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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)

	
	EFPIA welcomes the opportunity to comment on the draft Guideline on clinical investigation of new medicinal products for the treatment of acute coronary syndrome. The proposed changes are suggested regarding the study endpoints, which may need to be tailored according to their relevance for specific patient types or therapies. Some comments are also proposed regarding the use of biomarkers, the patient population and overall treatment strategy.  

	


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)

	157-163
	
	Comment: We agree that all-cause mortality is appropriate for the estimation of the benefit risk balance of a drug and that CV mortality is linked to the mode of action of the drug. However, when the primary endpoint is an efficacy endpoint, CV mortality is most appropriate. It should be further clarified what is meant by “the earliest part of the follow-up” as endpoints in ACS programs include both early (eg, 30 day) and later (6 month) time points. We agree that the endpoint will depend on the objective, but do not understand why CV mortality would be appropriate for non-inferiority trials and all-cause mortality is appropriate for a superiority design. Moreover, “net clinical benefit” which is implied by all-cause mortality is relegated to a secondary endpoint later in the document (lines 220-222)

Proposed change:  On the other hand, CV mortality is more specifically linked to the mode of action of CV medicinal products/intervention and is especially relevant when the earliest part of the follow up is assessed. The choice is also dependent on the objective of the study i.e. in non-inferiority trials, CV mortality may be preferred while in superiority trials all cause mortality is usually used. In fibrinolysis studies, all cause mortality is preferred (see section 4.9). 
	

	164-165
	
	Comment: We agree with this statement and suggest that the intent is consistent with the discussion above.
	

	204
	
	Comment: We agree that occurrence of HF should be considered as a clinical endpoint in Ph III studies and can be considered as part of a composite of the primary endpoint if the mechanism of action of the drug is to prevent HF.
	

	210-213
	
	Comment: We agree that non-fatal stroke has had limited contribution to the MACE endpoint. However, non-fatal MI may also not be an appropriate component of the composite endpoint in all settings, for example when a drug’s predominant effect is on preserving myocardial function. 

Proposed change: “Death and endpoints appropriate to the drug’s mechanism of action; As such, it is preferred to investigate the composite of death and non-fatal MI in confirmatory studies; non-fatal ischaemic stroke could be included in the composite if justified.”
	

	218-219
	
	Comment: We acknowledge that each component of the primary endpoint will be analysed separately. However the choice of secondary endpoints should depend on the study objectives.

Proposed change: Each component of the primary composite endpoint should be  analysed as secondary endpoint. 
	

	Line 218-219: 
	
	Comment: The wording “analysed as secondary endpoint” can be interpreted as “analysed within an alpha-preserving multiple testing strategy”. If this is the meaning it could be questioned then whether this is really necessary. It is clear that the components need to be analysed separately, but this could be done in an exploratory manner, as the power to show an effect on the components is often low. The PtC on multiplicity also emphasize, that it is not necessary to test components as secondary endpoints, only if claims are to be based on subgroup of components. Usually, once statistical significance is shown for the composite EP, we should analyse the individual components just to assess the consistency of the treatment effect over the components rather than to demonstrate statistical significance. The sponsor is frequently discouraged (e.g. by FDA) to look at variations of the primary composite or the individual components “again” in an alpha-controlled testing strategy for the secondary endpoints. On the other hand (more unlikely case), given the test for the composite EP fails to show significance, the question is how to “save” the study if there is a clear benefit in individual component(s). To address this by secondary endpoints might not serve the purpose. Therefore, please clarify that each component of the primary composite endpoint should be analysed individually with no multiplicity adjustment necessary.
	

	293-294
	
	Comment: Cardiac troponins play a central role in the diagnosis and risk stratification of MI. However, in global clinical trials, not all sites have access to troponin assays and rely on CK-MB for diagnosis. It may be useful to recognize this option.
	

	Lines 308 - 312
	
	Comment: The practical considerations of having separate clinical trials for NSTEMI and UA populations should be considered carefully as it may be difficult to categorize subjects at randomization. This would be dependent on the availability of highly sensitive troponin assays and for the results to be returned very quickly globally. 
Proposed change: In light of the above comment, another approach that could be considered and captured in the guideline would be to include both populations in one study and prospectively define subgroup analyses to investigate the outcome of interest in both groups.

	

	338-339
	
	Comment: Enrichment strategies are common in cardiovascular trials which are already very large and lengthy. In general, the enriched population represents one end of a pathophysiologic spectrum. 

Proposed change: ” In that case, it has to be shown that the results of this enriched study population can be extrapolated to the  general population consideration should be given to how the results are applicable to the general population.”
	

	Lines 425 - 427
	
	Comment: The guidance states that if the investigation drug has a different mechanism to that of standard therapy then it should be given in addition to standard therapy in the study. While this has been how drugs have been developed for this population of patients to date, looking at some recent failed ACS trials, one could question whether adjunctive therapy is always the right approach – one should also be testing approaches which involve the potential removal of older treatments to see if this would translate into better outcomes. New treatment strategies should be explored/compared and one should not always go down the route of adjunctive therapies as this a) raises the medicines burden for patients and b) does not represent the true benefit risk for the new medicinal compound.
Proposed change:  In light of the above comment, suggest additional wording at the end of sentence line 427: “Whenever plausible and adequate (i.e. different mechanism of action than that of standard therapy) the investigational drug or placebo should be given in addition to standard therapy. However, different treatment strategies may need to compared to avoid increasing the burden of medicines in this patient population”
	

	Lines 446-467
	
	Comment: Consider referencing Wang et al. Statistics in medicine – Reporting of subgroup analysis in clinical trials. NEJM 2007; 357:2189-2194.

Consider adding its key points relevant to the topic at hand.  

Proposed change: Add reference and incorporate relevant key points beyond those already stated.
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