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• Relevance for Patient Diagnosis and Treatment 
• Variant Interpretation 
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• Total Scores
• Pathogenicity and Therapeutic Impact 

5. Conclusion ent que num consequam

3
4
5

6
7
8

10
12
13

Outline



Improving the Competence and the Precision in Interpreting Genetic Variants in Tumours
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Introduction
Variant Interpretation
 

Pathogenicity  

•Benign variant
•Variant of uknown significance
•Probably ongenic variant
•Oncogenic variant

Therapeutic Impact

•Associated with resistance to a drug with AMM/ATU in this 
indication

•May be used to prescribe a drug in the context of an 
AMM/ATU in this indication

•To be discussed in a molecular tumor board (rare variant of 
difficult interpretation, no MA established in this indication 
but current data suggesting therapeutic opportunities)

•Can be discussed in molecular tumor board (clinical trials 
possible)

•Not pronounced
•No therapeutical indication

« Presence of an oncogenic variant p.G12C in the KRAS gene
 
which can be sensitive to antiKRAS targeted therapy. » 

PATHOGENICITY

THERAPY NAMEACTIONABILITY

NOMENCLATURE

4



Improving the Competence and the Precision in Interpreting Genetic Variants in Tumours

My work at Gustave Roussy
 

Organising raw data of  2023 for assessment and scoring

Assessment of  Gen&Tiss 2023: reports, interpretation & genotype

Collecting and organising data from from 2018-2023

Observe the progress for the past 5 years

Homogenise all the interpretation for the past 5 years and score 

5



Improving the Competence and the Precision in Interpreting Genetic Variants in Tumours

Methods: retrospective study of Gen&Tiss 
Collecting and organising data 

 
https://eqascheme.org
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Methods: retrospective study of Gen&Tiss 
Homogenicity

 Pathogenicity Actionability
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Methods: retrospective study of Gen&Tiss 
The Delphi Study

 What is a Delphi Study? 
• Research method
• Survey technique based on rounds

Aim: receiving consensus on the homogenicity 

How: 
• Selection of experts
• First round of questionnaire
• Feedback 
• Additional rounds if necessary 
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Methods: retrospective study of Gen&Tiss 
The Delphi Study

 Questionnaire – Round 1 
 
Pathogenicity 
 
The following terminologies for pathogenicity have been collected based on the 
Gen&Tiss questionnaire dataset for the years 2018-2023 and made homogenous:  
 
Terminology 1: 
 
 
 
 
 

 
 
 
 

Terminology 2: 

 
 
 

 
 
 
 

Terminology 3: 

 
 
 
 
 
 

Neutre Variant bénin 
Homogenise 

Feedback: 

o Agree 
o Disagree  

Probablement neutre Variant bénin 
Homogenise 

Feedback: 

o Agree 
o Disagree  

Neutre / Polymorphisme Variant bénin 
Homogenise 

Feedback: 

o Agree 
o Disagree  

Actionability 
 
The following statements for actionability have been collected based on the Gen&Tiss 
questionnaire dataset for the years 2018-2023 and made homogenous:  
 
Statement 1: 
 
 
 
 
 

 
 
 
 

Statement 2: 
 
 
 
 
 

 
 
 
 
 
 
 

Statement 3: 
 
 
 
 

 
 
 

Associé à une résistance à un 
médicament avant une AMM/ATU 
dans cette indication 

Associé à une résistance à un 
médicament avant une AMM/ATU 
dans cette indication 

Homogenise 

Feedback: 

o Agree 
o Disagree  

À discuter en RCP moléculaire 

Devant être discuté en RCP 
moléculaire (variant rare 
d'interprétation diAicile, pas d'AMM 
établie dans cette indication mais 
données actuelles suggérant des 
opportunités thérapeutiques…) 

Homogenise 

Feedback: 

o Agree 
o Disagree  

Devant être discuté en RCP 
moléculaire (variant rare 
d'interprétation diAicile, pas d'AMM 
établie dans cette indication mais 
données actuelles suggérant des 
opportunités thérapeutiques…) 
 

Devant être discuté en RCP 
moléculaire (variant rare 
d'interprétation diAicile, pas d'AMM 
établie dans cette indication mais 
données actuelles suggérant des 
opportunités thérapeutiques…) 

Homogenise 

Feedback: 

o Agree 
o Disagree  
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Results: Total Pathogenicity Score
Total scores for 6 labs across 5 years 
 

• Each lab was scored for every interpretation of a 
variant for pathogenicity 

• All scores were added up
• Conversion to %:

𝑇𝑜𝑡𝑎𝑙	𝑠𝑐𝑜𝑟𝑒	𝑜𝑓	𝑒𝑎𝑐ℎ	𝑙𝑎𝑏	𝑓𝑜𝑟	𝑦𝑒𝑎𝑟	𝑋
𝑀𝑎𝑥𝑖𝑚𝑢𝑚	𝑠𝑐𝑜𝑟𝑒	𝑦𝑜𝑢	𝑐𝑎𝑛	𝑔𝑒𝑡	𝑥	100
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Scores:
Optimal – 2 points
Acceptable – 1 point 
Not acceptable/wrong – 0 points
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Results: Total Actionability Score
Total scores for 6 labs across 5 years 
 

• Each lab was scored for every interpretation of a 
variant for actionability 

• All scores were added up
• Conversion to %:

𝑇𝑜𝑡𝑎𝑙	𝑠𝑐𝑜𝑟𝑒	𝑜𝑓	𝑒𝑎𝑐ℎ	𝑙𝑎𝑏	𝑓𝑜𝑟	𝑦𝑒𝑎𝑟	𝑋
𝑀𝑎𝑥𝑖𝑚𝑢𝑚	𝑠𝑐𝑜𝑟𝑒	𝑦𝑜𝑢	𝑐𝑎𝑛	𝑔𝑒𝑡	𝑥	100

Scores:
Optimal – 2 points
Acceptable – 1 point 
Not acceptable/wrong – 0 points
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Results: Pathogenicity and Therapeutic Impact 
Scores for 4 labs across 5 years 
 
 

Focus on the labs that participated for 5 years

Conclusion:
• Variety for each lab between the years
• Pathogenicity:

• GT0002 & GT006: decline in 2020 
• GT0005 & GT0007: improve in 2020

• Actionability:
• Interpretation actionability > interpretation 

pathogenicity
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Conclusion

Improvement

Yes

W
hy
?

No

Characteristics

Private/Public Labs
Organisation of  the labs

Relation with germline lab

Further investigation on the 
variety in the interpretation 

13



Improving the Competence and the Precision in Interpreting Genetic Variants in Tumours

Acknowledgement

Gustave Roussy
Etienne Rouleau

KU Leuven
Els Dequeker



Contact
Biomedical Quality Assurance Research Unit 

Medina Kalimulaeva
Medina.Kalimulaeva@student.kuleuven.be


