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Migration and proliferative effects of cancer-associated fibroblasts on
lymphatic endothelial cells in malignant melanoma
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Our research focused on cancer-associated fibroblasts in the tumor
microenvironment, which are deeply involved in cancer cell progression. Lymphangiogenesis is
induced in cancer tissues, resulting in increase of lymphatic vessels in the tissues and causes
lymph node metastasis. Malignant melanoma is prone to lymph node metastasis. Therefore, we evaluated
the effect of cancer-associated fibroblasts on lymph node metastasis. The results suggest that
cancer-associated fibroblasts affected by cancer cells promote proliferation of lymphatic

endothelial cells. We attempted to find cytokines associated with this effect, but were unable to
identify any substances that actually promote lymphatic endothelial cell proliferation.
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Fig. 1 _Effect on proliferation of HLECs by CAFs or tumor cells
MTT assay showed that conditioned medium from CAFs with supernatant of tumor cells had proliferative effect on HLECs significantly.
*:P<0.01, * *:P<0.05
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Fig. 2_Lymphangiogenesis assessed by tube formation assay
In MMACCAF-CM and MMAc-CM group, there was significant difference between control group in each factors reflecting

lymphangiogenesis. It was suggested that Especially MMAc had strong effect on progression of lymphangiogenesis.
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Fig. 3 cytokine array 1 and 2
*:P <0.01, * *:P<0.05
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