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Dysregulation of AKT network and its application for precision medicine in lung
cancer
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We identified Trefoil factor 1 (TFF1) as a molecule negatively regulated by
mammalian Target of Rapamycin (mTOR). In cultured cells, TFF1 was found to be negatively regulated
by mTOR at promoter level by Luciferase assay. TFF1 functions as a suppressor of cancer
proliferation, cell migration and invasion and thus, may provide a synergistic target for potential
treatment strategies for human lung carcinoma. Although TFF1 was secreted only in adenocarcinoma
cells in culture, its expression was observed in all histological types of human lung carcinoma
tissues. Moreover, serum levels of TFF1,2,3 measured by ELISA were significantly higher in lung
cancer patients than controls. Therefore, serum TFF1,2,3 levels are promising and predictive
biomarkers, and their measurement provide a useful in vivo and non-invasive diagnostic screening.
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1. TFF1L 3
TFF1 TFF1  /cre
n SD p SD p
LK 200 1.421 1.095 <0.001* 1.341 1.442 0.042*
control 200 0.925 0.881 1.613 2.007
TFF2 TFF2  /cre
n SD p SD p
LK 200 4.687 2.822 <0.001* 18.255 13.801 0.302
control 200 3.128 1.622 19.01 15.158
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n SD p SD p
LK 200 8.517 5.478 <0.001* 5.382 5.113 <0.001*
control 200 6.005 4.487 8.317 7.398
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