstract
Most (if not all) tumors emerge and progress under a strong evolutionary pressure imposed by trophic, metabolic, immunological, and therapeutic factors. The relative impact of these factors on tumor evolution changes over space and time, ultimately favoring the establishment of a neoplastic microenvironment that exhibits considerable genetic, phenotypic, and behavioral heterogeneity in all its components. Here, we discuss the main sources of intratumoral heterogeneity and its impact on the natural history of the disease, including sensitivity to treatment, as we delineate potential strategies to target such a detrimental feature of aggressive malignancies.
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                    Fig. 1: Principles governing ITH.[image: ]


Fig. 2: Spatial and temporal intratumoral heterogeneity in malignant cells.[image: ]


Fig. 3: Intratumoral heterogeneity in the lymphoid compartment.[image: ]
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