Dear Editor, dear Reviewers,
thank you for evaluating our manuscript entitled The c.3140-26A>G Variant of the CFTR Gene in Homozygous State Causes Mild Cystic Fibrosis – Overview of Longitudinal Clinical Data and Review of the Literature. All suggestions and corrections have been addressed and included in the revised and the highlighted manuscript. The answers to the set questions are included underneath, next to the questions.

Reviewer A:
This is an interesting, well-written study by Dr. Ana Kotnik Pirš, et al. on Longitudinal Clinical Data on the c.3140-26A>G Variant of the CFTR Gene among patients with CF.
There are currently only 195 patients with the c.3140-26A>G (legacy name 3272-23 26A>G) variant in the CFTR gene listed in the European Cystic Fibrosis Society Patient Registry (ECFSPR) and only 4 are homozygous. The authors present longitudinal clinical data of one of these patients who is managed in their CF Center. They also try to explain the mild clinical presentation of these patients with this variant in homozygous state by alternative spliced mutant transcripts in other tissues or the presence of spliceosome-mediated RNA trans-splicing Case reports on patients with rare CFTR variants are very important for the prediction of the clinical course of the disease in other patients with the same variant.
The manuscript is well- written and the data are clearly presented. The English/literary style is good, the references are up-to date.
Minor comments:
Table 1. “Here reported patient”, please rephrase.
Table 1. Add another sub-title – row with “mean, min, max” in order not to repeat these words in the next rows and have only numbers in the cells.
Table 1. Add an extra line with “no, yes, missing data” so that not to repeat these words over the next lines.
Table 2. “Here reported patient”, please rephrase.

Response:
Thank you for the excellent suggestions. All of the suggested corrections have been made and included in the revised manuscript.

Reviewer C:
The manuscript of Kopac Pirs et al. describes the longitudional overview of a clinical data of a single patient with a rare cystic fibrosis-causing mutation. The data is compared with the patients’ data available in European Cystic Fibrosis Society Patient Registry (ECFSPR). The manuscript is well written and the research is worth publishing; however the importance may be very limited since only 4 cases with homozygous mutation are described in the ECFSPR. This small sample of cases makes any statistical evaluation difficult. Did the authors consider including other registries, such as US Cystic Fibrosis Foundation Patient Registry? Increasing the number of patients included would make the manuscript much more relevant.
Response:
Thank you for your suggestion. Of course, increasing the number of patients with a certain condition always improves statistical evaluation and makes reports more relevant. Beside the ECFSPR data, also the data from the CFTR2 database is included in our manuscript. In the CFTR2 database information on US patients is also included, so that information on all currently worldwide known patients with this mutation combination is included in the manuscript. The small number of patients is always a problem when reporting on rare diseases/conditions.

Other comments:
· Title: It should be evident from the title that the results come from a single patient
Response:
The title has been corrected accordingly.
· Introduction, second paragraph (new medications…):Maybe you could mention the recent approval of a promising triple combination - Trikafta.
Response:
The new triple combination of elexacaftor/ivacaftor/tezacaftor (Trikafta®) has been included.
· Methods-last paragraph: I suggest to include all primer sequences in the MS.
Response:
As suggested, we included all primer sequences and cycling conditions in the novel Table 1. Consequently, the previously existing tables 1, 2 and 3 were renumbered as 2, 3 and 4.
· Results, second paragraph: blocked nose instead of blocked nosed
Response:
Corrected.
· 3.2 Genetic analysis: Maybe this 25 n insert could be specified? Was this the same as in other cases?
Response: 
[bookmark: _GoBack]Yes, this is the same insertion as reported in Beck 1999. Therefore, the following sentence was added to the Results section: The 25-nucleotide insertion was matching the last 25 nucleotides of intron 17a (namely CAACTCAAACAACTGGAATCTGAAG) as previously reported.15 Additionally, this is now briefly mentioned in the discussion section reading: The c.3140-26A>G variant results in an insertion of 25 nucleotides of intron 17a of the CFTR gene as confirmed in our patient and causes a frameshift and a premature stop codon in exon 17b.

