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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)

	
	EFPIA welcomes the release of the 'Draft reflection paper on the wording of indication for medicinal products for treatment of type 2 diabetes’. EFPIA supports the need for rethinking the way that SmPCs are created, including a simplified section 4.1 and a structured presentation of efficacy and safety data in other sections of the SmPC.  EFPIA agrees that the EMA proposed simplified  indication:
· supports the needs of prescribers and health care professionals for consistent and structured information about the benefit and risks to support the decision about the treatment for individual patient
· does not challenge metformin first line status

· does not impact the number of trials performed by sponsors
· Reflects the real life situation where OAD monotherapy for newcomer products is becoming limited

· gives more importance to other sections of the SmPC 

	

	
	It should be noted that there are authorised products with a general indication for diabetes mellitus that apart from type 2 diabetes also include additional therapy in treatment of type 1 diabetes. For these products the proposed simplified indication wording would narrow the scope of the indication to diabetes type 2 only. Since the focus of this reflection paper is on the indication wording for products for treatment of type 2 diabetes, we assume that it will be possible to separate the different indications currently covered under the general term “diabetes mellitus” and retain the indication for type 1 diabetes.
	

	
	Below are specific comments followed by answers to the three questions in the discussion section 2.


	


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)

	Section 1
line 49-52
	
	Comment:

EFPIA welcome the general, simplified indication wording as the one proposed in lines 50-52, with the exception of the last sentence “Treatment algorithms from learned societies should be followed”.

Having to refer to a second document is not making things simpler for a prescriber.  Treatment algorithms may vary from country to country. The reference to treatment algorithms could make it challenging to differentiate strictly between on-label and off-label use, given the following elements: the different levels of details in the indication wording of individual type 2 treatments/products, the fact that treatment algorithms are continuously updated, different timing of updates of treatment algorithms by the respective societies. 
We would recommend not bringing together indication and treatment algorithms. Furthermore, the treatment algorithms are evidence based, and therefore don’t include newer classes of medicinal products. Hence, these guidelines allow only well-known and marketed medicinal products, which has been on the market for a longer period of time to be included.
In this respect the proposal included in Table 2 seems appropriate if the last statement is deleted. As a result, it is up to the individual treating physician to select the best possible treatment for their patients, based on scientific evidence, individual patient’s characteristics preferences and experience. It is expected that the simplified wording with the references to sections below, must allow for more detailed information in these sections (e.g. 4.2, 4.4, 4.5 and 5.1) in addition to what is seen in the current SmPCs. 
Proposed new table 2:

X is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus. [see sections 4.4, 4.5 and 5.1 for available data with respects to monotherapy and different combinations]. Treatment algorithms from learned societies should be followed. 


	

	Section 2,
Line 71-74
	
	Question 1

Such a simplified wording for the indication in section 4.1 of the SmPC might in particular imply for some prescribers that the product could be used as an alternative to metformin (“unrestricted monotherapy”) and therefore would challenge the first line status of metformin. Is this a concern? 

Comments and response

Given that there is a clear statement to refer to other sections of the SmPC for further details for monotherapy and combination therapy, there is not a concern about metformin treatment status in the treatment paradigm. 
The trend towards more individualized treatment calls for alternatives to 1st line metformin use in justified cases, e.g. initial combination treatment where patients on metformin alone are unlikely to achieve a near-normal target, e.g. patients with HbA1c ≥9.0% at baseline, or early insulin use (Inzucchi SE et. al., Diabetologia 2012; 55:1577–1596). 

	

	Section 2

75-76
	
	Question 2

Is it possible that a simplified wording of the indication could result in sponsors performing fewer studies compared to what is done today? 

Comments and response
Generally no; 
Sponsors are focussed on providing evidence required for marketing authorisation and reimbursement status. In addition, in order to be able to promote the product, a statement would be required in the product information, which means conducting the appropriate trials. 

Sponsors also perform trials to provide prescribers with information to make the best choices for their patients. This information is amongst others reflected in section 5.1. A simplified indication in section 4.1 will not make companies perform fewer trials because prescribers will still require information to support use in a broad population.

It is also unlikely that fewer trials will be conducted compared to what is done today, since  “combinations not studied” are listed in section 4.4 of the SmPC. However, it may no longer be realistic to investigate all existing combinations in the light of the evolving landscape of antidiabetic treatments. It is important to maintain transparent information on studied combinations in the SmPC, particularly in sections 4.4 and 5.1.


	

	Section 2, Line 77-79
	…………
	Questions 3  
What are other possible advantages and disadvantages (other than those reflected in the questions above) if a simplified wording of the indication were to be implemented for all products (i.e. those fulfilling the documentation requirements of the guideline as outlined above)?
Comments and response

No relevant disadvantages are identified. This proposed structure of the SmPC is also supporting international product information with similar approaches. 

With the simplified wording of section 4.1., it becomes very important that the information about safety and efficacy (e.g. 4.4, 4.5. and 5.1) is presented carefully and in a structured format.  
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