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Supplementary Figures
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Fig S1. Global cAMP elevation via chronic CPTcAMP treatment does not reproduce the effect
of PI3Ky MP on CFTR trafficking
A) Representative Western blot of CFTR and GAPDH in PM fractions and total lysates (TL) of
F508del-CFBE41o0- cells treated for 24 h with ETI (3 uM VX-445, 10 uM VX-661, and 1
uM VX-770) alone or in combination with PI3Ky MP (25 uM) or CPTcAMP (100 uM).
GAPDH was absent from PM fractions and served as a loading control in TL.

B) Quantification of PM CFTR band C intensity as in (A), presented as fold change relative to

ETT alone. *P<0.05 and **P<0.01 by one-way ANOVA with Bonferroni’s post-hoc test.

Data are mean = SEM. Data points represent independent biological replicates.
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Fig S2. Chronic PI3Ky MP treatment does not replicate the effect of the CFTR

corrector VX-809

A) Representative short-circuit current (Isc) traces in primary human bronchial epithelial (HBE)
cells from a F508del/F508del CF donor grown at the air-liquid interface (ALI). Cells were
treated for 24 hours with either PI3Ky MP (10 uM), or the CFTR corrector VX-809 (3 uM),
followed by sequential exposure to amiloride (10 puM), CPTcAMP (100 uM), VX-770 (1
uM), CFTRmp-172 (10 uM), and UTP (100 uM).

B) Average CPTcAMP-stimulated current from n=4 technical replicates as in (A). ***P<(0.001

by Student’s t-test. Data are mean = SEM.
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Fig. S3. Effects of PI3Ky MP in human bronchial epithelial cells from different

F508del/F508del and F508del/G542X CF donors

A-B) Representative short-circuit current (Isc) traces in primary human bronchial epithelial
(HBE) cells from two F508del/F508del CF donors (patient BE91 and BE86) grown at the
air-liquid interface (ALI). Cells were corrected for 24 h with 10 uM VX-661 and 3 uM VX-
445, with or without PI3Ky MP (10 uM), followed by acute exposure to amiloride (100

uM), VX-770 (1 uM), CPTcAMP (100 pM), and CFTRinn-172 (10 pM).



C) Representative Isc traces in primary HBE cells from a F508del/G542X CF donor (patient
BE157) grown at the ALI. Cells were corrected for 24 h with 10 uM VX-661 and 3 pM VX-
445, with or without PI3Ky MP (10 uM), followed by acute exposure to amiloride (100

uM), VX-770 (1 uM), CPTcAMP (100 pM), and CFTRinn-172 (10 pM).



