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Submission of comments on Concept paper on preparation of a revised guideline on the evaluation of medicinal products indicated for treatment of bacterial infections – EMA/CHMP/75653/2018

Comments from:

	Name of organisation or individual

	EFPIA 


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)

	
	We welcome the EMA’s decision to consolidate existing guidance on the development of medicinal products to treat bacterial infections and to provide updates and clarifications that reflect the outcome of harmonization efforts with the FDA and PMDA, and aspects of clinical development programs that EMA has recently agreed to, but that differ from or are not included in the current guidance.  


	

	
	Of particular interest are considerations for acceptance of one single pivotal study to support infection-site-specific indications and pathogen-specific indications. 
There is currently some confusion about what constitutes a pathogen-specific indication, the circumstances where a product may meet the requirements for such an indication, and the types of data that may be reflected in the clinical section of the label for such products, as well as a description of any limitation statements that will be included in the label. Hence, the clarification announced will be welcomed, especially if the EMA could address it down to the level of the expectations/impact on the SmPC.

	

	
	We would support the transfer of susceptibility testing interpretive criteria from section 5.1 of SmPCs to the EMA website (which then provides for an easily updated and consolidated list of criteria) and note that this process would align with the current practice by the US FDA and align with EMA and FDA’s harmonization efforts. 

	

	
	Clarification on the content of the SmPC for antibacterial agents in section 4.4 (limitations of clinical trials) is welcomed, however we note that concept paper is very narrow in scope with respect to the inclusion of clinical data, focusing only on circumstances in which there are important limitations to the clinical data that would constitute warnings. We ask EMA to consider broadening the focus of the guidance to include opportunities to incorporate in the SmPC clinical data that is relevant to the prescriber. It would be helpful to articulate in the guidance clarification on what may be acceptable for inclusion of section 5.1 of the SmPC, such as the relevant results of the major clinical trials, and characteristics of the patient population. We believe section 5.1 is the appropriate section for inclusion of such information as per the SPC guideline (revision 2).  

	

	
	Given the urgent need for new antibacterial treatments, we would encourage the EMA to consider explicitly acknowledging the circumstances where antibacterial products may address an unmet need. 
For antibacterial products, we believe the EMA should explicitly broaden the definition of unmet medical need to include not only the immediate need for a defined population (i.e. to treat a serious condition with no or inadequate treatment options), but a longer-term need for society and public health, bearing in mind the resistance mechanism of bacterial pathogens: from a public health perspective, the availability of multiple products with different mechanisms of action is desirable to ensure treatments are available for emerging resistant pathogens. 

In this context we would ask the EMA to consider policies that support expedited development - and review of applications - of new antibacterial medicines and indications for the treatment of serious and life threatening infections.

	

	
	It would be good to have clarification on the information on the pre- and post-approval safety database needed to support the different options for clinical programmes of an antibacterial expected to address an unmet medical need.

	

	
	Section 4.2.1.4.1 of the Guideline on the evaluation of medicinal products indicated for treatment of bacterial infections (CPMP/WWP/558/95 rev 2) indicates the requirements for definition of comparative regimens in clinical studies. When performing global studies on narrow spectrum agents against bacteria with multi-drug resistance and limited treatment options, the use of a Best Available Therapy (BAT) comparator may be required to achieve feasibility across geographies with differing standards of care. The definition of comparative agents should be re-evaluated in the context of studies for patients with limited treatment options and narrow spectrum antibacterial agents. 
	


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)

	Line 82-84
	
	Comment:

We agree that the new guidance should provide details regarding the preferred and less favoured options for clinical programmes with antibacterial agents expected to address an unmet need and an explanation of the indications that could result from different development programmes. 
Of particular interest would be guidance on the specific indications that may be supported by various clinical development programs for antibacterial products that are expected to address an unmet need, including details about the labelling for such products.
	

	Line 85


	
	Although the EMA has worked directly with sponsors on specific development programs, clarification on clinical data requirements to support new combinations of known beta-lactam agents with new beta-lactamase inhibitors expected to address an unmet need, including data with the combination to support claims for indications already granted to the beta-lactam agent alone would be welcomed.
Comment:

We’d like to understand why it seems to be limited to beta-lactam agents with new beta-lactamase inhibitors combos?  What about combos of any existing agent combined with any new agent, or even two existing agents, where at least one has a label approved?
	

	89-92
	
	Comment:

We welcome ongoing efforts to harmonise regulatory requirements in this area between EMA, US FDA and the Japanese PMDA.  
While this effort is greatly appreciated, we do find the EMA approach to defining non-inferiority margins as being both practical and consistent with standard medical practice and thinking. We hope that harmonization efforts in this area will still allow EMA to maintain their pragmatic approach.
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