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Asthma Susceptibility Report

Introduction

The Asthma susceptibility test is based on Whole Genome Sequencing Test. As such, it analyzes all Common and Rare Variants associated with Asthma

susceptibility disease instead of a limited set of genes. Bronchial asthma is the most common chronic disease affecting children and young adults. It is a

complex genetic disorder with a heterogeneous phenotype, largely attributed to the interactions among many genes and between these genes and the

environment. Asthma-related traits include clinical symptoms of asthma, such as coughing, wheezing, and dyspnea; bronchial hyperresponsiveness (BHR) as

assessed by methacholine challenge test; serum IgE levels; atopy; and atopic dermatitis.

In our analysis, we did not find any pathogenic variants.

Genes/Locations included in report:

ADA

(0)

FLG

(1)

TNF

(0)

ARL6

(0)

BBS1

(0)

BBS4

(0)

CDSN

(0)

CFTR

(2)

COMT

(2)

HNMT

(0)

IL13

(1)

MUC7

(0)

ADRB2

(1)

ALMS1

(4)

ALOX5

(0)

CASP8

(1)

CCL11

(0)

DDX41

(0)

DOCK8

(0)

ERCC2

(0)

HLA-G

(0)

COX4I2

(0)

ELOVL4

(0)

PLA2G7

(1)

CCDC151

(0)

CCDC28B

(0)

SCGB3A2

(0)
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Variants Found:

Gene/Loc Chr: Pos RSID Phenotype Name Zygosity Variant
Allele

Frequency
Significance

Review

Status

COMT chr22:19951271 rs4680

CATECHOL-O-

METHYLTRANSFERASE

POLYMORPHISM

HET G>A 0.36921 drug response ★★★

COMT chr22:19929027 rs13306278

Selective serotonin

reuptake inhibitors

response - Efficacy

HET C>T 0.07728 drug response ★★★

ADRB2 chr5:148206440 rs1042713
salbutamol response -

Efficacy
HOM G>A 0.47564 drug response ★★★

ALMS1 2:73613031 rs55889738 Alstrom syndrome HET TGGAGGA>T
uncertain

significance
★★

IL13 chr5:131995964 rs20541 Allergic rhinitis HOM A>G 0.73003 risk factor

PLA2G7 chr6:46672943 rs1051931 Asthma and atopy HET A>G 0.8103 risk factor

ALMS1 2:73613031 rs55889738 Alstrom syndrome HET TGGAGGA>T

conflicting

interpretations

of

pathogenicity

★

ALMS1 2:73613031 rs55889738 Alstrom syndrome HET TGGAGGA>T

conflicting

interpretations

of

pathogenicity

★

ALMS1 2:73613031 rs55889738 Alstrom syndrome HET TGGAGGA>T

conflicting

interpretations

of

pathogenicity

★

CFTR

Rare

chr7:117230454 rs1800098 Chronic sinusitis HET G>C 0.0024

conflicting

interpretations

of

pathogenicity

★
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Gene/Loc Chr: Pos RSID Phenotype Name Zygosity Variant
Allele

Frequency
Significance

Review

Status

CFTR

Rare

chr7:117232223 rs1800100 Chronic sinusitis HET C>T 0.0028

conflicting

interpretations

of

pathogenicity

★

FLG 1:152285076 rs558269137 FLG-Related Disorder HET CACTG>C

conflicting

interpretations

of

pathogenicity

★

CASP8 2:202097531 rs3834129 Lung cancer HOM TAGTAAG>T 0.38898 protective
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Individual Variant Interpretations:

rs20541 - NM_002188.3(IL13):c.431A>G (p.Gln144Arg)

Heinzmann et al. (2000) determined that R130Q variant of IL13, which they referred to as R110Q, associated with asthma in case-control populations from

Britain and Japan (peak odds ratio (OR) = 2.31, 95% confidence interval, 1.33 - 4.00); the variant also predicted asthma and higher serum IL13 levels in a

general, Japanese pediatric population. Chen et al. (2004) noted that R110Q numbering does not include a 20-amino acid signal sequence and that the R110Q

variant has been referred to as R130Q. Immunohistochemistry demonstrated that both subunits of IL13R are prominently expressed in bronchial epithelium

and smooth muscle from asthmatic subjects. Detailed molecular modeling analyses indicated that residue 110 of IL13 is important in the internal

constitution of the ligand and crucial in ligand-receptor interaction.

In Chinese adult patients with allergic rhinitis (607154), Wang et al. (2003) found a significant association of the IL13 arg130-to-gln (R130Q) SNP, but not of

the IL13 promoter -1112C-T SNP (147683.0001), with serum total IgE levels. Patients with a gln/gln genotype showed much higher serum total IgE than

those with an arg/arg genotype.

Hiromatsu et al. (2005) noted that the R130Q amino acid substitution arises from a G-to-A transition at nucleotide 2044 (G2044A) in exon 4 of the IL13

gene.

Vladich et al. (2005) examined the impact of the IL13 R130Q variant on the functional properties of IL13 by comparing the activity of the variant to wildtype

IL13 on primary effector cells of human allergic inflammation. IL13 R130Q was significantly more active than wildtype IL13 in multiple effector assays and

was neutralized less effectively by an IL13R-alpha-2 decoy. Vladich et al. (2005) suggested that natural variation in the coding region of IL13 may be an

important genetic determinant of susceptibility to allergy.

 PMID: 10699178

 PMID: 15356556

 PMID: 12928861

 PMID: 15483090

 PMID: 15711639

rs3834129 - NM_001228.4(CASP8):c.-937_-932del

Sun et al. (2007) identified a 6-nucleotide insertion/deletion polymorphism in the CASP8 promoter, -652 AGTAAG ins/del (rs3834129), the deletion variant

of which was associated with decreased risk of developing lung cancer (211980) in a population of Han Chinese subjects. The -652 6N deletion was also

associated with decreased risk of cancer of various other forms including esophageal, gastric, colorectal, cervical, and breast, acting in an allele dose-

dependent manner. The frequency of the -652 6N deletion was significantly lower in individuals with lung cancer (P = 4.1 x 10(-5)).

Haiman et al. (2008) did not find an association between this SNP and breast (114480), colorectal (114500), or prostate (176807) cancer among 2,098, 1,139,

and 2,825 patients, respectively. The study included patients in Hawaii and California of various ethnic groups.

 PMID: 17450141

 PMID: 18305469

https://www.ncbi.nlm.nih.gov/pubmed/?term=10699178
https://www.ncbi.nlm.nih.gov/pubmed/?term=15356556
https://www.ncbi.nlm.nih.gov/pubmed/?term=12928861
https://www.ncbi.nlm.nih.gov/pubmed/?term=15483090
https://www.ncbi.nlm.nih.gov/pubmed/?term=15711639
https://www.ncbi.nlm.nih.gov/pubmed/?term=17450141
https://www.ncbi.nlm.nih.gov/pubmed/?term=18305469
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In our analysis, we did not find any related conditions



DANTE LABS™ TEST RESULTS

KIT ID:   SAMPLE

Dante Labs | Asthma Susceptibility Report | v1.0.0
Kit ID: Sample
Lot: 11:53:12
Batch: 2019-12-04

Page 6

Methods

Extraction

Before sequencing, DNA extraction and library preparation processes were carried-out by automated liquid handling robots. Sequencing was completed

using the NovaSeq 6000 instrument (Illumina).

The Nextera DNA Flex (Illumina) library was used during sequencing.

Analysis

Primary and secondary analysis was performed on the Illumina DRAGEN platform. Our secondary analysis extends the GATK 'best practices' pipeline. This

includes Variant Quality Score Recalibration

It is important to note that applying a filter will not remove any data from the VCF file; it will just annotate the “FILTER” column. Variants with the “PASS”

annotation are considered high quality and may, therefore, be used for advanced downstream analysis.

Sequence data is primarily aligned to the GATK GRCh37 reference genome and mitochondria is aligned to the Revised Cambridge Reference Sequence

(NC_012920.1). Additional references may have been requested though tertiary analysis is not conducted on variant calls using references other than

GRCh37.

Limitations

Test results are not interpretations. All variants reported in the genes included in the panel are reported.

Rare polymorphisms may lead to false-negative or false-positive results.

Due to limited read length and other contributing technical limitations, repeat expansions (e.g. in the Huntington gene, the SCA-genes, the myotonic

dystrophy repeat region, and other similar regions) cannot be assessed with the applied method

Disclaimer

Any preparation and processing of a sample from saliva collection kit to Dante Labs by a customer is assumed to belong to the email used by the customer

at the moment of kit registration on the Dante Labs Genome Manager platform before the shipment of the specimen to the laboratory.

The analysis and reporting conducted by Dante Labs are based on information from one or more published third-party scientific and medical studies.

Because of scientific and medical information changes over time, your risk assessment for one or more of the conditions contained within this report may

also change over time. For example, opinions differ on the importance and relative weights given to genetic factors. Also, epidemiological data isn't available

for some conditions, and this report may not be able to provide definitive information about the severity of a particular condition. We recommend asking

your healthcare provider to correctly interpret them. Therefore, this report may not be 100% accurate (e.g., new research could mean different results) and

may not predict actual results or outcomes.

This test has not been cleared or approved by the U.S. Food and Drug Administration (FDA). The US Food and Drug Administration (FDA) has determined

that clearance or approval of this method is not necessary and thus neither have been obtained.

Contact

Please contact contact@dantelabs.com for more information on the contents of this report, our analysis methodology, and the limitations of this process.

https://software.broadinstitute.org/gatk/documentation/article.php?id=39
https://www.ncbi.nlm.nih.gov/assembly/GCF_000001405.25
https://www.ncbi.nlm.nih.gov/nuccore/NC_012920.1
mailto:contact@dantelabs.com

