SUPPLEMENTAL METHODS
Four insertion / deletion mutations (nt733delTCGG, nt1421-1448dup28bp, nt1776insC, and nt1776delC) were genotyped using fluorophore-labeled polymerase chain reactions (PCR).  Genotype calls were performed by fragment length analysis on the ABI 3100 Genetic Analyzer (Applied Biosystems, Foster City, CA).  The remaining mutations (nt1130delAGinsC, nt1441G>T, nt1927C>T) were genotyped using the 5’ to 3’ exonuclease TaqMan®[1] method using ABI Pre-Designed SNP Genotyping Assays as per standard protocol.  Because the mutations were expected to be rare, control reactions were designed to test that the Taqman probes could indeed detect heterozygotes and homozygotes for the mutant alleles, using synthetic oligonucleotides carrying the mutant allele.

Bidirectional resequencing of the folliculin gene was performed using dye terminator dideoxy sequencing chemistry (Applied Biosystems, Foster City, CA) in 41 EOCOPD probands with larger quantities of DNA.  Primers were designed to cover the exons, exon-intron junctions, and at least 50 bp of surrounding intron.  1 kbp and 2 kbp were targeted at the 5’ and 3’ ends of the gene, respectively.  Sequencing reactions were run on an ABI 3730xl Genetic Analyzer, and resulting data analyzed with Phred/Phrap/Consed and Polyphred software.  Selected variants were genotyped with TaqMan® assays in 345 NETT subjects and 420 NAS controls. Primer design for both sequencing and genotype assays were performed using Primer3 version 0.4.0[2](http://frodo.wi.mit.edu/cgi-bin/primer3/primer3_www.cgi).  
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