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BMPR2 genomic imprinting

We evaluated the potential existence of BMPR2 genomic imprinting based on the approach presented
by Strauch et al. (Am J Hum Genet, 66:1945i 57, 2000). To that end, the parent-of-origin allele of
p.Arg491GIn BMPR2 mutation was followed in the family. We discarded for the analysis all those
individuals whose phenotype was unknown. In addition, two main assumptions were made at the
BMPR2 mutation site. First, all healthy non-carriers, including founders, were considered wild-type
homozygous. Second, we assumed that all carriers were heterozygous regarding the p.Arg491GIn
mutation. Finally, we compared the penetrance of the heterozygous individuals that had a maternal
transmission of the BMPR2 allele, with the penetrance of those that had a paternal transmission. The
observation of significant differences between them may indicate the presence of genomic imprinting in

this gene.
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eQTL analysis

The eQTL analysis of candidate regulatory SNPs was done using GTEx data release V7, downloaded
from the dbGaP web site, under phs000424.v7.p2. We first searched for significant FIGN cis-eQTLs on
the GTEXx Portal (see Web Resources in the main text). Then, using the genotype and expression data
downloaded from dbGaP, and covariates downloaded from the GTEXx Portal, we verified the significant
associations between the reported cis-eQTLs and the expression data from corresponding tissues. To
show the estimated genotype effect on gene expression in Figure 4C, we removed covariate effects, as

provided by GTEX, from the GTEx normalized expression data.

FIGN expression analysis

We downloaded raw Affymetrix CEL files from GEO under accession number GSE53408 and pre-
process them using standard procedures. After normalization and filtering, we obtained a gene
expression data matrix of 22,144 genes by 23 samples, where 12 were derived from lung tissue of PAH
patients and 11 of normal lung tissue. We conducted a differential expression analysis using the
R/Bioconductor package limma, comparing PAH patients and controls, adjusting for surrogate variables
with the R/Bioconductor package SVA. Co-expression analysis between FIGN and BMPR2 was done
using an ANCOVA model where FIGN expression was the response variable, BMPR2 the predictive
one and PAH status a factor variable modeling a different intercept term for PAH and control samples.

Haplotype prediction
Haplotypes were predicted between the region of significant linkage and BMPR2, using the pruned

version of the pedigree employed for Merlin multipoint linkage analysis. Haplotype estimation was

performed using the -- best option, which outputs the most likely pattern of segregation.
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