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Elucidation of carcinogenic mechanism of lung atypical adenomatous hyperplasia
and adenocarcinoma
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Atypical adenomatous hyperplasia (AAH) is classified as a precancerous
lesion and is thought to progress to an invasive cancer. We focused on Arl4c, which is downstream of
EGF / Ras and Wnt signals and has been reported to be involved in the growth and migration ability

of lung cancer. Mutated KRAS (KrasG12V) and/or Arl4c were introduced into the normal human small
airway epithelial cell (SAEC). Cell proliferation of SAEC expressing KrasG12V and Arl4c was
remarkably higher than that of SAEC expressing control. Phosphorylation of ERK1/2 was also
upregulated in SAEC/KrasG12V/Arl4c. Furthermore, using the specimens resected from patients, Arl4c
expression was immunohistochemically examined in AAH. The positive rate of Arl4c was high (79%).
From the above, in addition to mutated KRAS, Arl4c also may be involved in the pathogenesis of AAH,
which is a process of lung adenocarcinoma development.
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