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Low grade inflammation inhibits VEGF induced HUVECs migration in p53
dependent manner
UNEBIORIER L. VEGF THE NS b b A MR OUEERE 2
p53 S TFHREHEICHET 5. )
Background: Endothelial cell migration is an important process for physiological angiogenesis
which turns into pathological angiogenesis if not maintained properly. We intended to study the
proteins involved in the process of crosstalk between inflammation and angiogenesis and their
contribution in cell migration. We hypothesized that acute low grade inflammation must be
involved in inhibiting angiogenesis in endothelial cells. . A
Method: We treated HUVECs with the proinflammatory factor TNFe and the angiogenic factor
VEGF. We examined the impact of the treatment on cell migration, protein levels and subcellular
localization of p53 and its regulating molecules.
Results: We have obtained following findings. (1) Acute low grade TNFa pretreatment inhibits
VEGF-induced HUVEC migration. (2) Acute low grade TNFo pretreatment and VEGF
co-incubation synergistically upregulated p53. (3) TNFa pretreatment also caused sustained
nuclear localization of p353 even after VEGF co-incubation. (4) Silencing p53 caused increased
cell migration compared to scramble. (5) p53 downregulated Id1 and inhibited its shuttling' from
the nucleus to the cytoplasm. (6) Downregulation of Id1 resuited in downregulation of S3-integrin.
(7) Similar results were seen in HCT116 cells which carry wild type p53 like HUVEC.
Discussion: Acute low grade inflammation has been used to treat bladder cancer in the past. We
found a new insight on how acute low grade inflammation is capable of decreasing angiogenesis.
Acute low grade inflammation upregulates p53 with VEGF synergistically. p53 inhibits Id1 which
causes downregulation of Pa-integrin. Downregulation of Ss-integrin causes decrease in cell
migration. However, cells must be carrying wild type p53 for the proposed signaling pathway.
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