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[bookmark: _GoBack]The University of Washington Clinical Cytogenomics Laboratory in the Center for Precision Diagnostics classifies constitutional genomic copy number variants following the guidelines of American College of Medical Genetics and Genomics Laboratory Quality Assurance Committee (Kearney HM, Thorland EC, Brown KK, et al. 2011; Genet Med 13(7):680-685)

This classification is based on a review of the following (5-6-15):
1) In-house, national, and international control datasets
	DGV
	Other control datasets in dbVar (e.g. estd214 not in DGV as of 5-6-15)
2) In-house, national, and international case datasets
	Previous clinical cases analyzed in the Clinical Cytogenomics Laboratory
GCAD database in Genoglyphix®
	ISCA
	Other case datasets in dbVar (e.g. nstd101)
	DECIPHER
3) Gene content analysis and literature studies
	UCSC Genome Browser (http://genome.ucsc.edu/)
OMIM (http://omim.org/)
	MedGen (http://www.ncbi.nlm.nih.gov/medgen)
	GeneReviews (http://www.ncbi.nlm.nih.gov/books/NBK1116/)
	PubMed search for CNV region
	PubMed search for genes within the CNV
	Search ACMG abstracts

Copy number variants are then classified into one of five categories, as summarized below.

Pathogenic:  The CNV causes a well-known microdeletion or microduplication syndrome or is documented as clinically significant in peer-reviewed publications of two or more independent patient cohorts, even if penetrance and expressivity are known to be variable.

Uncertain Clinical Significance, Likely Pathogenic (Examples):
(1) The CNV has features that suggest it would cause a disease phenotype (e.g. one endpoint of a duplication is within a gene with known haploinsufficiency) but the effect on gene function is unknown.
(2) A CNV with similar size and expected genomic effect is described in a single case report as being associated with a phenotype relevant to the indication for testing.

Uncertain Clinical Significance, No Subclassification (Examples):
(1) The CNV contains genes but appears few times in the publically available control datasets (e.g. DGV or other control datasets submitted to dbVar) and the publically available case datasets (e.g. DECIPHER, ISCA, other case datasets submitted to dbVar).
(2) The CNV is well described in publically available case and control datasets and/or publications but evidence of pathogenicity is contradictory.


Uncertain Clinical Significance, Likely Benign (Examples):
(1) The CNV contains genes with no known haploinsufficiency (deletions) or triplosensitivity (duplications) and has been reported in the publically available control datasets, but not at the frequency seen with common polymorphisms.

Benign:  The CNV has been reported in multiple peer-reviewed publications or curated databases as a benign variant, the CNV is reported in the control population at a frequency inconsistent with being causative of disease, there are no known genes within the CNV, or the CNV is a known polymorphism documented to occur in >1% of the control population.
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