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1.  General comments

	Stakeholder number
(To be completed by the Agency)
	Reviewer  comment (if any)
	Author comments
(To be completed by the Agency)

	
	EFPIA welcomes the opportunity to provide input to the "Draft guideline on clinical investigation of medicinal products in the treatment or prevention of diabetes mellitus – CPMP/EWP/1080/00 Rev. 2” 

draft of 29 Jan 2018 and have the following comments:
	

	EFPIA 
	Key Comment: EFPIA supports the use of real world evidence data 

It is suggested that the scope of the guidance be extended from pre-marketing authorisation clinical development to include guidance on the use of real world data such as obtained via observational studies and other sources.

	

	
	Key Comment: EFPIA welcomes the inclusion of the estimands concepts in the document.  
In order to provide additional clarity regarding the targeted treatment effect, it would be beneficial to either use the framework as laid out in the draft ICH E9 addendum and/or explain further in a summary statement what the targeted treatment effect (estimand) is (for example):
· To include the impact of non-adherence to treatment in the treatment effect estimate,

· but not to include the potential positive impact of the effect of rescue medication in the treatment effect estimate.
Moreover, it would be helpful to describe which strategies are considered appropriate for handling various reasons for discontinuation of treatment. Most diabetic patients who discontinue treatment due to adverse events or any other reason will need to be switched to another anti-diabetic medication after discontinuation of trial product. Consequently, the data collected after discontinuation of trial product will reflect the effect of the new treatment. 
In addition, there are some statements made about modelling of data in Section 4.2.2.1. The current wording is a mixture between discontinuation of treatment and introduction of rescue medication. Also, reference is made to data from a placebo arm, when development programmes will include active comparator trials. It is suggested that modelling of the effect after initiation of rescue medication is based on data obtained in the placebo group in a scenario where medication was not introduced. Does the agency have a recommendation to the approach in active controlled trials where no placebo group is included?
Finally, it may be beneficial to state that modelling approaches should reflect that the start of rescue medication can be indicative of a decline in the patient’s health, lack of efficacy of the product or that the patient is not compliant and that this would be reflected as such in the analysis.
 It may be beneficial to include an additional statistics section in the document, which provides a description of points to consider when designing analysis plans, and to follow the same structure and level of detail  taken in the Guideline on the clinical investigation of medicines for the treatment of Alzheimer’s disease (CPCM/EWP/553/95 Rev. 2 – section 11)

Please see other comments on Estimands in section specific comments on the text.
	

	
	Key Comment: EFPIA welcomes the recognition that beneficial effects on long term complications (micro- and /or macrovascular complications):

· are not a mandatory requirement for the approval of a new medicinal product

· can be reflected in the product information (SmPC section 5.1),

as stated in Section 4.2.4. Effect on long term complications. 
Reductions in HbA1C levels are known to prevent microvascular complications as mentioned in lines 190-191. As such, it is not clear why a “first line unrestricted monotherapy indication” (lines 265-266) would require a long term controlled trial to a clinical endpoint rather than the control of HbA1C (see lines 384-385): “In addition, beneficial effects on micro and/or macrovascular endpoints and a well characterized safety profile (including data on long term safety) should be documented before a first line monotherapy indication would be considered approvable.” In addition, this requirement would increase the duration and sample size of the clinical trial to the point where patient’s access to new product innovation would be harmed. It may be more appropriate to require confirmation as a post-marketing requirement.

In addition EFPIA would like to underline those beneficial effects on micro and/or macrovascular complications deserve a more prominent place in the labelling than just documentation in SmPC section 5.1 as a pharmacodynamic characteristic of a medicinal product. 
This would be in line with the approach recently taken for PCSK9 inhibitor (evolocumab, Repatha®) where CV outcome data from a Ph3 CV outcome study (Fourier) has served as the basis for updating the indication section. Source: Repatha® EPAR, 2018
Many products treat diabetes, but beneficial effects on complications have not been investigated and/or demonstrated for all products. It is important that prescribers know which products can reduce the risk of cardiovascular complications and other serious complications. The importance is acknowledged in lines 173-177 of the guideline:

“Treatment of patients with type 2 diabetes should be based on a holistic approach in order to improve blood glucose levels and reduce the risk of both micro- and macrovascular complications. Even though the primary aim of the confirmatory studies with the glucose lowering agent is to demonstrate a favorable effect on blood glucose control, it is also important to consider effects of the test agent on other CV risk factors.”
Proposed change:
Beneficial effects of the drug on development of these complications in the intended target population can only be evaluated properly in large scale and long term controlled clinical trials and are not a mandatory requirement for the approval of a new medicinal product. but may be needed for a first line unrestricted monotherapy indication (see 4.4.4) in line 262-265.
If beneficial effects on micro and/or macrovascular complications have been documented in (parts of) the target population, such data may be included in the product information (SmPC sections 4.1 and 5.1). This would reflect that the treatment, in addition to improving glycaemic control, also has a documented effect on long term complications, both being part of the concept of ”treatment of diabetes” in line 267-268.

	

	
	Key comment: EFPIA welcomes the inclusion of the patient reported outcomes (PROs) in the document in section 4.2.5. 
The use of disease-specific patient, clinician, and observer-reported outcomes for diabetes is recommended as it may reveal important information on how treatment affects patient experience and health-related quality of life.  Suggest to clarify that this section relates to patient, physician and parent related outcome.

PROs are not only relevant to contextualize observed effects on measures derived from CGM monitoring and suggest to delete the sentence "Furthermore, such information will help to …………… normal range" in line 273-275.

Proposed change: (line 272 + 273-275)
Suggest to add "clinician reported outcome and observer reported outcome " to text in line 272, and to delete "Furthermore, such information will help to …………… normal range" in line 273-275.
	

	
	Key comment: EFPIA supports the definitions of hypoglycaemia to be standardized and welcomes the inclusion of the new standardized classification published by the International Hypoglycaemia Study Group referred to for hypoglycaemia in adults (Definitions, Hypoglycaemia, line 877). The advent of more widespread use of continuous glucose monitoring (CGM) and other diabetes technologies has led to other consensus groups addressing the need to have a common approach to the definition of glycaemic metrics including hypoglycaemia. The new classification published by IHSG is also supported by Learned Societies such as EASD, ADA, AACE, JDRF and ISPAD. 
The text defining the three levels of hypoglycaemia in the revised guideline is recommended by EFPIA to be aligned with the wording used in the publications from EASD, ADA, AACE, ATTD and JDRF i.e.:
Severe hypoglycaemia:
Based on the above references the text in line 883 is proposed to be changed to: 

Severe hypoglycaemia (level 3)

Clinically important hypoglycaemia:

Based on the above references the text in line 889 is proposed to be changed to: 

Clinically significant hypoglycaemia (level 2)
Glucose alert value:

Based on the above references the text in lines 892-893 is proposed to be changed to: 

Hypoglycaemia alert value (level 1)
A glucose value less than 3.9 mmol/l (70 mg/dl) and above or equal to 3.0 mmol/l (54 mg/dl). 
The relevant references to be mentioned are: 

· International Hypoglycaemia Study Group. Glucose Concentrations of Less Than 3.0 mmol/L (54 mg/dL) Should Be Reported in Clinical Trials: A Joint Position Statement of the American Diabetes Association and the European Association for the Study of Diabetes. Diabetes Care. 2017;40(1):155-7
· American Diabetes Association. Glycemic Targets: Standards of Medical Care in Diabetes-2018. Diabetes Care. 2018;41(Suppl 1):S55-S64.

· Abraham MB, Jones TW, Naranjo D, Karges B, Oduwole A, Tauschmann M, Maahs DM. Assessment and management of hypoglycemia in children and adolescents with diabetes. Pediatric Diabetes 2018; https://doi.org/10.1111/pedi.12698
· Agiostratidou G, Anhalt H, Ball D, Blonde L, Gourgari E, Harriman KN, et al. Standardizing Clinically Meaningful Outcome Measures Beyond HbA1c for Type 1 Diabetes: A Consensus Report of the American Association of Clinical Endocrinologists, the American Association of Diabetes Educators, the American Diabetes Association, the Endocrine Society, JDRF International, The Leona M. and Harry B. Helmsley Charitable Trust, the Pediatric Endocrine Society, and the T1D Exchange. Diabetes Care. 2017;40(12):1622-30
· Danne T, Nimri R, Battelino T, Bergenstal RM, Close KL, DeVries JH, et al. International Consensus on Use of Continuous Glucose Monitoring. Diabetes Care. 2017;40(12):1631-40.
Hypoglycaemia in children
The ISPAD definition of Hypoglycaemia in children presented in this version of the guideline (Definitions, Hypoglycaemia, line 899) is from an old version i.e. ISPAD 2009. The 2018 ISPAD hypoglycaemia guidelines have been harmonized with the IHSG. 

The relevant reference to be mentioned is: 

Abraham MB, Jones TW, Naranjo D, Karges B, Oduwole A, Tauschmann M, Maahs DM. Assessment and management of hypoglycemia in children and adolescents with diabetes. Pediatric Diabetes 2018; https://doi.org/10.1111/pedi.12698

  Therefore EFPIA recommends this section on "Hypoglycaemia in children" to be updated to reflect ISPAD’s 2018 guidelines. 
	 

	
	Key Comment: EFPIA welcomes recommendations on general design elements in section 4.4.4.1
With the increasing use of continuous glucose monitoring in clinical practice and as it can be shown  that reduction of glycaemia reduce long-term risk of development of microvascular complications, EFPIA believes that these newer ways of obtaining validated CGM data may justify the use of CGM data as primary endpoint when duly justified.
EFPIA therefore suggest to include "If justified, validated CGM data such as time in range and even hypoglycaemia data, could be used as primary endpoint in confirmatory trials." to the paragraph after line 342 (4.4.4.1. General design elements, "The primary endpoint should be HbA1c while secondary endpoints should include other measures of glycaemic control ……". and also  to the paragraph after line 572 in 5. 3.1 Efficacy criteria/Treatment goals/Methods to assess efficacy
	

	
	Key Comment: EFPIA welcomes recommendations on studies to be performed in children and adolescents with type 2 diabetes mellitus in Section 4.5.2
As the size of the population of children and adolescents with type 2 diabetes is limited and recruitment in several trials have shown to be extremely difficult EFPIA suggests the following text to be added after the recommendation to run separate trials (Section 4.5.2. Children and adolescents): " Extrapolation of adult data to adolescents and/or younger children may be used if appropriately justified to avoid exposing children to unnecessary clinical trials. This approach could also help address the feasibility issues of the limited paediatric patient population with Type 2 DM ( see section 5.5.2).”
as stated in E-11 and in Reflection paper on the use of extrapolation in the development of medicines for paediatrics (EMA, draft of  9 October 2017).
	


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)

	Lines 89-90
	
	Comment:
Non-insulin new therapies that in addition to insulin, may improve glycaemic control and/or reduce the risk of hypoglycaemia are being developed for the treatment of type 1 diabetes. Therefore,  it is suggested to modify  the existing sentence as follows

Proposed change: 

” …to be achieved by optimal insulin replacement therapy,   by addition of  non-insulin glucose lowering therapies in some patients, extensive education…”
	
	
	
	

	Lines 104-105
	
	Comment:

Cardiovascular risk reduction demonstrated in CVOT trials with glucose lowering medicinal products for the treatment of type 2 Diabetes mellitus has been reflected in the SmPC.

Proposed change: 

“…the reduction of macrovascular risk reduction for macrovascular complications is less certain. However, recent CVOT trials have demonstrated CV benefit with some glucose lowering medicinal products for the treatment of type 2 Diabetes mellitus. 

	
	
	
	

	Line 109
	
	Comment:

Section 2. Scope:
Please clarify if ATMP (advanced therapy medicinal products) such as e.g. stem cell therapy are in scope for this guideline. 


	
	
	
	

	Line 121
	
	Comment:
Addendum to ICH-E9 on estimands may be referenced to in the text.

Proposed change:

Add in the ‘3. Legal basis and relevant guidelines’ the Addendum to ICH-E9 on estimands.

Add references to the Addendum on lines 183-185, 202-204 & 206-210.


	
	
	
	

	Line 167
	
	Comment: 

Patients with diabetes who have previously failed to achieve glycaemic control on diet and exercise or have not required intensification while being treated with oral glucose lowering agents and not necessarily at an early stage of diabetes are the target population for monotherapy studies.

 Proposed change: 

  "Monotherapy studies are optimally conducted in patients with early stage of diabetes who have previously failed to achieve glycaemic control on diet and exercise or have had a short treatment course with glucose lowering agent or have not required intensification while being treated with oral glucose lowering agents."
	
	
	
	

	Line 170
	
	Comment: 

Usually the diet and lifestyle advice is done as per current practice at each site and it is individualized per patient’s needs. No attempt to provide the guidelines centrally. 

Proposed change: 

“Patients enrolled in the trials should be given similar instructions with regard to diet and exercise according to medical judgement and generally accepted clinical practice.”


	
	
	
	

	Lines 176-177
	
	Comment: 

In line with the spirit of this paragraph (“holistic approach”) the lowering of blood glucose should be evaluated in the context of the evolution of all complications of diabetes – any time this is possible - and not only in the context of the cardiovascular risk factors.

Proposed change:

“…it is also important to consider effects of the test agent on other CV risk factors the overall risk factors for the development of long term complications of hyperglycaemia.”
	
	
	
	

	Lines 195-208
	
	Comment: 

The following sentences in the document can be interpreted as conflicting statements. Line 195 suggest that the treatment effect estimate should target the effect when patients adhere to treatment, however line 206 (at least first part of the sentence) suggests that the treatment effect estimate should reflect the effect of treatment regardless of whether patients adhere or do not adhere to treatment. Suggestion to clarify.  

Proposed change:

Line 195  - ‘The actual adherence to treatment should be reflected in the target of estimation.’

Line 206 – ‘Data obtained after discontinuation of treatment are of principle interest for the estimand described above...’
	
	
	
	

	Lines 202-204
	
	Comment: “According to ICH E9 (R1), only confirmatory trials are in the scope for estimands and the following is stated in lines 191-192  “ ….HbA1c is an appropriate primary endpoint to support claim based on glycaemic control.” It is unclear whether the recommendations on the handling intercurrent events apply to other types of trials and other measures of glycaemic control than confirmatory trials with HbA1c as primary endpoint. EFPIA proposes to clarify. 

	
	
	
	

	Lines 205-210
	
	Comment: 

If the missing data were due to taking rescue medication, the values may be missing at random if earlier values were obtained; if the missing data were due to an adverse event, the data may be missing not at random. 
Proposed change: 
EFPIA  proposes adding the following concept to the paragraph: The reason for missing data (e.g. lack of data following study discontinuation or exclusion of post-rescue values) may be used to pose appropriate assumptions regarding the mechanism of missing data.  
	
	
	
	

	Line 212
	
	Comment: 

What is meant by “additional approaches” in line 212, (Section 4.2.2.1. Haemoglobin A1c) for non-inferiority trials? Is it “supplemental analyses” according to the draft ICH E9(R1) terminology or “other analytical approaches”? 

“Supplemental analyses” would allow for other estimands including “new” intercurrent events discovered through important protocol deviations/violations as well as other analytical approaches that target the same primary estimand. “Other analytical approaches” only allows for other analytical approaches that target the same primary estimand. EFPIA proposed to  clarify.

Proposed change (if any):  

Suggest writing “supplemental analyses” instead of “additional approaches”. 
	
	
	
	

	Line 215
	
	Comment: 

Section 4.2.2.1 Haemoglobin A1c

Suggest to state explicitly for the rationale that all intercurrent events are handled with the composite strategy. 

	
	
	
	

	Line 215
	
	The following statement 'The clinical relevance…': may trigger sponsors to develop trial protocols which target an HbA1C value ≤ 7 and/or 6.5 % in all subjects enrolled. In the aftermath of the ACCORD study, however, clinical treatment guidelines advocate patients must be treated to their own individualized target. Please consider rephrasing this paragraph in order to reflect this and thus avoid protocol dictated intensive treatment in enrolled subjects, who otherwise might have sufficed with a treatment target HbA1c of 8% according to present guidelines. 

Proposed change:  

The clinical relevance of the observed effect should be further justified by analysing in another treatment effect of interest assessing the difference in proportion of patients …….”

Add text regarding cut-off levels for elderly and for patients at high risk i.e. individualised targets as indicated in exiting ADA/EASD guideline.   
	

	Line 215 - 218
	
	Comment: 

It is noted that the HbA1c responder endpoint described in lines 215-218 (Section 4.2.2.1. Haemoglobin A1c) isn’t fully in line with the recommendations provided in the sections above for handling of intercurrent events for evaluation of HbA1c. Generally, it would be preferable to have the same strategies to handle intercurrent events when estimating the effect of treatment across glycaemic parameters including the proportion of patients who reached an absolute HbA1c value of <=7% and/or 6.5% as for the primary haemoglobin A1c endpoint. Therefore, it would be better if the guideline suggests as a primary approach a unified approach to handling of intercurrent events for glycaemic parameters. This statement may be followed with specific guidance on other relevant evaluations including the one currently stated.

Proposed change (if any):  

EFPIA suggest adding that a unified approach across glycaemic parameters in handling intercurrent events is recommended 
	

	Line 217
	
	Comment: 

General comment to the text: When "end-of-trial" is mentioned please rephrase to:  "end-of-trial (or other predefined time for assessment of endpoint" as done in line 194.

unclear “ without the use of additional medication” 

Proposed change: 

“…end-of-trial (or other predefined time for assessment of endpoint without the use of additional medication (e.g. rescue medication)…” 
	

	Line 219
	
	Comment:  

It is not clear how the "without the use of additional medication" plays into this estimand of proportion of subjects the tolerate and benefit long term unless having additional medication is assumed to be lack of benefit.

Proposed change:  

Change ‘such analyses’ to ‘This estimate of treatment effect’ and add ‘without the use of rescue medication’.


	

	Line 224
	
	Comment: 

Heading in Section 4.2.2.2 only mentions plasma glucose. 

Given the importance placed on glucose variability (particular time spent out of the ideal glucose range) it is recommended to add other glycaemic endpoint components such as variability in glycaemia (time in range by CGM/FGM, 1.5-anhydroglucitol). Other assessments might also include blood glucose.

Proposed change:

Revised heading to: 4.2.2.2 Plasma glucose and other glycaemic endpoint components and add to the core text: “In addition to the evaluation of the overall blood glucose control by HbA1c, at least 7-point capillary-blood glucose profiles (before and after each meal, at bedtime and potentially during the night) and other glycaemic endpoint components such as variability in glycaemia (time in range by CGM/FGM, 1.5-anhydroglucitol). ”
	
	
	
	

	Lines 227-228
	
	Comment: EFPIA  would welcome the revised guideline to also address the definition of ‘Nocturnal hypoglycaemia’ which currently varies depending on the sponsor and pharmacological agent. A standardized definition for adults would be of help, as for example “from 00am to 06am” as a suggestion. 

Proposed change (if any): see on comment above a suggestion for definition of ‘Nocturnal hypoglycaemia’.
	
	
	
	

	Lines 237-240
	
	Comment: 

Please clarify that the intent of the definition is to include patients who have either received rescue therapy or are withdrawn from treatment due to lack of efficacy as non-responders. 

Proposed change (if any):

...’withdrawn from treatment due to lack of efficacy...’
	
	
	
	

	Line 241
	
	Comment: 

Do not quite understand why this section 4.2.2.3 Insulin parameters only covers reduction in the need of insulin - could as well be reduction in other antidiabetic drugs (OADs) or drugs used for treatment of complications - e.g. less need for lipid lowering treatment 

Proposed change: 

Suggest to add new subsection "4.2.2.4 Lipid parameters".
	
	
	
	

	Line 249
	
	Comment: 

The sentence "Patients with a meaningful increase in concomitant treatment of use of rescue medication would be classified as non-responders.” This sentence is not only relevant to section 4.2.2.3. and suggest to include this in section 4.2.2.1 as well or move it to the introduction section 4.2.2.

Proposed change: 

Suggest to include this in section 4.2.2.1 as well or move it to the introduction section 4.2.2.
	
	
	
	

	Line 255
	
	Comment: 

"A new glucose-lowering agent should preferably show a neutral or beneficial effect on such parameters associated with cardiovascular risk.": The reference “such” is to other CVD risk factors such as LDL and BP. Whereas these are classical risk factors used in clinical practise, other novel biomarkers that serve as proxies for risk, differentiates risk, or represent true pathophysiological markers may also be added to better represent the forefront of clinical science aiming at precision medicine.

Proposed change: 

Suggest “novel pathophysiological or risk stratifying biomarkers” be added in text in 252-254. 
	
	
	
	

	Lines 273-275
	
	Comment: 

With regards to the new recommendation on the use of PROs, it is suggested to use of a broader, more encompassing terminology regarding the contextualization of the observed effects on measures from continuous glucose monitoring. A suggestion for the text revision is provided below.

Proposed change (if any): 

“Furthermore, such information will help to contextualise observed effects on measures derived parameters characterizing glycaemic control and safety measures derived from continuous glucose monitoring such as glucose variability, glucose excursions and time spent in normal range.”
	
	
	
	

	Lines 283-284
	
	Comment:

Please confirm if “capillary glucose” measurements refer to SMPG measurements.
	
	
	
	

	Line 286
	
	Comment: 

The text regarding the use of CGM states: "Currently these methods still require traditional blood glucose measurements for calibration……..". Some of the recently approved devices for continuous glucose measurement/flash glucose monitoring such as Abbott’s FreeStyle Libre, DexComm's G6 do not require calibration. 

Proposed change: 

“Currently these methods may still require traditional blood glucose measurements for calibration and it needs to be taken into consideration that glucose measurements from the interstitial fluid lag temporally behind blood glucose values.”       
	
	
	
	

	Line 293
	
	Comment:  

Refer to treatment satisfaction as that is the language of an instrument like TSQM.
Proposed change:  change ‘assess treatment burden’ to ‘assess treatment burden and satisfaction’
	

	Line 320
	
	Comment: 

FPG is proposed as the primary evaluation criterion for dose-ranging study. Probably PPG should be mentioned for drugs with a short duration of action.
	
	
	
	

	Line 324
	
	Comment: 

4.4.4.1. General design elements

As standard of care is not the same in all countries this indicates that background treatment will not be the same for all subjects included if the guidance text is to be followed - which for confirmatory trial likely will not be appropriate. Hence background treatment need in some way to be in alignment with the need for obtaining the indication(s).

Proposed change: 

Suggest to change text in line 333 and 336 from "standard of care" to "established therapy" since standard of care can differ between countries/regions in multiregional clinical trials cf. ICH-E17.  
	
	
	
	

	Line 341
	
	Comment: 

4.4.4.1. General design elements
Effect could also be on microvascular risk factors - e.g. albuminuria. 

Proposed change: 

Please add text to line 341 "and/or microvascular risk factors - e.g. albuminuria".
	
	
	
	

	Line 345
	
	Comment: 

It is suggested to expand the margin of HbA1c referred to in section 4.4.4.1 General design element in the current version of the guideline from the present 0.3% (3 mmol/mol) to a range of 0.3-0.4% (3-4 mmol/mol). The rationale for this proposal is to have a global harmonised approach to global development of medicinal products for diabetes; e.g. FDA and PMDA accept this range. The relevant margin will depend on the active comparator and will be justified and therefore it is recommended to include a range.
Proposed change (if any): 

When predefining a non-inferiority margin, it should be considered that even apparently small reductions in HbA1c have been shown to be clinically relevant in terms of risk reduction of diabetic complications. While a margin of 0.3% or 0.4% (3 mmol/mol or 4 mmol/mol) is generally considered as acceptable, the choice of the margin should always be discussed in the clinical context.
	
	
	
	

	Lines 346-347
	
	Comment: 

The sentence “Other factors to consider are the expected benefit over placebo for the active comparator and the details of the trial design” appears out of context of the previous statements on non-inferiority margin. EFPIA would welcome some clarification or editorial changes to make this sentence more interpretable.
	

	Lines 347-350
	
	Comment: 

In the reference to view a non-inferiority evaluation in the context of other long term benefits, this should not be limited to cardiovascular benefit but should include long term benefits on the onset and progression of long-term complications resulting from hyperglycaemia.

Proposed change:

“If non-inferiority cannot convincingly be demonstrated, it is necessary to balance the degree of the observed or potential inferiority against some other clinical advantage regarding e.g. safety, tolerability, compliance, and/or improvement in cardiovascular risk profile and/or long term benefits on the onset and progression of long term complications resulting from hyperglycaemia.”
	

	Line 351
	
	Comment:  

Suggest to soften the below statement for therapeutic exploratory studies
Proposed change: 

The study(ies) often will be composed of three periods (if applicable): should include:  a run-in period, a titration period  and a maintenance period
	

	Line 373
	
	Comment: 

Regarding the text in the parenthesis “(e.g. up to two years after diagnosis)': Suggest to delete this example as it could be misleading – patients with T2DM are often diagnosed many years after they have had the disorder.

Proposed change: 
Suggest to delete text in parenthesis. 
	
	
	
	

	Line 375
	
	Comment: 

Text in the parenthesis '(e.g. less than 8.5%': Suggest instead to recommend patients who are well-controlled on only one antidiabetic drug. Patients may be well-controlled because they are on multiple antidiabetic therapy, and it would therefore not be optimal (and not ethical) to set these patients on monotherapy. 

Proposed change: 

Suggest to delete the text in the parenthesis: "(e.g. less than 8.5% [69 mmol/mol])"
	
	
	
	

	Line 381
	
	Comment: 

Line 383-385 indicates that to get a first line treatment indication we need to: “ In addition, beneficial effects on micro/ and/or macrovascular endpoints and a well characterized safety profile (including data on long term safety) should be documented before a first line monotherapy indication would be considered approvable."

It is unclear why the requirement for the monotherapy indication is different from obtaining approval for an add-on or 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 change:

Suggest to delete the following sentence in line with comment above and those made in general comment: “In addition, beneficial effects on micro and/or macrovascular endpoints and a well characterized safety profile (including data on long term safety) should be documented before a firstline monotherapy indication would be considered approvable”.
	
	
	
	

	Line 398
	
	Comment: 

For this part and in general - it could also be the maximal effective dose based on the investigator assessment(s)  

Proposed change: 

Suggest to rephrase text in line 398 to read "… maximal tolerated, maximal effective or recommended dose".  

	
	
	
	

	Line 415
	
	Comment:

"Less frequently, patients already receiving insulin may benefit from adding another glucose-lowering agent." in section 4.4.4.4. Combination with insulin: This statement is unfortunate. In light of the effect of other glucose-lowering agents e.g. GLP-1 agonists and SGLT2 inhibitors all T2DM patients with insulin treatment should be re-evaluated for switch to another glucose-lowering agent or in combination with insulin. All new clinical evidence point in this direction. 

Proposed change: 

Suggest to delete “Less frequently,” in the sentence. 

	
	
	
	

	Line 425
	
	Comment:

"…. test agent should be added in patients with type 2 diabetes inadequately controlled on a reasonable dose of insulin…" in section 4.4.4.4. Combination with insulin.
Proposed change: 

Recommend to add the following text, after line 428: "If the effect of the test drug has been established in type 2 diabetes patients in other confirmatory trials, a general combination therapy with insulin claim should be allowed based on insulin added to patients inadequately controlled on a safe dose of the test agent."


	
	
	
	

	Line 430
	
	Comment: 

Do not understand why this is an insulin specific requirement - and in T2DM it should be known duration of diabetes

Proposed change: 

Suggest to revise text in line 428 to read: "Treatment groups should be balanced with respect to baseline anti-diabetic treatment" for clarity. 


	
	
	
	

	Line 440
	
	Comment:

Wording 'body weight': Consider to add 'waist circumference'.

Proposed change: 

Suggest rewording to read: "with focus on severe events, change in body weight and/or waist circumference." 


	 
	
	
	

	Line 443 and 633
	
	Comment: 
Gestational diabetes (GDM), Maturity Onset Diabetes of the Young (MODY), Latent Autoimmune Diabetes in Adults (LADA) and secondary diabetes are not described in the document  

Proposed change: 

EFPIA recommends adding dedicated guidance on clinical investigation of medical products in gestational diabetes (GDM), Maturity Onset Diabetes of the Young (MODY) and Latent Autoimmune Diabetes in Adults (LADA). Could be as an additional subsection to the existing Sections 4.5 + 5.5 "Studies in special populations" or as new sections under section 7 "Other potential claims"
	

	Lines 468-470
	
	Comment: 

Please clarify age ranges in this sentence:  “Currently, the incidence and prevalence of type 2 diabetes is very low in children ≤ 10 years of age. As the mean age of type 2 DM development in children is 13 – 14 years, it is recommended that trials be performed in patients 10 to less than 18 years old.”

Proposed change:

” …it is recommended that trials be performed in patients ≥10 to less than and <18 years old.” 

 
	

	Lines 485-487, also lines 643-644.
	
	Comment: 

It should be clarified that “significant safety concerns” should be based on data from the adult studies, and not simply theoretical concerns. In general, a delay in paediatric studies until after a product is on the market may undermine the ability to conduct an adequately controlled study due to the early “off label” use of the product by paediatric practitioners.
Specify what kind of postmarketing experience is needed to decide on initiating pediatric trials. For example, adequate risk characterisation or measurement of the effectiveness of additional risk minimization measures (PASS results evaluated).

Proposed change:

Lines 485-487: If significant safety concerns (based on data from adult studies) exist for a given medicinal product it is not recommended that clinical trials including children are initiated before post marketing experience in adults is available.


	

	Lines 495-498
	
	Comment: 

As currently written, it could be interpreted to mean that the special efforts should be limited to capturing influence on immune status, tumor-inducing effects and infections/inflammations (e.g. pancreatitis)

Proposed change: 

“This could include - but not limited to - possible influence on immune status, tumour-inducing effects and 497 infections/inflammations (e.g. pancreatitis).


	
	
	
	

	Line 512
	
	Comment: 

The age groups presented in line 512 (section 4.6.2. Hypoglycaemia) are not aligned with the age groups in section 4.5.1 and in section 5.5.1. The geriatric age groups mentioned in Sections 4.5.1 and 5.5.1 are aligned with ICH E7. 
Proposed change: 

It is therefore recommended to align the age group cut-offs mentioned in section 4.6.2. Hypoglycaemia line 512 with the cut-offs in Sections 4.5.1 and 5.5.1.


	
	
	
	

	Line 531
	
	Comment: 

"Anti-drug antibody incidences should be monitored over time."
Proposed change: 

Suggest to change text in line 530-531 to read " …should be assessed including antibody incidence …." to be aligned with text in line 670.
  
	
	
	
	

	Lines 564-565
	
	Comment:

“(see also section 4.2 concerning definition of the scientific question of 564 interest)”

Reference to section 4.3 could be added (for methods to assess efficacy).
	
	
	
	

	Line 569
	
	Comment: 

Same comment as to in Line 224: Given the importance placed on glucose variability (particular time spent out of the ideal glucose range) it's recommended to add other glycaemic endpoint components such as variability in glycaemia (time in range by CGM/FGM, 1.5-anhydroglucitol).

Proposed change: 

“In addition to the evaluation of the overall blood glucose control by HbA1c, at least 7-point capillary-blood glucose profiles (before and after each meal, at bedtime and potentially during the night) and other glycaemic endpoint components such as variability in glycaemia (time in range by CGM/FGM, 1.5-anhydroglucitol). ”
	
	
	
	

	Line 572
	
	Comment:  

It is unclear why only pediatric population is referred for CGM.  

Proposed change: 

Alternatively, continuous glucose monitoring could be considered, particularly in subgroups of patients with type 1 diabetes (e.g. paediatric patients) and in selected population with type 2 diabetes.

	
	
	
	

	Line 585
	
	Comment:

5.4.1 Pharmacokinetics

This is not always possible e.g. for once weekly insulins - so what is to be done in such situations?

Proposed change: 

Suggest to add "if possible" after “under development” in line 586.

	
	
	
	

	Line 639
	
	Comment: 

5.5.2 Children

"Since type 1 diabetes predominantly develops in children and adolescents": This is actually not a true statement. 

Proposed change: 

It would be more adequate to state 50% <age 30 and 50% >age 30. It would be better to acknowledge that the clinical context within which half of the patients with T1DM is particularly vulnerable and that this also impacts on clinical drug development.


	
	
	
	

	Line 648
	
	Comment:

CGM time in range should be allowed as primary endpoint if justified (see also Key comment). 

Proposed change: 

Suggest to add this in this section 5.5.2 Children
	
	
	
	

	Line 651 
	
	Comment:

Should 'ketoacidosis' be considered as an assessment parameter'?

Consider to add new subsection on ketoacidosis as safety aspect in Sections 4.6. and 5.6. 
	

	Lines 654-655
	
	Comment: 

A cross reference to section 4.6.2 and also to the definitions (lines 877-916) is required to emphasize the importance of using definitions of hypoglycaemia according to Learned Societies.

Proposed change:

“Incidence and rate of both overall and severe hypoglycaemia should be determined in all clinical trials (see sections 4.6.2 and “Definitions”.” 
	

	Lines 662-665
	
	Comment: 

This sentence and especially the phrase “provided that this is not achieved with simply allowing HbA1C to rise” is confusing. Also, not clear why this discussion is limited to insulin comparators. 

Proposed change: 

A relevant reduction of documented episodes of hypoglycaemia (especially severe events), particularly severe events, if studied in appropriately controlled clinical trials, could support a claim of superiority over the insulin used a s comparator provided that this is not achieved with simply allowing HbA1c to rise the lower incidence of hypoglycaemia is not associated with increased HbA1c with the investigational agent.”
	

	Lines 667-668
	
	Comment:  

Consider stating that this is important for monoclonal antibodies and siRNA.


	

	Line 705
	
	Comment:

Section 6, Non-insulin medicinal products…..: PROs are only mentioned in Section 4 for non-insulin type 2 products (i.e. section 4.5.2). However, assessment of PROs is also relevant for insulin products and non-insulin products for T1DM. 

Proposed change: 

Suggest to add PROs to both of these sections (i.e. Section 5 and 6, respectively. 


	 
	
	
	

	Line 711
	
	Comment: 

If ATMP (advanced therapy medicinal products such as e.g. stem cell therapy) are in scope for this guideline. 

Proposed change: 

Then the following comment is applicable: "In order to confirm such benefits, phase III studies should be placebo controlled and an initial run-in period….." This approach with placebo controlled studies might not be ethical when performing studies with some ATMPs (advanced therapy medicinal products such as e.g. stem cell therapy). Suggest to rephrase to "Generally, in order to confirm such benefits, phase III studies …. However, for new advance therapy medicinal products, placebo controlled studies may not be ethical and if justified active controlled studies could be accepted."


	
	
	
	

	Lines 720-722
	
	Comment: 

The proposed guideline provides the possibility to use composite safety-and-efficacy endpoint as secondary one. Such endpoints are relevant for the patient and prescriber, and incorporate benefit-risk balance in a single measurement.

Proposed change: 

Include the possibility to use composite safety-and-efficacy endpoints as primary ones. Consider the relevance of such endpoints also for insulin products (section 5.3.1), or even for type 2 diabetes mellitus (section 4.2.1) for products with severe identified risks.
“Defining a composite endpoint encompassing HbA1c decrease and risk of hypoglycaemia (e.g. “HbA1c <7% without documented symptomatic hypoglycaemia” or “HbA1c <7% without nocturnal or severe hypoglycaemia”) could be included as a secondary endpoint. Additional secondary endpoints may be considered if scientifically justified (e.g. time in range).”
	

	Lines 722-725
	
	Comment: 

Although patients with T1DM are usually more lean, weight gain related to insulin treatment is of concern for patients, therefore weight neutrality/weight loss is relevant to be assessed as a separate endpoint and also as part of the composite endpoint. Another important endpoint which has gained more attention in the clinical practice is blood glucose time in range, based on continuous glucose monitoring (CGM).

Proposed change: 

Include the possibility to assess weight neutrality/weight loss both as a separate secondary endpoint and as part of the composite endpoint. Include the possibility to assess glucose time in range as a secondary endpoint
	

	Line 756-759, and lines 797-798
	
	Comment: 

In general, the field of paediatric research is moving away from a routine “step down approach” to where there must be a justification for such an approach given the inevitable delay in making the product available to younger children. In other words, a “step down approach” should not be recommended unless there are specific safety reasons to adopt such an approach. 

Proposed change : 

For safety reasons, a A step down approach within the paediatric population is recommended only where a specific safety concern warrants this.  i.e. In the absence of such a safety concern, commencing studies in younger age groups only if efficacy and particularly relevant safety data are available from older subjects (e.g. 12-<18y, 6-<12 y ; 1-<6 y ). is not required.
	

	Lines 875-876
	
	Comment: 

The word “impaired” is missing.

Proposed change:

“In the absence of symptoms, diabetes/impaired glucose tolerance or impaired fasting glucose should not be diagnosed on a single glucose measurement but needs confirmation.”


	


Please add more rows if needed.
3.  Editorial comments 

	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 20
	
	Comment:
Section title inconsistent with section 6
Proposed change: 

'of novel glucose lowering medicinal products'
	
	
	
	

	Line 66
	
	Comment:
Section title is inconsistent 

Proposed change: 

Be consistent between use of 'medicinal products' and 'glucose lowering agents' also used previously
	
	
	
	

	Line 88
	
	Comment:
Type 1 diabetes is the result of autoimmune pancreatic beta cell destruction

Proposed change: 

Type 1 diabetes is the result of autoimmune pancreatic beta
	
	
	
	

	Line 108
	
	Comment: 

As stated in Line 106 in children and adolescents, the diagnosis of type 1 and type 2 is similar to that in adults 

Proposed change: 

“…between type 1 and type 2 diabetes in children and adolescents, see relevant guidelines…”
	
	
	
	

	Line 159
	
	Comment:
Clarify target population

Proposed change: 

Change to  '... representative of the intended target population'

	
	
	
	

	Line 162
	
	Comment:  

Randomization aims to balance factors but cannot guarantee it. 

Proposed change:  

Change ‘Randomisation should..’ to ‘Randomisation aims to balance…’


	
	
	
	

	Line 206
	
	misspelling:  ‘principle’ should be ‘principal’

	
	
	
	

	Line 227
	
	Comment: 

Please consider to spell out AUC first time mentioned.
	
	
	
	

	Lines 230-232
	
	Comment:

This paragraph would need to be clarified by providing a few more specifics.

Besides two minor revisions are proposed below for more clarity.

Proposed change: 

“Depending on the mode of action of the test agent and risk for hypoglycaemia of in the study population, particularly for nocturnal hypoglycaemia,…”


	
	
	
	

	Line 319
	
	Comment:  

Proposal to clarify “…at least 8 weeks and usually up to 3 months”

Proposed change: “…at least 8 weeks and usually up to 3 months 12 weeks”


	
	
	
	

	Line 509
	
	Comment: 

Text in section 4.6.2. Hypoglycaemia should be corrected from: "…self-monitored blood glucose (see also sections 5.6.1 and 8.2)."
Proposed change

 to: "…self-monitored blood glucose (see also sections 5.6.1 and Definitions)." Since there is no section 8.2 in the document.
	
	
	
	

	Line 512
	
	Comment:
“for” is the wrong preposition.

Proposed change:
“…stratified for by age”
	

	Lines 559-560
	
	Comment:

“(see section 4.5)”

Do you mean section 5.5?
	
	
	
	

	Line 660
	
	Comment:

“(see section 8.2)”

Section 8.2 does not exist.
	

	Line 718
	
	Comment: 

Spelling error in line 718 i.e. Hb1Ac
	
	
	
	

	Line 894


	
	Comment:

Suggest putting “it should be noted that ….. Therefore the use of other additional …...” together and in separate paragraph.  

Proposed change:

It should be noted that glycaemic thresholds for responses to hypoglycaemia vary and thus symptoms of hypoglycaemia can occur at higher glycaemic levels, in particular in patients with poor glycaemic control. Therefore the use of other additional glycaemic thresholds and capturing of symptoms suggestive of hypoglycaemic symptoms can be considered.
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