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Targeting the Death Receptor Pathway  

Carlo -Stella et al, Clin Cancer Res, 2007  



Apoptosis Signaling by DR4 and DR5 and Its Modulation 

by Decoy Receptors 
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TRAIL Receptor Family 

Igney and Krammer. Nat Rev Cancer. 2002;2:277  
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Extrinsic Apoptosis-Inducers 
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Á In this patient, a partial response (41% reduction) was achieved at week 32 and the patient remains on 
study after 2 years 

 

Extrinsic Apoptosis Inducers 

RECIST Partial Response with AMG 655 

 



Extrinsic Apoptosis-Inducers 
Recombinant Human Apo2L/TRAIL 

Å Recombinant human Apo2L/TRAIL is a soluble zinc-coordinated homotrimeric 

protein closely resembling the natural ligand 

Å Phase Ib study of paclitaxel, carboplatin, bevacizumab with (rh) Apo2L/TRAIL (4 

or 8 mg/kg/day x 5; 15 ï 20 mg/kg/day x 2) in NSCLC 

     No DLTs;  3 PTs with grade 2 LFT elevations; 2 PTs with grade 2 bilirubin 

elevation 

     14/24 (58%) achieved an objective response (1 CR) 
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