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Submission of comments on 'ICH E11 (R1) guideline on clinical investigation of medicinal products in the pediatric population' (EMA/CPMP/ICH/2711/1999)

Comments from:

	Name of organisation or individual

	EFPIA - Pär Tellner (par.tellner@efpia.eu)


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
	EFPIA welcome the revision of the ICHE11 guideline. We have identified the following main issues that would warrant more discussion and/or clarification:

· Paediatric oncology: it is suggested to add some introductory wording to highlight that approaches to paediatric research may differ between therapeutic areas (e.g. for oncology). This will broaden the document’s applicability to these patients (i.e., paediatric oncology patients: bigger differences in disease manifestation in paediatric subpopulations versus adults in certain cancers or combination therapy approach often used).
· Planning of paediatric development: In section 5 the guideline states that planning a drug development program for children should not start when the adult program finishes.  But it doesn’t give general guidance of when the paediatric program could begin. Some further clarification of the timing of paediatric development would be helpful.   

· Extrapolation and labelling: the guidance speaks of extrapolation in various ways. There may be instances in which labelling in paediatrics can be supported by extrapolation on PK only. If this is the case, it would be helpful for further guidance on the types of data that would enable such a scenario

· Extrapolation between adults and children: It would be helpful to have further guidance or examples of the appropriateness of assuming translatable disease state and/or drug disposition between adults and children since these assumptions set the basis for study design and the registration approach.  
· MID3/Modelling & Simulation: The current draft addendum is too high level with respect to the use of extrapolation /modelling and simulation (section 5.1.2) and doesn’t contain technical details or context. In order to provide the necessary context and background with respect to which M&S approaches  to consider, the current addendum should therefore refer to the MID3 (Model-Informed Drug Discovery and Development) framework and the associated publication on  good practices. These practices point out how the M&S approach should be detailed (assumptions /sensitivity analysis), linked in cycles of learning & confirming and documented (plans/reports) to inform both extrapolation and decision-making in paediatric development. Examples of application of MID3 framework to paediatric development are also provided in the supporting documentation of the publication and in associated presentations at EMA paediatric extrapolation workshop: Good Practices in Model-Informed Drug Discovery and Development: Practice, Application, and Documentation. The EFPIA MID3 Workgroup. CPT: Pharmacometrics & Systems Pharmacology. March 2016
http://onlinelibrary.wiley.com/doi/10.1002/psp4.12049/full 
· M&S section using a question format: It would help if the section was also using a question format similar to the one used for extrapolation; this would ensure consistency in approaches.
· Developing future ICH guidelines: EFPIA would welcome the drafting of a specific guideline that could provide more technical guidance, e.g. on extrapolation, on MID3 and on paediatric formulations.  
In addition, EFPIA have specific comments on the text as detailed in section 2 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)

	1. INTRODUCTION

	Line 41
	
	‘the foreseeable risks to which a paediatric participant would be exposed must be low’
Comment: 

Legal and ethical frameworks might differ across countries where the trails are conducted. In addition, special considerations must be met with regard to risk in paediatric studies. These often require a discussion between the regulatory agency and the sponsor. The wording should be flexible to allow these special considerations.

Proposed change (if any): 

the foreseeable risks to which a paediatric participant would be exposed must should be low
	

	Line 43
	
	‘Experimental interventions or procedures that present greater than low risk must offer sufficient prospect of clinical benefit’
Comment: 
see above

Proposed change (if any): 
“Experimental interventions or procedures that present greater than low risk must should offer sufficient prospect of clinical benefit”.
	

	Line 44
	
	‘This addendum does not alter the scope of the original guideline. ICH E11 (2000), including the present addendum (R1) is not intended to be comprehensive; other ICH guidelines, as well as documents from regulatory authorities worldwide, the World Health Organization (WHO) and pediatric societies, provide additional detail.’

Comment:

The guidance acknowledges that E11 is not intended to be comprehensive and other guidances/documents from HA’s, WHO and paediatric societies may provide additional details. Such an acknowledgement might detract from its utilization/adoption. Suggest adding “but complement;” after “not intended to be comprehensive”.

Proposed change (if any): 

… the present addendum (R1) is not intended to be comprehensive but to complement; other ICH guidelines, as well as documents from regulatory authorities worldwide, the World Health Organization (WHO) and paediatric societies, provide additional  detail.
	

	Line 45
	
	‘Likewise, the balance of risk and anticipated clinical benefit must be at least comparable to the available alternative treatments’.
Comment: see above

Proposed change (if any): 

Likewise, the balance of risk and anticipated clinical benefit must should be at least comparable to the available alternative treatments.
	

	Line 62
	
	‘A fundamental principle of drug development is the public availability of objective and unbiased clinical study results (…)’
Comment: 

Legal requirements across regions might differ which needs to be considered in the document.

Proposed change (if any): 

A fundamental recommended principle of drug development is the public availability of objective and unbiased clinical study results (...).
	

	2. ETHICAL CONSIDERATIONS

	Line 74
	
	‘What is the medical need in one or more paediatric populations that the drug could address?’
Comment: 

We need to understand the context of what is meant by “medical need”. Please clarify.
	

	Lines 74-77
	
	‘When clinical studies are required to obtain information relevant to the use of a medicinal product, such studies should be conducted in paediatric populations having the disease or condition for which the investigational product is intended, unless an exception is justified.’
Comment:
Clarify what ‘an exception is justified’ is referring to.  Is this a waiver not to do a clinical study or not to conduct the study in children with the disease or condition?
	

	Lines 77-80 
	
	‘Without a prospect of clinical benefit from an experimental intervention or procedure, the foreseeable risks to which a paediatric participant would be exposed must be low. The burden of a procedure or an intended intervention should also be minimized. Experimental interventions or procedures that present greater than low risk must offer a sufficient prospect of clinical benefit to justify exposure of a paediatric population to such risk’.
Comment: 

In the paediatric oncology setting there may not be many or any approved treatment options and the only prospect for clinical benefit might be from an experimental intervention or procedure. Under such circumstances it may not be possible for there to be low foreseeable risks. 
Additionally text should cover phase 1 studies of drugs for serious medical conditions with unmet medical need where the short duration of exposure to the IP inherent in many of these studies is unlikely to result in significant benefit to the study subject during the study, but could result in future clinical benefit to the study subject or patients with the same condition who would benefit from the generation of PK and PD data on the drug allowing it to proceed into safety and efficacy evaluation. Therefore revised lines 79-81 are proposed.
Proposed change (if any):

Without a prospect of clinical benefit from an experimental intervention or procedure, the foreseeable risks to which a paediatric participant would be exposed should must be low. The burden of a procedure or an intended intervention should also be minimized with due consideration to the benefit/risk to the paediatric patient and to the paediatric population that is being studied. Experimental interventions or procedures that present greater than low risk must should offer a sufficient prospect of present or future clinical benefit to justify exposure of a paediatric population to such risk.
	

	Line 82
	
	‘Are specific juvenile animal studies needed?’
Comment: 

ICH S11 is not ready to be referenced – but can we put some language here that nudges readers of this document to know that there is (or will be) a more specific place to go for information on juvenile animal studies.

Proposed change (if any): 

include reference to ICH S11with “* under discussion”
	

	Lines 82-83
	
	‘Likewise, the balance of risk and anticipated clinical benefit must be at least comparable to the available alternative treatments’.

Comment: Suggest rewording to reflect that the goal is to improve paediatric care and clinical benefit, through improved efficacy or lessening risks when compared with other available treatments. A reworded sentence is thus proposed.
Proposed change (if any): 
Likewise the goal is to improve paediatric care by either improving efficacy or lessening the risk when compared with balance of risk and anticipated clinical benefit must be at least comparable to the available alternative treatments (if any).
	

	Lines 92-93
	
	Comment: 
Reassessing the assent of a child should not be required for trials in which the child is treated for less than 1 year. For trials of longer duration the protocol should contain a justification on whether or not reassent would be required based on age of children, disease state etc., as the requirement to obtain assent multiple times may not be feasible once the treatment phase has ended.
Proposed change (if any): 
For trials with a treatment duration of more than 1 year, the protocol should contain a justification on whether or not reassessment of the child’s assent is required, depending on i.e. the age of the child, disease state etc.
	

	3. COMMONALITY OF SCIENTIFIC APPROACH FOR PAEDIATRIC DRUG DEVELOPMENT PROGRAMMES

	Line 104-106
	
	‘Multiregional paediatric drug development programs face specific challenges due to regional differences in paediatric regulatory requirements, operational practicalities, and cultural expectations.’

Comment: 

There could also be regional differences in Standard of Care 

Proposed change (if any): 

Multiregional paediatric drug development programs face specific challenges due to regional differences in paediatric regulatory requirements, operational practicalities, Standard of Care and cultural expectations.
	

	Lines 107-109
	
	‘Thus, timely and efficient drug development requires a common scientific approach for which the following key questions should be addressed’.

Comment: 
ICH E11’s acknowledgement that regional differences might limit the ability of health authorities to align on regulatory processes provides an opportunity for ICH to foster good regulatory practise via the encouragement of paediatric clusters such as that established in the paediatric oncology space.
Comment:

Terminology – The terms “addressed” and “discussed” are both used to discuss lists of questions. These questions are not applicable to all products and have been caveated with “should be”. One suggestion is to change these to “considered”, which would align it with the message that these are points to think about.

Proposed change (if any): 
Thus, timely and efficient drug development requires a common scientific approach and multiregional alignment of Health Authorities on proposed paediatric development plans for which the following key questions should be addressed considered.
	

	Lines 110-121
	
	Comment: 
Though acknowledged in lines 139 to 140 (‘Depending on the condition and treatment, it may be justifiable to include paediatric subpopulations in adult studies or adult subpopulations in paediatric studies’), the following consideration should be in this section: ‘Can some paediatric data be generated by broadening the eligibility criteria for age to include adolescent patients once the recommended phase 2 dose in adults has been established.’
Reference is made to the ASCO/FOCR/ASCO initiative to modernize eligibility criteria for clinical trials and the FDA publication in Clinical Cancer Research ‘Chuk et al. Enrolling adolescents in disease/target-appropriate adult oncology clinical trials of investigational agents DOI: 10.1158/1078-0432.CCR-16-1367 Published 25 October 2016.’

Proposed change (if any): 
Add the following question: 
Can the eligibility criteria in the adult clinical development program be broadened to include paediatric patients?
	

	Line 119
	
	‘8. Are there different formulations/dosage forms that will be needed for specific paediatric subgroups, both to facilitate an optimal dose-finding strategy, and for treatment of paediatric patients in different subgroups?’

Comment: 
An age appropriate drug delivery system  may also be crucial for paediatric drug development
Proposed change : 
8. Are there different formulations/dosage forms, delivery device that will be needed for specific paediatric subgroups, both to facilitate an optimal dose-finding strategy, and for treatment of paediatric patients in different subgroups?
	

	Lines 119-121
	
	Comment: 
It is important to consider also if there any new drug-drug interaction studies that might be needed in view of paediatric-specific concomitant drug administration for the disease or condition.

Proposed change (if any): 
Add a new question 
9. Are there new drug-drug interaction studies that will be needed to be conducted in view of paediatric-specific concomitant drug administration for the disease or condition?
	

	Line 123
	
	Comment: 
Along with scientific requirements, the question on feasibility must also be addressed (ref chapter 6.1 on line 266 and onwards). It is of no use to initiate a scientifically highly interesting investigation if impossible to find the suitable patients in reality. 
Proposed change:

Consider adding a specific question.
	

	Lines 127 - 129
	
	Comment: 
The guideline states ‘Therefore, a common scientific approach, not common regional requirements, is at the cornerstone of efficient paediatric drug development and timely delivery of safe and effective medicines for children.’

Differences in regional requirements are one of the biggest challenges in paediatric drug development. The guidance should be more specific on how common scientific approach could be achieved.’ 
Comment: 

Confusing statement.
Please rephrase to clarify the statement “a common scientific approach, not common regional requirements”
Some examples would be useful.
	

	4. AGE CLASSIFICATION

	Line 134-136
	
	‘Physiological development and maturity of organs, pathophysiology of disease or condition, and the pharmacology of the investigational product are factors to be considered’.
Comment:

It would be beneficial to add ‘natural history’ of disease or condition and ‘available/established treatment options’ as an additional factors to consider

Proposed Change:  

Physiological development and maturity of organs, pathophysiology and natural history of disease or condition, available/established treatment options, and the pharmacology of the investigational product are factors to be considered.
	

	Line136
	
	Comment: 
The statement that division into subgroups may be arbitrary and limits paediatric drug development should be made stronger and state that subgroups are only required when there is a scientific rationale to do so. A sentence is thus proposed to be added.

Proposed change (if any): 

…in paediatric studies. For each indication and each trial there should be a rationale on whether or not the trial population should be divided in chronological age groups. Division in chronological age groups should only be done when scientifically justified. Further the arbitrary division of paediatric subgroups…
	

	Lines 141-143
	
	‘Advances in medical care have led to better survival of high risk newborn infants, especially preterm newborn infants, which makes drug development research in newborn infants or “neonates” increasingly important.’

Comment: 

Neonate research may not be relevant for all conditions
Proposed change (if any): 

…increasingly important for certain conditions.
	

	Lines 147-148
	
	‘A rationale for the selection of a neonatal population in clinical studies should be provided’.

Comment: 

This sentence is unclear. It seems like there should be a rationale for the definition of the neonatal population for each study that includes neonates.

Proposed change (if any): 

A rationale for the selection of a definition of the choice of the neonatal population in clinical studies should be provided for each trial that includes neonates.
	

	5. APPROACHES TO OPTIMISE PAEDIATRIC DRUG DEVELOPMEMNT

	Line 150
	
	Comment: 

Suggest adding a reminder on the overall objective, in line with ICH E11 (2000)

Proposed change (if any): 

“…The concepts presented in ICH E11 (2000) Section 2.4 still apply, with the main objective being to generate information/improve labelling on the paediatric use of medicinal products.”
	

	Lines 157-158
	
	Comment: 

Edits proposed below to help to clarify the meaning of ‘early’ dialogue in this context. 

Proposed change (if any): 
Early Multi-disciplinary dialogue regarding the acceptability of such approaches with regulatory authorities is recommended during early phase clinical development in adults. 
	

	5.1 USE OF EXISTING KNOWLEDGE IN PAEDIATRIC DRUG DEVELOPMENT

	Lines 159-160
	
	‘The planning for development of the drug for children should not begin when development in adults reaches its conclusion’

Comment: 

The sentence could be slightly clarified, i.e., written in a positive way. 

Proposed change (if any):

The planning for development of the drug for children should not begin when before development in adults reaches its conclusion.
	

	Line 161
	
	Proposed Change:  

Chapter sub-numbering (5. and 5.1) probably not necessary without sub-chapter continuation (5.2. missing). Same comment applies to section 1, where there is only a 1.1. 

Rational: 

Readability/Structure
	

	Lines 163-164
	
	Comment: 

Suggest amending the sentence as proposed. There are multiple monoclonal antibodies that are being developed for as many as 3-4 different indications in the same paediatric populations.  Knowledge, particularly PK and safety data, from a group of children with JIA (for example) should be applicable to children with Crohn’s disease in the same age range.
Proposed change (if any):

Existing knowledge includes evidence already or concurrently generated with the drug under development in adult and paediatric populations with the similar same diseases or conditions.
	

	Line 165
	
	‘Existing knowledge also integrates nonclinical data, data about related compounds, disease pathophysiology, as 166 well as consideration of the developmental physiology of the paediatric population or subgroup’.

Comment: 
Each compound should be evaluated individually; suggest adding "if appropriate”

Proposed change (if any): 

…knowledge also integrates nonclinical data, data about related compounds (if appropriate), disease pathophysiology…
	

	Line 166-170
	
	‘A thorough understanding of the differences between paediatric and reference populations is required relative to the pathophysiology of the disease, available biomarker/ endpoints, organ systems physiology (i.e., renal, hepatic, central nervous system, skeletal,   and   immune   systems),   as   well   as   clinical   context   of   therapeutics,   and pharmacological behavior of the drug’
Comment:  

Please clarify when extrapolation may be appropriate – especially in instances when there are differences in disease between the adult and paediatric populations.
	

	5.1.1. THE USE OF EXTRAPOLATION IN PAEDIATRIC DRUG DEVELOPMENT

	Lines 188-191
	
	‘Where an extrapolation approach is scientifically justifiable, it should be a dynamic process that examines several factors including disease pathogenesis, criteria for disease diagnosis and classification, measures of disease progression, and pathophysiological, histopathological, and pathobiological characteristics that support the assumptions of similarity of disease and similarity of response to therapy between the paediatric and the reference populations’. 
Comment: 
What is meant by “dynamic process” here?

Please clarify.
Dynamic process of various dependent process factors with different orders of magnitude can be better assessed using quantitative-system pharmacology models. The guidance, however, does not mention whether such approach is considered acceptable for assessing potential differences of disease and response to therapy.
	

	Lines 197-200
	
	‘Support for the assumptions of similarity of disease and response to therapy, including exposure-response relationship, and prediction of an effective dose for the intended population, may be derived from existing data, published literature, expert panels and consensus documents, or previous experience with other products in the same therapeutic class.’
Comment: 

The current wording implies monotherapy treatment. Suggest adding "and regimen" to include a combination therapy approach, which is often the case in Oncology. And to also amend the sentence to reflect the fact that a different indication may be considered.

Proposed change (if any): 

Support for the assumptions of similarity of disease and response to therapy, including exposure-response relationship, and prediction of an effective dose and regimen for the intended population, may be derived from existing data, published literature, expert panels and consensus documents, or previous experience with other products in the same therapeutic class, or the same product directed at a different indication that can show similarity of exposure and exposure-response between the paediatric and the reference population.
	

	Lines 197-208
	
	Proposed Change:  

Please also consider extrapolation from a benefit and risk point of view.  Exposure response for paediatric patients shall be explored for efficacy, and safety when appropriate. If the extrapolation frame work is established, then the extrapolation shall be explored for efficacy, safety, and benefit and risk assessment.

Rationale: The concept for extrapolation in the guideline seems to follow the traditional drug development process, i.e., establish efficacy first and then prove safety.
	

	Lines 204-207
	
	‘When efficacy in the paediatric population can be extrapolated from data obtained in the reference populations, leveraging of safety data from the reference to the paediatric population may be utilized; however, additional paediatric safety data are usually required’.

Comment: 

If an investigational product demonstrates that there is no major difference in efficacy, safety and dose-response in adults across regions, and the safety of paediatrics is confirmed with appropriate doses in Region A, we would like to confirm that it is not necessary to repeat a safety clinical trial in the same paediatric population in other regions.
Comment: 

The text refers to ‘reference population’ and also refers to ‘as data in adults’.  Be consistent and just refer to reference population. Please revise accordingly.

Proposed change (if any): 

… additional paediatric safety data are usually required, as data in adults the reference population may only provide some information about potential safety concerns related to the use of a drug in the paediatric population.
	

	Lines 206-208 
	
	‘However, additional paediatric safety data are usually required, as data in adults may only provide some information about potential safety concerns related to the use of a drug in the paediatric population.’  

Comment: 

Please elaborate on any innovative ways that safety data might be collected, when efficacy is extrapolated
	

	Lines 209-222
	
	Comment: 

We would like to propose to add the below point in the framework of questions when extrapolation is considered in a paediatric drug development strategy.

Proposed change (if any):

· Is there an approval case of related compound which the extrapolation approach has been used for in the same therapeutic area?
	

	Line 210
	
	‘When extrapolation is considered in a paediatric drug development strategy, the following framework of questions should be discussed to assess what additional supportive data are needed’.

Comment:

Terminology – The terms “addressed” and “discussed” are both used to discuss lists of questions. These questions are not applicable to all products and have been caveated with “should be”. One suggestion is to change these to “considered”, which would align it with the message that these are points to think about.

Proposed change (if any):

…questions should be discussed considered to assess what additional supportive data are needed: ..”
	

	Line 214
	
	‘3. Is there a biomarker or surrogate endpoint in the reference populations that is relevant in the paediatric population?’

Comment:

Please add "clinically" before "relevant"

Proposed change (if any): 

.. in the reference populations that is clinically relevant in the paediatric population?
	

	Line 218
	
	‘5. What uncertainties do the existing data (e.g., clinical or historical data and published literature) have, and what uncertainties about the paediatric population remain?’

Comment:

Please add ‘and limitations’ after ‘uncertainties’

Proposed change (if any): 

5. What uncertainties and limitations do the existing data (e.g., clinical or historical data…
	

	Lines 223-224
	
	‘As evidence builds, the acceptability of the proposed extrapolation approach will need to be reassessed and it may be appropriate to change the extrapolation approach.’
Comment: 

It seems that the review and 'approval' of such extrapolation analyses or exercises can vary greatly depending on the individual reviewer from varying academic institutions.  Are there any efforts to streamline the quality and type of review as well as the 'acceptability' of such analyses across these independent reviewers?

Proposed change (if any): 

As evidence builds, the acceptability of the proposed extrapolation approach will may need to be carefully reassessed by relevant experts, including regulatory authorities during filing review, using a consistent, streamlined scientific approach to ensure an acceptable level of quality, and it may be appropriate to change the extrapolation approach.  
	

	5.1.2. THE USE OF MODELLING AND SIMULATION IN PAEDIATRIC DRUG DEVELOPMENT

	Line 225
	
	Comment: 

The term ‘MID3’ which was included in the ICHE11 concept paper has disappeared and was replaced by M&S.

It would be appropriate to address the point in the addendum to ensure consistency with MID3 and the term ‘MIDD’ currently in use at the FDA.
	

	Lines 246-248
	
	‘In paediatrics, it is particularly critical to consider the maturation of organ systems with the understanding that data from older subgroups may not necessarily be informative for the younger subgroups.’
Comment: 

What about the possibility of utilizing PBPK tools such as SimCYP to evaluate the impact of hepatic enzyme maturation to predict PK in paediatrics and/or potential (or lack thereof) for DDI's?

Proposed change (if any): 

Consider utilizing PBPK tools such as SimCYP to evaluate the impact of hepatic enzyme maturation to predict PK in paediatrics and/or the potential (or lack thereof) for drug-drug interactions.
	

	Line 247- 248
	
	‘Consideration should be given to the available centers willing to participate that have access to eligible paediatric participants, (…)’

Comment:

Please insert text as proposed below.
Proposed change (if any): 

Consideration should be given to ethical constraints in these populations that are not present in adult studies, such as the inability to collect blood samples in paediatric patients in a control arm for maintenance of double blind.
	

	6. PRACTICALITIES IN THE DESIGN AND EXECUTION OF PAEDIATRIC CLINICAL TRIALS

	Line 267-281
	
	Comment: 

To reduce the risk of committing to proposed paediatric development plans it is suggested that the guidance could acknowledge the utility of some form of feasibility assessment prior to presenting the proposed paediatric plan to Health Authorities.

In addition, there is no recognition in the Feasibility section that one of the main feasibility issues is that every country assesses different patient populations differently (For example - age of consent). Even with the best of endeavours many studies that start with a Master Protocol often end up with country deviations due to the differences in assessments by national groups.
	

	Lines 270-275
	
	Comment: 

Registries, in addition to clinical trials, may in some circumstances be used to generate data in paediatric patients. The additional wording shown below is included to address this.

Proposed change (if any): 
When studying paediatric conditions, it may be necessary to consider implementing clinical trial operational strategies, including, but not limited to, the use of paediatric research coordinating centres, the development of master protocols for clinical trials or registries planned and conducted in a collaborative manner to evaluate multiple therapies for the same disease or condition with a single control arm, and the enhancement of paediatric clinical research networks.
	

	Lines 275-276
	
	‘These operational strategies may be challenging to implement, but may result in improved feasibility and increase timely and efficient paediatric drug development.’
Comment: 

The guidance addresses aspects of feasibility considerations but does not comment on when studies are unfeasible.  For instance, if the novel therapeutic is being investigated in adults, but required to do conduct studies in an ultra-rare paediatric population, those studies may be unfeasible. 
Suggest adding additional guidance and perhaps epidemiologic criteria for when studies are unfeasible. 
Also, in the adult competitive space, many times there are multiple therapeutics being developed to treat the same disease.  With a limited paediatric population, Sponsors are required to perform studies competing for the same population which limits feasibility.  
Recommend adding additional thoughts on prioritization of molecules or considerations for the Sponsors in these common circumstances.  
	

	Lines 279-281 
	
	‘Strategies that foster input from children, their caregivers, and the advocacy communities can facilitate participation, recruitment, and acceptability of a clinical study.’

Comment: 

Please provide examples of possible strategies
	

	Line 286
	
	Comment: 
Age may not be the best patient attribute to determine the appropriate formulation development strategy.  Disease state, developmental factors etc… may be more relevant than age. Consider adding language to clarify age is only a surrogate for determining the appropriateness of a dose form, and that other factors may drive this determination
	

	Lines 287-288
	
	Comment: 

Please elaborate on how to assess potential paediatric endpoints in adult development program. Is this recommending including a small number of paediatric subjects in the adult program to explore paediatric specific endpoints?
	

	7. PAEDIATRIC FORMULATIONS

	Line 290-318
	
	“Adult dosage forms are not always appropriate for use in the paediatric population, and if a preparation for adults is used, it may pose a safety risk.  When paediatric considerations are not addressed early during the development process, the final medicinal product may require such manipulation for use in children that it increases the likelihood for inaccurate dosing and changes in stability or bioavailability. Examples of this include multiple small volume acquisitions from a vial designed for a single adult use, use of an opened adult capsule formulation or crushed tablets to administer a paediatric dose mixed with food, and breaking tablets that do not have a score line.  Therefore, planning for development of age-appropriate dosage forms for paediatric populations should be incorporated into the earliest stages of product development. When manipulations of the available form are unavoidable, measures to minimize the impact on dose accuracy, stability and bioavailability must be addressed.”
Proposed change (if any): 
Planning for development of age-appropriate dosage forms for paediatric populations should be incorporated into the earliest stages of product development to avoid medicinal product manipulation for use in children that increases the risk of inaccurate dosing, instability or uncharacterized bioavailability.  Age-appropriate dosage forms may include paediatric formulations or extemporaneous formulations based on the adult dosage forms, such as crushed tablets or sprinkles, of the contents of a capsule contents on food, or crushed tablets based on the adult dosage forms, provided that appropriate stability, potency, dose accuracy, bioavailability are demonstrated.  The instructions for creating and administering the extemporaneous dosage form studied in clinical development should be communicated clearly to the caregiver and patient in formal product labelling.  However, certain manipulations of adult dosage forms may not always be appropriate or even pose a safety risk for the paediatric population:  for example, breaking tablets that do not have a score line. When paediatric formulations development is not addressed early in the development process, the final medicinal product may require such manipulation for use in children that the risk is increased of inaccurate dosing, changes in stability or bioavailability.
	

	Lines 293-296
	
	Comment: 

Juvenile animal toxicity studies may not be predictive of long term safety in the paediatric population. The risk/benefit for the target product and indication must be considered when determining the need to conduct such studies.

Registries, in addition to clinical trials, may in some circumstances be used to generate data in paediatric patients. The additional wording shown below is included to address this.

Proposed change (if any):  

Planned collection of safety data in nonclinical studies, adult clinical studies regardless of dose or indication, registries, or data from other sources (e.g., M&S), should may serve to improve the design of paediatric studies and pharmacovigilance activities to address specific paediatric safety concerns.
	

	Lines 294-301
	
	Comment: 

There is no mention of the use of long-term clinical registries for collecting adequate safety data in children particularly in the long-term safety concerns around a) cognitive development; b) linear growth; c) bone density; d) fertility; e) effect on immune function.  This was part of solutions discussed at an FDA workshop in 2016. 

Section 6.3 could acknowledge the utility of registries and real world data as the basis for evaluating the long-term clinical aspects. It is thus proposed to add a specific sentence.

Proposed change (if any):

Add a sentence at the end of the paragraph acknowledging the potential utility of registries for the long-term follow-up of paediatric patients.
	

	Line 299
	
	Comment: 

Regular follow-up measurements seem to be requested for all paediatric trials. This is not feasible and poses a disproportionate burden on industry. There should be a limit to how long follow up can normally be requested and for which effects this can be requested. 

Proposed change (if any): 

Make section more specific
	

	Lines 314-315
	
	Proposed change: 

Administration of crushed tablets mixed with food is also mentioned in chapter 7.3 Palatability and acceptability (line 349-350).  Therefore, we recommend administration of crushed tablets be discussed only in one location (in chapter 7.3).  In connection with the potential use of the adult dosage form only the aspect of inaccurate dosing should be discussed.

The guidance should also state that the attribute(s) of taste/palatability are directed toward the risk of adherence. The determination of acceptability or palatability can be made with a determination on risk to adherence issues as opposed to taste alone.
Rationale: 

Clarification/Readability/Scope
	

	Line 315
	
	Proposed Change: 

It is important that in case tablets without a functional score must be split for paediatric dosing purposes, dose accuracy cannot be assured.

Rationale: 

It is not at all considered acceptable to break tablets that do not have a functional score line.  
	

	Lines 317-318
	
	‘When manipulations of the available form are unavoidable, measures to minimize the impact on dose accuracy, stability and bioavailability must be addressed.’

Proposed change: 
Please consider moving this line up so before the sentence referring to planning for development of age-appropriate dosage forms (line 315-316).

Rationale: 

Clarification/Readability
	

	Line 321
	
	‘In order to achieve the targeted drug exposure, more than one dosage form of the active pharmaceutical ingredient (API) or its strength may be needed to cover the range of paediatric  populations intended to receive the medicinal product.’
Comment: 

Proposed change for consistency.
Proposed change:

… more than one dosage form of the active pharmaceutical ingredient (API) or its strength may be needed to cover the range of…
	

	Line 329 - 330
	
	Comment: 

Consider avoidance of possible dosing errors with formulations e.g. prefilled syringes/auto injectors, guides etc.
Suggested text - 
Such approaches could include clearly marked administration devices designed for accurate measurement of the smallest dose volume and dose increments. Prefilled syringes or auto injectors could also be considered.
	

	Lines 361-363
	
	‘When developing a parenteral dosage form, compatibility with other commonly administered parenteral medicines or parenteral nutrition should also be investigated, as intravenous access is often limited in this population.’
Comment: 

The request to test compatibility of a parenteral dosage form with other commonly administered parenteral medicines or parenteral nutrition is not feasible because of the very broad range of parenteral medicines or parenteral nutrition being used globally in neonatal care. 
	


Please add more rows if needed.
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