A cell-based, SARS-CoV-2 spike protein binding assay reveals differential impact of RBD-targeting
antibodies
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Entry of SARS-CoV-2 into host cells relies upon the interaction of spike (S) protein with host cell
membrane proteins such as the ACE2 receptor. We have developed a high-throughput,
immunofluorescence microscopy-based assay that allows direct investigation of spike binding to ACE2
expressed in cells that are also susceptible to SARS-CoV-2 infection. Using this assay system, we have
identified differential binding of a range of recombinant spike proteins. Using two of these
recombinant spike protein formats, we have characterised the impact of antibodies that recognise
ACE2 and spike protein upon the spike protein binding. The results reveal a range of antibody activities
from enhancement to blockade of spike protein binding. We propose this assay will be a useful cell-
based system for the development of molecules that block the Spike/ACE2 interaction to prevent
SARS-CoV-2 infection.



