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Human Genome Variation Society
http://varnomen.hgvs.org/bg-material/basics/

Terminology

Considerable effort has been invested to use only clearly defined terms. For details see our Glossary (/bg-material
/glossary/).

Mutation and polymorphism

In some disciplines the term “mutation” is used to indicate “a change” while in other disciplines it is used to
indicate “a disease-causing change”. Similarly, the term “polymorphism” is used both to indicate “a non disease-
causing change” or “a change found at a frequency of 1% or higher in a population”. To prevent this confusion we
do not use the terms mutation and polymorphism (including SNP or Single Nucleotide Polymorphism) but neutral
terms like “sequence variant”, “alteration” and “allelic variant”. Vol.19(1) of Human Mutation (2002) contains
several contributions discussing the issues and shows that the term “mutation” has developed a negative
connotation (see Cotton RGH - p.2 (http://onlinelibrary.wiley.com/doi/10.1002/humu.10029/pdf), Condit CM et al. -
p.69 (http://onlinelibrary.wiley.com/doi/10.1002/humu.10023/pdf) and Marshall JH - p.76
(http://onlinelibrary.wiley.com/d0i/10.1002/humu.10021/pdf)). Who would like to carry a mutation and thus be a
“mutant”?? Current guidelines of authorative organisations now also recommend to use neutral terms like
“variant” and “change” only (see Richards 2015, Genet.Med. 17:405-424 (http://www.nature.com/gim/journal
/v17/n5/pdf/gim201530a.pdf)).



Genetics
o anern cotegeat s cereisns s MCINIG STANDARDS AND GUIDELINES | inMedicine

Standards and guidelines for the interpretation of sequence
variants: a joint consensus recommendation of the American
College of Medical Genetics and Genomics and the
Association for Molecular Pathology

GENERAL CONSIDERATIONS

Terminology

A mutation is defined as a permanent change in the nucleo-
tide sequence, whereas a polymorphism is defined as a vari-
ant with a frequency above 1%. The terms “mutation” and
often lead to confusion because of incorrect assumptions of
pathogenic and benign effects, respectively. Thus, it is recom-
mended that both terms be replaced by the term “variant” with
the following modifiers: (i) pathogenic, (ii) likely pathogenic,
(iii) uncertain significance, (iv) likely benign, or (v) benign.
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