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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): 
Upon review, the Faculty of Pharmaceutical Medicine (FPM) believes that these guidelines are logical, clear and comprehensive, and provided flexibility for dealing with these complex new agents and rare diseases.
It is very helpful that the guideline gives clarification on certain points relating to the development of ATMPs that sponsors have had issues with, in the past. Such examples are: using terms like ‘Exploratory and Confirmatory Trials’ rather than Phase I, II & III etc., as this nomenclature does not logically fit with the clinical work for ATMPs (Summary, Sections 6.2, 6.3); advice on performing product comparability assessments during manufacturing and clinical development (Section S.2.6); use of animal models (Section 5.2); the ability to use data previously generated with other products relating to shedding and biodistribution assessments (Sections 5.3 and 5.5); and combination products involving ATMPs and Medical Devices (Section %.7). It is important that such clarifications are retained in the final guideline when it is completed
It is noted that the quality and preclinical sections include many recommendations which overlap with existing guidance. The current text should be carefully checked for consistency between existing guidance and recommendations made in this overarching guideline. If it is intended that this new guidance replace previous documents, it should be explicitly stated.
	Outcome (if applicable)

(To be completed by the Agency)

	
	
	


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)

	138 - 141


	
	Comment: There is much confusion amongst sponsors as to why extracellular vesicles and cellular fragments from human cells etc do not fulfil the definition of ATIMPs, yet it is stated in this section that the underlying scientific principles outlined may be applicable. It is recommended that clarification is given as to why such potential agents do not fulfil the definition of being an ATIMP, when after all they are derived from whole human cells, which do meet the definition. Such clarification would save resources and time both for the Agency and Sponsors who routinely seek clarification on an individual basis.

	

	158


	
	The wording … be consulted from all clinical trials….. should read ….. be consulted for all clinical trials.

	

	220


	
	For the statement ‘Data should be kept 30 years after the expiry date of the product’, it would be helpful to refer to Eudralex Volume 4 Guidelines on Good Manufacturing Practice specific to Advanced Therapy Medicinal Products.

	

	604-605


	
	Please could the particular guideline recommended to be consulted as stated in this section be referenced, so it is clear which Guideline should be consulted. 


	

	737-738


	
	It would be helpful to clarify the differences that would be allowed between the comparability testing requirements for the early phases of non-clinical and clinical studies and that for an approved product as stated in this sentence as this often causes much concern amongst sponsors.

	

	760


	
	S.3. Characterisation: It would be helpful to clarify which assays used during the characterisation activities need or do not need to be performed to GLP as again this often causes confusion amongst Sponsors.


	

	1759-1761
	
	Given the statement in this sentence relating to studying adults first prior to treating children in clinical studies, it would be helpful to have some guidance where a particular disease only affects children, what the Agency’s views are on treating older children first. This is sometimes difficult when the disease is rare and not many patients are available.
	

	1807
	
	Comment: It would be helpful to clarify that major changes in the manufacturing process are defined as those which are likely to affect either the efficacy or safety profile of the product in humans. It would be helpful to provide examples of such changes (if any are known). Many ATMPs are investigated in orphan/ultra-orphan indications and data from early trials may well be an important fraction of the total supplied to support marketing authorisation. In addition, if the manufacturing change made has little impact on measures used to assess comparability of the end product, it seems unlikely that a clinically recognisable change in clinical properties would ensue. For these reasons, it does not seem appropriate to suggest that a separate clinical investigation would be necessary prior to starting wider use, particularly if the product is continuing within an investigational clinical trial program (as opposed to post marketing use). It may be preferable to suggest that applicants consider the potential impact of major manufacturing changes on the efficacy/safety profile observed following use of various batches used throughout the clinical trial program and to describe any changes noted within the IMPD/IB/MAA as appropriate.
Proposed change: suggest inserting “preferably” or “ideally” (and deleting the word “that”) so that the text becomes: “In case major manufacturing process changes are implemented which affect product attributes which may critically affect the efficacy or safety of the product the impact of the change should be clinically evaluated preferably before – or, as part of an early clinical safety run in assessment, during – confirmatory trials.”

	

	1809
	
	6.2.2 Safety and Tolerability Objectives: Although there is a section on Contraceptive Measures in this draft Guidance Document, there is no mention of what should happen if a patient becomes pregnant. Clearly the safety monitoring and reporting applied to patients involved in clinical studies involving non-ATMPs would be used for patients in ATMP clinical studies. However, there have now been cases, particularly in clinical studies investigating the use of GTIMPs in children with inherited eye diseases, who have now grown up, reach adulthood and had children of their own. Therefore, it would be helpful to mention in the draft guideline, what if anything, should be done with this information about patients who after treatment do become pregnant and have children.

	

	1900
	
	Comment: The pharmacodynamic objectives section (6.2.6) describes a PD biomarker but does not offer further guidance on qualification.   

Proposed change: Please provide further guidance on the level of assay verification/validation considered appropriate for the data to be included in a submission (and/or cross refer to other guidelines)


	

	1945
	
	Comment: The abbreviation “TEP” (tissue engineered product?) is used for the first time without previously been written in full or listed in the abbreviations
Proposed change: write TEP in full the first time and include in abbreviations

	

	1949
	
	Comment: The following requirement could be problematic for ultra-orphan diseases such as rare inherited metabolic disorders (e.g. metachromatic leukodystrophy): “As for any conventional medicinal product, any non-validated endpoint or surrogate endpoint, such as novel biomarkers, would have to be validated in a prospective study before being used in confirmatory clinical trials” However, there are many ways in which a biomarker endpoint might be justified. For example, the validity of the marker as an indicator of a potential clinical response might be qualified using retrospective analysis of an untreated population. In a clinical trial incorporating both a clinical outcome and the marker of interest, linkage between the change in the marker and the clinical outcome within the same trial should then be suitable to qualify subsequent use of the biomarker as a surrogate marker in future studies/for early identification of response in post marketing use.  It is proposed that applicants be warned that the relevance of any outcome measure proposed will need to be justified.
Proposed change: Suggest amendment to:  The use of non-validated endpoints or surrogate endpoint, such as novel biomarkers, should be justified. Where appropriate the GUIDELINE ON CLINICAL TRIALS IN SMALL POPULATIONS CHMP/EWP/83561/2005 should be followed.  

	

	1957
	
	Comment: This sentence seems to be circular. 
Proposed change: Suggest changing to “Risks should be monitored during the confirmatory clinical trials to allow continued refinement of risk prevention and minimization measures.”

	

	1982
	
	Things other than cells, vector or virus may persist. 
Proposed change: Suggest changing text to “ATMP persistence is assessed by looking for evidence of the presence of cells, vector, virus, DNA, proteins or other products…”

	

	1915
	
	Minor grammatical suggestion 
Proposed change: from “Confirmatory studies should be in accordance to the existing general guidelines” to “Confirmatory studies should be in accordance with the existing general guidelines”


	

	1932
	
	Minor grammatical suggestion
Proposed change: from “…including a justification on the validity of the registry data…” to “…including a justification for the validity of the registry data…”


	

	1955
	
	Minor grammatical suggestion
Proposed change: from “a long-term follow-up plan of the patients should be provided” to “a long-term follow-up plan for the patients should be provided” or “a plan should be provided to follow up patients long-term” 

	

	1969
	
	Minor grammatical suggestion
Proposed change: from “Long term efficacy and safety follow-up and long-term monitoring of patients treated with an ATIMP needs to take into account…” to “Long-term efficacy and safety follow-up and long-term monitoring of patients treated with an ATIMP need to take into account…”

	

	1985
	
	Minor grammatical suggestion
Proposed change: from “Follow-up of patients should be more intensive in first two years after treatment” to “Follow-up of patients should be more intensive in the first two years after treatment”

	

	
	
	There are other similar very minor grammatical points throughout the text
	


Please add more rows if needed.
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