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	COMMENTS FROM: ISCB (International Society for Clinical Biostatistics); comments coordinated and forwarded by Chair of Sub-committee on Statistics in Regulatory Affairs, Dr Jorgen Seldrup, Development Director, Quintiles Biostatistics

	GENERAL COMMENTS

	We are aware of the detailed comments which other organisations have been providing, especially those developed by EFSPI (European Federation of Statisticians in the Pharmaceutical industry) and the German VFA (Verband Forschender Arzneimittelhersteller e.V. – The German Association of Research-Based Pharmaceutical Companies). We would like to support in particular those highlighted in the following general comments. We would also like to refer you to the paper published in J Biopharm Stat, 2006 May;16(3):275-83 by Gallo P et al: Adaptive designs in clinical drug development – An executive summary of the PhRMA Working Group, as well as the paper in Pharmaceutical Statistics, 2006; Vol 5, No 1:61-6 by Phillips AJ, Keene ON, on behalf of the PSI Adaptive Design Expert Group: Adaptive designs for pivotal trials: discussion points from the PSI Adaptive Design Expert Group.
As again so many organisations have provided detailed special comments on the text, we do not intend to go into details other than emphasising that our general comments clearly have implications for the text.

	Terminology
We have the sense that the term ‘flexible design’ (adaptive design) has somewhat different connotations in Europe compared to the USA. It would therefore be most important to either provide a clearer definition/description of the term in the text or maybe better still, to have a glossary at the end of the document (as in ICH E9) spelling out the meaning.

Is a group sequential design an adaptive design? Let this be clear.

We also feel that many of the ‘issues’ raised are not specific to trials using an adaptive design and care should be taken to not ‘overburden’ such trials unduly, e.g., the issue of homogeneity along the lifetime of a trial; many trials have for a variety of reasons the potential for heterogeneity of patients/data over a period of time; so may flexible design trials for the same reasons and nothing to do with some change taking place due to the adaptation! 

	Title
We believe that “…and analysis plan” in the title is superfluous.

	Confirmatory trials
We believe that the call for the most appropriate use of flexible designs is in fact in the early part of clinical development; the use in later phases is almost a contradiction in terms. However, perhaps the most significant (in terms of reducing time and cost of development) adaptation of flexible designs is in the socalled seamless Phase II/III combination trial. We suggest that ‘confirmatory’ is dropped from the title and that the reflection paper itself reflects more clearly where the flexible design is of value, in particular what kind of flexibility is appropriate where (what phase, what type). 

	Design inefficiencies
It would be useful to include some comment about the inefficiency of many of the designs that allow an increase in sample size in response to a lower-than-expected effect size.
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Please feel free to add more rows if needed.

These comments and the identity of the sender will be published on the EMEA website unless a specific justified objection was received by EMEA.
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