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[bookmark: _GoBack]DESCRIPTION OF THE COHORTS 
LifeLines cohort study
The LifeLines cohort study started in 2006, including subjects from the three Northern provinces of the Netherlands [1,2]. At baseline all participants had a blood sample taken, filled in a standardized questionnaire and were subject to a medical examination including pre-bronchodilator spirometry following American Thoracic Society criteria. The LifeLines cohort study was approved by the Medical Ethics Committee of the University Medical Center Groningen, Groningen, The Netherlands. All subjects gave written informed consent. Blood from a subset of subjects, all with baseline visits between December 2006 and February 2011, was used for genotyping. Genotyping was performed using IlluminaCytoSNP-12 arrays. SNPs (n =  227,981) that fulfilled the quality control criteria were included: genotype call-rate ≥ 95%, minor allele frequency ≥ 1%, and Hardy-Weinberg equilibrium cut-off p-value ≥ 10-4. Samples with call rates below 95% were excluded. First degree relatives and non-Caucasian samples, based on self-report, outlier (IBS) and principal component analysis, were excluded. 
SAPALDIA study
The phenotype data from the SAPALDIA study was derived from the first follow-up survey collected in 2002 [3]. The study was enriched with asthmatics (40%). Participants provided informed consent for participation in the health interviews, physical examinations, blood marker and genetic assays. Ethical clearance for the SAPALDIA study was obtained from the Swiss Academy of Medical Sciences, the National Ethics Committee for Clinical research (UREK, Project Approval Number 123/00) and the Ethics Committees of the eight participating communities including Basel, Wald, Davos, Lugano, Montana, Payerne, Aarau and Geneva.
Pre-bronchodilator spirometry was performed according to a standardized protocol equivalent to that of the European Community Respiratory Health Survey (ECRHS), using a Sensormedics model 2200 (Yorba Linda, California, USA) and following American Thoracic Society criteria. Blood samples were used to genotype 567,589 SNPs using the Illumina 610K quad array. Consequently this sample was imputed using MACH v1.00 software 13 and the HapMap2 Release 22 CEU reference sample. To account for population stratification, ancestry-informative principal components were inferred using software package EIGENSTRAT2.0 using HapMap data (CEU, YRI, JPT and CHB) and additional European reference samples. Non-European and related samples were excluded. 
SNP-by-ETS exposure interactions were assessed with linear regression models adjusted for adjusted for sex, age, height, ever smoking and pack years, study area and principal components ev3 and ev4 using the software packages STATA MP12 and PLINK version 1.07  [4].  
Rotterdam Study I
The Rotterdam Study is a prospective population-based study investigating chronic diseases in elderly living in the Ommoord district in the city of Rotterdam in the Netherlands [5]. For the current analysis subjects of the Rotterdam Study I (RS1) were included, these were subjects aged 55 years and older which visited the research center for the first time between July 1989 and September 1993. Lung function data for this analysis was derived from pre-bronchodilator spirometry which was performed between March 2009 and January 2011 using a Master Screen® PFT Pro (CareFusion, San Diego, CA) by trained paramedical personnel according to the ATS/ERS guidelines. All subjects provided written informed consent and the study was approved by the medical ethics committee of Erasmus University. A total of 6,318 subjects were genotyped in RS I (Illumina 550(+duo)/Illumina 610 quad). Exclusions included a call rate < 98%, Hardy-Weinberg p-value < 10-6 and MAF < 0.01%. A total of 6,291 samples passed genotyping quality control. 
SNP-by-ETS exposure interactions were assessed in linear regression models adjusted for sex, age, height, ever smoking and pack years using the ProbABEL program according to an additive model using the 1000 genomes 1KG_phaseIv3 imputation panel [6]. All subjects in the final analysis (n = 1,156) were of Caucasian ancestry.
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