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- A list of figures that have associated raw data
- A description of any restrictions on data availability
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Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

The authors declare that all data supporting the findings of this study are available within the article and its Supplementary Information files. Source data are
provided with this paper. Any remaining raw data will be available from the corresponding authors upon reasonable request.

- Polyp study: No sample-size calculation was performed. According to French Ethics Committee authorization 2016-A00242-49, we included
in our study polyp samples from all patients undergoing polypectomy between 2011-2016, leading to 213 samples.

- Mice study: The number of animals used to measure intracellular calcium, proliferation test or scratch wound healing assay were based on
the expected number of basal cells which were isolated from individual animals and have been published by this laboratory (Tournier J-M. et
al., Am. J. Pathol. 2006, Maouche K. et al., Am. J. Pathol., 2009). Typically cell yield/mouse from trachea is 2 x10.5 cells. Number of mice /
group/ independent experiment was approved by the Animal Ethics Committee and is available in figure legends.

- Polyp study: of the 213 polyps analysed in our study, 64 presented an epithelial abrasion higher than 70% and were eliminated from the
analysis. 24 patients were smokers and were excluded from the analysis. Abrasion was an exclusion criteria pre-established, while smokers
have been excluded because the effective was too small to power the statistics of association regarding this criteria. - Mice study: for BAL
analysis, mice were excluded if blood was found in BAL samples. For mucinous cells quantification, mice were excluded if the extralobar part
of main bronchus was not disposable.

- Polyp study: histological quantifications were performed by two histo-pathologists independently and the results were compared. If the
quantitative assessment differed more than 5%, the images were analysed an additional time by the two pathologists together to confirm the
values. - In vitro studies: all attempts of replication were successful. The minimum replication was duplicate and the numbers are mentioned
in the manuscript.

- mice studies: for all experiments involving measurements in mice and their biological specimen, and in accordance with the 3R, the
appropriate number of animal was analyzed (n>3) to warrant the reproducibility of the experiment findings. All attempts at replication were
successful.

- Polyp study: not applicable. All biological specimen for each group defined by the genotypes were included unless the exclusion criteria were
met. - Mice study: mice from all our experiments were age- and sex-matched.

- Polyp study: histological quantifications were blindly performed by two histo-pathologists. - Mice study: investigators were blinded to mice
group allocation during data collection and analyses of samples.

- In vitro studies: investigators were blinded to in vitro group allocation during data collection and analyses of samples.
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Materials & experimental systems
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Methods
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Animals and other organisms
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Ethics oversight

Methods/ Supplementary table 2. Flow cytometry:

FITC-I-Ab (Miltenyi Biotech, 130-102-168, M5/114.15.2, 5161107010, 1/200), PE-F4/80 (Miltenyi Biotech, 130-102-422, REA126,
5151203251, 1/200), PerCP Cy5.5 CD103 (BD Biosciences, 563637, M290, 7104716, 1/300), PE-Cy7-CD11c (BD Biosciences, 558079,
HL3, 8083701, 1/500), APC-CCR2 (R&D systems, FAB5538A, 475301, ABLE0314121, 1/200), AF700-CD86 (BD Biosciences, 560581,
GL1, 7034805, 1/100), APC-H7-Ly6G, BD Biosciences, 560600, 1A8, 6263521, 1/500), V450-CD11b (BD Biosciences, 560455, M1/70,
5322624, 1/300), V500-CD45 (Miltenyi Biotech, 130-102-412, 30F11, 5150423227, 1/300), BV605-Ly6C (Biolegend, 128036, HK1.4,
B245767, 1/300), BV786-CD64 (BD Biosciences, 741024, X54-5/7.1, 7319699 , 1/500), PE-CF594-SiglecF (BD Biosciences, 562757,
E50-2440, 7128860, 1/300), FITC-CD5 (Miltenyi Biotech, 130-102-574, 53.7.3, 5141118262, 1/200), Tetramer mCD1d 167ms (NIH
facility, 30663, 2016-06-26, 1/500), PerCP Cy5.5 NK1.1 (Miltenyi Biotech, 130-103-963, PK136, 5141202377, 1/300), PE-Cy7 CD4
(Miltenyi Biotech, 130-102-411, GK1.5, 5150601111, 1/500), APC-CD25 (Miltenyi Biotech, 130-102-550, PC61, 5141202369, 1/200),
AF700-CD69 (BD Biosciences, 561238, H12F3, 7054759, 1/500), APC-Vio770 TCR!" (Miltenyi Biotech, 130-104-016, GL3,
5171122319, 1/100), V450-TCRb (Miltenyi Biotech, 130-104-815, REA318, 5171122321, 1/100), V500-CD8 (BD Biosciences,
130-109-252, REA601, 5161107165, 1/500), BV605CD45 (Biolegend, 103140, 30F11, B235438, 1/300), FITC IgG1 (BD Biosciences,
555749, MOPC21, 5225509, 1/100), IgG- isotype control (Abcam, ab37415, 18µg/mL), NGFR (Abcam, ab8875, 18 µg/ml), GFP
(Invitrogen, A-6455, 1/750), Goat anti-rabbit AF488 (Abcam, ab150077, 1/1000), Goat anti-rabbit AF633 (Thermo Fisher Sc, A-21070,
1/1000).

Immunohistochemistry:

CC10 (Abcam, ab40873, GR21852011, 1/3200), Acetylated tubulin (Sigma-Aldrich, T6793, 6-11B-1, 034M4828, 1/1000), GFP (Thermo
Fisher Sc, A-6455, 1826342, 1/1000), Adenylate cyclase-1 (Santa Cruz, Sc-25743, L1208, 1 µg/ml), Adenylate cyclase-3 (Santa Cruz,
Sc-32114, B1413, 1 µg/ml), Adenylate cyclase-8 (Santa Cruz, Sc-20764, C1811, 1 µg/ml), CK5 (Abcam, ab53121, 5µg/ml), Pan-
cytokeratin (Elabscience, E-AB-33599, DK9774, 10 µg/ml), CD45 (Dako, M0701, 2B11+PD7/26, 1/50), CD68-KP1 (Dako, M0814, KP1,
1/400), NGFR (Abcam, ab8875, 10 µg/ml), IgG-isotype control (Abcam, ab37415, 10µg/mL), Goat anti-rabbit AF488 (Molecular
Probes, A11008, 1885240, 2 µg/ml), Donkey anti-rabbit AF488 (Molecular Probes, A21206, 1796375, 2 µg/ml), Goat anti-rabbit
AF594 (Molecular Probes, A11012, 1084427, 2 µg/ml), Donkey anti-goat AF594 (Molecular Probes, A11058, 1736986, 2 µg/ml).

Immunoblotting:

Phospho-p65 (Cell Signaling #3031, 1/1000), p65 (Santa-Cruz, Sc-372, 1/1000), Actin (Sigma-Aldrich, A2066, 1/1000).

For all antibodies, validation is provided at the manufacturer's website and concentrations and conditions were adapted to our
general protocols. The validation statements include (i) for flow cytometry: unstained, positive, negative, isotype, viability, Fc-
blocking, fluorescence minus one (FMO), single-staining controls, and KO cell lines whenever these are available; (ii) for
immunohistochemistry: staining multi-normal human tissue microarrays (TMAs), multi-tumor human TMAs, and rat or mouse TMAs
during antibody development; (iii) for immunoblotting: lysates from cells or tissues that were identified to express the protein of
interest are used, several controls in the same western blot experiment, including positive lysate and negative lysate are performed,
when possible knock-out (KO) cell lines as true negative control are used. In addition, for FACS analysis and immunohistochemistry,
cells were incubated with IgG-isotype control (ab37415) to confirm the absence of signal.

Methods/Mice. Animals are maintained in different animal facilities on the Institut Pasteur campus, each of which is licensed by the
French Ministry of Agriculture. Each facility has central air conditioning equipment which maintains a constant temperature of 22 ± 2°
C (rodents). In the BIME-EOPS facility, the air is H12 filtered and renewed at least 20 times per hour in animal rooms. Hygrometry is
not regulated. Animals are housed in individually ventilated cages (IVCs) which comply with European regulations in terms of floor
surface per animal.Mice were group housed in the central animal facility. Light/dark cylcle is 12h each, lights on at 7am. Mice are on
a 100% C57BL/6J genetic background. Male and femaile mice used in the study were aged 6 to 54 weeks, as indicated in the
manuscript.

The study did not involve wild animals.

The study did not involve field-collected samples.

Ethics Committee of the University of Reims Champagne-Ardenne (approvals 56-2012-3 and 56-2012-4), the Institut Pasteur CETEA
(01828.02), and by the French Ministry of Research (approvals 4362-2016030315538085, 2016120715475887 and
201710051201705241527111v1)




