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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)

	
	The European Federation for Pharmaceutical Industries and Associations (EFPIA) welcomes this concept paper and the need for the revision put forward by the European Medicines Agency (EMA). EFPIA acknowledges the challenges that the current scientific advancements bring to the field of bipolar disorder (BD). As the disease understanding moves forward, so the regulatory science around its clinical development needs to move as well. We support the Agency’s intent to consider new treatment targets, having in sight both potential early interventions and the specific domains (within specifiers in DSM-5 or other disorders). We acknowledge as well the Agency’s focus on the need for prevention trials as well as the identification and use of appropriate diagnostic tools. We also recognise the unmet medical need that BD represents for patients.
Given the recent transition of our diagnostic classification system, from DSM-IV to DSM-5, there is a clear need to revise current guidance on the clinical investigation of medicinal products for the treatment and prevention of bipolar disorder. Likewise, with the advent of the Research Domain Criteria project (RDOC), evolving research will likely identify new treatment targets as well as biomarkers and clinical outcomes/symptom domains that will require novel methodologies including study designs and outcome measures.
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 major depressive disorder (MDD) 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 guideline, cognition). The recent revision of the guideline on schizophrenia also represents a valuable learning model on how to base specific considerations on domain targets such as, again, cognition.
Adding to that, we support the Agency’s intent to harmonise and bridge this guideline with the ones for schizophrenia and MDD. Due to the obvious relation with depressive episodes in the context of bipolar disorder, we encourage EMA to clarify as possible in both guidelines 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 Agency.
Taking the above into account, we would like to underline the following points that, from a drug developer’s perspective, would be seen as positive points for revision in the upcoming draft guideline.

	

	
	Concept of Early Intervention in BD

There are significant challenges that require due consideration in prevention or early intervention as a development paradigm for registration of novel medicinal products in BD. There is a need to better understand diagnostic accuracy of early diagnostic techniques and reliability of biomarkers early in the course of illness and willingness to consider biomarkers as outcome measures, before medicinal products can feasibly be developed in this paradigm. 

Less well explained in the concept paper is the rationale for the need for new guidance stemming from emerging insights into the neurobiology of bipolar disorder and improved diagnostic accuracy and early detection. Nonetheless, we agree that the valid identification of high-risk populations will likely result in prevention and/or early intervention trials. Indeed such studies will require new methodologies. It will be important to distinguish between the uses of the term “prevention” (i.e. recurrence prevention) in current guidance, from the potential use of the term “disease prevention” in future guidance pertaining to studies in high-risk populations.    

Furthermore, consideration needs to be given to the clinical course of BD to support diagnostic accuracy, which requires some temporal resolution to understand the cycling between manic/hypomanic and depressive episodes, the speed of the cycling and switch to other diagnoses (e.g. Chen et al. 1998). 

Finally, consideration should be given in the revised guideline as to the timing of such programs for early intervention in BD, e.g. development to proceed after an initial approval for a precedent bipolar disorder indication has been granted.

	

	
	Paediatric Investigations in BD

Early diagnosis in children may be desirable but the current diagnosis of any form of psychosis/mood disorder in children is extremely complex and challenging, not least due to the relatively poor mental health services provided.  Bipolar disorder is very rarely diagnosed prior to 6 years of age.  The differential diagnosis in paediatric patients aged 6-12 is also complex with a huge symptom crossover between BD, borderline personality disorder, ADHD, other mood disorders, and additional personality disorders. In addition it is difficult to recruit patients in the younger age groups. Therefore in a clinical study, it may be difficult to recruit a significant number of patients under 12 years old. It would make drug development highly complex if it was considered mandatory to evaluate younger patients in the registration trials and this is something that should be well thought through in the guidance.

Due to the globally acknowledged disease burden of bipolar disorder, we would encourage the revised guideline to align the regulatory requirements of paediatric studies in EU with other major regulatory jurisdictions, namely US, Japan and other relevant countries.

The concept paper outlines that revision of the current BD guideline is particularly warranted for the treatment of children and adolescents. We acknowledge that (similarly to FDA) the PDCO waives the requirement of studying paediatric population of <10 years old in BD. In this regard, it would be helpful to update the section on children and adolescents along the lines of the CHMP schizophrenia guideline, i.e. to indicate that it presents an early but a definitive diagnosis may limit the ability to select the younger subset of patients for trials.

In addition, comments on the expected feasibility of BD studies in children and adolescents would be positive: the definition and size of targeted paediatric study population should not only be clinically meaningful but also practical in conducting the studies. EMA could benefit from transposing some experience gathered through paediatric investigation plans (PIPs) into the guidance in BD to guide developers in such studies.

Given the comorbidity with ADHD, for example, it may be difficult to identify the appropriate patient population definitively very early on in the disease (Kowatch et al. 2009). It would also be important to highlight differences in the typical presentation of symptoms between paediatrics/adolescents and adults – if there are more burdensome symptoms (e.g., psychosis) that present in younger patients. 

With regard to the selection of appropriate outcome measures for the treatment of adolescents, there is precedence with the antipsychotic trials in which the Young Mania Rating Scale (YMRS) was used and showed clear separation. This could be highlighted as a reasonable development pathway for BD. If certain domains/symptoms are being targeted (aside from depression and mania), outcome measures should be tailored to the paediatric population. 

Finally, we acknowledge that more clarity in the draft guidance on the disease etiology (e.g. different stages of disease, progression, etc.) and how it links to different regulatory paths could be useful for drug developers when selecting (paediatric) patients.

	

	
	Regulatory claims and requirements in BD

Drugs should be investigated individually for both prevention of episodes and treatment. In the treatment phase focus should be primarily on relapse and remission. These should be the main aims. Reduction of rating scales is clearly essential but should be seen as secondary. 

In prevention trials, longer term trials are essential and there should be greater acceptance of pragmatic endpoints both for efficacy (e.g. if patients are able to work, days in/out of hospital, number of days spend under mental health act section, remission) and safety (e.g. discontinuation). 

Adding to that, the current definitions in the current guidelines for relapse and recurrence are not very specific related to time:

“2.1.2 Relapse: Relapse is defined as an increase in symptomatology immediately or almost immediately after medication is stopped, i.e. during the index episode.

2.1.3 Recurrence: is defined as a re-emergence of symptoms (new episode) after a time with no or minimal symptoms.”

When an event that qualifies as relapse versus recurrence could be further discussed with experts and reflected in revised guidelines. Additionally, as discussed above in the early intervention point, it will be important to distinguish between the uses of the term “prevention” (i.e. recurrence prevention) and “disease prevention”. 


	

	
	Resistance and Response
We propose that the revised BD guideline should include definitions of treatment resistance and partial response that are aligned to those defined in the CHMP guidelines for depression and schizophrenia (we note that a concept paper on the need to further revise the depression guideline is expected imminently).

	

	
	Borderline Personality Disorder

Given the high level of comorbidity of bipolar disorder and borderline personality disorder, it may be helpful to ensure that patients are assessed carefully for both as borderline personality disorder may be a risk factor for poor response to pharmacological therapy. Patients diagnosed with borderline personality disorder may confound the symptom severity assessment and therefore should be excluded from BD studies.

	

	
	Goal-Directed Activity/Energy

Given the diagnostic requirement that the patient has increased goal directed activity/energy, the draft guideline should outline / describe how this is best measured subjectively and objectively.

	

	
	Drug Induced BD

It would be useful if the draft guideline could inform on whether inclusion of patients with substance or drug induced bipolar disorder is permitted and, if so, definitions for such inclusion. 

	

	
	Guidance for BD II

As stated in the concept paper, bipolar disorder II is no longer considered a milder form of BD I. We have understood such difference through dialogue with bipolar disorder experts: the BD II patient is a different one than the BD I patient, for whom treatment approach is different. Guidance for clinical development in BD II is highly needed since effect in BD II is also more difficult to demonstrate and probably requires higher sample size to be able to demonstrate significant effect. Likewise, guidance for combination study for instance with antidepressant therapy in this population would be appreciated.

We would also request consideration on the possibility of treatment for hypomania, but not necessarily mania, as a standalone indication. Currently, efficacy in mania is considered to predict efficacy in hypomania. However, if there was a treatment for BD II that could improve depression as well as hypomania, and maintenance of effect, but where efficacy was not demonstrated in mania, could that treatment be approved for BD II disorder only? We kindly request the Agency to consider the scenario.


	

	
	Mixed Features
Although the DSM-5 has divided the mood disorders into two separate chapters (i.e. depressive disorders and bipolar disorders) to emphasize potential differences between them it is also the case that these two type of mood disorders are likely on a spectrum and biomarker advances will be required to enable drug development to have a higher probability of technical success for bipolar and unipolar conditions (Seo et al., 2016).

Adding to that, DSM-5 introduced the new concept of MDD with mixed features as part of both unipolar depression and bipolar spectrum. We would encourage that the revised guideline clarifies (taking advantage of the revision of the MDD guideline and the intent to bridge both documents) the EU position regarding MDD with mixed features including definition of population and study requirements, as well as discussion around the possibility of MDD with mixed features being recognized by the EMA as a new indication. Whether results from studies in unipolar depression could be potentially partly extrapolated to MDD with mixed features would also be relevant to include in the revised guideline. Clarification on whether patients with mixed features with an episode of major depression in the context of bipolar or unipolar condition could be studied together or not would also be useful. Finally, guidance on how to measure effect in this population would be relevant including how to measure effect on depressive and/or manic symptoms. 

	

	
	Bipolar Depression
In the current BD guideline (2001), section 6.3 references the following requirements for the indication “Major depressive episode in the framework of bipolar disorder”: “Before licensing, studies in both unipolar and bipolar depression should be conducted.”
In the concept paper, the Agency describes the revisions to the categorisation of BD (i.e. no longer captured under mood disorders) in the transition from DSM-IV to DSM-5 (see Lines 23-24). Considering these revisions, and emergent understanding of differences in pathophysiology of Unipolar and Bipolar Depression (e.g. Redlich et al 2014), we propose that the previous requirement to evaluate medicinal products in depression studies prior to registration is no longer necessary and therefore should not be included in the revised BD guideline.

Adding to what was stated above on MDD with mixed features, the current Note for Guidance states that “results from study in unipolar depression can be partly extrapolated to bipolar depression”. We encourage the revised guideline to provide more specific guidance on potential extrapolation of results in unipolar depression to bipolar disorder including potential to extrapolate to BD I and BD II disorder and MDD with mixed features. We also propose that the draft guideline should include information regarding advances in tools used to assess BD symptoms (i.e. compared to the nonspecific measures currently employed to assess symptoms, e.g. MADRS scale).

	

	
	Maintenance Treatment
Taking into account the DSM-5 and scientific developments outlined in the concept paper, maintenance treatment guidance should be analysed in the draft guidance to reflect the best development in recurrence prevention in BD, notably on how this can be effectively demonstrated in both maniac and depressive disorders.

Since bipolar patients tend to have shorter episodes of depression it is important for drug development that new medicinal products provide evidence that a short-term effect can be maintained during the index episode and consideration for targeting relapse prevention in bipolar disorder irrespective of whether an acute efficacy is demonstrated. In this respect, studying relapse prevention should be considered for these treatments and the draft guideline may want to further clarify methodology in this regard. 

	

	
	Domain Targeting
EFPIA acknowledges the Agency’s reference to the use of dimensional approaches for treating aspects or symptoms of various diseases and the potential to extrapolate from other disorders. We would like to encourage that specific symptom domains in BD be considered targets for treatment indications without the necessity to demonstrate efficacy for acute mania or depression or to prevent mood episode recurrence.

Targeting specific symptoms of BD is feasible. Symptoms, such as cognition, should be followed for a long time period from the early phases of disease to evaluate the maintenance of remission/improvement of that symptom. It would be helpful if the Agency could expand upon this in the revised draft guideline. Could this approach result in an indication which could be considered disease-agnostic and how would this potential claim be represented? How would the Agency define and address pseudospecificity in the context of these proposed dimensional approaches? When is data extrapolation not recommended and the proposed requirements for the different disorders.  

For example, a treatment may be developed to conceivably target the suicidality associated with BD, which is present throughout the course of the disorder. Similarly, treatments may be developed for Cognitive Impairment associated with BD, substance abuse associated with BD, or impulsivity associated with BD, amongst others. See below for some considerations on key domains:

· Cognitive impairment

In the case of cognitive impairment, the concept paper identifies that cognitive impairment associated with BD is a potential treatment goal that warrants discussion in the revised BD guideline. We propose, where appropriate, that guidance regarding cognitive impairment in bipolar disorder is closely aligned with the guidance for Cognitive Impairment Associated with Schizophrenia (CIAS) and, if applicable, with the proposed updates regarding cognitive impairment in MDD that may be incorporated upon revision of the CHMP depression guideline, e.g. stability of phase of illness, stable background treatment and considerations to choice of endpoints including cognitive battery and measures of functional outcome which may leverage progress made in CIAS. In addition, the multiple risk factors related to cognitive impairment should be addressed, e.g. obesity.  For example, since BD treatments may cause metabolic syndrome, the draft guideline should address how obesity is considered in the selection criteria for patients being studied for treatment of cognitive impairment associated with BD to avoid any potential confounding factors. The challenge would be to demonstrate that efficacy in any of these comorbidities was not attributable to a pseudo-specific effect of reducing mania and/or depression. We acknowledge the critical role the Agency’s guidance has on that. 
· Suicidality

Discussion on what would be acceptable in terms of surrogate markers for reduction of suicidality would be welcome (Reference: Seo et al, 2016).

· Anxiety and residual symptoms in BD

Discussion of other new specifiers in DSM-5 such as anxious distress given the importance of anxiety in bipolar disorder. Residual symptoms are the greatest source of disability in BD, therefore it would be helpful if the revised guideline discussed the treatment of depression and anxiety residual symptoms (as well as cognition symptoms) while also demonstrating no worsening of mania symptoms. 

· Mixed features
Another particular example would be to provide further guidance on acute mania with mixed features as well as acute bipolar depression with mixed features (guidance on how to measure effect, how to measure effect on depressive and/or manic symptoms, etc.), as previously discussed
Certain drugs in BD target certain symptoms and not others and this should be considered in the revised guideline, which may want to encourage development of drugs for clusters of symptoms that are common in BD where a therapy is likely to be most effective for specific symptoms. 

Nevertheless, and even though this concept paper outlines shortly the novel ways to classify psychiatric disorders, and the possibility to identify symptoms or characteristics that go across disorders, it must be emphasized that in order to provide optimal novel treatment options for BD, it may be necessary to continue with the approach that has provided us with the current armamentarium, i.e. where several drugs have their main utility only in certain phases of the disorder (e.g. mania, bipolar depression and maintenance). When considering potential future treatment indications (as suggested above) within a spectrum of bipolar disorder symptoms however, We believe that it would be constructive to retain the current (established) indications and as described in sections 3.1 to 3.5 in the current “Note for guidance” as well.

In a final note, we believe that the revised guidance could address certain very problematic target domains, though not particularly unique, to the bipolar patient; but whose targeted treatments would be unique to the bipolar patient rather than all patients. Discussion of enrichment in trials to reduce heterogeneity vs. reduction in generalizability would also be welcomed.

	

	
	Mood Stabilization

We acknowledge that as of today there is no consensus in the field related to definition of mood stabilizing agent to treat bipolar disorder. One of the definitions found in the literature is provided by Young and colleagues:

“There has been substantial debate about the definition of a mood stabilizer. In general, these definitions are based on antimanic, antidepressant and prophylactic properties to varying degrees, and they usually require 2 of the 3 effects.” L.T. Young. J Psychiatry Neurosci 2004;29(2):87-8
We would encourage the EMA revised guidance to provide a definition of a mood stabilizing agent and what is expected to be shown for a new product to fall under this category. Likewise, understanding which regulatory claims in the product information would derive from the concept would be useful.


	


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)

	Line 21
	
	Comment: Change “dimension” to plural “dimensions”
Proposed change (if any): “Change to “dimensions”
	

	Line 24-25
	
	Comment: Change “Cluster A” to “Criterion A”

Proposed change (if any): “More important, Cluster Criterion A symptoms for BD I…”
	

	Line 65
	
	Comment: We believe that he example of mixed features may not be ideal, since it reflects presence of the alternate polarity (depression vs. mood elevation) depending on whether it occurs in a depressive or manic/hypomanic state. Thus it could be argued that mixed features have different characteristics based on which the most prominent clinical features are.

Proposed change: Suicidality or cognitive impairment might be examples that could better be applied cross disorders such as BD, schizophrenia and MDD. Please consider including these as examples.
	

	Line 68-69
	
	Comment: The sentence “The trade off, however, is the potential need for specific safety studies, thereby shifting the field towards a more tailored approach of drug development” Remains unclear.
Proposed change (if any): Please clarify the intention in the concept paper. 
	

	Line 77
	
	Comment: In order to achieve earlier diagnosis and to initiate treatment of children and adolescents in which a diagnosis is deemed reasonably probable, new tools for the identification of these patients may be needed. 

Proposed change: Add language stating that the identification of specific biomarkers or other predictors may enable targeting of appropriate patients earlier in their disease progression, which in turn may create a need for novel endpoints. Refer to the Agency’s encouragement in qualifying such tools in qualification procedures (after scientific validation).
	

	Line 77
	
	Comment: Consider adding “identification and treatment of high-risk children and adolescents” along with “potential early diagnosis and treatment …  “

Proposed change (if any): 

a. identification and treatment of high-risk children and adolescents 

  ab. potential early diagnosis and the treatment of children and adolescents 


	

	Lines 75-79
	
	Comment: The concept paper correctly reflects the notion in DSM-5 that Bipolar II is not a milder version of Bipolar I. Taking this into account, focus could also include BD II as a treatment target (as well as hypomania):

Proposed change: Add:

“c. targeting BD II in a clinical development program, with particular focus on hypomania.”

	

	Line 83
	
	Comment: Consider adding “explore the valid identification of high-risk children and adolescents”

Proposed change (if any): 

The anticipated changes are considered substantial enough to recommend a public consultation to 

    a. explore the valid identification of high-risk children and adolescents

  ba. explore the timing and validity of early treatment, patient need, and relevant outcome measures, and 

  cb. the evidence needed for targeting specific symptom clusters or dimensions within the bipolar spectrum.


	

	Line 100-121

Section 8 (References)
	
	Comment: Additional references are proposed for the revised BD guideline on select topics (see below).

Proposed change (if any):
(1) Chen YR, Swann AC, Johnson BA. Stability of diagnosis in bipolar disorder. J Nerv Ment Dis. 1998 Jan;186(1):17-23.

(2) Redlich R, Almeida JJ, Grotegerd D, Opel N, Kugel H, Heindel W, Arolt V, Phillips ML, Dannlowski U. Brain morphometric biomarkers distinguishing unipolar and bipolar depression. A voxel-based morphometry-pattern classification approach. JAMA Psychiatry. 2014 Nov;71(11):1222-30

(3) Kowatch RA, Strawn JR, Sorter MT. Clinical trials support new algorithm for treating pediatric bipolar mania. Current Psychiatry. 2009 November;8(11):19-34

(4) Seo HJ, Wang HR, Jun TY, Woo YS, Bahk WM. Factors related to suicidal behavior in patients with bipolar disorder: the effect of mixed features on suicidality. Gen Hosp Psychiatry. 2016 Mar-Apr;39:91-6.
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