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	EFPIA – Sini Eskola (sini.eskola@efpia.eu)


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

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

1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	
	EFPIA welcomes the release of the new draft Guideline on clinical development of fixed combination medicinal products EMA/CHMP/281825/2015.

In summary, EFPIA highlights the below key criteria for a successful guideline and additional more specific enablers, which will be followed by more detailed line-by-line comments:
	

	
	The section on scope of the guideline needs to specify the type of products exempted:

Fixed combination products of vitamins, oligoelements and minerals should be accepted as being effective and safe considering that such active ingredients have a well-established medicinal use with recognized efficacy and acceptable level of safety. This exemption shall be applicable to fixed combination products containing solely vitamins, oligoelements and/or minerals.
	

	
	The section on scope of the guideline needs to specify the type of products not covered but addressed by other existing EMA guidelines:

Fixed combination of herbal substances / herbal preparations containing or not vitamins and/or minerals are covered by the existing “Guideline on the clinical assessment of fixed combinations of herbal substances / herbal preparations” EMEA/HMPC/166326/05.
	

	
	It would be helpful to highlight the distinct features of a FDC containing new active substances only. In particular, Phase 3 studies should be designed to show efficacy relative to placebo and powered accordingly; i.e. the proposed 3-way design (A, B, A+B) would not suffice. In addition, differences in PK and intrinsic pharmacological characteristics between the components will be more critical, especially since patients will be simultaneously exposed to two new active substances. This does not apply to the two other scenarios for development of a FDC.
It is highly recommended that the updated version on the FDC guideline describe the requirements for the different development stage of the monocomponents:

· Two well-known and authorised active substances 

· One well-known and authorised and one entirely new un-authorised active substance

· Two entirely new un-authorised active substance. This last group is part of the Summary scope, although not covered in the main text of the guideline. 
	

	
	Because of the range of new studies and/or bibliographic data that are used to support FDC applications, we feel that some mention of legal basis/dossier requirements is needed in the revised section 4 of the new draft guideline. For example, it would be helpful to know when the Article 8(3) mixed marketing application (Annex I, Part II, section 7 of Directive 2001/83/EC) may be relevant or where the applicant may be justified in taking a more minimal approach, and what that would comprise (eg, case of substitution for existing mono-components where clinical use in combination is established by literature data). 

Although we recognise why the new draft guideline does not address the requirements for combination packs, we feel that this needs to be addressed in a separate guideline. Combination packs are not prohibited in the EU. Section 5.5, Chapter 1, Volume 2A of NTA states that: “... in very exceptional circumstances, which must be considered on a case by case basis, the marketing of distinct medicinal products in the same package may be indispensable for public health reasons...”

It would be helpful if the EMA could develop a short guideline on what these “exceptional circumstances” might be.
	

	
	Fixed combinations of other administration forms than oral, e.g. parenteral, as all biopharmaceuticals are not covered. The guideline uses 'Fixed dose combination', but some combination products will be titratable rather than fixed dose. This should be reflected by deleting 'dose' throughout the text.

Requirements for development including bioequivalence and confirmatory clinical trials of fixed combinations of other administration forms than oral, e.g. parenteral and including titrable injection medicinal products are missing.

'bioequivalence is in general required'

- It would be helpful with elaboration on scenario for situations where bioequivalence may not be required to bridge to existing clinical data 


	

	
	The guideline is focusing on FDCs with 2 components, industry would like to point out that for other type for FDC such as FDCs with 3 or more components additional guidance should be provided. 

Design for FDCs with 3 components could be different, especially in disease areas where a triple combination is considered as a first line e.g. AIDS therapy combining a 2 nucleoside reverse transcriptase inhibitors (NRTIs) with 1 non-nucleoside reverse transcriptase (NNRTI) inhibitor (the latest EU clinical guideline supporting triple therapy for AIDS: EACS Treatment Guidelines, was updated in November 2014), while for other diseases a triple combination cannot be first line (e.g. triple therapy is not approved and not recommended by international guidelines for hypertension) (see also general comment below).
We propose to list bifunctional molecules, such as bifunctional antibodies, that target two different receptors or molecular entities as out of the scope of the FDC guidance.
	

	
	The guideline lists general comments that are not disease specific and this might be triggering some confusion.

· The guidelines purpose is to provide general direction regarding FDCs to the reader who should then refer to disease-specific guidelines. It would be helpful to list the all available disease-specific guidelines that discuss the use of FDCs (e.g. hypertension, AIDS, COPD). These should be listed with the DMPK guidelines at the beginning (lines 74 to 82).


	

	
	Editorial comments

· The acronym FDC is not used consistently. After the definition in line 32, FDC should be used throughout.

· The spelling for ‘mono-component/monocomponent’ should be consistent throughout the document.  In the comments/suggested changes, ‘mono-component’ has been used throughout.


	

	
	The guidance calls repeatedly for RCTs needed in order to approve the FDC. Could such guidance also be put into perspective of the guidance for CMA or in the broader context of adaptive pathways where these RCTs may only be provided in the context of specific obligations? 


	

	
	Please consider the creation of subsections in the introduction paragraph of section 4 to match with the basic requirements 1, 2 and 3 detailed in the grey box (Summary):  subsection 1 “rational”, subsection 2 “evidence base” and subsection 3 “Verification”. In addition please move the therapeutic scenarios paragraph to the subsection 1.

It is not detailed in the introduction paragraph of section 4 the HA expectation related to the basic requirement 3 “verification”. If requirement 3 “verification” is related to the demonstration of the bioequivalence (section 4.6), rewording may be helpful to improve the understanding.
	

	
	The paediatric regulation should apply and those concerned guidelines should be listed in the legal basis paragraph (Section 3).
	

	
	A dedicated section to common data requirements for the therapeutic scenarios detailed in the current sections 4.1, 4.2 and 4.3 is needed as a prerequisite of the specific requirements.
	


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)

	Lines 32-33
	
	Comment: To be aligned with the scope section 
Proposed change: 

“This guideline covers fixed combination (also referred to as fixed dose combinations, FDCs) medicinal products containing two or more active substances within a single pharmaceutical form and also to a chemical substance that dissociates in vivo into two or more active substances”
	

	Lines 40-47
	
	Comment: This sentence is complex and could benefit from some clarification.

1. It is not clear against what the potential advantages and disadvantages of FDCs should be measured: vs mono-components or vs free combination? 

2. An FDC aiming to replace an already existing free combination (simplification of therapy) would need BE trials only, but not a comparison to the free combination.

3. Higher efficacy and equal/acceptable safety should also be seen as an advantage.

4. Cumulative toxicity could be further described/defined

	

	Line 48
	
	Comment: It is not clear to which context the term “each situation” refers. We would welcome a substantiation of those different situations. A cross-reference to the various sections 4.1-4.6 can possibly be made at this stage if this was the intended purpose.


	

	Lines 50-53
	
	Comment: 

In therapeutic areas where the use of a specific surrogate endpoint is common and well accepted as a substitute for a clinical endpoint, it does not seem justified to recommend the use of hard clinical outcomes if the use of surrogate endpoints is acceptable for the study of monotherapy therapies.

Proposed change (if any):

“Each dose combination should be scientifically justified and clinically relevant (e.g. in cases when each component of the fixed combination has several possible dosages, dosages that have shown benefit on hard clinical outcomes may be preferable for the fixed combination when compared with the dosages effective on surrogate endpoints only)”
	

	Line 54
	
	Comment:

“The proposed combination should always be based on valid therapeutic principles.”

Please clarify meaning of the term, “valid therapeutic principles”. Alternatively, include a cross-reference to the table in the Annex where the term is properly described.


	

	Lines 58-60
	
	Comment:

“The combination of active substances within a single pharmaceutical form of administration is a ‘fixed combination’ medicinal product. This document provides guidance on the clinical strategy to be considered when developing a ‘fixed combination’ medicinal product.”

Suggest clarifying that the guidance does not only apply to solid oral dosage forms and covers immediate release and modified release formulations

We also propose to clarify that the active substances  can be small or large molecules or a combination of both


	

	Lines 61-62
	
	Comment:

The following statement is unclear: “The scientific principles set-out in this guideline are also applicable to a chemical substance that dissociates in vivo into two or more active substances.”

Please specify that active metabolites are not in scope. Furthermore an example may be helpful.
We also suggest clarifying that the “active” substances as part of a FDC do not necessarily have to have pharmacological activity in the human body; i.e. one substance may contribute to the overall therapeutic effect by altering the PK characteristics of the other substance.


	

	Lines 63-64
	
	“...The guideline does not address the requirements for combination packs, i.e. where active substances are included in separate pharmaceutical forms marketed in the same package...”

Comment:
We appreciate that the draft guideline does not address this scenario but recommend that a separate guideline be created to address this or further detail provided in Chapter 1, Volume 2A, Notice to Applicants, i.e. under what circumstances is this acceptable


	

	Lines 67-71
	
	“... The legal basis for fixed combination medicinal products may vary depending on the peculiarities of the active substances in combination and the development undertaken...”

Comment:

The guidance provided here is not helpful (see general comment above)

The statement, “...the application must comply with the dossier requirements as set out in Directive 2001/83/EC and its Annex I...” is self-evidently the case and could apply to any marketing authorisation application, i.e. the message conveyed here is: please comply with the law 

Proposed change (if any):

More detailed guidance on the appropriate legal basis and dossier requirements in line with the general comment above.


	

	Lines 74-82
	
	The list of pertinent guidelines should be extended to cover all disease-specific guidelines that discuss the use of FDCs. 

(see also general comment above)


	

	Line 83
	
	Comment: It is proposed to add the Guideline on “Pharmacokinetic and clinical evaluation of modified-release dosage forms” since it is mentioned in line 270.


	

	Line 85     
	
	Section 4: The guidance text can be interpreted to focus on FDCs with all components effective in the indication although the appendix gives examples for e.g. combination with substances for PK improvement.

Proposed change (if any):


We propose to reword the section to also address acceptable examples, which are given in the appendix.
	

	Line 85 (bullet 3) & 125 & 269
	
	Comment: 

Does this refer to the third basic requirement that is the demonstration of bioequivalence?  The current wording is unclear and unhelpful to the reader.  Please revise.


	

	Lines 88-91
	
	Comment 1: Posology covers both dose and dose frequency, therefore dosing frequency not needed to be specified.

Comment 2: It is not enough to say that the aim is to either improve efficacy or safety. Safety and efficacy should be always considered together (e.g. improve efficacy with acceptable safety, or improve safety having at least similar efficacy with the monotherapy…)

Proposed change: “The rationale should also consider the posology, including the dosing frequency, of the components included in the FDC. The combined use of the active substances FDC should improve the benefit/risk by either increasing or adding therapeutic efficacy with acceptable safety, or by improving safety with equal efficacy with the FDC in comparison to the combined use of the single active substance specific mono-components”.” 
	

	Lines 89-91
	
	Comment: To remain consistent with the rest of the document (i.e. lines 45-47 and section 4.2), one should refer the other potential advantages of fixed combination products which also include the counteracting by one substance of an adverse reaction produced by another one and the simplification of therapy (improved compliance). Simplification of therapy is the principle underlying the “substitution indication” which is the subject of section 4.2. 
	

	Line 92
	
	“Data should be available to support use of all active components in the indication applied for”. This sentence appears as not consistent with the proposed acceptable combination (different pharmacodynamic effects, and a different indication than the monocomponents) described in the Annex.
	

	Line 97
	
	The word “individual” associated with fixed combination is confusing; it should be clarified if it refers to each dose and strength of the combination.
	

	Lines 102-103
	
	The guidance should clarify the requirement to demonstrate benefit-risk balance for the combination across all dose and strength combinations.  For the FDC products requiring dose titration, efficacy and or safety of only the final achieved dose might be available. Such data might not be available for the entire dose range. 
	

	Lines 106-107
	
	“- The population in need of the FDC is clearly identified. Specific therapeutic guidelines on what may constitute an appropriate target population for combination therapy should be considered;”

If the target population for the FDC does not overlap with that of either of the individual components, additional clinical data may be required to support authorization and serve as basis for the indication wording in the prescribing information of the FDC.


	

	Lines 109-110
	
	Comment: Clarification needed if PD data also include safety parameters.


	

	111-113
	
	Comment: This sentence implies that the evidence base can consist solely of literature data. It is Recommended that some further clarity is added regarding the use of literature data to support all required rationales for justification of a FDC. For example, in what types of situations would this be acceptable, etc.

(see also comment in line 153)


	

	Line 112
	
	“literature data”

Comment: It would be helpful to clarify if this includes treatment guidelines
	

	Line 119
	
	Comment: To complete the initial combination therapy scenario.

Proposed change (if any): 

· “Initial combination therapy for patients receiving previously neither of the substances
· Initial combination therapy for patients presenting a cluster of symptoms and in need of different substances of a FDC, exerting a specific activity against 1 or more symptoms.
	

	Line 120
	
	Comment: The guideline states that ‘if the FDC contains three or more active substances, all above requirements still apply’. However, the therapeutic scenarios described in the following sections seem to refer to FDCs of 2 mono-components. The Design for FDCs of 3 mono-components or more can generally not be directly derived from design for FDCs with 2 components in hypertension for example (i.e. triple antihypertensive therapy is neither registered first line nor recommended in any of the current existing guidelines).

It would be helpful to describe scenarios in the context of FDCs of 3 mono-components or more as the design of the trial is in principle more complex than for FDCs of 2 mono-components, and might trigger some questions.

(see also general comment above)
	

	Lines 127-128
Lines 131-132
	
	Comment: The guideline does not take into account a situation where the FDC used as an add-on in patients does not contain the same components as those in the existing therapy to which there is an insufficient response. In the respiratory area, an FDC may be added on top of therapy to which patients do not respond sufficiently (provided there is no negative interaction). 


	

	Lines 131-132
	
	Comment: It is unclear what is meant by the last sentence in the paragraph “A second or subsequent active substance may then be added to improve the intended treatment effect.”  

Proposed change: This sentence should be deleted and/or replaced by wording clarifying its context in this paragraph.


	

	Line 138
	
	“- potential impact on other concomitantly used drugs, especially if the FDC contains a PK booster;”

Please rephrase the term, “PK booster”, as metabolic or transport inhibitor/inducer.


	

	Lines 138, 161, 242
	
	Please clarify if a PK booster which is an active substance, designed to enhance local absorption of the other active substance in a formulation, and itself has minimal systemic absorption (e.g in the nano range), would this PK booster be considered an excipient or a monocomponent of a FDC?


	

	Lines 139-140
	
	“request for granting waiver for DDI study if the application is in the setting of long established and well documented use of the combination or when the PK effects of DDI are well known.”

The last part of the sentence should be clarified.
	

	Lines 141-142
	
	Comment: We propose to include paediatric population in the list of vulnerable subgroups.

Proposed change (if any): In addition, the potential impact of combined pharmacology in vulnerable subgroups (patients with renal impairment, elderly, paediatric population, etc.) should be addressed.


	

	Lines 141-143
	
	Comment: Clarification should be given on whether using established data from the mono-components can be used to support the potential impact of a combined effect in vulnerable subgroups (e.g. patients with renal impairment, patients with hepatic impairment, elderly, etc.). If so, the situations when data from the mono-components may be sufficient in lieu of conducting a study with the FDC should be described. 


	

	Lines 142-143
	
	“Where possible This could be done either using population PK analyses in the efficacy/safety studies or through literature data, or a combination of both.” 
	

	Lines 146-147
	
	“However, separate PD data may not be required if superseded by available either clinical efficacy/safety data or through literature data, or a combination of both.”
	

	Lines 150, 153, 158
	
	Comment: It is unclear what is meant by “…in the inadequate or non responder studies…” (lines 150 and 153) or “…patients… demonstrated to be non-responsive” (line 158). If it refers to insufficiently responding patients as in the title of section 4.1 then the same terminology should be used. It is suggested that a more clear explanation of such studies is provided or that the test is changed. 

Proposed change: “in studies in the inadequate/non-responders insufficiently responding patients”, “patients have been demonstrated to be non-responsive insufficiently responding”


	

	Lines 153-155
	
	Comment: Having to conduct a RCT seems contradictory to the sentence in section 4 (line 111-113) about obtaining evidence from literature data. 


	

	Lines 153-158
	
	Clinical efficacy/safety studies:

For the add-on indication, the guideline states that a randomised controlled trial (3-arm study) is required to prove the superiority in inadequate/non-responders to single (or multiple) active components of the FDC in comparison to the respective mono-components. 

Comment: 

The following alternative is proposed: If the bioequivalence is demonstrated between the FDC (AB) and the co-administrated monocomponents (A+B) and if results from a phase III randomised clinical trial demonstrate the statistically significant efficacy of adding B to the non-responders of A (at the same doses as in the proposed FDC) + good safety profile of the combination, therefore the add-on indication could be claimed. 

If one of the 2-monocomponents is not a first line treatment (not given as single therapy but as add-on to another treatment), the 3-arm study is not applicable in that case and the study design should be adapted according to current medical practice and claimed indication.


	

	Lines 158- 159
	
	If A and B are defined as the monocomponents that the patients have failed to respond to individually, and AB is the FDC in an add-on indication, then the 3-arm study should compare AB versus A versus B in patients inadequately/not responding to A or B.

Proposed change (if any): “A way to do this is by performing a 3-arm study comparing AB versus A versus B in patients inadequately/not responding to A and/or B”
 
	

	Lines 158-159
	
	Comment: Please provide clarification of instances when placebo would be required.

Proposed change: Adding in a reference as to when it is recommended to also include a placebo comparator for FDC studies.


	

	Lines 159 - 161
	
	Please consider also a 2arm design if the sequence of treatment start is well established and described in treatment guidelines

Proposed change (if any):

.
	

	Line 160
	
	Comment: This could also be shown by clinical data.

Proposed change: “…available in vitro, preclinical, clinical and/or PD data show no contribution…”


	

	Lines 168-169
	
	Comment: Title can be misinterpreted. Given the first paragraph, the use of the word 'substitution' and 'switch' is unclear. Two FDCs could be almost identical, but with one mono-component substituted for another mono-component of the same therapeutic class.


	

	Line 174
	
	“It is it to have been established...”

Comment: Typographical error

Proposed change (if any): Remove second “it”


	

	Lines 174-176
	
	“It is expected it to have been established previously that the particular combination of components in the FDC can be used in patients who are insufficiently responding to an existing therapy with one (or more) mono-component(s).”

On the same note, please amend, “patients who are insufficiently responding …”, to “patients who require concomitant treatment with both mono-components for adequate control”.


	

	Lines 178-180
	
	Editorial change proposed for clarity.

Proposed change: “These data should support that the evidence base for combined use of the components is established, (see the data requirements in section 4.1 or 4.3 for fulfilment of the basic requirements 1 and 2 discussed in section 4).


	

	Line 188
	
	Comment: This sentence should be changed for broader application. 

Proposed change: “It should be justified that the benefits of starting two (or more) drugs at the same time…”


	

	Line 189
	
	Comment: suggest to add in the list of disadvantages:

Single component is not a standard of care

Proposed change: it should be justified that the benefits of starting two drugs at the same time outweighs its disadvantages (unnecessary treatment, safety issues, single component(s) not standard of care).


	

	Line 197ff
	
	In case of a development rationale ‘improved efficacy’ the guideline asks to show “superior efficacy on a clinical outcome at a given time point”. However, we feel the guidance omits the possibility to use a non-inferiority design to show an improved efficacy because in fact if the FDC contains a lower amount of the active substances compared to the single products at the time point of optimal dosing the FDC can be considered superior to the single components in terms of efficacy. 

Proposed change (if any):


We propose to add the option for a non-inferiority design for the above mentioned situation.
	

	Lines 197-198
	
	Comment: It is suggested to revise the sentence for a clearer understanding. 

Proposed change: “If the rationale is that the use of the FDC results in an improved efficacy in terms of greater clinical response compared to an initial therapy with either one of the monocomponent(s) by the second monocomponents(s)...” 


	

	Lines 197- 200
	
	In some areas, it might be necessary and acceptable to demonstrate additive or synergetic effect of the combination versus each monotherapy by demonstrating superiority based on a surrogate biomarker, rather than a hard clinical outcome. Reference should be made to relevant therapeutic area guidelines, applicable to the indication of interest, where the use of surrogate endpoint may be well recognised and acceptable. Flexibility should also be allowed in cases where demonstration of superiority of the combination versus each monotherapy based on clinical outcomes might require very long and large studies, which might make the study operationally unviable. In such, early dialogue should be recommended.

Proposed change (if any):

“If the rationale is an improved efficacy in terms of greater clinical response compared to an initial therapy with one of the monocomponent(s) by the second monocomponents(s), an RCT is required and should demonstrate: 1) superior efficacy on a clinical outcome at a given time point, […]”


	

	Line 202
	
	“An efficient way to evaluate this is by performing a 3-arm study comparing AB versus A versus B.”

Please comment on the need for placebo control in Phase 3 studies of a FDC containing new active substances only (see general comment). In those instances, the proposed 3-way design (A, B, A+B) would not suffice.


	

	Line 202
	
	Comment: in some cases the comparison to the individual components separately may make more sense 

Proposed change (if any): Suggest to change ‘3-arm study comparing AB versus A versus B’ to ‘3-arm study comparing AB versus A and B’ to avoid misunderstanding.


	

	Line 202 
	
	Comment 1: 'Efficient' does not seem like the appropriate word here. 

Proposed change: "An efficient way to evaluate..." (which is consistent with rest of document).


	

	Line 211 
	
	Comment: clarification suggested.

Proposed change: “better or similar control therapeutic effect at a another (later) time point…”

	

	Line 219
	
	Section 4.3: “In such case, the new FDC will be tested against an established combination in the pivotal studies.” It should be clarified that in such a case demonstration on non-inferior efficacy would be acceptable. This is not transparent from the current wording.

Proposed change (if any):

Please add that a non-inferior design would be acceptable in such a case.
	

	Line 221
	
	Comment: More examples could be helpful. E.g. mention of rare disease with patient number constraints 

Proposed change (if any):


	

	Lines 221-223
	
	“Another scenario may be where phase 3 trials would be unrealistic to perform against monocomponents, where compelling mechanistic data (e.g. using biomarkers) would suggest an inadequate response to monotherapy.”

In addition to mechanistic data, suggest considering historical data, i.e. efficacy and safety data from clinical trials that were not concurrently controlled with either of the mono-components.


	

	Lines 226-241
	
	Comment 1: Assuming that by co-primary it is meant to show similar efficacy and improved safety, it is suggested to emphasize this in the Guideline.

Comment 2: In the situation described in this paragraph, other elements should also be taken into account:

1. Tolerability

Improved tolerability is an important endpoint. However, the frequencies of certain safety events (i.e. specific adverse events) may be low which may have a significant impact on sample size with the requirement of powering the study in this regard. Perhaps an approach where the totality of the tolerability data (overall AEs, SAEs, discontinuations, laboratory data, etc.) is summarized and discussed with respect to clinical relevance in a study with a clinically determined sample size would be more feasible. 

Proposed change in line 229:

In addition, the clinical trial should demonstrate improved tolerability of the FDC….”

2. Sustainability

One scenario with FDC as initial treatment is where the FDC does not provide greater clinical response but improves the sustainability of efficacy, over the mono-component(s).   

In the case where the most common clinical practice is to start with an initial therapy and then add on a second therapy when needed, is it required to demonstrate using a RCT that the FDC as initial treatment has better risk-benefit profile compared to “add-on”?

Comment 3: It is unclear what happens when FDC contains mono-component(s) that may have a delayed/accumulated safety effect. Suggestion to rephrase more generally to reflect the mono-component(s)’s mechanism of action / pharmacology profile.


	???

	Line 227
	
	Comment: clarification suggested.

Proposed change: similar therapeutic effect control (efficacy)


	

	Line 230
	
	Comment: Could other approaches (e.g. hierarchical testing) also be appropriate instead of limiting only to safety co-primary endpoints?


	

	Lines 232-233
	
	“Evaluation of safety should focus on events that may occur early after treatment initiation, and that are related to exaggerated pharmacology.”

Please clarify that “early after treatment initiation” may also include a time point during the period of titration in the mono-component only arm.


	

	Line 242
	
	“Finally, the rationale may be an enhanced PK/PD profile of the FDC.”

What is meant with an “enhanced PK/PD profile”; e.g. less hysteresis (tolerance) with the FDC than either of the mono-components? Surely, this does not refer to a more rapid onset of therapeutic effect. If it does, then this requires clarification.


	

	Line 246
	
	Proposed change (if any):

To add following paragraph: “If the rationale is to relieve different symptoms of the disease, it is expected to demonstrate that the evidence base for combined use of components is established through clinical trials, or through literature data or a combination of both. See the data requirements in section 4.1 “pharmacokinetics and pharmacodynamics” for fulfilment of the basic requirements 1&2 discussed in the section 4. Bioequivalence of the FDC versus mono-components taken simultaneously has to be considered according to the criteria outlined in section 4.6.” 
	

	Lines 249-250
	
	Comment: (editorial) need to define acronym.

Proposed change: “…one or more new active substances (NAS)…”

	

	Line 257
	
	“A full dossier, including an RCT demonstrating efficacy/safety of the new active substance according to disease specific guidelines should be compiled.”

Please clarify that a RCT demonstration efficacy and safety (Phase 2/3 study) would only be required in those instances where the target population can be expected to derive a direct therapeutic benefit from treatment with the mono-component that qualifies as a new active substance. 


	

	Lines 257-258
	
	Comment: Also, this sentence implies that a RCT for safety and efficacy is needed for any new NAS intended for use in a FDC. However, the NAS may be not be used for its efficacy, but because it is able to enhance the PK/PD of the main active substance(s). Please clarify in such circumstances whether a RCT would truly be necessary.


	

	Line 261
	
	Comment: It is proposed to add reference to section 4.6.


	

	Lines 263 - 264
	
	Pharmacodynamics and clinical efficacy/safety studies are not needed for a generic FDC. However, if this FDC would be completely characterized with regard to safety and efficacy, no BE is needed for this FDC. 

Proposed change (if any):


	

	Line 267
	
	Comment: in some cases the comparison to the individual components separately may make more sense 

Proposed change (if any): suggest to revise as follows: ...taken simultaneously (or on separate occasions, which is more clinically relevant)


	

	Lines 275-276
	
	The bioequivalence study may be waived if all clinical data supporting the combined use are obtained with the actual FDC formulation.”

Similarly, the requirement for bioequivalence studies with the two mono-components administered simultaneously may not apply to FDCs that are being developed for initial treatment. In those instances, bioequivalence studies with either one of the mono-components, as required during pharmaceutical development of the FDC, may suffice.

The guidance should also cover or refer to requirements of the biowaiver as well as in vitro dissolution requirements for fixed dose combinations.


	

	Line 292 -293 – Annex to the guideline
	
	Under ‘unacceptable combination’ (fifth bullet point)

“and an oral anti conceptive [sic] to treat women...”

Comment: typographical error

Proposed change (if any): replace underlined with “contraceptive”
	

	Line 293
	
	A FDC containing an antidepressant and an oral anti conceptive to treat women with depression who do not want to become pregnant may be not completely out of scope if the antidepressant shows strong reprotoxic properties. 

Proposed change (if any):

Please consider another example for an “unacceptable combination”


	


Please add more rows if needed.
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