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enhancing angiogenesis and promoting tumor 

formation. 

See commentary, p. 347

Targeting p300 Addiction in CBP-
Defi cient Cancers Causes Synthetic 
Lethality by Apoptotic Cell Death due to 
Abrogation of MYC Expression . . . . . . . 430

H. Ogiwara, M. Sasaki, T. Mitachi, T. Oike, S. Higuchi, 
Y. Tominaga, and T. Kohno

Précis: CBP and p300 exhibit synthetic lethality, 

whereby the loss or inhibition of the CBP paralog 

p300 in CBP-defi cient cancers leads to cell death 
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Précis: Monoclonal antibodies against CD96 

inhibit metastasis by enhancing cytotoxic NK 

cell activity and may be used in combination with 

other immunotherapeutic and chemotherapeutic 

agents.

          Miller, Oudin, and colleagues showed that treatment with MEK inhibitors 

resulted in reduced levels of circulating receptor tyrosine kinases (RTK), 

increased tumor expression of RTKs, and decreased metalloproteinase activity. 

Circulating RTK levels were correlated with progression-free survival in patients 

with melanoma and kinase inhibitor resistance. MEK inhibitor treatment pro-

moted the association of tissue inhibitor of metalloproteinase 1 (TIMP1) with metallo-

proteinases to induce the accumulation of AXL on the cell surface and subsequently 

drive the activation of JNK bypass signaling. These findings identify a bypass mecha-

nism by which kinase inhibitors reduce proteolytic shedding of surface receptors and 

show that kinase inhibitor resistance may be overcome by neutralizing TIMP1 or the 

addition of a bypass RTK inhibitor. For details, please see the article by Miller, Oudin, 

and colleagues on page 382.
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