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Genome-wide in vivo RNAT screen identifies ITIHS as a metastasis suppressor in
pancreatic cancer
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Using an unbiased genome-wide shRNA screen, we identified ITIH5 as a new
suppressor of pancreatic cancer metastasis to the liver and shown that expression of ITIH5 was
correlated with slowed cell motility, reduced invasion and metastasis without significant inhibition

of primary tumor growth, we sought to understand how ITIH5 might alter pancreatic cancer biology to
suppress metastasis.

ITIHS is a secreted protein thought to play a role in stabilization of the extracellular matrix, we
tested whether secretion of ITIH5 is required to suppress metastasis by deleting the N-terminal
secretion sequence and expressing this secretion-deficient ITIH5 (ITIH5A s) in highly metastatic
human PDAC cell lines. Expression of this non-secreted ITIH5A s is associated with the same rounded
cell morphology, reduced cell motility and reduction in liver metastasis as secreted ITIH5. These

data su??est that the mechanism of metastasis suppression by ITIH5 may be mediated by an
intracellular mechanism.
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