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ALPL: alkaline phosphatase, liver/bone/kidney
Cl: Confidence interval

CLC: Charcot-Leyden crystal galectin

CPA3: carboxypeptidase 3

CXCR2: C-X-C Motif chemokine receptor 2
DNASE1L3: Deoxyribonuclease 1-like 3

eQTL: Expression quantitative trait locus

FEV;: Forced expiratory volume in one second
FLNB: Filamin B

FVC: Forced vital capacity

GALA II: Genes, Environments & Admixture in Latidomericans I
GTEXx: Genotype'tissue expression

IgE: Immunoglobulin E

IL1B: Interleukin 1 Beta

LD: Linkage disequilibrium

OR: Odds ratio

NLRC4: NLR family CARD domain containing 4
NLRP3: NLR family, pyrin domain containing 3
RNA: Ribonucleic acid

SAGE: Study of African Americans, Asthma, Genes&iEonments
SNP: Single nucleotide polymorphism

sQTL: splicing quantitative trait locus
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The analysis of genetic variants from six genes sghexpression is predictive of asthma
exacerbations revealed a novel association of alatgy polymorphism fromDNASELL3 in

African-Americans and Latinos.
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Recently, Fricker et dl.reported that an expression signature in the spuredicted
efficiently exacerbations among asthma patientswsiy the greatest performance for frequent
exacerbators. This signature was based on six déhe%, CLC, CPA3, CXCR2, DNASE1LL3, and
IL1B) that can differentiate airway asthmatic inflamamgtphenotypes. Thus, we hypothesized that
genetic variation within those genes may contriliatsusceptibility to exacerbations. In the United
States, African-descent minority populations shtw highest rates of asthma exacerbations. In
fact, African ancestry is a risk factor not only fssthma in Puerto Ricans and African-Americans
but also for exacerbations among African-Ameriédngience, we performed a candidate-gene

association study of asthma exacerbations in Afrismericans and Latinos.

Details on the study populations and methods aserideed in the Online Repository.
Genotype dosages with an imputation qualitf)¥R.3, minor allele frequency5%, and located
within the gene limits £100 kilobases were examifedassociation with asthma exacerbations. In
the discovery, 1,002 African-American asthma pasiefnom the Study of African Americans,
Asthma, Genes & Environments (SAGE), 470 with edaatons, were analyzeddble 1). Asthma
exacerbations were defined as a dichotomous varigpresence/absence) based on oral
corticosteroids use, hospitalizations, or acute chre to asthma in the 12 months prior to study
enrollment. Association testing was performed bgidc regression models with correction for
age, sex, and two principal components (PCs). Towat for multiple comparisons, we established
a Bonferroni-corrected threshold for significancaséd on the number of independent single
nucleotide polymorphisms (SNPs) within each genoregion by linkage disequilibrium (LD)
pruning ¢°<0.2). Replication was evaluated in 2,181 Latinoghwasthma from the Genes,
Environments & Admixture in Latino Americans (GALW study, including 1,283 exacerbators
(Table 1). This two-stage design provided >80% statistjgalver to detect the association of

common variants for different scenaridslfle E1).

A total of 4,089 SNPs was evaluatefhlfle E2). Among African Americans, an intronic
variant in the deoxyribonuclease 1 Like BNASE1L3) region Figure 1), rs67622929, exceeded
the significance threshold corrected by multiplenparisons (0.05/57 independent varians,
8.77x10% [odds ratio (OR) (95% confidence interval [CIPrfthe C allele: 1.48 (1.18-1.87),
p=7.9x10% imputation B=0.99]. The association of rs67622929 was replitateLatinos [OR
(95% CI): 1.18 (1.01-1.37)p=0.03, imputation B=0.97]. An inverse-variance weighted fixed-
effect meta-analysis of effects was performed sinceheterogeneity was detect@dochran's Q
p=0.103), revealing that the C allele was signifibanassociated with increased odds of
exacerbations [OR (95% CI) 1.26 (1.11-1.48)2.6x10. Population stratification adjustment by
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revealed similar resultsTéble E3). Furthermore, the C allele of rs67622929 was alssociated
with increased risk of exacerbations when adjusteddisease severity in a subset of African-
Americans with data available [OR (95% CI): 1.401(t1.78),p=6.6 x 10° and Latinos [OR
(95% CI): 1.18 (1.01-1.38p=0.034], as well as in the meta-analysis [OR (956 £24 (1.09—-
1.41), p=1.2x10° Cochran's Q=0.250]. To explore whether this association wapufation-
specific, the SNP rs67622929 was evaluated fodatbn in European-descent individuals through
online databases, and no evidence of associatienfetand p>0.05) Table E4). However, the
definition of the control group differed from ouwudy, given that individuals without asthma were
analyzed instead of non-exacerbators asthma pati€herefore, the association of this SNP with
severe asthma exacerbations among European-desqeriations cannot be fully ruled out.

Next, we assessed the association of rs67622920asthma-related traits, including IgE
levels and normalized lung function values at baselThe linear regression models for normalized
lung function values were adjusted by the 2 PCs. 6@, IgE levels, age and sex were also
included as covariates. The SNP rs67622929 wasasstciated p0.05) with FEM, FVC,
FEV./FVC, or IgE [Table E3).

According to the GTEx databdsethe C allele of rs67622929 acts as an expression
guantitative trait locus (eQTL) that increases thepression ofDNASELL3 in several tissues,
including cultured fibroblastsp&rex=7.1x10'%) (Figure E1A, Table E5). This SNP is also ais-
splicing quantitative trait locus (sQTL) f@NASE3L1 in the lung perex=9.4 x 10°) (Figure E1B)
and other tissueg éble E6). Furthermore, rs67622929 has been linkeldtNB in naive CD8 cells
trough promoter capture Hi-C, according to Opend@argFLNB is located close t®NASE1L3
(Figure 1) and it is transcribed in the opposite directiBhNB is involved in actin, cadherin, and
RNA binding, as well as many biological processesluding antiviral mechanisms, cellular
response to interferon-gamma, epithelial cell mog@mesis, and actin cytoskeleton organization.

Interestingly, FInb deficient mice show skeletahabmalities and decreased cellular adhesion

DNASE1L3 encodes an endonuclease that participates in @gsptlearing DNA from
circulating apoptotic bodies, and has an importate in autoimmunity protectiénAdditionally,
DNASELL3 participates in different catabolic and metaboliogesses, neutrophil activation, cell
development, regulation of inflammasome activatiand cytokine secretidfi Genetic variants
from DNASELL3 have been previously associated with neutrophiht® and systemic rheumatic
disease¥’, and this is the first report of an associatiothveisthma exacerbations. Interestingly, the
allele associated with risk for asthma exacerbatiom our study is associated with higher

DNASELL3 expression, an effect that is in the same direcii® the one described for this gene in
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157 DNASE1L3 is overexpressed in induced sputum from patieritis @osinophilic asthnid, and in

158  endobronchial samples of asthma patients comparkdailthy controfs Despite all this evidence,
159 the mechanistic implication ddNASELL3 in asthma remains unclear, and functional studres

160 needed to disentangle it.

161 We acknowledge some limitations of our study. Fitls¢ association of rs67622929 would
162 not be considered significant after applying a merictive correction for multiple comparisons
163 accounting for all polymorphisms tested across dixegenomic regions (0.05/384 independent
164 variants=1.30x10). Second, the sample size of this study is moctmsipared to genetic studies of
165 asthma. However, to our knowledge, this is onéneflargest candidate-gene association studies of
166 severe asthma exacerbations published to dated, Theterogeneity in genetic admixture exists in
167 the populations analyzed. While African-Americane a@escendants of African and European
168 ancestors, Latinos also have Native American admeéxtwith varying proportions of each
169 component depending on the Latino subgPolpthis regard, ethnicity-stratified analyseseated

170 that the effect in Latinos was driven mainly by Mmans and other Latino3#ble E7).

171 In conclusion, the SNP rs67622929 was associattid sd@vere asthma exacerbations in

172  African-Americans and Latinos and showed regulaéffgcts ove DNASELL 3 expression.

173 The authors thank the patients, families, recrsijteealth care providers, community clinics,
174 and the study coordinator (Sandra Salazar) paaticig in GALA 1l and SAGE.
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Table 1. Characteristics of the subjects included in thdyeses.

SAGE (n=1,002)

GALAII (n=2,181)

Exacerbators Non-exacerbators Exacerbators

Non-exacerbators

(n=470) (n=532) (n=1,283) (n=898)
Gender (% female) 229 (48.7) 286 (50.4) 582 (45.4) 403 (44.9)
Mean age in years + SD 14.345.6 14.7+4.1 12.243.% 13.443.5
African ancestry (%) 79.4+10.7 78.4+12.1 18.9+13.2 12.6+11.9
Native American ancestry (%) NA NA 22.9+22.6 37.4425.5
Asthma control, n (%)
Well controlled 60 (15.7) 182 (36.8) 210 (16.4} 431 (48.0)
Partially controlled 112 (29.4) 150 (30.4) 533 (41.5) 282 (31.4)
Poorly controlled 209 (54.9) 162 (32.8) 540 (42.13 185 (20.6)
Treatment category, n (%)
Stepl 111 (23.6) 249 (47.1) 210 (16.43 431 (48.0)
Step2 183 (39.0) 210 (39.7) 533 (41.5} 282 (31.4)
Step3 176 (37.4) 70 (13.2) 540 (42.13 185 (20.6)
Baseline lung function
FEV; (%) predicted ~ 91.2+11.9 92.4+11.6 97.9+15.7 103.6+14.4
FVC (%) predicted 96.5+11.8 97.0+10.9 102.0+16.6 107.3+15.3
FEV,/FVC (%) predicted 94.3+8.3 95.3+7.6 96.4+7.6 97.2+7.2
Total serum IgE (1U/ml) 168.3+4.9 139.7+4.6 254.0+4.5 147.4+4.7

Abbreviations: FEY, forced expiratory volume in one second; FVC, éafcvital capacity; NA: Not
available/applicable.

For continuous variables, the mean and standaréhtitav are displayed. For total serum IgE levelse t
geometrical mean and standard deviation are repdf@ categorical variables, the number and péagenof
subjects in each category are shown.

#p< 0.01 for the comparison between asthma casesewétberbations and controls.

The severity medication regime was categorized tintee levels based on the use of short beta agdsiep
1), one inhaled corticosteroid, leukotriene intdhitor theophylline tablet (step 2), more than area
combination of an inhaled corticosteroid, leukatdeinhibitor, or theophylline tablet or a combiwoatiof
inhaled corticosteroids and long-beta agonistp(3je

Asthma control and treatment category were availét 875 and 999 individuals from SAGE, respedyive
Asthma control and severity were available for 2,88d 2,170 individuals from GALA I, respectiveREV,
was available for 807 and 2,068 SAGE and GALA Ibjsgts. FVC was available for 821 participants from
SAGE and 2,077 subjects from GALA Il. FEV1/FVC wagailable for 804 and 2,068 SAGE and GALA Il
subjects. Total serum IgE levels were availablerféd and 1,856 SAGE and GALA Il subjects.
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Figure 1. Regional plot foDNASE1L3 in the discovery sample. The top hit (rs6762298%hown
as a purple diamond, and the rest of the genetitanta are colored based on their linkage
disequilibrium (LD) with it using pairwise® values from African populations from the 1000
Genomes Project. Chromosomal positions, thejglbgnsformedp-values and the recombination
rate are plotted in theaxis, right and lefy-axis, respectively. The Bonferroni-corrected thodd

for significance is indicated by the dashed line.
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Sudy populations

The Study of African Americans, Asthma, Genes amyifenments (SAGE) and the Genes-
Environment and Admixture in Latino Americans (GALM study are two ongoing case-control
studies approved by the Human Research Protectiogrdim Institutional Review Board of the
University of California, San Francisco (Californidnited States)® Ethics approval numbers are
210362 (SAGE) and 217802 (GALA I1I). While GALA lkecruited Hispanic/Latinos, SAGE I
focused on African Americans. The participants (a@@e21 years) declared to have all four
grandparents of Hispanic/Latino or African Americamcestry, for GALA Il and SAGE
respectively. All participants/parents provided ttem assent/consent. The same sample collection
procedures, protocols, and questionnaires were tmethoth studies. SAGE participants were
recruited in San Francisco Bay Area (United Stat€#LA Il participants were recruited in
different centers of the United States as well@® Rico. Asthma was diagnosed by the attending
physician and reports of symptoms or use of coetrar rescue medication in the two years
preceding enrollment. Asthma exacerbations wereinel@éf as the administration of oral
corticosteroids, emergency asthma care, or hogait&ins in the last 12 months prior to study
enrolment.

Spirometry was performed with a KoKo® PFT SpiromdigSpire Health Inc., Louisville, CO)
according to American Thoracic Society recommeioaati (1995). Subjects with asthma were
instructed to withhold their bronchodilator medioas for at least 8 hours prior to pulmonary
function testing. Baseline lung function values @avaormalized to obtain predicted values with the
Global Lung Initiative 2012 reference equatith#leasurements of immunoglobulin E (IgE) levels
were conducted in duplicate using the ImmunoCAP ™ dy&tem (Phadia, Kalamazooo, Ml).

Asthma severity was defined following the Expemé&laReport 3 (EPR-3) guidelines for managing
asthma based on the medication treatfié@assification of asthma control was based on the
items included in the Childhood Asthma Control T¢6-ACT)®* and the Asthma Control
Questionnaire (ACGJ based asthma nighttime symptoms, daytime symptaatisjty limitations,
rescue medication use, and lung function measursméhe following questions were used to
collect the data on each category: a) In genenahguhe past week how much shortness of breath
did the child experience because of asthma?; lav@rage during the past week how often was the
child woken by his/her asthma during the night?incgeneral during the past week how limited
was the child in his/her activities because of msth; d) How many times did the patient report
short-acting beta-agonist use in the last two wee&¥ Percent predicted forced expiratory volume
in 1 second and FEXFVC ratio; f) Most recent time the child was pnéised oral steroids for
asthma? The first five questions were scored abke8t(asthma control), 1, or 2 (worst asthma
control). Additionally, prescription of oral steds for asthma was scored as 0 (more than 6 months
ago) or 1 (6 months ago or less). The maximum saoress the five domains was used to define
asthma control with a score of O (very well cor&d), 1 (not well controlled), or 2 (very poorly
controlled).

Genotyping and statistical analysis

Genotyping was performed with the Axiom LAT1 arf@yorld Array 4, Affymetrix, Santa Clara,
United States), as previously descridd and a subset of additional samples was also geedty
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E6E7 Imputation was carried out using the HaplotypefeRmce Consortium (HRE) as the
reference population in the Michigan Imputation ®er Global ancestry proportions were
estimated with the software ADMIXTURE’ assuming African and European parental populations
for African Americans and European, African and iXat American populations for
Hispanics/Latinos. Reference haplotypes from patgapulations were estimated from genotyping
data from European (CEU) and African (YRI) sampfesm the HapMap Project Phase Il
downloaded from the Axiom Genotype Data Set (hwsiw.thermofisher.com/es/es/homellife-
science/microarray-analysis/microarray-data-anslgscroarray-analysis-sample-data/axiom-
genotype-data-set.html). For the Native Americarpybation, 71 individuals genotyped with
Axiom® LAT1 array (Affymetrix Inc.) were used as feeence, as described elsewtiére
Association of genetic variants and phenotypestested through the logistic Wald test for binary
traits and linear Wald test for quantitative measursing EPACTS v3.26. In the discovery stage,
the number of independent variants was determirgdguPLINKE'? v1.9 through a pruning
procedure to exclude variants in linkage disequiilin retaining those with’< 0.2 within a 50 kb
window and 5 SNPs window-shift for each candidagion. Thisr? threshold was selected based
Sobota et df* findings for populations of African ancestry thatlicate that other thresholds are
overly conservative and result in a reduced stedistpower to detect associations in these
populations. Meta-analyses were performed with MED&T' Genetic heterogeneity was
assessed by means of thamd Cochran's Q. Power calculations were perfoaséty the software
CATs v0.0.2™ for a two-stage case-control study assuming a reewsthma exacerbation
prevalence of 55%, as observed in the populatiola¢ysed, and different values of minor allele
frequency (MAF, ranging from 10% to 50%) and gepetyelative risk (GRR, ranging from 1.2 to
2.0).

In silico functional evaluation of the variant associated

Evidence of significant expression quantitativeittréoci (eQTL) and cis-splicing
quantitative trait loci (sQTL) was queried in th&Ex v8 databask*® Lung tissue and fibroblasts
were considered biologically relevant tissues aetlscfor asthma exacerbationg given its
involvement in airway inflammation and remodelff*° which has an important role in this
phenotype.



ONLINE REPOSITORY FIGURE LEGEND

Figure E1. A) Expression quantitative trait loci (eQTL) anasysof SNP rs67622929 for
DNASELL3 in cell-cultured fibroblasts from GTE¥ v8 Portal p=7.1x10'). B) Splicing
quantitative trait loci (sQTL) analysis of rs676229for DNASELL3 in lung from GTEX® v8
Portal. The splicing affects the intron 58204882@®18:clu_47729E9.4 x 10°) .
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Table E1. Estimation of the statistical power for the genomdgions assessed under different genotype relative
risk scenarios taking into account the number dépendent SNPs tested within each genomic regitmeitwo-
stage case-control study.

'\f,“”ora"e'e Stage #independent oo 15 GRR=1.4 GRR=1.6 GRR=1.8 GRR=2.0
requency SNPs
Discovery 348 91 100 100 100 100
10% Replication 1 47 100 100 100 100
Joint analysis 1 47 100 100 100 100
Discovery 348 100 100 100 100 100
20% Replication 1 77 100 100 100 100
Joint analysis 1 77 100 100 100 100
Discovery 384 100 100 100 100 100
30% Replication 1 87 100 100 100 100
Joint analysis 1 87 100 100 100 100
Discovery 348 100 100 100 100 100
40% Replication 1 89 100 100 100 100
Joint analysis 1 89 100 100 100 100
Discovery 348 100 100 100 100 100
50% Replication 1 88 100 100 100 100
Joint analysis 1 88 100 100 100 100

Abbreviations: GRR: Genotype relative risk; SNFhdke nucleotide polymorphism.

Statistical power was obtained using CATs v0.0.thgaring different minor allele frequency, genotyptative
risk, for a mean prevalence of severe asthma exatiens of 55%, as observed in the populationsyaaedlin this
case-control study.

Values of statistical power equal or higher tha#o8tre highlighted in boldface.



Table E2. Summary of association results for the six genasyaad in SAGE.

Gene ALPL CLC CPA3 CXCR2 DNASE1L3 IL1B
#SNPs tested 789 743 709 582 710 556
#Independent SNPs 100 72 77 40 57 38
Bonferroni threshold 5.00x10" 6.94x10°  6.49x10*  1.25x1C° 8.77x10" 1.32x10°
Significant SNPs 0 0 0 0 1 0

SNP with minimunp-value  rs10799704 rs1568101 rs2001228 rs56979819 rs67622929 rs3136557
Minimum p-value 5.08x10* 9.18x10*  1.43x10* 0.014 7.93 x10* 8.8x10°

Abbreviations: SNP, single nucleotide polymorphism.
The Bonferronilike threshold was calculated as the 0.05/number ofpi@déent variants located within each gene limits £
1100 kilobases.



Table E3. Association results (additive model) for the Clallef rs67622929 with different outcomes.
SAGE GALAI Meta-analysis

Trait OR/Beta (95% Cf) p-value  OR/Beta (95% C1) p-value  OR/Beta (95% Cl)  p-value Cochran's Q

p-value
Asthma exacerbations

(adjusted age, sex, and 1.48 (1.17 - 1.86) 79xT0 1.18(1.01-1.37) 0.03 1.26 (1.11-1.43) 2.6x10 0.103
global ancestry)

FEV; predicted (%) -1.17 (-1.90 - (-0.45))  0.104  -0.4597-0.07) 0.391 -0.70 (-1.12-(-0.27))  0.099  .418
FVC predicted (%) -0.93 (-1.62 — (-0.24))  0.178 5X(@.48-0.58) 0.930  0.05 (-0.33 — 0.42) 0.900  00Q.
FEV.1/FVC predicted (%)  -0,81 (0.17 — (-1.79))  0.107 28)(-0.78-0.28) 0.345  -0.38 (-0.84—0.86)  0.110 0.331
Total serum IgE levels 0.03 (-0.02 — 0.07) 0.538 02q0.00-0.04)  0.491  0.02 (0.00 — 0.04) 0.365  59.8

Abbreviations: CI, Confidence interval; FE\Mforced expiratory volume in one second; FVC, éarwital capacity; IgE: Immunoglobulin E; OR:
Odds ratio.

@ Beta estimates or odds ratio are reported, fontigative measurement and binary traits, respelgtive



Table E4. Association results between rs67622929 and subdéptio asthma with exacerbations in public oslidatabases including European descent individuals.

Sudy Phenotypé€® Cases Controls Beta (C allele) SE  p-value Details
Asth ith bati dt Based on data imputed to the HRC ps
UK Biobank '>tma With exacerbations compared to 252 375,505 -0.05 0.11 0.67 and SAIGE analysis of ICD-derived
subjects without asthma traits E2°
i o Imputed genotypes from HRC plus
UK Biobank Asthma relat(_ad hospnahzatlons compared to 1,986 359,208 -1.13x10* 2.12x10" 0.59 UKI10K & KGP reference panels (Neale
subjects without asthma 21
lab GWAS round 25
Michigan . . .
Genomics Asthma W|t_h exacgrbauons compared to 1,506 32282 .0.05 0046 0.20 Based on MGI data (fre:égeZ) imputed to
Initiative subjects without asthma the HRC panet:

4The time period for which the presence / absen@xaterbations is determined is not detailed irdtttabases where the information was extracted.
Abbreviations: GWAS: Genome-wide association studRRC: Haplotype Reference Consortium; ICD: Inteiovadl Classification of Diseases; MGI: Michigan ®Gerics Initiative;
KGP: 1000 Genomes project; SE: standard erroreobtita estimate.



Table E5. Cis-acting expression quantitative trait loci (eQffects described in GTEX v8
Portal for rs67622929.

Gene Symbol p-value NES Tissue
DNASE1L3 7.10x10™° 0.48 Cells - Cultured fibroblasts
DNASE1L3 3.90x10" 0.65 Testis
DNASE1L3 1.20x10" 0.36 Adipose - Subcutaneous
DNASE1L3 1.00x10° 0.35 Thyroid
ABHDG6 6.70x10° 0.15 Skin - Sun Exposed (Lower leg)
PDHB 1.20x10’ 0.34 Brain - Cortex
RP11-456N14.4 3.30x10’ 0.35 Heart - Left Ventricle
RP11-456N14.4 7.00x10’ 0.33 Adipose - Visceral (Omentum)
DNASE1L3 9.50x10’ 0.32 Skin - Not Sun Exposed
(Suprapubic)
ABHD6 1.20x10° 0.23 Testis
DNASE1L3 1.70x10° 0.27 Skin - Sun Exposed (Lower leg)
ABHD6 2.90x10° 0.21 Esophagus - Muscularis
DNASE1L3 4.70x10° 0.28 Breast - Mammary Tissue
ABHD6 4.80x10° 0.14 Skin - Not Sun Exposed
(Suprapubic)
RPP14 1.70x10° 0.14 Muscle - Skeletal
DNASE1L3 2.20x10° 0.29 Nerve - Tibial
PDHB 3.30 x10° 0.25 Brain - Cerebellar Hemisphere
PDHB 4.00x10° 0.08 Muscle - Skeletal
FLNB-ASL 4.40x10° 0.22 Heart - Atrial Appendage
FLNB-ASL 8.70x10° 0.13 Skin - Not Sun Exposed
(Suprapubic)
DNASE1L3 1.00x10" 0.23 Heart - Atrial Appendage
FLNB-ASL 1.30x10" 0.34 Brain - Cerebellum
FLNB-ASL 2.10x10" 0.14 Thyroid
DNASE1L3 2.30x10° 0.26 Esophagus - Muscularis
RP11-456N14.4 2.50x10" 0.22 Adipose - Subcutaneous

Abbreviations: NES, Normalized Effect Size. The NEfagnitude has no direct biological
interpretation in GTEX™.



Table E6. Splicing quantitative trait (sQTL) effects descdbén GTEX' v8 Portal for
rs67622929.

Si/;rirtl)?)l Intron Id p-value NES Tissue
DNASEIL3 58204881:58208218:clu_48244 7.60x10>"  0.75 Thyroid
DNASE1L3 58204881:58208218:clu_38886 2.00x10° 1.1 Spleen
DNASE1L3 58204881:58208218:clu_42898 2.50x10”  0.95 Pituitary
DNASE1L3 58204881:58208218:clu_35842 1.50x10°  0.83 Adrenal Gland
DNASE1L3 58204881:58208218:clu_30751 1.10x10"  0.52 Liver
DNASEIL3 58204881:58208218:clu_39805 2.90x10° 0.43 Heart - Atrial

Appendage
DNASE1L3 58204881:58208218:clu_47729 9.40x10° 0.37 Lung
DNASEIL3 58204881:58208218:clu_45777 1.90x10° 0.44 Breast - Mammary
Tissue

DNASEIL3 58204881:58208218:clu_41846 3.70x10° 0.35 Esophagus - Mucosa

Abbreviations: NES, Normalized Effect Size. The NEfagnitude has no direct biological
interpretation in GTEX®



Table E7. Association results of rs67622929 (C allele) wikthana exacerbations stratified by ethnicity.

Population MAF cases (%) MAF controls (%) OR (95% C p-value
African American SAGE 21.16 15.61 1.48 (1.18 — .87 7.93 x 10’
Puerto Ricans GALA Il 21.08 21.47 0.97 (0.77-1.23 0.823
Mexicans GALA Il 33.96 27.96 1.30 (1.00 — 1.67) 480
Other Latinos GALA 1l 30.30 27.26 1.35(0.97-12.88 0.076

MAF: minor allele frequency, OR: odds ratio.
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