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Human genome Ensembl GRCh37 [http://ftp.ensembl.org/pub/release-75/fasta/homo_sapiens/dna/Homo_sapiens.GRCh37.75.dna.primary_assembly.fa.gz]

Human transcriptome Ensembl GRCh37.75 [http://ftp.ensembl.org/pub/release-75/gtf/homo_sapiens/Homo_sapiens.GRCh37.75.gtf.gz]

ClinVar GRCh37 VCF version 20190325 [https://ftp.ncbi.nlm.nih.gov/pub/clinvar/vcf_GRCh37/archive_2.0/2019/clinvar_20190325.vcf.gz]

gnomAD v2.11 GRCh37 VCF [https://gnomad.broadinstitute.org/downloads#v2-variants]

Power analysis was used to determine the sample sizes for this study.

No data were excluded from the analysis.

The Dual luciferase assay was independently repeted three time. Each experimental validation using RT-PCR was repeated six times, except
the one referring to Supplementary Figure 6a was repeated three times. The specific number of replicates for each experiment is detailed in
the figure legend. The protein quantifications using western blot were interdependently repeated six times. CFTR chloride channel analysis in
CFBE-Flpin cells was repeated at least two times. All the attempts at replication were successful.

Samples were randomly assigned to the vehicle or treated group.

Investigators conducting the experiments were blind to treatment category.

All the cell lines used in this study were purchased either from ATCC (HEK293) or Coriell Institute (AG16409,
GM03348,GM08402,GM01652,GM02036,GM00041, GM04663 and GM03111). The Flp-In 293 cells stably expressing the
CFTR minigene carrying the c.2988G>A mutation (EMG-MUT) were kindly provided by Dr. Garry R. Cutting at Johns Hopkins
University school of Medicine.

The Flp-In 293 cells (R75007, ThermoFisher Scientific) stably expressing the minigene containing the CFTR c.2988G>A
mutation were previously authenticated by Dr. Cutting team as described in Neeraj Sharma et al, Hum Mutat. 2014. The
remaining cell lines are commercially available and they were authenticated by the cell repositories of origin using G-banded
karyotyping.

All cell lines were tested negative for mycoplasma.

No misidentified lines were used in this study.




