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Reporting Summary
Springer Nature wishes to improve the reproducibility of the work that we publish. This checklist is used to ensure good 
reporting standards and to improve the reproducibility. Please respond completely to all questions relevant to your 
manuscript. For more information, please read the journal’s Guide to Authors. 

☐ Check here to confirm that the following information is available in the Material & Methods section:

 The exact sample size (n) for each experimental group/condition, given as a number, not a range

 A description of the sample collection allowing the reader to understand whether the samples represent
technical or biological replicates (including how many animals, litters, culture, etc.)

 A statement of how many times the experiment shown was replicated in the laboratory

 Definitions of statistical methods and measures: For small sample sizes (n<5) descriptive statistics are not
appropriate, instead plot individual data points

o Very common tests, such as t-test, simple χ
2
 tests, Wilcoxon and Mann-Whitney tests, can be

unambiguously identified by name only, but more complex techniques should be described in the
methods section

o Are tests one-sided or two-sided?
o Are there adjustments for multiple comparisons?
o Statistical test results, e.g., P values
o Definition of ‘center values’ as median or mean;
o Definition of error bars as s.d. or s.e.m. or c.i.

Please ensure that the answers to the following questions are reported in the manuscript itself.  We encourage you to 
include a specific subsection in the methods section for statistics, reagents and animal models.  Below, provide the 
page number or section and paragraph number. 

Statistics and general methods Reported in section/paragraph or page # 

1. How was the sample size chosen to ensure

adequate power to detect a pre-specified effect
size? (Give section/paragraph or page #)

For animal studies, include a statement about sample 
size estimate even if no statistical methods were 
used.  

2. Describe inclusion/exclusion criteria if samples or
animals were excluded from the analysis. Were
the criteria pre-established? (Give
section/paragraph or page #)

3. If a method of randomization was used to
determine how samples/animals were allocated
to experimental groups and processed, describe
it. (Give section/paragraph or page #)

For animal studies, include a statement about 
randomization even if no randomization was 
used. 
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4. If the investigator was blinded to the group
allocation during the experiment and/or when
assessing the outcome, state the extent of
blinding. (Give section/paragraph or page #)

For animal studies, include a statement about 
blinding even if no blinding was done. 

5. For every figure, are statistical tests justified as
appropriate?

Do the data meet the assumptions of the tests (e.g., 
normal distribution)? 

Is there an estimate of variation within each group of 
data? 

Is the variance similar between the groups that are 
being statistically compared? (Give 
section/paragraph or page #) 

Reagents Reported in section/paragraph or page # 

6. Report the source of antibodies (vendor and
catalog number)

7. Identify the source of cell lines and report if they
were recently authenticated (e.g., by STR
profiling) and tested for mycoplasma
contamination

Animal Models Reported in section/paragraph or page # 

8. Report species, strain, sex and age of animals

9. For experiments involving live vertebrates,
include a statement of compliance with ethical
regulations and identify the committee(s)
approving the experiments.

10. We recommend consulting the ARRIVE guidelines (PLoS Biol. 8(6), e1000412,2010) to ensure that other
relevant aspects of animal studies are adequately reported.
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Human subjects Reported in section/paragraph or page # 

11. Identify the committee(s) approving the study
protocol.

12. Include a statement confirming that informed
consent was obtained from all subjects.

13. For publication of patient photos, include a
statement confirming that consent to publish
was obtained.

14. Report the clinical trial registration number (at
ClinicalTrials.gov or equivalent).

15. For phase II and III randomized controlled trials, please refer to the CONSORT statement and submit the
CONSORT checklist with your submission.

16. For tumor marker prognostic studies, we recommend that you follow the REMARK reporting guidelines.

Data deposition Reported in section/paragraph or page # 

17. Provide accession codes for deposited data.
Data deposition in a public repository is
mandatory for:
a. Protein, DNA and RNA sequences
b. Macromolecular structures
c. Crystallographic data for small molecules

d. Microarray data

Deposition is strongly recommended for many other datasets for which structured public repositories exist; more 
details on our data policy are available in the Guide to Authors. We encourage the provision of other source data 
in supplementary information or in unstructured repositories such as Figshare and Dryad. We encourage 
publication of Data Descriptors (see Scientific Data) to maximize data reuse. 

18. If computer code was used to generate results
that are central to the paper’s conclusions,
include a statement in the Methods section
under “Code availability” to indicate whether
and how the code can be accessed. Include
version information as necessary and any
restrictions on availability.
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	sample size: The number of mice used was chosen sufficiently large to reach statistical significance if so. No computational analysis was used under the experimental design. We followed the three Rs guiding principles for more ethical use of animal testing (Materials and Methods section-Statistics)
	sample size: animals: For animal studies sample size was estimated sufficiently large to reach statistical significance if so
	randomization: Mice were randomly allocated within the experimental groups (Materials and Methods section-Statistics)
	randomization: animals: For animal studies, mice were randomly allocated within the experimental groups 
	inclusion/exclusion criteria: Not data were excluded from the analysis (Materials and Methods section-Statistics)
	statistical tests: Yes, we used the appropriate tests for every figure
	data meet assumptions: Following a Shapiro-Wilk normality test, either a one-way ANOVA test or a Kruskal-Wallis test were used and then, the post hoc Dunn-Sidak multiple test was carried out for multiple comparisons between experimental groups. According to the sample distribution, either a Mann-Whitney or umpaired t tests were used to compare differences between 2 independent groups. Survival was assessed by the Kaplan-Meier analysis, using the log Rank (Mantel-Cox) test. A Wilcoxon test was performed to assess statistical significance between TERT mRNA expression of tumors and adjacent tissues from LUAD and LUSC patients obtained from TIMER 2.0
	blinding: animals: Investigators were blinded to experimental group allocation and experiments performed
	estimate of variation: No, an estimate of variation was not calculated for each group of data
	variance similar: Yes, the variance between the groups that are being statistically compared is similar (Materials and Methods section-Statistics)
	source of antibodies: PanCK (Pan-Cytokeratin) (Clone AE1/AE3, 53-9003-82, Thermo Fisher Scientific), ALU (Alu positive control probe II, 05272041001, Roche Diagnostics), HIF1A (Clone D1S7W, 36169, Cell Signaling Technology), CD31 (ab225883, Abcam), CD34 (Clone RAM34, 14-0341-82, Invitrogen), CD68 (Clone KP1, sc-20060, Santa Cruz Biotechnology), FOXP3 (Clone 221D, CNIO Monoclonal Antibodies Core Unit, Madrid, Spain), PD-1 (Clone D7D5W, 84651, Cell Signaling Technology), CD4 (Clone D7D2Z, 25229, Cell Signaling Technology), CD8 (Clone 94A, CNIO Monoclonal Antibodies Core Unit), TGFB1 (Clone V, sc-146, Santa Cruz Biotechnology), E-Cadherin (Clone 36, 610181, BD Biosciences), SOX9 (AB5535, EMD Millipore), Vimentin (Clone D21H3, 5741, Cell Signaling Technology), Fibronectin (ab2413, Abcam), SMA (Clone 1A4, M085129-2, DAKO), H2AX (Ser139, Clone JBW301, 05-636, EMD Millipore), p53 (Clone POE316A/E9, CNIO Monoclonal Antibodies Core Unit), p21 (Clone 291H/B5, CNIO Monoclonal Antibodies Core Unit), Cleaved Caspase-3 (Asp175, 9661, Cell Signaling Technology) and Ki-67 (Clone D3B5, 9129, Cell Signaling Technology)
	blinding: Investigators were blinded to experimental group allocation. Investigators performing experiments (LLC, H358 and 6-thio-dG challenges in mice, sample collection and processing, histopathological analyses, IHC, IFC, telomeric damage analyses, RNA isolation, reverse transcription, qPCR, ELISAS and TRAP assays) were blinded to all experimental groups (Materials and Methods section-Statistics)
	species, strain, sex, age: Mouse musculus, C57BL/6  background (10-12 weeks old male mice)
	source of cell lines: 1) Lewis lung carcinoma cell line: (LL/2 (LLC1) (ATCC® CRL-1642™))2) Human bronchoalveolar carcinoma cell line: NCI-H358 [H-358, H358] (ATCC® CRL-5807™))*Cell lines were tested for mycoplasma contamination
	statement of compliance: All experiments and animal procedures were approved by our Institutional Animal Care and Use Committee (IACUC) and by the Ethics Committee for Research and Animal Welfare (CEIyBA). Animals were bred and maintained under specific pathogen-free (SPF) conditions in laminar flow caging at the CNIO animal facility in accordance with the recommendations of the Federation of European Laboratory Animal Science Associations (FELASA).
	informed consent: Patient samples were not used in our study. We have only included clinical data from cBioPortal, Kaplan-Meier Plotter and TIMER 2.0 databases
	committee approving: Institutional Animal Care and Use Committee (IACUC) and Ethics Committee for Research and Animal Welfare (CEIyBA)
	CT registration number: Clinical trials were not included in our study
	informed consent: patient photos: Patient photos were not included in our study
	accession codes: Data were not deposited in a public repository since in our study we have not included protein, DNA and RNA sequences, macromolecular structures, crystallographic data for small molecules and microarray data
	code availability: Computer code was not used in our study
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