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	GENERAL COMMENTS

	The ISCB welcomes the opportunity to comment on the principal statistical issues of this guideline.


	SPECIFIC COMMENTS ON TEXT

	GUIDELINE SECTION TITLE

	Line no
. + paragraph no.
	Comment and Rationale
	Proposed change (if applicable)

	4.3 Phase III studies
Page 11, 5thh paragraph
	It is acknowleged that the justification of a non-inferiority margin is not necessarily straightforward and usually requires intensive discussions. However why is it explicitely forbidden to switch from superiority to non-inferiority? The EMEA PtC on switching between non-inferiority and superiority allow that, at least in principle.
	

	Statistical considerations

Page 11, 11th paragraph
	Other possibilities should at least be acknowledged. The results of many diagnostic procedures are not necessarily binary, as they result in more than one of 2 states of disease. In these cases, clinical efficacy may be better described by measures other than sensitivity and specificity.
Consider an MRA study of a contrast agent in which  percent stenosis  in an artery or some set of arteries is the primary quantity of interest.  The extent to how closely evaluations from contrast and non-contrast MRA match the gold-standard  can be done on a continuous scale or a multicategory scale.  To use sensitivity and specificity to compare the 2 MRAs, the 0-100 stenosis scale must first be dichotomized  into “diseased/serious stenosis” and “non-diseased/no serious stenosis” based on a single cutoff value such as 50%.   This seems to be nearly the crudest comparison which can be made, and of necessity ignores potentially important diagnostic characteristics.  Categorical accuracy using a scale such as: 

( 10% (no stenotic disease)

11-49% (mild to moderate disease)

50-99% (severe disease)

100%     (occluded) 

seems a better alternative to describe the state of the disease.  This would be more informative for the patient and doctor, who would be better able do discuss treatment options, prognostic issues, and disease progression.  
	

	Statistical considerations

Page 12, 1st paragraph
	It should be clarified, that only non-inferiority margins have to be specified in the protocol and not superiority margins are meant here. Proposal:

‘... likewise superiority or non-inferiority hypotheses for the differences in sensitivity and specificity need to be pre-specified in the protocol. For the case of non-inferiority hypotheses a non-inferiority margin has to be pre-specified as well.’
	

	Statistical considerations

Page 12, 2nd paragraph
	This would rule out the possibility to define for both sensitivity and specificity a non-inferiority margin and to use a procedure that requires one (out of the two) variables to be non-inferior and the other to be superior.
Proposal:

‘The overall error rate of the chosen testing procedure has to be controlled so that it is less than alpha. For the case when two hypotheses are specified and both have to be rejected no adjustment for multiplicity is necessary.’
	

	Statistical considerations

Page 12, 2nd paragraph
	We would prefer a statement that the efficacy population only consists of subjects having a valid standard of truth (at least for trials where the SOT is used).
	

	5.2.3 Impact on diagnostic thinking

Page 13, 5th paragraph
	
	Ideally, the impact on diagnostic thinking should be presented numerically and graphically

	5.2.3 Impact on diagnostic thinking

Page 13, 5th paragraph
	Confidence intervals for secondary endpoints are explicitly mentioned in this section, but not in other sections.
	


Please feel free to add more rows if needed.
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