
Please wait... 
  
If this message is not eventually replaced by the proper contents of the document, your PDF 
viewer may not be able to display this type of document. 
  
You can upgrade to the latest version of Adobe Reader for Windows®, Mac, or Linux® by 
visiting  http://www.adobe.com/go/reader_download. 
  
For more assistance with Adobe Reader visit  http://www.adobe.com/go/acrreader. 
  
Windows is either a registered trademark or a trademark of Microsoft Corporation in the United States and/or other countries. Mac is a trademark 
of Apple Inc., registered in the United States and other countries. Linux is the registered trademark of Linus Torvalds in the U.S. and other 
countries.


nature research  |  life sciences reporting summary
June 2017
..\Nature_Research_buffer.png
Life Sciences Reporting Summary
Nature Research wishes to improve the reproducibility of the work that we publish. This form is intended for publication with all accepted life science papers and provides structure for consistency and transparency in reporting. Every life science submission will use this form; some list items might not apply to an individual manuscript, but all fields must be completed for clarity.
For further information on the points included in this form, see Reporting Life Sciences Research. For further information on Nature Research policies, including our data availability policy, see Authors & Referees and the Editorial Policy Checklist. 
}    Experimental design
1.   Sample size
2.   Data exclusions
3.   Replication
4.   Randomization
5.   Blinding
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	CurrentPageNumber: 
	author: Douglas Easton
	initial: 
	revised: 
	final: 
	Describe the statistical methods that were used to predetermine sample size OR if no sample-size calculation was performed, describe how sample sizes were chosen and provide a rationale for why these sample sizes are sufficient.: The dataset included essentially all available GWAS data on breast cancer.
	If no data were excluded from the analyses, state so OR if data were excluded, describe the exclusions and the rationale behind them, indicating whether exclusion criteria were pre-established. : We excluded samples, and variants, according to predefined filtering criteria to remove unreliable genotype calls, as described in the statistical methods. These criteria included, for variants: low call rate, low minor allele frequency, deviation from Hardy-Weinberg and deviation in frequency from the 1000 genomes reference panel. We also excluded variants judged to be poor on manual inspection of intensity cluster plots. Sample exclusions included low call rate, unusually high or low heterozygosity, and samples not of European or Asian ancestry, as appropriate, based on principal components analysis. We also excluded probable duplicates and close relatives, and samples overlaps between the contributing GWAS.  
	For each experiment, note whether any attempts at replication failed OR state that all attempts at replication were successful.: N/A. This was an observational study - analyses were based on all available data.
	Describe how samples were allocated to groups. If allocation was not random, describe how covariates were controlled. If this is not relevant to your study, explain why.: This was an observational genetic association study, hence randomisation was not relevant. The analyses were adjusted for country and ancestry informative principal components, as described in the methods.
	Describe the extent of blinding used during data acquisition and analysis. If blinding was not possible, describe why OR explain why blinding was not relevant to your study.: The laboratories conducting the genotyping did not have access to the phenotypic data (i.e. were blinded). Moreover, genotype calling was automated. The phenotype and genotype data were only combined during the statistical analysis. 
	y: 
	na: 
	Provide a description of all commercial and custom code used to analyze the data in this study, specifying the version used OR state that no software was used.: Analyses were mostly conducted using standard software. These include ShapeIT2, IMPUTE v2, Mach, Minimac, R, and METAL. We used two purpose written software for principal components analysis, pccalc (http://ccge.medschl.cam.ac.uk/software/pccalc) and for fast logistic logistic regression, mlogit (http://ccge.medschl.cam.ac.uk/software/mlogit/)
	Describe any restrictions on availability of unique materials used in the study OR confirm that all unique materials used are readily available from the authors or from standard commercial sources (and specify these sources) OR state that no unique materials were used.: No unique materials were used (with the exception of the patient DNA samples). The Oncoarray is available for purchase from Illumina.
	For all antibodies, as applicable, provide supplier name, catalog number, clone name, and lot number. Also describe the validation of each primary antibody for the species and application, noting any validation statements on the manufacturer’s website, relevant citations, antibody profiles in online databases, or data provided in the manuscript OR state that no antibodies were used.: N/A
	Provide information on cell line source(s) OR state that no eukaryotic cell lines were used.: MCF7 and MDA-MB-231 breast cancer cells were purchased from ATCC, Bre-80 normal breast cells were provided as a gift from Prof Roger Reddel, CMRI, Sydney.
	Describe the authentication procedures for each cell line used OR declare that none of the cell lines used have been authenticated OR state that no eukaryotic cell lines were used.: All cell lines were short tandem repeat (STR) profiled.
	Confirm that all cell lines tested negative for mycoplasma contamination OR describe the results of the testing for mycoplasma contamination OR declare that the cell lines were not tested for mycoplasma contamination OR state that no eukaryotic cell lines were used.: All cell lines tested negative for mycoplasma contamination.
	Provide a rationale for the use of commonly misidentified cell lines OR state that no commonly misidentified cell lines were used.: No cell lines are on the database of commonly misidentified lines.
	For laboratory animals, report species, strain, sex and age OR for animals observed in or captured from the field, report species, sex and age where possible OR state that no animals were used.: N/A
	Provide all relevant information on human research participants, such as age, gender, genotypic information, past and current diagnosis and treatment categories, etc. OR state that the study did not involve human research participants.: Participants were female breast cancer patients or healthy female controls.



