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Targeting post-translational control of Myc activity for cancer therapy

Protein stability and transcriptional activity of the c-Myc oncoprotein are regulated by key
phosphorylation and proline isomerization events. Serine62 phosphorylated (pS62)-Myc has
increased protein stability and upon Pin1-mediated proline isomerization it's transcriptional
activity is enhanced. This is coupled to Myc degradation mediated by pS62-primed
Threonine58 phosphorylation (pT58) and Axin1-coordinated Myc destruction at Myc target
gene promoters. Inhibition of Pin1 and activation of PP2A to dephosphorylate $S62 show
therapeutic efficacy in both breast and pancreatic cancer.

AboutitheYSpeakens:

Dr. Sears is a Professor in the Department of Molecular and Medical Genetics at Oregon
Health & Science University (OHSU). She received her Ph.D. in Cell Biology in 1993 from the
Department of Cell Biology, Vanderbilt University, Nashville TN. She conducted her
postdoctoral fellowship in the Department of Genetics at Duke University, Durham, NC,
1994-2000. Dr. Sears was appointed an Assistant Research Professor in the Department of
Genetics, Duke University in 2001. She obtained her tenure track Assistant Professor
position in the Department of Molecular and Medical Genetics at OHSU 2002. She was
promoted to Associate Professor in 2007, received tenure in 2008, and full Professor in 2012.
Dr. Sears was appointed co-leader of the OHSU Knight Cancer Institute’s Cancer Biology
program in 2008. Dr. Sears holds 2 RO1s, a Leukemia and Lymphoma Scholar award, a

Department of Defense Breast Cancer Research grant, and two private foundation grants.
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