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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 opportunity to provide input to this concept paper on the need for revision of the guideline and the fact that the Agency is using the opportunity of replacing the text referring to long-term safety and cardiovascular safety to also review other components of the guideline to account for the evolving diabetes treatment environment. 

	

	
	Globally harmonised definitions and requirements

EFPIA recommends that the definitions and requirements included in the next revised diabetes guideline are harmonised across Regulatory agencies (mainly EU and US) since it is key for the global development of new antidiabetic drugs.

	

	
	Outcome measures to assess benefits
EFPIA thanks the Agency for sharing the information that an assessment is ongoing of a patients’ group concern, that measures beyond HbA1c may be needed to evaluate treatment benefits and risks. 
EFPIA emphasises that it’s important to be mindful of the fact that HbA1c remains an objective, well-established and robust marker of efficacy. It is suggested to expand the margin of HbA1c referred to in section 4.2.2 from the present 0.3% (3 mmol/mol) to a range of 0.3-0.4% (3-4 mmol/mol) to have a global harmonised approach to global development of medicinal products for diabetes (e.g. FDA and PMDA accept this range.)

While assessment of HbA1c should remain the primary endpoint of interest, EFPIA recognises that other key components of diabetes management are important for patients’ efficacy, safety and well-being. They include associated hypoglycaemia rates and changes in body weight, both of which contribute to the overall benefit-risk assessment of a new treatment. In this respect consideration may be given to a discussion of the relevance of a composite definition for responders, e.g. proportion of patients reaching target HbA1c without hypoglycaemia (overall or severe) and weight gain (or weight loss, or without weight gain).

	

	
	Combination products

EFPIA recommends adding a section concerning the development of combination products (i.e. fixed combinations of two or more components) for diabetes, including new injectable treatments combining different drugs in the same injection device. Risks, challenges and recommendations concerning these combinations are recommended to be addressed in this section. 

Use of combination treatment, where treatments are added on, should be accepted based on a few combination trials with representative OADs, rather than requiring separate trials for all potential combinations with OAD(s) in alignment with FDA's draft guidance for industry. “Diabetes Mellitus: Developing Drugs and Therapeutic Biologics for Treatment and Prevention. Draft guidance 2008”. 
Trial requirements for combination of two active components should be aligned with FDA requirements. Development of fixed dose combination of components used as monotherapy should be based on assessment of PK/PD interactions and bioequivalence studies. If interactions cannot be ruled out, efficacy and safety studies may be needed to show that the combination is superior to each of the individual components i.e. for well-known substances where each substance contributes to the effect, PK/PD, assessment of interaction and bridging to relevant parts of individual components should be sufficient. Combination of antidiabetic drugs (e.g. OADs and GLP-1 receptor agonists) with insulin should be allowed based on a single add-on trial in alignment with FDA's draft guidance for industry. “Diabetes Mellitus: Developing Drugs and Therapeutic Biologics for Treatment and Prevention. Draft guidance 2008”.
 
	

	
	Paediatrics

EFPIA recommends that a paediatric addendum to the diabetes guideline is being developed. The addendum should provide guidelines about target groups, study design for both type 1 and type 2 diabetes mellitus (T1DM and T2DM). Requirements for paediatric patients with T2DM to be recruited should reflect availability of patients, as experience has shown that recruitment of paediatric patients is not always feasible. Reaching agreements between agencies have shown to be very difficult. Therefore joint advices between FDA and the Paediatric Committee (PDCO) should be encouraged before paediatric plans are submitted to limit the time to finalise the Paediatric Investigation Plan (PIP) and Pediatric Study Plan (PSP) and the initiation of the paediatric trials. The use of extrapolations within diabetes paediatric development is also highly appreciated, and some guidance is welcomed. The current version of “Guideline on clinical investigation of medicinal products in the treatment or prevention of diabetes mellitus” (section 5.4.2, Children) already specifically mentions extrapolation as an option for insulins, and EFPIA recommends that the part regarding insulins is left unchanged. For non-insulins (section 4.3.2, Children and adolescents), the current guideline claims that there are important differences between adolescents and adults "in several aspects of the disease" and therefore says that "it is in general recommended that separate paediatric trials should be carried out". EFPIA suggests the following text to be added after the recommendation to run separate trials: "However, as it may not be feasible to carry out large safety and efficacy trials in children and/or adolescents, extrapolation may be used where justified". 

	

	
	Gestational diabetes
EFPIA recommends adding dedicated guidance on clinical investigation of medical products in gestational diabetes. Could be as an additional subsection to the existing section 5.4 Studies in special populations or as a new section under section 6 Other potential claims in the existing diabetes guideline. 

	

	
	Other

For new routes of administration of insulin products, EFPIA recommends that there are no requirements for confirmatory studies in indications outside the target population applied for (e.g. T1DM vs. T2DM). Distinguish between T1DM and T2DM also in the paediatric populations.
	


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)

	18-21

	
	Cardiovascular safety reflection paper
Consistency on assessment of cardiovascular safety is highly welcomed and EFPIA supports replacing the majority of the text in section 4.4.3 Long-term safety and cardiovascular safety with references to the CV risk assessment guideline (ref. 7).

EFPIA recommends that the six CV topics mentioned below are considered for inclusion in the next revision of the CV risk assessment guideline (ref. 7).

1. CV indication

Potential ramifications with regard to future regulatory acceptance of separate indications for CV risk reductions need to be evaluated in the process of updating the guideline.
Diabetes specific aspects and guidance should still be anchored in the revised diabetes guideline. The diabetes treatment guideline should further address when use of standard of care is justified and when an active control is required and in particular use of a comparator with established cardiovascular benefit within the same product class.
2. CV endpoint

In EMA/CHMP/50549/2015 it is mentioned that the preferred safety endpoint for the meta-analyses and dedicated cardiovascular outcome studies is a composite of all major cardiovascular events (MACE): i.e. cardiovascular death, non-fatal myocardial infarction and non-fatal stroke and it is recognised that a homogeneous definition of MACE across studies is desirable but no definitions are proposed. When properly justified, the use of a composite MACE-plus endpoint including hospitalisation for cardiovascular causes (e.g. unstable angina, need for revascularization, acute heart failure/worsening of existent heart failure), transient ischemic attack (TIA) and sudden death could also be adopted. Apart of the outcomes mentioned above, the inclusion of all myocardial infarctions (fatal and non-fatal), all strokes (fatal, non-fatal), and all deaths should also be considered. Other possible composite endpoints could include (all deaths, all myocardial infarction, and all strokes). In this sense, it would be very helpful to include recommendations on standard definitions for cardiovascular outcomes to assure consistency and comparability between studies (e.g. as in Hicks KA. et al. Circulation. 2015;132:302-361). The adoption of standard definitions would also facilitate the adjudication process of pre-defined cardiovascular events by and independent committee.
3. CV safety profile

In the CV reflection paper in Section 4.1 the following statement is found “Data from the entire non-clinical and clinical development programme (e.g. atherothrombotic findings, fluid retention, heart rate, renal function, electrolyte homeostasis, LDL cholesterol, blood pressure) will be taken into account during the evaluation of the cardiovascular safety profile of new medicinal products for which it has been considered necessary to perform a more in depth assessment of the cardiovascular safety profile”. EFPIA recommends that the guideline includes suggestions for which parameters would be considered as clinically relevant. The rationale of the suggestion comes from the point of view that the examples mentioned in the paper may be considered as surrogate endpoints, some of these without a clear relationship with a change in prognosis and in most cases affected by several cofounding factors in the context of a clinical trial.  For e.g. heart rate might be one of these parameters. In addition to the comment above, it would be of interest in designing a clinical programme/study to receive from the guideline how would these parameters be defined. As an example, fluid retention and renal function may be characterized in several ways, each with different accuracy rates and prognostic factor.
4. CV outcome data 

It is recommended to include heterogeneity in “time on treatment” or “exposure” to the list of discussion points in the CV reflection paper in Section 4.2.1 as it is very often the (m)ITT sets are included and not the on-treatment patients including, in most cases, some noise in the interpretation of the results about whether a certain intervention has actually modified the risk.
5. CV outcomes

In the CV reflection paper in Section 4.5 the last paragraph mentions additional parameters that could be collected for “safety outcome” purposes. These parameters are well defined. Some parameters mentioned in the reflection paper are not well established as parameters with prognostic value in cardiovascular disease. Therefore, the guideline may refer (or focuses on) to traditional and modifiable cardiovascular risk factors in addition to any other well-established “surrogate” parameters (as considered in available guidelines). Though in agreement with the clinical investigation of changes in cardiac function, also considering functional testing is suggested. For e.g. 6-minute-walk test has shown some prognostic value and is used for follow-up in heart failure patients. However, biomarker testing may also be an option as several biomarkers are well characterized in the diagnosis and follow-up of cardiac function.
6. CV risk

In the reflection paper on CV risk assessment in Section 4.6 the last paragraph mentions: “The overall assessment of the cardiovascular risk and determination of need for any post-authorisation studies will always take into account the internal and external validity of the data (e.g. experience from other products within the class) and the overall benefit-risk balance of the medicinal product”. EFPIA recommends that the words “internal and external” are deleted as it is closely related to design of the study.

	

	34-38
	
	Beyond HbA1c (CGM, time-in-range)
Further guidance from the Agency regarding the importance of CGM related endpoints would be highly appreciated. It is recommended to update section 4.1.3.2 Plasma glucose in the current diabetes guideline to also reflect currently available devices for CGM, i.e. devices for CGM monitoring allowing for continuous glucose measurements accurate enough for insulin dosing, without the need for associated finger stick glucose measurements.
Given the importance placed on glucose variability by patient groups (particularly time spent out of the ideal range), EFPIA welcomes the Agency’s views on other endpoints components such as variability in glycaemia (CGM, time in range, 1,5-anhydroglucitol). 
In the light of recent studies demonstrating CV superiority in T2DM (Zinman et al., N Engl J Med 2015; 373:2117-2128; Marso et al., N Engl J Med 2016; 375:311-322), treatment of CV risk factors in diabetes patients other than glycaemic control are expected to get more attention in future diabetes treatment development. Text regarding the evaluation of potential cardiovascular benefits associated with medicinal products intended for the treatment of CV or metabolic diseases is recommended to be included in the updated version of the guideline, section 4.1.4 Other measurements of metabolic control, with more emphasis on relevant extra-glycaemic effects, guidance on patient population, "on-treatment" or ITT analysis, required superiority margin, etc.

	

	34-38
	
	Patient Reported Outcomes (PRO)
The inclusion of patient reported outcome (PRO) measures in an updated diabetes guideline is highly welcomed and will contribute to a more patient-oriented approach of the clinical research. EFPIA is welcoming further discussions on this subjects, and suggest discussion meeting and workshops to support more guidelines on the development and use of PRO instruments.
The clinical relevance of PROs is unquestioned in diabetes, with healthcare professionals and patients using published PRO data to inform treatment decision making (Reaney et al., Pharm Med 2015; 29:69-78). However, regulatory approvals for the inclusion in labelling of PRO measures are rare in diabetes. Except for dulaglutide, which includes a PRO claim other than self-monitored blood glucose profiles (treatment satisfaction and perceived frequency of hyperglycaemia and hypoglycaemia) in its approved SmPC, there is no other example. Other concepts, most appropriately measured using PROMs, and relevant in defining treatment benefit, include perceptions of weight and glucose variability, fear/anxiety related to diabetes/hypoglycaemia, physical health status, health-related quality of life (HRQL), and patient perceptions of benefit-risk. Although the Agency adopted guidance on HRQL in the evaluation of medicinal products in 2005, there have been no statements pertaining to this endpoint in SmPCs, despite frequent publication of HRQL data in pivotal studies (Reaney et al., Diab Res & Clin Prac 2016; 116:54-67). Multiple EMA guidance documents allude to PROs and PROMs in defining efficacy (e.g. cardiac failure, Crohn’s disease, psoriasis, sepsis), with recent guidelines on the evaluation of anticancer medicinal products in man including a dedicated appendix on the use of PRO measures in oncology studies (adopted 2016). 
EFPIA encourages the Agency to consider specifying which PRO concepts are perceived relevant in establishing benefit of glucose lowering therapies, and where possible, which PROMs meet the criteria for reliably and validly assessing the PRO concept of interest in their revision of the guideline on clinical investigation of medicinal products in the treatment or prevention of diabetes mellitus. 

	

	45-51

	
	Delay in onset/prevention of type 2 diabetes vs. pre-diabetes
EFPIA shares the Agency’s view about the feasibility challenges associated with the development requirements for a ‘Delay in onset/prevention of diabetes’ indication and recommends additional focus on disease progression and early aggressive treatment is added.

EFPIA appreciates the fact that the Agency is considering to also introduce guidance about the treatment of pre-diabetes and it is suggested to discuss the suitability of currently examined endpoints such as glycaemic effect at the end of the study.

	

	52-58
	
	Hypoglycaemia
EFPIA welcomes the objective to introduce a lower cut off for the definition of hypoglycaemia as symptoms of hypoglycaemia occur below a plasma glucose level of 3.1 mmol/L (56 mg/dL) in normal physiology. 

EFPIA believes that to support global development the definitions to be retained within the new guidelines are harmonised with those retained by other major regulatory agencies. EFPIA suggests the following additional classification of hypoglycaemia:

· Severe hypoglycaemia according to the ADA classification.

· Symptomatic BG confirmed hypoglycaemia: An episode that is BG confirmed by plasma glucose value <3.1 mmol/L (56 mg/dL) with symptoms consistent with hypoglycaemia.

· Asymptomatic BG confirmed hypoglycaemia: An episode that is BG confirmed by plasma glucose value <3.1 mmol/L (56 mg/dL) without symptoms consistent with hypoglycaemia.

· Severe or BG confirmed symptomatic hypoglycaemia: An episode that is severe according to the ADA classification or BG confirmed by a plasma glucose value <3.1 mmol/L (56 mg/dL) with symptoms consistent with hypoglycaemia.

· BG confirmed hypoglycaemia: An episode that is BG confirmed by a plasma glucose value <3.1 mmol/L (56 mg/dL) with or without symptoms consistent with hypoglycaemia.

· Severe or BG confirmed hypoglycaemia: An episode that is severe according to the ADA classification or BG confirmed by a plasma glucose value <3.1 mmol/L (56 mg/dL) with or without symptoms consistent with hypoglycaemia.

The cut-off of 3.1 mmol/L (56 mg/dL) is considered to ensure adequate specificity given that the ADA treatment target in adults for preprandial plasma glucose is 4.4-7.2 mmol/L (80-130 mg/dL) and that the FPG titration target applied in many of our development programme were/are 4-5 mmol/L (70-90 mg/dL).
EFPIA supports that hypoglycaemic episodes are to be classified according to the above proposed new classification of hypoglycaemia and the existing ADA classification (Seaquist ER et al: Diabetes Care 2013; 36:1384-1395). For paediatric trials it is relevant to use the ISPAD (International Society for Pediatric and Adolescent Diabetes) classification of severe hypoglycaemia in addition to the ADA (American Diabetes Organisation) classification of non-severe hypoglycaemia.
EFPIA welcomes the guideline also addressing the definition of ‘nocturnal hypoglycaemia’ which currently varies between sponsors and pharmacological agents. Input from patients as to what is the most appropriate time frame for defining ‘nocturnal hypoglycaemia’ may be of help.

	

	63-65
	
	Ketoacidosis

Provision of further information regarding the risk of diabetic ketoacidosis in T1DM and T2DM is supported where there is reason to believe that the drug may have an increased risk of causing this condition and the risk or magnitude thereof are not yet established. Standardized diagnostic criteria, including differentiation of ketoacidosis from ketosis and non-ketotic acidosis are suggested in these situations in clinical trials.
	


Please add more rows if needed.
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