BRCA1 and 
BRCA2 Variants in a Large Unselected Chinese Han Breast Cancer Cohort by Yun Liu, Honglian Wang, Jiaqi Liu, Junjian Li, Xin Wang, Xiang Wang, Yun Zhang, Zhigang Bai, Qinghua Zhou, Ying Wu, Yi Shen, Xiaoling Weng, Fatao Liu, Jiancheng Guo, Olivier Gires, Zhong-tao Zhang, Yiding Chen, Hongxia Wang :: SSRN
	



	
	

	









	




	







	









		

		
		

	
	




	
	


	
	



	
	


	
	
	
	
	
	
		
			
			
		

		
		
	

	

	



	
	
	
	

	







	















	Skip to main content






    


	
	
		
	






	

	

	
	

	

	
		

	
	












			

			





			






	




	


	
	





	








	

	
	
		
		
		
		
		
		
		
		
		
		
		
		
		
	

	
	
		
		
		
	


















	
		
	

	

	
		
	

	







	
		
		
		

		
		
		
		
			
				
				









	
	    












    
    






    
    







    




    






    
        
        
        
            
            

            

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    [image: PDF icon]Download This Paper
                    
                
            

        
    
        
    

            
            
                

                

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Open PDF in Browser
                    
                
            

        
    
        
    
            
        

    






    
        
    


    
            
            
                
            
            
                
        Add Paper to My Library
        
        

    















	














	
	    







 



	




	







	




































    



			

			
				
				
				
				
				
						
				
				
				
					
						Share:
							
	
	
	


					

					
				
				
				




				
				

    
        
        
        
            

		
		
		
			
				
			
		

		
            

		
		
		
			
				
			
		
			
				
			
		
			
				
			
		

		
            

            
        

        
    

    


    




				
				
					

					
					Permalink

						Using these links will ensure access to this page indefinitely

						
							
							Copy URL
						

						
							
								
								Copy DOI
								

							

						
				

				
			

		


		
			
				
				


    
        
    
	
		
		







	
	    





		
		
			[image: lancet-header]
		

	



	
	
		
	

	
	
		
		
	

	
	
		
			Preprints with The Lancet is part of SSRNÂ´s First Look, a place where journals identify content of interest prior to publication. Authors have opted in at submission to The Lancet family of journals to post their preprints on Preprints with The Lancet. The usual SSRN checks and a Lancet-specific check for appropriateness and transparency have been applied. Preprints available here are not Lancet publications or necessarily under review with a Lancet journal. These preprints are early stage research papers that have not been peer-reviewed. The findings should not be used for clinical or public health decision making and should not be presented to a lay audience without highlighting that they are preliminary and have not been peer-reviewed. For more information on this collaboration, see the comments published in The Lancet about the trial period, and our decision to make this a permanent offering, or visit The LancetÂ´s FAQ page, and for any feedback please contact preprints@lancet.com.


		

	

	
	
		




	
	
	Prevalence and Reclassification of 
BRCA1 and 
BRCA2 Variants in a Large Unselected Chinese Han Breast Cancer Cohort

	
    
	

	
	
		
		
			80 Pages
		
		

		Posted: 8 Oct 2019
		
		
		
	

	
			
			
				




	See all articles by Yun LiuYun Liu
Shanghai Jiao Tong University (SJTU) - Department of Oncology
Honglian Wang
AITA Biomedical Research Institute
Jiaqi Liu
Chinese Academy of Medical Sciences - National Clinical Research Center for Cancer
Junjian Li
Shanghai Jiao Tong University (SJTU) - Department of Oncology
Xin Wang
Chinese Academy of Medical Sciences - National Clinical Research Center for Cancer
Xiang Wang
Chinese Academy of Medical Sciences - National Clinical Research Center for Cancer
Yun Zhang
Capital Medical University - Department of General Surgery
Zhigang Bai
Capital Medical University - Department of General Surgery
Qinghua Zhou
Shanghai Jiao Tong University (SJTU)
Ying Wu
Shanghai Jiao Tong University (SJTU)
Yi Shen
Shanghai Jiao Tong University (SJTU)
Xiaoling Weng
AITA Biomedical Research Institute
Fatao Liu
Shanghai Key Laboratory of Biliary Tract Disease Research
Jiancheng Guo
University of Macau
Olivier Gires
Ludwig Maximilian University of Munich (LMU)
Zhong-tao Zhang
Capital Medical University - Department of General Surgery; Beijing Institute of Clinical Medicine - Beijing Key Laboratory of Cancer Invasion and Metastasis Research; Beijing Institute of Clinical Medicine - National Clinical Research Center for Digestive Diseases
Yiding Chen
Zhejiang University - Department of Surgical Oncology
Hongxia Wang
Shanghai Jiao Tong University (SJTU) - Department of Oncology


			

			More...
	
	
	
	
	



	
	
	
	
		
		
	
	

	
	
		
		
	

	
	
		
	
	
		Abstract

		Background: Accurate interpretation of BRCA1/2 variants is critical for risk assessment, enhanced cancer surveillance, prevention strategies, and precise clinical treatment of breast cancer. However, current worldwide standards depend primarily on sequencing information from Caucasian populations.

Methods: Panel-based sequencing served to detect BRCA1/2 variants in a Chinese multicenter cohort of 21,216 breast cancer patients (BCs) and 6,434 healthy controls (HCs).

Findings: 1,245 pathogenic variants of BRCA1/2, 262 of which were novel (21.04%), and 2,517 variants of uncertain significance (VUS) were identified. Unlike in the Caucasian population, BRCA2 variants were more frequent than BRCA1 variants (56.34% versus 43.66%). The 48 most common variants accounted for 39.86% of all pathogenic variants, and were not reported as common variants in Caucasians. Furthermore, we unambiguously reclassified VUS in 508 subjects, lowering the VUS ratio from 9.05% to 7.21%. Pathogenic BRCA1/2 variants correlated with younger onset age, higher frequencies of bilateral and triple-negative BC, invasive carcinomas, high histological grades, and family history of BC and other cancers.

Interpretation: Strong ethnicity-specific occurrences of pathogenic BRCA1/2 variants were identified in the Chinese population. Hence, the findings provide rationale and sequencing information for the implementation of BRCA1/2 variants tailored to the Chinese population into clinical risk assessment.

Funding Statement:  National Natural Science Foundation of China 81772802, Shanghai science and technology innovation action plan of China 17JC1404400 and 16DZ19102, Special Funds for Technological Innovation of Shanghai Jiao Tong University YG2016MS22, Chinese Academy of Science XDA12020223 (W.H.X), Natural Science Foundation of Zhejiang Province LZ16H160002 (C.Y.D), Zhejiang Provincial Program for the Cultivation of High-level Innovative Health Talents (C.Y.D).

Declaration of Interests: Authors declare no potential conflicts of interest.

Ethics Approval Statement: The study was approved by the Ethics Committee of all the hospitals involved and was performed according to the Declaration of Helsinki Principles. Written consent to notify blood samples for future research was obtained for each patient under the Institutional Review Board (IRB)-approved protocol. 
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