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Masking Technology for Therapeutic Antibodies to Reduce Side Effects 
 

DESCRIPTION 
Current monoclonal antibody therapies 
used to treat blood and solid tumor 
malignancies are often hindered by non-
specific damage to non-diseased tissues.  
This is because the tumor antigens 
targeted by such antibodies are often not 
restricted to the tumor but are also 
expressed in non-diseased tissues.  This 
technology covers a platform technology 
for directing antitumor monoclonal 
antibodies to enhance their therapeutic 
effects while inhibiting such negative side 
effects.  This approach masks the 
antibody’s antigen recognition site in 

normal tissue and releases the mask when the antibody complex reaches a tumor site.  This is accomplished by 
utilizing a linker with an MMP-9 protease site which is degraded in tumor cells (releasing the mask) but not in 
normal cells (maintaining the mask). 
 
KEY ASPECTS 

• The utility of this platform has been demonstrated for therapeutic anti-EGFR antibodies, C225 
(Cetuximab, Erbitux) and 425 (Matuzumab) 

• Both Homodimer and heterodimer masked antibodies have been demonstrated 
• Both Homodimer and heterodimer masked scFvs (i.e., antibody fragments) have been demonstrated 
• This technology facilitates increased dosing while lowering off-target adverse effects 
• This masking technology utilizes a linker consisting of serine-glycine residues flanking an MMP-9 

protease site 
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