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Process for Assigning “Expert Panel” Designation on ClinVar
Approved by ClinGen Executive Committee, March 21, 2014

The ClinVar database is hosted by NCBI and currently focuses on sharing variant-centric information.  As part of this submission process the entity submitting the information is asked to provide an assertion with regard to “Clinical Significance”.  
In order for users of ClinVar to have additional information with regard to the level of review of the submissions, ClinVar has developed a four star rating system (visible in the “Review Status” column).  Currently, submitters default to the category of "single source" given the inability to stratify expertise on most submissions.  However, submitters may apply for the status of "expert panel" according to the descriptions below.

Expert Panel – Three Stars - Process
The three star level description of the submitter refers to “Expert Panel” assertions.  Groups seeking Expert Panel designation should submit the information described below using the attached form with regard to their variant evidence review process to clinvar@ncbi.nlm.nih.gov for review by the Clinical Genome Resource (ClinGen) program.  This information will be reviewed by the appropriate ClinGen Clinical Domain Working Group (e.g., Cardiovascular or Germline Cancer) or ClinGen subcommittee and shared with the ClinGen Executive Committee to make thee determination of Expert Panel status for clinical assertions in ClinVar.  The information provided on the Expert Panel request form will be posted on the ClinVar website to provide users of the site information about the groups obtaining the Expert Panel designation.

Information should be provided by filling out the ClinVar Expert Panel request form (maximum of 3 pages).  Please make note of the following points:

1. It is recommended that the expert panel include individuals who are medical professionals caring for patients relevant to the disease gene in question, medical geneticists, clinical laboratory diagnosticians and/or molecular pathologists who report such findings and appropriate researchers relevant to the disease, gene, functional assays and statistical analyses.  
2. It is expected that the individuals comprising the expert panel process should represent more than one academic or commercial institution. 
3. Information should be provided with regard to any potential conflicts of interest of the panel members and how conflicts have been managed.
4. In addition to the one page summary requested here there should be more detailed information regarding the rules for variant classification available to the ClinGen investigators and the individuals accessing the assertions in ClinVar either through publication(s) in the medical literature and/or posting on a public website.
5. The completed form of any group assigned Expert Panel status will be made available on the ClinVar database website.


Request for “Expert Panel” Designation on ClinVar 

1. Name of Expert Panel (please write out any acronyms):

ENIGMA (Evidence-based Network for the Interpretation of Germline Mutant Alleles) is a consortium of investigators focused on determining the clinical significance of sequence variants in breast cancer genes. Further information about the consortium purpose, membership criteria and operation can be found at http://www.enigmaconsortium.org/.

2.  Date form submitted to clinvar@ncbi.nlm.nih.gov :______4 September 2014___________________ 
 
3.  Contact name, institution and email address for one Expert Panel representative who will be the contact person for the ClinGen Executive Committee: 

ENIGMA Expert Panel relating to BRCA1/2 Variant Classification:
Amanda B. Spurdle
QIMR Berghofer Medical Research Institute
Amanda.Spurdle@qimrberghofer.edu.au


3. Please provide member names, type of expertise, e.g. clinical, clinical laboratory, bioinformatic or research and institutional affiliation of the Expert Panel members using the table provided.  Please note any individuals currently serving in a leadership role e.g. steering committee chairs.

Note: the following list comprises ENIGMA representatives currently designated as members of the ENIGMA Expert Panel relating to BRCA1/2 Variant Classification. The composition of expert panels relating to other breast cancer predisposition genes is yet to be determined.

	Name
	Institution
	Expertise
	Leadership Role

	Amanda Spurdle
	QIMR Berghofer Medical Research Institute, Brisbane
	Research - Molecular Genetics (including genetic epidemiology, splicing prediction and analyses)
	Co-founder of ENIGMA. ENIGMA steering committee member and Chair of the ENIGMA Splicing Working Group, Member of the kConFab executive committee and Chair of the kConFab Mutation Review Committee. Member of the BIC steering committee, GA4GH BRCA Challenge steering committee, and InSiGHT Variant Interpretation Committee. 

	David Goldgar
	Huntsman Cancer Institute, University of Utah School of Medicine, Salt Lake City
	Research - biostatistics. Pioneered and further developed the multifactorial likelihood analysis method for BRCA variant classification.
	Co-founder of ENIGMA. Chair of ENIGMA Steering Committee and Chair of the ENIGMA Analytical Working Group. Co-leader/founder of COMPLEXO breast cancer exome sequencing consortium. Founder of IBCCS prospective study of BRCA carriers.

	Fergus Couch
	Mayo Clinic
	Research – Molecular Genetics (including functional analysis of BRCA2 and BRCA2 genetic variants).
	Co-founder of ENIGMA. ENIGMA steering committee member and Co-Chair of the ENIGMA “Other Predisposition Genes” Working Group. Member of the BIC steering committee, and GA4GH BRCA Challenge steering committee.

	Miguel de la Hoya
	IdISSC-biomedical research institute, Madrid
	Research -Genetic Testing
	ENIGMA steering committee member representing Spanish clinical testing groups.  Chair of the Madrid Familial Cancer Program BRCA1/2 Mutation Review Committee. 

	Encarna Gomez-Garcia
	Maastricht University Medical Center
	Clinical Genetics, and also Clinical Genetics research 
	ENIGMA steering committee member and Chair of ENIGMA Clinical Working group

	Claude Houdayer
	Institut Curie and University Paris Descartes
	Clinical Molecular Genetics and also Clinical Genetics research
	ENIGMA steering committee member representing French Consortium of BRCA genetic testing laboratories. Head of the French BRCA splicing group.

	Alvaro Monteiro
	Moffitt Cancer Center
	Research – Molecular genetics (including functional analysis of BRCA1 and BRCA1 genetic variants)
	ENIGMA steering committee member and Chair of ENIGMA Functional Assays Working Group. Member BIC steering committee. Developed and curates web-based tool BRCA1 Circos presenting functional assay and prediction data for BRCA1 missense variants.

	Michael Parsons
	QIMR Berghofer Medical Research Institute, Brisbane
	Research - Molecular Genetics (laboratory and statistical approaches to classification of variants in high-risk cancer genes)
	ENIGMA member with designated role in BRCA1/2 variant classification: Curation and preliminary classification of variants submitted to ENIGMA; co-ordination of ENIGMA BRCA1/2 variant classification; liaison with public BRCA1/2 databases.

	Melissa Southey
	The University of Melbourne


	Research – Molecular Genetics (including pathology, genetic epidemiology)

	ENIGMA steering committee member and Chair of ENIGMA Pathology Working Group, Co-Chair of the ENIGMA “Other Predisposition Genes” Working Group. Member kConfab executive committee. 
Co-leader/founder of COMPLEXO breast cancer exome sequencing consortium. 

	Sean Tavtigian
	Huntsman Cancer Institute, University of Utah School of Medicine

	Research –Molecular Genetics and Bioinformatics (including development of prediction tools to aid estimation of prior probability of variant pathogenicity) 
	Curates several public websites summarizing BRCA1/2 multifactorial classifications, and displaying bioinformatic predictions and prior probabilities for every single possible nucleotide substitution in exons and specified intronic regions of BRCA1/2. 

	Amanda Ewart Toland
	The Ohio State University
	Research -Molecular Genetics (PhD Medical Genetics)
	ENIGMA steering committee member. Chair of BIC steering committee.

	Maaike Vreeswijk
	Leiden University Medical Center
	Research - Molecular Genetics (including functional analysis of variants in BRCA1/2 and other candidate breast cancer predisposition genes).
	ENIGMA steering committee member representing the Dutch Consortium. Curator of ENIGMA website, the Dutch BRCA1/2 LOVD database, and the BRCA1/2 VUS literature database. Chair of VUS meetings for the Dutch DNA diagnostic laboratories. 

	Barbara Wappenschmidt
	University Hospital Cologne

	Research – Molecular Genetics (including functional and splicing assays of BRCA1/2 variants)
	ENIGMA steering committee member representing German Consortium of BRCA genetic testing laboratories.

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	





4.  One page summary of the process used by the Expert Panel with regard to making clinical assertions for genetic variants.  Please note all genes currently under review by this process and any plans for future genes to be evaluated and assertions submitted to ClinVar.

Please see attachment describing criteria currently in use for evaluation of BRCA1 and BRCA2 variants by ENIGMA.  Additional criteria are under development for evaluation of BRCA1/2 variants, and it is anticipated that this process will shortly be updated.

The process applied by the ENIGMA BRCA1/2 expert panel is the following
· Discussion and agreement by the ENIGMA steering committee and other relevant ENIGMA members, forming an ENIGMA BRCA1/2 Classification sub-committee ,  on criteria for variant classification that are considered acceptable for clinical application
· Dissemination of these criteria to the general ENIGMA membership for discussion and endorsement via presentation at an ENIGMA scientific meeting and circulation of Meeting minutes.
· Review of variant nomenclature for variants submitted to the ENIGMA database and public BRCA1/2 variant databases by members of the ENIGMA BRCA1/2 Classification sub-committee.
· Collation and evaluation of all information available for a given variant, and variant classification using a documented 5 tier system for clinical classification of BRCA1/2 gene variants by members of the ENIGMA BRCA1/2 Classification sub-committee.




5.  Please list relevant publication(s) including PMID/PMCID which describe the variant classification process in detail and/or a publically accessible website which provides this information for the ClinGen Executive Committee and individuals using ClinVar:

The classification process is described in the attachment. It is as yet unpublished but will be made available on the public section of the ENIGMA website shortly.
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