[image: image1.png]O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

25 August 2022
Submission of comments on Reflection paper on data required in confirmatory studies of medicinal products for the treatment of Type 2 diabetes – EMA/240473/2022
Comments from:

	Name of organisation or individual

	EFPIA


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 provide input to the topics described in the “Reflection paper on data required in confirmatory studies of medicinal products for the treatment of type 2 diabetes – EMA/240473/2022” of 10 May 2022 on the data requirements with respect to confirmatory studies (section 4.4.4. in the draft “Guideline on clinical investigation of medicinal products in the treatment or prevention of diabetes” Rev. 2 draft of 29 January 2018 [CPMP/EWP/1080/00 Rev 2]), and for certain claims in the wording of the therapeutic indication (section 4.1 of the Summary of Products Characteristics)). 

EFPIA have the following Specific comments (please see below):

	


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)

	54-55
	
	Comments and rationale:

4th bullet “….demonstrate maintenance of effect over at least 12 months”:

A more precise definition is expected for the requirement. Time period to be clarified; we understand that the 12 months aim at the overall assessment period from baseline to end of months 12 as specified in the paragraph thereafter. 
Proposed changes:
Please specify the meaning of “maintenance”: It is our understanding that some effect of the new active drug observed at week 52 would fulfil this requirement. And is “maintenance” referred to here to the absolute delta vs the comparator or to the lowest level achieved without any rebound?

	

	104
	 
	Comments and rationale:
“1) Is it still relevant to reflect the first line status of metformin in the therapeutic indication?”
Given that worldwide diabetes guidelines e.g. ADA/EASD give recommendation to start after Diet and exercise with Metformin, if tolerated, the need of the monotherapy study should only be a recommendation instead of a mandatory requirement, unless a 1st line monotherapy study would be intended by the applicant.
In our view it is no longer relevant to reflect the 1st line treatment of metformin, given that ADA/EASD standards recommend individualized treatment approaches, taking into account the individual risk of profile a patient and the cost effectiveness of a recommended treatment. Moreover, in specific patients a priori initiation of a combinational drug is even recommended. Therefore, the prominent position of metformin is no longer in line with scientific knowledge and clinical practice.
Furthermore, some treatment guidelines (for example, the 2019 ESC Guidelines on diabetes, pre-diabetes, and cardiovascular diseases developed in collaboration with the EASD) recommend that other agents (GLP-1 RA or SGL2i) should be used in treatment naïve people with Type 2 diabetes with established CV disease or heart failure.  
In addition, it is unclear why the requirement for the monotherapy indication is different from obtaining approval for an add-on/combination indication. As HbA1c is acknowledged as a valid biomarker, a head-to-head comparison against metformin demonstrating non-inferiority (or superiority) with respect to HbA1c should be regarded as sufficient.
Proposed changes:
Thus, in the wording of the therapeutic indication it is no longer relevant to have only metformin as first line, and as such the language should be generalised.
We also suggest to generally remove the requirement of intolerance or contraindications to metformin before other anti-diabetic treatments can be used as first line treatment

	

	105-107
	
	Comments and rationale:
“2) With respect to glucose lowering effect; is it still of value/necessary to require a direct comparison to metformin or would a comparison to another approved treatment or even a comparison to placebo be enough to ensure a satisfactory glucose lowering effect?”
As above, since metformin might not be the relevant first line treatment for all patients and the efficacy and safety profiles of established treatments are well known, there is sufficient scientific data for having other established first line agents as the comparator in monotherapy studies.
If the objective of a trial is only to assess the treatment for use as monotherapy with respect to glucose lowering effect a randomised placebo-controlled trial is regarded as sufficient. As metformin, in the future, is not regarded as the standard of care/established therapy for all patients with type 2 diabetes who would benefit for initiation of glucose lowering treatment, a requirement for a head-to-head comparison to metformin to obtain a monotherapy indication is difficult to justify. However, head-to-head trials comparing the treatment with monotherapy indication will likely be done to assess potential treatment differences both in treatment naïve patients and as add-on to other background treatment, but this should not be regarded as a requirement for approval.

Proposed changes:

Suggest deleting the specific requirement for a head-to-head trial with metformin for a monotherapy indication. Instead mention one or a few other established first line agents (than metformin).

	

	108-111
	 
	“3) With respect to other benefits; Should a product have to show a documented effect on diabetes complication, i.e. on micro- and/or macrovascular endpoints to support an unrestricted monotherapy indication? Can other benefits, even if unrelated to diabetes control, e.g. lowering of body weight, justify a first line treatment?”
Comments and rationale:

Non-glycaemic benefits (either effects on co-morbidities or on long-term clinical outcomes) are relevant to decision-making for individual patients, however they should not be the basis for constraining the monotherapy indication as being restricted or unrestricted.
Considering the particular situation of monotherapy indication, to demonstrate benefit on diabetes complications might not be feasible. However, added clinical benefit such as weight loss, or even prominent benefit in QoL may be sufficient to support monotherapy treatment for certain populations. 
Furthermore, as HbA1c is a valid and accepted biomarker and the amount of evidence which supports that improvement in HbA1c is linked to reduction of both micro- and macrovascular complications it should not be a requirement to demonstrate beneficial effects on long-term diabetes complications. If such data are required, it will have large implications for the duration of trials and number of participants in the development program which will have impact on the development of new treatments of type 2 diabetes. 

In addition, it is unclear why such data would be required for monotherapy and not for combination therapies, the latter being a segment including more patients with complications. The use of other biomarkers is regarded as upsides but not as such the main objective/endpoint for the treatment of type 2 diabetes.

Proposed changes:

Delete the requirement regarding a documented beneficial effect on diabetes long-term complications for a monotherapy indication.


	

	112-115
	
	“4) If benefits on micro- and/or macrovascular endpoints are no longer required; would this mean that sponsors will perform fewer studies (e.g. studies to document effects on such endpoints)…………………………………………?”

Comments and rationale:

As benefits on micro- and/or macrovascular complications can be included in the Summary of Products Characteristics and have implications for the general usability/attractiveness seen both from a patient, prescriber and payer point of view sponsors would most likely have an interest in conducting such studies in the post-approval phase, if not done as part of the IIIa/IIIb development program. This interest is further supported by the implication of changes in major treatment guidelines such as ADA’s Standards of Medical Care in diabetes.

As per EMA’s “Reflection paper on assessment of cardiovascular safety profile of medicinal products”, the evaluation of potential cardiovascular benefits associated with medicinal products intended for the treatment of diabetes with a CVOT is not required. Ultimately, the mechanism of action and profile of a new agent will guide the need for larger outcome studies and the number of clinical trials. In some cases, proof of CV safety may still be needed for new mechanisms of action. 
If no CV safety signal has been identified during the early clinical and preclinical programs, generation of long-term data on CV effects and / or microvascular parameters could be generated through pooled analysis and post approval studies, instead of conducting a dedicated pre-approval CVOT. Based on existing evidence sponsors strive to show benefit beyond improvement in HbA1c, which may include post approval studies.

In general, the impetus to conduct additional studies (not only CVOT/longer-term studies) to support a claim remains the same. Such studies are still of scientific and clinical importance to support appropriate positioning of drugs in a landscape of individualised therapy. 
Proposed changes:
In line with the EMA “Guideline on clinical investigation of medicinal products in the treatment or prevention of diabetes” Rev. 2 draft of 29 January 2018 there should be no requirements for a dedicated cardiovascular outcome trial for new products indicated for treatment of type 2 diabetes, if the development programme (i.e., pre-clinical, phase II and phase III data) showed no suspicion of increased CV risks. This is in accordance with both the EMA reflection paper and the pre-approval recommendations in FDA’s guideline (USFDA Guidance for Industry Diabetes Mellitus – Evaluating Cardiovascular Risk in New Antidiabetic Therapies to Treat Type 2 Diabetes Dec 2008). Furthermore, the choice of comparator for CVOTs (placebo or an active comparator) is beyond the scope of the diabetes guideline
The same should be the case for microvascular complications. Micro- and/or macrovascular risks should be assessed based on the pre-clinical studies and phase II and III confirmatory studies. If a signal for increased risk is seen, then studies should be considered. In line with FDA, it is proposed that a separate micro- and/or macrovascular indication is granted when a diabetes drug has shown such benefit. The current EMA approach referencing data in other sections does not provide a clear message to prescribers and should be modified in line with the approach taken by FDA where the indication is granted when a beneficial effect has been demonstrated.

	

	146-156
	
	Comments and rationale:
The preferred choice is Option 1, to have a more general indication wording with reference to section 5.1 showing which studies have been completed. This would provide some flexibility and would give the physicians opportunity to align practice with clinical guidelines, as well as the studies that have been conducted as described in section 5.1.
This wording would include, but not explicitly state, initial combination therapy. The rationale for this option would be that if a certain combination has been studied in a later line of treatment and been found efficacious and with an acceptable safety profile, it could also be used as initial therapy if supported by treatment algorithms developed by learned societies or if a prescriber finds a specific patient eligible for such a treatment (this treatment strategy would be in line with some statements in ref. 2.) 
Option 1 is also preferred as the benefit/risk profile would at least be the same for a treatment naïve subject as the risk would likely not increase as type 2 diabetes is progressive and patients in general are regarded as more fragile if the disease has progressed. 
Proposed changes:
Change the claim to “in combination with other glucose lowering agents” – with a reference to section 5.1 of the SmPC and highlight that this includes initial treatment when justified.

	

	157-162
	
	“Option 2”
If a sponsor aims for the indication “in combination with other glucose lowering agents”, or a specific initial combination therapy indication, studies in previously (medically) untreated patients would need to be included in the data package. If not, the indication would be “add-on to other glucose lowering agents”. The outcome measures and duration of such studies would need further consideration, and proposals from external stakeholders are welcomed.”

Comments and rationale:
Please refer to comment for Option 1 above. 

	

	164-179
	
	Comments and rationale:
We support that the text in line 166-175 taken from section 4.4.4.4. Combinations with insulin in the “Guideline on clinical investigation of medicinal products in the treatment or prevention of diabetes” Rev. 2 draft of 29 January 2018 can be deleted, since it can be covered by the section “Add-on (or combination therapy)”. 
As insulin has no maximal tolerated (might not be known in individual patients) or recommended dose it would be relevant for such patient groups to use a wording regarded as a stable and maximal effective and tolerated dose.

Proposed changes:

Delete the two paragraphs (line 166-175) as suggested. However, as insulin has no maximal tolerated (might not be known in individual patients) or recommended dose it would be relevant for such patient groups to revise wording to e.g. stable and maximal effective and tolerated dose in the “Add-on (or combination therapy)” section 

And in the “Add-on (or combination therapy)” section the specific studies needed to quantify the HbA1c reduction and provide guidance on the additional expected benefits provided by the new compound when added to insulin or when insulin is added to the new compound should be described. 


	


Please add more rows if needed.
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