Supplemental Methods

Question content and electronic format/usability was iterated through several expert groups
knowledgeable in clinical variant interpretation, to ensure questions were clear for participants
with a clinical background. These groups included:

e The CanVIG-UK Steering and Advisory Group, comprising 10 senior clinical scientists
and 3 consultant clinical geneticists, providing representation from across all English
Genomic Laboratory Hubs, Scotland, Wales, and Ireland.

e Members of the AVE-Alliance Clinical Variant Interpretation Workstream
(https://www.varianteffect.org/workstreams), who have experience in running similar
surveys regarding use and validation of MAVE data.’

Participants were self-selected from attendees at the CanVIG-UK monthly meeting on 15%
November 2024. These are closed meetings attended by CanVIG-UK members. The participant
group was further selected based on self-declared involvement of the participant in variant
ACMG/AMP classification of variants. Those who responded ‘yes’ to this question were included
in the final results.

The survey link, prepared using SurveyMonkey (http://www.surveymonkey.com), was circulated
to attendees both during the meeting and afterwards by email, and remained live until 20™
November 2024. To provide all participants with equivalent base-level of knowledge regarding
MAVE data, the meeting consisted of several short talks to introduce the topics surveyed
including validation of MAVE data and the Brnich et al. methodology?, and existing MAVE data
resources such as MaveDB, ClinVar, and the Atlas of Variant Effect (AVE-Alliance)®*. The
investigators also provided a demonstration of the survey questions and possible responses live
during the meeting and fielded questions from participants to mitigate the possibility of
participants misinterpreting the questions while responding.

Participation in the survey was voluntary. No incentives were offered for completion of the
survey. Prior to the survey being circulated in the meeting, and in the subsequent email
circulation with the meeting minutes, participants were informed of the length of time needed
to complete the survey (around 5 minutes), and that their data would be stored by the
investigators (Prof. Clare Turnbull and the CanVIG-UK central team at the Institute of Cancer
Research) for review and analysis. Participants were provided with information regarding the
purpose of the study and how their responses would be used, which was stated to be in learning
how functional data is being used across Genomic Laboratory Hubs (GLHs) and determining
which data from these studies would be useful for clinical presentation of MAVE data.

The survey comprised 11 questions, plus a free-text comment box, across the topics of current
validation methods by diaghostic laboratories for MAVE data, centralised vs local review of
MAVE data, and types of assay-level and variant-level information which may be considered
when applying MAVE data as part of variant classification. Questions were not randomised, and
were presented on a single scrollable page. 8/11 questions were mandatory, and required
selection of at least one option. 3/11 questions were optional, as these were reliant on specific
responses to previous questions (such as a previous ‘Yes’ response). All questions included
either a not applicable option or an ‘Other’ option, with free-text comment box provided at the
end of the survey. Respondents were able to save their progress and return to the survey to
change answers or complete the survey at any point before the survey closed. Completion was
reviewed after the questionnaires were submitted.


https://www.varianteffect.org/workstreams
http://www.surveymonkey.com/

Personal identifiable information was not collected as part of this survey. IP address was
collected for the purpose of identifying unique visitors or duplicate submissions, and this
information was not stored after confirming no duplicate submissions were made. A time period
of 24 hours was instated during which time a second response from the same IP address would
be deemed to be duplicate. If this was the case, the most recent response would have be
retained, and the previous response removed. Survey responses and date of survey response
were downloaded from SurveyMonkey and held for the duration of study analysis on a secure
drive with access provided only to the investigators.

The survey received a total of 48 responses of the 86 attendees present at the CanVIG-UK
meeting (recruitment rate: 55.8%), all of which were from unique IP addresses. All 48/48
responses were complete. 46/48 responses were from individuals who confirmed regular
undertaking of ACMG/AMP classification of variants, and these 46 results were retained for
further analysis.
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Table S1: All survey questions and full results

Question Options Number of
responses
1 What is your current role? Pre-registration clinical scientist 2
Clinical Scientist 28
Principal clinical scientist 13
Clinical genetics registrar 0
Clinical genetics consultant 3
Genetic counsellor 0
Other 0
2 Do you undertake ACMG/AMP classification of variants regularly (more than once a month) within your role (even if not Yes 46
formally signing out lab reports)? No 0
3 Have you ever undertaken a Brnich-style validation of a functional assay? Yes 20
No 26
4 If there was a new MAVE published that was useful for a gene tested by your GLH that you report on (eg FH, VHL, PTEN), Yes, | would attempt myself 9
would you attempt a Brnich-style validation locally? No, there is someone else in the GLH who undertakes Brnich-style validations for assays for germline cancer genes 2
No, our GLH would typically await validation by another body such as CanVIG/VCEP 28
No, | am unsure of local processes 7
5 If you answered No to Q4 about conducting a Brnich, which of the following are factors (select all that apply): Not confident enough in Brnich methodology to use my results 21
Not confident in defining truthsets 17
Too time-consuming 24
Lack of bioinformatics support (e.g. for extracting truthset variants from ClinVar and lining up with assay results) 21
Beyond my remit 11
| would be happy doing it but it is the role of someone else in the GLH/lab 1
Other 4
6 If a newly published MAVE assay included a Brnich-style validation in the publication, would you be happy to use their Yes, | would be happy to use a PS3/BS3-score provided by the author 16
scoring for PS3/BS3? No, | would use the assay data only when PS3/BS3-scoring has been reviewed/repeated 30
7 If you answered No to Q6, select each of the below options for which you would use the assay data if that body had Own GLH 10
reviewed/repeated PS3/BS3-scoring CStAG/CanVIG-UK 30
VCEP 25
8 If a new MAVE assay was not yet published, but the paper was available on a pre-print server (eg bioRChiv), would you be  |Yes, | would be happy to use the assay data in this scenario 33
happy to use the data for clinical variant interpretation if the MAVE assay had been reviewed by a body you trust? No, | would not use MAVE assay data unless the paper has been published in a peer-reviwed journal 13
9 If you answered Yes to Q8, how confident would you be in using such assay data if the following bodies had reviewed the CStAG/CanVIG-UK central team (scores displayed on CanVar-UK website) 1 0
assay (where 1 is very unconfident, and 5 is very confident) 2 0
3 0
4 6
5 27
CanVIG/GLH scientist community (scores displayed on CanVIG-UK website) 1 1
2 0
3 3
4 15
5 14
Own GLH/internal review 1 3
2 2
3 13
4 12
5 3
ClinGen SVI Functional Working Group (scores displayed on the ClinGen website) 1 0
2 0
3 6
4 11
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VCEP (scores displayed on the ClinGen website)

= o

Atlas for Variant Effects Alliance (AVE Alliance) (scores displayed on the MAVE-DB website)
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10

If your Brnich-style scores (for example PS3_mod; BS3_strong) have been formally generated for a published assay by a
body you trust, how likely would detailed information on the following assay-level parameters be to influence/amend your
application of those Brnich-scores when undertaking clinical classification of a specific variant? (1=Low Likelihood, would go
with the Brnich-style scoring for pathogenicity/benignity for the specified ranges of assay score; 5=High Likelihood, would
individually amend the Brnich-style scoring for pathogenicity/benignity based on my own interpretations of these assay-
level/variant-level factors)

Type of cell line (eg yeast cell/human cell/cell type matching cancer type)

Type of assay (eg cell survival/protein expression/specific protein function)

11

If your Brnich-style scores (for example PS3_mod; BS3_strong) have been formally generated for a published assay by a
body you trust, how likely would detailed information on the following variant-level parameters be to influence/amend your
application of those Brnich-scores when undertaking clinical classification of a specific variant? (1=Low Likelihood, would go
with the Brnich-style scoring for pathogenicity/benignity for the specified ranges of assay score; 5=High Likelihood, would
individually amend the Brnich-style scoring for pathogenicity/benignity based on my own interpretations of these assay-
level/variant-level factors)

Absolute functional score for variant (how near lower cut-off)

Number of replicate experiments for that variant

Consistency (standard deviation) in scores of assay replicates
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