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Li-Fraumeni Syndrom



Symptomer: maneder
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Li-Fraumeni Syndrom




Helkrops MR skanning



Baseline Helkrops MR skanning pa raske bern

Pige pa 15 ar
tumor

Dreng pa 9 ar
uden fund

Pige pa 12 ar
uden fund

Pige pa 8 ar Dreng pa 13 ar
uden fund uden fund

Personhentarbare billeder vist iht samtykke fra bern og foraeldre
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Symptomer: ingen

Li-Fraumeni Syndrom Hjernekraeft
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®|Check for Updates Germline pathogenic variants associated with increased childhood mortality
must be subject to natural selection, Here, we analyze publicly available

associated cancers into question, Conversely, out of 23 known PCPS genes
associated with biallelic risk, two [9%, DIS312 and MSH2] show significant
constraint, indicating that the may monoallelically increase childhood cancer
risk. In summary, we show that Population genetjc data provide empirical
evidence that heritable childhood cancer leads to natural selection powerful
enough to have significantly impacted the present-day gene pool.
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| Check for updates Germline pathogenic variants associated with increased childhood mortality
must be subject to natural selection, Here, we analyze publicly available
germline genetic metadata from 4,574 children with cancer [11 studies; 1,083
Wwhole exome sequences (WES), 1,950 whole genome sequences (WGS), and
1541 gene panel] and 141,456 adults [125,748 WEs and 15,708 WGS]. We find
that pediatric cancer predisposition syndrome (pCps) genes[n=85]are highly
constrained, harboring only a quarter of the loss-of-function variants that
would be expected, This strongindication of selective Ppressure onpCps genes
is found across multiple lines of germline genomics data from both pediatric
and adult cohorts, For six genes [£1P1, GPRI61, VHI and SDHA/B/C), a clear lack

of mutational constraint calls
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n patients = 175 [15.5%]

n variants = 193
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vvV¥ Omkostninger



60.000 nyfedte / ar
~15 er som Vega

1>50% bornekreeft-dadeligheao



BRCA mutation
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| PREDiISPOSED

Population-based Retro- & prospective Evaluation
of Diagnostic Sequencing for Pediatric & Oncogenetic Syndromes’ Early Detection
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