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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

29 October 2021
Submission of comments on Guideline on core SmPC, Labelling and Package Leaflet for advanced therapy medicinal products (ATMPs) containing genetically modified cells – EMA/CAT/CHMP/158266/2021
Comments from:

	Name of organisation or individual

	EFPIA


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)

	
	There are several subsections in approved CAR-T regarding pre-treatment premedication and monitoring. Should these sections be harmonized as well (so should the guidance provides details for these subsections)?
	

	
	Line 40-43 (Section 3; Legal basis): 

States the following: “The guideline on SmPC and QRD product information templates and other reference documents should be read in the context of this guideline”. Does this mean that the QRD PI medicinal product template (V10.2) https://www.ema.europa.eu/en/documents/template-form/qrd-product-information-annotated-template-english-version-102-rev1-highlighted_en.pdf for “other” medicinal products should be read in conjunction with this guideline? The wording “in the context of this guideline” is ambiguous. We assume this draft QRD Guideline for modified cell therapies is intended to be used in combination with the existing QRD v10.2. Suggest to re-word as follows “together with this guideline” or “in conjunction with this guideline” to make clearer.
	

	
	If it is intended that the core wording be adopted retrospectively for products approved before the guideline comes into place, it would be helpful to specify this in the introduction.
	

	
	Throughout the document, where CD34+ is given as an example, use preferred format “CD34+” (+ in superscript). 
	

	
	There could be better clarification of content in terms of dose and number of units in which the dose is provided
	

	
	For gene therapy products, it can get quickly incomprehensible for patients when you are trying to explain which kind of product this is. 
	

	
	Line 33-38 (Scope)

Comment: 

Section 2 (Scope) - According to the scope, this guideline covers medicinal products containing genetically modified cells, allogeneic or autologous, incl. viral vector modified and genome edited cells.

The two examples are ATMPs, where the genetic modification is directly linked to the therapeutic effect. In the scope of this guideline it is not mentioned whether ATMPs, that contain genetically modified cells for manufacturing purposes in the development of the cell therapy or the tissue engineered product, should also follow this guideline.

Proposed change (if any): 

It could be helpful to further specify the scope of the guideline to include this type of ATMPs. For example, include the following statement: “All types of genetically modified cells are included, whether the modification is directly linked to the therapeutic effect or it is intended for other purposes”.
	

	
	The amount of labelling information for the carton box/label could pose a problem for multi-lingual packaging, as is common in the EU.

It would be helpful to limit the information or to have a default derogation for these type of ATMP’s that English can be used instead of the national languages.

This is to avoid that companies would need to apply for individual derogations and delay the commercialisation of the product.
This would also facilitate production/labelling => less complexity and faster patient access which may be critical for cancer treatments.
As these are normally products used for hospital use only, by specifically trained staff, this shouldn’t pose a problem.
	

	
	In section 4.5 <Live vaccines:  provide example language with respect to immunosuppressive regimen patients would be on for allogeneic cell-based therapies/.
	

	
	Bracketing convention should be included, e.g. to add:
Bracketing convention:
{text}: Information to be filled in 

<Text> to be selected or deleted as appropriate.
	

	
	For sections of the QRD template that have not been incorporated into Core SmPC template, such as Annex II, please clarify that the reader needs to go back to the QRD template.


	


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)

	ANNEX I - SUMMARY OF PRODUCT CHARACTERISTICS

	1. NAME OF THE MEDICINAL PRODUCT

	53, 708, 784, 832, 916
	
	JOIN – has been defined as 'nomenclature for lot number', but this is a unique identifier for a patient’s cells and not connected to the 'lot' (batch number). The JOIN is used internally by BMS to uniquely identify patient cells from collection through infusion; it is used in combination with patient identifiers and lot to maintain a single chain of identity throughout a treatment. 
Proposed to delete JOIN as it is internal nomenclature for the more general term ‘COI ID’.
	

	135- 137
	
	<This medicinal product is subject to additional monitoring. This will allow quick identification of new safety information. Healthcare professionals are asked to report any suspected adverse reactions. See section 4.8 for how to report adverse reactions.>

Consider incorporating “[For medicinal products subject to additional monitoring ONLY]” as recommended in the package leaflet section pages 25 and 31.
	

	152
	
	Future products may include more than two types of cells, so propose to change text to ‘two or more’.

‘In those cases where there are two or more types of cells responsible for the therapeutic effect the strengths should be separated by a slash ‘/’ as would be done for a fixed dose combination product e.g. {X} ≥ 4 × 106 cells / ≥ 4.5 × 106 cells dispersion for infusion.’
	

	160-162
	
	Provide an example of amount per volume (partial use), e.g., ≥ 4.5 × 106 cells/mL dispersion for infusion.
	

	2. QUALITATIVE AND QUANTITATIVE COMPOSITION

	2.2 Qualitative and quantitative composition

	180 - 213


	
	The descriptive examples included for autologous cells were helpful, but it makes the guidance seem very specific for a specific cell-based therapy rather than a general guidance for all cell-based therapies.  Consider to provided examples that are not T cell based, and for allogenic cells-based therapies with respect to section 2.1, 2.2, 4.2. 
	

	203


	
	In section 2.2 Note that allogeneic cells would not be patient-specific.
	

	213
	
	“located <inside the lid of the cryoshipper used for transport>>” to be made more general:

<located inside the lid of the cryoshipper used for transport> <accompanying the material DP batch for treatment>  
	

	227
	
	Same as line 223

“located <inside the lid of the cryoshipper used for transport>>” to be made more general:

 <located inside the lid of the cryoshipper used for transport> <accompanying the material DP batch for treatment>  
	

	<Excipient(s) with known effect:>

232
	
	[Cryopreservative content should be listed here.]

Consider adding green text example of sodium to sentence.
“[e.g. sodium]”
	

	235
	
	Please consider incorporating device language as in the leaflet guideline: “if the medicine is an advanced therapy medicine which contains medical devices or active implantable medical devices, a description of those devices and their specific origin should be provided in line with section 2.2 of the SmPC” and how to handle the device if considered necessary.


	

	4.  CLINICAL PARTICULARS

	4.2 Posology and method of administration

	Posology

249 -251
	
	In line with currently approved CAR T products, propose to: 

· Add any limitations to treatment, e.g., in a qualified treatment centre only; limitations on appropriate personnel to direct and supervise the administration, including any training requirement; any additional medications and/or equipment that must be available at time of infusion.

· Add that information on any pre-treatment, e.g., lymphodepleting chemotherapy is included in the Posology section as well as information on pre-medication, post-infusion monitoring as applicable.


	

	252


	
	In addition to autologous use mentioned in Section 4.4, healthcare providers should also be informed that the medicinal product is intended for autologous use only at the start of section 4.2 under ‘Posology’. 

Proposed change (if any): 

<{X} is intended for autologous use (see Section 4.4).>
	

	255-259


	
	The descriptive examples included for autologous cells were helpful, but it makes the guidance seem very specific for a specific cell-based therapy rather than a general guidance for all cell-based therapies.  Consider to provided examples that are not T cell based, and for allogenic cells-based therapies with respect to section 2.1, 2.2, 4.2


	

	255
	
	add "injection":
Treatment consists of a <single><multiple> dose(s) for infusion/injection containing a {pharmaceutical form}> of CAR-positive viable T cells in <one><or more>{container(s)}.
	

	257-258
	
	“The target dose is {total amount of cells per dose} CAR-positive viable T cells within a range of {n} [dose or dose range] CAR-positive viable T cells.”
Not clear instruction. Proposal: “The target dose is <{n} [total amount of cells per dose]><within a range of {n} [dose range]> CAR-positive viable T cell”
	

	263
	
	add "injection":

“Treatment consists of a <single><multiple> dose(s) for infusion/injection containing a {pharmaceutical form} of viable CD34+ cells in <one><or more> {container(s)}.”
	

	266
	
	Minimum dose may not be applicable depending on product, suggest to add statement along these lines: “If the product contains less than {n} million CD34+ cells/kg, the treating physician should make a decision whether to proceed with administration, based on an individual benefit risk assessment.”
	

	271
	
	“The dose of {X} should be determined on the patient’s body weight at the time of infusion” 
This is intended for the section on CD34+ cells only and it shall be replicated under the CAR-T cell product section as well.

	

	272
	
	Propose (Where applicable) incorporating sentence clarifying that the treatment must be administered in a qualified treatment centre by a physician with experience in the treatment of <X>
	

	273
	
	Paediatric population:

why is only considering the "paediatric population"?

Suggestion: 

Special population

- Patients with immunodeficiency virus (HIV), hepatitis B virus (HBV) and hepatitis C virus (HCV) infection

- Elderly

- Paediatric population


	

	273
	
	Comment: 

The posology section includes a placeholder for paediatric population; however consideration should be given to expanding this placeholder to cover special populations where dedicated information on the use and outcomes of ATMPs/CAR T therapies could be informative. 


	

	274
	
	Comment: 

Section 4.2 Posology and method of administration – Paediatric population: Please consider to add more guidance for a standardised sentence.

Proposed change (if any):

More guidance for a standardised sentence should be included.
	

	275

Method of administration


	
	Comment:

Annotated QRD template states under 4.2 “Explanatory illustrations may be included, if necessary, especially for advanced therapy medicinal products”.

Proposed change (if any):

Add a shortened version of this comment also in this GL under 4.2, e.g.:

[Explanatory illustrations may be included, if necessary].


	

	277
	
	[Product specific]

Please consider incorporating recommendations in green, such as:

-preparation;

-administration;

-precautions to be taken before handling or administering the medicinal product, possibly with reference to Section 6.6;

-etc.
	

	277
	
	[Product specific]

Example for autologous cells could be added here to state the following e.g:
<Before administration, it must be confirmed that the patient’s identity matches the unique patient information on the <TRADENAME> container. The total number of containers to be administered should also be confirmed with the patient specific information e.g. Lot information sheet (LIS) or Release for infusion certificate (RfIC) (see section 4.4)>

	

	277
	
	Suggest new subheading below - whilst frequency and duration of monitoring will be described in section 4.4, any instruction for immediate monitoring should also be provided in section 4.2:

<Monitoring immediately after administration>
	

	278-279
	
	Comment:

Some general subheadings are missing in the template

· Precautions to be taken before handling or administering the medicinal product (SmPC section 4.2) 

Proposed change (if any):

Please consider the addition of these subheadings
	

	279
	
	Detailed information on the method of administration of the product may be included in SmPC 4.2, as such, the reference to section 6.6  should be modified. 

Proposed change (if any):

For full details on the administration process and detailed instructions on preparation, accidental exposure and disposal of {X}, see section 6.6.
	

	4.4 Special warnings and precautions for use

	291
	
	Please consider incorporating a new section on “Reason to delay treatment”
	

	Traceability

292-296
	
	The traceability statement proposes that the batch number and the name of the treated patient should be kept for a period of 30 years after expiry date of the product. ‘After expiry date of the product’ has not been included on the labelling for cell therapy products so far and it is unclear why the expiry date should be the point of reference, rather than the patient treatment date.


	

	294


	
	In section 4.4 Traceability.  Provide example applicable to allogeneic cells.  Would traceability need to go back to the donor cell?
	

	294
	
	Suggest new sub-heading below. Whilst this is described in QRD v10.2 it is of particular interest to modified cell therapies so may be helpful to add:

<Interference with serological testing>


	

	<Autologous use

298
	
	Suggestion to to add both "autologous use" and "allogeneic use".
Currently there are only autologous CART treatment, i.e. based on the patient's own cells. However, there is lots of research ongoing to develop also allogeneic CARTS, i.e. manufactured from cell of healthy donors. So far no allogeneic CART approved, but it could be the future as they can be prepared on stock and not on demand. 
	

	300
	
	Section 4.4 - under Autologous use, the wording 'X is intended solely for autologous use and should under no circumstances be administered to other patients'. The QRD does not generally recommend using the word 'should' as it is difficult to translate.
As the wording ‘for autologous use means not to be administered to other patients’, proposed wording:

‘X is intended for autologous use only.’  

	

	302
	
	add "injection":

{X} is intended solely for autologous use and should under no circumstances be administered to other patients. {X} must not be administered if the information on the product labels <and><lot information sheet><release for infusion/injection certificate> <do><does> not match the patient’s identity.>
	

	Blood, organ, tissue and cell donation

317
	
	Should DMSO be considered an excipient and therefore this information should be included in the appropriate guideline “Annex to the European Commission guideline on ‘Excipients in the labelling and package leaflet of medicinal products for human use’ (SANTE-2017-11668)”?
	

	<Long-term follow-up>

330-331


	
	It would be helpful to understand the background to the wording included here in relation to the inclusion of patients in a registry/long term follow-up scheme and the reason for the wording to be included in section 4.4 (i.e. special warning and precautions for use) of the SmPC. The EMA Guideline on safety and efficacy follow-up and risk management of ATMPs (revision 1) was released in February 2018 for consultation however it is currently still in draft. Therefore the current version of the guidance in place is dated December 2008 and pre-dates the 2012 PV legislation and associated GVP modules.
	

	4.5 Interaction with other medicinal products and other forms of interaction

	<Live vaccines>

335


	
	Provide example language with respect to immunosuppressive regimen patients would be on for allogeneic cell-based therapies/. Any considerations for mRNA vaccines associated with real world evidence use of this vaccines?
	

	344-346
	
	Please clarify if the 6-week period is referred to all products or that that time period would be specified for each product on a case-by-case basis. If the latter, it should be stated ‘x’ weeks instead of ‘6’
	

	<Paediatric population>

349
	
	Please compare line 349 with the text in line 337 "No interaction studies have been performed". This is in contrast with the text proposed under the paediatric populations section. 

Suggestion to remove text in line 349 or add as green text in case applicable
	

	4.6 Fertility, pregnancy and lactation

	351
	
	Comment:

Some general subheadings are missing in the template

· Women of childbearing potential/contraception (SmPC section 4.6)

Proposed change (if any):

Please consider the addition of these subheadings
	

	351-355
	
	Include reference to relevant guidance on use of GMO, CAR-T, viral vector modified or genome edited cells. For example, in Lines 348 -349 there is text that DDI studies will be done only in adults. If there are similar expectations for studies in humans for pregnancy, fertility or lactation, please add suggested text in the guidance document

A new section should be included, possibly in Section 4.4 (Line 287) or Section 4.8 (Line 364) on Accidental Exposure with guidance on when additional W&P might be needed and suggested text on what would be expected for HCPs, patients and / or caregivers in such circumstances (this could be aligned with text that appears in Section 6.6, Line 498). Since it is likely that many patients using ATMPs might be severely ill, would be helpful to include recommendations for caregivers in the SmPC and regulatory guidance that would help sponsors gather relevant data / prepare appropriately for disposal of contaminated dressings, etc. 

A similar section should be included in the Package Leaflet (eg, Line 989-996 new section ‘ What you should do in case caregivers / others are accidentally exposed. Or How to dispose of dressings/bandages (Unused medicinal product and all material that has been in contact with {X} (solid and liquid waste) should be handled and disposed of as potentially infectious waste in accordance with local guidelines on handling of human-derived material.)
	

	353
	
	Please add section on "Women of childbearing potential/Contraception in males and females"
	

	4.7 Effects on ability to drive and use machines

	360
	
	Anticipated time frame when the medicinal product is expected to have an effect on ability to drive should be described, if known, in this section as well. Prescribers can benefit from knowing this information to help better caution their patients in SmPC section 4.7.  

Proposed change (if any): 

[describe effects and time frame, if known, where applicable]
	

	4.8 Undesirable effects

	364
	
	Guidance on inclusion (or omission) of adverse reactions attributed to pre-treatments not involving the active substance should be considered in SmPC section 4.8. 

Proposed change (if any):

Adverse reactions attributed to components of patient treatment outside of the medicinal product should be considered for inclusion as an additional table. 

or

This section must only address adverse reactions attributed to the medicinal product.

	

	366
	
	Comment:

Some general subheadings are missing in the template

· Summary of the safety profile, tabulated list of adverse reactions, description of selected adverse reactions (SmPC section 4.8)

Proposed change (if any):

Please consider the addition of these subheadings.
	

	<Paediatric population>


369
	
	Should populations beyond the paediatric population be considered here, such as the elderly?  Recommend changing to "Special population" and then based upon need, paediatrics/elderly etc can be addressed.
	

	4.9 Overdose

	378
	
	Comment:

Section 4.9 Overdose: Please consider to give more guidance for a standardised sentence. 

Proposed change (if any):

If applicable There is no clinical experience with overdose of <X>.
	

	379
	
	Please consider add similar text as provided under section 4.7 lines 359-360:  
<{Invented) name} has <no or negligible influence> <minor influence> <moderate influence> <major 359 influence> on the ability to drive and use machines.> [describe effects where applicable].
	

	<Paediatric population>

380
	
	Proposal to delete "paediatric population". If applicable advice for the paediatric population would be required, it could be added
	

	5. PHARMACOLOGICAL PROPERTIES

	5.1 Pharmacodynamic properties

	390-391
	
	Suggest new sub-heading below to the existing list (after “Mechanism of action” & before “Pharmacodynamic effects”). Immunogenicity studies conducted during the clinical program is of particular interest for modified cell therapies:

<Immunogenicity>


	

	392
	
	Please add:

"Special populations

Elderly

Paediatric populations"


	

	5.2 Pharmacokinetic properties

	423-430
	
	Comment: 

Section 5.2 (Pharmacokinetic properties) Conventional ADME studies often cannot be performed with ATMPs containing genetically modified cells.

With this class of medicinal products terms such as biodistribution, persistence, and/or engravement (depending on the type of therapy) would be more appropriate. Also, EMA guidelines “EMEA/CHMP/410869/2006” & “EMA/CAT/GTWP/671639/2008 Rev. 1 – corr” state that ADME is usually not relevant for cells.

Proposed change (if any): 

Therefore, it would be helpful to reconsider section 5.2 in this draft guideline on core SmPC, Labelling and Package Leaflet for ATMPs containing genetically modified cells and avoid classical ADME terminology in the final guideline. In addition, this would also facilitate consistency across different guidelines.


	

	425-428
	
	Pharmacokinetics of CART cells is not determined by conventional ADME (absorption, distribution, metabolism, and excretion) criteria, I assume this is true for all genetically modified cells. These predefined section will never be applicable. For example these should be replaced by cellular kinetic instead of absorption.
	

	<Pharmacokinetic/pharmacodynamic relationship(s)>

430
	
	Pharmacokinetic: Consider rephrase to "Cellular kinetic"

	

	431
	
	Please consider incorporating "special populations", so if applicable this information can be added or a statement that these studies were not conducted.
	

	5.3 Preclinical safety data

	438-442
	
	These languages are not relevant for CAR-T. 

	

	<Environmental risk assessment (ERA)>

444-445
	
	Statement on ERA confusing: it’s stating “[Not applicable for medicinal products containing genetically modified cells.]” so it that case it should not be included

Our understanding is that a simplified ERA is to be filed as part of the MAA package (mod 1.6.2). Please clarify 

	

	6. Pharmaceutical properties

	6.3 Shelf life

	469-471
	
	Statement is ambiguous as the first and second sentences are contradictory. Suggest to state that further information on shelf life of thawed/reconstituted product should be in section 6.6.
	

	473
	
	Comment: 

Section 6.3 Shelf life please add “6 hours”

Proposed change (if any):

<...> <6 hours> <6 months> <...> <1 year> <18 months> <2 years> <30 months> <3 years> <...>
	

	6.4 Special precautions for storage

	480
	
	Please consider mentioning in-use administration shelf-life such as for instance shelf-life under light exposure. If light exposure is to be avoided, this should be described.
	

	6.5 Nature and contents of container <and special equipment for use, administration or implantation

	495
	
	Some medicinal products may require a medical device. 

Medical devices to be used with the medicinal product need to be shortly described in this section (a more descriptive text related to the medical device may be included in section 2.2 of the SmPC).  It should be mentioned if the medical device is fully integrated within the drug or provided separately to the medicinal product in the packaging.
	

	6.6 Special precautions for disposal and other handling

	523
	
	Comment:

In section 6.6 information disposal: Unused medicinal product and all material that has been in contact with {X} (solid and liquid waste) should be handled and disposed of as potentially infectious waste in accordance with local guidelines on handling of human-derived material. 

The guidance may benefit if 

Please consider to add that local guidelines on handling of genetically modified organisms, if applicable, need to be followed. 

Proposed change (if any): 

Please consider to add this information: 

Local guidelines on handling of genetically modified organisms, if applicable, need to be followed.
	

	ANNEX III - LABELLING AND PACKAGE LEAFLET

	A. LABELLING

	2. STATEMENT OF ACTIVE SUBTANCE(S)

	632-635
	
	Comment: 

For CAR T, the CAR is a key component of the cell’s activity. 
Proposed change (if any): 

The proposed statement about the cell origin should also include a description of the CAR

	

	10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

	672
	
	Comment:

In section 10 – labelling, a description of human <blood> cells is not specified.

Proposed change (if any):

Please consider to add modification of cells used.
	

	676
	
	This medicine contains human <blood> cells. 

Please consider placing "human" also between < > as in ".. contains <human> <blood> cells"
	

	13. Batch number, Donation and Product Codes

	695-699
	
	The Single European Code (SEC) 

· Our understanding is that SEC is only applicable for tissue/ cells, but not blood. Starting material is not considered as tissue / cell in all European Countries (e.g. for Germany Apheresis material is blood and follows the blood directive). The classification of apheresis material is not harmonized across the member states.

This could mean that the SEC is not applied at blood establishments and therefore not available. 

· SEC is 40 characters long and as such 

· not printable in a readable font-size on an FP bag,  

· does not add benefit on the COI above and beyond either the 14-character long Donation Identification Number in centers where the ISBT-128 standard has been implemented or the 13 characters long Unique Donation Number which is a patient unique section of the SEC and 

· due to pure length introduces possibility of a higher risk for human error when keying in these 40 characters

· The aphereses identifiers employed today by an EFPIA member company (DIN and Apheresis ID) have ensured in every single case the correct delivery to the correct patient of the manufactured ATMP”
· A Donor Identification code is required (be it DIN for ISBT-128 centers or the Unique Donation Number from the SEC).

· The enforcement of the SEC would be challenge both for companies and at least some of the European centers. 

· Why should the SEC be required to be printed on the FP or any accompanying document, if there is no need to use it from a COI perspective and COI is ensured via the Donation Identification codes?

Regarding the SEC implementation, it is not clear whether all the other information would need to be reflected (e.g. Aph ID/DIN if SEC is also included).
	

	701, 777, 825, 909,
	
	According to the EMA bracketing convention used in QRD templates, the inclusion of SEC appears as “information to be filled in” in the Product Information for ATMPs containing genetically modified cells. However, this poses significant issues due to the following:
· Application of SEC differs country to country depending on how Commission Directive (EU) 2015/565 has been transposed into the Member States National Law and, in addition, as the apheresis material is not consistently classified under tissues/cells directive in all member states (e.g., For Germany, apheresis material is classified under the blood directive and SEC is not available). Therefore, even if Applicants would be willing to comply with the inclusion of this field in the Product Information, it may be that the code in some countries or in some specific laboratories/centres is not available and therefore this field cannot be completed. Would EMA consider to add “if available” in order to cover for situations where SEC cannot be filled in? 

· Clarification as to which sequences “SEC” refers to as currently this could be: the SEC-DI (21 characters), SEC-PI (19 characters), or both together (40 characters). We understand that Tissue Establishments (TE) have no legal requirement to use the SEC-PI to trace apheresis materials until transfer to the ATMP manufacturer so not sure what value this would bring.

	

	748 – 796

797 - 847
	
	Template header for 'minimum particulars to appear on blisters or strips' in the labelling, is not relevant to the infusion of cell therapies. This header applies to capsules and tablets.​
As the following section on ‘minimum particulars to appear on small immediate packaging units’ (from line 797) covers the same aspects as ‘minimum particulars to appear on blisters or strips’, the proposal would be to completely remove this section (from line 748 -796) from the template. 


	

	
	
	
	

	B. PACKAGE LEAFLET

	What is in this leaflet

	992


	
	A section on Long-term follow-up Should be included (align with Section 4.4 of SmPC /Lines 328 to 331)


	

	1. What X is and what it is used for 

	1015
	
	Comment:

Section 1 PIL

The statement “<You must talk to a doctor if you do not feel better or if you feel worse <after {number of} days>.” is flagged under “For medicines available without a prescription” in the annotated QRD template only.

Proposed change (if any):

Remove statement.
	

	2. What you need to know before you <receive><are given>X

	1018-1055


	
	A section on Vaccinations should be included (align with Section 4.5 of SmPC /Lines 341 to 346). Include special instructions for childhood/ adolescent vaccinations as applicable.
	

	1021

1027

1047


	
	Comment:

Section 2 PIL 

The heading Do not <take> <use> X and the sentence Talk to your doctor <or> <,> <pharmacist> <or nurse> before <taking> <using> X  should be rephrased in line with the other sections.

Also: If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask your <doctor> <or> <pharmacist> for advice before taking this medicine.>

<If you stop <taking> <using> X>

Proposed change (if any):
(line 1021)
Do not <take> <use> X You must not be given X
(line 1027)

Talk to your doctor <or> <,> <pharmacist> <or nurse> before <taking> <using> X Talk to your doctor <or> <,> <pharmacist> <or nurse> before you <are given> <receive> X

(line 1947)

<If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask your <doctor> <or> <pharmacist> for advice before taking this medicine.>

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask your <doctor> <or> <pharmacist> for advice before receiving this medicine.>

<If you stop <treatment with> X>
	

	Warnings and precautions

	1029
	
	Consideration in including guidance to inform patients about any monitoring or tests that the prescriber may conduct to minimize potential risks. 

Proposed change (if any):

All warnings and precautions for use included in section 4.4 of the SmPC should be provided here (as in the SmPC, the order should be in principle determined by the importance of safety information provided) and it should also be made clear for each warning or precaution for use, what action the patients should take to minimise the risk. In addition, any actions (such as specific monitoring or tests) the health care provider may take to minimise risk should also be described here. In the case of….
	

	1029-1034
	
	The guidance is unclear as it states the order should be by importance of safety information and “also by chronology of occurrence”. If chronology rather than importance is proposed to be used, replace “also” with “instead”.
	

	N/A, Proposed New text


	
	Patients should be made aware that they will be asked to enrol in a registry if mentioned in SmPC section 4.4. 

Proposed change (if any):

If patients are expected to enrol in a post-authorisation registry or registry based study in line with section 4.4 of the SmPC, include the following statement: 

<You will be asked to enrol in a registry for at least {number of} years in order to better understand the long-term effects of X.>
	

	3. How X is given

	1058
	
	Comment: 

Regarding information on how product is given, it should also be clear that for autologous products, as part of the therapeutic intervention a patient will first need to give blood.

Proposed change (if any): 

Consider including a section <before X is given> which would describe how the autologous product is made, which would include patients giving blood
	

	Children <and adolescents>

	1137
	
	This medicine contains genetically modified human <blood> cells.

Please consider also including:

“Local guidelines on handling of waste of human-derived material should be followed for unused medicine or waste material.”
	

	3. How X is given

	1062
	
	The exact recommended dose of the ATMP (cells or cells/mL) is not relevant information to the patient as the product is expected to be always administered by a doctor in a qualified treatment centre. Suggest to remove this placeholder.

Proposed change (if any):
	

	1081
	
	Comment: 

Section 3 PIL: Please consider to rephrase in line with the other sections <If you stop <taking> <using> X>

Proposed change (if any):

<If you stop <taking> <using> X> <If you stop <treatment with> X>
	

	5. How to store X

	N/A, Proposed New text


	
	As most ATMPs containing genetically modified cells will be handled and administered by a doctor, the following placeholder text prior to information on storage in the patient leaflet is proposed. 

Proposed change (if any):

[Where applicable, indication that storage information is intended for doctors only]

The following information is intended for doctors only.

	


Please add more rows if needed.
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	Telephone

+44 (0)20 7418 8400

Facsimile

+44 (0)20 7418 8416

E-mail

info@ema.europa.eu

Website

www.ema.europa.eu
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