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o Wide variability in the reported rate of cancer predisposition
syndromes (CPS) accross pediatric cancer predisposition studies:
3.8-18% (1-3)

o Factors influencing CPS rate:
- Cohort heterogeneity
- Variability in genes included in panels
- Definition of positive germline findings
- Consideration of clinical diagnoses w/o molecular defects

Study objectives:
o Characterize the germline mutational landscape of children with

cancer in Quebec
o Assess the clinical relevance of these findings by integrating

clinical and molecular data.

Combined genotype and phenotype-based approach of 484
pediatric cancer patients in Quebec

Categorization of germlines alterations in 3 levels of causality
according to phenotype and transmission mode

This multicenter study includes an equal distribution of
hematologic and solid cancers, with 17 patients diagnosed with
multiple cancers.

153 germline anomalies were identified in 133 patients (27%)

Despite a large panel of 353 genes, 39% (60/153) of the germline
findings were identified in only 30 genes well associated with
childhood onset cancer

Among the 484 patients, 42 (8.7%) had a germline P/LP variant
known to be associated with their cancer, classified as causal
pediatric-onset CPS.

• 8.7% (42/484) of pediatric cancer patients have a disease-causing
CPS identified

• 2/3 diagnosed after cancer development

• WES enables rapid turnaround, greater flexibility in gene panels
and uncovering new associations

• Paired somatic and germline exome refines interpretation and
enables identification of constitutional mosaicisms (1%, 5/484)

• Genotype and phenotype-based approaches are complementary
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Exome sequencing lead to identification of a large number of
anomalies with a shorter turnaround time while phenotype-based
approach is more efficient, leading to a higher rate of disease-
causing anomalies and fewer incidental findings
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