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Supplementary Figure 1.  Representative short circuit current traces for WT- (A) and P67L-CFTR (B) activated with various concentrations of FSK after pre-treatment with 5 U/ml cholesterol oxidase at 37°C for 1 hour. FSK concentration are labeled as follows: a = 1 nM; b = 11 nM; c = 111 nM; d = 1 µM; e = 11 µM; f = 36 µM; and g = 71 µM. Currents were inhibited by 10 µM INH172 at the end of the experiment. Both FSK and INH172 were added in the apical side of the Ussing chamber.
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Supplementary Figure 2.  WT-CFTR expressed in Xenopus oocytes reacted to GlyH-101 differently without (control, A) vs. following MβCD treatment (B). Representative whole oocyte two-electrode voltage clamp (TEVC) current traces were recorded at Vm = −60 mV in ND96 solution (A, B) (1, 2). CFTR channels were activated by stimulation with 10 µM forskolin (FSK).  After activation to steady state, oocytes were exposed to 5 μM GlyH-101 in the continuing presence of 10 µM FSK. (A) Control. (B) Oocytes were pretreated with 20 mM MβCD for 3 hours at room temperature. (C) Dose-response curves for GlyH-101-mediated inhibition of WT-CFTR were shifted to left in the MβCD pre-treatment group. Both traces were fit with the one site ligand binding equation in Sigmaplot 12.3. Concentrations for half maximal inhibition (IC50) are 1.5 µM for MβCD (pre-treatment group) and 4.2 µM for control (non-treatment group). n = 13 for control group; n = 9 for MβCD group. **, P < 0.01; ***, P < 0.001 compared to control.
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