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Integrative analysis of lineage-survival signaling in lung adenocarcinoma
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We previously discovered that TTF-1 acts as a lineage-survival oncogene in
lung adenocarcinoma and regulates ROR1, which functions as a scaffold protein for CAV1 and CAVIN1
for caveolae formation. In this study, we have found that ROR1 binds to CAVIN3, playing an important

role in caveolae-dependent endocytosis. Rorl conditional knockout (KO) mice were generated and
crossed with SP-C-driven mutant EGFR transgenic mice. It was shown for the first time that Rorl KO
significantly inhibited lung adenocarcinoma development in vivo and prolonged survival of the mouse
lung cancer model, strongly supporting a notion that ROR1 is a prime molecular target. In addition,
we found that HIF-1a expression is maintained by the presence of RORL in lung adenocarcinoma cells.
As for TTF-1, miR-532 was found to be regulated by TTF-1 and directly targets KRAS and MKL2. TTF-1
also conferred tolerance for DNA replication stress through its binding to DDB1 and consequential

stabilization of CHK1.
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