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      Reproducibility is a cornerstone of science, and the development of new drugs and medical treatments relies on the results of preclinical research being reproducible. In recent years, however, the validity of published findings in a number of areas of scientific research, including cancer research, have been called into question (Begley and Ellis, 2012; Baker, 2016). One response to these concerns has been the launch of a project to repeat selected experiments from a number of high-profile papers in cancer biology (Morrison, 2014; Errington et al., 2014).

The aim of the Reproducibility Project: Cancer Biology, which is a collaboration between the Center for Open Science and Science Exchange, is two-fold: to provide evidence about reproducibility in preclinical cancer research, and to identify the factors that influence reproducibility more generally.

The project is employing a Registered Report/Replication Study approach to publish its work and results. The basic idea behind this approach is that a Registered Report detailing the proposed experimental designs and protocols for each replication is peer reviewed and published after suitable revisions. Crucially, data collection cannot begin until the Registered Report has been accepted for publication. The results of the experiments are then published as a Replication Study, irrespective of the outcome, but subject to peer review to check that the designs and protocols contained in the Registered Report were followed.

The papers included in the project were all published between 2010 and 2012, and were selected on the basis of search terms (such as cancer, onco* and tumor*). Certain types of papers were excluded (such as clinical trials), as were papers that required specialized samples, techniques or equipment that would be difficult or impossible to obtain. The papers selected for replication were those with the highest citation rates and altmetric scores (see Errington et al., 2014 for a full description of the selection process). There was no suggestion that any paper was or was not likely to be reproducible.

Since the publication of the original studies, published and unpublished results from other labs have suggested that a number of the studies are reproducible, but there is concern that some of them may not be reproducible. The existence of such data did not alter the efforts of the Reproducibility Project to independently assess the reproducibility of the original studies.

For every paper the team performing the replication contacted the corresponding author of the original paper for additional information to help prepare the Registered Report. The corresponding author was also asked to comment on this report during the peer review process and some, but not all, availed of this. It is important to note that only selected experiments (or figures) from the original paper would be repeated, and in some cases these did not include key experiments in the original studies. In other cases the most interesting implications of the original studies were not tested.

It is also important to note that even if all the original studies were reproducible, not all of them would be found to be reproducible, just based on chance. The experiments in the Reproducibility Project are typically powered to have an 80% probability of reproducing something that is true: this means that if we attempt to repeat three experiments from a paper, there is only a ~50% chance that all three experiments will yield significant p values, even if the original study was reproducible. Therefore, we cannot place the bar so high that the replications need to hit a significant p value in every experiment. If a replication reproduces some of the key experiments in the original study, and sees effects that are similar to those seen in the original in other experiments, we need to conclude that it has substantially reproduced the original study.

The original plan was to conduct 50 replications but some had to be dropped for budget reasons, and a small number of Registered Reports did not make it through peer review as reviewers decided that it would not be possible to draw meaningful conclusions from the proposed experiments. The first Registered Reports were published in December 2014 and a total of 29 have been published to date. Areas of concern that emerged during the peer review process included the limited budget for in vivo experiments and, in some cases, the possibility that the scope of the proposed experiments might not be sufficient to adequately explore the reproducibility of the original studies.

The first five Replication Studies have now been published. Two of the studies reproduced important parts of the original papers (Kandela et al., 2017; Aird et al., 2017), and one did not (Mantis et al., 2017). The other two Replication Studies were uninterpretable because the control tumors grew too quickly or too slowly (or exhibited spontaneous regressions) to reliably measure whether the experimental intervention had the predicted effect (Horrigan et al., 2017a; Horrigan et al., 2017b): however, in one of these two cases the original paper (Willingham et al., 2012) has led to clinical trials for anti-CD47 antibody therapy that will provide extensive additional data on the effectiveness of this approach. Three of the Replication Studies are also accompanied by Insight articles (Dang, 2017; Davis, 2017; Sun and Gao, 2017).

Although it is obviously too early to draw any conclusions about the reproducibility of research into cancer biology on the basis of such a limited dataset, some clear messages have emerged. In particular, the experiments reported in the Replication Studies provide one indication of how readily reproducible previously published results are, but they cannot be considered conclusive evidence of the reproducibility, or lack of reproducibility, of any one study. For that, it will be necessary for the scientific community to aggregate results from multiple attempts by multiple groups".

This approach taken by the Reproducibility Project: Cancer Biology is itself an experiment and, again, it is too early to say whether it is working. A potential strength of the approach is that the experiments are performed by disinterested third parties with no vested interest in whether the experiments reproduce or not. However, this is also a potential disadvantage because the contract research laboratories performing the replications may not have the same level of expertise or motivation as the original laboratories.

The first five Replication Studies have also highlighted a potentially serious shortcoming of the Registered Report/Replication Study approach. The practice of specifying in advance precisely which experiments will be done, down to numbers of cells and replicates, is a strength because it avoids the possibility of biasing outcomes by mid-course changes in experiment. However, it has also proved to be a weakness in some cases because it has prevented experiments from being redone in different ways when the results were uninterpretable. This happened in a number of cases where control tumors grew with different kinetics than in the original studies despite attempts to use the same cells, same cell doses and same recipient mice.

An academic laboratory confronted with this situation while making a serious effort to determine whether a result is reproducible would perform the experiments in different ways, with different conditions, to generate clear results and to test whether there is some condition under which the original observation holds. However, restricting the scientists performing the replications to the experimental designs in the Registered Report meant that, in general, they were not able to redo the experiments with different cell doses to achieve more interpretable kinetics. This has been particularly problematic with tumor formation assays in vivo, in which variability is often high and results depend upon the experience of the investigator.

We will publish more Replication Studies over the months ahead and, at the conclusion of the project, a meta-analysis of all the studies (Errington and Nosek, 2017). While we wait for this, it is important not to overinterpret the results. Already it is clear that nuanced interpretations are necessary, not black and white conclusions about which studies reproduced and which did not. It is also clear that this approach to testing reproducibility remains an experiment, with advantages and disadvantages, including the fact that it sometimes yields results that cannot be interpreted.
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                Collective cell migration is fundamental for the development of organisms and in the adult, for tissue regeneration and in pathological conditions such as cancer. Migration as a coherent group requires the maintenance of cell-cell interactions, while contact inhibition of locomotion (CIL), a local repulsive force, can propel the group forward. Here we show that the cell-cell interaction molecule, N-cadherin, regulates both adhesion and repulsion processes during rat Schwann cell (SC) collective migration, which is required for peripheral nerve regeneration. However, distinct from its role in cell-cell adhesion, the repulsion process is independent of N-cadherin trans-homodimerisation and the associated adherens junction complex. Rather, the extracellular domain of N-cadherin is required to present the repulsive Slit2/Slit3 signal at the cell-surface. Inhibiting Slit2/Slit3 signalling inhibits CIL and subsequently collective Schwann cell migration, resulting in adherent, nonmigratory cell clusters. Moreover, analysis of ex vivo explants from mice following sciatic nerve injury showed that inhibition of Slit2 decreased Schwann cell collective migration and increased clustering of Schwann cells within the nerve bridge. These findings provide insight into how opposing signals can mediate collective cell migration and how CIL pathways are promising targets for inhibiting pathological cell migration.
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                Abelson tyrosine kinase (Abl) is regulated by the arrangement of its regulatory core, consisting sequentially of the SH3, SH2, and kinase (KD) domains, where an assembled or disassembled core corresponds to low or high kinase activity, respectively. It was recently established that binding of type II ATP site inhibitors, such as imatinib, generates a force from the KD N-lobe onto the SH3 domain and in consequence disassembles the core. Here, we demonstrate that the C-terminal αI-helix exerts an additional force toward the SH2 domain, which correlates both with kinase activity and type II inhibitor-induced disassembly. The αI-helix mutation E528K, which is responsible for the ABL1 malformation syndrome, strongly activates Abl by breaking a salt bridge with the KD C-lobe and thereby increasing the force onto the SH2 domain. In contrast, the allosteric inhibitor asciminib strongly reduces Abl’s activity by fixating the αI-helix and reducing the force onto the SH2 domain. These observations are explained by a simple mechanical model of Abl activation involving forces from the KD N-lobe and the αI-helix onto the KD/SH2SH3 interface.
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                Poly(ADP-ribose)ylation or PARylation by PAR polymerase 1 (PARP1) and dePARylation by poly(ADP-ribose) glycohydrolase (PARG) are equally important for the dynamic regulation of DNA damage response. PARG, the most active dePARylation enzyme, is recruited to sites of DNA damage via pADPr-dependent and PCNA-dependent mechanisms. Targeting dePARylation is considered an alternative strategy to overcome PARP inhibitor resistance. However, precisely how dePARylation functions in normal unperturbed cells remains elusive. To address this challenge, we conducted multiple CRISPR screens and revealed that dePARylation of S phase pADPr by PARG is essential for cell viability. Loss of dePARylation activity initially induced S-phase-specific pADPr signaling, which resulted from unligated Okazaki fragments and eventually led to uncontrolled pADPr accumulation and PARP1/2-dependent cytotoxicity. Moreover, we demonstrated that proteins involved in Okazaki fragment ligation and/or base excision repair regulate pADPr signaling and cell death induced by PARG inhibition. In addition, we determined that PARG expression is critical for cellular sensitivity to PARG inhibition. Additionally, we revealed that PARG is essential for cell survival by suppressing pADPr. Collectively, our data not only identify an essential role for PARG in normal proliferating cells but also provide a potential biomarker for the further development of PARG inhibitors in cancer therapy.


              

          




    


  






    

                    

        
    
    
    


            

                            

  

      
        Be the first to read new articles from eLife

      

            Sign up for email alerts

      
        Privacy notice
      

  




            
                              
    
          
            
              Skip to Content
            

            
              
                
                [image: eLife logo]
              
              eLife home page
            
          

    

    
        Menu

        	
            Home
          
	
            Magazine
          
	
            Community
          
	
            About
          
	
            Research categories
          
	
            Inside eLife
          
	
            Search
          
	
            Subscribe to alerts
          
	
            Submit your research
          
	
            Author guide
          
	
            Reviewer guide
          


      Back to top
    
  


	

      
        
            
            
            
            [image: Howard Hughes Medical Institute]
        
      


    
	

      
        
            
            
            
            [image: Wellcome Trust]
        
      


    
	

      
        
            
            
            
            [image: Max-Planck-Gesellschaft]
        
      


    
	

      
        
            
            
            
            [image: Knut and Alice Wallenberg Foundation]
        
      


    





  

    

      
        	
            About
          
	
            Jobs
          
	
            Who we work with
          
	
            Alerts
          
	
            Contact
          
	
            Terms and conditions
          
	
            Privacy notice
          
	
            Inside eLife
          
	
            Monthly archive
          
	
            For the press
          
	
            Resources
          
	
            XML and Data
          


      

      
        	
            
              
              
                  
                  
              
          
            
          
	
            
              
                
              
            
          
	
            
              
                
              
            
          
	
            
              
                
              
            
          
	
            
              
                
              
            
          
	
            
              
                  
                      
                          
                              
                          
                      
                  
              
            
          


      

      
      
        
          
            
              
                
              
            
          
          Find us on GitHub

        
      

      
      
        
          [image: Positive Planet - Certified Carbon Neutral]
        
      


    


    

      
        eLife is a non-profit organisation inspired by research funders and led by scientists. Our mission is to help scientists accelerate discovery by operating a platform for research communication that encourages and recognises the most responsible behaviours in science.
        eLife Sciences Publications, Ltd is a limited liability non-profit non-stock corporation incorporated in the State of Delaware, USA, with company number 5030732, and is registered in the UK with company number FC030576 and branch number BR015634 at the address:

        
          eLife Sciences Publications, Ltd

          Westbrook Centre, Milton Road

          Cambridge CB4 1YG

          UK
        

      


      
        © 2024 eLife Sciences Publications Ltd. Subject to a Creative Commons Attribution license, except where otherwise noted. ISSN: 2050-084X
      


    


  




            
        


    

        

    



