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Metastasis is the major cause of cancer-related death, but whether
metastatic lesions exhibit the same cellular composition as primary tumors has yet to be elucidated.
To investigate the cellular heterogeneity of metastatic colorectal cancer (CRC), we established
patient-derived organoids (PDOs) from primary, metastasis and recurrent lesions developed in the
same patient. scRNA-seq analysis revealed decreased gene expression of markers for differentiated
cells in PDOs derived from metastatic lesions. Paradoxically, expression of potential intestinal
stem cell markers was also decreased. We identified OLFM4 as cancer stem cell marker, and found
OLFM4+ cells to be capable of initiating organoid culture growth and differentiation capacity in
primary PDOs. These cells were required for the efficient growth of primary PDOs but dispensable for
metastatic PDOs. These observations demonstrate that metastatic lesions have a cellular composition
distinct from that of primary tumors.
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Computational modeling of ERK signaling in patient-derived organoids established from colorectal cancer.

2020

79

2020

EMT

79

2020




79

2020

79

2020

2020

20

2021







