[image: image1.png]O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

31.5.2016
Submission of comments on 'Draft points to consider on frailty: Evaluation instruments for baseline characterisation of clinical trial populations’ - EMA/CHMP/778709/2015
Comments from:

	Name of organisation or individual

	EFPIA – Tiia Metiäinen (tiia.metiainen@efpia.eu)


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).

1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	EFPIA welcomes the opportunity to provide comments on “Points to Consider on frailty: Evaluation instruments for baseline characterization of clinical trial populations – EMA/CHMP/778709/2015”
We have identified some general comments to be addressed in the forthcoming finalised guideline:
	

	
	The points to consider document does not discuss or recommend a specific Frailty definition. The language used in this draft document at times deviates from the accepted terminology pertaining to the functional impairments and disability in older adults. Especially the term “frailty” is used in the context of, not only the specific geriatric syndrome of frailty, but also functional impairment, cognitive impairment, poor nutritional status and multi-morbidity. 

The document could be improved if the terminology used was better aligned with the International Classification of Functioning, Disability and Health (ICF) as well as the mainstream geriatrics literature. It would be appreciated if the term frailty would only be used when referring specifically to the geriatric syndrome of frailty per se which has a very specific meaning in geriatric research.  

Alternatively if the document is only intended to provide industry with some tools that are acceptable to the EMA and can be used to better characterize and describe study populations, this could be more clearly stated. 


	

	
	Overall this document provides a good overview of various instruments for the assessment of not only frailty, but also functional impairment, cognitive impairment, nutritional status and multi-morbidity. Our understanding is that the purpose of the document is to highlight instruments that can be employed in development studies to better characterize the enrolled older-adult population, for either risk-stratification or descriptive purposes. As such the instruments outlined in the document are all of value, however it should be noted that many of the proposed instruments would have limitations as outcome measures in a clinical study.
Generally it would be highly appreciated if the agency would emphasize that the goal of this document is to provide further guidance on how to better characterise the   older adult study population when applicable given that the majority of patients in clinical trials are not frail. For example only 30% of the participants in cancer trials are >65 years of age. The inclusion of these instruments should therefore be indication specific and is not relevant for all trials.
	

	
	 “A priori subgroup analysis by baseline frailty parameters may then allow correlation with endpoints including those related to adverse events. Post-authorization risk management could be a further potential area of application of such scales”. With respect to the proposed frailty parameters, we would like to caveat that the subgroup definition with respect to each scale has not been well established.  Also in the absence of guidance to use the same scales throughout a development plan, it might be difficult to pool data, check consistency across trials. 

 Additionally subgroup analyses from clinical trials could have other issues, e.g. very small subgroups that do not provide meaningful comparisons or subgroups defined by median that may not reveal differences.  If implemented, the definition of subgroups should be carefully considered and justified. Some guidance on the groupings to consider for this analysis is considered helpful.  
	

	
	Concept of Frailty, correlation of CGA with individual instruments:

The paragraph contains contradictory messages. It is recognized in the document that it is not feasible to obtain a “multidimensional interdisciplinary comprehensive geriatric assessment (CGA)” in all trials including older patients but that it is relevant to document to what degree physical or cognitive frailty is present at baseline. The document appropriately points at preferred instruments in sections 5-8, including recommendations and reasons for the proposed selection. Section 4 however does not give clear guidance. This section states: “In clinical trials, if the correlation between a screening instrument and CGA is acceptable for the desired clinical trial outcome, then screening instruments will at least be able to capture baseline frailty characteristics for a clinical trial population” –however  it is unclear what would be “acceptable”. 

To provide guidance it would be better to end this paragraph (or section): “The current guideline proposes a selection of instruments for baseline assessment of frailty, where the correlation with a CGA has been deemed acceptable.”

Proposed change (if any): “…Consideration must also be given to disease-related frailty versus background frailty in the pre-morbid state. The current guideline proposes a selection of instruments for baseline assessment of frailty, where the correlation with a CGA has been deemed acceptable.”
	

	
	
	

	
	Frailty is an emerging concept and there appears to be a lack of consensus in the definition and diagnostic criteria.  It might therefore be useful to provide definitions (e.g. in section 4) of different aspects/domains of frailty referred to later in the document, for instance pre-frailty, psychosocial frailty etc.
	

	
	 It could be considered to have a wider discussion on the reasons why elderly and frail patients are excluded from clinical trials. One potential reason could be that these patients might not be able to comply with  ommon clinical trial procedures without help of caregivers that might not be allowed for certain assessments. Additional reflection is needed on these broader aspects to provide greater context to the reader. 
	

	
	It is welcomed to subdivide patients into more relevant baseline categories as well as the recommendation on specific instruments to assess physical frailty, cognitive function, nutritional status and multimorbidity. It would be appreciated to stress the need for the consistent application of “golden standards” instruments (rather than just providing suggestions of scales that could be selected from) in order to enable the comparison of results between development programmes and within programmes.

The document does not provide clarity on the definition nor on the number of subgroups (e.g. fit, pre-frail, frail) that can be derived based on the scales and the relevance of their analysis beyond the analysis of age only. 
Prior to including these scales as demographic assessments in trials some additional information on the above is needed.
	

	
	Although the guideline seeks to find a definition of frailty status for the purpose of patient enrolment in clinical investigations (which may be used across therapeutic categories), it tends to focus on frailty resulting from the condition that the product intends to treat. 

A definition that is related to the indication that is being treated may be clouded by the severity of the disease itself and not by the degree of frailty in general.

It would be helpful if the guideline better separates the concepts of background frailty from disease-related frailty. 
	

	
	There is concern regarding a potential for the emphasis of strength assessments that are isolated from relevant functional assessments in older adults. First, strength is very hard to measure, as it depends on the examiner as well as the participant; requires maximal voluntary effort; is very sensitive to technique; and has high inter-subject variability. Second, there are many different kinds of strength – isometric, isodynamic, isokinetic – and they have different levels of relevance for different tasks. Third, there is no intrinsic meaning to a patient from their level of strength in isolation – what matters is whether they can walk, lift, carry, or do other tasks; which tasks are meaningful depends on the individual and their circumstances. Fourth, there are clear examples of exercise interventions which have improved function without increasing strength. For this reason muscle strength measurement is no longer considered necessary by the FDA, however it remains in vogue in EU. Having a clear statement would support sponsors. 

Handgrip strength may be an exception because it is easy to measure and relatively reproducible (although affected by the presence of hand arthritis, etc.). Thus it would be highly important to the field if the discussion would shift away from strength and toward the types of functional outcomes that have been nicely described in the document. To do so, further information about what not to do would be extremely helpful.
	

	
	Although the draft document does not intend to define a frail patient in great detail, it would be appreciated if the guidance could provide some background on interpretation of results. 
For example: if a patient scores between18-23 on the MMSE (mild cognitive impairment), would he be considered frail or would scores between 0-17 (severe cognitive impairment) be required to be considered frail?  If it is not possible to provide this level of detailed guidance in this document, reference to other documents for this type of guidance would be appreciated.
	

	
	A general concern is that this document breaks down the concept of frailty into its individual parts. It should be considered that frailty is an attractive concept because it highlights the idea that the whole is greater than its individual parts. Additionally, it doesn’t really matter what caused the frailty (eg which comorbidity, lifestyle factor, nutritional status, hormones, etc), but rather encompasses the accumulation in deficits and is a reflection of the physiologic reserve, which is important to capture for trials.
	

	
	The numbers of the literature references appear in the titles of some, but not all subsections sections describing the scales. Suggest using a consistent approach throughout the document.
	


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)

	Executive Summary
	
	Comment: The SPPB appears to be singled out in the Executive Summary; it should be clarified whether the Agency intended to highlight this specific test for more frequent use. 
	

	Section 1. Introduction

(page 4) 
	
	Comment: The statement “Important elements to be considered in the development of a new medicine for use in the older population include the recruitment of sufficient numbers of elderly in appropriate age ranges (particularly the very elderly) for Pharmacokinetics (PK) as well as PK/PD analyses, the use of an age-appropriate measure of renal function, and awareness of and openness to testing covariates reflecting biological rather than chronological age.”  may need to be clarified from a practical standpoint as, for instance Cockroft-Gault formula for creatinine clearance includes chronological age as a variable. It may be also worth backing the statement with a literature reference. 

Proposed change (if any): Suggest updating the wording.


	

	Section 1. Introduction

(page 4)
	
	Comment:

Frequent exclusion of the elderly has generated a situation of “evidence biased”, as opposed to evidence based medicine for older adults.

The very elderly often exhibit enhanced PD sensitivity and the document misses a point here. It is more important to look at changes than looking for enhanced PD sensitivity. It would be a shame to lose an effect based upon suboptimal use of dosing/due intervals or simply exposure.


	

	Section 1.

Introduction

(page 4)
	
	Comment:

The discussions of the biological age vs. chronological age are welcomed and the need for useful tools to rate subjects’ biological age is acknowledged. It is still problematic to recruit frail elderly in clinical trials, so having standardised ways of measuring frailty may improve the value of the data being collected in clinical trials. It is an interesting approach to encourage establishment of registers to further access the feasibility and value of such tools used in post-marketing settings. 

It is recommended to discuss possible tools and design of such registers or other post marketing activities at workshops with sponsors and agencies. 


	

	Section 1. Introduction, First 2 sentences

(page 4)
	
	Comment: The initial statement on lack of justification for exclusion criteria on age is a generalization, without specific background or references. The potential for selection bias for frail elderly patients is well acknowledged, but there are distinct reasons why trials and programmes differ in terms of age limits, exclusion criteria and comedications. 

Proposed change (if any): Reasons for exclusion often have been poorly justifiable, and have included predefined arbitrary upper age limits, lists of different comorbidities or polypharmacy. Such frequent exclusion has generated a situation of "evidence biased", as opposed to evidence based medicine for older adults. This selection bias is even more evident for the frail elderly, who Frail patients account for a large proportion of older persons at risk and there is potential for selection bias in studies including older patients,. Important elements …’.


	

	Section 1.

Introduction 
	
	Comment:  Specifically for the development of vaccines, depending the disease the vaccine is protecting against, frail subjects may be the population at highest risk for the targeted infection. In this case, frail subjects might be the population to be vaccinated as a priority. In elderly in general (frail or not), a decreased functioning of the immune system should be considered. For example for a flu vaccine, studies will include elderly subjects in line with the respective CHMP/VWP guidance and potentially also include frail elderly subjects for which the evaluation instruments described in the guideline may be used. 
Proposed change (if any): It is proposed that the Points to Consider on Frailty addresses this vaccine-specific aspect in a general way, e.g. in the introduction section.

	

	Section 2.

Scope
(page 5)

	
	Comment: Suggest adding the following statement from the executive summary at the end of scope section: “This document is not intended to define a frail patient, or to support development programmes for indications such as sarcopenia and cachexia.”

Proposed change (if any): Suggest adding the following statement from the executive summary at the end of scope section: “This document is not intended to define a frail patient, or to support development programmes for indications such as sarcopenia and cachexia.”


	

	Section 2.

Scope

(page 5)
	
	Comment:

We wonder why the cutting age is 65 yrs. Everything points at increasing life expectancy and ageing populations in large areas of the world. By setting the age criteria too low there is a risk that important safety information is blurred/masked. An age cut of 75 yrs would increase the likelihood to detect signals.


	

	Section 4.

The concept of Frailty
(page 6)
	
	Comment: There is a mention of pre-frail older people in section 

Proposed change (if any): It might be helpful to define or discuss the concept of pre-frailty in the section.


	

	Section 4.

The concept of Frailty
(page 6)
	
	Comment: There is a mention of disease-related frailty as opposed to background frailty in the section. 

Proposed change (if any): It might be helpful to define or further elaborate on the concepts in the section.


	

	Section 4.

The concept of Frailty
(page 6)
	
	Comment: In order to address disease-related frailty versus background frailty in the pre-morbid state it may be helpful to use a combination of instruments since disease-related frailty may be dependent on the severity of the disease being evaluated.
	

	Section 4.

The concept of Frailty
(page 6)
	
	Revise paragraph 1 -2: the paragraphs could be further aligned (e.g., both paragraphs talk about prevalence, which should be discussed in the same paragraph).
Proposed change (if any):
Frailty is a term used in Geriatric Medicine to represent the concept of decreased physiologic reserve due to dysregulation in multiple systems that result in increased clinical vulnerability, decreased response to stressors, and increased adverse health outcomes. Lack of efficacy/effect is also an adverse health outcome that could be related to frail subjects (an example could be poor absorption of vitamins or anabolic treatment, e.g. bone mineral supporting medication).
Frailty is a dynamic process with several phases and in older person can be preceded by multimorbidity and followed by the development of disability. However, multimorbidity and disability often co-exist and overlap at least in part with frailty, therefore contributing to increasing heterogeneity of the older population.  

Recent studies have demonstrated that frailty is able to identify older adults who are at increased risk of poor clinical outcomes, such as incident disability, cognitive decline, falls, hospitalization, institutionalization, or increased mortality. Frail older persons are also vulnerable to clinically important adverse drug reactions. Hospital admissions related to medicines are especially seen in these patients and are often preventable. 

Frailty prevalence increases non-linearly with age. Cross-sectional studies suggest that about 7% of persons older than 65 years are frail, and that the prevalence of frailty increases with age and may exceed 45% after age 85.  The frailty prevalence is higher in women than in men, but frail women have better survival than frail men. 


	

	Section 4.

The concept of Frailty
(page 6)
	
	Last paragraph

This paragraph seems out of place here. This is more a justification for why screening frailty tools are needed. 

Perhaps move to somewhere else/earlier.
	

	Section 4.

The concept of frailty

(page 6, second paragraph)
	
	Comment:

Text says “Frailty prevalence increases with age, with a non-linear pattern, is higher in women than in men, but frail women have better survival than frail men”. Although there is a general agreement on the necessity and usefulness of the concept of frailty, there is still lack of both a consensus definition and a standardised assessment instrument to be used in clinical practise and in research. Thresholds based on chronological age, which are the prevailing indicators, are not sufficient, as they do not offer a good estimate of the biological age. Frailty develops as a continuum, from fit to pre-frail, and then frail older people.

The main controversy arises around the precise identification of frailty, as different models have included the exploration of either physical, functional, cognitive, social functioning measures or any combination of them. Different frail models lead to identification of subgroups of frail older subjects which may not directly overlap in comparisons between the instruments. 


	

	The concept of frailty

(page 6, second paragraph)
	
	Comment:

Multimorbidity, polypharmacy and nutritional status are clearly correlated with frailty but may exist independently from a frailty phenotype.

It is unclear whether baseline instruments are to be used in confirmatory phase 3 trials or in clinical pharmacology trials of special population. It is also unclear how many subjects should be included for the different instruments.

Proposed change (if any):

Proposal for additional re-written text: There are contraindications and to make this guidance useful it should be focused with a more narrow scope, e.g. on biological factors that can be accounted and e.g. ADME changes based upon physiological changes, comorbidities and concomitant treatments.


	

	Section 5.
Physical frailty

(page 7)
	
	Comment: The SPPB does not capture physical frailty per se. It does measure impairments in function as classified by the International Classification of Functioning, Disability and Health, (ICF).

Proposed change (if any): Change the section 5 title to “Frailty and impairments in function” which would be more consistent with the wording of sections 6, 7 and 8

	

	Section 5.1.

Short Physical performance battery ( SPPB)

(page 7)
	
	Comment: The use of absolute values for physical performance measures in the definition of frailty may also be limited by the assumption of a baseline norm. Information regarding the change in the measure from an earlier time point would inform the relevance of the measurement to the assessment of frailty in patients with obstacles that are unrelated to disease treated and frailty.


	

	Section 5.1.

Short Physical performance battery ( SPPB)

(page 7)
	
	Comment: The paragraph starting from “Physical performance measures in general” does not seem to be relevant to advantages of SPBB. 

Proposed change (if any): Please consider either moving the paragraph to the very beginning of section 5  (prior to 5.1.) or removing.  


	

	Section 5.2.

Gait/walking speed
(page 8)
	
	Comment: Please consider adding a brief wording highlighting the link between gait parameters and cognitive function. This could be based on the following publication: Robertson DA et al. Frailty and cognitive impairment—A review of the evidence and causal mechanisms. Ageing Research Reviews 12 (2013) 840– 851   

Proposed change (if any): As above.


	

	Section 5.3.

Recommendation: physical frailty assessment speed
(page 8)
	
	The beginning of the section reads: “While all the criteria and scales presented in this section have advantages and disadvantages ...”, however the section 5 only refers to one scale and one assessment. It may therefore be helpful to briefly elaborate on the other scales considered and the reasons why these were not included. 

Proposed change (if any): As above
	

	Section 6.1. General considerations on frailty and cognitive dysfunction
(page 9)


	
	Section 6.2 Proposed scales

for consistency, would add a similar section for section 5 or delete section 6.2 since a similar section was not in section 5
	

	Section 6.1. General considerations on frailty and cognitive dysfunction
(page 9)


	
	Comment: In the first paragraph, the wording starting from “The probability of delirium”  and till the end of the paragraph doesn’t seem to add much to the section.

Proposed change (if any): Suggest removing
	

	Section 6.1. General considerations on frailty and cognitive dysfunction
(page 9)


	
	Comment: In the second paragraph, there is a mention of physical frailty. 

Proposed change (if any): It might be useful to provide a definition (e.g. in section 4 or 5)


	

	Section 6.1. General considerations on frailty and cognitive dysfunction
(page 9)


	
	Comment: The last sentence of the section does not refer to a possible impact of depression on frailty irrespective of cognitive impairment.

Proposed change (if any): Suggest updating the wording to reflect this. 


	

	
	
	In the section on cognitive function (6.1) it may be worth adding a subsection on apathy in the context of frailty as well as a discussion on the relevant scales. 


	

	Section 6.2. Proposed scales
(page 9)
	
	Comment: The firs sentence reads: The following scales are suggested to be used in clinical trials for cognitive function:

Proposed change (if any): Suggest updating to reflect the scope of the guideline i.e. baseline assessment of the relevant domain of frailty. 


	

	Section 6.2. Proposed scales
(page 9)
	
	Comment: At the start of the section, where MMSE and MoCA are introduced, it may be worth adding brief background on MoCA as well as the literature reference.

Proposed change (if any): Suggest adding


	

	Section 6.2. Proposed scales
(page 9)
	
	Comment: It may be helpful to provide a brief discussion and a rationale of how the recommended scales were selected and whether any other assessment could be considered (e.g. Trail Making Test or 

Wisconsin Card Sorting test as measures of executive function.) as well as on pros and cons of the individual tests. In addition, it may be worth discussing whether availability of age-matched reference data could be an important factor in scale selection.  

Proposed change (if any): Please consider updating the wording of the section. 


	

	Section 6.2.1. Mini-mental state Examination (MMSE)(52) and Modified Mini-mental State Exam (MMS, or 3MS)(53)
(page 9)


	
	Comment: The first sentence reads: The MMSE was developed in 1975 as a bedside instrument to evaluate the cognitive status of elderly people in clinical settings and has been validated and extensively used in clinical practice and research. It is unclear if MMSE was initially developed for the elderly. 

Proposed change (if any): Suggest checking with the original publication [Folstein et al., 1975] and updating. 
	

	Section 6.2.1. Mini-mental state Examination (MMSE)(52) and Modified Mini-mental State Exam (MMS, or 3MS)(53)
(page 9)


	
	Comment: It might be helpful to add literature references to the second paragraph of the section especially to back up the  statement in the first sentence as well as the statement on  the limitations. It may also be worth highlighting the one of the limitations to MMSE is low sensitivity to executive dysfunction. 

Proposed change (if any): Suggest updating.


	

	Section 6.2.1. Mini-mental state Examination (MMSE)(52) and Modified Mini-mental State Exam (MMS, or 3MS)(53)
(page 9)


	
	Comment: Please consider whether MMSE-2 may be worth discussing in the section. 

Proposed change (if any): As above


	

	Section 6.2.1. Mini-mental state Examination (MMSE)(52) and Modified Mini-mental State Exam (MMS, or 3MS)(53)
(page 9)


	
	Comment: There is a reference to calculus in the section (as well as section 6.2.2.) which does not seem to be correct.
Proposed change (if any): Please replace with calculation. 


	

	Section 6.2.1. Mini-mental state Examination (MMSE)(52) and Modified Mini-mental State Exam (MMS, or 3MS)(53)
(page 9)
	
	Comment: The following is referred to under limitations: Neither the MMSE nor the 3MS have been designed primarily as a screening instrument for dementia.  Not formally validated in most languages. The relevance of the first point to frailty appears questionable; the second point is incorrect; MMSE has been validated in multiple languages. 
Proposed change (if any): Suggest removing the first point and correcting the second one.  The second point may need to be moved outside of the discussion on limitations. 


	

	Section 6.2.2. Montreal Cognitive Assessment (MoCA)(54)
(page 10)
	
	Comment: The wording in the first paragraph of the section starting from “In patients where cognition...” and till “..In patients where cognition” appears to be out of context

Proposed change (if any): Suggest either moving the wording to section 6.1 or removing.   


	

	Section 6.2.2. Montreal Cognitive Assessment (MoCA)(54)
(page 10)
	
	Comment: The final sentence of the section reads: A limitation of MoCA is that it is less well known, particularly in non-neurological / psychiatric trials.

Proposed change (if any): It may be helpful to explain why this is a limitation e.g. in terms of any potential impact on rater training program, the data quality control etc. 


	

	Section 6.3. Recommendation: cognitive function scales in relation to frailty
(page 11)
	
	Comment: There is a reference to psychosocial frailty in the section.  The sentence reads: Most instruments were either developed for dementia screening or MCI screening, and thus excluding psychosocial frailty.

Proposed change (if any): It might be helpful to define the concept, e.g. in section 4. In addition, it might be helpful to add a brief rationale of why cognitive scales are relevant for assessment of psychosocial frailty. 


	

	Section 6.3. Recommendation: cognitive function scales in relation to frailty, 2nd para
(page 11)
	
	Comment: Section 6.2.1 on MMSE highlights the lack of administration manual and the associated interobserver variability and it would be helpful to consider this aspect and quality control in 6.3. 

Proposed change (if any):”…MoCA identifies MCI, includes domains not present in MMSE and is also well validated. Assessors using these instruments should be trained and quality controlled in order to minimize interobserver variability.”


	

	Section 7. 
Frailty and malnutrition

(page 11)
	
	Caveats considerations: 

1. any malnutrition picked up will be late in the game and most potential subjects would have normal or near normal assessment; 
2. biggest concern for older adults is their cognitive and physical frailty and then psychosocial factors that may affect their ability to cope with the physiologic changes (eg cognitive and physical)
	

	Section 7.1.
General considerations on malnutrition.

(Page 11)
	
	Comment:

The physiological changes in frail older people are missing, based upon the most frequent organ and hormonal changes. It is suggested to include a subsection in Section 7 dealing with known physiological changes that could lead to frailty. Nutrition is hugely important but so are physiological changes related to GI absorption of nutrition, vitamins, minerals and medicine, distribution based upon change in body composition, metabolic changes but also hormonal changes. Clearance based on something as simple as declining renal function.

This guidance document should point at factors to consider when developing medicine and also at known biological consequences of ageing.


	

	Section 7.1.

General considerations on malnutrition, 2nd para

(Page 11)
	
	Comment: The problem statement on malnutrition prevalence is only supported by one study from Spain, making it hard to assess the credibility and relevance for other countries in the EU – and it may be debated whether it is “dramatic” (in comparison to what?).

Proposed change (if any): Malnutrition leads to increased length of hospital stay and costs of care, and high frequencies of malnourished or undernourished patients have been observed in both care home residents and hospital patients (63).”has a dramatic influence on both older individuals and health and social care systems. In one study, at least 20% of care home residents were malnourished, and one out of four patients in hospitals is undernourished, leading to increased length of hospital stay and costs of care . Many countries are considering the implementation of universal malnutrition screening for adults at hospital admission. Malnutrition can change the effects of drugs, and polypharmacy increases the risk of malnutrition (64).
	

	Section 7.1. General considerations on malnutrition
(page 11)

	
	Comment: The second paragraph of the section provides relevant epidemiological data on malnutrition, however similar data does not seem to be included into the general considerations subsection on the other domains

Proposed change (if any): Suggest adding relevant epidemiological data into the general considerations sections across all domains discussed in the document for consistency.


	

	Section 7.3.

Recommendation: nutritional assessment

(page 12)


	
	Comment: 

The final statement leaves some ambiguity over whether the MNA-SF nutritional assessment tool is the preferred tool or not.  The language should be updated to make it clear that this is preferred, knowing that this does not exclude other scales being considered on a case-by-case basis where appropriate.

Proposed change (if any):

The MNA-SF could should be considered to be the preferred tool.


	

	Section 8.1. General considerations on multimorbidity
(page 12)
	
	Comment: The wording in the sections reads: This section focuses on the second situation [b)].

Proposed change (if any): Suggest adding a discussion on the aspect a or a rationale of why the focus is only on situation b.


	

	Section 8.2. Multimorbidity: Cumulative Illness Rating Scale - Geriatrics (CIRS-G)
(page 13)
	
	Comment: The level of detail (e.g. detailed description of the scoring rules, reliability and validity) does not seem to be consistent with characterization of the scales in the other sections of the document.

Proposed change (if any): Suggest updating the wording to make it consistent with the rest of the document.


	

	Section 8.3.
Recommendation: multimorbidity assessment

(page 13)
	
	Comment: The recommendation regarding the multimorbidity assessment focuses on measurement of multimorbidity of older subjects. Considering that the definition of frailty should not rely on a chronological age as much as on a multi-dimensional assessment of function, the assessment of all subjects (regardless of age) in a trial may be helpful in defining the parameters most relevant to the safe and effective use of the medicinal product.  It would also provide information concerning the importance of age as a variable.

Proposed change (if any):

Measuring baseline multimorbidity of older subjects in a clinical trial may allow for a better characterisation of the population included, improving comparability with the real world clinical populations; and may also allow for a better understanding of the relationship between medicines and multimorbidity.
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