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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: Pulldown experiments were performed in triplicate but not quantitated. ITC and NMR titrations were carried out once. ITC based Kd values were obtained from the fitting of all data points. 
	sample size: animals: For the shown experiments a total of n=3 animals were used for tissue analysis.
	inclusion/exclusion criteria: Due to good animal welfare no animals were excludedfrom the study and all animals which have undergoneeither tumor induction, transplant or treatmentexperiments were used, analysed and reported in thestudy. Exclusion criteria, as established by the animallicense, were not observed. Based on animal health andwellbeing, exclusion criteria were pre-established.
	randomization: Animals were chosen at random from the stock cohort andexposed to intratracheal infection with virus particlesencoding the desired genetic alterations. All animalexperiments were terminated at the indicated time points(please see figure legends and Material and Methods).Control cohorts and experimental cohorts were terminatedand processed at the same time to minimse variation.
	randomization: animals: Mice were randomly allocated to either control ortreatment group.
	Text2: Volker Dötsch
	Text3: CDDIS-23-3459R
	Check Box4: Yes
	blinding: No blinding was done.
	blinding: animals: No blinding was done.
	statistical tests: statistical tests are provided in Figure 6 and described in the figure legend. A total of 34 patients were analyses, encompassing for each patient healthy control tissue and tumour tissue.
	data meet assumptions: Samples were tested in GraphPad Prism Shapiro-Wilk normality test for normal distribution. 
	estimate of variation: Yes, clearly defined errorbars indicate the standard deviation and are included in the panel. Where suitable we used boxplots. Please find the definition enclosed in the Material and Methods section. 
	variance similar: Yes.
	source of antibodies: Mouse anti-myc (clone 4A6, Millipore)
anti-p63 (ab124762, Abcam)
anti-p73 (ab40658, Abcam)
mouse anti-vinculin (clone 7F9, Santa Cruz)	
mouse anti-rabbit light chain HRP (211-032-171, Jackson ImmunoResearch Europe Ltd.)
goat anti-mouse HRP (A9917, Sigma Aldrich)D
anti-FLAG (clone M2, Sigma Aldrich)
anti-HA (A190-107A, Bethyl Laboratories Inc.)
goat anti-rabbit (Jackson ImmunoResearch Europe)
goat anti-HA (a190138a, Bethyl)
rabbit anti-FLAG (ab1162, Abcam)
Alexa Fluor 488 anti-rabbit (A31573, Life Technologies)
Alexa Fluor 568 anti-goat (A11057, Life Technologies)
Alexa Fluor 647 anti-mouse (A31571, Life Technologies)
SuperBoost™ Goat anti-Mouse Poly HRP (B40961, Thermo Fisher Scientific)
SuperBoost™ Goat anti-rabbit Poly HRP (B40962, Thermo Fisher Scientific)
Monoclonal mouse anti-HA 16B12 (Abcam, ab130275)

	source of cell lines: HaCaT cells were purchased from CLS Cell Lines Service GmbH
T-REx-U-2 OS cell line was a gift from teh LMU. The exact nature of this cell line does not matter for the experiment as it was only used for stainings. 
H1299 cells were purchsed from ATCC.
All cells lines were routinely tested for mycoplasma and were found to be negative. 
	species, strain, sex, age: B6(C)-Gt(ROSA)26Sorem1.1(CAG-cas9*,-EGFP)Rsky/J (Jackson Laboratories, stock #028555)
	statement of compliance: All in vivo experiments were approved by the Regierung Unterfranken and the ethics committee under the license numbers 2532-2-362, 2532-2-367 and 2532-2-374.
	accession codes: Structures are deposited in the PDB with the accession numbers 8P9C, 8P9D and 8P9E as reported in the Materials and Methods Section / Crystallization.
	code availability: n.a.
	committee approving: Human lung cancer samples were obtained from the Pathology Department of the University Hospital Würzburg (Germany) with informed consent from all patients. Experiments are in agreement with the principles set out in the WMA Declaration of Helsinki and the Department of Health and Human Services Belmont Report. Samples were approved under Ethics Approval 17/01/2006 (University Hospital Würzburg).
	informed consent: Human lung cancer samples were obtained from the Pathology Department of the University Hospital Würzburg (Germany) with informed consent from all patients.
	CT registration number: n.a.
	informed consent: patient photos: n.a.


