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1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	
	We welcome this concept paper and the need for the revision put forward by the European Medicines Agency (EMA). We acknowledge the challenges that the current scientific advancements bring to the field of major depressive disorder (MDD).

As the understanding of the disease moves forward, so the regulatory science around its clinical development needs to move forward as well. We support the EMA’s intent to review the definition of the target population in several treatment settings, study designs and the definition of cognitive disturbances in MDD. We also recognise the unmet medical need that MDD represents for patients.

The revision of this guidance is also timely taking into account the current revisions of the guidelines on the clinical development of medicines for the treatment of bipolar disease (BD) and Alzheimer’s disease (AD). These are fields in which the understanding is also shifting rapidly, thus being a crucial opportunity to provide further clarity on the expected regulatory paths of specific domains that affect several CNS disorders (for example, as stated in the concept paper, cognition). Adding to that, this represents an opportunity for the EMA to harmonise and/or bridge somehow this guideline with the ones for schizophrenia and BD. 
Due to the obvious relation with depressive episodes in the context of bipolar disorder, we encourage EMA to clarify to the extent possible in the depression guideline (and also in the Bipolar Disorder Guideline) the regulatory paths for both unipolar and bipolar depression, also bearing in mind how potential data extrapolation from one clinical program to another could be acceptable in the views of the CHMP and the EMA. It would also be helpful if the revised guideline included considerations of under what conditions, if any, unipolar major depressive episodes and bipolar major depressive episodes could be studied together.

	

	
	Building on the recognition of cognition in depression as a valid target for development, could the EMA consider extending the approach to sleep in depression?  

	

	
	Reference is made to the points for discussion covered in the EFPIA August 2014 White Paper on the CHMP Guideline on Clinical Investigation of Medicinal Products in the Treatment of Depression (enclosed as an Appendix to the form) and to the subsequent EMA/CNS Working Party / EFPIA meeting held on 2-Mar-2015. Further to these interactions, we acknowledge the EMA’s focus on the need to update the guideline to cover the latest developments with regard to requirements for clinical trials in partial and non-responders (i.e. treatment resistant depression) with MDD. In particular, we acknowledge the following points outlined in the concept paper:

· Definition & identification of partial responders needs to be revisited

· Trial design strategies to be reconsidered for partial and non-responders, which include addressing the usefulness of combination / augmentation therapies for these patient populations.
Subsequent to the EFPIA White Paper and the Mar-2015 meeting with the CNS Working Party, we are also seeking further clarity from the guideline revision on the following points:

· Whether a prospective run-in period is required or considered optional in MDD adjunctive treatment trials to identify suboptimal responders. 

· If a prospective run-in period is required, further clarity is needed regarding the rationale for randomizing patients to placebo and drug.

· Acceptability of providing data from adjunctive therapy studies only to support registration of a medicinal product for adjunctive therapy in MDD (i.e. provision of monotherapy data considered optional), noting that criteria for adjunctive therapy should be clearly defined (e.g. scientific potential for synergy; where patient still has significant unmet need regardless of response to primary therapy).

· Whether identification of treatment-resistant patients for inclusion into registration studies can also be done by capturing historical data on prior response with validated measures and using current symptom severity rating scales, without the requirement for a prospective run-in period.

	

	
	Next generation antidepressant agents: 
For consideration, we propose that the revised guideline should include information relating to next generation of antidepressant agents, which could include a discussion on rapid onset and suicidality efficacy claims and issues in this regard related to methodology and design strategies (e.g. endpoints).

	

	
	Paediatric development in MDD: 
MDD is among the conditions of public health importance for which there is a need for treatment in the paediatric population. Even though the current guideline states that “extrapolation of adult efficacy and safety data is not considered appropriate”, we consider that further granularity on this is needed in some aspects of matter, in a way similar to what exists in other CNS guidelines (e.g. schizophrenia, where maintenance of effect may be extrapolated). The recently published EMA draft reflection paper and the draft ICH E11 both mention the importance of avoiding conducting studies in children if the prevailing data and scientific understanding is such that the scientific questions of interest can be properly addressed through available evidence. For ethical reasons, the goal is to minimise the number of children subjected to clinical studies and study burden, if the questions to be answered from such studies have already been addressed by other authorised drugs. The EMA guideline in depression recommends that in general, maintenance of efficacy data and long-term safety data should be generated in the paediatric population as in adults. However, this might depend on the magnitude of efficacy observed in the short-term study and the evidence already available from the studies in adults. We acknowledge that it is important to investigate the short-term effect of a novel antidepressant in the paediatric population but also considers it appropriate to investigate whether questions around maintenance of effect in paediatric patients with MDD can be answered through extrapolation using all available evidence, including evidence to be generated from already existing paediatric studies. We would encourage the EMA to build upon this matter in the future guideline.


	

	
	Maintenance of efficacy in MDD: We encourage the EMA to consider reflecting on the current adequacy of the requirements for maintenance efficacy in MDD, notably the timing in development and its design adequacy that can reflect future treatment decision more effectively. Due to the currently established framework for post-authorisation efficacy studies (PAES), we would encourage reflection on the possibility for maintenance of efficacy to be a post-authorisation requirements rather than part of the initial MAA for this indication. This would allow clinical development to be more streamlined globally in MDD and ensure that new treatments can be submitted in the EU based initially in short-term efficacy, which is known to drive most clinical decisions on antidepressants.


	

	
	Considerations for design strategies: 
With regard to choice of appropriate endpoints, we propose including information on potential use of technology such as digital applications and remote assessments. 

In addition, the use of digital technologies could be considered to help solve the problem of understanding initial response to a drug prior to starting an adjunctive trial, i.e. as digital technology becomes more intuitive, will routine use of monitoring technology help to confirm adherence and response to therapy more clearly and remove concern around the need for prospective treatment prior to adjunctive treatment with drug.

 
	

	
	Combination therapy of pharmaceuticals and digital therapeutics: 
We propose that the revised guideline should include advice / recommended strategies on the potential combination therapy of pharmaceuticals and digital therapeutics; for example, factorial design considerations should be addressed.


	

	
	Suicidality: 
For the revised guideline, we request the EMA to provide further advice on treating suicidality associated with depression, for example, could there be an option of providing maintenance data as a post approval commitment in order to accelerate registration of novel drugs for this life threatening situation (as opposed to including maintenance data in the initial MAA)?


	

	
	Novel endpoints: 
The guideline acknowledges that there is a need to increase depression clinical trial efficiency. Clinical development in depression continues to suffer from high failure rates due to high placebo responses and intra-/inter-subject variability. Variability in conventional clinical measures (within individuals, between clinical trial sites, and between different countries) erode signal detection and thus necessitate higher sample sizes in order to be able to detect therapeutic effects.
An important aspect to improve clinical trial outcomes in this area is to develop, novel, objective clinical endpoints, to replace more subjective established endpoints, such as Montgomery–Åsberg Depression Rating Scale (MADRS) or Hamilton rating scale for depression (HAMD). Especially objective biological indicators should be developed to be able to improve psychiatric diagnoses by underpinning them with physiologic evidence. Additionally currently employed clinical endpoints were not designed to measure the effects of interventions as well. Ideal outcome measures should not only be able to detect and measure depression, but also accurately detect and measure the effect of therapeutic interventions. 
The updated guideline should clearly encourage sponsors to develop novel measures in MDD, to implement promising novel methodologies in early development programs and show a clear regulatory pathway towards acceptance of novel decision-making endpoints. 

	

	
	Addition of DSST as validated cognitive primary endpoint efficacy measure when seeking a label to treat cognitive disturbances in depression.


	

	
	Provide more guidance on the youngest paediatric age group which should be investigated in MDD or other depression disorders.  Also if possible to provide a waiver statement (not required to perform paediatric studies in the following age ranges) for specific paediatric age groups. 


	

	
	List validated paediatric specific efficacy endpoint tools that are acceptable for paediatric studies in the relevant paediatric age groups, especially for children and how they would differentiate from efficacy tools in adolescents.


	

	
	Cognitive disturbance is one example of a domain within MDD. Suggest not to focus revision specifically on cognitive disturbance (as called out in Line 99) as one of the goals, but rather to modify guidance to allow study/claims based on specific domains that are clinical relevant to the patient, using cognitive deficit as an example. 

	


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)

	31-42

54-56

71-73

79-80

92-101
	
	Comment: The concept paper identifies that the current guidance lacks recommendations with respect to cognitive function in MDD, and that the revised draft guideline should address cognitive deficit as a separate domain in depression and the requirements to support specific separate claims on this domain.

With regard to domain-specific approaches in MDD, it would be helpful if the EMA could expand upon this in the revised draft guideline to address other aspects of MDD, e.g. residual anxiety in MDD, anxious distress, and other similar aspects and provide clarification on the EMA’s position on treatment or registration of these other domains.  For example, how would the EMA define and address pseudospecificity in the context of these proposed approaches? In addition, what would be required to support a proposed indication for these approaches, e.g. would demonstration of superiority be required in clinical trials and what are the criteria?
Proposed change (if any):


	

	33-35
	
	Comment: It would be useful for the EMA to comment on how they intend to implement the DSM 5 specifier, “with anxious distress” in MDD studies and how this may be reflected in labelling. 

Proposed change (if any): Please consider adding in the updated guideline that MDD with anxious distress is an accepted target for development.  


	

	33-36
	
	Comment: The current concept paper raises important points such as treatment of specific symptoms within the disorder (e.g. cognitive disturbance). We would also recommend the inclusion of other symptoms such as psychotic features.  Some points to consider in relation to this are:

· DSM5 include psychotic features as a separate specifier in the same way of partial remission.

· ICD10 psychotic depression is classified as a subtype of severe depression

· When present, psychotic symptoms clearly impact on MDD  

· Some guidelines recommend either antidepressants and antipsychotic combination or ECT.

Proposed change (if any): Include the treatment of psychotic features in patients with depression .

	

	36-39
	
	Comment: The concept paper states that for a separate claim for efficacy on cognitive aspects in patients with MDD, the robustness of the results from specific studies will determine whether “….a separate indication can be pursued or whether the data should rather be mentioned in section 5.1.”

If data to support a claim for cognition are only included in Section 5.1 and not in the indication section, it would be helpful if the draft guideline could clarify how clinicians should interpret these data. 
Proposed change (if any):

	

	36-42
	
	Comment: It would be valuable to understand the thought process the EMA will follow in determining whether a separate claim or mention in section 5.1 of the label is justified.

Proposed change (if any): Please consider identifying what are minimum data requirements for an indication vs mention in Section 5.1.

	

	52
	
	Comment: We suggest highlighting the opportunity to bridge/harmonise as possible with other CNS guidance under revision in order to maximise consistency across revised topics (e.g. subdomains such as cognition). 

Proposed change (if any): Please add: “This recognition of treatment targets across disorders needs consideration of new strategies in clinical trial design, patient populations, endpoints and outcome and bridging with related guidelines, i.e. schizophrenia and bipolar disorder.”


	

	57
	
	Comment: We suggest that the EMA provides guidance on recently progressed programs in the field of depression, notably those that had relevant regulatory interactions such as fast onset of action in MDD and post-partum depression (a PRIME designated compound has been disclosed through the scheme in this area).

Proposed change (if any): Add the bullet point “Considerations on sub-indications in MDD (e.g. fast onset of action, postpartum depression).”

	

	57
	
	Comment: We suggest that the EMA provides further clarity on recent trends in paediatric development in MDD, notably on the possibility to extrapolate paediatric maintenance efficacy from short-term adult and paediatric studies.

Proposed change (if any): Add the bullet point 

“Considerations on paediatric development in MDD:

Extrapolation of maintenance of efficacy data in paediatric patients from adult data”


	

	57
	
	Comment: We suggest that the EMA includes a revised scope to reflect on the current status and suitability of the assessment of maintenance efficacy in the post-initial MAA setting.

Proposed change (if any): Add the bullet point 

“Considerations on designs and timing of maintenance of efficacy studies in MDD.”

	

	59 -60
	
	Comment: Within the literature, "partial responders" are commonly defined as having shown a 25% to 49% improvement in the primary outcome measure during a 6- to 8-week prospective antidepressant treatment trial. The assumed purpose of selecting true "partial responders" for

adjunctive treatment trials is to enroll patients who are appropriate for an augmentation strategy; thereby it is assumed that patients who are "minimal responders" to a baseline antidepressant will not benefit from augmentation therapy. However, this distinction between "partial responders" versus "minimal responders," as it relates to likelihood of response to subsequent adjunctive therapy is not supported by clinical study data.
Proposed change (if any): (1). Please consider a more comprehensive term "suboptimal responder," which indicates a subject who has not achieved significant clinical improvement (including minimal and partial responders) with monotherapy treatment, necessitating an augmentation treatment.  (2) A double-blind, prospective run-in period should not be required in MDD adjunctive treatment trials to identify partial responders. (3) Clinical judgement and use of historical clinical information may be more appropriate in identifying patients appropriate for MDD adjunctive trials. Please refer to the EFPIA August 2014 White Paper for support for these proposed changes. 

	

	65
	
	Comment: The study design strategies section of the guideline should address the need for a prospective run-in period to define partial responders and inclusion of a monotherapy arm in adjunctive MDD trials.
Proposed change (if any): A double-blind, prospective run-in period (randomization to drug or placebo) should not be required in MDD adjunctive treatment trials to identify partial responders. For a serious and potentially fatal disorder such as MDD, in which there is a high unmet need for therapies that provide additional efficacy over the standard of care, demonstration of an adjunctive therapeutic effect should be sufficient for registration and a monotherapy arm should not be required. Please refer to the EFPIA August 2014 White Paper for support for these proposed changes.

	

	ANNEX
	
	EFPIA White Paper on CHMP Guideline on Clinical Investigation of Medicinal Products in the Treatment of Depression
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		CGI

		Clinical Global Impression
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		European Federation of Pharmaceutical Industries Associations



		EMA

		European Medicines Agency
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		Hamilton Depression Rating Scale
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		selective serotonin reuptake inhibitor



		TNF
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		TRD
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Executive Summary
This White Paper is intended to express the views of the European Federation of Pharmaceutical Industries Associations (EFPIA) on the European Medicines Agency (EMA) Committee for Medicinal Product for Human Use (CHMP) revised guideline on the clinical investigation of medicinal products in the treatment of depression (EMA/CHMP/185423/2010 Rev. 2). EFPIA fully support the intent of the revised guideline to ensure a clear approach for the development of effective and safe medicinal products for the treatment of Major Depressive Disorder (MDD). However, EFPIA believes that the overall utility of this guideline would be enhanced by more explicit discussion regarding the practical implementation of the recommendations and, to this end advocates for the following.

· Attempts to subdivide the population of patients with an inadequate response based on different degrees of improvement should be directly related to specific medical needs. Any definition of response and further segmentation or extension should be pragmatic and based on clinical practice. Thus, we ask that the Agency consider a broader definition of “partial response” such as “suboptimal response”.

· A double-blind, prospective run-in period should not be required in MDD adjunctive treatment trials to identify suboptimal responders but should be optional at the sponsor’s risk.

· That the Agency provide clarification of the rationale for randomizing patients to placebo and drug in a prospective run-in period. 

· For a serious and potentially fatal disorder such as MDD, in which there is a high unmet need for therapies that provide additional efficacy over the standard of care, demonstration of an adjunctive therapeutic effect should be sufficient for registration and a monotherapy arm should not be required. 

· Identification of patients for enrollment into clinical studies to support a separate indication of treatment-resistant depression (TRD) may also be done by capturing historical data on prior response using validated measures and current symptom severity measures, without the requirement for a prospective run-in period.

· Adjunctive treatment should remain an approach to consider for the development of medications for TRD, reflecting treatment practice.

A. Introduction


This White Paper is intended to express the views of the European Federation of Pharmaceutical Industries Associations (EFPIA) on the European Medicines Agency Committee for Medicinal Product for Human Use revised guideline on clinical investigation of medicinal products in the treatment of depression (EMA/CHMP/185423/2010 Rev. 2).  EFPIA fully support the intent of the revised guideline to ensure a clear approach for the development of effective and safe medicinal products for the treatment of MDD. The majority of the recommendations in this revised guideline are consistent with the current thinking and practices of EFPIA. However, EFPIA believes that the overall utility of this guideline would be enhanced by more explicit discussion regarding the practical implementation of the recommendations in the areas listed below.

B. Guidance on Adjunctive Treatment Trials

1. Concept of “Partial Responders”

In the section entitled "Trials to study augmentation/add-on treatment," the CHMP guideline states the following:  

As there is no established consensus on the definition and thresholds of partial responders applicants are encouraged to adjust these criteria via scientific advice before starting a program.


It is of critical importance that the applicant can establish that the population recruited to the trial are true partial responders. A run-in period alone with assessment of response to standard intervention may not be sufficient since partial response may be driven by other factors than the actual pharmacological treatment in this population . . .


Within the literature, "partial responders" are commonly defined as having shown a 25% to 49% improvement in the primary outcome measure during a 6- to 8-week prospective antidepressant treatment trial. The assumed purpose of selecting true "partial responders" for adjunctive treatment trials is to enroll patients who are appropriate for an augmentation strategy; thereby it is assumed that patients who are "minimal responders" to a baseline antidepressant will not benefit from augmentation therapy. However, this distinction between "partial responders" versus "minimal responders," as it relates to likelihood of response to subsequent adjunctive therapy is not supported by clinical study data, as illustrated below.

Although lacking regulatory approval for adjunctive treatment of MDD in Europe, mainly due to lack of controlled data to establish maintenance of efficacy (EMA Withdrawal Assessment Report for Abilify, 2010), aripiprazole is a compound with a pharmacological profile that is different from the serotonin/norepinephrine-based antidepressants. When used adjunctively to a selective serotonin reuptake inhibitor (SSRI) or serotonin-norepinephrine reuptake inhibitor (SNRI), aripiprazole has been shown to be successful in treating both patients who previously had a "partial response" (25% to 49% improvement) and patients who previously had a "minimal response" (<25% improvement). When data from two pivotal aripiprazole adjunctive treatment trials were pooled, mean change scores on the Montgomery-Asberg Depression Rating Scale (MADRS) total score were -7.2 with aripiprazole and -5.4 with placebo in "partial responders" (defined as 25% to 49% improvement in MADRS total score), and -9.4 with aripiprazole and -6.0 with placebo in "minimal responders" (defined as <25% improvement in MADRS total score, Thase 2008). When data from a third adjunctive treatment trial was added to the dataset, "minimal responders" continued to show a consistent, robust response (mean change in MADRS total score: -10.3 with aripiprazole and ‑6.5 with placebo, Nelson 2012). Data from these pooled aripiprazole trials are summarized in Table 1.

		Table 1: 
Efficacy of Adjunctive Aripiprazole in Patients with MDD with an Inadequate Response to Antidepressant Monotherapy: Data from 3 Pooled 6-Week Double-blind, Placebo-controlled Trials



		

		N

		Baseline MADRS Total Score

		Change from Baseline to Week 6 Endpoint in MADRS Total Score

		p-value



		

		

		Adjunctive aripiprazole

		Adjunctive placebo

		Adjunctive aripiprazole

		Adjunctive placebo

		



		Partial Responders*

		292

		21.1

		21.1

		-7.9

		-6.1

		NS



		Minimal Responders**

		746

		28.6

		28.8

		-10.3

		-6.5

		p<0.0001



		Nonresponders***

		160

		32.1

		31.5

		-12.0

		-8.7

		p<0.05



		NOTE:  data reflects pooling of 3 similarly designed, randomized, double-blind, placebo controlled trials examining the efficacy of adjunctive aripiprazole in patients with MDD with an inadequate response to antidepressant monotherapy.


* Partial responders:  25% - 49% improvement on MADRS during 8-week prospective antidepressant monotherapy treatment. Significant differences were observed at Weeks, 1, 2, 3, 4, and 5.

** Minimal responders: <25% improvement on MADRS during 8-week prospective antidepressant monotherapy treatment


*** Nonresponders:  >0% increase (worsening) in MADRS during 8-week prospective antidepressant monotherapy treatment


MDD = Major Depressive Disorder; NS = not significant


Sources: Nelson 2012 and 2014





Further evidence that response to prospective treatment of the base antidepressant is not closely associated with adjunctive response in clinical trials can be seen in the data of Nelson et al 2014, which specifically analyzed patients whose symptoms worsened (>0% increase in MADRS total score) during the prospective 8-week antidepressant treatment phase. It was found that subsequent adjunctive treatment with aripiprazole had similar efficacy in patients who worsened (response rate at endpoint 36.6% for adjunctive aripiprazole and 22.5% for placebo) and in those who did not worsen (response rate at endpoint 37.5% for adjunctive aripiprazole and 22.5% for placebo). Also, the improvement seen in the placebo arm for this latter subgroup (22.5% response) suggests that patients with no improvement or worsening after an 8-week antidepressant treatment would still experience some improvement (including actual response for some patients) when continuing their base antidepressant treatment only for a further 6 weeks. This improvement in the aripiprazole studies was shown to be further augmented with adjunctive treatment (up to 37.5% response rate).

An oral modified-release formulation of quetiapine is currently the only medicinal product authorized throughout the European Union (EMA 2010a) as adjunctive therapy for treatment of patients with MDD. In particular, it was afforded an indication for the treatment of patients with MDD who had suboptimal response to antidepressant monotherapy on the basis of data generated in confirmatory studies without prospective run-in with antidepressant monotherapy, or prospective verification of responder status prior to randomization.

In the clinical setting, rating scales are only rarely used to assess the severity of depression, and the efficacy of interventions. Therefore a distinction between "partial response" and "minimal response" has little practical utility in guiding physicians’ decisions (Gilbody 2002, Zimmerman 2008). 

In summary, the risk ratio of responding to an adjunctive drug versus placebo appears not to be substantially influenced by whether a subject is categorized as a "partial responder" or "minimal responder", as discussed above for aripiprazole. Therefore, distinguishing between "partial responders" and "minimal responders" does not add clinical value and, in fact, potentially excludes patients from clinical trials who may benefit from treatment and are representative of those seen and treated with augmentation strategies in clinical practice. A more comprehensive term for these patients is "suboptimal responder," which indicates a subject who has not achieved significant clinical improvement with monotherapy treatment, necessitating an augmentation treatment. This definition most closely reflects the types of patients encountered in real-world clinical practice.

Given the information above, we ask that the Agency consider a broader definition of “partial response,” such as the “suboptimal response” definition described above whereby the clinician judges which individual patients are appropriate for augmentation treatment.  

2. Clinical Assessment of Partial Response / Utility of Prospective Run-in Period

In the section entitled "Trials to study augmentation/add-on treatment," the CHMP guideline states the following:


It is of critical importance that the applicant can establish that the population recruited to the trial are true partial responders. A run-in period alone with assessment of response to standard intervention may not be sufficient since partial response may be driven by other factors than the actual pharmacological treatment in this population. Instead, an initial randomisation to standard medication or placebo would be the best way to characterise the proportion of the population that were partial responders for reasons other than the actual pharmacological treatment.


In the text below, data are provided to support the EFPIA position that a prospective run-in should not be a requirement for adjunctive drug development, and alternative approaches are discussed. In addition, we request clarification of the rationale for randomizing patients to placebo and drug in a prospective run-in period as we believe that this approach would introduce ethical and feasibility concerns, and additionally would not allow identification of true responders in the population.

(i) Use of Prospective Run-in Period


Whether to have a prospective phase or not is mostly a sponsor’s risk in order to ensure that the optimal target population is enrolled and to decrease the placebo effect. Even though a sponsor might wish to consider using a prospective phase to characterize patients for the participation in the randomized phase of a clinical trial, there are several arguments against requiring the use of such a design.


The decision regarding inclusion of a prospective run-in treatment phase in adjunctive treatment trials should allow the necessary flexibility in trial design to address the specific research questions at hand. In many cases, there may be more productive and efficient means of establishing suboptimal response (e.g. current and emerging technologies that confirm adequacy of compliance/dose, blood sampling, etc.) than the implementation of a prospective run-in period. In fact, there is increasing evidence to support the use of historical clinical information to define suboptimal response to prior antidepressant treatment before patient enrollment in an augmentation treatment study, instead of employing a prospective run-in treatment phase (see Section 2(ii)). In a recently published meta-analysis, 40 adjunctive treatment trials were examined, involving active drug versus placebo comparisons in 4676 patients with MDD who had inadequate treatment response to a baseline antidepressant (Iovieno & Papakostas 2012). This meta-regression analysis reported no significant differences in the risk ratios of responding or remitting to adjunctive drug versus adjunctive placebo between studies that did, versus studies that did not, include a prospective antidepressant treatment run-in period.

The Iovieno and Papakostas (2012) data suggest that a prospective run-in period has no clear value as the outcomes of adjunctive treatment trials in MDD in which inclusion of suboptimal responders was based on historical data capture and clinical assessment alone did not differ from outcomes of trials including a double-blind, prospective run-in period. This supports EFPIA’s position that a double-blind, prospective run-in period is not necessary in MDD adjunctive treatment trials to identify suboptimal responders. Such a run-in period requires the recruitment of significantly greater subject numbers and necessitates longer timelines for development, potentially delaying the delivery of effective treatments to patients in need. This places a significant burden on sponsors, without data to justify its utility. 

(ii) Alternative Approaches to a Prospective Run-in Period

As stated above, recent data support the use of alternative approaches to determining partial response other than the use of a prospective run-in period. Suboptimal response in clinical practice is determined using clinical judgment, and often, based on history. The use of historical clinical information to define inadequate response to prior treatment before patient enrollment in an adjunctive treatment study is practical and valid when established, validated tools are used to assess and document treatment response.

(a) Current Clinical Practice

Suboptimal response to antidepressant treatment in MDD is routinely identified and dealt with by psychiatrists in daily clinical practice, supported by practice and treatment guidelines that outline the recommended approach to evaluate and treat suboptimal responders (inadequate response to at least 1 adequate trial of antidepressant treatment) (APA 2010, Anderson 2008, CANMAT 2009; see Attachment 1).


In terms of treatment, the available guidelines almost uniformly suggest that the available antidepressant treatments appear to be equally effective. First line treatment is the SSRIs or SNRIs, with choice of treatment based on the individual patient preference, prior response, side effects and pharmacokinetic profile (APA 2010, Anderson 2008, CANMAT 2009, NICE 2009; see Attachment 1). If the initial therapy results in a suboptimal response (after 4-6 weeks), physicians are encouraged to re-evaluate treatment options and to increase the dose of the current antidepressant treatment if well tolerated (see treatment guidelines, Attachment 1). If this does not succeed, or the current antidepressant is not well tolerated, psychiatrists are encouraged to either augment with a second medication or switch to a different antidepressant. In general these clinical guidelines do not differentiate between partial and minimal responders when deciding upon augmentation therapy, deferring to clinical judgment.


In general, augmentation therapy is indicated in situations where there is a partial and\or incomplete response to the current antidepressant treatment at appropriate dose, there is good tolerability of the current antidepressant treatment, and in some cases, where switching to another antidepressant has proved to be unsuccessful (APA 2010, Anderson 2008, CANMAT 2009, STAR*D algorithm). 

(b) Use of ATHF and MGH-ATRQ Scales

The investigator may make a clinical judgment regarding treatment response to the baseline antidepressant at the time of screening, using standardized measures to inform and document this judgment. Validated scales such as the Antidepressant Treatment History Form (ATHF; Hazari, 2013; Dew 2005) or the Massachusetts General Hospital - Antidepressant Treatment Response Questionnaire (MGH-ATRQ; Chandler 2010) can be used as an assessment tool combined with corroborating source documents such as medical records, prescription records, etc., to retrospectively capture the dosage, duration of treatment, and treatment response of a specific antidepressant treatment.

(iii) Challenges of Using Placebo in a Prospective Run-in Period


The CHMP guideline specifies that a run-in period should include an initial randomization to standard medication or placebo. The purpose of inclusion of a placebo arm in such a run-in period is not clear. Prospective run-in periods do not usually involve randomization to placebo for several reasons:


· The purpose of a run-in period is to prospectively assess whether an individual patient responds to standard antidepressant treatment or is suitable for randomization into the adjunctive test part of the study. This means that the patient has to be exposed to standard treatment in order to make the assessment.


· Patients randomized to placebo during the run-in phase are not eligible for randomization to the experimental therapy at any time during an adjunctive treatment trial, which poses ethical concerns.


· Comparison between response to standard treatment and placebo can only be done on a group level. While it is possible to assess the level of placebo response and additional pharmacological drug response in such a group comparison, it is not possible to detect whether a certain group of patients lack a placebo response. Any response, however minimal, will consist of some response to clinical study procedures, attention and psychology (placebo response) and a true pharmacological response, which cannot be distinguished within the individual patient.

· Randomizing subjects to placebo during the run-in period involves exposing many more patients to placebo. It also implies that patients have to be taken off previous antidepressant medication that may have given a partial response. Patients are generally reluctant to give up even a modest partial response to an antidepressant. 

· Randomization to placebo in the run-in period further reduces investigator/patient expectation that the treatment assigned during the run-in will be effective, introducing bias and potentially resulting in an artificially inflated rate of treatment-resistant patients or minimal/partial responders. 


· This requirement for a randomized placebo controlled run-in greatly increases the number of subjects required for any given adjunctive therapy trial, thereby impacting the feasibility of the study – adding complexity with unclear added value. 

Furthermore, inclusion of a placebo arm during the initial phase of the trial is not a useful approach to classifying individual patients as “true partial responders”. In depression studies, as well as in other psychiatric indications, the magnitude of the placebo effect is often larger than the specific effect of the intervention. For an individual patient it is not possible to establish which proportions of an improvement are due to a specific drug effect and to non-specific effects. 

3. Inclusion of a Monotherapy Treatment Arm in the Clinical Development of Adjunctive Treatments 

In the section entitled "Trials to study augmentation/add-on treatment," the CHMP guideline states that 

"depending on mechanism of action, inclusion of a monotherapy arm of the test product should be considered for the unambiguous interpretation of the results and estimation of clinical relevance, unless otherwise justified."

We agree that there should be flexibility when determining the need for including a monotherapy arm of the test product because in many cases, an appropriate benefit/risk assessment for an adjunctive treatment can be made without the inclusion of a monotherapy arm. For a serious and potentially fatal disorder such as MDD, in which there is a high unmet need for therapies that provide additional efficacy over the standard of care, demonstration of an adjunctive therapeutic effect should be sufficient for registration and a monotherapy arm should not be required. 


The recommendation for inclusion of a monotherapy arm poses scientific, ethical, and logistical challenges outlined below:

· As there may be no expectation that the investigational product is (sufficiently) efficacious as monotherapy, there are ethical constraints around withholding approved therapies (i.e. standard treatment) from patients with MDD while exposing them to such a test product. MDD is a serious and potentially fatal disorder, and it would be difficult to justify such exposure for the sole purpose of obtaining information on the activity of the drug as monotherapy – information that is not essential in a trial designed to demonstrate efficacy in the adjunctive setting.

· From a feasibility perspective, the inclusion of a monotherapy arm would add considerable complexity to any clinical development program. For example, a pivotal trial designed in line with the current CHMP guideline could require up to 5 arms: standard treatment plus placebo, standard plus 2 doses of the investigational product, the investigational product as monotherapy, and standard treatment plus active comparator. This type of design would require large sample sizes, prolonged enrollment times, and multiple study sites and countries, all of which may in turn increase the variability of the resulting data and make it more difficult to demonstrate a meaningful effect.

· Finally, there is precedent from other therapeutic areas in which adjunctive therapies have been approved without initially demonstrating the product’s efficacy as a monotherapy treatment. For example, initial approval based on efficacy in adjunctive treatment trials (without a monotherapy arm) has become the standard for antiepileptic drugs (AEDs). The CHMP’s "Guideline on the clinical investigation of medicinal products in the treatment of epileptic disorders" does not require a monotherapy arm in pivotal AED studies for initial registration (EMA 2010b), although it should be noted that the clinical development program for AEDs is not considered complete without monotherapy studies. Antineoplastic agents are almost exclusively studied in the adjunctive setting, with no requirement of demonstrating efficacy as monotherapy. Anti-tumor necrosis factor (TNF) agents have routinely been granted approval following demonstration of efficacy in combination with other therapies in rheumatoid arthritis (e.g. infliximab, rituximab).

C. Guidance on Treatment Resistant Depression Trials

In the section entitled "Trials to study monotherapy in treatment resistant patients," the CHMP guideline states the following:


Treatment resistance in major depression is defined as lack of clinically meaningful improvement despite the use of adequate doses of at least two antidepressant agents, derived from the group(s) of commonly used first line treatment, prescribed for adequate duration with adequate affirmation of treatment adherence. At least one treatment failure should be shown prospectively.


There is no current consensus on how to demonstrate resistance to treatment or how to correlate treatment-resistant depression (TRD) to functional impairment. Different staging models have been proposed, although not used routinely (Ruhé 2012). The ‘lack of clinically meaningful improvement’ with monotherapy is in practice difficult to disentangle from ‘insufficient response to monotherapy’, a terminology used in the guideline to define partial response. The population corresponding to this definition of TRD is not sufficiently distinct from the population that is suitable for augmentation/add-on treatment to justify a recommendation for a different design. 


Moreover, in clinical practice, combination and augmentation strategies are often employed in the management of depressed patients who can be described as treatment-resistant (Barowski 2006, Fava 2001, Ferrier 2009). In clinical research this approach has recently been illustrated with the evidence of a rapid antidepressant effect obtained with infusions of ketamine as augmentation therapy to antidepressants (Shiroma 2014). Therefore, adjunctive treatment should remain an approach to consider for the development of medications for TRD, reflecting treatment practice, which includes combination treatment in these difficult patients (McIntyre 2014). 

Moreover, in the proposed ‘three-arm’ design, the role assigned to a potential placebo arm remains unclear if the primary objective of a trial of this design would be to demonstrate superiority to the active comparator.


As indicated above for the determination of partial response for adjunctive therapy studies and supported by the Iovenio and Papakostas (2012) meta-analysis, this same reasoning can be applied to establishing treatment resistance in clinical studies of TRD. Identification of patients for enrollment into clinical studies to support a separate indication of TRD may also be done by capturing historical data using validated prior response measures (e.g. ATHF, MGH-ATRQ), and current symptom severity measures (Clinical Global Impression [CGI], MADRS, Hamilton Depression Rating Scale [HDRS]), without the requirement for a prospective run-in period.

D. Conclusion

EFPIA supports interpretation of the CHMP guideline to facilitate the conduct of clinical trials in MDD, while ensuring both rigorous and practicable research design elements. To this end, EFPIA advocates for the following:


· Attempts to subdivide the population of patients with an inadequate response based on different degrees of improvement should be directly related to specific medical needs. Any definition of response and further segmentation or extension should be pragmatic and based on clinical practice. Thus, we ask that the Agency consider a broader definition of “partial response” such as “suboptimal response”.

· A double-blind, prospective run-in period should not be required in MDD adjunctive treatment trials to identify suboptimal responders but should be optional at the sponsor’s risk.

· That the Agency provide clarification of the rationale for randomizing patients to placebo and drug in a prospective run-in period. 

· For a serious and potentially fatal disorder such as MDD, in which there is a high unmet need for therapies that provide additional efficacy over the standard of care, demonstration of an adjunctive therapeutic effect should be sufficient for registration and a monotherapy arm should not be required. 

· Identification of patients for enrollment into clinical studies to support a separate indication of TRD may also be done by capturing historical data on prior response using validated measures (e.g. ATHF, MGH-ATRQ) and current symptom severity measures (CGI, MADRS, HDRS), without the requirement for a prospective run-in period.

· Adjunctive treatment should remain an approach to consider for the development of medications for TRD, reflecting treatment practice.
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		Attachment 1: Partial Response in MDD: Practice/Treatment Guidelines



		Treatment Guidelines*

		1St Line Treatment

		Initial Treatment Fails: Reassessment at 4-8 weeks (verbatim)

		Evidence Level



		APA (2010)

		SSRIs, SNRIs or TCAs

		“In patients treated with an antidepressant, consider increasing the dose (if well tolerated), changing to a different antidepressant, and changing to or augmenting with psychotherapy. Augmentation therapy or ECT may also be considered.”

		Not indicated



		BAP (2008)

		Anti-depressants

		"Assessment after 4 weeks adequate treatment:


· if there is at least some improvement continue treatment with the same antidepressant for another 2-4 weeks (B)


· if there is no trajectory of improvement undertake a next-step treatment (B) . . ."


"Next-step drug treatment options . . .


Augmentation/combination treatment (A).


· consider adding a second agent especially if:


· there is partial/insufficient response on the current antidepressant (D) and,


· there is good tolerability of current antidepressant (D),


· switching antidepressant has been unsuccessful (D).


· establish the safety of the proposed combination (S)."

		A and B**



		NICE (2009)

		SSRIs

		"Prescribers should consider switching to another antidepressant if there has been no response at all after 1 month, but if there has been a partial response, a decision to switch can be postponed until 6 weeks."

Some National Health Service hospitals across the UK do advocate the need for adjunctive therapy, for example, the Durham and Darlington NHS foundation (NHS, 2011).

		Not indicated



		CANMAT (2009)

		SSRIs, SNRIs then TCAs and MAO inhibitors

		Following first line treatment, evaluate the degree of improvement using a validated rating scale. If the observed change ≥20 % but the patient is not in remission, evaluate side effects and residual symptoms and add-on treatment with another agent (augmentation or combination therapy). Evaluate as treatment resistant depression.  

		1  and 2***



		* APA = American Psychiatric Association; BAP = British Association for Psychopharmacology; CANMAT = Canadian Network for Mood and Anxiety Treatments; ECT = electroconvulsive therapy; MAO = monoamine oxidase; NICE = National Institute for Health and Clinical Excellence; SNRI = serotonin-norepinephrine reuptake inhibitor; SSRI = selective serotonin reuptake inhibitor; TCA = tricyclic antidepressant.


**Definitions of strength of recommendation (from BAP):


A =
Directly based on category I evidence.


B =
Directly based on category II evidence or extrapolated recommendation from category I evidence.


C =
Directly based on category III evidence or extrapolated recommendation from category I or II evidence.


D =
Directly based on category IV evidence or extrapolated recommendation from category I, II, or III evidence.


S =
Standard of good practice.


  Definitions of evidence levels for causal relationships and treatment (from BAP):


I =
Evidence from meta-analysis of randomized controlled trials, at least 1 large, good quality, randomized controlled trial or replicated, smaller, randomized controlled trials.


II =
Evidence from small, non-replicated, randomized controlled trials, at least 1 controlled study without randomization or evidence from at least 1 other type of quasi-experimental study.


III =
Evidence from non-experimental descriptive studies, such as uncontrolled, comparative, correlation and case-control studies.


IV =
Evidence from expert committee reports or opinions and/or clinical experience of respected authorities.


***Definitions of evidence levels (from CANMAT):


1 =
At least 2 randomized controlled trials with adequate sample sizes, preferably placebo-controlled, and/or meta-analysis with narrow confidence intervals.


2 =
At least 1 randomized controlled trial with adequate sample size and/or meta-analysis with wide confidence intervals.
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