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Knockdown of RASA1 in HBECs activated signaling downstream of RAS and
promoted cell growth. Conversely, restoration of RASALl expression in RASAl-mutated cells reduced
MAPK and PI3K signaling. While growth of cell lines with inactivation of only one of these two
RasGAPs showed moderate and variable sensitivity to inhibitors of MEK or PI3K, cells with concurrent

RASA1/NF1 mutations were profoundly more sensitive (1C50: 0.040u;M GSK1120212).
To better understand the histopathological features of these tumor, we compared histological
features of 613 surgically resected lung adenocarcinomas in never or light smokers between each
mitogenetic driver alteration. 79% of cases in our archive had mitogenic driver alterations; METex14
was the sixth most frequently altered gene £13 tumors, 2.1%), and other alterations included
mutations of EGFR (59%), KRAS (6.0%), ERBB2 (2.5%), BRAF (2.5%), MAP2K1 (1.1%), fusions of ALK (2.6
%), RET (1.0%), ROS1 (1.4%), and NRG1 (0.5%)
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EGFR (59%),
KRAS (6.0%), ERBBZ2 (2.5%), BRAF (2.5%), MAP2K1 (1.1%), fusions of ALK (2.6%), RET
(1.0%), ROS1 (1.4%), NRG1 (0.5%)
, BRAF (56%), MAP2K1 (57%)

ERBBZ2 , 33% METex14
38% pleomorphic cells ERBBZ2, METex14, BRAF, MAP2K1
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