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Supplementary Figure 1: Blinking CNBDs in completely ligand-free condition. Representative HS-AFM movie 
frames of an MloK1 membrane subjected to a two-week long dialysis in cAMP-free buffer, as described in Kowal et 
al., 2014, ref. 1. Arrows highlight some molecules that continuously change height. Scale bar: 50nm. 
 
 
Supplementary Figure 2 

Supplementary Figure 2: Ligand binding model to CNBDs in the tetramer. a) CNBDs (yellow) adopt at least 2 
conformation in each state: (from left to right) unliganded-closed and -open lid, and liganded-open and -closed lid. 
Both closed-lid conformations are favored in the tetramer as represented by thick arrows. Ligand is represented by 
green sphere. Only one CNBD in the tetramer is depicted for simplicity. While the liganded states show a stable, 
membrane-close arrangement, the unliganded states appear dynamic and blinking.  b) Structures of the CNBDs in 
closed (left, PDB 2KXL2) and open (right, PDB 3CO23) lid conformations.	
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