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Cystic Fibrosis (CF) Full-gene Carrier Screen

Summary: M POSITIVE SAMPLE REPORT

Variants Detected

Disorder (Gene) Result Interpretation
Cystic fibrosis (CFTR) POSITIVE: CARRIER Predicted to be a carrier.
NM_000492.3 Heterozygous for ¢.1521_1523delCTT Risk: AT INCREASED RISK FOR AFFECTED PREGNANCY. If this individual's reproductive
(p-Phe508del), pathogenic, partner is also a carrier of a pathogenic variant in the same gene, the risk for an affected
CHR7:117199645-117199648. fetus is 25%. Genetic counseling and reproductive partner carrier screening is
recommended.
Recommendations

Genetic counseling is recommended to discuss the potential clinical and/or reproductive implications of positive results, as well as recommendations for testing family
members and, when applicable, this individual's partner. Genetic counseling services are available. To access Labcorp Genetic Counselors please visit
https://womenshealth.labcorp.com/genetic-counseling or call (855) GC-CALLS (855-422-2557).

Additional Clinical Information

Cystic fibrosis (CF) is an autosomal recessive disorder with variable severity and age at onset. Signs and symptoms of classic CF may include elevated sweat chloride levels,
progressive lung disease, pancreatic insufficiency, and male infertility. Symptoms of mild CF may include pancreatic sufficiency. Symptoms of CFTR-related disorders may
include pancreatitis, bronchiectasis, and isolated male infertility due to congenital absence of the vas deferens (CBAVD). Treatment is dietary and supportive.
Genotype-targeted therapies may be available for some individuals. In severely affected individuals, lung transplantation may be indicated. (Ong, PMID:20301428).

Comments
This interpretation is based on the clinical information provided and the current understanding of the molecular genetics of the disorder(s) tested. Information about the
disorder(s) tested is available at https://womenshealth.labcorp.com.

Methods/Limitations

Next-generation Sequencing: Genomic regions of interest are selected using the Twist Biosciences® hybridization capture method and sequenced via the lllumina® next
generation sequencing platform. Sequencing reads are aligned with the human genome reference GRCh37/hg19 build. Regions of interest include coding exons, intron/exon
junctions (+/- 20 nucleotides) and additional genomic regions with known significant pathogenic variants. Analytical sensitivity at 30X coverage is estimated to be >99% for
single nucleotide variants, >99% for insertions/deletions less than six base pairs and >96% for insertions/deletions between six and forty-five base pairs. Variant detection is
performed by QIAGEN CLC Genomics and in-house algorithms. Expected minimum size resolution for CNVs in CFTR is 60 bp of coding sequence. Precise breakpoints are not
reported. Single-exon deletions or duplications are not detected in some cases due to CNV size limitations, or due to isolated data quality variation or intrinsic sequence
properties. Confirmatory testing by orthogonal technologies includes Sanger sequencing, MLPA analysis.

Reported variants: Pathogenic and likely pathogenic variants are reported for all tests. Benign and likely benign variants are typically not reported. Variants of uncertain
significance are reported when included in the test specification. Variants are specified using the numbering and nomenclature recommended by the Human Genome
Variation Society (HGVS, http://www.hgvs.org/). Variant classification and confirmation are consistent with ACMG standards and guidelines (Richards, PMID:25741868; Rehm,
PMID:23887774). Detailed variant classification information and reevaluation are available upon request.

Limitations: Technologies used do not detect germline mosaicism and do not rule out the presence of large chromosomal aberrations including rearrangements and gene
fusions, or variants in regions or genes not included in this test, or possible inter/intragenic interactions between variants, or repeat expansions. Variant classification and/or
interpretation may change over time if more information becomes available. False positive or false negative results may occur for reasons that include: rare genetic variants,
sex chromosome abnormalities, pseudogene interference, blood transfusions, bone marrow transplantation, somatic or tissue-specific mosaicism, mislabeled samples, or
erroneous representation of family relationships.
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Performing Labs
Component Type Performed at Laboratory Director
Technical component, processing Laboratory Corporation of America, 1912 TW Alexander Drive, RTP, NC 27709-0150 Laboratory Director
Technical component, analysis Laboratory Corporation of America, 1912 TW Alexander Drive, RTP, NC 27709-0150 Laboratory Director
Professional component Laboratory Corporation of America, 1912 TW Alexander Drive, RTP, NC 27709-0150 Laboratory Director

For inquiries, the physician may contact the lab at 800-345-4363

This test was developed and its performance characteristics determined by Labcorp. It has not been cleared or approved by the Food and Drug
Administration.
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