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G protein-coupled receptors (GPCRs) are seven-transmembrane membrane proteins involved in
diverse human physiological processes and represent major drug targets. Antibodies and binders that
selectively recognize specific GPCRs are useful not only as basic research tools for tissue staining and
expression analysis, but also for modulating receptor function and potential therapeutic applications.
However, selective recognition is challenging because closely related GPCRs often share similar
sequences and structures. In this study, we targeted the structurally and sequentially similar GPCR_A
and GPCR_B. Initial GPCR_A-binding scaffolds were generated using BindCraft, followed by an
in-house selectivity optimization pipeline. We obtained 14 candidates with on-target ipTM scores
above 0.7 and off-target scores below 0.3. Their affinity and selectivity will be experimentally validated
by pulldown assays and BLI measurements.
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