ClinGen Website Updates — January 2021

Several new features were released to the ClinGen website in January 2021, including:

e Improved navigation for browsing results by curation activity

e Tallies highlighting the total number of results returned for a particular query

e Column customization/querying

e Export options

e Ability to access gene-disease validity curations by Gene Curation Expert Panel (GCEP)
e Curations grouped by activity

e Basic information about a gene added to the top of each gene page (“Gene Facts”)
e Richer display of dosage sensitivity curation data

e Ability to search by genomic coordinates

e Actionability curation results differentiated by adult and pediatric indications

e Integration of pharmacogenomic curation information from CPIC and PharmGKB

Click on each link or scroll down for additional information on each feature. An explanatory video is also available (LINK
HERE).

Improved Navigation for Browsing Results by Curation Activity

Previously, in order to browse curation results by activity (as opposed to searching for a specific gene or disease), you
would need to click on the “Browse Curations” button, the select your activity of interest. Now, browsing menus are
available across the bottom of the search bar for easier access.
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Tallies

Tallies are now included at the top right of search and curation browsing pages to indicate the number of applicable
results returned for particular queries. For example, the tallies at the top of the “Curated Genes” page highlight the
number of unique genes curated in total across ClinGen, as well as the individual gene totals for gene-disease validity,
dosage sensitivity, and actionability:
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The tallies at the top of an individual gene page will tell you how many curations from each activity are available for that
gene:
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Column Customization/Querying

Within the pages allowing you to browse results by curation activity, information is organized into columns. The ClinGen
website now gives you the ability to customize this display and run simple queries within the columns.

On the pages where this feature is available, the column customization options will be displayed at the top right, below
the tallies:
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The options are as follows:
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Full screen view Show/Hide Columns Search within Columns

e Full screen view: Maximizes the current view to fill the entire display screen

e Show/hide columns: Click on this pull-down menu to hide columns you aren’t interested in or display additional
columns that are currently hidden from view. Note: additional columns may differ across pages based on the
content available.

e Search within columns: Perform limited searches within a particular column based on the information included
therein. Some columns, particular those with extensive information (e.g., gene or disease name) allow text
searches, and will return results based on text string matches within that column. Other columns that include
more limited information (e.g., mode of inheritance) provide choices for specific values that can be searched
within that column.

Example screen shot of “Show/hide columns”:
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The same menu that includes the column customization options also includes an option to export the results of your

current query.

KA

L 0L
N aas

JSON
XML
Csv

TXT

5QL
M5-Excel

N -

- Export current screen

Export options include JSON, XML, CSV, TXT, SQL, and MS-Excel.



Gene-Disease Validity Curations Sorted by GCEP

You now have the ability to browse available gene-disease validity curations sorted by the gene curation expert panel
(GCEP) that completed them. ClinGen currently has over 30 different GCEPs focused on different clinical domains, so
this may be a helpful way to browse if you are interested in a specific disease area. You can access this feature from the
“Gene Disease Validity” tab in the “Browse” navigation bar:
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Curations Grouped by Activity

Previously, when searching for a specific gene on clinicalgenome.org, curation results were grouped by disease. This
display could sometimes become difficult to read if the gene had been evaluated for more than one disease across more
than one curation activity. Now, this information will be grouped by curation activity (gene-disease validity, dosage
sensitivity, clinical actionability, or pharmacogenomic). Users have the ability to toggle back to the “Group by Gene-

Disease Pair” display if they prefer.
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Gene Facts

Basic information from various external sources will be available at the top of each gene page. Click on the “View Gene
Facts” button to expand the display area and view information such as HGNC symbol, gnomAD pLI and LOEUF scores,
DECIPHER HI Index score, and MANE Select/MANE Plus Clinical transcript information. Click the button again to collapse

the display area.
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HGNC Symbol 7652 (HGNC14551)
HGNC Name  zinc finger E-box binding homeobox 2
Gene type  protein-coding gene
Locus type  gene with protein product

Previous symbols
Alias symbols
%HI @

pLI @

LOEUF ©@
Cytoband

ZFHX1B

KIAADS69, SIP-1, SIP1

0.37 (Read more about the DECIPHER Haploinsufficiency Index)
1 (Read more about gnomAD pLI score)

0.11  (Read more about gnomAD LOEUF score)

2q22.3

Genomic Coordinates  GRCh37/hgl9: chr2:145141942-145277958
GRCh38/hg3; chr2:144384081-144520119

MANE Select Transcript  NW_014795.4 @ ENST0O0000627532.3 @  (Read more about MAMNE Select)

Function  Transcriptional inhibitor that binds to DNA sequence 5'- CACCT-3' in different promoters, Represses transcription of E-cadherin. {ECO:0000268|PubMed:16061479}.
(Source: Uniprot)

Richer Display of Dosage Sensitivity Curation Data

For several years, ClinGen dosage sensitivity Curation information has been made publicly available via a separate site,
https://dosage.clinicalgenome.org. Single-gene dosage curations were cataloged on clinicalgenome.org and were
viewable if queried, but dosage curations for larger genomic regions were not supported. With the latest update to the
clinicalgenome.org, users are able to access both single gene and genomic region dosage curations without going to a
separate site.

Clicking on the “Dosage Sensitivity” button in the “Browse” navigation bar will display a list of genes and genomic
regions with dosage curations. Region curations are listed first and are designated with an “R” icon on the left side of
the list. Single gene dosage curations are designated with a “G” icon. Users can remove either regions or genes from
the display using the button at the top center.
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https://dosage.clinicalgenome.org/

Within this table of ClinGen dosage sensitivity curations, we have added columns (applicable to the single gene curations
only) to describe whether or not the gene has an entry in OMIM, whether or not the gene is considered OMIM “Morbid”
(i.e., associated with a disease per OMIM), its DECIPHER HI Index score, and its gnomAD pLI and LOEUF scores.
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Clicking on the green box with the date last evaluated will open the full dosage curation report. Regular users of ClinGen
dosage sensitivity data will notice that these reports are very similar to the ones currently displayed on
https://dosage.clinicalgenome.org. All of the data is the same, but there are minor differences in the style of the
display. ClinGen dosage sensitivity data will remain available on both sites for the foreseeable future, though we
encourage users to start utilizing clinicalgenome.org in order to take advantage of the other curation information (e.g.,
gene-disease validity, clinical actionability) available at that site in order to get a comprehensive view of their gene(s) of
interest.



https://dosage.clinicalgenome.org/

Ability to Search by Genomic Coordinates

Users now have the ability to search the clinicalgenome.org website by genomic coordinates, using either GRCh37 or
GRCh38. There are two ways of doing this, resulting in two different types of results.

Searching by genomic coordinates within the Dosage Sensitivity page in the “Browse” navigation bar:

After clicking on the “Dosage Sensitivity” button within the “Browse” navigation bar, you are taken to a table containing
all ClinGen dosage sensitivity curations, as described above. Searching by genomic coordinates from this page will
return only applicable dosage sensitivity curations, including both single genes and regions. Genes within your search
region that have not been curated by ClinGen dosage sensitivity will also be returned (and marked as “awaiting review”
or “not reviewable,” in the case of pseudogenes), but you will not know if they have been evaluated by any other
ClinGen activity.
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Searching by genomic coordinates within the top-level search bar:

Users may also choose to search by genomic coordinates (GRCh37 or GRCh38) using the main search bar at the top of
each page. To do this, select “Region” and your preferred genome build from the pull-down menu at the right of the
search bar (“Gene” is typically set as the default).
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Searching using the top-level search bar will return only single genes within the searched region. It will also indicate
which curation activities evaluated this gene (not just limited to dosage sensitivity).
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Actionability Curation Results Differentiated by Adult and Pediatric Indications

The ClinGen Actionability working group evaluates the clinical actionability of gene-disease pairs separately for pediatric
and adult indications. Users are now able to differentiate between the two reports when they are available for the
same gene.

A, Clinical Actionability

Gene Disease Adult & Pediatric Reports Report & Date

STK11 Peutz-Jeghers syndrome Adult - View Details

MONDO:0008280
Pediatric - View Details




Integration of Pharmacogenomic Information from CPIC and PharmGKB

In collaboration with CPIC and PharmGKB, clinicalgenome.org will now display pharacogenomic curation information for
genes that have been evaluated by one or both of those groups.
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If you have any questions, comments, or feedback about these new features, please contact us at
clingen@clinicalgenome.org.


https://clinicalgenome.org/about/clingen-cpic-pharmgkb/

