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The NIH-funded Clinical Genome Resource (ClinGen) is dedicated to building an The ClinGen website (www.clinicalgenome.org) has evolved into a hub through which ClinGen began releasing curated information through the website in February
authoritative central resource that defines the clinical relevance of genes and ClinGen's curation activities and links to vetted external resources is available to of 2015. In March of 2016, a search interface was added to allow visitors to
variants for use in precision medicine and research. clinicians, laboratories, researchers, and patients. search for curated information by gene and condition. In March of 2017,

ClinGen working groups have developed protocols to evaluate critical questions gene-centric and disease-centric views were incorporated. Search capabilities

necessary to build a genomic knowledge base: Which genes, when altered, are were enhanced by using a graph database, a database designed to handle

highly connected information. This enables the search interface to manage

implicated in human disease (gene-disease validity)? Which variants within these Clinicians | aboratories Researchers Patients

Visitors are able to access curation summaries by navigating or searching genes, diseases, and drugs.

genes cause disease (variant pathogenicity)? How does this information affect the complex relationships between ontologies and ClinGen's curation

medical management (clinical actionability)? Is haploinsufficiency or summaries to allow more precise matching and long-term lexibility.

triplosensitivity a mechanism for disease (dosage sensitivity)?

Disease-centric View
The gene-centric view displays general information about a gene and organizes gene-disease CI | N Ge N CU rati() N I nf() 'm ati() N The disease-centric view displays general information about a disease and organizes gene-disease

Gene-centric View

validity, dosage sensitivity, and clinical actionability curation summaries by disease. The view also validity, dosage sensitivity, and clinical actionability curation summaries by gene. The view also

ClinGen provides curation summaries in an effort to

provideslinks to curation details, associated diseases, and external resources such as ClinVar. provides links to curation details, associated genes, and external resources such as ClinVar.

disseminate the collective knowledge and resources for

SMAD?3 Q unrestricted use in the community. This information may Aneurysm—osteoarthritis syndrome

be found by performing a search for a gene or disease, or

visitors can view a list of all ClinGen curation summaries.
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3. Bias and confounding

Case-Control Dat

Additional genetic evidence is available, but not curated due to Dosage Sensitivity

e e e NI achievemnent of maximum genetic evidence score.
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e oo Dosage sensitivity curation details

Intervention Effectiveness: Highly Effective
Intervention: Low Risk

Likelihcod: >40% Chance
Intervention Effectiveness: Highly Effective
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Issue Type: ClinGen Gene Curation

Gene type: protein-coding

ClinVar Variants Share Disease Information

Links directly to a search for variants Visitors can share information from the literature to supplement
connected to the condition in ClinVar. ClinGen curation activities.
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Share your knowledge
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ClinGen would like your help in our curation activities! Fill out the form below if:

=* You notice one of our curations is out of date

=¥ You publish a paper you feel may be relevant to our curation efforts

= You'd like to request that ClinGen evaluate a particular gene, or

“» You'd like to document evidence you've come across in your own reviews of the literature

GRCh37/hg19 chr15: 67,358,195-67 487,633 (NC_000015.9)

) NC_000015.9: 67M..68M (155Kbp) ~ | Find: ~l@ac e
LABE K ET7 418 K

Share Gene Information ClinVar Variants
Visitors can share information from the literature to supplement Links directly to a search for variants

ClinGen curation activities. within that gene in ClinVar.
7 o

Your information will be reviewed by ClinGen biocurators, and may be used in future curations. Fill out the parts of this form that are relevant to the specific study you are evaluating - you may
include as much or as little detail as you like. Thank you for your participation!

. PubMed ID
1. General Information
PubMed ID - E.g. 123456 Simply start typing the PubMed ID

Gene

Gene - E.g. SMAD3 A gene is required to continue.

Clinical actionability curation details

Knowledge Base

Condition

Condition - E.g. Loeys-Dietz Syndrome 2

External Resources 7. oo Lovel et -

Does this publication describe individual Summarize case-level data findings.. Provide a brief description of the cases discussed in the publication.

Links take visitors to the most pnds a3 dosre e e
appropriate page in the resource.

Share your knowledge
ClinGen would like your help in our curation activities! Fill out the form below if:

=* You notice one of our curations is out of date

Stage II: Summary Report

Incidental Findings in Adults
Non-diagnostic, excludes newborn screening & prenatal testing/screening

=+ You publish a paper you feel may be relevant o our curation efforts
=+ You'd like to request that ClinGen evaluate a particular gene, or
=+ You'd like to document evidence you've come across in your own reviews of the literature

Your information will be reviewed by ClinGen biocurators, and may be used in future curations. Fill out the parts of this form that are relevant to the specific study you are evaluating - you may
include as much or as little detail as you like. Thank you for your participation!

3. Case_oomml Data Case-Control Data Summary

PubMed ID Summarize case-level data findings.. Provide a brief description of the case-control study. What are the

characteristics of the case and control groups? How were they
ascertained? Are there any factors that may affect the quality of this
study? What were the relevant findings?

Is this publication a case-control study? If
s0, describe the findings here.

1. General Information
PubMed ID - E.g. 123456 Simply start typing the PubMed 1D

Narrative Description of Evidence m

Prevalence of the The prevalence of Loeys-Dietz syndrome (LDS) is unknown. (1;2)
genetic disorder

Gene

Gene - E.g. SMAD3 A gene is required to continue.

Condition Experimental Data Summary

4, Experimental Evidence

Does the publication provide Summarize case-level data findings... Describe the studies performed and the relevant findings; refer to

Condition - E.g. Loeys-Dietz Syndrome 2 . .
specific figures if applicable.

experimental evidence to support either

LDS presents a continuum of clinical presentation. LDS is mainly characterized by vascular
the gene's role in the disease or the

(cerebral, thoracic, and abdominal arterial aneurysms and/or dissections; arterial tortuousity)
and skeletal (pectus deformity, scoliosis, joint laxity, arachnodactyly, club foot) manifestations.
Patients may also display craniofacial (widely spaced eyes, bifid uvula, cleft palate, and
Clinical Features | craniosynostosis) and cutaneous (translucent skin, easy bruising, dystrophic scars)
(Signs/symptoms) | manifestations. Mutations in TGFBRI and TGFBR2 are clinically indistinguishable and are
associated with 2 types of LDS: Type | (~75% of cases) with vascular, skeletal, cutaneous, and
craniofacial manifestations and Type Il (~25% of cases) with minimal or absent craniofacial
manifestations. SMAD3 mutations are associated with a rare Type |l which overlaps with Types |
and |l, but is characterized by an increased risk of osteoarthritis.
Natural History | The vascular disease is aggressive, with a mean age of death of 26 years. There is a high
(Important incidence of pregnancy-related complications, including aortic dissection/rupture and uterine
subgroups & rupture during pregnancy or delivery and aortic dissection/rupture in the immediate postpartum
survival/recovery) | period. No ethnic/racial or gender difference has been reported.

describe it here.

2. Gase Lovel Data Gose Levl Dt Summary External Resources

Does this publication describe individual Summarize case-level data findings... Provide a brief description of the cases discussed in the publication.
What are their phenotypes? How were they ascertained? How were

e e rrt ko o ke femator ke Links take visitors to the most
appropriate page in the resource.

Additional comments
5. Comments

Is there any other relevant information Additional comments...
about this publication? If so, describe it

If you'd simply like to request that ClinGen review a gene, make that
request here.

3. Case-Control Data Case-Control Data Summary

Is this publication a case-control study? If
s0, describe the findings here.

Summarize case-level data findings... Provide a brief description of the case-control study. What are the
characteristics of the case and control groups? How were they
ascertained? Are there any factors that may affect the quality of this
study? What were the relevant findings?

(=) (=]

Signif/Burden of Condition

) . Experimental Data Summary
4. Experimental Evidence . . »
Does the publication provide Summarize case-level data findings... Describe the studies performed and the relevant findings; refer to
specific figures if applicable.

experimental evidence to support either
the gene's role in the disease or the

Additional Features

describe it here.

Prophylactic surgical repair is typically recommended at an aortic diameter of > 4.2 cm, but this
threshold can vary depending on rate of expansion. Timely repair of aortic aneurysms prolongs

survival and approaches that of age-matched controls in patients with Marfan syndrome; == All ClinGen Curation Summaries List: A complete list of ClinGen curated genes with links to the gene-centric summary.

however, evidence on effectiveness was not provided for patients with LDS. (Tier 2) ams

Additional comments

5. Comments
Is there any other relevant information Additional comments...
about this publication? If so, describe it

If you'd simply like to request that ClinGen review a gene, make that
request here.

Patient Beta-blockers or other medications can be used to reduce hemodynamic stress. (Tier 4)

Management T m—— Follow ClinGen Curations: Coming Soon - email notifications when genes/diseases of interest are curated by ClinGen.

= =

@ Drug Search: Searching for a drug within the RxNorm ontology provides visitors with links to vetted external resources.
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