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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 possibility to provide comments on this important guideline. We wish to raise a few general comments on the document followed by specific comments on the text. 

	

	
	EFPIA requests that further advice is provided on how to apply treat to target principles during clinical trials where references to these principles occur in the EMA RA draft guidelines.  Perhaps an appendix that expands on these concepts could be included with the guidelines.


	

	
	EFPIA believes that the need for active comparator trials, while considered appropriate scientifically, creates challenges that are not specifically addressed in the EMA RA draft guideline.  As per previous comment, we suggest to consider whether an appendix that expands on the conduct of active comparator trials could be included with the guidelines.

	

	
	Treat to target may be the ideal goal of treatment, however many patients will not achieve LDA or remission even after trying multiple treatments.  For example, DMARD naïve patients (early RA) may be able to reach low disease activity or remission, which may not be the case for more advanced RA patients.  The EMA RA draft guidelines should recognize that less than half of patients achieve LDA and a smaller fraction achieves remission (Bykerk V.P. and Massarotti E.M. The new ACR/EULAR remission criteria: Rationale for developing new criteria for remission. Rheumatology, 2012;51:vi16-vi20 quote a rate of 10-15% of patients achieving remission).  More advanced RA patients can still benefit greatly from treatment and therefore endpoints based on LDA or remission may not be optimal for evaluating efficacy in clinical trials.  One particular adverse outcome of the requirement for use of remission and LDA as endpoints could be that sponsors would be discouraged from enrolling patients with the most severe disease; since these patients have little chance to achieve the DAS28 remission or LDA endpoint as they will reduce the power of the study.
Therefore, the guidance on primary endpoints should have flexibility to meet global endpoint requirements.  It is recommended that regulators from different countries consult one another to provide common and consistent advice in the RA field to enable worldwide development of new anti-rheumatic drugs.  For example, the CHMP recommendation regarding use of remission or LDA scores as the primary endpoint is not consistent with the Draft FDA Guidance for Industry for Rheumatoid Arthritis: Developing Drug Products for Treatment (dated May 2013) which indicates that “measures of low disease activity, such as DAS28 less than 2.6, can be used as supportive evidence of efficacy in the clinical response domain”.
Please note that besides these general comments on the use of LDA and remission as primary endpoints in RA trials, there are specific suggested changes included in the Specific Comments section of this document.

	

	
	The thresholds for disease activity for patient classification as LDA or remission are currently only validated using the ESR.  However, CRP is a more reliable parameter for centralized lab testing compared to the ESR since ESR needs to be analysed locally, meaning there is expected high variability in the assessment of ESR.  Thus, remission may not be the most appropriate primary endpoint based on DAS28-ESR measurements.  EFPIA believes that a more detailed statement surrounding the use of the DAS28-CRP versus the DAS28-ESR would provide more clarity on the use of appropriate disease activity thresholds for use in clinical trials.

	

	
	EFPIA finds that the “patient voice” is generally lacking in the executive summary and the remainder of the EMA RA draft guidelines, which seems to go against current trends, especially for chronic disabling conditions.  EFPIA requests to consider including the patient perspective on benefit/risk in the guidelines, as well as the pain and mental health aspects of chronic pain and disability.  In addition, we request including a discussion of patient preferences such as faster onset of symptom relief and improvements in patient reported outcomes and quality of life.

	


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)

	79-81
	
	Comment: In lines 79-81, the EMA RA draft guidelines indicate that “Pharmacological therapies other than NSAIDs for RA are intended to treat signs and symptoms, disease activity and structural progression of disease.  Available agents include synthetic disease-modifying anti-rheumatic drugs (DMARDs), biological DMARDs and glucocorticoids.”  Please note that physical function is an important outcome and should be indicated as an intended treatment goal.
Proposed change:  “Pharmacological therapies other than NSAIDs for RA are intended to treat signs and symptoms, reduce disease activity, improve physical function and reduce structural progression of disease.  Available agents include synthetic disease-modifying anti-rheumatic drugs (DMARDs), biological DMARDs and glucocorticoids.”

	

	83, 119
	
	Proposed change: Replace the term “aggressive treatment” with “early and targeted interventions.”

	

	87-88
	
	Comment:  It would be helpful to expand the treat to target section of the executive summary to address the importance of reducing drug exposure in patients who have achieved long term remission.
Proposed change:  “Until the desired treatment target is reached, drug therapy should be adjusted at least every 3 to 6 months.  Additionally, once remission (early RA patients) or LDA (established RA patients) has been achieved, reduced exposure to therapy may be investigated in later trials.”

	

	88

122-123

141-142

159-160

302
	
	Comment: The draft guidelines refer to the international ACR/EULAR classification criteria for RA as ‘diagnostic criteria’ although the ACR/EULAR working group deliberately labelled these criteria as ‘classification criteria’ as opposed to ‘diagnostic criteria’.  The aim of the working group was to provide a standardised approach for discriminating, from a population of individuals presenting with undifferentiated synovitis, the subgroup with the highest probability of persistent or erosive RA, who may be enrolled into clinical trials and other studies through the use of uniform criteria.  These individuals are also the ones who may therefore benefit from DMARD intervention.  The criteria do not remove the onus on individual physicians, especially in the face of unusual presentations, to reach a diagnostic opinion that might be at variance with the classification criteria.  In summary, patients not fulfilling these ‘classification criteria’ fully might still be good candidates for treatment or clinical trials in some circumstances.  Importantly, the text needs to indicate that these are classification criteria and not diagnostic criteria.
Proposed changes: (line 88): Moreover, new diagnosis classification criteria for early arthritis…. (lines 122-123): ACR/EULAR classification criteria for RA were specifically developed to diagnose and treat RA in an earlier phase facilitate the identification of patients at earlier stages of the disease than before, with the intention of altering…. (Line 159): Patients with RA diagnosed classified according to.... (line 160): In contrast to the prior diagnosis criteria, patients with RA can be diagnosed identified with RA at a much earlier disease stage…. (line 302): Patients diagnosed classified according to ACR/EULAR criteria for RA….

	

	109-110
	
	Comment: It is important to recognise the seriousness of RA and the often poor prognosis if RA is untreated.

Proposed change: “The disease can be accompanied by systemic manifestations, increased morbidity and early mortality.”


	

	114-115
	
	Comment: These lines indicate that “Smoking particularly in patients with HLA-DRB1 shared epitope alleles may influence the development and outcome of RA.”  Please note that periodontal disease is another common and potentially modifiable risk factor for RA.
Proposed change: Smoking particularly in patients with HLA-DRB1 shared epitope alleles may influence the development and outcome of RA. Periodontal disease is also an important risk factor for the development of RA.

	

	158-166
	
	Comment: This section provides unclear directives on use of ACR 2010 criteria for patients with more established disease.
Proposed change: It is suggested that this section should more explicitly mention that ACR 1987 criteria can also be used for patient selection, especially in the case of studies enrolling “all comers” or patients with more established disease.

	

	166, 191
	
	Comment: In the draft guidance, early arthritis seems to be defined as DMARD-naïve patients, which may lead to confusion in clinical practice as early RA is routinely referred to as RA diagnosed within 1 year of symptom onset regardless of treatment history.
Proposed change: We suggest using the terminology “DMARD-naïve” or “MTX naïve” rather than early arthritis for patients not previously treated to avoid any risk of confusion and align with the wording used in the indication statements of existing products.

	

	167-178
	
	Comment: Frequency, route of administration and drug survival are also important considerations.  Therefore, please include frequency, route of administration and drug survival in this statement.

	

	180-183
	
	Comment: In lines 180-183, the EMA RA guidelines indicate that “Diverse validated composite endpoints (…) are available.”  We recommend that flexibility in the choice of endpoints be added depending on the development stage and objective of the study.

Proposed change: Add “are available, and their use may depend on the development stage and the objective of the study.”

	

	185
	
	Comment: In line 185, please clarify what is meant by EULAR-ACR remission and EULAR remission/LDA score.  Does this statement refer to DAS28 remission/low disease activity (<2.6, <3.2)? Moving forward remission could be measured by ACR/EULAR (Boolean) remission

	

	185
	
	Comment: The authors of the EULAR/ACR remission criteria (Bykerk 2012) acknowledge that the criteria may be very strict and only propose the EULAR/ACR remission criteria as a secondary endpoint in clinical trials.  Furthermore, there are no clinical trials using the DAS-28 remission criteria as a primary endpoint and there are only limited data in any form on this endpoint.  From a statistical perspective, use of the ACR/EULAR remission criteria as an endpoint, with a likely remission rate of 10-15%, will lower study power and/or require large numbers of patients.  Therefore choice of this endpoint will present a substantial burden for clinical development of new RA products and expose more patients to the risks of a study article.  Therefore, alternative primary endpoints such as relative change from baseline or the percentage of patients achieving ACR20 or ACR50 should be permitted until such time that the remission endpoint is properly evaluated in clinical trials and the full implications of using this endpoint are known.


	

	187-189
	
	Comment: This statement indicates that “As ACR scores represent a relative change from baseline, these do not necessarily reflect treatment targets of remission or an established level of LDA, and are therefore not considered as primary endpoints.”  However, study drug development is generally global and ACR20 continues to be an accepted clinical response measure to demonstrate reduction in RA disease activity by FDA (See Draft FDA guidance May 2013).  We would suggest that the applicant should be able to discuss the choice of endpoints as a basis of approval.

Proposed change:  As ACR scores represent a relative change from baseline, these and do not necessarily reflect treatment targets of remission or an established level of LDA, and are therefore not considered recommended as primary endpoints.


	

	171
	
	Comment: Is the reference to clinical synovitis or to synovitis by imaging?  This should match the proposed endpoints.

Proposed change: synovitis should be changed to “…and signs of tender/swollen joints”


	

	174-176
	
	Comment: While the importance of remission and low disease activity as outcomes are endorsed, such endpoints are not necessarily the best choices as primary outcomes in a phase 3 study. In most cases the primary objective of phase 3 studies is to demonstrate short term efficacy vs placebo, and as such the primary outcome measure should be one which has been demonstrated to show a marked improvement from the baseline condition (that cannot be explained by chance).
Based on our data, we estimate that depending on the choice of measure for LDA or remission, using these as primary endpoints would lead to a 50-300% increase in the overall sample size, indicating that they are indeed not the most sensitive endpoints to prove efficacy and would lead to increased sample sizes and the associated risks of exposing more subjects to test articles.

If the concern is that ACR20 response is insufficient given that there are now a number of effective treatments on the market, then a better strategy would be to raise the expectations for efficacy (ie, use ACR50), rather than switching to different endpoints.  For assessment of the clinical relevance and long term impact of the effect, remission and LDA measures should be assessed as secondary endpoints. 

Using ACR50, which is a more stringent version of the currently used ACR20 primary endpoint, would also allow better comparison with previously run trials in which ACR20 was the primary endpoint while allowing appropriate evaluation of new products from a therapeutic class where substantial improvement is intended to be assessed.

Proposed change: This should be reflected by the choice of the primary endpoints, which should ideally be include remission andbut other less stringent primary outcome objectives like low disease activity or the ACR50 can be acceptable if appropriately justified (e.g. in advanced patients).


	

	177
	
	Comment:  It would be helpful to include additional examples, besides cardiovascular disorders of other complications and/or disorders that cause RA-related co-morbidities.  In addition, it would be helpful to indicate that these co-morbidities should be monitored if they were present prior to commencing the study.

	

	185-189
194-196
	
	Comment: The proposed EU guideline defines LDA in keeping with EULAR criteria as (DAS28<3.2).  However, please note that the current FDA RA guideline defines LDA as DAS28<2.6. This would cause difficulties in designing global RA clinical trials with DAS28 LDA or remission as a key endpoint. EULAR-ACR criteria for remission (Boolean or Index-based) are stringent criteria that are not appropriate to assess across all RA patient populations.  This provides another reason to allow use of ACR50 as a globally acceptable clinical trial measure of relative change from baseline, supported by remission and LDA as secondary endpoints.  Please also see comment on lines 174-176 above and General Comments related to use of remission and LDA versus use of ACR change scores.
Proposed change:  Please consider changing lines 185-189 as follows:  “ACR50 response should be the primary endpoint.  However, as ACR scores represent a relative change from baseline, these do not necessarily reflect treatment targets of remission or an established level of LDA, EULAR-ACR remission or EULAR remission/low disease activity (LDA) scores should be specified as key secondary endpointsthe primary endpoint, as these are established treatment targets in the field, and routinely used for monitoring for patients in European clinical practice. As ACR scores represent a relative change from baseline, these do not necessarily reflect treatment targets of remission or an established level of LDA, and are therefore not considered as primary endpoints.


	

	194
	
	Comment: LDA DAS28 <3.2

Proposed change:should read “…according to EULAR criteria (DAS28 <=3.2).”

	

	199
	
	Comment: The EMA RA draft guidelines refer to the need for assessment of disease activity in maintenance trials, 12 months after the start of treatment.  The guidelines would benefit from a definition for “maintenance trial.” 

	

	200-201
	
	Comment: As noted in the EMA RA graft guidelines, formal superiority/non-inferiority analyses should not necessarily be required for demonstrating sustainability (maintenance).  It is proposed that the guideline clarifies where formal statistical approaches may be required (the default being generally a descriptive approach will suffice).

Proposed change: “Time to onset of the primary outcome and sustainability of the primary outcome should be assessed. Time to onset of effect may be presented descriptively. In addition, sustainability may be presented descriptively.”


	

	203
	
	Comment: In line 203, it indicates that “The following secondary endpoints should be reported.”  Please provide clarification since the secondary endpoints that will be needed will depend on the phase of clinical development.

	

	206
	
	Comment: MRI is more sensitive than x-ray, is in wide use and has validated scoring systems.

Proposed change:  bone involvement:  structural damage by x-rays or by MRI (eg Sharp-van der Heijde scores or RAMRIS, respectively).


	

	209, 236
	
	Comment: Please provide added clarity on expectations for assessment of bone involvement and/or time point for assessment, e.g., reporting bone involvement as a secondary endpoint would be expected for studies 6M or longer (also referred to as long-term trials in line 236).


	

	211
	
	Comment:  Does the term “Numeric pain scale” refer to NRS Pain (if so, this should be reworded as Numeric Rating Scale (NRS).

	

	212
	
	Comment:  Line 212 refers to “Clinical Global Impression by patients and physician.”  Does this refer to ‘Patient Global Assessment’ and ‘Physician Global Assessment’ of disease activity (and NOT global health status- which is included in HAQ-DI) or is this referring to CGI typically referred to as ‘Clinical Global Impression of Change’ – which is a transition item. and is not the same as PtGA/PhGA.

	

	215
	
	Comment:  Consideration should also be given to true quantitative assessments such as 3-dimensional quantitation of the volume of synovium rather than using semi-quantitative scales such as RAMRIS.

	

	219-220
	
	Comment:  Add language regarding precision of methods to the following: “However, their purpose in clinical trials has yet not been sufficiently established to make a recommendation in this guideline.”
Proposed change:  “However, their purpose their purpose in clinical trials has yet and parameters such as inter- and intra-operator variability have not been sufficiently established to make a recommendation in this guideline.”

	

	226-228
	
	Comment:  The EMA RA draft guideline appears to acknowledge that a trial in the prevention of structural damage is likely to be conducted in ‘early RA’ (i.e. likely to be first line population).  Further discussion around the applicability of data generated in a first line population (early RA) to other settings such as 2nd and 3rd line would be helpful.

	

	230-231
	
	Comment:  While it is appreciated that the draft guideline may be somewhat “exploratory” in seeking to elicit feedback, the section on structural damage (6.3) is confusing and somewhat contradictory.  A clearer statement on whether maintenance of remission/LDA can serve as an adequate basis for the demonstration of the inhibition of structural damage would provide more clarity for future trial design.


	

	234
	
	Comment: Inconsistent use of terminology.

Proposed change: Please change “Endpoints like the DAS28 remission and LDA scores” to  “Endpoints like the EULAR remission (DAS28 < 2.6) and LDA (DAS <3.2) scores.”

	

	235
	
	Comment:  The requirements regarding structural damage are described in line 235, and it is indicated that X-rays are required to routinely monitor structural damage of hands and feet in long-term pivotal trials. However, currently, these types of analyses are not always done in all pivotal trials to avoid exposing subjects to x-rays unnecessarily.  In addition, the inclusion in the studies of X-rays, especially with independent X-ray reads is very expensive, and makes the total cost of a clinical trial and the entire RA program very high.  Would it be sufficient to establish no negative effect on structural damage in only a subset of clinical trials?  Please consider the specific circumstances where structural damage should be considered in trials of RA therapies and consider requiring that structural damage should only be evaluated in studies supporting a claim for structural damage inhibition.

	

	235-237
	
	Comment:  Lines 235-237 recommend routine inclusion of X-rays in all pivotal RA trials to provide reassurance that structural damage does not deteriorate.  However, it is unclear how “deterioration of structural damage” is defined.

	

	235-237
	
	Comment:  The EMA RA draft guidelines suggest that it may be possible to obtain approval for a drug for “treatment of rheumatoid arthritis” without a supporting study specifically powered for radiographic outcomes i.e. if a “monitoring” approach is adopted.  If a “monitoring” approach is adopted can statements regarding the absence of progression of structural damage be included in section 5.1 of the SmPC?


	

	235-237
	
	Comment: We suggest that structural damage is a lack of efficacy measure rather than a safety measure. Please clarify the intent of the wording “safety measure.”
Proposed change: Suggest replacing “safety measure” with “precautionary measure.”


	

	236
	
	Comment:  It is assumed that the referenced long term pivotal trial is the trial that addresses maintenance. This should be explicitly stated and, where more than 1 trial longer than 6 months is conducted, it should be clarified that the requirement for routine X-rays only has to be assessed in one such trial. Furthermore, the guideline should clarify the ability to extrapolate to alternative lines of therapy to that investigated (as a safety measure for overall benefit: risk determination).


	

	236
	
	Comment:  It is unclear as to the proposed analysis approach to demonstrate that structural bone damage progression does not occur (“safety/efficacy measure”). On one hand, a formal non-inferiority approach is not required (which is appropriate given the potential classes of agents which may be used as an active comparator principally to contextualise treatment of signs and symptoms), however, it is unclear how comparative data will be interpreted in benefit:risk decision-making. An alternative may be assessment relative to historical controls for placebo and/or using an extrapolation method for a placebo-controlled period (where employed). Use of alternative more sensitive imaging approaches may be appropriate for assessing the potential for inhibition of structural progression as a safety endpoint (eg MRI).


	

	240
	
	Comment:  This sentence refers to section 6.1.1.1 but it is section 6.3.1 that is being referenced.  Please correct section reference.

	

	240
	
	Comment:  It is unclear what MRI can support regarding a label claim. Please clarify if MRI can be used for prevention of structural damage progression (e.g. use of bone marrow oedema and/or erosion scores) and/or for a signs and symptoms claim (e.g. use of synovitis scores).

	

	240-245
	
	Comment: Whilst acknowledging that validated scales of MRI are available, the draft guideline indicates that concerns with harmonisation of diagnostic centres and modest intra- and inter-rater agreement prohibit use of MRI as a confirmatory endpoint.  ACR/OMERACT have recommended that MRI meets the OMERACT validation filter for truth, discrimination and feasibility in RCTs (ACR 2013, Arthritis & Rheumatism, 65, 2513-2523). More recently, early MRI measures (12 and 24 weeks) were shown to independently predict 1-year and 2-year radiographic progression in MTX-naïve RA patients in the placebo-controlled golimumab clinical trial GO-BEFORE. (Baker JF, Østergaard M, Emery P,et al. Ann Rheum Dis ARD Online First, published on July 31, 2013 as 10.1136/annrheumdis-2013-203444). As such, use of MRI as a safety endpoint seems reasonable and is a valuable addition to assess bone and synovial inflammation.

Issues with harmonization of centres and intra- and inter-rater agreement can be addressed similarly to the approach taken for radiographic assessments.  In addition to computer-assisted volume measurements, standardized scans and central reading may improve inter-rater scores.  Therefore, consideration should be given to including these in the statement related to inter-rater scores.

Proposed change: Validated scales for MRI are available (e.g. RAMRIS by OMERACT).  However, appropriate quality control must be performed, including, for example, inter-/intra-reader variability assessments and reading by a central imaging laboratory. it is a challenge to harmonise diagnostic centres, and intra- and inter-rater  agreement is reported to be modest.  Computer-assisted volume measurement, standardised scans and central reading may improve inter-rater scores, but are not fully validated yet. Therefore, these endpoints are considered as supportive but not as confirmatory.

	

	248-249

266-267
	
	Comment:  In lines 248-249, the EMA RA draft guidelines indicate “If a specific supportive claim on the prevention of structural damage is intended, the prevention of structural damage should be established in a randomised study.”  In addition, in lines 266-267, the guidelines indicate “a study in early arthritis would be recommended to demonstrate prevention of structural damage progression.”  Please clarify if one single study in early arthritis will be sufficient to get a general claim on prevention of structural damage.  Will one single study in early arthritis support a general claim in all RA patients whatever the stage of the disease?

	

	248-251
	
	Comment:  To date, no approved RA treatment has provided comparative data on structural damage for registration in the EU.  It would be extremely difficult to design a study with adequate power for a formal statistical comparison of structural effects with an established active comparator.  First, there is no accepted or even proposed non-inferiority (NI) margin for such a comparison. Published observed rates of structural progression in placebo groups over time in Phase 3 registration studies have varied extensively, making a priori determination of an appropriate NI margin difficult.  A well-considered NI margin based on historical data could be inappropriate once the trial is completed.  Second, a placebo control would be required, not optional, to demonstrate that the study population wasn’t composed of subjects unlikely to have structural progression and thus biased toward demonstrating no difference between treatment groups.  If no placebo control group was included, the intrinsic properties of the design would motivate design choices that make it likely that structural worsening or progression are not observed.  Finally, it is likely that such formal comparisons would require much larger sample sizes than have been used historically.  Estimations based on treatment effects in recent studies indicate that sample sizes may need to exceed 1000 patients per treatment arm.

Given that prevention of structural damage serves as evidence of disease modification (and not efficacy per se), we propose that the effect size, and indeed the relative effect is less important for this outcome and therefore this may be demonstrated in a placebo-controlled study at 6 months, with potential follow up of patients for 1 year to demonstrate maintenance of the effect.  It would be helpful if the EMA RA draft guideline commented on acceptable imputation methods to handle missing data.  Please consider if the comparator for the x-ray study could be a placebo for 3 to 6 months followed by rescue to an active control.
Proposed change:  “If a specific supportive claim on the prevention of structural damage is intended, the prevention of structural damage should be established in a randomised study, specifically powered for radiographic progression outcomes.  An active control, which has been established to prevent structural damage in RA mayneeds to be included.”

	

	249
	
	Comment: The randomised study for prevention of structural progression should be specified as a non-inferiority study.

Proposed change: Please change “specifically powered for radiographic progression outcomes” to “specifically powered as a non-inferiority study for radiographic progression outcomes.”

	

	256
	
	Comment: It would be helpful to include guidance on the timing of x-ray comparison. e.g. would an x-ray comparison at 6 months with maintenance of effect shown at 12 months suffice?
Proposed change: “Radiographs of the hands and possibly feet should be taken at fixed and predefined time points. 6 month x-ray data would permit inclusion of data into SmPC 5.1 and 12 month x-ray data would permit inclusion of data into SmPC 4.1 for a new indication.

	

	279
	
	Comment: Dose per kg may be a more appropriate unit of measurement for injected medications.

	

	282
	
	Comment: In phase 2 studies, this will also depend on the availability of pre-clinical toxicology studies out to 12 weeks.   Please add a statement to that effect for clarity.


	

	286
	
	Comment: The statement "could reasonably be continued” is confusing.  The EMA RA draft guideline should state that dose ranging assessment should usually be completed by end of phase 2, and only in exceptional circumstances should it continue into confirmatory phase 3 trials.

	

	289
	
	Comment:  Please call out interactions with biologics and vaccines.  Please include a cross-reference to the Specific Effects section (8.1).


	

	289-292
	
	Comment:  This paragraph describes efficacy and safety interactions with other medications which confounds the potential cause (PK and PD interactions) and potential effect (safety and efficacy) of these DDI.  Therefore, DDI studies should be driven by PK and PD considerations.  The safety and efficacy implications of such interactions require particular attention.  Please clarify the sentence “Efficacy and safety implications of concomitant drugs likely to be co-administered in clinical practice, like methotrexate, should be evaluated.”

	

	294
	
	Comment:  “9PD)” appears to be a typographical error.
Proposed change: Change 9PD) to (PD).

	

	309
	
	Comment:  Please clarify if it’s recommended that baseline radiography should be performed in a signs and symptoms study.


	

	320 - 322
	
	Comment: This sentence is unclear.   Biomarkers and genetic markers, for example, might serve to identify patients either with early RA who are more likely to progress or patients who might benefit from specific treatments.

	

	328
	
	Comment:  Please clarify the expectations regarding numbers of elderly subjects and age ranges of elderly patients for stratification in RA trials

	

	339
	
	Comment: Please clarify if the request is to identify the time to onset of remission.
Proposed change: Please change “assessment of time to onset and maximal effect on the primary outcome” to “assessment of time to onset and time to maximal effect on the primary outcome.”

	

	342-343
	
	Comment: This statement is not entirely clear.
Proposed change: Please edit the statement to say”…and double-blinded whenever possible.”


	

	350
	
	Comment: The guideline should recognize that all patients cannot achieve the optimal dose of DMARD at the time of inclusion in the study; they may either have received this dose and then had to reduce the dose due to tolerance issues, or may never have been able to achieve this dose due to side effects.  To avoid any confusion, please revise the wording and emphasize that DMARD dosing should be optimal to the extent possible for the individual patient.

	

	353
	
	Comment: Please clarify what is intended by “rescue drugs are standardised (e.g. steroids).”

	

	355
	
	Comment:  In line 355, the term ‘chemical DMARD’ is used rather than the more commonly accepted ‘synthetic DMARD’ or, if it specifically refers to traditional non-targeted DMARDs, ‘conventional synthetic DMARDs’.   Therefore, please consider changing the above mentioned terminology.


	

	358-360
	
	Comment: The EMA RA draft guideline indicates that a blinded active control trial of 12 months duration is required to demonstrate maintenance of efficacy. It is unclear if the intent is that 12-month data must be submitted as part of the initial MAA or can be submitted subsequently. It may be desirable, particularly in more refractory patients, where options for suitable active controls may also be limited, and taking into consideration the mechanism of action and study drug (eg synthetic, biologic), to allow registration with 6-months controlled efficacy data (and the appropriate safety database), thereby providing the potential for earlier access to treatment in an area of high unmet medical need.


	

	360-361
	
	Comment: The draft guideline indicates that for demonstration of maintenance of efficacy, descriptive statistics may suffice and no formal non-inferiority exercise may be needed if adequately justified. It may be more informative to indicate that generally descriptive statistics will suffice and provide examples where a NI assessment may be required.


	

	360
	
	Comment: It may be more appropriate to use the word ‘analysis’ instead of ‘exercise’.
Proposed change (if any): Please consider editing the statement to say ”…non-inferiority exercise analysis may be needed,”


	

	361
	
	Comment: Please provide more clarity on what is meant by ‘adequate justification’ in this sentence.

	

	363-364
	
	Comment:  Please clarify the sentence in lines 363-364.  The sentence implies that subjects who have not achieved remission or LDA within 3-6 months should be considered non-responders and should be changed to alternative treatments.

	

	370
	
	Comment:  Section 7.4.3 lists 3 separate treatment trial settings: DMARD-naïve, MTX-irresponsive and biological DMARD-irresponsive.

Proposed change:  Please consider using MTX/nbDMARD-naïve, MTX/nbDMARD-irresponsive/inadequate response, and biologic DMARD-irresponsive/inadequate response to describe these 3 settings.
	

	374
	
	Comment: The draft guideline notes that MTX- and biologic DMARD-irresponsive patients may be assessed within one trial (where the same dose(s) are investigated); acknowledging that generally 2 studies will be required to support an indication in RA (eg early RA and DMARD inadequate responders). The EMA RA draft guideline indicates in such cases, the MTX- and biologic DMARD-irresponsive patients should be stratified and analysed as pre-specified subgroups.  The guideline does not however indicate the potential implications of the statistical analysis approach and potential indication wording/label claims.  For example, no information is provided on sample size considerations for each subgroups and whether statistical significance in each subgroup (in addition to the overall population), and at what level, is mandatory to support overall registration, the necessary comparison for this (e.g. in a trial that contains both a placebo and active comparator arm), and consequential implications to the target population stated in SmPC Section 4.1.


	

	384
	
	Comment: The draft guideline notes that for a study drug where comparison versus placebo is feasible, it remains important to contextualise efficacy and safety data against an established treatment option, in particular at later time points.  The draft guideline notes that the precision with which these comparisons can be made should be part of planning of the sample size of the trial.  From an efficacy perspective, this wording is ambiguous in terms of the actual expectation regarding maintenance data (lines 358-361) and should be clarified. 

Furthermore, from a safety perspective, Section 8.1 notes considerations for products targeted for chronic treatment of RA, and notes particularly that a number of these events are rare. Long-term follow-up and participation in RA registries in a post-marketing setting are strongly recommended. This section further recommends participation in registries which allow standard of care to facilitate comparisons. Therefore, given the focus of what can reasonably be addressed in registration studies, and particularly at the time of initial registration, versus in the post-marketing environment, the comments on sample size determination in the context of precision of safety comparisons versus an established treatment option should be deleted or precise specific considerations should be included.


	

	388, 408-410
	
	Comment: The EMA RA guidance especially mentions monotherapy use in a narrow setting i.e. DMARD naïve patients.  However, monotherapy use could also be considered for MTX/DMARD intolerant patients.  There have been a number of trials which have demonstrated effectiveness of monotherapy in this setting including: 1.)  ADACTA trial Lancet 2013; 381:1541-50; 2.) Tofacitinib SOLO trial N Engl J Med 2012; 367:495-507; and 3.) Certolizumab Ann Rheum Dis 2009 ;68:805-811.
Proposed change: MTX intolerant patients should be mentioned as an appropriate setting for a monotherapy trial.


	

	407, 421
	
	Comment: For a MTX-nonresponder and biologic non-responder indication, the EMA RA draft guideline implies that 2 trials including active comparator are required. This will increase the sample size required in each study, prolonging enrolment and study time and exposing larger numbers of subjects to experimental therapy. Therefore, if the active comparator used is appropriate for both patient populations (for example, a TNF inhibitor [TNFi] could be used both for a MTX-nonresponder and a biologic non-responder switching from other TNFis) then a single active comparator study should be acceptable.

	

	407

421
	
	Comment:  The titles in these two sections should be harmonized.
Proposed change:

7.4.3.2. MTX-irresponsive disease patients

7.4.3.3. Biologic DMARD-irresponsive disease patients


	

	410
	
	Comment:  In line 410, the draft guidelines indicate that “MTX should be continued at a stable level as a background treatment in all study arms unless its omission can be justified.”  However in clinical practice, approximately 30% of patients discontinue MTX, and MTX may be inappropriate for certain patients (because of contraindications) or may not be tolerated.

Proposed change:  Revise this statement to “MTX should may be continued at a stable level as a background treatment in all study arms unless its omission can be justified.”


	

	421-459
	
	Comment:  In section 7.4.3.3, the proposed trial design allows the placebo arm to continue biologic DMARDs, while continuing only MTX in the test arm.  This study design would make it difficult to maintain blinding for such a study.  Therefore, it is recommended that study designs with an unblinded active comparator arm be permitted.

	

	424
	
	Comment: Biologic irresponsive patients are defined as having failed treatment with one or more biologic DMARDs for at least 3-6 months; please clarify whether this means 3-6 months cumulatively or on each biologic. Further, there is no mention of period of time on drug for intolerance (as opposed to efficacy failure) so it would help to clarify this issue.


	

	424-426
	
	Comment: The definition of biologic inadequate responders is very specific.  It would be hard to find patients who have documented evidence of failure (e.g. LDA for 3-6 months), in a global trial setting where physicians may not even use DAS28 to guide treatment practice.

Proposed change:  “RA patients who have failed to achieve LDA following treatment with one or more biologic DMARDs for at least 3-6 months or in the opinion of the treating physician have persistent disease activity despite treatment with one or more biologic DMARDs could be eligible.”

	

	435-440
	
	Comment: Separate studies in these subpopulations would be very difficult to conduct. The likelihood is that many candidates for studies in the bDMARD-IR setting will have failed a number of previous therapies, but any heterogeneity in this subgroup should be adequately assessed by subgroup analyses within a single study.

Proposed change:  A separate trial is recommended for this specific setting. Appropriate subgroup analyses should be planned dependent on the number of prior bDMARD failures.

	

	442-443


	
	Comment:  Per Lines 442 - 443 of the draft EMA guideline a 2-arm study comparing the test drug with former therapy + placebo (superiority), on top of former therapy is suggested for biological DMARD irresponsive disease.  In this context "former therapy" can only be meant as csDMARDs, as it would pose a potential safety risk to combine a JAK inhibitor or another biologic, for example, with a failed biologic agent (on top of former therapy), which has also been acknowledged by the agency in Lines 451– 453.
Proposed change: It is recommended that lines 442-443 be changed to: “a 2 arm superiority study comparing the test drug with former therapy + placebo (superiority) on top of  former background csDMARD therapy.”

	

	444-445
	
	Comment: The draft guideline describes an alternative study design: "a 3 arm study for establishing non-inferiority of a new agent versus an established comparator, with inclusion of a placebo arm for assay sensitivity."  However the selection of a single established comparator would exclude enrolment of all patients who have had an inadequate response to that established comparator.  Furthermore, enrolment of a 3-arm study like this is extremely challenging for a variety of reasons and we would question if it is operationally feasible.  Such a trial design is especially difficult since insufficient efficacy of the active control has to be already established.  In addition a comparison of the efficacy of a new study medication versus placebo may have already been established in a different (earlier) population, limiting the need to establish assay sensitivity.  As there is no standard of care therapy for subjects who have failed multiple bDMARDs, enrolment should be open for all patients regardless of specific prior bDMARD failure to allow a comprehensive evaluation of the safety and efficacy of the new drug in this most refractory population. Furthermore, even if efficacy results of a new drug may be favourable and may exceed the efficacy seen with currently approved drugs, given the concerns for a limited incremental benefit of a new drug over existing therapies, definition of an appropriate non-inferiority margin to demonstrate non-inferiority in a practical trial design, in a reasonable timeframe, may not be possible.
To date we are aware of 3 studies that proved impossible to enrol using this design: 1.)  CINEMA trial – Ocrelizumab; 23/290 patients recruited (ClinicalTrials.gov Identifier: NTC00808210), 2.)  ACT FIRST trial – Actemra; 96/700 recruited (ClinicalTrials.gov Identifier: NTC01283971), and 3.)  RA COMPARE trial – Sarilumab; recruitment not known but terminated for feasibility (ClinicalTrials.gov Identifier: NTC01217814).  The poor recruitment of these trials was due to several factors including the fact that patients should not have been previously exposed to the comparator (standard of care arm) in the trial and there was no washout of previous therapies i.e. patients were required to be actively receiving the background comparator (anti-TNF) at screening and were required to still have active disease.
Therefore, it should be clarified whether the requirement for a 3 arm study can be bypassed if the efficacy of a new study medication versus an active comparator and/or a placebo has been established in earlier populations of subjects.  Alternatively, would EMA consider adding a third option:  a short (12 weeks) placebo controlled study to compare safety/efficacy of ‘new drug’ to placebo in patients with active RA on a stable dose of MTX who have failed one or more anti-TNFs, withno active comparator?  For this trial design, the data beyond 3 months would be open label to determine maintenance.


	

	454-456
	
	Comment:  The agency states that the former treatment regimen with biologics, with or without MTX, should be continued, whereas in the test drug arm, only MTX may be continued.  We would like to seek clarity on “former therapy” and the request to continue biologic treatment as it is not clear to which type of study design this request would apply (superiority, non-inferiority) and how this should be put in practice.  We believe that such a design would pose undue burden to subjects and increase the risk of noncompliance as there are currently 6 approved subcutaneous bDMARDs, and all subjects would have to take 5 or 6 dummy injections to maintain blinding in a study that includes patients who have not all failed the same bDMARD. As there is no standard of care therapy for subjects who have failed multiple bDMARDs, it may not be appropriate to restrict the comparison to just one single bDMARD failure as this would exclude enrolment of all patients that have not been treated with that agent. This design might also limit the future use (per Product Label) of the novel drug to those who failed this single agent.

	

	457
	
	Comment: Please clarify whether the suggestion is to switch to active treatment (test) or currently-available standard of care treatment.

	

	465-466


	
	Comment: In lines 465-466, the statement “Reversibility of the drug-effect on the immune-system after treatment withdrawal needs to be evaluated” does not explain how this type of evaluation should be performed.  For example, it is not clear during which phase of development, which population (e.g. healthy subjects or patients) or what type of evaluation(s) should be performed.  A good reference for this type of evaluation in another disease area would be useful.

Proposed change: Therefore, the following change to lines 465-466 is suggested “Reversibility of the drug-effect on the immune-system after treatment withdrawal needs to be evaluated in phase I or early phase II stages of clinical development to identify reversibility of immune system effects as appropriate to the test article’s known mechanism of action.”

	

	474
	
	Comment:  This statement requires clarification.
Proposed change: “For biological drugs, an assay for drug-antibody forming anti-therapeutic antibody formation needs to be developed.”

	

	483
	
	Comment: The sentence in line 483 “Depending on mode of action of the drug, the influence on bone resorption and osteoporosis may need consideration” should be expanded to make the intention of bone resorption studies clearer.  For example, several lines of evidence suggest that beyond the control of disease activity in RA, TNF inhibitors and other biologics may provide beneficial effects to bone metabolism and remodelling (The effects of TNF α antagonist therapy on bone metabolism in rheumatoid arthritis: a systematic review Curr Drug Targets 2013;14:1552-7).  In some cases, biologic therapies may have direct effects on bone metabolism or indirect effects on bone via reductions in disease activity.  Therefore, it is not clear what circumstances should prompt bone resorption studies during clinical trials of new RA therapeutics.

Proposed change: We recommend that line 483, should be change to the following:  “Depending on the mode of action of the drug the influence on bone resorption and osteoporosis may need consideration, and if the drug is known to have a direct impact on bone resorption and osteoporosis, bone mineral density evaluation should be performed in the clinical studies.”

	

	490-491
	
	Comment: Please clarify if long term (12 month) safety data should be submitted in the marketing application dossier or if it only needs to be available prior to marketing authorization.

	

	490-492, 503-504


	
	Comment: In lines 490-492 and in lines 503-504, it is indicated that long term safety data of 12 months is required for therapies with a new mechanism of action or for biologics. It is not clear whether long term safety should be studied in controlled studies (placebo or active) or uncontrolled studies such as an open label extension.  We believe that it is unethical to have placebo controlled study exposure for more than 3 months.

Proposed change: To clarify the way in which long-term safety data can be collected, we recommend the following change to lines 490-492: “long term open label safety data of 12 months is required for new mechanisms of action or for biologics and should be available before.”


	

	498-499
	
	Comment: Please clarify the specific AEs (such as malignancy) which need to be evaluated for long-term safety in a post-marketing setting (i.e., RA registries).

	

	503
	
	Comment: Please be more specific about this criteria and reference the minimum patient-years (PY) exposure requirement.   Please expand on the criteria, possibly referring to the ICH minimums.

	

	509
	
	Comment: It is unclear if this statement applies to all drugs with novel mechanism of action too.  Please clarify.

	

	510
	
	Comment: It would be helpful to make this criteria more specific, and reference the minimum patient-years (PY) exposure requirement.

	

	515
	
	Comment:  In line 515, please clarify whether the limitations on inclusion of efficacy statements (signs & systems and structural damage) in section 4.1 will be applied only to new products or will also be implemented for already approved products.

Proposed change (if any):

One alternative would be to make the structural claim more integral to the indication statement, eg. “treatment of signs, symptoms and structural progression in patients with moderate to severe rheumatoid arthritis”.

	

	515-530
	
	Comment: The current wording is considered important for the prescribers and the patients to accurately reflect all the effects of the product.  In addition, considering the products already approved in RA, there is a risk that the new wording of the indication would induce confusion among prescribers as the same types of effects would be described differently depending on the product.

	

	519
	
	Comment: The word ‘severe’ could be used instead of ‘(very) advanced…’
Proposed change (if any): Please consider editing the statement to say”…disease stage and (very) advanced severe, treatment-experienced patients.”


	

	520
	
	Comment: Please further clarify which products may be effective and what safety issues there may be in the context of the therapy.

	

	520-521
	
	Comment: Which safety issues are considered when stating that the use of some products may be limited in first-line treatment?


	

	527
	
	Comment: This line refers to section 7.4.3-5 which does not appear to exist in the document.  Please clarify.

	

	528-530
	
	Comment: Current SmPCs of products registered for the treatment of RA have claims with regards to reduction of structural damage and improvements in physical function in section 4.1 of the SmPC.  It seems such claims would no longer be allowed in the indication section. This would put future products at a disadvantage in terms of being able to educate physicians on important product attributes, especially in EU countries where such information is strictly limited to the claims in section 4.1.  Please consider amending this statement in the guidelines.
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