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            Abstract
Avoidance of apoptosis is critical for the development and sustained growth of tumours. The pro-survival protein myeloid cell leukemia 1 (MCL1) is overexpressed in many cancers, but the development of small molecules targeting this protein that are amenable for clinical testing has been challenging. Here we describe S63845, a small molecule that specifically binds with high affinity to the BH3-binding groove of MCL1. Our mechanistic studies demonstrate that S63845 potently kills MCL1-dependent cancer cells, including multiple myeloma, leukaemia and lymphoma cells, by activating the BAX/BAK-dependent mitochondrial apoptotic pathway. In vivo, S63845 shows potent anti-tumour activity with an acceptable safety margin as a single agent in several cancers. Moreover, MCL1 inhibition, either alone or in combination with other anti-cancer drugs, proved effective against several solid cancer-derived cell lines. These results point towards MCL1 as a target for the treatment of a wide range of tumours.
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                    Figure 1: S63845 binds to the BH3-binding groove of MCL1 and kills tumour cell lines by inducing BAX/BAK-dependent apoptosis.[image: ]


Figure 2: S63845 is effective against haematological cancer-derived cell lines in vitro and in vivo.[image: ]


Figure 3: S63845 is effective against AML samples in vitro and in vivo, but does not readily kill normal human haematopoietic progenitor cells.[image: ]


Figure 4: Activity of S63845 against solid-tumour-derived cell lines in vitro with or without other targeted agents.[image: ]


Figure 5: S63845 is well tolerated in mice at doses that efficiently kill tumour cells.[image: ]
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Extended data figures and tables

Extended Data Figure 1 Biophysical characterization of the binding of MCL1 inhibitors to human and mouse MCL1 and serum effect on their cellular potency.
a, Affinity comparison of binding of S63845 to human or mouse MCL1 (n = 4 and 3 biological replicates for human and mouse, respectively; see source data). b, Binding affinity data of S63845 and A-1210477 for MCL1 (fluorescence polarization (FP) and SPR), BCL-2 (fluorescence polarization) and BCL-XL (n = 2 for fluorescence polarization and n = 3–4 for SPR, see source data). c, SPR sensograms, KD and kinetic parameters for the binding of S63845 and A-1210477 to human MCL1 (n = 4 and 3 biological replicates for S63845 and A-1210477, respectively). d, Impact of serum concentration (FBS, fetal bovine serum) on the biological activity of the MCL1 inhibitors, S63845 and A-1210477, in H929 cells (n = 3 biological replicates, see source data).

                          Source data
                        


Extended Data Figure 2 Targeting MCL1 genetically in H929 cells induces caspase-mediated cell death.
a, H929 cells rely on MCL1 for their survival. The viability of H929 cells was determined with CellTiter-Glo assays 72 h after addition of doxocycline to induce expression of sgRNAs to target BCL-2, BCL-XL, BCL-W, MCL1 or BFL1 using CRISPR/Cas9 technology30. Two sgRNAs were tested for each gene: sg#1 (no fill pattern) and sg#2 (slash pattern). Mean and individual data points of n = 2 biological replicates performed in triplicate are shown (see source data). b, Targeting MCL1 by CRISPR/Cas9 causes rapid cell death. The viability (CellTiter-Glo assays) of H929 cells stably expressing Cas9 and containing an inducible expression construct for a sgRNA to target MCL1 was determined 0–96 h after addition of doxocycline. Mean and individual data points of at least n = 2 biological repicates performed in triplicate are shown (see source data). c, Caspases mediate the killing of H929 cells when MCL1 is genetically targeted. The viability (propidium iodide uptake determined by flow cytometry) of H929 cells after switching on the expression of the indicated sgRNAs by the addition of doxocycline (+DOX) was measured after culture in the presence (+) or absence (−) of the broad-spectrum caspase inhibitor, QVD-OPh (25 μM). Data (mean ± s.d.) are derived from one experiment performed in triplicate (see source data). EV, empty vector.

                          Source data
                        


Extended Data Figure 3 Impact of treatment with S63845 on the interaction of MCL1 with pro-apoptotic BCL-2 family members and on the level and stability of MCL1.
a, HeLa cells transduced with Flag–BCL-XL, Flag–BCL-2 or Flag–MCL1 expression constructs were treated for 4 h with increasing concentrations of S63845, before immunopreciptation using anti-FLAG antibody. Immunoprecipitates and total inputs were analysed by immunoblotting for the FLAG-tagged proteins as well as the associated BAK and BAX proteins. For gel source images, see Supplementary Fig. 1. b, HCT-116 cells were incubated for 16 h with increasing concentrations of the proteasome inhibitor, MG132, as a control, before assessing the levels of MCL1, BCL-XL and actin (protein loading control) by immunoblotting. c, HCT-116 cells were pre-incubated for 1 h with DMSO or 1 μM S63845 and then treated with the translation inhibitor, emetin (20 μg ml−1), for 0.5, 1, 2 or 4 h. Determination of MCL1 protein levels was performed by immunoblotting (actin served as a loading control). d, Densitometry of MCL1 immunoblot (Extended Data Fig. 3c, long exposure for DMSO-treated cells and short exposure for S63845-treated cells) and MCL1 half-life estimation (21 min for DMSO-treated cells and 79 min for S63845-treated cells). e, HCT-116 cells were incubated for 16 h with 300 nM S63845, or transfected with 3× Flag–MCL1 expressing plasmid (400 ng, for 48 h) before assessing MCL1 mRNA level by reverse transcriptase–PCR quantification (see source data).

                          Source data
                        


Extended Data Figure 4 S63845 induces apoptosis of sensitive tumour derived cell lines.
a, PARP cleavage in H929 cells after treatment for 6 h with the MCL1 inhibitors, S63845 or A-1210477. Mean and individual data points from three biological replicates are shown (see source data). b, Treatment with S63845 causes mitochondrial release of cytochrome c in sensitive cells. H929 cells were incubated for 4 h with increasing concentrations of S63845 before assessing cytochrome c abundance in the cytosolic fraction by immunoblotting. LDH was used as a protein loading control. For gel source images, see Supplementary Fig. 1. c, Treatment with MCL1 inhibitors causes PARP cleavage in sensitive cells. AMO1 and MV4-11 cells were treated for 6 h with increasing concentrations of the MCL1 inhibitors, S63845 or A-1210477. Cleaved PARP (a marker of apoptotic cell death) was detected by a Meso Scale eletrochemiluminescence assay. Means and individual data points from three biological replicates are shown (see source data).

                          Source data
                        


Extended Data Figure 5 Correlation between the sensitivity of multiple-myeloma-derived cell lines to S63845 and killing by the MCL1-selective ligand BIM2A. BAX/BAK dependency for S63845-induced killing in KMS-12-PE and AMO1 myeloma cells. Expression of pro-survival BCL-2 family proteins across a panel of multiple-myeloma-derived lines.
a, Correlation between the sensitivity of multiple myeloma (MM)-derived cell lines to S63845 and killing by enforced expression of the MCL1-selective ligand BIM2A. The sensitivity of 25 multiple-myeloma-derived cell lines to S63845 was plotted against the viability of the same cells infected with a lentivirus that expresses the MCL1-selective ligand BIM2A (ref. 33) (r = 0.55) or with a lentivirus expressing the BCL-2, BCL-XL and BCL-W binding ligand BIM–BAD (ref. 34) (r = −0.22) (data from Extended Fig. 5b, see source data). The r and P values were determined by Pearson correlation analysis. b, Table of IC50 values and per cent viability as defined in Extended Data Fig. 5a measured using the CellTiter-Glo assay. The IC50 values were calculated from 2–5 biological replicates (see source data, mean ± s.d.). As a comparison, the dependence of these multiple myeloma cell lines on MCL1 or BCL-2/BCL-XL/BCL-W was validated by a genetic approach. The survival of multiple myeloma cell lines 24 h after enforced expression of BIM2A (which inhibits MCL1) or BIM–BAD (which inhibits BCL-2, BCL-XL and BCL-W) was determined by CellTiter-Glo assay and data were normalized to the survival observed when the inert BIM variant (BIM4E) was expressed. These BIM variants have been previously described13,34; the data with the BIM variants, shown for comparison, are extracted from a larger data set17. The multiple myeloma cell lines are grouped based on their characteristic cytogenetic abnormality. c, BAX/BAK-dependent killing of KMS-12-PE and AMO1 myeloma cells by S63845. KMS-12-PE or AMO1 myeloma cells were engineered to lack BAX and BAK using CRISPR/Cas9 technology1 (see Methods). Cells expressing the sgRNA empty vector (sgEV) were also generated to serve as negative controls. These cells were treated with S63845 and their viability was determined after 48 h by the propidium iodide exclusion assay. Data shown are mean viability ± s.d. derived from three (KMS-12-PE) or two (AMO1) biological replicates (see source data). d, Expression of MCL1 and related pro-survival BCL-2 proteins across a selected panel of multiple-myeloma-derived lines (shown in Fig. 2a). The levels of MCL1, BCL-2 and BCL-XL were compared between the six multiple-myeloma-derived cell lines most sensitive to S63845 (left, IC50 < 10 nM; data extracted from Extended Data Table 1) and six least sensitive ones (right, IC50 > 100 nM). For gel source images, see Supplementary Fig. 1.

                          Source data
                        


Extended Data Figure 6 Anti-tumour efficacy and effect of dose scheduling of S63845 in H929 and AMO1 multiple myeloma xenograft models. The in vitro activity of S63845 in human Burkitt-lymphoma-derived cell lines and in vivo activity of S63845 on individual Eμ-Myc lymphoma cell lines.
a, Anti-tumour effect of S63845 in H929 multiple myeloma xenograft models. Mean ± s.e.m. tumour volumes of eight animals per treatment group are shown (***P < 0.001 compared to vehicle). For tumour source data, see Supplementary Fig. 2. Tumour volumes of 8 individual mice per treatment group (shown in Fig. 2b) are shown. b, SCID mice were inoculated with 5 × 106 AMO1 cells and randomized nine days after grafting. After randomization, mice were either not treated (black line) or treated by i.v. administration of S63845, every day for 5 consecutive days at 25 mg per kg body weight (red line). For tumour source data, see Supplementary Fig. 2. c, Comparison of S63845 anti-tumour efficacy in the AMO1 model after administration at 25 mg per kg body weight either twice a week for two weeks (red diamonds) or once a week for two weeks (orange triangles). Mean ± s.e.m. tumour volumes of eight animals per treatment group are shown (***P < 0.001 compared to vehicle). For tumour source data, see Supplementary Fig. 2. d, Body weight evaluation of mice that were either left untreated (black squares) or treated with S63845 at 25 mg per kg body weight twice a week for two weeks (red diamonds) or once a week for two weeks (orange triangles). Mean ± s.e.m. body weights of eight animals per treatment group are shown. For source data, see Supplementary Fig. 2. e, Sensitivity of human Burkitt-lymphoma (BL)-derived cell lines to S63845. IC50 values of Burkitt-lymphoma-derived cell lines were determined following 24 h in vitro exposure to increasing doses of S63845. Average IC50 values were determined from three biological replicates (each carried out in triplicate, see source data); s.d. are shown. f, Representative haematoxylin and eosin (H&E)-stained sections of spleens and bone marrow from mice transplanted with Eμ-Myc lymphoma cells 4 days after the end of treatment with either vehicle or S63845 from Fig. 2e. Scale bars represent 553 μm for the ×5 objective, 272 μm for the ×10 objective, 133 μm for the ×20 objective and 68 μm for the ×40 objective. g, Response of different Eμ-Myc lymphoma-derived cell lines to in vivo treatment with S63845. Survival curves of C57BL/6–Ly5.1+ mice transplanted with each of the six independent Eμ-Myc lymphoma-derived cell lines that were treated on days 5–9 after transplant with either vehicle (black line) or 25 mg per kg body weight S63845 (red line), by tail vein injection (see source data). A composite of the data from all of these Eμ-Myc lymphoma-derived cell lines is presented in Fig. 2e.

                          Source data
                        


Extended Data Figure 7 Spearman correlations distribution in haematological cell lines and AML data on patient samples.
a, Waterfall plots on Spearman correlations between human transcriptome (RNA-seq gene FPKM from CCLE database) and S63845 pIC50 (pIC50 = −log10(IC50)) measured on a panel of 24 haematological cancer-derived cell lines. Raw P values were adjusted for multiple testing using Benjamini-Hochberg correction. Only correlations with false discovery rate (FDR) < 0.05 were retained for the analysis. Spearman correlations were ranked and plotted as a distribution. The threshold was set at r = 0.4, which corresponded to half of the maximum correlation. b, S63845 activity against primary AML samples relative to comparable drugs. Cell viability was assessed by flow cytometric enumeration of Sytox Blue-negative cells after gating on blast cells. The concentration of each drug (in μM) causing 50% lethality for each sample (LC50) is shown. Cytogenetic risk for each sample is defined as intermediate (I) or adverse (A). NA indicates not available. Cell viability (%) after 48 h of treatment with vehicle is also shown. c, AML cell colony-forming assays showing clonogenic capacity of CD34+ sorted cells from two G-CSF mobilized normal, healthy donors (red lines and filled circles) and primary samples from 3–6 patients with AML (black symbols and lines) after 14–21 days exposure to S63845, ara-C or idarubicin, normalized to vehicle control. Error bars show ± s.d. of colony counts from duplicate plates (see source data).

                          Source data
                        


Extended Data Figure 8 S63845 activity in solid tumour-derived cell lines, correlation with BCL-XL mRNA expression and impact of treatment with the MEK1/2 inhibitor, trametenib, the HER-2 inhibitor, lapatinib, the B-RAF inhibitor, PLX-4032, or the EGFR inhibitor, tarceva, on the levels of p-ERK and the pro-apoptotic protein BIM.
a, Viability of NSCLC-, melanoma- and breast tumour-derived cell lines treated with S63845. Sensitive cell lines (IC50 < 0.1 μM) are indicated in red, moderately sensitive cell lines (0.1 μM < IC50 < 1 μM) in blue and insensitive cell lines (IC50 > 1 μM) in green. Mean IC50 and individual data points from n = 2 biological replicates are shown (see source data). b, The impact of the BCL-XL mRNA expression levels on the sensitivity of a panel of 110 solid tumour-derived cell lines to S63845 (see source data). BCL-XL mRNA expression levels (RNA-seq) were extracted from the CCLE database. The Pearson correlation coefficient and P value are shown. c, Waterfall plots on Spearman correlations between human transcriptome (RNA-seq Gene FPKM from CCLE database) and S63845 pIC50 measured on a panel of 110 solid tumour cell lines. Raw P values were adjusted for multiple testing using Benjamini-Hochberg correction. Only correlations with FDR < 0.05 were retained for analysis. Spearman correlations were ranked and plotted as a distribution. The threshold was set at r = 0.4, which corresponded to half of the maximum correlation. d, Tumour cells were incubated with the indicated inhibitors for 16 h, before assessing the protein levels of BIM, ERK, phosphorylated (that is, activated) ERK (P-ERK) and actin (used as a protein loading control) by immunoblotting. For gel source images, see Supplementary Fig. 1. e, SK-MEL-28 cells were treated with S63845 with or without further addition of the MEK1/2 inhibitor, trametenib. Data are normalized to baseline cell survival at the time of initial drug treatment (day 0). Mean and individual data points from three biological replicates are shown (see source data).

                          Source data
                        


Extended Data Figure 9 Tolerability of S63845 in mice and impact of treatment on healthy tissues at doses that prevent tumour expansion.
a, Impact of treatment with S63845 at doses that prevent tumour expansion on healthy tissues in mice. Healthy (not tumour-burdened) C57BL/6–Ly5.1+ mice were treated for 5 consecutive days with either vehicle or 25 mg per kg body weight S63845, and analysed 3 days after treatment had finished. Student’s unpaired t-test was carried out to compare the organ weights of spleen, thymus, lymph nodes, liver and kidney between vehicle and drug-treated mice. The organ weights were not significantly altered in response to treatment with S63845 (see source data). b, Representative haematoxylin and eosin-stained sections of the heart, liver, muscle and kidneys taken from vehicle- or S63845-treated mice at day 9 following treatment for 5 days (days 1–5). Scale bars represent 112 μm for the ×20 objective and 57 μm for the ×40 objective. c, Impact of treatment with increasing doses of S63845 on C57BL/6 mice. Kaplan–Meier survival curves are shown for mice treated with vehicle or with 25, 40, 50 or 60 mg per kg body weight S63845 for 5 consecutive days (see source data). There were 3 female and 3 male 7–8-week-old mice in each treatment group (except for the 40 mg per kg group where n = 5 because one mouse from this treatment group had to be killed owing to an injury incurred during drug administration). Using a Mantel–Cox test only the 60 mg per kg body weight dose showed significant changes relative to treatment with vehicle, ***P = 0.0006. d, Blood cell count analysis of the mice described in b (see source data). The mice were analysed as they were killed, or for the mice surviving the entire treatment, 3 days after the 5 day-treatment had been completed. Unpaired two-tailed t-test was performed and compared to vehicle. For PLT counts, compared to vehicle, **P = 0.0027 for the 25 mg kg dose, ***P = 0.0005 for the 40 mg per kg dose and *P = 0.0245 for the 50 mg per kg dose of S63845. For the RBC counts, compared to vehicle, *P = 0.0312 for the 50 mg per kg dose and *P = 0.0242 for the 60 mg per kg dose of S63845.

                          Source data
                        


Extended Data Table 1 Data collection and refinement statisticsFull size table





Supplementary information
Supplementary Information
This file contains Supplementary Figures 1-2, Supplementary Tables 1-2 and Supplementary Methods. (PDF 7845 kb)





PowerPoint slides
PowerPoint slide for Fig. 1

PowerPoint slide for Fig. 2

PowerPoint slide for Fig. 3

PowerPoint slide for Fig. 4

PowerPoint slide for Fig. 5




Source data
Source data to Fig. 1

Source data to Fig. 2

Source data to Fig. 3

Source data to Fig. 4

Source data to Fig. 5

Source data to Extended Data Fig. 6

Source data to Extended Data Fig. 7

Source data to Extended Data Fig. 8

Source data to Extended Data Fig. 9

Source data to Extended Data Fig. 10

Source data to Extended Data Fig. 11

Source data to Extended Data Fig. 12

Source data to Extended Data Fig. 13

Source data to Extended Data Fig. 14




Rights and permissions
Reprints and permissions


About this article
[image: Check for updates. Verify currency and authenticity via CrossMark]       



Cite this article
Kotschy, A., Szlavik, Z., Murray, J. et al. The MCL1 inhibitor S63845 is tolerable and effective in diverse cancer models.
                    Nature 538, 477–482 (2016). https://doi.org/10.1038/nature19830
Download citation
	Received: 19 July 2016

	Accepted: 07 September 2016

	Published: 19 October 2016

	Issue Date: 27 October 2016

	DOI: https://doi.org/10.1038/nature19830


Share this article
Anyone you share the following link with will be able to read this content:
Get shareable linkSorry, a shareable link is not currently available for this article.


Copy to clipboard

                            Provided by the Springer Nature SharedIt content-sharing initiative
                        








            


            
        
            
                This article is cited by

                
                    	
                            
                                
                                    
                                        Structural optimization of siRNA conjugates for albumin binding achieves effective MCL1-directed cancer therapy
                                    
                                

                            
                                
                                    	Ella N. Hoogenboezem
	Shrusti S. Patel
	Craig L. Duvall


                                
                                Nature Communications (2024)

                            
	
                            
                                
                                    
                                        A novel Mcl-1 inhibitor synergizes with venetoclax to induce apoptosis in cancer cells
                                    
                                

                            
                                
                                    	Tianming Zhao
	Qiang He
	Hui Zeng


                                
                                Molecular Medicine (2023)

                            
	
                            
                                
                                    
                                        Differential expression pattern of Bcl-2 family members in B and T cells in systemic lupus erythematosus and rheumatoid arthritis
                                    
                                

                            
                                
                                    	K Kielbassa
	L Van der Weele
	TW Kuijpers


                                
                                Arthritis Research & Therapy (2023)

                            
	
                            
                                
                                    
                                        Novel covalent CDK7 inhibitor potently induces apoptosis in acute myeloid leukemia and synergizes with Venetoclax
                                    
                                

                            
                                
                                    	Tarang Gaur
	Ramulu Poddutoori
	Syed K. Hasan


                                
                                Journal of Experimental & Clinical Cancer Research (2023)

                            
	
                            
                                
                                    
                                        Synthetic lethality of drug-induced polyploidy and BCL-2 inhibition in lymphoma
                                    
                                

                            
                                
                                    	Ana Portelinha
	Mariana da Silva Ferreira
	Hans-Guido Wendel


                                
                                Nature Communications (2023)

                            


                

            

        
    

            
                Comments
By submitting a comment you agree to abide by our Terms and Community Guidelines. If you find something abusive or that does not comply with our terms or guidelines please flag it as inappropriate.



                
                    
                    

                

            
        





    
        

        
            
                

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



            

            
                

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



            

        
    


    
        Editorial Summary
MCL1 protein as a possible anti-cancer target
These authors report the discovery and characterization of a novel inhibitor of the anti-apoptotic pro-survival protein MCL1, which is expressed by multiple tumour types. The compound, termed S63845, activates the BAX/BAK-dependent mitochondrial apoptotic pathway and shows efficacy in several solid tumour models, suggesting that inhibition of MCL1 could be a viable anti-cancer strategy, alone or in combination with other anti-cancer drugs.

show all

    

    
    

    
        
            
                
                    
                        
                            Advertisement

                            
    
        
            
                [image: Advertisement]
        

    


                        

                    

                

            

            

            

        

    






    
        
            
                Explore content

                	
                                
                                    Research articles
                                
                            
	
                                
                                    News
                                
                            
	
                                
                                    Opinion
                                
                            
	
                                
                                    Research Analysis
                                
                            
	
                                
                                    Careers
                                
                            
	
                                
                                    Books & Culture
                                
                            
	
                                
                                    Podcasts
                                
                            
	
                                
                                    Videos
                                
                            
	
                                
                                    Current issue
                                
                            
	
                                
                                    Browse issues
                                
                            
	
                                
                                    Collections
                                
                            
	
                                
                                    Subjects
                                
                            


                	
                            Follow us on Facebook
                            
                        
	
                            Follow us on Twitter
                            
                        
	
                            
                                Subscribe
                            
                        
	
                            Sign up for alerts
                            
                        
	
                            
                                RSS feed
                            
                        


            

        
    
    
        
            
                
                    About the journal

                    	
                                
                                    Journal Staff
                                
                            
	
                                
                                    About the Editors
                                
                            
	
                                
                                    Journal Information
                                
                            
	
                                
                                    Our publishing models
                                
                            
	
                                
                                    Editorial Values Statement
                                
                            
	
                                
                                    Journal Metrics
                                
                            
	
                                
                                    Awards
                                
                            
	
                                
                                    Contact
                                
                            
	
                                
                                    Editorial policies
                                
                            
	
                                
                                    History of Nature
                                
                            
	
                                
                                    Send a news tip
                                
                            


                

            
        

        
            
                
                    Publish with us

                    	
                                
                                    For Authors
                                
                            
	
                                
                                    For Referees
                                
                            
	
                                
                                    Language editing services
                                
                            
	
                                Submit manuscript
                                
                            


                

            
        
    



    
        Search

        
            Search articles by subject, keyword or author
            
                
                    
                

                
                    
                        Show results from
                        All journals
This journal


                    

                    
                        Search
                    

                


            

        


        
            
                Advanced search
            
        


        Quick links

        	Explore articles by subject
	Find a job
	Guide to authors
	Editorial policies


    





        
    
        
            

            
                
                    Nature (Nature)
                
                
    
    
        ISSN 1476-4687 (online)
    
    


                
    
    
        ISSN 0028-0836 (print)
    
    

            

        

    




    
        
    nature.com sitemap

    
        
            
                About Nature Portfolio

                	About us
	Press releases
	Press office
	Contact us


            


            
                Discover content

                	Journals A-Z
	Articles by subject
	Protocol Exchange
	Nature Index


            


            
                Publishing policies

                	Nature portfolio policies
	Open access


            


            
                Author & Researcher services

                	Reprints & permissions
	Research data
	Language editing
	Scientific editing
	Nature Masterclasses
	Research Solutions


            


            
                Libraries & institutions

                	Librarian service & tools
	Librarian portal
	Open research
	Recommend to library


            


            
                Advertising & partnerships

                	Advertising
	Partnerships & Services
	Media kits
                    
	Branded
                        content


            


            
                Professional development

                	Nature Careers
	Nature 
                        Conferences


            


            
                Regional websites

                	Nature Africa
	Nature China
	Nature India
	Nature Italy
	Nature Japan
	Nature Korea
	Nature Middle East


            


        

    

    
        	Privacy
                Policy
	Use
                of cookies
	
                Your privacy choices/Manage cookies
                
            
	Legal
                notice
	Accessibility
                statement
	Terms & Conditions
	Your US state privacy rights


    





        
    
        [image: Springer Nature]
    
    © 2024 Springer Nature Limited




    

    
    
    







    

    



    
    

        

    
        
            


Close
    



        

            
                
                    [image: Nature Briefing: Cancer]
                    Sign up for the Nature Briefing: Cancer newsletter — what matters in cancer research, free to your inbox weekly.

                

                
                    
                        
                        

                        
                        
                        
                        

                        Email address

                        
                            
                            
                            
                            Sign up
                        


                        
                            
                            I agree my information will be processed in accordance with the Nature and Springer Nature Limited Privacy Policy.
                        

                    

                

            


        


    

    
    

        

    
        
            

Close
    



        
            Get what matters in cancer research, free to your inbox weekly.
            Sign up for Nature Briefing: Cancer
            
        


    









    [image: ]







[image: ]
