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		Abstract

		Background: Preliminary data from the TATTON study (NCT02143466) suggested that savolitinib (AZD6094, HMPL-504, volitinib), a potent and highly selective MET-tyrosine kinase inhibitor (TKI), plus osimertinib, a third-generation, irreversible EGFR-TKI which selectively inhibits both EGFR-TKI sensitising and T790M resistance mutations, may overcome MET-driven resistance to EGFR-TKIs in non-small cell lung cancer.

Methods: Patients were â‰¥18 years with locally advanced/metastatic, METpositive, EGFR mutation-positive non-small cell lung cancer, whose disease had progressed on a prior EGFR-TKI. In Part B, patients received osimertinib 80 mg plus savolitinib 600 mg orally once daily; after a protocol amendment, some patients received savolitinib at 300 mg through weight-based dosing. In Part D, patients had received no prior thirdgeneration EGFR-TKI and were EGFR T790M-negative, and received osimertinib plus savolitinib 300 mg, regardless of weight. Primary endpoints were safety and tolerability; secondary endpoints included objective response rate.

Findings: In Part B, 138 patients received osimertinib plus savolitinib 600/300 mg. In Part D, 42 patients received osimertinib plus savolitinib 300 mg. In Parts B and D, 57% and 38% of patients experienced â‰¥Grade 3 adverse events (AEs), respectively. More patients in Part B had AEs possibly causally related to savolitinib (83% vs 60%), and serious AEs (45% vs 26%) vs Part D. Overall objective response rate (95% CI) was 48% (39-56) in Part B (30% [20-43] for patients with prior third-generation EGFR-TKI; 65% [50-78] and 67% [41-87] for patients with no prior thirdgeneration EGFR-TKI who were T790M-negative and T790M-positive, respectively).

Objective response rate was 64% (46-79) in the T790Mnegative patients in Part D. Interpretation: This combination may address the unmet need for a targeted treatment option for patients with MET-driven resistance to EGFR-TKI treatment.

Trial Registration: NCT02143466.

Funding Statement: TATTON (NCT02143466) was funded by AstraZeneca, Cambridge, UK, manufacturers of savolitinib and osimertinib.
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		Suggested Citation:
		Suggested Citation
	

	
		
			Sequist,  Lecia V. and Han,  Ji-Youn and Ahn,  Myung-Ju and Cho,  Byoung Chul and Yu,  Helena and Kim,  Sang-We and Yang,  James Chih-Hsin and Lee,  Jong Seok and Su,  Wu-Chou and Kowalski,  Dariusz and Orlov,  Sergey and Cantarini,  Mireille and Verheijen,  Remy B. and Mellemgaard,  Anders and Frewer,  Paul and Ou,  Xiaoling and Oxnard,  Geoffrey, A Phase 1b Study of Osimertinib Plus Savolitinib in Patients with EGFR Mutation-Positive, MET-Amplified, Non-Small Cell Lung Cancer after Progression on EGFR-Tyrosine Kinase Inhibitors (September 27, 2019).  Available at SSRN: https://ssrn.com/abstract=3460671 or http://dx.doi.org/10.2139/ssrn.3460671 
		
	

	

	
	
	

	
		
	

	
		



    

    
        
            

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    View Published Version
                    
                
            

        
    
        
    
        

        
    



	

	
	
		

	










    
    










    
    
    
    





















	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	

	


	























	
	

		

		

		
		
		

		
		
			
				
					
						Lecia V.  Sequist

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Harvard University - Department of Medicine 

			

			
			
				
				
				
					55 Fruit Street
Boston, MA  02114
United States

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Ji-Youn  Han

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				National Cancer Center, Korea 

			

			
			
				
				
				
					Seoul, 100-715
Korea, Republic of (South Korea)

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Myung-Ju  Ahn

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Sungkyunkwan University - Division of Hematology-Oncology 

			

			
			
				
				
				
					81, Irwon- Ro
Gangnam-gu
Seoul, 135-710
Korea, Republic of (South Korea)

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Byoung Chul  Cho

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Yonsei University - Yonsei Cancer Center 

			

			
			
				
				
				
					Seoul
Korea, Republic of (South Korea)

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Helena  Yu

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Memorial Sloan Kettering Cancer Center 

			

			
			
				
				
				
					New York, NY  10065
United States

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Sang-We Kim

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				University of Ulsan - Department of Oncology 

			

			
			
				
				
				
					Seoul
Korea, Republic of (South Korea)

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						James Chih-Hsin  Yang

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				National Taiwan University - Department of Oncology 

			

			
			
				
				
				
					Taiwan

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Jong Seok Lee

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Seoul National University - Department of Internal Medicine 

			

			
			
				
				
				
					Seoul
Korea, Republic of (South Korea)

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Wu-Chou  Su

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				National Cheng Kung University - Department of Internal Medicine 

			

			
			
				
				
				
					Taiwan

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Dariusz  Kowalski

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				Maria SkÅ‚odowska-Curie Institute of Oncology 

			

			
			
				
				
				
					Warsaw
Poland

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Sergey  Orlov

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				BioEq, LLC 

			

			
			
				
				
				
					Saint Petersburg
Russia

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Mireille  Cantarini

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				AstraZeneca Pharmaceuticals - United Kingdom 

			

			
			
				
				
				
					Cambridge
United Kingdom

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Remy B.  Verheijen

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				AstraZeneca Pharmaceuticals - United Kingdom 

			

			
			
				
				
				
					Cambridge
United Kingdom

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Anders  Mellemgaard

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				AstraZeneca Pharmaceuticals - United Kingdom 

			

			
			
				
				
				
					Cambridge
United Kingdom

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Paul  Frewer

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				AstraZeneca Pharmaceuticals - United Kingdom 

			

			
			
				
				
				
					Cambridge
United Kingdom

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Xiaoling  Ou

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
					
				
					
					
					
				
			

			
				
				
				


				AstraZeneca Pharmaceuticals - United Kingdom 

			

			
			
				
				
				
					Cambridge
United Kingdom

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Geoffrey Oxnard (Contact Author)

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Harvard University - Department of Thoracic Oncology  ( email )

			

			
			
				
				
				
					Boston, MA
United States

				

				
			

			

		

		
	

	





	

	

	
	
		
	

	

	
	




				
				
				









	
	    












    
    






    
    







    









    
        
        
        
            
            

            

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    [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

				       90

			

		
		
		
			Abstract Views

			      802

		

		
		
	


	
		
            
            	        1 Citations
		

	

	
		
			
				       38 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

                                    

                                

                                
                            

                        

                    

                
	
                    Nursing Care eJournal

                    
                        
                        

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Follow
                    
                
            

        
    
        
    

                        

                        
                            

                            
                            
                                Nursing Care eJournal

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

                                
                                    
                                        FOLLOWERS

                                               39

                                    

                                    
                                        PAPERS

                                            1,723

                                    

                                

                                
                            

                        

                    

                


            

            
                
                

                	
                    Pharmacology & Toxicology eJournal

                    
                        
                        

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Follow
                    
                
            

        
    
        
    

                        

                        
                            

                            
                            
                                Pharmacology & Toxicology eJournal

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

                                
                                    
                                        FOLLOWERS

                                               21

                                    

                                    
                                        PAPERS

                                            3,421

                                    

                                

                                
                            

                        

                    

                



                
            

            
        
        
        
                 
        
        

    


				


				
					
					

















				

			

		


		
				
					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   0.330 seconds 
						
					
					

				

			

			
				
			

		

	









	
		
		
		
		


    
        
        
        

        
        
                
                
                    
                
            
    

    

    


		






    























    




    








	


		[image:  ]

		
		
		
		
		
		
		
		
		
		
	
