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Targeted molecular agents have revolutionized cancer care. The BCL-2 family members 
have long been understood to play key roles in mitochondrial integrity, serving as the key 
signaling nexus between kinase cascade-driven growth and survival/death signals, and 
they can also be found genetically altered in human cancers. Indeed, the FDA-approval of 
the BCL-2 homology (BH)3 domain mimetic, venetoclax (ABT-199) is the first clinically 
approved BCL-2 family member targeted therapeutic, bringing BCL-2 family member 
inhibitors  into  the  spotlight.  This  presentation  will  highlight  the  current  state  of  this 
exciting time for BCL-2 family member targeted therapies, by focusing on the BCL-2 
BH3  mimetic,  venetoclax  and  the  dual  BCL-2/BCL-XL  BH3  mimetic,  navitoclax 
(ABT-263).  I  will  discuss  how  these  drugs  may  be  combined  with  other  currently 
available drugs to overcome resistance and induce robust clinical responses. Lastly, the 
use of navitoclax as a “senolytic” agent for combination therapies will be discussed. �
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