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31 January 2018
Submission of comments on ' EMA Reflection paper on the pharmaceutical development of medicines for use in the older population' (EMA/CHMP/QWP/292439/2017)

Comments from:

	Name of organisation or individual

	EFPIA – Sandra Rodrigues (sandra.rodrigues@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)

	
	The text should include recommendations on dosage form presentation such as:
“Tablet or capsule size, shape, coating and breakability requires attention for products that are likely to be used in the older population. Dosing accuracy risk should be considered for tablet or capsule splitting.  A patient centric approach should be considered in designing tablets size and shape (e.g special shape for arthritic patients to pick up tablets).”
	

	
	Support consistency between the future refection paper on drug product development for the geriatric population and the EMA guideline on pharmaceutical development of medicines for paediatric use currently (EMA/CHMP/QWP/805880/2012 Rev. 2) unless there are justifiable differences between the older and paediatric populations.

However, it is also important to highlight that the paediatric and geriatric populations are distinct populations with different needs. The development of a reflection paper on this topic is considered the right approach and is supported. When appropriate, companies willing to obtain further guidance on the pharmaceutical development of a particular medicine for the elderly population should discuss this topic during scientific advice.

The future reflection paper should focus on the safe use of products, which may be demonstrated in appropriately designed clinical trials, and adherence to treatment in this population.  

The paper should be framed at the highest level by the medical and clinical need to ensure that this patient population (and significant sub populations) are well understood in the clinical development of new drug. Then appropriately go to further detail into the design of the products (formulation, package, device, dose aid, patient information) to address the needs of this population.
	

	
	The scope of stage of development could be more specifically defined. The expansion to clinical trial materials would be considered challenging as clinical trials in general have a difficult time recruiting older patients.

On the points that the CHMP highlighted for specific attention and feedback (either supportive or with a proposal for revision):

· Supportive of the format of this document which is written as a reflection paper intended to bring together the available evidence and to support discussion on the topics raised, rather than a guideline which would be intended to provide technical and regulatory requirements.

· Supportive of the use of the term ‘older patient/people/population’ versus ‘the elderly’, as long as it is defined (which it is in Annex 2:  Glossary).
Proposal for revision:  These terms are acceptable as defined, however, the authors should consider making a stronger point of the fact mentioned in lines 401-403 of the conclusion section.  Chronological age is a convenient and easily quantifiable way to define a patient population, but age is really NOT the primary driver in design, it is the general capability of user population.  
· The reflections on the accuracy of tablet breaking (2.3.9)
Products that are not intended to be subdivided should NEVER have a line or marking that should suggest breaking or subdividing is acceptable.  The reflections on multiple compliance aids / multiple drug dispensing systems (2.6)
Sponsors should provide information on the stability (in-use) of their products with emphasis on risks, but cannot be expected to study wide-ranging potential scenarios of users.  Most important to inform what patients cannot/should not do.  Additional comments relating to MCA/MDD are provided in the Specific Comments in Text Section.
	

	
	It might be more appropriate to define the target population by extent of physical and/or cognitive impairment rather than by age.  
	

	
	The reflection paper states that it applies to “any new application for a marketing authorisation (MA) or variation to an existing MA, and for all application types including full and abridged MAs (i.e. new medicinal products, generics, well established use). Where appropriate, the reflections may be considered during the clinical trial phases and in the post-authorisation phase as part of the product lifecycle management”
We would appreciate clarification that no retrospective application of the principles of patient acceptability is foreseen for marketed products except if a major reformulation is already envisaged by the MAH as part of the life cycle management of the product.


	

	
	Taking into account that, adequate patient acceptability is an essential aspect of the pharmaceutical development of a medicinal product and its post-authorisation life cycle, it is unclear what are the concrete expectations of the agency towards the demonstration of such.


	

	
	Recognizing that virtually all products are used in the older population to some extent, and that the capabilities of older patients exist on a continuum with those of younger patients, it is difficult to assess the criticality of an “older-specific” pharmaceutical solution for any particular product.  It would be helpful if this document could provide further guidance on this, perhaps delineating indications where use of the product in older patients is incidental vs where use in older patients represents a major proportion of the product usage.


	

	
	A structured risk assessment, conducted during product development, would appear to be a useful tool for (a) understanding the risks holistically, and (b) documenting the rationale for the sponsor’s development decisions.  Future evolutions of this document could define a risk assessment process as a suitable means to address the purpose of this Reflection Paper.


	

	
	In general, we believe that also in the context of medicines for use within the older population, generic (chemical) products should follow the innovator product (and not vice versa) regarding key visual appearance given that they are essentially copies of the innovator product. 


	

	
	In general, practitioners would prefer to have appropriate formulations for older population without the need to modify (even if authorized) the inappropriate formulation for direct use. For some indications common to children and older population, practitioners can use paediatric formulations but for many indications ‘geriatric friendly’ formulations may be necessary. This will contribute to a more personalised medicine. 


	

	
	It is suggested that the role of modelling and simulations (M&S), to help identify potential implications of a given formulation in the context of poly-pharmacy and frailty in this patient population, can be highlighted in this document to further encourage utilisation of these methodologies to generate relevant information. 
	


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)

	4,56,58,74,327,

332,352,355,582,

585,586
	
	Comment:

There are 11 references in the document to the concept of a “subset”.   The concept of a subset, while used extensively in the paper, is not defined sufficiently for the sponsors to be able to act/understand/implement the expectations in the paper for product development. Is subset associated with age, capability, health condition etc.
Proposed change (if any):

Include a definition of the concept of subset in the Glossary, separate from the discussion under the definition Patient centric (centred) pharmaceutical development / product design. 

	

	9-13
	
	Comment: 

It is essential that the reflection paper be clear in the Introduction in regards to the scope of the population that is being addressed.  While chronological age is an easy differentiator, patient capability is the real driver and age is a surrogate of it. Throughout the paper, the discussion reflects this but it is not stated explicitly until the conclusion.
Proposed change (if any):

Incorporate in between lines 9 and 10 the following statement with aligns with Section 3, Conclusions, Lines 401-403. “In view of relevant differences in any of such impairments at a certain chronological age, older people constitute a very heterogeneous group that may be better classified according to their specific needs rather than chronological age.” 


	

	26-28
	
	Comment:  

These sentences support that a patient centric approach seems relevant when considering pharmaceutical product development and the challenge of basing the product development on an age parameter rather than a patient need focus. 

Proposed change (if any):

Consider developing the reflection paper not based on a defined geriatric age but a patient capability need.  It is important that disease state and population of the disease state be at the center of design of pharmaceutical product, as well as balancing the risk versus benefits for the patient to have prompt access to a medication that can cure, improve, and/or mitigate their disease condition.


	

	Lines 35-36
	
	“Patient acceptability can be defined as the ability and willingness of a patient to self-administer, and also of any of their lay or professional caregivers, to administer a medicinal product as intended.”

Comment: Suggest to add “authorised” which is more appropriate for caregivers after “…medicinal product as intended”.
The sentence needs also more clarity.
Proposed change (if any): Change to: “Patient acceptability can be defined as the ability and willingness to enable a patient to self-administer, and also of any of their lay or professional caregivers, to administer a medicinal product as intended or authorised.” 


	

	Line 42
	
	“The product characteristics influencing patient acceptability in older people include inter alia:”

Comment: Remove “inter alia” since the phrase will flow better without changing the meaning. 

Proposed change (if any): Change to “The product characteristics influencing patient acceptability in older people include:”
Comment: Storage conditions and expiry dates for elderly are also important product characteristics

Proposed change (if any): Proposed to include these items: 1. storage conditions and expiry dates a. patients often need refrigerated and non-refrigerated medicines to be taken at same time (could lead to incorrect storage of medicine if removed from original container); b. suitability to be stored in a different container than original packaging or with other solid oral dosage forms (i.e. placement in daily pill bottles) in a different container; both cases with ability to maintain knowledge of expiry date.


	

	Line 43
	
	“Route of administration (e.g. oral, inhalation, rectal, vaginal, dermal).”

Comment: Route of administration and dosage form should be addressed together.
Proposed change: Add "and dosage form (e.g., tablet, capsule, suppository, oral solution or suspension, injectable)"

Change to: “Route of administration (e.g. oral, inhalation, rectal, vaginal, dermal) and dosage form (e.g., tablet, capsule, suppository, oral solution or suspension, injectable).”


	

	45
	
	Comment: 

Proposed change (if any): please add “readability and understandability of packaging leaflet instructions” to the appearance-related points to consider in brackets.

Comment: Suggest to add taste and smell as factors of patient acceptability

Proposed change (if any): after line 45, add “Taste and smell”


	

	46
	
	Comment: 

The term swallowability may not be sufficient alone to properly address this point.

Proposed change (if any): 

To change swallowability to palatability or to add palatability.


	

	Line 52
	
	“The complexity of the dosing instructions (e.g. every three weeks but not the fourth).”

Comment: The wording of the example is difficult to understand; it needs clarity.

Proposed change (if any): Change to 

“The complexity of the dosing instructions (e.g., everyday for three weeks, skip the fourth week, then everyday for three weeks)”

	

	55-68
	
	Comment:

The requirements for adequacy of patient acceptability are very broad, and encompassing (all subsets, all products in the portfolio, all needs) and seem onerous for a development program.  The reconfirmation of adequacy of the patient acceptability for an unchanged product through the life cycle should not be mandated.  

Proposed change (if any):

More closely align verbiage on patient acceptability to EMA  Guideline on pharmaceutical development of medicines for paediatric use (EMA/CHMP/QWP/805880/2012 Rev. 2):

“Patient acceptability is likely to have a significant impact on patient adherence and consequently, on the safety and efficacy of a medicinal product. 
	

	62
	
	Comment: It is unclear what actual measures may need to be adopted in order to (re)confirm adequate patient acceptability

Proposed change (if any):

Same as above, i.e. to add more clarity and a more precise wording on unclear what actual measures may need to be adopted in order to (re)confirm adequate patient acceptability


	

	Lines 72-76
	
	“The advantages and disadvantages associated with the selection of a particular administration route and dosage form for a (specific subset of the) target patient population need to be clearly discussed in the development pharmaceutics together with the advantages and disadvantages of the consequential or selected formulation, preparation, container closure system, device and user instructions.”

Comment: The text should further define framework in terms of factors to be considered during selection of an administration route and dosage form for older patient population.

Proposed change (if any): Framework to be further defined possibly in a future version of this reflection paper. 


	

	72-76
	
	Comment:

Advantages and disadvantages associated with the selection of a particular administration route and dosage form are already clearly discussed in development pharmaceutics section.

Proposed change (if any):

Consider deleting this statement.
	

	74
	
	Comment:

Does this imply that several different dosage forms might be needed to be developed to cover different subsets of elderly people?


	

	76-78
	
	Comment:

The incorporation of an evaluation of risk of the risk for medication errors due to off label use (intentional or unintentional) is a broad request and extremely difficult to anticipate during product development. Guidance already exists to address pharmaceutical development approaches to reduce medication errors. It is recommended to strike as the general concepts of medication errors are incorporated into an integrated design approach.  

Proposed change (if any):

An integrated approach to the design of the medicine is encouraged; including an evaluation of the risk for medication errors due to off label use (intentional or unintentional), the advantages and disadvantages of the most relevant alternative approaches, and the rationale for the selected route and dosage form.


	

	80
	
	Comment: For clarity, this section might be restructured to include an additional level of sub-sections as some of the sub-sections are sub-types of other sub-sections e.g. chewable tablets are types of oral solid preparations.

Comment: Taste aspects are not mentioned – are they considered irrelevant for older patient populations?

Proposed change (if any): Taste aspects should be discussed under 2.3.1 (or where they fit best).


	

	81 - 83
	
	Comment: It should be recognised that, with certain conditions (e.g. possibly post-stroke), the oral route may be difficult or impossible, regardless of which oral preparation type be used.

Proposed change (if any): “Oral administration is generally accepted as the preferred route of administration across ages.  It is also the route that is most commonly used.  However, it is recognised that certain may make this route difficult or impossible.  In the older population …”
	

	93-94


	
	Comment:

A label warnings and/or instructions for safe intake based on concerns that uncoated tablets, soft capsules and hard capsules may adhere to the mucosal surfaces in patients with hyposalivation or xerostomia seems broad for the category of oral solid doses. Data to support this phenomena would be important to understand the scope of this concern, and when and where disease state may play a part on the conditions, and what could constitute a recommendation for safe intake of the dosage form.  Reference to these phenomena on all these type of dosage forms or current labels that present this warning would be helpful to shape the recommendation.
Proposed change (if any):
“Oral solid preparations. Uncoated tablets, soft capsules and hard capsules may adhere to the mucosal surfaces in patients with hyposalivation or xerostomia (Reference).Where appropriate, a warning in the SmPC/PL or an instruction to ensure safe intake may be considered.
	

	95
	
	Comment:

Define the SmPC and PL acronyms, as this is the first use of those terms in the document.

Proposed change (if any):

 “Where appropriate, a warning in the 94 Summary of product characteristics (SmPC) and/or the Package Leaflet (PL) or an instruction to ensure safe intake may be considered.”
	

	96 - 99
	
	A structured risk assessment, conducted during product development, would appear to be a useful tool for (a) understanding the risks holistically, and (b) documenting the rationale for the sponsor’s development decisions.  Future evolutions of this document could define a risk assessment process as a suitable means to address the purpose of this Reflection Paper.

Comment: regarding “...even if not authorized”: this practice actually needs prior evaluation from the manufacturer in the form of a compatibility testing.


	

	Lines 98-99
	
	“Powders and granules are commonly packed in sachets, but in exceptional cases they may also be packed in capsules if these can be opened without problems and deliver accurate doses.”

Comments: Both sachets and stick packs are used and stick packs have handling advantage over sachets.

Handling by older patient should be considered.

Proposed change: Change to “Powders and granules are commonly packed in sachets or stick packs, but in exceptional cases they may also be packed in capsules.
Comment: of note, specific sprinkle capsules are already available on the market.


	

	100 - 108

105 - 107


	
	Comment: 

Formulation design for modified release tablets incorporates assessments as to the impact of the splitting or breaking of the tablet, as these may have an impact on product performance. The practice of incorporating a warning to avoid splitting, chewing or crushing of these medications should remain regardless of population. An evaluation of a lower strength formulation, smaller size dose or alternative formulation (similar to paediatrics) would be recommended in the case of a molecule that requires a modified release formulation. 

For immediate release tablets, the design of scored tablets also incorporates assessments as to the impact of the splitting or breaking of the tablet, as these may have an impact on product performance.  Sponsor understands that the recommendations in this paragraph would assume that the assessments for non-scored immediate release tablets are expected to be similar, and that unless data exists to counter any concerns all IR tablets would be assumed to be safe and effective when split, chew and crushed. This seems counter to the current understanding that IR tablets should be swallowed whole as a practice.

It is confusing to have different unstated assumptions between IR and MR tablets with regard to the acceptability of crushing and chewing the tablets. 

Proposed change (if any):

Immediate and modified release tablets. Older people in need of lower doses or having difficulties swallowing tablets intact may (be advised to) revert to coping strategies such as tablet breaking, splitting, crumbling, crushing or chewing. All such handlings may have an effect on the efficacy and safety of the medicine. Therefore, the tablet size, shape, coating and breakability require attention for products that are likely to be used in the older population. Although  Immediate and modified release tablets are intended to be taken intact, immediate release tablets may be crumbled or chewed to ease swallowing, unless otherwise indicated in the SmPC/PL. whereas modified release tablets may not be handled likewise, unless recommended in the SmPC/PL.  Older people are likely to suffer from conditions that may affect the efficacy and safety of modified release tablets (e.g. lying prostrate). Request clarification. Please also provide clarification on what are the specific concerns for older people taking modified release tablets.  
Comment: Tablet strength should be adjusted to lower doses and/or to ease swallowing and/or paediatric formulations should be used when available.

Proposed change (if any):” Therefore, the tablet size,  strength, …”


	

	
	
	Comment:

Crumbled or chewed immediate release tablets may provoke aversive reactions due to bitter/metallic API taste.

Proposed change (if any):

N/A
	

	110-112


	
	Comment: 

Chewable dosage forms incorporate excipients that support palatability in order to support compliance especially for poorly tasting active ingredients. The statement “For example, chewable tablets typically contain large amounts of sugar alcohols (e.g. sorbitol, mannitol), which increase the risk for excipient overload in case of multiple medication use” appears to be suggest that older people may be more at risk for excipient overload when it comes to sugar alcohols. It would be helpful to understand if there is a reference to quantity or limit of sugar alcohols that constitutes a risk.  While the awareness for product design can be incorporated to minimize the content of sugar alcohols while balancing optimum palatability, the risk noted of overload would be a challenge to manage, even if quantities are listed on labels, as patients of multiple disease states use a variety of medications, both from ethical and generic sources, and fulfil their medications through multiple sources. A standard to monitor such overload would be outside the scope of product design

Proposed change (if any):

Chewable tablets. The advantages of chewable tablets are similar across ages (e.g. they may bring benefit to people who are unable to swallow tablets or capsules intact). However, the disadvantages are of particular importance to older people. For example, chewable tablets typically contain large amounts of sugar alcohols (e.g. sorbitol, mannitol), (Reference) which increase the risk for excipient overload in case of multiple medication use. Also, the swallowability and disintegration of chewable tablets may be negatively affected in people suffering from hyposalivation or impaired mastication.

	

	115-117


	
	Comment:
The design of Orodispersible tablets (ODTs) does incorporate packaging preferences that not only are supportive of product stability but of global registration requirements, and patient needs. 

Proposed change (if any):

Orodispersible tablets (ODTs). The main advantages of ODTs are similar across ages (i.e. easy swallowing, fast onset of action, adequate patient adherence). However, would need to consider packaging requirements and ease of opening and suitability of ODTS for older people suffering from hyposalivation.

Comment:

Orodispersible tablets are only suitable in case the API taste is acceptable or a sophisticated taste-masking procedure is applied. 

Proposed change (if any):

N/A

Comment: we are wondering why dispersible tablets are not mentioned in chapter 2.3.1. as well?


	

	Lines 116-118
	
	“However, ODTs need to be protected from moisture and humidity by storage in tightly closed containers or blisters, which may be difficult to open by older people.”

Comments: Primary package need special attention. This should be specified.

Proposed change: Add “Special attention should be given to design the primary packaging presentation for older patients (e.g., easy open container, easy peel blister).”


	

	Line 120-122
	
	“Effervescent tablets possess some advantages and disadvantages that are especially important at older age (e.g. easy swallowing, adequate portability, risk for sodium overload, risk for under dosing when the resultant liquid is not fully swallowed).”

Comment: The examples of advantage and disadvantages are mixed together, which is confusing.

Proposed change (if any): Change to “Effervescent tablets possess some advantages (e.g. easy swallowing, adequate portability) and disadvantages (e.g. risk for sodium overload, risk for under dosing when the resultant liquid is not fully swallowed)”


	

	123 - 131
	
	Proposed change:

The boundary between what should be considered small tablets vs granules is unclear.  Suggest reserving the term "mini-tablets" for compressed tablets of defined size to be treated as granules.  Anything larger thana ‘mini tablet’ would be considered a compressed tablet, as per the definition beginning at line 100.  This section could then be removed entirely.

Comment: topic “small tablets” could be generally designated as "multiparticulate dosage forms" and then also include beads.


	

	Lines 126-128
	
	“A dedicated dose dispenser can be considered when several tablets are needed as a single dose, or when the tablet size and shape cause handling issues (e.g. pushing small tablets through the blister, or picking up).”

Comments: Applicability of minitablets should be stated.

Proposed change: Add “Small tablets (minitablets) can also be filled in appropriate size capsules, sachet, or stick pack when several tablets are needed as a single dose.”

Comment:

Does the dedicated dose dispenser also include sachets as container closure system? We have a potentially visually-impaired population here. Is it really intended that this population shall count the tablets to achieve the desired dose? Considering this, a verification of the correct dose is at least questionable.

Proposed change (if any):

N/A

Comment: Reduced visual acuity and/or loss in manual and finger dexterity can make difficult the use of mini-tablets

Proposed change (if any):…., or picking up, given potential reduced visual acuity and/or loss in manual and finger dexterity) 

	

	130 - 131
	
	Comment: Need to consider appropriate tablet shape and size to assist handling. 

Proposed change (if any): “Nevertheless, patient acceptability of small (as well as small, round) medicated tablets requires confirmation in the older population as scientific evidence in this population is scarce and fragmented.

Comment:

It is unclear what confirmation is required in the older population as scientific evidence?

Proposed change (if any):

to add more clarity and a more precise wording on what confirmation is required in the older population as scientific evidence


	

	137-138


	
	Comment:

Hard shell capsules have been a staple of pharmaceutical use since the mid 1800’s. Soft capsules (example: Soft Gel Technologies, Inc.®) have been around since the mid 1990’s..  Conventional use of capsules proposes that the larger the capsule, the less acceptable to a patient for use in a chronic disease state, regardless of chronological age. While scientific evidence on the patient acceptability of hard or soft capsules of different sizes specifically for the older population is fragmented, a holistic confirmation of acceptability may not be the best use of resources of the industry. Individually each sponsor can assess as appropriate acceptability of use of capsules taking into consideration the dosage regimen, disease state and population.  
Proposed change (if any):

“Soft capsules may be somewhat easier to swallow than hard capsules; however, they cannot be opened. Formal Scientific evidence on the patient acceptability of hard or soft capsules of different sizes in the older population is fragmented. and requires further confirmation 
	

	141-142


	
	Comment

A Fixed Dose Combination product advantage may be defined with therapeutic benefit on co medication use or synergy for therapeutic effect. The awareness for concern of product size in product design of a FDC is important, which needs to be balanced with risk benefit assessment. Small edits are recommended.

Proposed change (if any):

Fixed dose combinations. The acceptability of fixed dose combination (FDCs) is mainly determined by clinical considerations such as therapeutic benefit on co-medication use or synergy for therapeutic effect, however practical medication issues may also need to be considered. From a patient compliance perspective, an advantage of fixed dose combinations relates to the reduction of the pill burden and the consequential reduction in the complexity of medication management. The disadvantage relates to the risk for swallowing problems due to increased tablet or capsule size.


	

	Lines 142-143
	
	“The main disadvantage relates to the risk for swallowing problems due to increased tablet or capsule sizes.”

Comments: Applicability of minitablets should be stated to address large size/swallowability issue.

Proposed change: Add "Different small tablet (i.e., mini-tablet) products containing a single medication filled in capsules, sachet, stick pack in the appropriate ratio can be considered for combination therapy."


	

	151
	
	Comment:

The concept of the impact of hyposalivation is presented as a potential requirement for solid oral dosage forms. The recommendation for assessment of the dissolution characteristics of the solid forms may require testing in patients with normal and impaired salivation (specifically hyposalivation)

This requirement would require further discussion in order to clarify how this assessment could be effectively made and what the conclusions would support in regards to the product design or use.

Proposed changes (if any): None


	

	Line 153-155
	
	“However, older people may have greater difficulties with the correct use of the product (e.g. difficulties opening the container, contamination of the bottle tip, difficulties to obtain enough pressure to release a drop, …”

Comment: The sentence needs to be completed.

Proposed change: Change to "However, older people may have greater difficulties with the correct use of the product (e.g. difficulties holding and opening the container, contamination of the bottle tip, difficulties to obtain enough pressure to release a drop,…”


	

	153-163
	
	Comment:

It is understood that several of the challenges presented under eye and ear preparations are relevant to patients of any chronological age. Therefore the development of a devices supporting self-administration may be assessed as part of product design.  While a recommendation for developing both preserved and unpreserved formulations, there is an increased burden for the sponsor for the development and lifecycle maintenance of such formulations. They need to be balanced with disease state and dosing regimen. An edit is proposed to the text.

Proposed change (if any):

2.3.3 Preparations for use in the eye or ear 152 

The advantages of preparations for use in the eye or ear are similar across ages. However, older people may have greater difficulties with the correct use of the product (e.g. difficulties opening the container, contamination of the bottle tip, difficulties to obtain enough pressure to release a drop, lifting the arm high enough to enable dropping, scratching the cornea with the bottle tip or nails).  Occasionally, semi-solid ocular preparations, inserts and strips may cause prolonged blurred vision, which may increase the risk of accidents (e.g. falling). Older people may benefit from devices supporting self-administration. These may be recommended in the SmPC/PL if found adequate. For eye or ear suspensions, dispersions and emulsions, the same issues apply as to those for oral use. The need for unpreserved products that are commonly packed in containers which are difficult to use by  older people needs to be carefully balanced against the need for containers that may be easier in use, but would need product preservation. Both types of products may need to be developed.
	

	179
	
	Comment: Dry skin (xerosis) in older patients may modify action of preparations for cutaneous and transdermal use 

Proposed change (if any): Cutaneous barrier may be weakening with a reduced hydrolipidic film in older patients with dry skin (xerosis); therefore action of preparations for cutaneous and transdermal use may be modified.
	

	184
	
	Comment: to be considered in more detail regarding rectal preparations that colonic surface area is a reduced absorption area.

Proposed change (if any):


	

	190
	
	Comment: this statement could benefit from a more specific description, e.g. clear instructions how to use injection pens etc.

Proposed change (if any):


	

	191-216
	
	Comments:

This section provides detailed information in the verification of enteral administration of a preparation that are generally similar across ages.  It may benefit from redaction of those requirements that are relevant for all ages.  That would improve readability and give focus to the items that are of consideration for this population discussion, and avoid duplication with other guidance.

Product design incorporates considerations for use of enteral feeding tubes. However registering the formulation and relevant instructions as a commercial formulation would not be routinely done.  

Proposed change (if any):

2.3.8 Administration through enteral feeding tubes 191 

Ageing increases the risk that medicines need to be administered through a feeding tube. Whereas 192 (reconstituted) oral liquid preparations may be administered on their own and oral powders and 193 granules with some water, other solid preparations may need to be modified and subsequently 194 dispersed in a suitable liquid. In exceptional cases, some non-oral preparations can be given through a 195 feeding tube (e.g. parenterals). Where the administration of a medicine through a feeding tube is a 196 reasonable possibility in the older population given the authorised indication, it is encouraged that the 197 administration of the different preparations in the medicine’s portfolio through the tube is discussed in 198 the development pharmaceutics. It is recommended that at least one of the preparations is suitable for 199 such use and that the relevant instructions, or alternatively warnings, are included in the SmPC/PL.

Where administration of a preparation through a feeding tube is considered to be very likely, 201 companies will need to verify the instructions for the procedure for administering the preparation, 202 including any modifications of the intact dosage form. These instructions need to be added to the 203 SmPC/PL. Inclusion of additional information in the SmPC/PL is encouraged, for example. on 204 dissolving or dispersing a solid preparation prior to administration using a syringe, possible types of 205 tube materials (e.g. silicone, polyvinylchloride, polyurethane, silicone, latex), suitable tube 206 constructions (e.g. length, diameter), possibility to administer the product with enteral nutrition 207 preparations. 208 

Aspects to be considered in the verification of enteral administration of a preparation are generally 209 similar across ages. and may include dose and volumes for administration; possible effect of 210 administration through the tube on bioavailability; particle size of oral powders, granules or other solid 211 products following modification; impact of any crushing, dispersion, dissolving of solid preparations on 212 stability and/or bio-availability; viscosity, rheology, osmolality of the preparation as administered 213 through the tube; compatibility of the (modified) preparation with the tube material and risk of 214 physical tube blockage; normal and minimum rinsing volumes relevant to older people; dose recovery 215 after extrusion; effect of the preparations on mechanical integrity of the tubing material.
	

	196 - 200
	
	Comment: The requirement to provide a preparation suitable for enteral feeding is unclear as such administration may not be feasible based on the molecule properties. 
Proposed change (if any): to add more clarity and a more precise wording whether at least one preparation needs to be developed suitable for enteral tube feeding.


	

	Lines 203-208
	
	“Inclusion of additional information in the SmPC/PL is encouraged, for example, on dissolving or dispersing a solid preparation prior to administration using a syringe, possible types of tube materials (e.g. silicone, polyvinylchloride, polyurethane, silicone, latex), suitable tube constructions (e.g. length, diameter), possibility to administer the product with enteral nutrition preparations.”

Proposed change (if any): Change to “Inclusion of additional information in the SmPC/PL is encouraged, for example, . on dissolving or dispersing a solid preparation prior to administration using a syringe, possible types of tube materials (e.g. silicone, polyvinylchloride, polyurethane, silicone, latex), suitable tube constructions (e.g. length, diameter), where appropriate compatibility of tube material with the formulation, possibility to administer the product with enteral nutrition preparations.  Include information of known incompatibilities. 

	

	210 - 211
	
	Comment: Example of  verification of possible effect of administration through the tube on bioavailability is required
Proposed change (if any):


	

	218-221


	
	Comments:

This section seems to address post-marketed application changes but is unclear. In all cases, regardless of age requirement, a product change development would be addressed in a complete application at the time of submission.

Proposed change (if any): 

Clarification of intent and timeline on development is needed

Comment: This statement is rather high-level. We think the reflection paper would benefit from more detailed deliberations in terms of "needs to be discussed" versus "should be investigated".

Proposed change (if any):


	

	223-224


	
	Comment:

As part of pharmaceutical product design, some risk assessment regarding compatibility with food or drink, are conducted. Ordinarily this information is not incorporated into the relevant instructions and/or warnings included in the SmPC/PL.  An edit is proposed to the section.

Proposed change (if any):

Co-administering or mixing medicines with food or drink may be employed to ease swallowing, 222 or to improve palatability. For orally administered products intended for use in the older population, it 223 is encouraged that the compatibility with food or drink is verified., and the relevant instructions and/or 224 warnings included in the SmPC/PL. Include information of known incompatibilities in SmPC.
Comment: What is meant by “it is encouraged that the compatibility with food or drink is verified, and the relevant instructions and/or warnings included in the SmPC/PL”. The effect of food on bioavailability is already routinely tested for oral preparations and a requirement to test the effect of mixing a medicine with food to administer it would therefore seem to be redundant. It would also difficult be to standardize such a test given the wide range different foods consumed across the world. To require compatibility testing with multiple diverse kinds of food and drink does not seem proportional to the problem. Requiring bioavailability testing does not seem appropriate as a key issue could be that inadequate dosing may occur if the food or drink the medicine is added to may not be entirely consumed by an elderly patient.

Proposed change (if any): If the medicine’s portfolio does not include an easy to swallow preparation in the doses relevant to older people, it is envisaged that the relevant doses can be administered with one or several preparations for which it has been verified that they can be taken with a specific type of food or drink. The relevant instructions for the verified administration strategy need to be included in the SmPC/PL.

It is acknowledged that food and drinks are usually not standardised products and that the whole range of variability cannot be considered. Therefore, the company’s choice of food and drink requires due consideration in relation to acceptability, stability, bio-availability. Where appropriate, bio-equivalence studies could be conducted. However, if the product has been administered in the clinical trials following mixing with the similar type of food or drink, no further studies are needed.


	

	Lines 226-228
	
	“whilst taking into consideration the short contact time, limited contact area, and any instructions or contra-indications on dosing moments.”

Comment: The expressions ”limited contact area” and “dosing moments” could be misleading.

Proposed change: Remove ”limited contact area” and replace “dosing moments” with “when dosing”.
Change to “whilst taking into consideration the short contact time and any instructions or contra-indications on when dosing.”


	

	231-234

235 

238-239
	
	Comments:

The section requires further discussion, as this type of development may be challenging to sustain a global submission effort. The pharmaceutical design process should endeavor to provide a product that is acceptable to the largest denominator of the population. These studies (stability, bio availability, bioequivalence) in relation to a standard food diet that may be considered globally acceptable, are time and resource consuming.

Proposed change (if any):

Further discussion is needed.


	

	Lines 240-241
	
	“Regardless of age, the presence of a break-mark needs to be considered first in relation to its potential impact on drug product stability, …”

Comment: Breaking tablets at the break mark is expected to affect dose accuracy, not dose stability. 

Proposed change: Replace “drug product stability” with “dose accuracy”

Change to “Regardless of age, the presence of a break-mark needs to be considered first in relation to its potential impact on drug product accuracy, …”


	

	Line 242
	
	“…or the environment to a potentially harmful active substance”

Comment: The sentence is unclear. Clarification is needed.

Proposed change (if any): Add “on breaking the tablet” 

Change to “… or the environment to a potentially harmful active substance on breaking the tablet”

	

	Lines 242-243
	
	“If a break-mark can be accepted, it may be intended to facilitate breaking for ease of swallowing or to lower the dose.”

Comment: Tablet splitting poses dose accuracy risk.

Proposed change: Add the sentence “Dose accuracy or uniformity of the tablet fractions should be carefully considered if proposing tablet splitting”.


	

	251
	
	Comment: Breakability does not ensure a clean and precise cut and can be risky when a knife is often used to attempt for a better cut for equal parts. One still have to define what is an appropriate tablet splitter, depending on heterogeneity of older patients and caregivers. Breakability (even when authorized) may make difficult the intake. Even to ease swallowing or to lower dose, it would be preferable to develop an appropriate tablet regarding shape, size and strength for older patients as suggested in lines 260-262. 

Proposed change (if any):
	

	256
	
	Comment: regarding “...can break tablets by hand”

Proposed change (if any): please add “or with an appropriate tablet splitter”


	

	Lines 260-261
	
	“When results indicate that older people find it difficult to break a tablet by hand whereas their hand function is still good enough to avoid assisted care, …”

Comment: The distinction made in this sentence “…whereas their hand function is still good enough to avoid assisted care…” as a rationale to require an alternative administration of medication, is not quantifiable, as many factors can require assisted care which may be unrelated to hand strength.

Proposed change: Remove “whereas their hand function is still good enough to avoid assisted care”

Comment: What is meant by: “the tablet breakability may need to be improved or an alternative administration approach may need to be considered, (e.g. small (mini-) tablets)”?

If tablet breakability cannot be improved, a requirement to develop smaller tablets might necessitate development of a different (smaller) dose, use of alternative excipients etc with ensuing stability studies and potentially also bridging studies to the other doses. This entails considerable investment and is not a “dose modification”.

Proposed change (if any): “the tablet breakability may need to be improved or an alternative administration approach may need to be considered, (e.g. administration with food or drink)

	

	Line 269
	
	“… require specific handling prior to administration (e.g. 268 subdivision into tablet fragments, opening capsules, measuring a liquid dose) …”

Comment: reconstitution step is not listed while it is an important one.

Proposed change: Add “reconstitution with vehicles or food"

Change to “… require specific handling prior to administration (e.g. subdivision into tablet fragments, opening capsules, measuring a liquid dose, mixed with vehicles or food) …”


	

	286 - 300
	
	Comment: It is unclear what is meant by to confirm the ease of opening the container in a justified portion of the older population.
The requirement for testing ease of opening of the container in elderly patients is presumably only for new products and not for those already on the market? 

Proposed change (if any): To add more clarity and a more precise wording on how to confirm the ease of opening the container in a justified portion of the older population

	

	Lines 301-302
	
	“Multi-compartment Compliance Aids (MCAs) and Multi Dose Dispensing systems (MDDs) are commonly used to ease medication management i.e. in older people

Comment: The paper is specifically about older people. 

Proposed change (if any): Delete “i.e.”

Comment: To avoid the need to test stability of the product outside the approved immediate packaging, unit dose packaging can be employed.

Proposed change (if any): It is recommended that in such case companies will otherwise assist patients and health care professionals in adequate medication management, for example by using unit dose packaging the development of another type of dosage form, or a day to day indication on the packaging.


	

	308-309
	
	Comment:

This requires more discussion as it adds additional challenges to the development program of solid oral dosage forms. Open dish studies are usual part of pharmaceutical development and performance of the drug product should be a driver in developing these studies regardless of patient population.  The definition of ambient condition as 25C/60 RH would only address a controlled environment, which seems contradictory to the uncontrolled environment in use of MCAs and MDDs.  Doing these studies to ensure stability of products in the diversity of MCAs and MDDs, and reporting the results on the label seems reflective of requiring a registration in use stability study for all solid oral dosage forms, which currently is not a requirement. When a product stability study demonstrates a need for specific package, appropriate statements are already provided for in labeling such as “Keep in original container” or “Protect from light”. 

Proposed change (if any):

To 307 ensure the stability of products in a diversity of MCAs and MDDs cannot be guaranteed by a sponsor due to the variety of containers and uncontrolled storage practices. Companies are encouraged to develop data to understand product stability in potential in use scenarios as product performance may suggest it.
study 308 the stability of products that are likely to be used in the older population outside the authorised 309 container closure systems (open dish study) for short periods of time at ambient conditions (e.g. 1 310 month at 25°C/60%RH) and to clearly reflect the results in the SmPC/PL.


	

	Lines 307-313
	
	“To ensure the stability of products in a diversity of MCAs and MDDs, companies are encouraged to study the stability of products that are likely to be used in the older population outside the authorised container closure systems (open dish study) for short periods of time at ambient conditions (e.g. 1 month at 25°C/60%RH) and to clearly reflect the results in the SmPC/PL. Where products cannot be 311 stored in an MCA or MDD for at least a week, it is important that this information is available in the SmPC/PL to adequately inform older people and health care professionals on any risks.”

Comment: The expectation of studying the stability of products that are likely to be used in the older population outside the authorized container closure systems is not realistic. The product shelf life will be linked to a specified pack configuration and therefore the impact of shelf life if an alternative pack configuration is used in practice cannot be assured by the sponsor. How the potential for such practice should be considered by the sponsor is unclear. 
Proposed change: Remove the sentence


	

	Lines 308-309
	
	“… companies are encouraged to study the stability of products …”

Comment: Text should specify “in-use stability”.

Proposed change: Add the word "in-use"

Change to “… companies are encouraged to study the in-use stability of products …”


	

	311-316
	
	Comments:

Similar to the comment above, the recommendations in the reflection papers suggest the sponsor develop a stability program associated only to the potential uncontrolled storage by the user.  The recommendations below for the sponsor to assist on medication management may not be in scope for the sponsor, or the development of a new type of dosage form for as part of adequate medication management difficult to implement.

Proposed change (if any):

Delete the following text.

Where products cannot be 311 stored in an MCA or MDD for at least a week, it is important that this information is available in the 312 SmPC/PL to adequately inform older people and health care professionals on any risks. It is 313 recommended that in such case companies will otherwise assist patients and health care professionals 314 in adequate medication management, for example by the development of another type of dosage form, 315 or a day to day indication on the packaging. 316 


	

	Lines 327-328
	
	“Alternative administration strategies are expected for subsets where difficulties in handling devices are clearly recognised (e.g. Parkinson’s disease).”

Comment: alternative strategies should facilitate specifically administration and dosing.

Proposed change: Change to: “Ease of administration or dosing strategies are suggested for subsets where difficulties in handling devices are clearly recognised (e.g. Parkinson’s disease).”


	

	Line 339
	
	“A visual step by step user instruction in the SmPC/PL may be helpful.”

Comment: “A visual step by step user instructions” may not always be the appropriate solution to provide information to target user but may create more confusion. The need should be considered on a case by case scenario and addressed appropriately.

Proposed change (if any): Remove “visual” 

Change to “A step by step user instruction in the SmPC/PL may be helpful.”

Comment: Use of newer technologies is generally aimed at reducing the need for lengthy written instructions on paper. Therefore, a requirement to have “A visual step by step user instruction in the SmPC/PL” seems contradictory to the purpose of introducing such technology. More information in the PL does not necessarily translate into better informed patients and may only increase confusion. Testing the usability of the technology would be a more appropriate way of ensuring its usefulness. This could be done for the technology in a general way and not necessarily be needed for each product.

Proposed change (if any): New(er) technologies such as dose dispensers, apps and smart phones may be helpful in ensuring adequate patient adherence. However, the familiarity of older people to these technologies is likely to vary. Also, they may have greater difficulties in learning to handle and use these technologies as intended. A visual step by step user instruction in the SmPC/PL may be helpful. In addition, The need for appropriate training and may be recommended. Human factor studies to evaluate the learnability and appropriateness of such a technology should be considered. may be needed.


	

	342
	
	Comment: Compliance to storage conditions and expiry dates for elderly may also be a concern.

Proposed change (if any): Include compliance to storage conditions and expiry dates in section 2.8.


	

	351 - 355
	
	Comment: Current PL user testing usually includes a certain number of older subjects. We assume this would be adequate to show “the suitability of any instruction needs to be considered for the different subsets in the target patient population and in the settings where the product is intended to be used. For products for which adequate patient adherence and dosing is critical, the robustness of the user instruction needs to be verified in the subset where the administration is most likely to cause problems”. Or is the latter sentence referring to some additional testing beyond the standard PL user test for specific products?

Proposed change (if any):


	

	Line 356
	
	“Any alternative strategies for self-administration are highly welcomed, if verified.”

Comment: example of possible alternative strategies should be stated.

Proposed alternative strategy should be stated in the smPC/PL

Proposed change: Add “(e.g., splitting, crushing, reconstitution)”

Add “and should clearly be stated on the SmPC/PL”

Change to “Any alternative strategies including incompatible manipulation for self-administration (e.g., splitting, crushing, reconstitution) are highly welcomed, if verified and should clearly be stated on the SmPC/PL.”


	

	359 - 364
	
	Comment: We assume that reports received by the company on frequent medication errors are intended to be used as a basis for providing warnings on non-authorised, but commonly conducted, handlings that may be associated with an important risk. It is not clear on what basis such warnings would be included if there was a lack of data. Inclusion of “possible scenarios” for medication errors would unnecessarily increase the length of the PL and could be confusing, especially for elderly patients.  Note: medication errors and off label use are not equivalent.
Proposed change (if any):


	

	368-369
	
	Comment: 

Edit made on line 369, Add “and” before “off-label”

Proposed change (if any):  

“Multiple medication use and polypharmacy. Older people are commonly on multiple medication use or on polypharmacy. Both may imply an increased risk for drug-drug interactions, the overload of salts (e.g. sodium) and/or potentially harmful excipients (e.g. sorbitol), suboptimal patient adherence, and off-label handlings.


	

	369-371
	
	Comment: 

Clarification and examples would be appreciated on this statement. 

“Thus, multiple medication use and polypharmacy may place limitations to the use of some preparations in clinical practice, even if the use of such preparations in the older population would be adequate on their own.”

Proposed change (if any): 

Clarification of intent is needed.


	

	372-374,
	
	Comment:

This is a complex concern not limited to older patients. Drug development incorporates the patient needs, disease state and molecule capability to design the most appropriate formulation to support the patient.  Incorporating into the design process polypharmacy practices and multiple medications poses additional challenges that are difficult to implement, as for example, not all molecules lend themselves to development as prolonged released product as suggested.

Proposed change (if any):

Discussion needed about the intent of this content.


	

	376 - 377
	
	Comment: regarding “...all of the relevant stakeholder parties”: it is difficult for a pharmaceutical company to have full overview about all medications an individual patient is taking.  More a role for a General Practitioner or pharmacist
Proposed change (if any):add a proposed change 

	

	379-390,
	
	Comments:

Global medical recognition standards and/or reconciled medication errors guidance for new chemical entities and generic drug products should be a harmonization goal to help sponsors manage these requirements throughout the global development programmes and to protect patients once a medication has become a generic.

Proposed change (if any):

Discussion needed on this content.


	

	Lines 387-390
	
	“Therefore, the appearance and type of container closure system needs to be considered from a user perspective, taking into account the different settings where the product may be used. Colours may be helpful to differentiate among strengths. Specific sizes and shapes and colours on the outer packages may be helpful to indicate a particular (type of) product.”

Comment: It is unclear if “Colours may be helpful to differentiate among strengths.” refers to the packaging or the actual drug product presentation (e.g. tablet or capsule). In addition in line 390, it is unclear if the statement “may be helpful to indicate a particular (type of) product” means to differentiate between different strengths of the same product or different pharmaceutical products or within therapeutic classes e.g. all medications for parkinsons
	

	391 - 397
	
	Comment: A requirement to compare the appearance and user instruction of a company’s own product versus others on the market (e.g. sound or lookalikes, differences in the user instructions of otherwise similar products) assumes that the other products on the market do not change during the entire development of the new product, which is not realistic. Also it is not possible for a company to know which other competitor products are in development in parallel to their product and what these will then look like or how they will be named. And who will decide which of the companies are then obliged to introduce “appropriate measures in the product characteristics such as the formulation, packaging or product information are to mitigate risk”?

The requirement that innovator and generic products have the same key visual appearance (i.e. colour, size etc.) and user instruction may infringe patents held by the originator and therefore not be feasible.

Proposed change (if any): In order to avoid medication errors, companies are encouraged where possible carefully to compare the appearance and user instruction of their own product versus others on the market (e.g. sound or lookalikes, differences in the user instructions of otherwise similar products). Where possible relevant, appropriate measures in the product characteristics such as the formulation, packaging or product information may be adapted are introduced to mitigate risk. It is encouraged that, wherever possible, innovator and generic products have similar the same key visual appearance (i.e. colour, size etc.) and user instructions; the latter should be up to date and address older people’s specific needs. Switching (between what?) should be carefully considered.
Comment: 

Proposed change (if any): as (chemical) generic products are essentially copies of the innovator product, this sentence should be re-written to "…generic products should have the same key visual appearance and instructions as innovator products".


	

	401-409
	
	Comment:

The Reflection paper on the pharmaceutical development of medicines for use in the older population provides a wealth of thoughtful content in consideration that as human beings age, changes to our physical body and its systems may require modification to the approaches in drug product pharmaceutical development. At its conclusion, the challenge remains:

Older people constitute a very heterogeneous group that may be better classified according to their specific needs rather than chronological age. Additionally, it is recognized that the aspects associated with older age pharmaceutical development needs may also be of relevance to adults of middle or younger age as well as children due to condition or disease state. It is not recommended that this reflection paper become a guideline. Additional revision is needed to provide clarity under each topic to what are practical approaches in pharmaceutical development, and remove duplication of recommendations from all ages general approaches.

Proposed change (if any):

Discussion needed about the intent of this content.

Line 407 add “due to their physical condition or diseased state.”

“The aspects associated with older age may also be of relevance to adults of middle or younger age as well as children due to their physical condition or diseased state. (e.g. juvenile idiopathic arthritis).”


	

	435-481
	
	Comment:

The considerations in Annex 1 do not only apply to the “older” or “very elderly” patient populations as defined by age.  Age is a correlate, but used as a convenience.  We need to think beyond age and include disease state, concomitant therapies etc.…  This is embodied in patient centricity and I fear we lose ground by discussing this by age defined groups.  Is there a more holistic approach as described in earlier comments?

Proposed change (if any):

Discussion needed about the intent of this content.

Comment: Taste and proprioception (deep sensibility – e.g. impaired proprioception could be a problem for reaching the site of administration with preparations for cutaneous and transdermal use) should be also considered with the other sensory functions

Proposed change (if any): Consider to add “Impaired sense of taste (dysgeusia)”, “Impaired proprioception”

Comment: Impaired tactile sense should be part of sensory functions

Proposed change (if any): move “ impaired tactile sense” from motor functions to sensory functions

Comment: altered pH values in the stomach mean pH value increased (owing to gastric atrophy and subsequent decrease in secretion of gastric acid) ; altered gastro-intestinal motility mean reduced 

Proposed change (if any): replace “…,altered pH values…” with “…,increased pH values…” and “…,altered gastro-intestinal…” with “…,reduced gastro-intestinal…”

Comment: reduced albumin level in serum (in case of denutrition in frail patients) and increased alpha 1-acid glycoprotein result in increased free fraction of acid and basic drugs, respectively

Proposed change (if any): add as follows “… composition and functions, reduced albumin level in serum and increased alpha 1-acid glycoprotein resulting in increased free fraction of acid or basic drugs (these may all result in …”

Comment: Impact on safety profile should be also considered. In addition to dose adjustments, dose regimen (dose interval) should be considered when half-life may be prolonged.

Proposed change (if any):”…pharmacodynamics (PKPD) and safety profiles of the drug, implying a need for dose adjustments and/or for dose regimen (dose interval) adjustments.
	

	457


	
	Comment:

Add “dizziness” to this list as it is very common.
	

	466
	
	Comment:

Add “skin thinning” and bruising from needle sticks when on anti-coagulants.
	

	470-471 and throughout the document


	
	Comment:  

“Coping strategies” is a term used throughout the document, but unsure of the exact meaning.  Please define and/or provide examples.
	

	477 to 481
	
	Comment: The text requires that at least one company will develop an instruction for modification of an authorised product however, it is unclear how a decision would be made regarding which company would develop such an instruction.  This is particularly relevant where different companies have marketing authorisations in different groups of companies.  It is recommended that the relevant text be omitted.

Proposed change (if any): “However, in such case, companies are encouraged to monitor the market and to re-evaluate their own marketing and development strategies in case of changes in the availability of other products. Where the development of a product / a range of products addressing the needs of older people is not feasible by any company, it is expected that at least one company will develop an instruction for modification of an authorised product.”
	

	503
	
	Comment:

Typo "combing" should be "combining"

Proposed change:

“The administration of a medicinal product to a patient by combining (parts of the) dose with a small…”
	

	550 - 558
	
	Proposed change: 

Related to the above comments; again, suggest classifying units below a certain size (again perhaps <2.5mm), while anything larger are merely small tablets.
	

	578
	
	Comment:

Typographical error

Correction:

“The ability and willingness of a patient to use, and of its caregiver to administer, a medicinal product…”
	


Please add more rows if needed.
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