Table $1. Potentiating activities of the 13 CFTR primary hits, related to Figure 1.
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Table S2. Summary of EM data and structure refinement statistics for CFTR in complex
with ‘853, related to Figure 3 and Figure S2.

Data collection

Microscope Titan Krios (FEI)

Voltage (kV) 300

Detector K2 Summit (Gatan)

Pixel size (A) 1.03

Defocus range (um) 1t025

Movies 6,967

Frames/movie 50

Dose rate (electrons/pixel/s) 8

Total dose (electrons/A?) 75

Number of particles 1,948,497
Model composition

Non-hydrogen atoms 9,682

Protein residues 1,035

Lipids 5

ATP 2

Mg 2
Refinement

Resolution (A) 3.8

Sharpening B-factor (A?) -117

RMS deviations

Bond lengths (A) 0.005

Bond angles (°) 0.863
Validation

Molprobity score 2.09

Clashscore, all atoms 16

Favored rotamers (%) 99.9

Ramachandran plot (%)
Favored 94.87
Allowed 513

Outliers 0.0




