







    Skip to main content




    
        
        Thank you for visiting nature.com. You are using a browser version with limited support for CSS. To obtain
            the best experience, we recommend you use a more up to date browser (or turn off compatibility mode in
            Internet Explorer). In the meantime, to ensure continued support, we are displaying the site without styles
            and JavaScript.


    




    

    
            

            
                
                    Advertisement

                    
        
            
    
        
            
                [image: Advertisement]
        

    


        
    
                

            
        

    
        
            
                
                    
                    
                    
                        
                        
                            
                                
                                [image: Nature Genetics]
                            
                        
                    
                    

                    
                    	
                            
                                View all journals
                            
                        
	
                            
                                Search
                            
                        
	
                            
                                Log in
                            
                        


                

            

        

        
            
                
                    
                        	
                                    
                                        Explore content
                                    
                                
	
                                    
                                        About the journal
                                    
                                
	
                                        
                                            Publish with us
                                        
                                    
	
                                    
                                        Subscribe
                                    
                                


                        	
                                    
                                        Sign up for alerts
                                    
                                
	
                                    
                                            RSS feed
                                    
                                


                    

                

            

        
    


    
    
        
            
                	nature



	nature genetics

	letters

	
                                    article


    
        
        
            
            
                
                    	Letter
	Published: 01 December 1995



                    M6P/IGF2R gene is mutated in human hepatocellular carcinomas with loss of heterozygosity

                    	Angus T. De Souza1, 
	Gerald R. Hankins2, 
	Mary K. Washington3, 
	Terry C. Orton1 & 
	â€¦
	Randy L. Jirtle2Â 

Show authors

                    

                    
                        
    Nature Genetics

                        volumeÂ 11,Â pages 447â€“449 (1995)Cite this article
                    

                    
        
            	
                        358 Accesses

                    
	
                        327 Citations

                    
	
                            12 Altmetric

                        
	
                    Metrics details

                


        

    
                    
                

                
                
    
    

    
    

                
            


        
            Abstract
The mannose 6-phosphate/insulin-like growth factor-II receptor (M6P/IGF2R) functions in the intracellular trafficking of lysosomal enzymes1, the activation of the potent growth inhibitor, transforming growth factor Î²2, and the degradation of IGF2 (ref. 1), a mitogen often overproduced in tumours3â€“6. We have recently shown that 70% of human hepatocellular tumours have loss of heterozygosity (LOH) at the M6P/IGF2R locus7 which maps to chromosome 6q26â€“q27 (ref. 8). Using a coarse screen, we have now identified point mutations in the remaining allele of 25% of human hepatocellular carcinomas (HCCs) with LOH. These mutations give rise to truncated receptor protein and significant amino acid substitutions, and provide evidence that the M6P/IGF2R gene functions as a tumour suppressor in human liver carcinogenesis.
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