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Q||nGen ClinGen Somatic Cancer Clinical Domain
Working Group (CDWG) Goals

e Standardize the curation and interpretation of somatic variants in
cancer by the uniform implementation of guidelines

* Collaborate with expert groups to develop processes that support
accurate determination of the clinical significance of somatic changes
for use by physicians, clinical laboratories and researchers

* Enhance the usability, dissemination and implementation of cancer
somatic changes in the ClinGen resource & other knowledgebases

including CIViC, ClinVar, GAAGH VICC-metaKB and Virtual Molecular
Tumor Boards



Summary of Somatic Cancer CDWG
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Somatic Cancer CDWG Team

https://clinicalgenome.org/working-groups/somatic/

Disease Taskforce and Informatics Leadership


https://clinicalgenome.org/working-groups/somatic/

Somatic Cancer Disease Taskforces
Curation Goals

Taskforce Taskforce Goals

Disease Taskforces # of Members !
formed in

Angshumoy Roy ~54 2017 Variant curation for ~44 highly
relevant pediatric cancer genes across

23 tumor types (e.g. CTNNB1, IKZF1,
TP53, SMARCA4, SMARCB1, ABL1

fusions etc.)

Pediatric Cancers
e Gordana Raca

Hematologic * Rashmi Kanagal- ~43 2020 Variant Curation of FLT3 TKD
Cancers Shamana mutations, BCR/ABL1 kinase domain
e Xinjie Xu mutations, BCL2 mutations associated

with venetoclax resistance

Fusion curation in Ph-like B-ALL (collaboration b/w pediatric and hematologic cancers TF)

Genitourinary e Shamini Selvarajah ~12 2020 Variant curation of FGFR genes

Cancers * lan King .
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Minimum Variant Level Data (MVLD) (Ritter DI, et al.2016) mapped to AMP/ASCO/CAP
guidelines (Li M, et al. 2017)
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ClinGen Somatic Cancer CDWG uses CIViC as its
data curation platform

www.civicdb.org



Mapping of MVLD and AMP/ASCO/CAP guidelines into CIViC Fields

MVLD formatted variant Required inputs external
to MVLD:
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Somatic Cancer CDWG disease
ClinGen Somatic Cancer taskforces prioritize genes-variants for

. . curation
Variant Curation Process

Perform variant literature search
(PubMed full text, ASCO abstracts,
Google Scholar, CIViCmine, eGARD)

Curate and submit variant
evidence in CIViC from PubMed
articles and ASCO abstracts using
CIViC evidence levels

E.g. EGFR L858R in NSCLC

Supports Sensitivity/Response =
to Erlotinib Evidence/Assertion reviewed and

accepted by ClinGen-CIViC editors

Curate and submit variant
assertion in CIViC using
AMP/ASCO/CAP guidelines

Evidence/Assertion finalized and

approved by ClinGen Somatic Expert
Panels

E.g. EGFR L858R in NSCLC

N
Supports Sensitivity/ Resp%;%
74

Curations will be converted and Erlotinib, AMP Tier IA evidence )

submitted to ClinVar



Structure of the CIViC Evidence Item (EID)

Evidence Items are always written within a specific disease context

Examples:
e “EGFR L858R in NSCLC Supports Sensitivity/Response to Erlotinib”

e “EGFR T790M in NSCLC Supports Resistance to Erlotinib” /
* A KRAS mutation in colorectal cancer in a patient who does respond to EGFR monoclonal ab inhibition would [

receive a “does not support resistance” annotation
www.civicdb. org



Example of Adding Predictive Evidence Type
in CIViC from the Anderson et al. paper below

L 19))
SOURCE: https://pubmed.ncbi.nim.nih.gov/2847340)/ ./



https://pubmed.ncbi.nlm.nih.gov/28473407/

Somatic Cancer Variant Curation Training Materials
https://clinicalgenome.org/curation-activities/somatic/
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https://clinicalgenome.org/curation-activities/somatic/

ClinGen Somatic Cancer CDWG curation activities
in CIViC

e 459 Evidence items associated with
~150 variants in prioritized genes
entered in CIViC

* 16 Somatic variant assertions using
AMP/ASCO/CAP guidelines

e ~85 ClinGen Somatic CDWG
members have curator accounts in

CIViC

www.civicdb.org



To join the Somatic Cancer CDWG please contact complete the
ClinGen Volunteer Survey and indicate your interest in joining the
appropriate ClinGen curation efforts

https://clinicalgenome.org/working-groups/c3/



https://clinicalgenome.org/working-groups/c3/
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