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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 welcome this reflection paper and the sensible and pragmatic approach to the collection and reporting on off label use (OLU). In addition, the approach to use the Risk Management Plan (RMP) to document intended approaches to characterise OLU as appropriate to the disease area and the product is considered a pragmatic solution to a potentially complex problem.

Assuming the concepts outlined in this reflection paper are accepted by the EMA and relevant external stakeholders, we assume the next step would be to formalise this into guidance for industry.  If this step is initiated, we would appreciate additional consideration of the topics below when the content is formalised e.g. into a new OLU GVP Module, or transcribed into the relevant impacted GVP Modules. 

Areas requiring further clarity include: 
· Use of OLU with no adverse event (AE) in signal detection.
· Further consideration of the topic of OLU in the context of pregnancy and breastfeeding cases.
· Clarity on the analysis of OLU to be included in the PBRER, which is a global document using the Company Core Data Sheet (CCDS) as the Reference Safety Information (RSI) and where collection and reporting is based on a specific country label which may differ as use of a medicine and medical practice can vary by country.
· Clear expectations and guidance for staff collecting OLU without an AE.
· Appropriate consideration on location and presentation of this information in the PSUR and RMP.
Regardless of progress described above, EFPIA members are still unclear as to the value that can be derived from collecting information about OLU without an AE.  This is particularly important bearing in mind the significant effort to collect this data, in an environment where effort should be proportionate to risk.  Any further guidance should explain how the collection of this additional information would positively impact patient safety.    

Lastly, it is disappointing that the paper does not unambiguously address all the questions previously submitted by EFPIA, due to the continued possibility of varying interpretations across Competent Authorities, MAHs and inspectors.  Some of the general comments above reflect the questions previously submitted by EFPIA.
 
	


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)

	
	
	
	

	37-38
	
	Comment: 

The deleted text below may allow for additional competent authorities to impose differing national requirements in the future.  National requirements should be actively discouraged or there will be no value to this EU level proposal. 
Proposed change:

Some Member States may already have put in place specific national guidance regarding the notification by MAHs of practices of off-label use of medicines at national level; the draft proposal presented here should not be interpreted as preventing the fulfilment by MAHs of national obligations.

	

	52-54
	
	Comment:

As there can be confusion in the classification of “OLU, misuse, abuse and medication error”, we believe further detail in this section would be helpful.  We request a more complete definition of OLU, specifying that OLU is limited to situations where a medicinal product is prescribed by a physician, including a reference to the “EMA medication error guideline” section 5.2.6 which supports this. This would enable stakeholders to differentiate prescribed OLU from situations where patients or carers modify use on their own initiative (e.g. making an assumption that a lower dose improves tolerance, or higher than recommended dose on the assumption that this will increase efficacy).
Proposed change: 
Off-label use ‘relates to situations where the medicinal product is intentionally used (as prescribed by a physician) for a medical purpose not in accordance with the authorised product information‘. Additional clarity on this situation can be found in section 5.2.5 of the EMA “Good practice guide on recording, coding, reporting and assessment of medication errors.”

	

	57-58
	
	Comment: 
The edit below would be helpful to categorise the information received as an OLU occurrence, knowing that it may vary from a country to another. 

Proposed change: 

A different indication in term of medical condition than the one described in the authorised product information for that country;

	

	93-94
	
	Comment: 
Section to be clarified.  If OLU situation should be considered for each identified safety concerns, it should be based on a risk proportionate approach.

Proposed Change:
In such cases, potential or identified risks arising from the off-label use of the product should be considered for inclusion in the safety specifications on a risk proportionate basis.

	

	143
	
	Comment: 
To avoid confusion, it should be specified that quantification is based on information collected by the MAH only and that it may not be reflective of the ‘real world’ situation.  The ‘real world’ status of OLU is difficult to quantify, as it may be not reported by healthcare professionals (HCP) for e.g. actual or perceived legal reasons. 

Proposed change: 

Risk management planning based on the quantification of off-label use received by MAH in the context of particular risks and concerns.

	

	257-286
	
	Comment:

The EFPIA problem statement and questions were the basis for the creation of Reflection Paper and should be deleted when a final version is published. 
Proposed change:

We would suggest removing Annex 3 from the final document.

 
	

	279
	
	Comment:  

In addition to the EFPIA recommendations to include language in GVP VI we would also propose updates to modules V and VII to ensure consistency.

Proposed change: 

We would propose that further Q&A on this topic be published by EMA and suitable language inserted in to the next revision of GVP V, VI and VII to provide the necessary clarity for MAH and inspectors alike.
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