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Comments from:

	Name of organisation or individual

	International Society of Clinical Biostatistics (ISCB)


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).
1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	In general, this is a thoroughly written and useful guideline.

We recommend to make the following important modifications:

(1) Addition of some advice, how to deal with post hoc subgroup analyses in case of improper planning of heterogeneity assessment in the design stage of a study.

(2) It seems that there are in fact 3 evidence levels of subgroup analyses (SGAs): (a) confirmatory SGAs, (b) “exploratory key” SGAs and (c) “truly exploratory” SGAs. A clarification with better terminology to distinguish between “exploratory key” and “truly exploratory” SGAs would be very useful.

 (3)
Interaction tests are irrelevant unless one is genuinely interested in claiming (vs. being unable to claim) that the difference (differential effect) concerned exists. If for instance the subgroup is one characterized by suspect records (e.g., contradictory information on prior treatment or contradictory lab tests), one turns one’s attention to the complement majority whether the group difference is convincing or not. 


Accordingly, it may be useful to distinguish two types of subgroup presentations, namely subgroup comparisons (= comparative subgroup analyses; interaction test of interest) vs. non-comparative subgroup dissections (each subgroup is of interest in its own right unless too small for analysis). 

(4)
What is called a ‘well-known fact’ in l. 702 is really more of a maxim: ‘no further confirmatory [good!] conclusions are possible in a clinical trial where the primary [contrast’s] null hypothesis cannot be rejected.’ Good! However, the choice of primary contrast is open, and it need not concern the overall population uniformly (although this is the standard). (In case regulators are really so painfully concerned about alpha preservation, let me add that a small amount of alpha can always be set aside for testing of major subgroups; e.g. 4% for the overall contrast and 0.2% for each of 5 equally important and informative subgroups). 

(5)
Concerning the word ‘population’: it is sometimes used where statisticians would insist on ‘sample’. See for instance lin. 655-652. 
	


2.  Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder number

(To be completed by the Agency)
	Comment and rationale; proposed changes
(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome
(To be completed by the Agency)

	145-146
	
	Comment: The statement “Whilst a number of the consideration outlined in this document will apply to the former …” is somewhat misleading. Most considerations outlined in this document refer to a more exploratory investigation of subgroups rather than a confirmatory testing strategy.

Proposed change (if any): Delete this statement or reformulate the corresponding sentence.


	

	194
	
	Comment: The definition of a subgroup should always be based upon factors that are identifiable prior to randomisation.

Proposed change (if any): “These factors and the categorisation of patients should be identifiable prior to randomisation …”

	

	198
	
	Comment: See comment above

Proposed change (if any): “Post-baseline covariates may be affected by treatment received will in general not be appropriate …”

	

	198-
	
	Comment: Re post-randomization characteristics: 

Insert exception concerning measurements of attained drug levels in blood or urine and (perhaps also) concerning variables that have to do with the quality of the outcome recording (risk of information bias).
	

	201-208
	
	Comment: Please add that treating continuous factors on a continuous scale by means of appropriate interaction terms has statistical advantages compared to categorisation. 

Proposed change (if any): Please add: “… for decision making in clinical practice. However, treating continuous factors on a continuous scale by means of appropriate interaction terms has statistical advantages compared to categorisation (see section 4.3).”

	

	210
	
	Comment: I do not think that subgroups defined by multiple factors may be of interest only on occasion.

Proposed change (if any): Delete “on occasion”.

	

	216
	
	Insert warning against risk scoring schemes invented ad/post hoc.    
	

	234-242
	
	Comment: Of course it is correct that one problem of performing subgroup analyses is given by multiple testing. On the other hand, statistical tests for interaction usually have low power, which may reduce the problem of multiple testing. 

Proposed change (if any): Please add that statistical tests for interaction usually have low power.

	

	405-406

and

435-436
	
	Comment: It would be helpful to describe what happens if the inadequate strategy of simply assuming homogeneity is used in a trial. 

Proposed change (if any): Please add some description what happens if the inadequate strategy of simply assuming homogeneity is used in a trial.

	

	416

and

418
	
	Comment: It would be very helpful to add some advice, how to deal with post hoc subgroup analyses in case of improper planning of heterogeneity assessment in the design stage of a study.

Proposed change (if any): Please add some advice, how to deal with post hoc subgroup analyses in case of improper planning of heterogeneity assessment in the design stage of a study.

	

	418-424
	
	Comment: It seems that there are in fact 3 evidence levels of subgroup analyses (SGAs): 

 (a) confirmatory SGAs

 (b) “exploratory key” SGAs

 (c) “truly exploratory” SGAs. 

Proposed change (if any): A clarification with better terminology to distinguish between “exploratory key” and “truly exploratory” SGAs would be very useful.

	

	506-509
	
	Comment: It would make sense to distinguish between quantitative and qualitative interaction. The existence of an irrelevant quantitative interaction is in general not very important. However, tests of qualitative interaction or relevant quantitative interaction are in general not performed in practice. I agree with the stated principle that absence of statistical significance should not be taken to imply equality or consistency. A possible solution would be the exclusion of a relevant quantitative or qualitative interaction.

Proposed change (if any): Please add some discussion on quantitative, qualitative, and relevant quantitative interaction.

	

	526-530
	
	Comment: Nevertheless, I² and Q statistic represent useful descriptive tools.

Proposed change (if any): Please add that I² and the Q statistic might be useful descriptive tools for exploratory as well as confirmatory subgroup analyses.

	

	542
	
	The imbalance, if present, is also due to chance alone (at least with impeccable randomization); so please rephrase.


	

	547-551
	
	Comment: A comparison of the CIs for a subgroup and the overall effect is hard to interpret because the corresponding estimates are not independent. The relevant comparison is given by the CIs of a considered subgroup and the corresponding complement.

Proposed change (if any): Please add that the comparison of the CIs of a considered subgroup and the corresponding complement is easier to interpret than the comparison of the CIs for a subgroup and the overall effect.

	

	613
	
	Comment: Some people might have the understanding that subgroup analyses are analyses of subgroups. It is helpful to underline that the analysis of interaction terms is also a part of heterogeneity exploration. 

Proposed change (if any): Write “… include covariate-adjusted analyses, analyses of appropriate interaction terms, and subgroup analyses.”  

	

	623-625
	
	Comment: It would be helpful to describe the possible consequences of an incomplete pre-specification of key subgroups.

Proposed change (if any): Please add some description of the possible consequences of an incomplete pre-specification of key subgroups.

	

	691-693
	
	Comment: If a treatment recommendation is to be based on a subgroup, it is not only mandated that benefit/risk is carefully inspected in that subgroup (by extrapolating safety data from the all-randomised population) but also that the safety data in that subgroup are considered.

Proposed change (if any): Please clarify that safety data in the considered subgroup should be carefully inspected rather than the extrapolated safety data from the all-randomised population.

	


Please add more rows if needed.
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