
Supplementary 1: Whole exome sequences (WES) procedure 

Test requested: Whole Exome Sequencing (CentoXome GOLD®) 

METHOD 

RNA capture baits, against approximately 60 Mb of the Human Exome (targeting >99% of regions in 

CCDS, RefSeq, and Gencode databases), is used to enrich regions of interest from fragmented genomic 

DNA using the Agilent’s SureSelect Human All Exon V6 kit.  

The generated library is sequenced on an Illumina platform to obtain an average coverage depth of 

~100x. Typically, ~97% of the targeted bases are covered >10x. An end-to-end in-house bioinformatics 

pipeline including base calling, alignment of reads to GRCh37/hg19 genome assembly, primary filtering 

out of low-quality reads and probable artefacts, and subsequent annotation of variants, is applied. All 

disease-causing variants reported in HGMD®, ClinVar, or CentoMD®, as well as all variants with minor 

allele frequency (MAF) of less than 1% in the gnomAD database are considered. 

The evaluation is focused on the coding exons along with flanking +/-20 intronic bases. All pertinent 

inheritance patterns are considered. In addition, the provided familial history and clinical information 

are used to evaluate the eventually identified variants. All identified variants are evaluated with respect 

to their pathogenicity and causality, and these are categorized into classes 1 - 5 (see above). All variants 

related to the phenotype of the patient, except benign or likely benign variants, are reported. 

Variants of relevance identified by NGS are continuously and individually in-house validated for quality 

aspects; those variants which meet our internal QC criteria (based on extensive validation processes) are 

not validated by Sanger. 



HGNC SymbolChr. hg19 Pos. Isoform Coding DNA Protein Effect ACMG Insilico Class Pred.

DOCK8 9 289481 NA NA NA intronic Benign

DOCK8 9 325817 NA NA NA intronic Benign

DOCK8 9 325811 NA NA NA intronic Benign

DOCK8 9 439453 NA NA NA intronic Benign

DOCK8 9 379965 NA NA NA intronic Benign

DOCK8 9 439467 NA NA NA intronic Benign

DOCK8 9 215296 NA NA NA intronic Benign

DOCK8 9 215511 NA NA NA intronic Benign

DOCK8 9 327938 NA NA NA intronic Benign

DOCK8 9 316998 NA NA NA intronic Benign

DOCK8 9 328006 NA NA NA intronic Benign

DOCK8 9 327957 NA NA NA intronic Benign

DOCK8 9 376929 NA NA NA intronic Benign

DOCK8 9 317195 NA NA NA intronic Benign

DOCK8 9 432330 NM_203447.3 (M.i.), NM_001190458.1, NM_001193536.1c.4785+6C>G (M.i.), c.4485+6C>G, c.4581+6C>GNA splice donor SNVBenign

DOCK8 9 429719 NM_001193536.1, NM_001190458.1, NM_203447.3 (M.i.)c.4287T>C, c.4191T>C, c.4491T>C (M.i.)p.Phe1429Phe, p.Phe1397Phe, p.Phe1497Phe (M.i.)synonymous SNVBenign

DOCK8 9 390512 NM_001193536.1, NM_001190458.1, NM_203447.3 (M.i.)c.2712C>T, c.2616C>T, c.2916C>T (M.i.)p.Thr904Thr, p.Thr872Thr, p.Thr972Thr (M.i.)synonymous SNVBenign

DOCK8 9 421032 NM_001193536.1, NM_001190458.1, NM_203447.3 (M.i.)c.3903C>G, c.3807C>G, c.4107C>G (M.i.)p.Leu1301Leu, p.Leu1269Leu, p.Leu1369Leu (M.i.)synonymous SNVBenign

DOCK8 9 312124 NM_001193536.1, NM_001190458.1, NM_203447.3 (M.i.)c.495T>C, c.495T>C, c.699T>C (M.i.)p.Asn165Asn, p.Asn165Asn, p.Asn233Asn (M.i.)synonymous SNVBenign

DOCK8 9 286593 NM_001193536.1, NM_001190458.1, NM_203447.3 (M.i.)c.85C>A, c.85C>A, c.289C>A (M.i.)p.Pro29Thr, p.Pro29Thr, p.Pro97Thr (M.i.)nonsynonymous SNVBenign

DOCK8 9 334337 NM_001193536.1, NM_001190458.1, NM_203447.3 (M.i.)c.1034A>G, c.1034A>G, c.1238A>G (M.i.)p.Asn345Ser, p.Asn345Ser, p.Asn413Ser (M.i.)nonsynonymous SNVBenign

Supplementary 2: CNV analysis
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ACMG Criteria Hits ZygositygnomAD AF (%) ESP AF (%) TGP AF (%)Loc.

BA1, BS2 het. 33.9 40.18 0 NA

BA1, BS2 hom. 88.41 0 88.36 NA

BA1, BS2 hom. 67.94 0 69.83 NA

BA1, BS2 hom. 59.69 0 61.56 NA

BA1, BS2 hom. 96.07 6.77 94.47 NA

BA1, BS2 hom. 65.27 0 68.51 NA

BA1, BS2 prob. hom.3.65 3.79 3.53 NA

BA1, BS2 hom. 37.08 0 44.09 NA

BA1, BS2 hom. 63.58 0 67.55 NA

BA1, BS2 hom. 42.7 46.44 43.33 NA

BA1, BS2, BP6 hom. 68.55 33.16 69.59 NA

BA1, BS2 hom. 38.19 0 43.99 NA

BA1, BS2 hom. 63.65 48.86 56.89 NA

BA1, BS2 hom. 52.08 0 46.07 NA

BA1, BS2, BP4, BP6 poss. hom.75.89 33.08 71.43 E37 (M.i.), E35, E36

BA1, BS2, BP6 hom. 99.77 0.32 99.94 E35, E34, E36 (M.i.)

BA1, BS2, BP6 het. 23.16 28.5 25.5 E23, E22, E24 (M.i.)

BA1, BS2, BP6 het. 50.2 46.26 39.18 E31, E30, E32 (M.i.)

BA1, BS2, BP6 hom. 16.75 21.67 16.43 E5, E5, E6 (M.i.)

PP2, PP3, BA1, BS2, BP6 hom. 52.14 46.42 52.98 E2, E2, E3 (M.i.)

PP2, BA1, BS2, BP4, BP6 hom. 24.57 28.2 19.97 E10, E10, E11 (M.i.)

http://gnomad.broadinstitute.org/variant/9-289481-C-CAT
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=289481&chromoEnd=289481&x=0&y=0
http://gnomad.broadinstitute.org/variant/9-325817-T-C
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:325817-325818
http://gnomad.broadinstitute.org/variant/9-325811-T-TC
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:325811-325812
http://gnomad.broadinstitute.org/variant/9-439453-G-C
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:439453-439454
http://gnomad.broadinstitute.org/variant/9-379965-T-C
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=379965&chromoEnd=379965&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:379965-379966
http://gnomad.broadinstitute.org/variant/9-439467-A-C
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:439467-439468
http://gnomad.broadinstitute.org/variant/9-215296-A-G
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=215296&chromoEnd=215296&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:215296-215297
http://gnomad.broadinstitute.org/variant/9-215511-C-T
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:215511-215512
http://gnomad.broadinstitute.org/variant/9-327938-G-C
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:327938-327939
http://gnomad.broadinstitute.org/variant/9-316998-C-T
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=316998&chromoEnd=316998&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:316998-316999
http://gnomad.broadinstitute.org/variant/9-328006-T-C
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=328006&chromoEnd=328006&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:328006-328007
http://gnomad.broadinstitute.org/variant/9-327957-T-G
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:327957-327958
http://gnomad.broadinstitute.org/variant/9-376929-A-G
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=376929&chromoEnd=376929&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:376929-376930
http://gnomad.broadinstitute.org/variant/9-317195-G-A
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:317195-317196
http://gnomad.broadinstitute.org/variant/9-432330-C-G
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=432330&chromoEnd=432330&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:432330-432331
http://gnomad.broadinstitute.org/variant/9-429719-T-C
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=429719&chromoEnd=429719&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:429719-429720
http://gnomad.broadinstitute.org/variant/9-390512-C-T
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=390512&chromoEnd=390512&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:390512-390513
http://gnomad.broadinstitute.org/variant/9-421032-C-G
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=421032&chromoEnd=421032&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:421032-421033
http://gnomad.broadinstitute.org/variant/9-312124-T-C
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=312124&chromoEnd=312124&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:312124-312125
http://gnomad.broadinstitute.org/variant/9-286593-C-A
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=286593&chromoEnd=286593&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:286593-286594
http://gnomad.broadinstitute.org/variant/9-334337-A-G
http://evs.gs.washington.edu/EVS/PopStatsServlet?searchBy=chromosome&chromosome=9&chromoStart=334337&chromoEnd=334337&x=0&y=0
http://phase3browser.1000genomes.org/Homo_sapiens/Location/View?r=9:334337-334338


ClinVar Clin. Sig.rs ID AF Pred. ClinVar Disease ClinVar Allele ID COSMIC ID

NA rs34722895 common NA NA NA

NA rs2360277 common NA NA COSN14792919

NA rs3831138 common NA NA NA

NA rs10758598 common NA NA NA

NA rs10758420 common NA NA NA

NA rs10217568 common NA NA NA

NA rs73370597 common NA NA NA

NA rs2023402 common NA NA NA

NA rs2296825 common NA NA NA

NA rs2296824 common NA NA COSN14795504

Benign rs2296828 common not specified 253508 COSN26732699

NA rs2296826 common NA NA NA

NA rs7020921 common NA NA NA

NA rs10813355 common NA NA NA

Benign rs7036567 common not specified; Hyper-IgE syndrome174825 NA

Benign rs7854035 common not specified 174698 NA

Benign rs2297075 common not specified; Hyper-IgE syndrome140844 COSM1179612, COSM1179613

Benign rs2297079 common Hyperimmunoglobulin E recurrent infection syndrome, autosomal recessive; not specified; Hyper-IgE syndrome175111 COSM3763946, COSM3763947

Benign rs2039045 common not specified; Hyper-IgE syndrome140860 COSM6851474, COSM6851475

Benign rs529208 common Hyperimmunoglobulin E recurrent infection syndrome, autosomal recessive; not specified; Hyper-IgE syndrome175103 COSM3763874, COSM3763875

Benign rs10970979 common not specified; Hyper-IgE syndrome174691 COSM3765451, COSM3765452

http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=34722895
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=2360277
http://cancer.sanger.ac.uk/cosmic/search?q=COSN14792919
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=3831138
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=10758598
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=10758420
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=10217568
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=73370597
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=2023402
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=2296825
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=2296824
http://cancer.sanger.ac.uk/cosmic/search?q=COSN14795504
http://www.ncbi.nlm.nih.gov/clinvar/?term=253508%5balleleid%5d
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=2296828
http://www.ncbi.nlm.nih.gov/clinvar/?term=253508%5balleleid%5d
http://cancer.sanger.ac.uk/cosmic/search?q=COSN26732699
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=2296826
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=7020921
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=10813355
http://www.ncbi.nlm.nih.gov/clinvar/?term=174825%5balleleid%5d
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=7036567
http://www.ncbi.nlm.nih.gov/clinvar/?term=174825%5balleleid%5d
http://www.ncbi.nlm.nih.gov/clinvar/?term=174698%5balleleid%5d
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=7854035
http://www.ncbi.nlm.nih.gov/clinvar/?term=174698%5balleleid%5d
http://www.ncbi.nlm.nih.gov/clinvar/?term=140844%5balleleid%5d
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=2297075
http://www.ncbi.nlm.nih.gov/clinvar/?term=140844%5balleleid%5d
http://cancer.sanger.ac.uk/cosmic/search?q=COSM1179612,%20COSM1179613
http://www.ncbi.nlm.nih.gov/clinvar/?term=175111%5balleleid%5d
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=2297079
http://www.ncbi.nlm.nih.gov/clinvar/?term=175111%5balleleid%5d
http://cancer.sanger.ac.uk/cosmic/search?q=COSM3763946,%20COSM3763947
http://www.ncbi.nlm.nih.gov/clinvar/?term=140860%5balleleid%5d
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=2039045
http://www.ncbi.nlm.nih.gov/clinvar/?term=140860%5balleleid%5d
http://cancer.sanger.ac.uk/cosmic/search?q=COSM6851474,%20COSM6851475
http://www.ncbi.nlm.nih.gov/clinvar/?term=175103%5balleleid%5d
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=529208
http://www.ncbi.nlm.nih.gov/clinvar/?term=175103%5balleleid%5d
http://cancer.sanger.ac.uk/cosmic/search?q=COSM3763874,%20COSM3763875
http://www.ncbi.nlm.nih.gov/clinvar/?term=174691%5balleleid%5d
http://www.ncbi.nlm.nih.gov/projects/SNP/snp_ref.cgi?rs=10970979
http://www.ncbi.nlm.nih.gov/clinvar/?term=174691%5balleleid%5d
http://cancer.sanger.ac.uk/cosmic/search?q=COSM3765451,%20COSM3765452


OMIM-P VCF Coordinates

614113; 243700 9:289481-C-CAT

614113; 243700 9:325817-T-C

614113; 243700 9:325811-T-TC

614113; 243700 9:439453-G-C

614113; 243700 9:379965-T-C

614113; 243700 9:439467-A-C

614113; 243700 9:215296-A-G

614113; 243700 9:215511-C-T

614113; 243700 9:327938-G-C

614113; 243700 9:316998-C-T

614113; 243700 9:328006-T-C

614113; 243700 9:327957-T-G

614113; 243700 9:376929-A-G

614113; 243700 9:317195-G-A

614113; 243700 9:432330-C-G

614113; 243700 9:429719-T-C

614113; 243700 9:390512-C-T

614113; 243700 9:421032-C-G

614113; 243700 9:312124-T-C

614113; 243700 9:286593-C-A

614113; 243700 9:334337-A-G
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Bioscientia Institut für Medizinische Diagnostik GmbH

Page: 1 of 1

Order

JEL402O
Date received

07.11.2018 14:09

Customer-Code

K0033316 (000000000)
Reportdate

27.07.2022 10:03

Patient

Date of birth (Age)

13.08.2011 (7)
Gender

male

Primary Materials

EDTA-Blut (EB)
Date of sampling Laborcode00000 Al Madinah Al Munawwarah

Tel. 06132 - 781240 - Fax 06132 - 781236
www.bioscientia.com /

int.support@bioscientia.com

Post

report validation: hartigvali 12.02.2019 12:07 Uhr

Patient-ID

938082
Visit code Add ID

Examination Result Unit Ref.-Range

See Special Report done

hyper-IgE syndrome (NGS) done
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