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Submission of comments on 'Draft guideline on clinical investigation of medicines for the treatment of Alzheimer’s disease and other dementias’ - EMA/CHMP/539931/2014
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

Note from author: we have highlighted major comments in blue
	Stakeholder number

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

(To be completed by the Agency)

	 
	We welcome the Agency's initiative to revise the current CHMP guideline on medicinal products for the treatment of Alzheimer's disease (AD) and other dementias incorporating both the outcome of the workshop which took place at the EMA on 24-25 November 2014 and the most recent 1-1 meetings with applicants with experience on Scientific Advice on AD. EFPIA  would encourage the Agency to maintain an open dialogue (e.g. workshops and discussion meetings) with companies active in this field in order to further support the drug development for such a high unmet medical need.  There are three specific areas that would benefit from further round-table discussions or work-shops between the agency and companies:  firstly: clinical meaningfulness and it measurement/demonstration; secondly  use of biomarkers in general and for specific puroposes, as surrogates, predictive, prognostic value and inclusion of biomarker positive and negative patients in particular studies and thirdly, the use of MMRM.
	

	
	EFPIA agrees and appreciates the acknowledgement of AD as a “continuum with a long lasting presymptomatic phase” and encourages additional consideration of this diagnostic paradigm throughout the guideline
	

	
	We recognise that the draft AD guideline acknowledges the field is rapidly changing and common knowledge is being built, that the standardization and harmonization of the use of biomarkers for different purposes along the course of drug development needs further improvement, and that harmonization of the existing sets of clinical diagnostic criteria is needed. Therefore, we encourage the EMA to continue to facilitate the discussion with companies and scientific experts active in this field to build a common scientific position with regard to diagnostic criteria (e.g. through EMA workshops and other relevant discussion meetings such as EU AD Task Force, Alzheimer’s Association Roundtable). The specific aim of these discussions would be to identify the next steps for harmonising the diagnostic criteria for AD drug development and thus advancing the regulatory guidance. 


	

	
	International Working Group (IWG) and National Institute on Aging - Alzheimer´s Association (NIA-AA) diagnostic criteria are extensively referenced through the document, which may be appropriate for amyloid centric therapies.  It would be helpful to know if the EMA would agree to the use of McKhann 1984 criteria if it can be justified by the proposed mechanism of action (MoA) and it’s within the proposed development plan. If other criteria are used, they must be justified by scientific advice.

	

	
	The guideline has a significant focus on treatment of Alzheimer’s disease and is clearly aimed at guiding anti-amyloid treatment approaches.  Other ongoing non-amyloid centric approaches (e.g. targeting tau, cerebrovascular and Lewy body pathologies) may be evaluated in mixed dementia forms and it would be helpful if the agency could consider developing similar detailed guidelines to help with investigation of other dementias and mechanisms of action.


	

	
	The guidance is rather “light” on pre-clinical AD.  Given the efforts of the industry in the secondary prevention space, additional guidance on pre-clinical AD would be beneficial (even if only as “points to consider”).
	

	
	It would be helpful if the agency would provide details/ guidelines on what set of data, if any, would result in consideration of any of the accelerated review mechanisms to enable faster access of novel safe drugs to patients.
	

	
	The agency should discuss the possible acceptability of alternative approval pathways (i.e., adaptive pathways leading to Conditional Approval), which may be applicable for example to prodromal or preclinical stages of the disease and that might encourage sponsors to further develop and qualify novel outcome tools or biomarkers as surrogate primary endpoints.


	

	
	General Comment on Disease modification
EFPIA is seeking further clarity regarding what constitutes a claim for a disease modifying effect in the absence of a formal qualification opinion for the biomarker(s) being utilized in the pivotal trials, for a circumstance where the biomarker(s) may be qualified for diagnostic/enrichment use but is/are not yet formally qualified for use in the demonstration of disease modification.  For example, if clear correlation shown between the clinical and biomarker outcomes, we believe that this could be sufficient for a disease modification claim and filing these studies in the MAA would effectively validate and qualify the biomarker(s) for therapeutic purposes. That is, we believe a separate qualification procedure for the biomarker(s) for a disease modification context of use would not be required.
	

	
	As the agency notes in the guidance the validation and application of pathological biomarkers to support a disease modification claim still requires further development and validation. It would be useful if the agency could further articulate the minimal acceptable evidences that would support disease modification to enable effective clinical trial design to meet such needs of the patient. 
	

	
	It is not always clear if a non-qualified/non-validated biomarker may be acceptable for MAA approval in some cases, especially if scientific advice is sought a priori.
	

	
	The words "validation" and "qualification" referred to biomarkers are somewhat used interchangeably throughout the guideline. EFPIA would recommend a standardisation of their use with a preference for "qualification" when the text refers to the regulatory process of qualification of biomarkers for an intended use.
	

	
	We recognise the recent paradigm shift in the conceptualisation of AD and the supportive role of biomarkers in the updated diagnostic criteria. Although the revised guidance provides information about the limitations of the biomarkers' use in the decision making process due to the lack of qualification, the corresponding section of the guideline seems general and does not specifically address the regulatory requirements for the use of biomarkers to develop companion or standalone diagnostic tests. In order to provide  more prospective Agency guidance, it would be helpful if the Agency could elaborate on  the role of AD biomarkers in the development of AD drugs.
	

	
	Throughout the draft guideline, several recommendations are presented according to the severity of the AD dementia (mild, moderate or severe). It would help if there was additional information regarding how these stages are defined (assessment tools and thresholds) for consistency across trials in the clinical investigation of treatments for AD.
	

	
	The guideline names specific assessment tools in multiple sections. In some sections, stress is placed on important concepts of interest, such as given bADLs, iADLs and use of recent technology in the text on ADLs. In other sections, such as those on cognition, the important concepts of interest within assessment tools are not discussed. In addition, the importance of a process to establish such concepts of interest is not mentioned. In general, a focus on methodology would be preferred to named examples, in order to support and guide assessment tool selection and development, and could also increase the longevity of the document.


	

	
	We appreciate that the guideline reflects the current scientific state-of-the –art and its challenges.

As such, in the absence of precedents, the draft guideline does not establish granular guidance yet in particular for the prodromal population and early AD as to:

- qualified and validated assessment tools ,

- recommendations for acceptable scores, rating scales and endpoints,

- how the clinical relevance of study results is defined, for efficacy endpoint, 

- concrete information in terms of time-to-event methods and how to demonstrate efficacy across all stages of the disease.

For example, it is not clear how long the event has to last and how the patient´s varying daily conditions due to the disease are taken into account.
Once MAA approvals are granted and serve to establish precedence, it will be beneficial if this guideline complemented by EPARS and qualifications opinions provides more tangible and specific guidance to Sponsors moving forward.
For example it would be valuable at that point in time to understand better how the primary endpoint “time to dementia” should be assessed and if the diagnosis Alzheimer dementia would need to be reconfirmed after a few weeks in a follow-up examination. 
 
	

	
	The term “delay” is used inappropriately.  “Delay” implies that there’s an increase in the time to a discrete event, and not a decrease in the rate of something.  

Proposed change: 

Please replace “delay” with “decrease in rate of decline” or “slow the progression” or similar term.
	

	
	The guidance regarding statistical considerations focuses on the unsuitability of the MMRM analysis, and suggests considering responder and rank analyses. However, consideration isn’t given to the suitability of the MMRM analysis when retrieved data is incorporated and missing data is assumed to be not missing at random (NMAR), for example through the use of multiple imputation analyses.  When missing data is handled appropriately, then the MMRM is a valid approach that can be used to answer the scientific question of interest in a robust manner. It would be helpful if the agency would consider revising the statistical considerations section, with more focus placed on the use of retrieved data and handling missing data, such that perhaps the agency could endorse the MMRM approach.


	

	
	It would be beneficial to know if the EMA would consider collaborating with parties working in the field for natural history studies of disease. 
	

	
	We also welcome the timely opportunity that initiatives such as the IMI-ROADMAPS offer to create an engagement environment and thereby facilitate an common understanding among regulatory and HTA bodies about the implications of new interventions in AD.
Reference: http://www.imi.europa.eu/content/stage-1-17

	

	
	EMA has been a strong advocate for the use of real world data (e.g., Adaptive Pathways, IMI GetReal, Initiative for Patient Registries) and, similar to the value given to evidence from real world data (RWD) within these initiatives, we recommend that the EMA mention in the Guidelines a provision for the use of RWD to support clinical development of medicines for the treatment of Alzheimer´s Disease and other dementias. Section 14.4 on Long-term safety seems a reasonable part of the Guidelines to make this provision. 

Given that for medicines targeting early AD, some benefits (not only harms) may not be captured within the relatively short duration of the clinical trials, RWD can be potentially incorporated in the design of long- term efficacy studies as well. 

Moreover, use of RWD should be encouraged to generate valuable information on real-world effectiveness, including the impact of early diagnosis and treatment. This also facilitates alignment of the evidence requirements for regulatory approval with those for access. 
   
	


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)

	76-77
	
	Comment: Generally a trade-off is required between sensitivity and specificity with respect to diagnostic criteria. 

Proposed change: Provide specific examples in which emphasis will be placed on high sensitivity vs high specificity. 
	

	141
	
	Revision suggested:

[…] drug development needs further improvement

Change into:

[…] drug development needs further improvement in terms of consistency and alignment.
	

	146 - 155
	
	Comment:

See below for proposed change to Scope. 

Proposed change (if any):

Add following clarification (or similar text) to the scope:
“This document aims to provide guidance for the evaluation of any medicinal product for treatment across the AD continuum.
Non-dementia type symptoms of other neurodegenerative diseases (where applicable, e.g. Huntingdon’s disease motor symptoms) are out of scope.”

	

	Line 189
	
	Comment: 

It would be helpful to the reader to know exactly which item(s) in Annex 1 are being referred to.
Reference should be made instead to Annex 2 (longitudinal Jack model).
Proposed change (if any):
“A longitudinal model for describing changes in cognition in patients with mild and moderate AD, and for use in assisting in trial designs in mild and moderate AD has been qualified (see Annex 1 2).”
	

	194-195
	
	“Disease modification with slowing or arrest of symptom progression and correlation with evidence of delay in the underlying neuropathological process.”

Comment: Delete “and correlation” and substitute “link
Rationale: to remove implication of a statistical linear relationship and because evidence may come from a number of sources e.g. delayed start analysis, one or more biomarkers. 
Proposed change: 

•
Disease modification with slowing or arrest of symptom progression and correlation  link with evidence of delay in the underlying neuropathological process biomarker relationship of  /
	

	199-201
	
	Comment, Line 201: delete “(cognitive and functional)” 

Rationale: With currently available methods may not be able to demonstrate a functional decline, demonstration of clinical relevance of measure is needed rather than function per se.

This statement does not reference preclinical AD where functional decline may not be evident at such an early stage of the disease.
Proposed change: 

Since a disease modifying effect correlated with a persistent delay in the underlying neuropathological process is difficult to prove without adequately validated and qualified biomarkers as outcome parameters, a slowing in the rate  or delay  of clinical decline (cognitive and functional) as demonstrated by innovative trial designs may be acceptable as an alternative development goal (see section 8.4.2.).
	

	199-202 & 629-632
	
	Comment: It is unclear if slowing or delay of clinical decline as demonstrated by innovative trial designs without evidence of delay in the underlying neuropathological process is acceptable as a stand-alone development goal leading to regulatory indication


	

	199-202
	
	Comment: 

It is still not clear what a disease modifying effect would mean from a endpoint and objectives point of view. It looks like it is a symptomatic slowing down of the rate of disease progression plus an effect on biomarkers. Given the state-of-the art, the draft guideline still does not specify which biomarkers are to be considered. Further guidance will be welcome once some precedence has been established. Only the slowing down of the disease is understood to be clinically relevant in the classical context of regulatory decision making. But also here the difference between a true slowing down of the disease progression and a symptomatic treatment which could also show a slowing of the rate of symptomatic decline is not clear.

Proposed change (if any):

One possible way to differentiate between a true slowing down of he disease progression and a symptomatic teatment would be the duration of follow up, clarity on this would be welcome.
	

	224-244
	
	Comment: Section 4.4 of the guidance on exploratory trials while well-meaning to reduce failures in Ph3 is not specific to Alzheimer’s disease and is perhaps too general for guidance on Alzheimer’s disease. Inadvertently this particular guidance may lead to EU member state non approval of studies not conforming to the standard Ph 1, 2, 3 stages while there may be strong rationale for doing so.

Proposed change (if any):

Guide that the activities listed in lines 233-240 be strongly encouraged to be conducted prior to Ph3 but remove reference to Ph2.


	

	230-232
	
	Comment : The same stage of the disease can be explained but it is not clear what does the same type of patient mean. 

Proposed change (if any): clarify what is meant by the same type of patient and acknowledge that with the adoption of the AD continuum concept the definition of same stage of the disease will be evolving. Perhaps replace same patient type and same disease stage with “homogenous study population”


	

	241-242
	
	Comment: Sentence is confusing, not clear what is meant by: “The duration of such trials will depend either upon the time to measurable response that is expected, or may be one of the parameters to be assessed.”  

Proposed change (if any): Reword as follows “…or may be one of the parameter(s) to be assessed.”


	

	242-244

	
	Comment:

“The value and qualification of several biomarkers has been progressing considerably and some of them may be used as primary endpoint in proof of mechanism/principle studies.”
Is the intended meaning here, “may eventually be used”, or that biomarkers may currently be used in some cases even though not validated?
	

	242-244 
	
	Comment: The guideline addresses the use of new diagnostic criteria for AD and other dementias, including early and asymptomatic disease stages (line numbers 95-96). Additionally, it is acknowledged, that standardization and harmonization in the use of biomarkers requires further development (line numbers 140-141) and that development of novel detector systems for early AD pathology should be pursued (line numbers 142-144). Also, as AD drug development has been witnessed many failures in PhIII pivotal trials, exploratory trials in well-characterized patient populations are strongly encouraged (line numbers 228-229). However, the agency should consider including information within the guidance that would identify how the development of such novel methodologies in AD and other dementias can be applied to further trials.

Proposed change (if any): 

Additional text following line 244: 

In case of positive outcomes from exploratory trials, the value of the biomarkers used in these studies should be further evaluated to assess how they can  potentially be further used in subsequent pivotal trials as endpoints for decision making for AD and other dementias
	

	245-309
	
	Comment: We would like to see a more detailed opinion on patient selection: what are the options? What possible implication will such approach carry? AD is not a homogenous condition and the agency should encourage sponsors to try to identify and characterize the optimal patients to the tested treatment (e.g. adaptive pathways).

Proposed change (if any): Please elaborate on this section on the context of the above and provide suggested text..
	

	253-256

265


	
	Comment: 

In Section 5.1 (Autosomal dominant AD), the relationship between CSF biomarkers, imaging and structure and outcome measures is unclear; this may be dependent on the specific mechanism of action of the drug being studied. Please refer to line 265 and consider revising as outlined below to distinguish symptoms from the subject’s overall status.
Additionally, outcome may differ from progression, which is not mentioned.

Proposed change (if any):

Line 265:

“The pathological process of AD is known to start decades before the onset of clinical symptoms; however the exact relationship between neuropathology and symptoms progression and specific outcome measured is not yet established.”


	

	256-258


	
	Comment:

Minor change proposed as outlined below.

Proposed change (if any):

“Patients with autosomal dominant inherited forms of AD, although representing less than 1% of cases, may serve as an important model for the development of new therapies and validation of assessment tools.”


	

	301-302

482-499
	
	Comment:

The sentence in Lines 301-302 appears to be inconsistent with Section 8.1, re: can prodromal/MCI due to AD and AD (mild) be combined as a single group with the same (cognitive) endpoint? i.e. it isn’t stated in Section 8.1 that these entities can be combined as a single group, instead Sections 8.1 and 8.2 imply that they must be treated differently.

Proposed change (if any):

Revise Section 8.1 to be consistent with other sections of the guideline that reference both prodromal/MCI due to AD and mild AD be combined as a single group with the same (cognitive) endpoint

	

	306-309
	
	Comment: When studying prodromal AD/ MCI due to AD together with mild AD, will it be acceptable to demonstrate an overall effect in the combined segment, or will it be required to demonstrate the effect in every segment (pre-specified)?

Proposed change (if any): Please clarify.
	

	306-309
	
	Comment: When studying prodromal AD/MCI due to AD together with mild AD, could a composite efficacy endpoint (such as the CDR-SB) be acceptable as a primary endpoint? With regards to the mild AD sub-segment, would it be acceptable to include ADAS-Cog and ADL as secondary endpoints in the event that CDR-SB is the primary endpoint for the study population specified above?

Proposed change (if any): Please clarify the above as possible.
	

	306-309


	
	Comment:

Please provide a definition for “early AD”. For example, should the entity of prodromal AD/MCI due to AD plus mild AD be defined as "early" AD?

Proposed change (if any):

Add definition for early AD in “Definitions” section.


	

	308-309

519-520


	
	Comment:

Line 308/309 suggests that prodromal AD/MCI due to AD and mild dementia may be studied together as a combined study population; clarification is requested in section 8.1 as to whether a composite endpoint with a combined assessment of cognition and function can be used as a single primary outcome measure for the combined population of prodromal AD/MCI due to AD and mild dementia.

In addition, with regard to Line 519-520, could composite scores be considered useful for other endpoints and AD populations?

Proposed change (if any): 

Add to line 519/520, 

“…such single composite endpoint could also be applied in studies with combined population of MCI due to AD and mild dementia”


	

	310-350
	
	Comment: We agree with the agency that the main problem at this point is exactly the lack of biomarkers in the AD field and also availability/reimbursement of these biomarkers in real life for diagnosing individuals at the pre-clinical / prodromal AD stage. We also acknowledge that the field is evolving and that by the time, a phase III program, using a currently known biomarker, concludes successfully – better and more accessible biomarkers will potentially be available in ‘real life’.

Proposed change (if any): We suggest to include some text, about the option to conduct bridging studies, which will translate the biomarker data – from what is used in the studies - to the ones that will be used in real-life. These studies should not necessarily be additional efficacy studies, but will able to provide a valid correlation between the biomarkers.
	

	316
	
	See general comment about qualification and validation.

Suggested revision:

Require qualification
	

	316-318

	
	Comments:

Does this apply to all populations on the AD continuum?

proposed edit

“While biomarkers for the most part still require validation for many of these particular purposes (Morris 316 2011), cerebrospinal fluid markers as well as MRI and PET imaging markers are qualified for the enrichment of study populations (see Qualification advices for specific populations in Annex 1).”


	

	316-318

	
	“While biomarkers for the most part still require validation for many of these particular purposes, cerebrospinal fluid markers as well as MRI and PET imaging markers are qualified for the enrichment of study populations (see Qualification advices in Annex 1).“ 

MRI, PET, and CSF biomarkers have all been qualified for enrichment of the study population to be enrolled in clinical trials for treatment / prevention of individuals at the “pre-dementia” stage of AD. Please specify if the latter term applies to both prodromal and preclinical AD.


	

	316-350
	
	Comment: 

From reading this section, it seems that the guiding principles that should be followed in order to use or establish a biomarker’s validity may depend on its intended use (i.e. aid in diagnosis, enrich, aid in prognosis, or predictive.) 
It would help the reader to separate this section into 4 sub-sections pertaining to what needs to be accomplished for each of the 4 intended uses, if possible.

	

	316 – 323

326 - 328

648 - 650

General comment on biomarkers
	
	Comment: The guidance seems to confound the use of biomarkers for diagnosis, prognosis, risk factors, generic markers, and markers of disease.  While the concept of enrichment strategies as a means to identify a more homogeneous population is well understood, to state that the use of PET amyloid is an enrichment strategy in AD trials is counterintuitive based on what is known today, as the presence of amyloid in the brain is a hallmark of the disease…  As another example, the use of ApoE4 in preclinical AD trials is more of a risk factor than an enrichment strategy…  Lastly, “These diagnostic agents are licensed (only in conjunction with a proper clinical assessment) for the use in patients who are being evaluated for Alzheimer’s disease versus other causes of cognitive decline” – it might be premature to refer to the PET amyloid agents as “diagnostic agents” – these radiopharmaceuticals assist in the diagnosis of Alzheimer’s disease.


	

	318-320
	
	Comment: 

It is not clear whether the satisfaction of assurance of a “homogeneous population” here requires evidence that the different enrichment measures would result in the inclusion of exactly the same individuals into the trial (i.e., concordance), or whether it is adequate to show that the characteristics (demographics, baseline characteristics, etc.) of the patients who are enrolled by one method are consistent with the characteristics of the patients enrolled by the other method. We are of the opinion that the latter (consistency) would be adequate and would therefore welcome further clarity from the Agency on the variables which should be assessed for consistency, and the criteria for defining “similarity” of results between the two groups.


	

	318-321
	
	“For the purpose of trial enrichment CSF and PET amyloid biomarkers are strongly correlated, however it is not clear how much this depends on the type of assay and the cut-off, so their use as interchangeable enrichment measures should be justified by data to ensure that a homogeneous population is selected.” 

Please clarify what type of evidence would be required to justify the interchangeable use of two or more biomarkers for the purpose of prognostic enrichment in an AD prevention study. Can this data be generated in a post-hoc analysis after completion of the AD prevention study (e.g. concordance analysis including individuals who had data collected for two or more biomarkers at Screening)?


	

	318-321


	
	Comment:

Please consider expanding lines 318-321 to add “…or by using assays with known operating characteristics”.

Proposed change (if any):

For the purpose of trial enrichment CSF and PET amyloid biomarkers are strongly correlated, however it is not clear how much this depends on the type of assay and the cut-off, so their use as interchangeable enrichment measures should be justified by data to ensure that a homogeneous population is selected or by using assays with known operating characteristics

	

	321-323

323


	
	Comment:

With regard to CSF Aβ1-42 assays, we propose changing “Aβ 1-42” to “Aβ42” in order to capture the current state of the level of current precision (which is dependent on the capture/detection Aβs). Also, need to standardize the assay and nomenclature.

On line 321 the draft guidance does not mandate that pTau and Tau be measured but clarity is needed as to why the specific recommendation is made.  It should be noted that this presents difficulties and if it remains in the guidance more information/clarification regarding which p-Tau epitope(s) to quantify should be included (i.e. there is value in knowing which epitope(s) are of interest).

In addition, please consider adding a statement that acknowledges the difficulty of collecting CSF tau samples from a practical perspective, i.e. collection is not feasible because a Sponsor cannot require a lumbar puncture on every patient and therefore this shouldn’t be mandated as an inclusion criterion for a large global study. 

Also, for line 323, given the variability in assays between laboratories, suggest consideration to adding a statement regarding that CSF measures should all be done within the same laboratory and preferably in one experienced in these measures. 

Proposed change (if any):

“Although the performance of CSF Aβ42 assays has substantially improved, it is also advised to measure not only Aβ42 but also T-Tau or P-Tau levels (Medina et al. 2014).”


	

	321
	
	Comment: Enrichment measures are used not only to ensure a homogeneous population, but to increase the likelihood that the study population will respond to study drug.  The standard of interchangeability is unreasonably high.

Proposed change: For the purpose of trial enrichment CSF and PET amyloid biomarkers are strongly correlated, however it is not clear how much this depends on the type of assay and the cut-off, so their use as interchangeable enrichment measures should be justified by data to ensure an increase in the probability that   selected population will respond to study drug.
	

	324-329
	
	Suggestion is made to consider the inclusion of additional text with information about the interchangeability of the approved PET tracers when used according to their labels.
	

	330-333
	
	“APOE ε4 status may also be used as a means of enrichment. APOE is the major genotype associated with the risk of developing AD. APOE ε4 homozygotes constitute 2-3% of the population and have a particularly high risk for developing symptoms of late onset AD. However, generalizability will have to be justified if only patients with this specific risk factor are included without any data in non-carriers.”

Please specify if individuals considered at increased risk of AD by virtue of their APOE4 carrier status (e4+/+ or e4+/-) can constitute a target population proper for the use of a medicinal product to prevent or delay disease progression. There is no concern about generalizability of the clinical trial data if the APOE4 carrier status is specified as such in the Indication wording in the SmPC.


	

	330-332
	
	Comment: 

Does the “2-3%” refer to the general population or AD population? This seems quite a bit lower than what had been observed in other studies (our understanding is that the proportion of homozygotes in recent studies in AD have been closer to 15%)?
Please provide the source reference for the number to avoid any ambiguity.


	

	330-333
	
	Comment:

“APOE ε4 status may also be used as a means of enrichment.  However, generalizability will have to be justified if only patients with this specific risk factor are included without any data in non-carriers.”
APOE ε4/ε4 homozygous state is mentioned, but no mention of ε4 heterozygous state which is often relevant to enrichment strategies.  

Please could it be clarified that the statement refers to any ApoE ε4 status (homozygous and heterozygous)?
	

	334- 335
	
	Comment: Sentence is inaccurate; 

Proposed change (if any):

The above mentioned diagnostic criteria for AD incorporate the use of biomarkers which show either  the deposition of amyloid products or tau in the brain or changes in levels of these substances in CSF
	

	336-337
	
	Comment: Although based on current evidence biomarkers are considered as an adjunct to core clinical criteria to increase the specificity of the diagnosis (de Souza 2014) in clinical practice, the agency may want to consider adding a statement about the future state wherein biomarkers with sufficient validation may serve as the key enrichment markers for identifying pre-clinical AD patients prior to onset of clinical symptoms. 



	

	338
	
	Comment: It is conceivable that not only specificity but also sensitivity of diagnosis may be increased by introducing biomarkers.  This is in line with the description of clinical assessments some of which are not sensitive and reliable enough as discussed later in the document.

Proposed change (if any):

“…specificity accuracy of diagnosis (de Souza 2014)”
	

	346-347
	
	Comment: “To gain evidence for any prognostic or predictive value it would be necessary to test both biomarker positive and negative patients in one study”. It is unclear if this sentence relates to presumably predictive and/or prognostic biomarkers only, or if this applies for diagnostic and enrichment biomarkers as well.

Proposed change (if any): Please clarify.
	

	346-347
	
	To gain evidence for any novel prognostic or predictive value it would be necessary to test both biomarker positive and negative patients in one study. 
	

	346-347
	
	Comment: The request to test both biomarker positive and  biomarker negative subjects in one study should be only performed for predictive biomarkers, not prognostic biomarkers. For example, use of APOE4 homozygote status as prognostic enrichment in pre-symptomatic stages should not require non-carriers to be included in the clinical program. 

Proposed change (if any): 

To gain evidence for any prognostic or predictive value it would be necessary to test both biomarker positive and negative patients in the same study.” 


	

	346-347
	
	 “To gain evidence for any prognostic or predictive value it would be necessary to test both biomarker positive and negative patients in one study.”

Please clarify that biomarker data collected at Screening (e.g. evidence of amyloid accumulation or neurodegeneration at the time of screening) can inform a prognostic enrichment strategy in an AD prevention study, while the predictive value of the biomarkers concerned for the identification of individuals who are likely to progress in the course of the study has not been established prior to the conduct of the study.


	

	346
	
	Comment: The guidance limits the prognostic or predictive assessment of biomarkers to one notion “To gain evidence for any prognostic or predictive value it would be necessary to test both biomarker positive and negative patients in one study”.

Proposed Change: Enhanced guidance should be provided for trials that don’t include a biomarker negative patient population, which is the case for most of the recently initiated pivotal studies.
	

	351-480 (section 7)
	
	Comment: 
The content of the section appears to be a mix between providing an overview of what is available, what could be acceptable and a request where the agency sees the need to develop new instruments. We would welcome a slightly different section focusing on articulating what is currently acceptable and criteria for acceptance and the principles for newly developed instruments.

	

	352-353
	
	Comment: The meaning of  “externally validated”  is not clear, particularly the term “externally” therefore, propose to delete “externally” or expand upon what is meant by externally

Proposed change: 

As a general comment, measurement tools (cognitive, functional or global) should be externally validated, pertinent in terms of realistically reflecting symptomatic severity, sufficiently sensitive to detect changes related to treatment and reliable (inter-rater; test/retest reliability).
	

	352, 379-381
	
	Comment: Reconcile line 352 “measurement tools… should be externally validated” with 379-81 “selecting or dropping individual items of known scales… or using specific weighting factors…”. 

Proposed change (if any): Clarify the regulatory view on validation with regard to individual components or revised scoring algorithms for previously validated instruments. 
	

	366-370


	
	Comment:

Add that clinicians, preferably, should not otherwise be involved in the conduct of the clinical trial or assessments to avoid contamination of the study.
Proposed change (if any):

“b) demented patients are poor observers and reporters of their own symptoms and self-report scales of behaviour tend therefore to be less sensitive to treatment effects than observer-related instruments, particularly in moderate to severe disease stages. Caregiver evaluations should therefore be part of the assessment, even though the risk of bias should not be underestimated in these advanced disease stages. For global assessments, it is preferable that the rating clinicians are not otherwise involved in the conduct of the clinical trial.”


	

	373-374
	
	Comment: 
Rater training for the different domains should be homogeneous and regulated/standardised on a national basis (ensuring measurements are accurate, reliable and comparable between different trials for different molecules in different countries). This could reduce score variability greatly would avoid duplication/repeated training for sites thus reducing the burden for sites performing multiple clinical trials. Feedback from advisory board (also applicable to other CNS disease areas) suggests raters get different training from different companies for the same questionnaire, potentially introducing bias. Maybe EPFIA could launch an initiative accordingly, if it is confirmed that member companies recognize this as an area where further alignment would be welcome.
Proposed change (if any): 

“Raters should be trained in advance so that variability is minimised and inter-rater reliability is maximised with the assessment tools used. Ideally, rater training for the different domains should be standardised on a national and international basis to reduce score variability.”


	

	382-386
	
	This section implies that a single endpoint for early AD is not allowed, but later sections (519-520) permit this, with caveats (521-527).  Please consider instead:  Composite endpoints could be considered in this population; however, the new composite must still be demonstrate the ability to measure clinically appropriate constructs.

Proposed change: 

Regardless of the approach, new instruments(including composite endpoints) have to demonstrate the capability to measure a  relevant clinical construct.

	

	383-385


	
	Comment:

We suggest adding further clarification that the "clinically meaningful" benefit would be captured in the functional assessment

Proposed change (if any):

“It may be that other items are necessary to demonstrate a clinically meaningful benefit for patients, even if those additional items on average do not change as much over time; this might be captured in a functional assessment.”


	

	397-404
	
	Comment: ADAS-cog is also suitable as a scale in patients with MCI/prodromal AD (Doody et al 2009)

Proposed change: 

The Alzheimer's Disease Assessment Scale cognitive subscale (ADAS-cog), dealing with memory,

language, construction and praxis orientation, is widely used and can be considered as a standard tool in trials on patients with mild to moderate Alzheimer’s disease. In addition, the scale may be appropriate in patients with MCI/prodromal AD (Doody et al 2009). However, due to ceiling and floor effects, its sensitivity to change has not been demonstrated in disease stages earlier than prodromal AD/MCI and its sensitivity to change  is not demonstrated in pre-clinical and limited in early and late stages of the disease. By means of adding additional items to the original ADAS-Classic its responsiveness in patients with milder cognitive impairment is increased (Skinner et al 2012). Nevertheless, there is a need for the development of new instruments to address these limitations. The “Neuropsychological Test Battery for Use in Alzheimer’s Disease” (NTB) showed good psychometric properties in the mild to moderate AD population (Karin et al., 2014) and has also recently been used as outcome in a prevention study (Ngandu et al., 2015)
	

	394-410

411-433


	
	Comment:

Chapter 7: Tools for outcome assessment should be completed for preclinical AD; 

Proposed change (if any):: Add tools for the assessment of preclinical AD: 

· cognitive tests =Cognitive Function Index (CFI) and ADCS Preclinical Alzheimer Cognitive Composite (ADCS-PACC),

· for daily living: ADCS-ADL-MCI and ADCS-ADL-prevention questionnaire for preclinical AD,


	

	401-404
	
	Comment: We understand and support the comment that “there is a need for the development of new instruments” As great emphasis will be put on recommendations from the eventual guidelines and we recommend only listing cognitive tests which have substantial validation. The reference to Line 401 “The Neuropsychological Test Battery” may be misleading since there are multiple ‘versions’.


	

	405-408
	
	Comment: Clarification of suitability of CDR-SB to act as a single, primary endpoint in mild AD.  Lines 405-408 appear to suggest validation as a cognitive and functional outcome across a number of early AD stages.  

Proposed change (if any): Perhaps further specific guidance on mild AD could be added to section 8.1 in addition to that provided for mild to moderate and severe AD dementia. 


	

	406 - 410
	
	Comment: Guidance states “…CDR-SB has recently been validated…” – there is reference to publications, but this is not formal validation.
Proposed change (if any): revising text to read “…some studies have shown the utility of CDR-SB for assessing both cognitive and functional deficits…”


	

	434-453
	
	Comment: Global scales which rely upon the memory of the clinician to determine change from baseline condition are not practical for studies of long duration (> 6 months) and should therefore not be required for studies > 6 months duration.  Comprehensive assessment is more appropriate for studies of longer duration.

Proposed change (Lines 449-453): 

Contrary In contrast to global measurement of change, comprehensive  assessment is meant to measure and rate together in an additive way several domains of the illness, e.g. cognitive deficits, language deficits, changes in affect and impulse control. Scores proven to be  useful in describing the overall clinical condition should be used, such as the Clinical Dementia Rating  (CDR). Comprehensive assessment is generally more appropriate than global assessment of change  for studies >6 months in duration.
	

	459
	
	Comment: The section states both generic and disease specific quality of life instruments (QOL) may be used to assess QOL changes in dementia patients. However the commentary is restricted to only disease specific instruments and/or domains.

Proposed change: Consider adding additional guidance on generic QOL instruments/assessment and indicate any appropriate generic instruments of choice in dementia, if applicable.
	

	466-469
	
	Comment: This definition is not entirely accurate.

Proposed change: This term reflects the way in which the treatment itself affects the internal metrics of the rater, such that pre- and post-treatment measures are not comparable. 
	

	467-478
	
	Comment: The draft guideline states “The Behavioural pathology in Alzheimer Disease Rating Scale (BEHAVE-AD), the Behavioural Rating Scale for Dementia (BRSD) and the Neuropsychiatric Inventory (NPI) are possible outcome measures. The Cohen-Mansfield Agitation Inventory (CMAI) is specific to agitation in nursing settings.” The CMAI was originally developed for use in the nursing home but its use is not specific or restricted to nursing home setting, thus would still be applicable as outcome measure in patients with AD dementia. 

Proposed change (if any): “The Behavioural pathology in Alzheimer Disease Rating Scale (BEHAVE-AD), the Behavioural Rating Scale for Dementia (BRSD), the Neuropsychiatric Inventory (NPI) and the Cohen-Mansfield Agitation Inventory (CMAI), which was originally developed for use in nursing homes, are possible outcome measures. The Cohen-Mansfield Agitation Inventory (CMAI) is specific to agitation in nursing settings.”
	

	476-480


	
	Comment: 

It is not clear the agency’s position on outcome measures for BPSD as a measure of overall behavioural and psychiatric symptoms, i.e. is an index that encompasses all symptoms domains acceptable, or are outcomes for single symptoms domain acceptable, or are both acceptable? 

Proposed change (if any): 

“The Behavioural pathology in Alzheimer Disease Rating Scale (BEHAVE-AD), the Behavioural Rating Scale for Dementia (BRSD) and the Neuropsychiatric Inventory (NPI) are possible outcome measures. In addition scales measuring outcomes on single symptoms are also acceptable as clinical trial endpoints.  For example, the Cohen-Mansfield Agitation Inventory (CMAI) is specific to agitation in nursing settings. Newer tools are under development reflecting the different characteristic signs and symptoms in accordance with different disease stages (see Section 10).”


	

	481-496
	
	Comment: The guidance covers trials in each of: mild to moderate AD, severe AD,  MCI due to AD/prodromal AD and preclinical AD. 

However as acknowledged in lines 301-309, patients with MCI due to AD/prodromal AD may overlap with patients with mild AD and should not unnecessarily be sub-divided.  Furthermore, the current trend in clinical trials is to study mild AD patients alone, or MCI/mild AD patients and not the mild-to-moderate AD population.  Therefore there is a gap in the advice to cover the  end-points for studies involving the treatment of mild AD alone or “early” AD (MCI due to AD/mild AD).  ADAS-cog 13 or 14 is considered an appropriate single primary endpoint for these trials in “early” AD, given that cognitive decline occurs first and the available functional  measures may be insufficiently sensitive in early stages of the disease.

Proposed change: 

8. Clinical Trials in Alzheimer´s disease

8.1. Efficacy endpoints  in mild-to-moderate and severe AD Dementia in AD Dementia

For patients with established AD dementia, in mild-to moderate AD and in severe AD,  efficacy should be assessed in the following three domains:

1) cognition, as measured by objective tests (cognitive endpoint);

2) (instrumental) activities of daily living (functional endpoint);

3) overall clinical response, as reflected by a global assessment. (global endpoint).

Efficacy variables should be specified for each of the three domains. Two primary endpoints should be stipulated, one to reflect the cognitive and one to reflect the functional domain. Global assessment should be evaluated as a key secondary endpoint if not included as a primary end-point.

In mild to moderate AD it is necessary to demonstrate an effect of treatment both on cognition and on functioning, in order to ensure the clinical meaningfulness of the treatment effect and a co-primary endpoint approach is required.

In severe AD dementia changes in cognitive performance may be less relevant and more difficult to quantify. Hence a functional endpoint and a global  scale domains may be more appropriate as primary endpoints to establish clinically relevant symptomatic improvement in this severely impaired population.

8.2. Efficacy endpoints in Prodromal AD/MCI due to AD or  mild AD (or the combination of both populations in one study i.e. ‘Early AD’)
In earlier disease stages, assessment tools need to be more sensitive and it is recognized that the  requirement of two co-primary endpoints addressing cognition and functional activities of daily living  (ADL) might be difficult. However, it is still necessary to demonstrate the clinical relevance of the  results.  

The use of two co-primary endpoints assessing cognition and function is a suitable approach in this  population, however a number of difficulties and limitations of currently available instruments are  recognized.………….
	

	482-499
	
	Comment: Section 8.1 could be streamlined/clarified. Lines 488-489 say that “two primary endpoints should be stipulated reflecting the cognitive and functional domain” but below in 494 it is acknowledged that cognitive performance is less relevant and more difficult to quantify in severe AD. 

Proposed change (if any): Would suggest to modify lines 488-489 to be more general along the following lines: “Efficacy variables should be specified for each of the three domains. Primary endpoint(s) should be stipulated, with the choice of relevant domains determined by the stage of disease. The other domain(s) should be evaluated as key secondary endpoint(s).”
	

	488
	
	Comment: 

It should not be mandatory to use co-primary endpoints depending on the stage of the disease. The key aspect is the clinical meaningfulness of the endpoint.

It would be helpful if the Agency could elaborate on the rationale for the use of co-primary endpoints in specific circumstances.

	

	488-490
	
	Comment: It is mentioned "Two primary endpoints should be stipulated reflecting the cognitive and the functional domain”. Emerging scientific evidence supports the idea that cognitive decline precedes and predicts functional decline in AD, particularly in earlier stages of the disease (Journal of Alzheimer’s Disease, 2015, 47, pp 205–214 and 43, pp 949–955; PLOS One, 2013, DOI: 10.1371/journal.pone.0073645). 

Proposed change (if any): Revise to include information regarding the acceptability of using a cognitive endpoint as sole primary endpoint in mild AD.


	

	491-493

904 onwards


	
	Comment:

We suggest defining a combination of prodromal AD/MCI due to AD and mild AD as a separate entity (e.g., "early AD") for the purposes of using a single (cognitive) endpoint.

Proposed change (if any):

Consider adding definition for early AD in “Definitions” section.

	

	491-493
	
	Comment: We acknowledge the agency’s position on the co-primary cognitive/functional endpoints requirement in mild to moderate AD. However, concerns remain on how these would be suitable in adjunctive therapies and we believe further guidance is required on that.

Proposed change (if any): We would suggest that the agency provide further guidance and adopt a flexible approach for adjunctive therapies allowing functioning to be a key secondary endpoint.
	

	491-493
	
	Comment: We acknowledge that a co-primary endpoint on cognition and function is the most suitable measurement to this point on the mild to moderate spectrum. However, focusing on the mild stage, it has been referenced in literature that a certain magnitude of change (e.g. 3 points) in ADAS-COG can be seen as minimal clinically relevant change (MCRC) in this patient segment and some evidence indicate that cognitive decline precedes and predicts subsequent functional decline in mild AD dementia. We would ask EMA to please clarify if taking these references into account it would envisage accepting a certain magnitude of change in ADAS-COG score as clinically relevant and that would then waive the use of a co-primary endpoint of function?

1. Shrag et al, What is the clinically relevant change on the ADAS-Cog?, J Neurol Neurosurg Psychiatry. 2012 Feb;83(2):171-3

Liu-Seifert et al, Cognitive Impairment Precedes and Predicts Functional Impairment in Mild Alzheimer's Disease, J Alzheimers Dis. 2015;47(1):205-14
	

	495-496
	
	Comment: It would help if additional information is given regarding what is considered as clinically relevant symptomatic improvement. 

Proposed change (if any): Revise to elaborate on “clinically relevant” depending on the assessment tool and the population.


	

	500 - 527
	
	Comment: In Section 8.2 Efficacy endpoints in Prodromal AD/MCI due to AD, there is no mention of CDR-SB in this section
Proposed change (if any): Earlier in the guidance CDR-SB is listed as a suitable outcome measure in clinical trials evaluating the prodromal AD/MCI due to AD population – section 8.2 should note the acceptability of CDR-SB as an outcome measure while still leaving the possibility of other endpoints to be used.  After Lines 519and 520 might be a good place to add: “The CDR-SB is one example of a suitable scale for use as a primary endpoint, as it is recognized as measuring both cognitive and functional domains in this patient population.”


	

	503-504
	
	In prodromal AD and MCI due to AD, it is clarified that applicants should demonstrate the clinical relevance of the results. Since this last statement remains generic in nature, EFPIA would suggest that the Agency provides more specific guidance about the instruments required to ascertain the clinical relevance.
	

	519-520


	
	Comment: 

Could composite scores be useful for other endpoints and populations where it is a requirement to demonstrate efficacy in multiple domains? For example, the different domains that need to be studied in AD dementia could be combined into a composite endpoint as an alternative to being analysed as co-primary endpoints.


	

	519 - 520
	
	Comment: The existing outcome measures (such as ADAS-cog, CDR-sb and MMSE) are not sensitive enough to detect small changes in prodromal AD/MCI due to AD. In addition, these existing outcome measures are not sensitive to treatment effect of known cholinesterase inhibitors such as Aricept in prodromal AD/MCI due to AD (Wang J, et al. J Neurol Neurosurg Psychiatry 2016;0:1–7.). However, some items within these existing outcome measures are more sensitive than others. A combination of these sensitive items including all items of CDR-sb may result in a composite score which is more sensitive to both clinical changes and treatment effect in prodromal AD/MCI due to AD (e.g., ADCOMS see above reference.). Would the Agency please clarify if such composite score could be potentially adopted as a single primary efficacy outcome measure for drug approval in prodromal AD/MCI due to AD.

	

	519-520
	
	Comment: With reference to "a composite scale with a combined assessment of cognition and its impact on daily functioning, could be used as single primary endpoint in this population", it would help if additional information is given regarding which composite scale(s) would be appropriate (e.g. CDR-SB, other(s)?).
Proposed change (if any): Revise to include examples of appropriate composite scales.


	

	523 - 527
	
	Comment: It will be very difficult to control multiplicity among tests of all secondary objectives because not all of these objectives may be achievable and there is no consensus as to which secondary endpoints would be appropriate. Would the Agency please confirm it is appropriate to test each secondary objective independently without control of overall type I error rate among all secondary objectives. 
	

	526-527
	
	Comment: It would help if additional information is given regarding what is considered as clinically relevant treatment effect. 

Proposed change (if any): Revise to elaborate on “clinically relevant” depending on the assessment tool and the population.

	

	528-539


	
	Comment: 

Do we understand correctly that, until a reliable surrogate marker is validated, an acceptable endpoint in preclinical AD is:

A tool sensitive to small neuropsychological changes

Please provide additional clarification if our understanding is not correct.


	

	529-539
	
	Comment:

“No "gold standard" for assessment of treatment effect in patients with preclinical AD (see section 9). Cognitive endpoints used in primary and secondary prevention trials have been the diagnosis of dementia (based on cut-off scores), significant cognitive decline and change in cognitive function based on longitudinal performance on certain tests. Novel outcome tools sensitive to small neuropsychological changes in this population are being developed, however they are not yet validated and cannot be endorsed solely as primary endpoints in this population. A time to event analysis could be a complementary measure in order to obtain a clear definition of responders and non-responders to support the relevance of any chosen outcome, although feasibility issues including length of the trial and number of drop-outs are recognized. Until a biomarker will be qualified as a reliable surrogate measure of treatment effect in absence of a clinically observable change, patients should be followed up for a sufficient time to capture relevant cognitive changes.”

Proposed change: 

“... Novel outcome tools sensitive to small neuropsychological changes in this population are being developed, however While a validated cognitive measure could in theory serve as a sole primary endpoint in preclinical AD, they are not yet validated and cannot be endorsed solely as primary endpoints in this population. A time to event …”

	

	534-536
	
	Comment: We acknowledge the usefulness of a time to event analysis. However, its definition should be further clarified in this guideline since AD diagnosis is not very precise in terms of time and other event definitions might also be problematic if based on predefined changes in scales.

Proposed change (if any): We suggest EMA to clarify how to define the terms of a time to event analysis in the context of AD.
	

	534-536
	
	Comment: Use of term responders in context of time-to-event analysis is not clear. A subject might be responding to treatment and still have an event, but at a later stage. 

Proposed change (if any): “ .. in order to obtain a clear definition of responders and non-responders to support the relevance of any chosen outcome… “
	

	534-536
	
	Comment: 
A time to event endpoint could also be based on progression. For example, given statement in lines 614-615, progression would seem to be a more important endpoint than response. 


	

	Section 8.4 “Trial design features in Alzheimer’s disease”
	
	Comment: In this section, guidance is provided on trial design features for symptomatic treatments and for disease modifying treatments. Based on their mechanism of action, some disease modifying treatments may be expected to show an early onset of symptomatic improvement. It would help if further guidance is provided on the clinical investigation of such particular disease modifying treatments.


	

	537
	
	Comment: 
It is not well understood how we can validate a biomarker surrogate in the absence of an agreed clinical endpoint. At this stage, if it is possible to be more specific as to which endpoint should be used for validation, the clarification would be valuable. 

	

	545
	
	Comment: “The effect of treatment should be illustrated as change from baseline”. We would request EMA to elaborate on this measurement’s reliability and alternatives (especially due to the need for a comparator arm).

Proposed change (if any): We  request EMA to clarify the above.
	

	556-560


	
	Comment:

Would it be acceptable to use fewer placebo subjects via an unbalanced randomization, in order to limit ethical concerns?


	

	560-562

	
	 “Stratification according to baseline background therapy should be undertaken and it would typically be advantageous to include sufficient patients with no baseline”

Comment:

Please could further clarification regarding extent/details  of stratification be provided?  It is suggested that sufficient numbers of subject with no baseline background therapy might be difficult to achieve, especially if there are any new approvals.
	

	563-565
	
	Comment: 
Would non-inferiority trials adding a placebo arm be acceptable to demonstrate assay sensitivity?

Please could text  be added to the guideline to clarify accordingly
	

	566
	
	Comment: It is acknowledged that there are currently no approved treatments for prodromal AD/ MCI due to AD. However, a substantial proportion of these patients are already treated with symptomatic therapies (AChEIs, memantine) and a purely placebo controlled monotherapy trial may not be feasible. 

Proposed change (if any): Please clarify.
	

	575
	
	Comment: The sentence “Long term maintenance in the add-on setting can be demonstrated with a randomized withdrawal design” is not clear since there is no recommendation to study long-term maintenance study for monotherapy.

Proposed change (if any): We would recommend the EMA to delete the sentence.
	

	575-576


	
	Comment:

With regard to long-term maintenance in the add-on setting, please specify whether alternative approaches are also recommended to demonstrate maintenance of effect.

In addition, would an open label study design be acceptable in this context?

	

	577 - 632
	
	Comment: In Section 8.4.2. Disease modifying treatments, there is no mention of how to handle, from statistical point of view, patients that change AD treatment(s).
Proposed change (if any): This is problematic when studying prodromal AD to mild AD dementia populations over 18 months or longer as many of these patients will be on background medication (especially in the US) and are likely to change / interrupt / initiate new treatment during this long period of clinical evaluation.  Understanding the Agency’s perspective on censuring these patients from the primary analysis or suggested sensitivity analyses would be useful.


	

	587
	
	Comment: Is it really necessary to stratify randomization?  We would suggest that it is adequate to analyse the results in subgroups (those who were and weren’t treated with AChEIs or memantine)

Proposed change: Since in many countries symptomatic treatment of dementia with cholinesterase-inhibitors or memantine is considered as standard of care, particularly in mild to moderate Alzheimer’s disease,  adequate analysis of the results in subgroups of patients treated with AChEIs or memantine should be undertaken.
	

	588 - 591
	
	Comment: Suggest rewording trial duration to be more general.
Proposed change (if any): Suggest rewording as follows: “The minimum duration of confirmatory trials depends on the expected progression rate and the assumed activity of the experimental compound, but the minimum duration should be 18 months.” And deleting “e.g. in patients with mild to moderate Alzheimer’s disease, duration of 18 months has been assumed to be sufficient in some trials, in prodromal disease stages even longer studies might be necessary .”

	

	591
	
	Comment: The statement “in prodromal disease stages even longer studies might be necessary” may not be true because as stated earlier in the guidance, “The minimum duration of confirmatory trials depends on the expected progression rate and the assumed activity of the experimental compound”.  

Proposed change (if any): remove the specific recommendation of “in prodromal disease stages even longer studies might be necessary”.
	

	595-597
	
	Comment:

“Ideally, efficacy should be demonstrated at two different stages along the AD continuum. Alternatively, if efficacy is demonstrated in a single stage, patients should be followed up for a sufficient time to inform effect in subsequent stages.”

The potentially high attrition rate in long term trials should be mentioned here as a drawback.  Suggestion of 2 different trials in different stages: should clarify whether this would lead to an approval of only the stages studied or the whole spectrum (would assume the former).                                                                         Requiring two trials at different stages – what if a therapy’s particular mechanism works at only one stage, say an earlier stage and not at later stages?  Effect on decline in patients transitioning to prodromal AD who have received drug during the preclinical AD stage could be different than effect on decline in patients starting drug for the first time in the prodromal stage.  If efficacy is not demonstrated in patients receiving drug for the first time in the prodromal (or later) stage(s), could this “unfairly” lead to “stopping rules” for pre-clinical patients who transition to prodromal AD while on drug?

Proposed change:

“Ideally, efficacy should be evaluated at two different stages along the AD continuum. Alternatively, if efficacy is demonstrated in a single trial, patients should be followed up for a sufficient time to inform effect in subsequent stages.”

	

	595-597
	
	Comment: 

Does this indicate a willingness to consider single-trial applications for approval? Could the guidance provide additional information about what the requirements would be for such a case?

Additionally, please clarify what the Agency would consider sufficient time for follow-up.  
In the case of a single trial with sufficient follow-up, is the expectation that the follow-up period would have the same blinding and control group set up as the initial efficacy evaluation period or would open-label be acceptable instead? Could that result in very long placebo-controlled trials? For example, would there be patients on placebo for a 24-month double-blind treatment period for the primary efficacy analysis, and then on double-blind placebo for another 24 months or so to evaluate conversion to subsequent stages? Does this mean, for example, that patients who are enrolled in the prodromal stage of the disease would have to be followed up not until they convert to mild AD (i.e. time to event analysis), but for a considerable time after that event to assess rate of decline?
Would that be acceptable from an ethics committee perspective, particularly once there are more treatment options available for patients?
	

	598-610
	
	Comment: 

As the draft guideline already points out a comparison of slopes as primary endpoint to demonstrate disease modifying is problematic in itself and necessarily translatable into a scale which would be relevant to patients. Also symptomatic treatment may lead to a change in rate at least for some time and a clear separation from a disease modifying agent is not clear. See also 738-739.

Proposed change (if any):  We request the Agency to clarify whether 2 time points are to be used to form one slope to analyse OR a slope analysis is to be made at 2 different time points (& therefore 4 timepoints to make 2 independent slopes). 
	

	604 - 610
	
	Comment: “A slowing in rate of decline over time in the pre-specified endpoints should be established at (at least) two distinct time points.”  This sentence, as written, suggests that there is an additional hurdle for demonstrating disease modification and the need for multiple slope analyses to show “rate of decline”.

Proposed change (if any):  Suggest rewording as follows: “Effects on pre-specified endpoints should be shown to increase at (at least) two distinct time points could be additional supportive evidence of disease modification.”


	

	611 and 612
	
	Comment: Could the agency provide further guidance on the applicability of Time to Event (TTE) approach across the various disease stages?

Proposed change (if any): Perhaps the agency could provide guidance on clinically important events at the various disease stages (mild vs. moderate vs. severe).


	

	614-616
	
	Comment: 

We do welcome that a possible disease modifying effect may be addressed by a time-to-event approach. While we agree that the event in question must be an event of clear clinical importance we suggest not to include the text “and not simply defined in terms of decline on a rating scale e.g. a 2 point decline in ADAS-cog.” There are well defined approaches to establishing meaningful change and difference in Clinical Outcome Assessments (e.g. anchor and distribution-based methods, clinical consensus, and/or qualitative insights from patients/caregivers). As long as clinical importance has been clearly established, the basis of the definition, rating scale or other, should not necessarily be of concern.   

This paragraph would gain transparency if the phrase ‘a rating scale’ would be replaced by ‘one rating scale’. Our understanding is that clinical relevance comes from a smart combination of evidence.

Proposed change (if any):

Replace ‘a rating scale’ by ‘one rating scale’

	

	614 - 620
	
	Comment: Time to Event – “The time before patients are expected to reach this event must be substantial and the difference between treatment groups in the median time to event must be of a magnitude that could not plausibly be attributable to a symptomatic effect.”  How can one demonstrate that “magnitude could not plausibly be attributable to a symptomatic effect” – this is too high a hurdle and too broad a statement.  Even “an event of clear clinical importance (e.g. time to dementia)” is difficult to assess accurately – still involves a lot of clinical judgement, requires adjudication committee in multi-centre clinical trials, patients gradually progress, may fluctuate between “good and bad days”, and patients are only assessed every 3 to 6 months in trials. 

Proposed change (if any): While we understand that Time to Dementia is a clear clinical outcome, it is difficult to accurately assess in a clinical setting for the reasons outlined above.  It might be easier to show a delay in disease progression as assessed by CDR, looking for categorical changes (e.g., from 0.5 to 1 or 1 to 2).  If this alternative would be acceptable, it might be useful to list this as well as a plausible Time to Event assessment.  Alternatively, just stating in the guidance that the even must be of clear clinical relevance without listing examples, such as time to dementia, as there is a need for flexibility and the sponsor should justify what has been demonstrated as clinically relevant.  In addition, we see no reason why a predefined change on a score like the ADAS-cog could not be an acceptable endpoint for progression (the draft guidance specifically rules this out).  If such a change is considered clinically meaningful, then a substantial delay to reaching that change should be a good clinical outcome.


	

	616-618
	
	Comment: Distinction between symptomatic and disease-modifying treatments will be difficult based on magnitude of difference between treatment groups. It would rather be based on study design and a combination of the time-course of the decline in active vs control, impact on downstream biomarkers and understanding of the mechanism of action of the drug. 

Proposed change (if any): “The time before patients are expected to reach this event must be substantial and the  difference between treatment groups in the median time to event must be of a magnitude that could not plausibly be attributable to a symptomatic effect.”


	

	617
	
	Comment: 

Standard time to event analyses do not require medians to be reached in order to be meaningful. Time to event analyses usually report the risk reduction as the measure of clinical efficacy. For example, it is common in multiple sclerosis, cardiovascular and pre-metastatic cancer trials that less than 50% of patients experience an event during the study. Assessment of relative risk reduction with appropriate sensitivity analyses to evaluate the impact of early vs late eventsmay be a more generally applicable measure in an AD TTE analysis than median TTE.


	

	629-632
	
	Comment:  To make consistent with concepts in 8.4.2

Proposed change:

In case correlation with relevant biomarkers is unclear, evidence of change in the disease course  supported by an innovative study design as those suggested above together with suitable analyses, could be acceptable as an alternative treatment goal such as “delay or slowing in rate of decline” if clinically meaningful efficacy efficacy in cognition and function is demonstrated (see section 4.2.).

	

	629
	
	Comment: The statement on correlation with relevant biomarkers should be made clearer, since correlation is not mentioned earlier and no guidance is provided how to assess the correlation. 

Proposed change (if any): “In case correlation with interpretation of relevant biomarkers on a patient-level for individual compounds is unclear, evidence of change … “

	

	629-632
	
	Comment: It is stated "In case correlation with relevant biomarkers is unclear, evidence of change in the disease course supported by an innovative study design as those suggested above together with suitable analyses, could be acceptable as an alternative treatment goal such as “delay or slowing in rate of decline” if efficacy in cognition and function is demonstrated".  We interpret this statement to mean that these elements could be acceptable to establish a disease modifying effect.  If this interpretation is accurate, it would be helpful if this is explicitly stated in the guideline. 


	

	662-670

	
	Comment:

“The diagnostic construct of preclinical AD as well as the disease model in such an early stage still need to be validated and issues of inter-individual variability and contribution of other risk factors to the progression rate should be considered. The time course from the accumulation of AD pathology and the onset of clinical symptoms is not yet established and the capability of the brain to respond and adapt to structural changes differs largely among individuals (cognitive reserve) and even varies from day to day in any given patient. For these reasons, from a regulatory perspective, the main goal of treatment in at risk population remains prevention of cognitive impairment, since no biomarker can be yet considered a valid surrogate endpoint.”

What is a valid surrogate biomarker in this context?  Would a single robustly positive study with clinical / biomarker correlationprovide validation for a surrogate?
	

	681-685
	
	Comment: If aiming for treatment of a specific symptom (like depression or apathy) and using a scale specifically assessing the symptom, will it require that no effect is seen on cognition in order to defer pseudospecificity? 

Proposed change (if any): Suggest to elaborate, e.g. by considerations on how to circumvent.
	

	674-687
	
	Comment: Should behavioural and psychiatric symptoms always be captured, independent of stage of disease, as their occurrence and time dependence may be very different across different trajectories of diverse dementias? 
Proposed change (if any):  Perhaps the agency could highlight their intent of how the measurement of behavioural symptoms should be incorporated into a clinical development plan of a general symptomatic AD treatment more specifically and what may be considered as a clinically meaningful change worthy of further clinical development.

	

	701
	
	Comment: Requirement to have non-pharmacological treatment as background: as mentioned (lines 706-707), this varies across not only sites, but also regions and culture/society.  Which kind of standardization? The “standard” for the specific region/society but not necessarily the same globally? Will inclusion as a covariate (if the same across regions) be acceptable?

Proposed change (if any): Suggest specifying which kind of standardization.
	

	702-704
	
	Comment: The draft guideline states :” This also holds true for agitation studies  considering that risperidone is only licensed for short-term treatment due to specific safety concerns in  this older population.” Risperidone is licensed in Europe for the treatment of “persistent aggression” with specific restrictions in terms of duration of use due to safety concerns. It is not approved for the treatment of agitation for which there is currently no approved pharmacological treatment.

Proposed change (if any): Reflect the actual indication of risperidone and clarify distinction from agitation.
	

	709-711
	
	Comment: The draft guideline states: ”Treatment may be prolonged in clinical practice and longer term data are required to address maintenance of efficacy, rebound effect, discontinuation phenomena and safety.” 

The clinical development strategy for a product targeting a specific symptom cluster within BPSD may be focused on a short-term treatment strategy given the nature of the symptoms to be treated and in accordance with clinical best practices. Although the use in clinical practice may be prolonged and therefore longer-term data would accordingly be required, the guideline should foresee the possibility of addressing the maintenance of efficacy question post-approval in the framework of an established positive benefit-risk for short-term usage, in order to allow for a focused drug development on the specific primary target for treatment i.e. the acute relief of the specific target symptoms. The rebound and discontinuation effect would normally not warrant a long-term treatment as they may be assessed by the prospective collection of adverse events and/or use of specific rating tools after the treatment in short-term trials is discontinued.

Proposed changes: “Treatment may be prolonged in clinical practice and longer term data are required pre-/post-approval to address maintenance of efficacy and safety. The potential for rebound effect/discontinuation phenomena should also be assessed.”
	

	714-761


	
	Comment:

In addition, clarity is needed to determine how to handle the analysis of patients with prodromal AD/MCI due to AD that start a symptomatic treatment.  Is there a specified model to be used for this? What criteria will they use to evaluate a Sponsor’s statistical analysis plan in this regard?


	

	714-on
	
	Comment: Suggest that the statistic section could be clarified by use of the estimand concept to illustrate whether there is interest in efficacy vs effectiveness, for example. These concepts are discussed in lines 757-761, but could be illustrated more clearly.
	

	715 - 753
	
	Comment: It is not clear which method would be acceptable as a primary analysis. Since all of the methods proposed: responder analyses, rank analyses, slope based analysis and tipping point analyses have issues, would the agency be willing to accept MMRM method as the primary analysis with at least two additional sensitivity analyses to evaluate mechanism of missing data. 
	

	Line 718
	
	Comment: 

Is “early withdrawals” here in reference to randomised treatment or protocolled follow-up? Presumably, the missing data being referred to later in the sentence leads to believe that protocolled follow-up is being referred to. 

Please clarify whether protocoled follow up is meant to avoid any ambiguity.

	

	728-737
	
	Comment: The MMRM approach takes into account non-compliance while on study by analysing all randomized patients regardless of compliance. For dropouts it assumes that the resulting missing values are "missing at random" (MAR). In many cases this seems to be a fair assumption, i.e. that patients discontinue because they are getting worse and have difficulty in complying with continued trial procedures. In those cases missing values can be assumed to be MAR, depending on prior observed values but not on future unobserved values. The estimate addressed by MMRM is the effect which can be expected if you comply with the treatment regimen, which should be of primary interest to patients and prescribers. Alternatives, typically using imputation based on outcomes in the placebo group, are extremely conservative, essentially ascribing no benefit to those who drop out from the trial.

Proposed change (if any): We would recommend the agency to clarify its views on the use of MMRM considering the above.
	

	728-737 
	
	Comment: 

MMRM is a likelihood-based modeling approach that is robust in controlling Type I error rates and minimizing biases in the presence of missing data. MMRM model has been widely used to analyze longitudinal clinical trial with missing data as primary analysis (even in AD trials/CNS indication), and it appears to be an appropriate choice in maintaining statistical properties of a test when majority of the missing are missing at random (MAR).

We understand MMRM is not a comprehensive solution to the missing data problem, but a combined strategy of using MMRM as the primary analysis incorporating several sensitivity analyses, not all of which should be based on the same assumptions, should be considered.

The comments on Line 740-743 and 747-748 will discuss why those alternative choices of primary analysis method do not seems make sense and have more disadvantages/problems.  This makes the MMRM as choice of primary analysis method more attractive and justifiable.

Proposed change (if any):


	

	728
	
	Comment: 

It would help providing some more context how large a drop out effect could be to still accept MMRM. Obviously for small drop out effects MMRM would still test the right estimand and therefore could be acceptable. In this context it may also be worth to mention that it is not the drop out effect but the loss of follow up information which counts. Even a 30 % dropout rate or higher but complete for follow up information (hence no missing data!) would allow MMRM to yield acceptable conclusions. This should be brought into context with 752-753.

In this section discussing MMRM, it seems to be assumed that patients who discontinue study treatment will also discontinue from the study. However, well designed and conducted studies often require that patients who withdraw from study treatment continue with their protocol assessments, including that of the primary endpoint. It would be helpful to first discuss the distinction between treatment discontinuation and study discontinuation a bit more. When the rate of study discontinuation is low, the issues raised with MMRM analyses should be somewhat diminished. 


	

	732-737
	
	Comment: The MMRM model is not robust to decreasing treatment effects after treatment discontinuation because of the way the missing data is usually handled under the default assumptions of this model (i.e. that the data are missing at random (MAR)).

The MMRM is suitable if appropriate assumptions are made around the missing data after withdrawal.  Therefore perhaps the agency could endorse the MMRM if the missing data was handled appropriately, i.e. if alternative missing not at random (MNAR) assumptions were made about the missing data.

Proposed change (if any): Perhaps the agency could  provide more guidance about what assumptions that should be made around the missing data after withdrawal and also consider changing the wording regarding the use of MMRM, to focus on handling missing data to answer the scientific question of interest.  Put more emphasis on the use of retrieved follow up data and multiple imputations assuming NMAR mechanisms.
	

	735
	
	Comment: 

The guideline challenges all approaches where missing off treatment data is imputed from patients with existing on treatment data. They argue that incorporation of off treatment data into the analysis is more realistic to get an estimand. This way the estimand reflects reality but is decoupled from the true treatment effect. Likewise it is the estimand that would be overestimated by MMRM (and not the true treatment effect).  

Proposed change (if any):

Could the Agency clarify what is meant by the terminology of “true treatment effect”, eg, efficacy or effectiveness.


	

	738-739
	
	Comment: Similar to the MMRM, it is not the slope analyses that are problematic but the assumptions regarding missing data.

Proposed change (if any): Perhaps the agency could change wording to reflect that the slope analyses may be appropriate if the missing data is handled appropriately.
	

	740-743
	
	Comment:  The responder analysis is a good idea to incorporate the missing data as non-responder in general when there are well-defined definition of responders or well acceptable cut off values.  Still the responder analysis is usually less sensitive because it loses too much information from a continuous efficacy assessment unless the drop out rate is high.  The bigger problem here is that there is no clear guidance or clinical meaningful definition for responders based on those commonly used AD cognitive and functional assessment.  Therefore recommending responder analysis as a choice of primary analysis method do not work in AD clinical trials.

The suggested “non-parametric rank analyses which rank first according to the time of drop-out and then by the measured score at the time of drop-out (or planned end of study)” treats the dropout/missing value as the worst outcome and this approach makes sense in the case when patients drop out or having missing data because of death or severe disease outcome.  However this method does not make sense in early AD clinical trials where patients drop out/have missing data most likely not due to severe disease outcome, therefore it is not reasonable to assume all dropouts/missing data have worst outcome.  Therefore recommending the rank analysis method as a choice of primary analysis method is not appropriate and do not test the true drug effect in AD clinical trials.

Proposed change (if any):  Include these two methods as choices of sensitivity analyses instead of choices of primary analysis method.
	

	740-746
	
	Comment: Responder rates lead to a loss in power, whilst rank analyses are not interpretable and do not directly address the missing data problem.  

Proposed change (if any): Perhaps the agency could mention responder rates as a possible consideration, but we would like to see more focus on handling missing data appropriately rather than reverting to analyses which also have their limitations.
	

	740-746
	
	Comment: 

For responder analyses it would seem to make sense to confirm that dropouts are disease or treatment related rather than considering all dropouts as events.

Proposed change (if any): Suggest adding those details.


	

	740-746
	
	Comment: 

It would be nice to have a citation with some analytical and/or simulation studies demonstrating the biasing effect of informative dropouts and non-linear treatment effects on MMRM (ideally with noisy AD-like endpoints.) Also, an understanding of the robustness of a rank or responder analysis would help justify the proposed methods and quantify potential benefit. 

Proposed change (if any):


	

	740-746
	
	Comment: 

It may be good to stay away from the term responder analysis as responders tend to be associated with improvements where for AD often only delaying declines is feasible, depending on the mechanism of action. Therefore it seems to make more sense to talk only about progressions (as non-responders for whatever feasible response definition). Treating in this way an early drop out as a non-response i.e. a progression is a heavy assumption often not valid and can introduce bias. This should be discussed as well even when EMA would accept such an assumption.

Proposed change (if any):


	

	740-746
	
	Comment: 

Does this indicate the following steps for analysis would be appropriate in the Agency’s view?

1. Perform primary analysis using one of the “possibilities” described above (responder analysis defining all treatment discontinuation as non-response, or non-parametric rank analysis).

2. If primary analysis rejects the null hypothesis, then use some MMRM-based analysis (perhaps using multiple imputation using placebo data to impute post-discontinuation missing value, pattern-mixture modelling, etc. in addition to a standard MMRM model) to calculate estimated treatment effects?

3. Perform additional sensitivity analysis (such as tipping point analysis) to evaluate the “robustness” of the results from step 2?

How would the results be presented in product labelling using such an approach?  In particular, it seems that including tipping point analysis results in labelling language that was understandable could be quite challenging. Also, what would the recommendation be to sponsors in designing the study (ie, sample size and power calculations) where such an analysis approach was used? Should the power calculation be based only on the primary analysis method (responder analysis or rank analysis), or would it need to incorporate the MMRM analysis in step 2 as well? It seems here that the several steps introduce multiple opportunities to have a “negative” or “difficult to interpret” result here even in the presence of a desirable true treatment effect, making the Type II error difficult to quantify/control.

Proposed change (if any):Please could EMA confirm that the order of analyses proposed above is the EMA’s preference or whether a primary analysis based upon MMRM, with “responder” analyses performed as sensitivity analyses is acceptable?.


	

	740 - 746
	
	Comment: Responder analysis and rank analyses are not clear. If any treatment discontinuation is a non-responder, what is the definition of a responder? For non-parametric analysis, how would missing values be ranked?
	

	743-746
	
	Comment:

Responder analyses generally are less powerful than change from baseline analyses. Therefore, we  respectfully call attention to the fact that having a responder analysis as the primary analysis would lead to larger studies. We propose that MMRM would still be suitable coupled with appropriate sensitivity analyses.


	

	747-748
	
	Comment: The method using placebo data to impute missing value is very conservative when the dropout rate is relatively high.  Recommending this method as a choice of primary analysis method will increase sample size significantly in AD clinical trials and adds the difficult for early AD trials even more, where the expected treatment effect is small due to lack of sensitive endpoints and slow progression of disease. 

Proposed change (if any):  Include this method as a choice of sensitivity analyses instead of a choice of primary analysis method.
	

	747-751
	
	Comment:

“Notwithstanding the attendant risks of bias arising from differential patient dropout, methods using placebo data to impute missing values in the active arm could be useful, as could other modelling of the expected loss of effect after treatment discontinuation. such as use of longitudinal cohort studies of similar design.  Tipping point analyses which explore how bad the results for patients with missing data would have to be before a positive result is lost could be conducted. Whatever choice is made must be pre-specified and fully justified in the protocol.”

	

	741
	
	Comment: Responder analyses which treat any treatment discontinuation as non-response is extremely conservative.

Proposed change (if any): Please re-consider guideline.text on MMRM.
	

	742-743
	
	Comment: Rank analysis only provides p-values. No effect size. Difficult to judge clinical relevance. Also very conservative in ranking dropout time before scores.

Proposed change (if any): Please re-consider this proposal 
	

	747 - 751
	
	Comment: Is the agency suggesting to use either pattern mixture model or tipping point analysis as primary analysis?
	

	747-751
	
	Comment: This paragraph has most impact in relation to the MMRM analysis.  

Proposed change (if any): Perhaps the agency could move Lines 747-751 to be above line 740.
	

	747-749
	
	Comment: Use of placebo data to impute missing values in the active arm. Placebo based imputation better used as (an extreme) sensitivity analysis.

Proposed change (if any): Please review such consideration.
	

	752-753
	
	Comment: This paragraph has most impact in relation to the MMRM analysis as a primary analysis.  

Proposed change (if any): Perhaps the agency could move Lines 752-753 to above line 740, i.e. more emphasis on collecting and using this data to allow MMRMs to be utilised more appropriately.  It would also be helpful if further guidance can be given on the collection and use of retrieving follow up data from subjects who withdraw early.
	

	752-753
	
	Comment: “If feasible, patients withdrawn from treatment should be followed up to capture the key endpoints and an analysis based on these data could be conducted.” 

The value of this for symptomatic treatment may be questionable if/when more treatment options become available.

Proposed change (if any): Please clarify.
	

	754-756
	
	Comment: 

We struggle to understand why the standard sensitivity approach would not be acceptable for regulatory decision making even with MMRM as a primary analysis – at least when assuming that sensitivity analyses are covering a broad range of estimands including the one taking dropouts/missing data into account and assuming consistency with primary analysis. In that regard, the use of MMRM seems still valid at least for pure hypothesis testing as it would be by in large protected by the set of sensitivity analyses. We would agree that this approach would fail for effect estimation and in case of narrow sensitivity analysis (for example, when being only variants of completer analyses).  


	

	755
	
	Comment: MMRM analysis as sensitivity analysis. MMRM should be primary. MNAR based analyses are better suited for sensitivity.

Proposed change (if any): Please review such consideration.
	

	762-837/Section 12
	
	Comment: Several trials are ongoing in Down’s syndrome subjects with dementia. Suggest including a sub-section on Down’s syndrome dementia to include brief commentary on the challenges of making the diagnosis in this group, the recommendation to document baseline adult function by ~age 35, structured approach to monitoring for day-to-day changes in early adulthood, use of cognition tests relevant and validated in Down’s syndrome, importance of ruling out other relevant co-morbidities that can affect cognition in this group e.g. thyroid function, sleep-apnoea, depression, chronic ear/sinus infections, leukaemia, functional GI disorders. 
	
	

	763-765
	
	Comment:

In alignment with suggestion above on scope to clarify that non-dementia type symptoms of neurodegenerative diseases are not covered under this guidance, a similar aligned edit would be helpful in the “other dementias” sections.  A proposed example is shown below.

Proposed change (if any):

“Although specific recommendations for other types of dementias are beyond the scope of this document the same principles for symptomatic and disease modifying treatment approaches as for AD apply. Non-dementia type symptoms of other neurodegenerative diseases (where applicable) are out of scope.”
	

	795-797
	
	Comment: While the need for longer studies for disease-modifying treatments in VaD due to slower progression seems fully justified, the need for studies of at least 12 months duration for symptomatic treatments, as opposed to 6 months in AD, is not obvious; further explanation for the agency’s view in this matter would be valuable.


	

	805-806


	
	Comment: The prevalence of dementia in Parkinson’s disease is between 24-50% is not referred to its source.

Please could you add the reference for the prevalence of dementia in Parkinson’s disease?
	

	807- 808


	
	Comment: Criteria for patient with Parkinson’s Disease Dementia (PPD) have been proposed; it would be welcomed  that they are referred to its source

Please could you add the reference for the criteria for patient with Parkinson’s Disease Dementia (PPD)?
	

	854-856 and 871-874
	
	Comment: Several places in the guideline it is unclear whether MRI monitoring is considered mandatory for all types of trials in AD irrespective of the mechanism of action of the test compound (also for symptomatic treatments):

· Line 854-856:  “MRIs are needed for monitoring amyloid related imaging abnormalities (ARIA) such as bleeding (ARIA-H), signs of inflammation and/or oedema (ARIA-E) and skin examinations are recommended for BACE inhibitors.

· Line 871-874: Since the clinical significance of these events is yet to be established, information as to whether a risk management plan (RMP) or simple monitoring is needed, has to be gathered during exploratory trials, where MRI monitoring is mandatory

Proposed change (if any): 

MRIs are needed for monitoring amyloid related imaging abnormalities (ARIA) such as bleeding (ARIA-H), signs of inflammation and/or oedema (ARIA-E) and skin examinations are recommended for BACE inhibitors.

Since the clinical significance of these events is yet to be established, information as to whether a risk management plan (RMP) or simple monitoring is needed for antibodies targeting fragments of β-amyloid, has to be gathered during exploratory trials, where MRI monitoring is mandatory


	

	854-856


	
	Comment:

With regard to Section 14 (Safety Evaluations), should safety MRIs be restricted to anti-amyloid immunotherapies? In addition, should skin exams for BACE be restricted to non-selective BACEi (i.e. those that have activity at BACE2)?

Proposed change (if any):


	

	857
	
	Comment: The sentence “In short term trials, on treatment follow up of at least 12 months beyond the double-blind period is recommended” effectively increases the data requirements beyond what is required by ICH E1. Discrepancy with line 569 that clearly states that treatment duration of a total 12 months is expected for a symptomatic treatment. However, in line 857, it is stated that treatment follow-up for at least 12 months beyond the double-blind phase is recommended.

Proposed change (if any): Suggests to delete ‘beyond the double-blind phase’
	

	871-873
	
	Comment: This sentence (“since….where MRI monitoring is mandatory”) is difficult to understand.

Proposed change: Since the clinical significance of these events is yet to be established, information needs to be gathered in exploratory trials where MRI monitoring is mandatory. Depending on the outcomes of these clinical trials, rhen specific measures could be included in the risk management plan (RMP) as opposed to  simple monitoring. 
	

	877
	
	Comment: Previously described symptoms are not behaviour symptoms.

Proposed change: Other  neuro- behavioural abnormalities, particularly disorientation, agitation and aggressive behaviour should be recorded depending on the pharmacodynamic profile of the test drug.
	

	882-888
	
	The text regarding Overdose and Suicide could be seen as a little confusing.  As the effects of overdose should always be reported and it is a section in the SmPC, the text on overdose could be omitted altogether.  If this is not acceptable, then to improve clarity, it is suggested to separate text on overdose from suicide.   Text changes are also suggested to clarify expectations with respect to summaries.

Proposed change:

 Overdose

Depending on the mechanism of action risks and effects of overdose should be reported.  studied.
 and s Suicide

Depending on the mechanism of action risks and effects of overdose should be studied, therefore the potential for the test product to precipitate suicidal thoughts and behaviour should be actively measured using validated rating scales (e.g. InterSePT Scale for Suicidal Thinking, Columbia Suicidality Severity Rating Scale (C-SSRS) or other validated instruments). Rates Frequency of suicidal events (from suicidal ideation to completed suicide) should be presented and an analysis of any impact relative to dose, duration of treatment and other contributing factors should be evaluated. narrative summaries of suicidal patient statements or behaviours should be provided.
	

	900-903
	
	Comment: RMP for long term safety/mortality/morbidity. 

Proposed change (if any): As this is a vulnerable population, a recommendation of which type of databases ( e.g.potentially RWE) to use for comparison would be nice.
	

	931-933

	
	Comment:

· “B In-vivo evidence of Alzheimer´s pathology (one of the following
· Decrease Aβ1-42 together with increased T-tau or P-tau in CSF
· Increased tracer retention on amyloid PET
Alzheimer´s disease Autosomal dominant mutation present (in PSEN1,PSEN2, or APP)Proposed change: 

“B In-vivo evidence of Alzheimer´s pathology (one of the following) 
• Decrease Aβ1-42 with or without together with increased T-tau or P-tau in CSF 

• Increased tracer retention on amyloid PET  

• Alzheimer´s disease Autosomal dominant mutation present (in PSEN1,PSEN2, or APP) 
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