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· Summary


The power of an adaptative design can radically modify the time frame and financial cost of a trial. The conference presented various aspects to take into account for such a design: site perspective, operational impact, co-ordination and trial planning, ethical implications, internal regulatory guidance, statistical considerations and epidemiology. 
To finalise the design and the analysis we spoke about statistical inference after an adaptative trial, the use of sequential trials, simulation plan and report. 
Cases studies supplemented the presentation.
· Final programme of the event
See annexe 1
· Description of the scientific content

An adaptative design is a design which plans an interim analysis and a possible amendment to the protocol. This kind of design, supported by Health Authorities and pharmaceutical companies, reduce timelines and spare resources (and budget!) compared to conventional studies and improve efficiency. However, it has some potential bias and type 1 error risks. There are potentially fewer patients exposed, so it has an ethical aspect with respect to efficacy and safety. It has an operational impact regarding drug supply, the regulatory and the site training. The site perspective is to adapt the work strategies and skills of research staff to execute an adaptative design. 
The management must take into account the whole picture and interact with the health authorities, with the IT system and with the internal resources, early. It is mandatory to describe the adaptative design before the beginning of the protocol.
FDA, 2010 has written a “Draft Guidance on Adaptive Design Clinical Trials for Drugs and Biologics”. The design is welcomed and appreciated. There is a special overview on the well understood or not well understood methods, on the blinding or unblinding during interim analysis and on operational and statistical bias. It means that the skills of research staff must be able to give the responses, especially in developing a simulation plan and producing a simulation report to the authorities as a support of understanding. There are good IT tools for those simulations (CYTEL software and services). 
The statistical description is about statistical inference and the possibility to reject a treatment for futility, about procedures comparison according to the probability of selecting at least one satisfactory dose and according to the score of each grouping, procedures combinations, minimax optimization, randomization ratio comparison, etc...
I don't want to develop here the formulas and mathematical demonstrations. 
Doing this, it is important to use biological markers correlated with the clinical endpoint and capable of capture of a net effect of the intervention on the clinical-efficacy endpoint. 
Adaptative trials require more upfront work, phase III preparation shifted earlier in time, additional adaptive-trial-specific work. It requires external audience (FDA guidance) and potential development partners in earlier phases.
· Presentation made by the applicant : 
Not applicable

· Assessment of the results and impact of the event on the EUROCORES programme

The EUROCORES programme “PROFIDYS” is an Investigator Initiated Study (IIS) with a drug intervention and observation of a causal effect. The “PROFIDYS” programme began many years ago and was not planned, to my knowledge, to have an interim analysis. 
The adaptative design in clinical drug development needs an interim analysis and to possibly adapt the drug randomisation, the recruitment and the design of the protocol. It is not possible to adapt the trial when it was not initially planned. The adaptative design is therefore not directly applicable to the programme “PROFIDYS”. 

However, the conference may have an impact one the “PROFIDYS”  programme and on the future and others EUROCORES programmes. Indeed the adaptative design needs a high quality management and a data analysis centre capable of treating the data in real time to focus on a possible data management’s weakness and to correct it as soon as possible in an amendment. This needs a monitoring programme and a frequent data validation, not only for the reliability of the data but also for the patient’s safety. Usually trials with drug intervention have commercial sponsors who have the design and the statistical analysis in charge. When doing an IIS trial, the investigator has to take care of all sponsor’s duties too. And it is a lot of work! 
It is certainly possible to take the lessons of this strict trial’s adaptative design.  

In my own practice, the knowledge which I acquired during this conference gives me the skills to implement more guidelines and more tools to help collecting our IIS data but also to project of creating a data analysis centre and a monitoring centre in my University Hospital. I already have got some new contacts with our “Cell of Support in Methodology and Calculation”. 
 
