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Cancer

Ovarian cancer Notch 3 (NOTCH3) In vitro and mouse studies suggest NOTCH3 
inhibitors could help treat ovarian cancer. In 
patients with ovarian cancer, amplification and 
upregulation of NOTCH3 were associated with 
poor survival. In human ovarian cancer cell 
lines, an indirect NOTCH inhibitor increased 
apoptosis in NOTCH3+ cells compared with 
NOTCH3– cells, and NOTCH3 siRNA increased 
sensitivity to paclitaxel compared with scrambled 
control siRNA. In mice bearing NOTCH3+ 
xenograft ovarian tumors, systemic delivery of a 
NOTCH3 siRNA and paclitaxel decreased tumor 
growth compared with delivery of either agent 
alone. Ongoing work includes testing NOTCH3 
inhibitors in the models. 
OncoMed Pharmaceuticals Inc. has OMP-59R5 
(Anti-Notch2/3), a HuCAL mAb that binds 
NOTCH2 and NOTCH3, in Phase I/II testing to 
treat pancreatic and small lung cell cancers and 
Phase I trials to treat solid tumors.
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