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RASSF1A Inactivation Unleashes a Tumor Suppressor/Oncogene
Cascade with Context-Dependent Consequences on Cell Cycle
Progression

Rosalyn R. Ram, Saurabh Mendiratta, Brian O. Bodemann, Michael J. Torres, Ugur Eskiocak,* Michael A. White
Department of Cell Biology, UT Southwestern Medical Center, Dallas, Texas,

The RASSFIA genei is one of the most frequently machvated genes in over 30 dlﬁ'erem types of cancers (H. Donninger, M. D. Vos, and
f RASSF1A silencing in hu-

and therefore contributes to G, checkpoint activation upg
RASSFI1A inactivation.

MST2 mediates RASSF1A suppression of ERK activation.
the course of screening candidate oncogenic pathways reported
be inhibited by RASSF1A and induced by miR-2

baseline ERK1/2 activation and hyperresponsiveness of ERK
mitogenic signaling even in the background of oncogenic K-
(Fig. 4A and B). While this is consistent with miR-21 inhibition
Sproutyl/2 expression, thought to be a major factor mediatir
miR-21 oncogenic activity (25), we were unable to generate defi
itive evidence that ERK responsiveness to RASSF1A depletion
miR-21 dependent. RASSF1A depletion-induced ERK activatig
was associated with inhibition of Ras-GTP loading, suggesting tl
pathway is engaged downstream of Ras activation (Fig. 4C). N¢
tably, the RASSF1A-interacting protein MST2 also interacts wi
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