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MUTATION UPDATE DESCRIPTION

As the fields of genetics and genomics strive to annotate the Human Genome, a major challenge has arisen.  Although our understanding of variation in disease-associated genes has increased dramatically, less and less of this clinically and functionally relevant information has been peer-reviewed and placed in the public domain. Human Mutation views Mutation Updates as a vehicle to publish expert collections of mutations in specific genes.

A Mutation Update is meant to be a succinct review of the current inventory of DNA sequence variants causing inherited disease and relevant other variants in a gene, e.g. variants seen during diagnostic analysis, those defined in association studies or appearing in dbSNP and their significance, authored by those familiar with that gene. While Mutation Updates are peer-reviewed, it is the intention of the editors to assist authors so that the most up to date and insightful article is produced. Mutation Updates are among the journal’s most frequently cited articles.

Authors may write on the behalf of, or with, multiple authors (e.g., members of a consortium). We encourage collaborations among laboratories. Authors are expected to write an article based on published information and in combination with previously unpublished variants. Authors should contact researchers and diagnostic laboratories world wide that perform mutation detection to gather mutations for publication.  Submitters to these comprehensive Mutation Updates may be listed as contributors and as such, will be publicly recognized for their participation in this scholarly activity.   This concept has been proposed to extend to all journals (Nature Genetics Editorial January 8, 2008). The extent of this worldwide search should be described in the covering letter and in the text. The lead author will be responsible for the accurate notation of each mutation.

Human Mutation supports the recommendations of the Human Variome Project (Cotton RG et al.  2007.Nat Genet. 39: 433). Consequently, authors are required to submit all variants included in a Mutation Update: to the respective Locus Specific Database (LSDB) and authors must confirm this in their cover letter. If a LSDB is not available (see Human Genome Variation Society at http://www.HGVS.org/dblist/glsdb.html), we encourage authors to generate a LSDB.  The latter increases the utility of the Mutation Update and provides a formal mechanism for maintaining currency of mutation collections. HGVS-compliant software for web-based maintenance of LSDBs is freely available (e.g. UMD and LOVD) and the HGVS offers assistance (at no cost to the curator) with LSDB hosting (see http://www.HGVS.org).

If an LSDB is being created at the time of gathering mutations for the Mutation Update, the article should include a brief description of the database providing the URL. It should also be noted in the Abstract.
Article Contents

Suggested text headings are “Background”, “Variants”; "Databases" (if available), “Biological Relevance”, “Clinical Relevance”, “Diagnostic Relevance” and “Future Prospects”. Articles are usually about 8-12 printed pages (15-20 double-spaced manuscript pages plus references, tables and figures). The DNA variant table is the main feature of the article and should include these headings when possible: Exon/Intron, DNA Variant, RNA Variant, Predicted and/or Demonstrated Effect on Protein, Patient-ID (which maintains confidentiality), Previous Publications, Remarks. The clinical features of individuals bearing a specific variant should be described using accepted, uniform phenotypic criteria. Generic subjective terms such as “mild” or “severe” should be avoided.  Headings may have to be customized for the particular gene/inherited disease phenotype(s) presented.  At the discretion of the Editors, tables with a large number of variants or other ancillary data may be published online only as Supplementary Material.

When data are available, the allele in trans to a variant should be reported for autosomal disorders.  The technique used to detect each variant should be indicated.  In situations where mutation discovery techniques were employed (i.e., scanning techniques and/or DNA sequencing), it should be noted which regions of the gene were analysed.  All variants identified in a patient should be shown along with their orientation (cis, trans or unknown).  Parental origin (paternal, maternal, de novo) should be noted, when available.  If novel variants are reported, provide a brief Methods section as supplementary material (listing verification methods and the number of controls, in keeping with the journal's main author instructions).  Authors are encouraged to include all verified phenotypic data, particularly for novel variants. Inclusion of high-quality phenotype information increases the usefulness of Mutation Updates.

A linear map of the gene with variants should also be included. Interesting features such as ethnic distribution of variants can be shown in a separate figure(s) or table(s). It is expected that the minimum number of variants described in a gene should reach 25 before a Mutation Update is written. Future updates on the same gene will be considered when there is a substantial increase in number of variants reported. A multiple sequence alignment of the encoded protein highlighting evolutionary conserved residues and information on modifier genes should also be included if available.

Nomenclature

It is essential that the HGVS/HUGO-MDI- and journal-approved nomenclature is used for describing DNA, RNA and protein changes. Reference sequences used (coding DNA and/or genomic) need to be explicitly noted. If alternative or "traditional" numbering schemes for variants exist in the published literature (such as non-standard nt or aa numbering schemes), we recommend that the authors report both the systematic and alternative schemes.  Please see Human Mutation's main author instructions and the HGVS nomenclature website, http://www.HGVS.org/mutnomen/, for details, checklist, and examples. 

Authors are advised to check sequence variant descriptions using software tools, e.g. the Mutalyzer program (http://www.LOVD.nl/mutalyzer/). Using batch mode, all variants for a gene can be analyzed at once. See the article Wildeman et al., Hum Mutat 29, 6-13, 2008. 

The aims of Mutation Updates articles are:

(a) That the reader should be quickly brought up to date and have a list of DNA variants, with associated phenotype (pathogenic or not) for reference. 

(b) That authors familiar with DNA variants in a gene will be able to efficiently produce a useful update.

(c) That these data will facilitate LSDB creation or updating of an existing  LSDB by either the authors or others with the assistance of the Human Genome Variation Society (http://www.HGVS.org).

Examples of recent Mutation Updates (available free online): 

Sperandeo et al., 2008 (Hum Mutat 29(1), 14–21, 2008)


http://dx.doi.org/10.1002/humu.20589 
Lemos and Thakker, 2008 (Hum Mutat 29(1), 22–32, 2008)


http://dx.doi.org/10.1002/humu.20605 
General instructions for authors are available at the Human Mutation Website: http://www.wiley.com/humanmutation 
Please write me should you have further questions. We appreciate your participation.

Yours sincerely,

Ms Rania Horaitis

Coordinator Reviews and Mutation Updates
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