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1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	
	I understand the thinking behind the text’s keeping intended effects and side-effects separate in the discussion of concerns. Otherwise, it is my tenet all effects are just effects to be laid into one scale. In particular, it is conceptually futile and therefore unfair to draw any administrative or legal dividing lines between a side-effect and a negative or non-materialized intended effect. Wish that point were made at the outset.   
	

	
	Although part of what I am going emphasize can be distilled from the first bullet in the Discussion section (lines 168ff) and other remarks in the text, it appears expedient at some convenient point to stress a couple of distinctions (partly overlapping) in a more schematic manner:

A: ‘symptomatic’ treatment: the patient’s condition and future course of disease are not basically altered (one judges) by the treatment but his/her daily life is eased.


vs.

B: ‘preventive’ treatment: as A except that the incident exacerbations one aims to dampen or prevent are themselves a threat to life or ability (i.e., absence of disability).


vs.

C: ‘curative’ treatment: one aims to influence the ultimate course of disease.


C1: delay is a nuisance but not an essential obstacle to success 


(if one drug doesn’t work, there is time to try another).



vs.


C2: it is imperative to avoid delay if possible (one must aim to find a best first choice).

F: different patients are expected to respond differently [but pre-treatment data do not make distinction possible] (a fan of useful drugs is aimed for); vs.  

G: response is expected not to vary from patient to patent, except possibly in magnitude (a best drug is sought).

K: treatment aims to keep a key disease marker in the normal range; vs.

L: treatment aims to normalize it once for all. 

(This K/L distinction is vital in choosing the outcome measure for the trial, this including the question whether the pre-treatment level is a point of departure for a calculation of change or is just possible co-determinant of the response level.)

P: sequential (or left-right, etc.) application of rival treatments is possible; vs.

Q: - is a ‘experimental’ therapeutic option in its own right; vs.

R: - is not possible.

X: acute disease; vs.

Y: chronic disease.

[On top of the role that active comparators may play in answering the question suggested here is the concern that, although a best choice or fan of good choices is sought, is may be expedient, necessary or fair to give new drug a chance, the inter-treatment rivalry being better resolved in a later phase. A purely academic algorithm based on items such as the ones above is not in order, I am aware.]
	


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)

	22
	
	Revise the  header of this section. The text reads like an introduction and one actually expects one at this place. If it is intended to be a summary better should be put aside as "Executive Summary".  
	

	25
	
	In declaring a clinical trial with both, a negative and a positive control as "gold standard"  seems hardly supported  by common literature on clinical trials methods. therefore the reflection paper risks to start  with an assumption which is not accepted  in   major indications of clinical trials. One may say that a positive control group can be useful.
	

	42
	
	Usual notation is risk-benefit. Is there a reference to  the opinion of EMA on benefit-risk I know that German authorities require  sections on benefit-risk / risk benefit when applications for funding are assessed.
	

	48
	
	background treatment = standard treatment?
	

	54
	
	write: medical treatment
	

	68
	
	write: to be at least . But honestly, this sentence is for non native British English persons almost  incomprehensible.
	

	68
	
	The word ‘be’ is missing
	

	73
	
	Delete the last part of the sentence since the choice of an active control choosing for marketing authorisation can hardly be related to the products life cycle. If so, explain!
	

	78
	
	The document needs, in particular for this topic,  a glossary where unusual terms are explained, e.g. the meaning of contextualization in the framework of clinical trials.  
	

	108
	
	Delete  wherever possible parentheses sentences in the whole document. Either the insertion a relevant , then it should be in the text flow or it is nuisance and can  go.   In this line it may go.
	

	118
	
	The document should define what is gold-standard treatment, perhaps with more examples. I think radical mastectomy was for along time a gold-standard for breast cancer and it was a pioneering achievement not to insist on this gold-standard. Although not an EMA topic it could be an example to sharpen thinking on positive gold standards.
	

	123
	
	What is the standard here? Would one positive Cochrane Review suffice?
	

	138
	
	Arguments on the need of placebos seem somehow  misplaced when the title of  this reflection  assumes that "use of placebo is deemed ethical"
	

	146
	
	This is the only place in the document where the key issue becomes visible, namely that one has to consider both efficacy and safety separately. All the previous sections where benefit-risk is discussed at the same time should therefore  re-examined  whether one could be more  precise when distinguishing  risk and benefit where each has its very own  endpoint(s).
	

	228
	
	This relates to efficacy. But what in the case of safety and what in the case of the benefit/risk ratio? 
Missing this distinction seems to be the most obvious major deficit  of the present draft paper.

The other deficit is that that the case of two consecutive trials

a) placebo- experimental

a) experimental-active control

which  may be a strategy chosen by researchers has been dismissed in the document.
	

	232
	
	One may question whether this translation from pre-clinical research suffices already to cover  all aspects of a discussion on the clinically relevant differences.  The document has to address the "delta" explicit when taking about non-inferiority trials-
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