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the interpretation of sequence variants.1 In the past decade, seguencing technology has evolved 416 BT B TR -
rapidly with the advent of high-throughput next-generation sequencing. By adopting and leveraging 5 SRS

next-generation sequencing, clinical laboratories are now performing an ever-increasing catalogue of 51gm
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These ACMG Standards and Guidelines were developed primarily”as @n eddcdtidnal resource for

clinical laboratory geneticists to help them provide quality clinical laboratory services.
Adherence to these standards and guidelines is wvoluntary and does not necessarily assure a
successful medical outcome. These Standards and Guidelines should not be considered inclusive
of all proper procedures and tests or exclusive of other procedures and tests that are
reasonably directed to obtaining the same results. In determining the propriety of any
specific procedure or test, the clinical laboratory geneticist should apply his or her ouwn
professional judgment to the specific circumstances presented by the individual patient or
specimen. Clinical laboratory geneticists are encouraged to document in the patient’s record
the rationale for the use of a particular procedure or test, whether or not it is in
conformance with these Standards and Guidelines. They alsc are advised to take notice of the
date any particular guideline was adopted and to consider other relevant medical and
scientific information that becomes available after that date. It also would be prudent to
consider whether intellectual property interests may restrict the performance of certain tests
and other procedures.
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In November 2013 the workgroup held a workshop at the AMP meeting with more than 50 attendees,
presenting the revised classification criteria and two potential scoring systems. One system is
consistent with the approach presented here and the other is a point system whereby each
criterion is given a number of points, assigning positive points for pathogenic criteria and
negative points for benign criteria, with the total defining the variant class. With an audience-
response system, the participants were asked how they would weight each criterion (as strong,
moderate or supporting, or not used) during evaluation of variant evidence. Again, the responses
were incorporated into the classification system presented here. It should be noted that while
the majority of respondents did favor a point system, the workgroup felt that the assignment of
specific points for each criterion implied a quantitative level of understanding of each
criterion that is currently not supported scientifically and does not take into account the
complexity of interpreting genetic evidence.
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The workgroup also evaluated the literature for recommendations from other professional societies
and working groups that have developed variant classification guidelines for wellstudied genes in
breast cancer, colon cancer, and cystic fibrosis and statistical analysis programs for
quantitative evaluation of variants in select diseases.While those variant analysis guidelines
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