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Is it because there are no mutation in the non-coding region? 
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Is it because there are no mutation in the non-coding region? 
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Is it because there are no mutation in the non-coding region? 

 

Is it because mutation in the non-coding region do not induce LFS? 

 

Are we thus neglecting a large number of cancer-prone families and not providing 

them the care they deserve? 
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TP53 gene structure 
 

Are there mutations in the non-coding regions? 
What do the non-coding regions? 

 
 



Human TP53 gene structure 
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Internal promoter 

Human TP53 gene structure 
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TP53 gene structure 
 

Are there mutations in the non-coding regions? 
 
 



The Genome Aggregation Database (gnomAD):  

Worldwide effort to sequence genome of millions of unrelated 

individuals from different continents. 

Define the “wild-type” sequence of the TP53 gene   

The data set provided on this website spans 123,136 exomes and 15,496 genomes 

from unrelated individuals sequenced as part of various disease-specific and population 

genetic studies. (i.e people genomes were sequenced because of a particularity) 

 

Individuals known to be affected by severe pediatric disease, as well as their first-

degree relatives were removed, so this data set should serve as a useful reference set 

of allele frequencies for severe disease studies –  

 

however, note that some individuals with severe disease may still be included in the 

data set,  
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R282W R273H 

R175H R248Q 

Patients carrier of the TP53 mutation found in LFS  
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Are there mutations in the alternatively spliced exons? 
 
 



Are there mutations in the p53 internal promoter? 
 
 



2500< patients have mutations in internal promoter (<0.001) 
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Not all mutations cause cancer but it is likely that some mutations will cause 

cancer as they affect TP53 gene expression 

 

therefore what should we say to the patients?  
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Not all mutations cause cancer but it is likely that some mutations will cause 

cancer as they affect TP53 gene expression 

 

therefore what should we say to the patients?  

 

 -  We might make the patient worry all his/her life for nothing and stop 

him/her enjoying life ? 

 

- We may help family members and enable LFS patients to be monitored and 

treated adequately? 

 

- If we do not tell them, then patients will not be monitored and will be treated 

with conventional treatments (radiotherapy, DNA-damaging agent) which 

are known to promote tumour formation in Li-Fraumeni patients 
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If mutation is in non-coding region, then the patient is NOT DECLARED 
as a LFS patients even if she/he has cancer-family history  
 
- because there is no experimental evidence demonstrating that such 
mutations affect p53 activity.  

 



Sebastien Joruiz 



- Generate antibodies against the mutant proteins 

 

- Establish cell lines from patients 

 

- Clone and produce gene expression vectors for the mutant proteins 

 

- Investigate their biological and biochemical activities 

 

Study the biochemical and biological activities of intronic/splicing 
mutant p53 gene 

Generate scientific tools: 



 
 
 Large population of patients are not diagnosed as Li-Fraumeni 

because functional assays have not been designed to assess 
biological effect of intronic mutation on TP53 gene expression and 
activity. 

 The number of Li-Fraumeni patients is largely underestimated 
 

 Li-Fraumeni may NOT be such a rare disease!  
 
 
 
 
 

  
  

Conclusions 


