
 
 IWWM-8 Session 9, August 15, 2014, Poster W38 
 

1 | P a g e  
 

 

A Phase 1/2 study of ARGX-110, a monoclonal antibody targeting CD70, a receptor involved in 

sCD27 signaling in patients with relapsed or refractory Waldenström’s macroglobulinemia.  
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Tissue expression of CD70, a receptor of the TNF superfamily normally involved in transient, rapid-

onset immune response, is highly restricted to small subsets of T-, B-, and dendritic cells. It is, 

however, over-expressed by lymphoplasmacytic (LPC) and mast cells (MC) of patients with 

Waldenström macroglobulinemia, binding sCD27 that circulates at high concentrations in these 

patients (Ho, Blood 2008). ARGX-110, a monoclonal IgG1 SIMPLE Antibody™ glyco-engineered for 

enhanced ADCC properties, binds CD70 with picomolar affinity. In depletion studies, ARGX-110 lyses 

tumor cells with greater efficacy than its fucosylated version. In addition, ARGX-110 demonstrates 

strong complement-dependent cytotoxicity and antibody-dependent cellular phagocytosis activity. 

ARGX-110 is undergoing Phase 1 testing in patients with advanced cancer (ClinicalTrials.gov 

Identifier: NCT01813539). As of June 2014, 26 patients have been treated at 5 dose levels (0.1, 1, 2, 

5, and 10 mg/kg IV q3 weeks). The most common drug-related adverse event (AE) was infusion-

related reaction (26%). Neither immune-related AEs nor DLT were observed. Saturation of target-

mediated clearance was observed as of 1 mg/kg, consistent with restricted expression of CD70 in 

normal tissues. A Phase 1/2 study of ARGX-110 will be conducted in patients with relapsed or 

refractory WM, seeking to inhibit sCD27 binding to CD70.  In addition to standard safety and efficacy 

measurements, pharmacokinetic and pharmacodynamic markers of drug activity will be 

characterized as a function of sCD27 levels. Genetic determinants of response to other targeted 

therapies, such as MYD88 and CXCR4 mutations, as well as FcγRIII polymorphism will also be 

characterized. 


