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Cancer
Cancer B cell CLL/

lymphoma 2 
(Bcl-2); inositol-
1,4,5-triphosphate 
receptors (IP3R)

In vitro studies suggest that inhibiting Bcl-2–IP3R 
interactions could potentially help treat cancer 
and other disorders susceptible to apoptosis. Bcl-2 
prevents apoptotic induction by inhibiting calcium 
release from the endoplasmic reticulum (ER). 
IP3R is an ER calcium channel. In cell culture, an 
interaction between Bcl-2 and IP3R was detected 
using Förster resonance energy transfer (FRET) 
methods. In anti-CD3–treated cultured cells, 
treatment with an IP3R-derived 20-amino-acid 
peptide increased intracellular calcium (p=0.005) 
and triggered apoptosis (p=0.0099) compared with 
cells that received control peptide. Next steps include 
further development of the Bcl-2–IP3R interaction-
inhibiting peptide to improve its cell permeability. 
At least eight companies are targeting Bcl-2 to treat 
various cancers in preclinical to Phase II clinical 
development.
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