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    Abstract
Von Hippel-Lindau (VHL) disease is a hereditary cancer syndrome with poor survival. The current recommendations have proposed uniform surveillance strategies for all patients, neglecting the obvious phenotypic varieties. In this study, we aim to confirm the phenotypic heterogeneity in VHL disease and the underlying mechanism. A total of 151 parent-child pairs were enrolled for genetic anticipation analysis, and 77 sibling pairs for birth order effect analysis. Four statistical methods were used to compare the onset age of patients among different generations and different birth orders. The results showed that the average onset age was 18.9 years earlier in children than in their parents, which was statistically significant in all of the four statistical methods. Furthermore, the first-born siblings were affected 8.3 years later than the other ones among the maternal patients. Telomere shortening was confirmed to be associated with genetic anticipation in VHL families, while it failed to explain the birth order effect. Moreover, no significant difference was observed for overall survival between parents and children (p=0.834) and between first-born patients and the other siblings (p=0.390). This study provides definitive evidence and possible mechanisms of intra-familial phenotypic heterogeneity in VHL families, which is helpful to the update of surveillance guidelines.




  


  
  



  
      
  
  
    Copyright 
The copyright holder for this preprint is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. All rights reserved. No reuse allowed without permission.


  


  
  



  





  


  
  



  
      
  
  
    View the discussion thread.


  


  
  



  
      
  
  
     Back to top  


  
  



			

		

		
		
			
			  
  
      
  
  
     PreviousNext 
  


  
  



  
      
  
  
    Posted January 23, 2019.  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     Download PDF  


  
  



          

        

        
        
          
            
  
      
  
  
     Email

  
    
  
      
  
  
    
 Thank you for your interest in spreading the word about bioRxiv.
NOTE: Your email address is requested solely to identify you as the sender of this article.




  Your Email *
 



  Your Name *
 



  Send To *
 

Enter multiple addresses on separate lines or separate them with commas.




  You are going to email the following 
 Intra-familial phenotypic heterogeneity and telomere abnormality in von Hippel-Lindau disease



  Message Subject 
 (Your Name) has forwarded a page to you from bioRxiv



  Message Body 
 (Your Name) thought you would like to see this page from the bioRxiv website.



  Your Personal Message 
 








CAPTCHAThis question is for testing whether or not you are a human visitor and to prevent automated spam submissions.










  


  
  



  





  


  
  



  
      
  
  
     Share  


  
  



  
      
  
  
    


		  
		  
  
      
  
  
    

      
      Intra-familial phenotypic heterogeneity and telomere abnormality in von Hippel-Lindau disease
    

  
      Jiangyi Wang, Xiang Peng, Cen Chen, Xianghui Ning, Shuanghe Peng, Teng Li, Shengjie Liu, Baoan Hong, Jingcheng Zhou, Kaifang Ma, Lin Cai, Kan Gong

  
      bioRxiv 526913; doi: https://doi.org/10.1101/526913 

  
  
  


  


  
  



	  

	
  
  	
  
      
  
  
    
  
    Share This Article:
  
  
    
  
  
    Copy
  


  


  
  



  

	
		  
	    
  
      
  
  
        
  


  
  



	  

	


  


  
  



  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      

      
      Intra-familial phenotypic heterogeneity and telomere abnormality in von Hippel-Lindau disease
    

  
      Jiangyi Wang, Xiang Peng, Cen Chen, Xianghui Ning, Shuanghe Peng, Teng Li, Shengjie Liu, Baoan Hong, Jingcheng Zhou, Kaifang Ma, Lin Cai, Kan Gong

  
      bioRxiv 526913; doi: https://doi.org/10.1101/526913 

  
  
  


  

  
  	      Citation Manager Formats

        
      	BibTeX
	Bookends
	EasyBib
	EndNote (tagged)
	EndNote 8 (xml)
	Medlars
	Mendeley
	Papers
	RefWorks Tagged
	Ref Manager
	RIS
	Zotero

    

  



  


  
  



  





  


  
  



          

        

	
 	
	
	


  


  
  



  
      
  
  
    	Tweet Widget
	Facebook Like
	Google Plus One



  


  
  



  
        Subject Area

    
  
  
    	Genetics




  


  
  



  
      
  
  
    


  

  
      
  
  
    
  
      
  
    Subject Areas  




  


  
  



  
      
  
  
    
  
      
  
    All Articles  




  


  
  



  
      
  
  
    	Animal Behavior and Cognition (5127)

	Biochemistry (11504)

	Bioengineering (8581)

	Bioinformatics (28742)

	Biophysics (14746)

	Cancer Biology (11864)

	Cell Biology (17076)

	Clinical Trials (138)

	Developmental Biology (9278)

	Ecology (13975)

	Epidemiology (2067)

	Evolutionary Biology (18078)

	Genetics (12114)

	Genomics (16566)

	Immunology (11660)

	Microbiology (27563)

	Molecular Biology (11337)

	Neuroscience (59875)

	Paleontology (447)

	Pathology (1841)

	Pharmacology and Toxicology (3169)

	Physiology (4858)

	Plant Biology (10227)

	Scientific Communication and Education (1666)

	Synthetic Biology (2829)

	Systems Biology (7272)

	Zoology (1607)


  


  
  

  







  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
  
    
  
      







  