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1.
GENERAL COMMENTS

	Stakeholder No. 
<to be completed by EMEA>
	General Comment (if any)
	Outcome (if applicable)
<to be completed by EMEA>

	
	The ISCB welcomes the CHMP's draft revision of the guideline on missing data in confirmatory clinical trials. It raises as number of important issues that are also endorsed by ISCB,i.e. 

· the need for pre-specification of the primary analysis including dealing with missing data 

· design and conduct of the trial should aim at minimizing missing data 

· the expected pattern of missingness should be discussed in the study protocol
· the observed pattern of missingness should be discussed in the study report

In our view, the draft guideline should be revised concerning the following points: 
· the guideline seems to recommend "conservative" methods rather than unbiased methods for the primary analysis

In our view, the primary statistical analysis of a confirmatory clinical trial should estimate the treatment difference as unbiased as possible. Requiring "conservative" methods, i.e. methods that favour the control treatment and the null hypothesis would lead to an unnecessary inflation in sample size because it can always be argued that the method used is not "conservative" enough.


· the guideline focuses on methods to deal with missing values rather than on the assumptions about the missingness

We believe that it would be better to state the assumptions for the pattern of missingness and then to choose appropriate statistical methods accordingly. This approach would also facilitate the sensitivity analyses.

· the guideline requires a large number of possibly complex sensitivity analyses (e.g., in lines 439-444) which all should be pre-specified in the study protocol.

In our view, trying to envisage every possible pattern of missing data would require quite a huge number of  sensitivity analyses to be planned in the study protocol and to be subsequently reported. In case there is a notable discrepancy between expected and observed pattern of missingness a sensitivity analysis should be performed. The role of these sensitivity analyses in regulatory decision making is unclear: There will likely be sensitivity analyses that will not show a significant result. We propose to include few sensitivity analyses based on reasonable deviations the assumptions on missing data made in main analysis in the statistical analysis plan and to run additional sensitivity analyses in case the observed pattern of missingness was markedly different from the assumed pattern(s).
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