How | curate: applying American Society of Hematology-Clinical
Genome Resource Myeloid Malignancy Variant Curation Expert Panel
rules for RUNX1 variant curation for germline predisposition to myeloid
malignancies

David Wu,** Xi Luo,?* Simone Feurstein,® Chimene Kesserwan,* Shruthi Mohan,® Daniel E. Pineda-Alvarez,® and Lucy A.
Godley37 on behalf of the collaborative group of the American Society of Hematology - Clinical Genome Resource
Myeloid Malignancy Variant Curation Expert Panel*

1Department of Laboratory Medicine, University of Washington, Seattle, WA;

2Department of Pediatrics/Hematology-Oncology, Baylor College of Medicine, Houston, TX; 3Section of Hematology/Oncology, Department
of Medicine, and The University of Chicago Comprehensive Cancer Center, Chicago, IL; “Albert Einstein College of Medicine, Department
of Pathology, New York, NY; ®Department of Genetics, University of North Carolina School of Medicine, Chapel Hill, NC; éInvitae, San Fran-
cisco, CA and "Department of Human Genetics, The University of Chicago, Chicago, IL, USA

*DW and XL contributed equally to this work.

#Members of this Clinical Genome Resource Variant Curation Expert Panel are listed
in the Acknowledgments.

©2020 Ferrata Storti Foundation. This is an open-access paper. doi:10.3324/haematol.2018.214221

Received: July 16, 2019.
Accepted: October 21, 2019.
Pre-published: March 12,2020
Correspondence: DAVID WU - dwu2@uw.edu
LUCY A. GODLEY - Igodley@medicine.bsd.uchicago.edu




Wu and Luo et al., HAEMATOL/2018/214221

Supplemental Figure

Supplemental Figure 1: Overview of Clinical Genome Resource (ClinGen) and the
American Society of Hematology (ASH) partnership and relationship to the
Myeloid-Malignancy Variant Curation Expert Panel (MM-VCEP) and goals. (A)
ASH and ClinGen co-sponsored MM-VCEP, convened in 2018 to develop gene- and
disease-specific rules, to resolve inconsistent variant classification and to curate genomic
variants. (B) Example screenshot of ClinGen Variant Curation Interface (VCI) for

sequence variant interpretation and curation by the MM-VCEP.

ClinVar is a database in which gene variants along with clinical phenotypes are
deposited (1). Clinicians, and/or clinical laboratories can deposit variants identified in
their practice into ClinVar with associated clinical and phenotype data
(https://www.clinicalgenome.org/share-your-data/laboratories/clinvar-instructions/). The
ClinGen-designated Variant Curation Expert Panels (VCEP) curates variants in ClinVar,
such as in our instance for RUNXI, the Myeloid-Malignancy VCEP
(https://www.clinicalgenome.org/affiliation/50034/). Variants that are curated are those
requested by the community members, and which are reviewed first by VCEP curators
and then presented/discussed for approval with Expert Panel members. The goal is to
curate all variants deposited in ClinVar over time. Additional details of the variant
curation process are available at the ClinGen website, including standard-operating-
procedures for variant curation:

. https://clinicalgenome.org/curation-activities/variant-pathogenicity/training-

materials/
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. https://clinicalgenome.org/site/assets/files/3677/clingen_variant-
curation_sopv1.pdf

Expert Panel curated variants are recognized by the U.S. Food and Drug Administration
(https://clinicalgenome.org/docs/fda-recognizes-clingen-assertions-in-clinvar-frequently-

asked-questions/).

Supplemental Reference:
1. Landrum MD, Lee JM, Riley GR et al., ClinVar: public archive of relationships
among sequence variation and human phenotype. Nucleic Acids Res. 2014:42(Database

issue):D980-985).



Suppl. Figure 1A: Schematic for ASH/ClinGen & MM-VCEP

Clinical Domain Working Group

Myeloid Malignancy Variant Curation Expert Panel

ated to Hereditary Cancer Clinical Domain Working Group

Clinical Genome Resource

NIH-funded program * 2 Co-Chairs (clinical & laboratory, MD/PhDs)

* 3 Variant Lead Scientists for curation (MD and PhDs)

* 29 clinicians, geneticists, molecular biologists, scientists, genetic counselors, or
research scientists (MDs and PhDs and others)

» 34 total participants from academia and industry from 6 countries

» Established in 2018; group picture above from ASH Annual Meeting 2018, San
Diego, CA,; not all members are pictured.
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Suppl. Figure 1B: Example of ClinGen Variant Curation Interface for
variant curation
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