[image: ]Appendix 1: Request for Expert Panel or Practice Guideline
Designation for Submissions to ClinVar

	Submitter Information


	Full Name of Submitting Source: Monogenic Diabetes

	Acronym or other brief name for ClinVar data display: MDEP

	Expert Panel Member responsible for submission:
Dr. Toni I. Pollin

	Email address: tpollin@som.umaryland.edu
	Phone: 410-706-1630 

	Expert Panel Coordinator and email address: Rhea Cosentino rcosenti@som.umaryland.edu



ClinGen – affiliated groups should compose their Expert Panel application in accordance to the below timeline. ClinGen affiliated groups are required to submit for Step 1 approval after completing items A-C.   Similarly, after completing item D, ClinGen-affiliated groups are required to send their variant classification rules to the Sequence Variant Interpretation (SVI) WG.  Finally, ClinGen groups will pilot and refine rules, format their first ClinVar submission, and define a protocol for ongoing variant curation (complete items E-G) and submit for Step 3 (final) approval by ClinGen's Steering Committee (SC).

External Expert Panel applicants are also suggested to complete their Expert Panel application in a stepwise manner, in accordance to the timeline shown below.  We encourage these groups to begin communication with ClinGen’s Clinical Domain WG Oversight Committee (after Step 1) and SVI (after Step 2) early in the application process.   All Expert Panel applicants are required to submit for Step 3 (final) approval by ClinGen's Steering Committee.

Groups applying for Practice Guideline (4-star) status in ClinVar should contact ClinGen at clingen@clinicalgenome.org for the Practice Guideline application.
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Expert Panel Submission Details




	

         A.  Composition of the Expert Panel

	
Expert Panels are expected to represent the diversity of expertise in the field, including all major areas of expertise (clinical, diagnostic laboratory, and basic research).  Membership should include representation from three or more institutions and will encompass disease/gene expert members as well as biocurators. Biocurators do not have to be gene/disease experts and will be primarily responsible for assembling the available evidence for subsequent expert member review. For role, suggested examples include: primary biocurator, expert reviewer, etc.

	Member List

	Name
	Institution
	Area and Type of Expertise 
	Role

	Toni Pollin, PhD CGC
	University of Maryland
	Monogenic diabetes expertise
	Chair

	Linda Jeng, MD, PhD FACMG
	University of Maryland
	Clinical laboratory director
	Co-Chair

	Ruth Cosentino, MS
	University of Maryland
	Schedule calls, take minutes, track progress, coordinate meetings
	Project Coordinator

	Kristin Maloney, MGC CGC
	University of Maryland
	Genetic counseling, variant classification
	Curator

	Brady Gaynor, MS
	University of Maryland
	Bioinformatics
	Curator

	Haichen Zhang, BS
	University of Maryland
	Human genetics/ data management
	Curator

	TBA hourly genetic counseling student student, 
	University of Maryland
	Genetic counseling/ data management
	Curator

	Elizabeth Streeten, MD
	University of Maryland
	Endocrinology/ medical genetics/ patient care
	Panelist

	Yue Guan, PhD CGC
	Emory University
	Genetic counseling for monogenic diabetes, health behavior research
	Panelist

	Andrew Hattersley, FRCP FMedSci FRS
	University of Exeter
	Monogenic diabetes expertise, patient care
	Panelist

	Sian Ellard, FRCP PhD
	University of Exeter
	Molecular diagnosis of monogenic diabetes
	Panelist

	Kevin Colclough, BS
	University of Exeter
	[bookmark: _GoBack]Molecular diagnosis, variant curation experience, gene function
	Panelist

	Louis Philipson, MD PhD
	University of Chicago
	Monogenic diabetes and patient care
	Panelist

	Rochelle Naylor, MD
	University of Chicago
	Monogenic diabetes--MODY and patient care
	Panelist

	Siri Greeley, MD PhD
	University of Chicago
	Monogenic diabetes—neonatal diabetes—and patient care
	Panelist

	Daniela del Gaudio, PhD FACMG
	University of Chicago
	Clinical laboratory genetics
	Panelist

	Soma Das, PhD FACMG
	University of Chicago
	Clinical laboratory genetics
	Panelist

	Darrel Waggoner, MD FACMG
	University of Chicago
	Medical genetics
	Panelist

	Rinki Murphy, MD
	University of Auckland
	Endocrinology, MODY diagnosis and treatment
	Panelist

	Andrea Ramirez, MD
	Vanderbilt University
	Endocrinology, MODY diagnosis and treatment
	Panelist

	Janet Williams, MS LGC
	Geisinger Health System
	Genetic counseling
	Panelist

	David Carey, PhD
	Geisinger Health System
	Monogenic diabetes expertise, patient care
	Panelist

	Jessica Goehringer, MS LGC
	Geisinger Health System
	Genetic counseling in monogenic diabetes
	Panelist

	Uyenlinh Mirshahi, PhD
	Geisinger Health System
	Next generation sequencing
	Panelist

	Liana  Billings, MD
	Northshore Health System
	Endocrinology, MODY research, diagnosis and treatment
	Panelist

	
	
	
	

	
	
	
	


(Insert additional page if needed)


	A. Scope of Work

	
Describe the scope of work of the Expert Panel (disease areas and gene(s) being addressed).
The Monogenic Diabetes Expert Panel will develop a sustainable process for systematic consensus review for pathogenicity and submission to ClinVar of variants in MODY, neonatal diabetes genes, Wolfram syndrome, mitochondrial diabetes and other syndromic genes agreed upon by consensus.  We will initially focus on specifying and piloting the ACMG/AMG guidelines for HNF1A (MODY3) followed by GCK (MODY2, permanent neonatal diabetes, and hyperinsulinemic hypoglycemia), HNF4A (MODY1), KCNJ11 (MODY13, KATP channel neonatal diabetes, and hyperinsulinemic hypoglycemia), and ABCC8 (MODY12, KATP channel neonatal diabetes, and hyperinsulinemic hypoglycemia).  

We note that of these five genes, HNF1A has been partially curated at the gene level (Clinical Actionability Evidence Based Summary only), ABCC8 has been partially curated at the gene level (gene dosage only) and the remaining three have not and we thus we recommend their prioritization for curation.






	B. Conflict of Interest Management

	
Expert Panels are expected to represent the diversity of expertise in the field and should be composed of a sufficient number of eligible expert reviewers to address academic and financial conflicts of interest that may arise. 
· Academic COI: Authors of literature about relevant variants may serve on the Expert Panel and are welcome to voice their opinion, but should not be the major arbiter of a variant classification when there is limited data available and it was provided by that individual or the individual’s lab group.
· Financial COI: Commercial entities may participate on the Expert Panel, but should not be the major arbiter of a variant classification when there is limited data available and it was provided by that entity. 
· No special measures are needed if there is group consensus on a variant classification; however, if a vote is needed, those with relevant conflicts of interest should recuse themselves. 
· All conflicts will be declared publicly on the clinicalgenome.org website and reported in publications as appropriate.
Members of the Monogenic Diabetes Expert Panel are requested to self-disclose academic (gene/variant discovery and/or extensive publication record), commercial and financial COIs using a survey containing the following information:
1.	Name
2.	Fee-for-service Laboratory testing for monogenic diabetes status
3.	List unique genes discovered (include reference PMCID)
4.	List of unique variants discovered/reported (include reference PMC ID)
5.	Patents
6.	Stocks owned
7.	Royalties/consultant fees/gifts/travel reimbursement
8.	Other COI (eg. Not for profit organization, industry collaborator, etc.)

At any time, panel members may bring real or apparent conflict of interest to the chair for resolution.  
Internal unresolved COI management plan disagreements will be taken to the ClinGen Steering Committee for resolution.

Members with an academic COI are permitted to participate in variant review of the variant in question, but are recused from the official vote on the final expert classification.  Commercial entities who are the sole submitter of a variant associated with monogenic diabetes will be asked to recuse themselves from the final expert classification of that variant, though their input is encouraged during the review process. 

Voting for final expert classification will be conducted on an institutional basis. Therefore, multiple individuals from a single institution (academic or commercial) will be granted a single vote. 
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Date of
Submission:

__ / __ / ____

Note to Submitters: After completing Step 1 (application items A-C), please submit your draft Expert Panel application to the ClinGen Clinical Domain WG Oversight Committee (clingen@clinicalgenome.org) for review.





	C. ACMG guideline specifications

	
Expert Panels are encouraged to use the ACMG/AMP variant assessment criteria as their starting point for a framework to adjudicate Mendelian variants according to the five class criteria (pathogenic, likely pathogenic, uncertain significance, likely benign, and benign).  The Expert Panel process typically entails reviewing the evidence types and making gene-specific specifications to the ACMG/AMP guidelines, including consultation with the Sequence Variant Interpretation WG in order to facilitate harmonization of approaches across different expert panels.  

Provide the gene-optimized rules for variant classification designed by the Expert Panel as an appendix.  Documentation will be made publicly available and could consist of an unpublished document, manuscript pre-print, or published manuscript.  The following items must be included in the submitted material:
· Please attach a description of the specified ACMG/AMP guidelines for the gene(s) of interest, including evidence and rationale to support the rule specifications. 

· Describe combinations of rules and evidence sources that could be used to classify any categories of variants (e.g. Benign or Likely Benign) in a batch:
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__ / __ / ____
Note to Submitters:  After completing Step 2 (application item D), please submit your draft Expert Panel application to the ClinGen Sequence Variant Interpretation Working Group (clingen@clinicalgenome.org) for review.

	D. 
Validation of ACMG guideline specifications

	
Please provide a description of how your rules were validated with known variants.



















	E. 


Model ClinVar submission

	
Expert Panels are encouraged to make submissions to ClinVar through the ClinGen Variant Curation Interface (VCI) in order to standardize the content across expert panels.

Please provide a sample list of classified variants curated in the VCI or attached in the ClinVar submission template. The submission template can be downloaded here: ftp://ftp.ncbi.nlm.nih.gov/pub/clinvar/submission_templates/ 














	F. Define plans for ongoing variant curation, review, and reanalysis and discrepancy resolution

	
Expert Panels are expected to develop work schedules, review and resolve differences in interpretation, and provide standard procedures for variant assessment.

Standard Operating Procedures:
· Meeting/call frequency: Click here to enter text.

· Curation/expert review/finalization process:
☐ Version 1: One curator performs data entry and baseline curation; two domain experts perform blinded double review and classification. Discussions with the full EP are triggered if: 
a) the experts do not reach consensus, 
b) either expert raises concerns regarding the “fit” of a rule, or 
c) the strength of functional evidence needs further input. 
☐ Version 2: Two curators perform independent assessments followed by full EP review and consensus classification.
☐ Other 

















	Expert Panels are expected to keep their variant interpretations up-to-date and to expedite the re-review of variants that have a conflicting assertion submitted to ClinVar after the Expert Panel submission.

☐  Expert Panels are expected to contact the submitter of a newly submitted conflicting assertion in ClinVar from a one star submitter or above and attempt to resolve or address the conflict within 4 months of being notified about the conflict from ClinGen
☐  Expert Panels are expected to re-review all VUS classifications made by the EP at least every 2 years to see if new evidence has emerged to re-classify the variants
☐ Expert Panels are expected to re-review any LP or LB classifications when new evidence is available or when requested by the public via the ClinGen website.


☐ If plans differ from the expectations above, please describe here:


















Note to Submitters:  Please send your completed Expert Panel application to ClinVar (clinvar@ncbi.nlm.nih.gov) and to the ClinGen Clinical Domain WG Oversight Committee (clingen@clinicalgenome.org) for review.

P
Date of Final
Submission:

__ / __ / ____




Appendix 2: Frequently Asked Questions

Please visit this page for additional frequently asked questions about submitting to ClinVar: https://www.ncbi.nlm.nih.gov/clinvar/docs/faq_submitters/

1. Why should I submit to ClinVar?
There are many advantages to submitting to ClinVar.  Since ClinVar is an open-access public archive, it provides a broader set of clinical interpretations than you may have assessed in your own clinical lab.  Additionally, sharing variant assertions in ClinVar facilitates discovery of assertion conflicts with other laboratories as ClinVar provides a conflict report of any differences in interpretation between submitters (ftp://ftp.ncbi.nlm.nih.gov/pub/clinvar/tab_delimited/summary_of_conflicting_interpretations.txt).  This report can help submitters evaluate their internal variant interpretation criteria and learn more about others submitters' processes.  Data can also be retrieved programmatically via APIs, which allows incorporation into users’ workflows.  Lastly, because ClinVar prominently lists all submitters and the number of variants they have deposited, submitters receive great publicity as a lab that shares data. Furthermore, healthcare providers, and insurers are increasingly asking about lab policies for data sharing which will likely influence policies by these stake holders.

2. Do I have to submit an application to receive Criteria Provided - Single Submitter status? 
No.  When you fill out the Excel spreadsheet with your ClinVar submission, you will find fields to attest to your variant assessment criteria which can be submitted with your variants.  Provided you fill out these fields, the one star status criteria will have been met. ClinVar will not review the details of the variant scoring criteria accompanying each submission.   For more details on how to reach the Criteria Provided – Single Submitter status, see section 2.4.

3. Should I submit a variant if it already exists within ClinVar? 
As each additional submission adds value to the community curation of that variant by noting providing more observations, evidence, and critical review, you are welcome and encouraged to submit your own interpretation of a variant that is already represented in the database. 

4. Why are there different assertions of clinical significance for the same variant?
ClinVar is an archive for assertions of clinical significance made by submitters.  If multiple groups of the same review (star) level have reported different values for clinical significance for the same variant, it is reported as a conflict ("conflicting interpretations of pathogenicity") and all of the submitted values for clinical significance will be shown.  Submissions from an “Expert Panel” will supersede a “Criteria Provided – Single Submitter” which supersedes a “No Assertion Criteria Provided”; however all interpretations from submitters are displayed in full in the Clinical Assertions table at the bottom of the page.

5. What if a variant is submitted with an interpretation that is different from (or the same as) the interpretation of another Criteria Provided – Single Submitter?   
If conflicting assertions are made about a variant by multiple “Criteria Provided – Single Submitters”, that variant is assigned the status of “Criteria Provided – Conflicting Interpretations” and a one star review level status. If multiple “Criteria Provided - Single Submitters” reach concordant interpretations about a variant, that variant will be denoted by ClinVar at the two star review status level.

6. What if a variant is submitted with a different interpretation than what an Expert Panel has provided?
If a variant is submitted to ClinVar with a different interpretation than what an existing Expert    Panel submitted on that same variant, the variant record will retain the overall Expert Panel three star status. We encourage submitters to contact the Expert Panel and share their evidence and rationale to resolve the discrepancy.

7. Once my application for expert panel or practice guideline status has been submitted to clinvar@ncbi.nlm.nih.gov, how long will it take until I am notified of a decision?
Once your application has been received by ClinVar, it will be passed along to the appropriate ClinGen subcommittee or Steering Committee for review.  Please contact ClinVar if you do not hear back within 4 weeks. 

8. Who has submitted to ClinVar?  
To learn which groups have submitted to ClinVar, go to the ClinVar homepage and then click on the Statistics link in the navigation bar at the top of the page.  This takes you to a summary of ClinVar's submitters that is updated monthly. http://www.ncbi.nlm.nih.gov/clinvar/submitters/

9. How large should an Expert Panel be and why is involvement needed from more than one institution?
We expect the Expert Panels to be large enough to include many of the recognized experts for a particular gene/disease association and to reflect the diversity of opinions/expertise within the genetics community across multiple countries. Though several of the existing expert panels are quite large (over 15 institutions) that size is not required. The emphasis should be on being inclusive and bringing together groups that might have not worked together previously to better aggregate existing data and scientific knowledge.  If the expert panel includes only a few institutions (3-5) there should be clear evidence in the Expert Panel application of scholarship with regard to this disease/gene area including multiple prior publications in the genetics literature.

10. How specific should the focus of an Expert Panel be?
We expect that an Expert Panel will begin with one or several of the most common or highly penetrant genes within their area of focus for variant curation and steadily enlarge the scope of the project over time.  Applications will need to reflect the scope of the Expert Panel and justify why this is an appropriate scope.

11. Who can I contact for more information?
Please email clingen@clinicalgenome.org with any questions about applying for expert panel or practice guideline status.  Additionally, please visit the ClinGen website (www.clinicalgenome.org) and the ClinVar website (http://www.ncbi.nlm.nih.gov/clinvar/) for additional information and helpful resources. Representatives from the Clinical Domain WGs are available to provide guidance on the process for groups who wish to submit an application. For more information about submitting to ClinVar, please contact clinvar@ncbi.nlm.nih.gov.
Last updated: Nov. 30, 2017
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