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		Abstract

		Background: Ovarian cancer (OC) progression is an unmet medical challenge. Since omental metastases were palpated harder than their primary counterparts during cytoreductive surgery of patients with epithelial ovarian cancer, we were inspired to investigate OC progression from the perspective of biomechanics.

Methods: Atomic Force Microscope (AFM) was used to measure the youngâ€™s moduli of tissues. The collagen-coated polyacrylamide hydrogel (PA gel) system was prepared to mimic the soft and stiff substrates  in vitro.  The effect of TAGLN were evaluated both  in vitro  and  in vivo  using transwell, immunofluorescence, western blot analysis and immunohistochemistry.

Findings: We quantitatively confirmed that omental metastases were stiffer and more abundant in desmoplasia compared with paired primary tumors, and further demonstrated that matrix stiffness could notably regulate OC progression. Remarkably, TAGLN, encoding an actin cross-linking/gelling protein, was identified as a potent mechanosensitive gene that could  form a regulation loop with Src activation  reacting to environmental stiffness, thus mediating stiffness-regulated OC progression through regulating RhoA/ROCK pathway.

Interpretation: These data demonstrate that targeting extra-cellular matrix stiffness could probably hamper OC progression, and of note, targeting TAGLN might provide promising clinical therapeutic value for OC therapy.

Funding: This work was supported by the â€œ973â€� Program of China (No. 2015CB553903 to Ding Ma and Junbo Hu), Technical Innovation Special Project of Hubei Province (2018ACA138), the Fundamental Research Funds for the Central Universities (2019kfyXMBZ024), National Science and Technology Major Sub- Project (2018ZX10301402-002), and the National Science Foundation of China (81902661, 81772787, 82072889).

Declaration of Interest: None to declare. 

Ethical Approval: Human ovarian cancer tissues were all obtained from patients undergoing surgery at the Department of Obstetrics and Gynecology, Tongji Hospital, Huazhong University of Science and Technology after obtaining written informed consent of the patients and the authorization of the Ethics Committee of Tongji Hospital (TJ-iRB20181103). Fresh tissues were prepared for the Atomic Force Microscope (AFM) measurement, frozen or formalin fixed. 


	

	

	
		
		


	

	
	

		
		

	
	


	

	
	
	
		
	
	
	

	
	
		
		
			
				
			
		
		Keywords: Ovarian cancer; progression; tissue mechanics, TAGLN, RhoA/ROCK

	
	

	
    

    
	

	
	
	

	
	

























    	
	
	
	
   	
	
	
	
	
	            
	

























    
    










    
    
    
    
















	



    




	
		Suggested Citation:
		Suggested Citation
	

	
		
			Wei,  Xiao and Lou,  Hua and Zhou,  Dongcheng and Jia,  Yijuan and Li,  Huayi and Huang,  Quanfu and Ma,  Jingjing and Yang,  Zongyuan and Sun,  Chaoyang and Meng,  Yunchong and Xu,  Sen and Yang,  Xin and Li,  Xiaoting and Ji,  Teng and Guo,  Zhongzhen and Gao,  Qinglei, Tagln Mediated Stiffness-Regulated Ovarian Cancer Progression Via RhoA/ROCK Pathway.  Available at SSRN: https://ssrn.com/abstract=3854615 or http://dx.doi.org/10.2139/ssrn.3854615 
		
	

	

	
	
	

	
		
	

	
		




	

	
	
		

	










    
    










    
    
    
    





















	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	


	























	
	

		

		

		
		
		

		
		
			
				
					
						Xiao Wei

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology 

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Hua Lou

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology  ( email )

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Dongcheng Zhou

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology  ( email )

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Yijuan Jia

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				Wuhan First Hospital, Department of Obstetrics and Gynecology  ( email )

			

			
			
				
				
				
					Wuhan
China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Huayi Li

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology 

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Quanfu Huang

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				Huazhong University of Science and Technology (Formerly Tongi Medical University), Wuhan Union Hospital, Department of Thoracic Surgery  ( email )

			

			
			
				
				
				
					1037 Luoyu Rd
Wuhan, Hubei 430074
China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Jingjing Ma

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology 

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Zongyuan Yang

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology  ( email )

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Chaoyang Sun

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology  ( email )

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Yunchong Meng

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology  ( email )

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Sen Xu

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology 

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Xin Yang

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology 

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Xiaoting Li

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology 

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Teng Ji

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology  ( email )

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Zhongzhen Guo

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Shenzhen University - First Affiliated  Hospital  ( email )

			

			
			
				
				
				
					3002 Sungang West Road
Shenzhen, Guangdong
China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Qinglei Gao (Contact Author)

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Cancer Biology Research Center  ( email )

			

			
			
				
				
				
					Wuhan
China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Huazhong University of Science and Technology - Department of Obstetrics and Gynecology  ( email )

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	





	

	

	
	
		
	

	

	
	




				
				
				









	
	    












    
    






    
    







    









    
        
        
        
            
            

            

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    [image: PDF icon]Download This Paper
                    
                
            

        
    
        
    

            
            
                

                

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Open PDF in Browser
                    
                
            

        
    
        
    
            
        

    




















	














	
	    







 



	




	







	







































				
					
						

						
						Please enable JavaScript to view the comments powered by Disqus.

					

				

				

				
					
						

						
						

						

						
						

					
				

			


			
				
					
						
						
	










	
	    














	
	    














	
	    







	
		Click here to go to TheLancet.com

		
			

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Go to TheLancet.com
                    
                
            

        
    
        
    
		

	



					

				
				
					
					


	












	
	
	








	
		
			Paper statistics

		

	


	
		
		 
			
				Downloads

				       19

			

		
		
		
			Abstract Views

			      210

		

		
		
	


	

	
		
			
				       52 References
		

	



	
		PlumX Metrics

		
			
		

		
			
		

	





				


				
				
					
					
						
					

					
						
					

					
						
					

					
						
					

					
						
							
								
									
										Preprints with The Lancet Specialties
									

									
										
											All Journals (16826)
										
											Allergy & Immunology (1063)
										
											Anaesthesia & Analgesia (51)
										
											Cardiology & Vascular Medicine (1168)
										
											Child & Adoloscence Health (1321)
										
											Critical Care (577)
										
											Dermatology (105)
										
											Digital Health (829)
										
											Endocrinology (963)
										
											Gastroenterology (989)
										
											Genetics & Genomics (2204)
										
											Geriatrics (204)
										
											Global Health (1326)
										
											Haematology (651)
										
											Infectious Diseases (5608)
										
											Nephrology (342)
										
											Neurology (1489)
										
											Nutrition (495)
										
											Obstetrics & Gynaecology (775)
										
											Oncology (3357)
										
											Ophthalmology (231)
										
											Otolaryngology (113)
										
											Planetary Health (263)
										
											Primary Care (853)
										
											Psychiatry (1095)
										
											Public Health (3555)
										
											Radiology & Medical Imaging (454)
										
											Respiratory Medicine (713)
										
											Rheumatology & Orthopaedics (613)
										
											Surgery (398)
										
											Urology (97)
										
									

								

							
						

					

				
				
					

    
        
            Related eJournals

        	
                    Preprints with The Lancet

                    
                        
                        

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Follow
                    
                
            

        
    
        
    

                        

                        
                            

                            
                            
                                Preprints with The Lancet

                                
                                    Subscribe to this free journal for more curated articles on this topic
                                

                                
                                    
                                        FOLLOWERS

                                              262

                                    

                                    
                                        PAPERS

                                           16,826

                                    

                                

                                
                            

                        

                    

                
	
                    Oncology eJournal

                    
                        
                        

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Follow
                    
                
            

        
    
        
    

                        

                        
                            

                            
                            
                                Oncology eJournal

                                
                                    Subscribe to this fee journal for more curated articles on this topic
                                

                                
                                    
                                        FOLLOWERS

                                               51

                                    

                                    
                                        PAPERS

                                            5,792

                                    

                                

                                
                            

                        

                    

                


        
        

    


				


				
					
					

















				

			

		


		
				
					Feedback
					
				

			

			


	
		
		Feedback to SSRN

		
			
				
					Feedback
					 (required)
				
				
			

			
				
					Email
					 (required)
				
				
			

			
				Submit
				
			
		

		

		If you need immediate assistance, call 877-SSRNHelp (877 777 6435) in the United States, or +1 212 448 2500 outside of the United States, 8:30AM to 6:00PM U.S. Eastern, Monday - Friday.

	







	

	
	
		
		

	




	
	





  
  

	
	
		
	


	
	
		
			
			
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
	
		
	
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
	


	
	
	






		
		









	






	
		
			
			
				SSRN Quick Links 

					SSRN Solutions
	Research Paper Series
	Conference Papers
	Partners in Publishing
	Jobs & Announcements
	Special Topic Hubs


			

			
				SSRN Rankings 

					Top Papers
	Top Authors
	Top Organizations


			

			
				About SSRN 

					Network Directors
	Announcements
	Contact us
	FAQs


			

			
		

			
	
	


		
			
				
			

			
				
					Copyright
					Terms and Conditions
					Privacy Policy
				

				
					All content on this site: Copyright Â© 2023 Elsevier Inc., its licensors, and contributors. All rights are reserved, including those for text and data mining, AI training, and similar technologies. For all open access content, the Creative Commons licensing terms apply.

					We use cookies to help provide and enhance our service and tailor content.

					To learn more, visit
					Cookie Settings.
					
						
							
							This page was processed by aws-apollo-l200 in   0.290 seconds 
						
					
					

				

			

			
				
			

		

	









	
		
		
		
		


    
        
        
        

        
        
                
                
                    
                
            
    

    

    


		






    























    




    








	


		[image:  ]

		
		
		
		
		
		
		
		
		
		
	
