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receptor, is a model GPCR that provides a unique test case for understanding  First pass: K = 10 clusters Dark Opsin Meta || m—
allostery. The ligand-bound protein acts as a two-state switch with minimal pass: Opsin Dark (control)
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basal activity. However, its apo-form (opsin) is outside the activation cycle and
may behave differently. Structural data reveal an active-like opsin, but
physiologically it has only minimal activity. We explore opsin’s ability to
fluctuate between states and test the ligand’s role in activation. We performed
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converging. The underlying allosteric process is clearly not a simple lock and
key or conformational equilibrium mechanism, but some combination of both.
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