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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

22 December 2016
Submission of comments on ‘Draft guideline on the clinical investigation of medicinal products for the treatment of axial spondyloarthritis – Revision 1’ - EMA/EWP/4891/03
Comments from:

	Name of organisation or individual

	EFPIA – Tiia Metiäinen (tiia.metiainen@efpia.eu)


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

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

1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	
	EFPIA welcomes the update of the Guideline on the clinical investigation of medicinal products for the treatment of Axial Spondyloarthritis, which details the most recent research tools and clinical assessments, and captures the most recent clinical understanding of the disease.
	

	
	The Guideline is well written and in line with Assessment of SpondyloArthritis International Society (ASAS) updates on axial spondyloarthritis (axial SpA) disease classification (ankylosing spondylitis vs. non-radiographic axial SpA).
	

	
	EFPIA would welcome more clarification on transitional provisions from previous guideline.
	


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)

	67
	
	Comment: It is indeed recognized that patients with non-radiographic axSpA experience a significant burden of disease, comparable to patients with AS with radiographic evidence of structural damage.  However, not all patients with non-radiographic axSpA will develop AS (Braun et al. J Rheumatol 2015;42;31-38; Baraliakos and Braun, RMD Open 2015;1(Suppl 1)). Therefore, the reference to "not yet" does not seem to be appropriate.
Proposed change (if any): Delete the word "yet" in this sentence: "...who do not yet meet radiographic criteria for sacroiliitis…"

	

	69
	
	Comment: The time to diagnosis of axSpA is long (see Feldtkeller et al, Rheumatol Int (2003), 23; 61-66), with an average time to diagnosis of 8-11 years.
Proposed change (if any): Change the sentence to “Given the average diagnostic delay of 8-1011years in AS,…”

	

	101-102
	
	Comment: The impact of NSAIDs on radiographic progression has not been unequivocally demonstrated and the notion that NSAIDs slow down or reduce structural damage is not universally accepted, as summarized in a recent review by Sieper and Poddnubnyy (Sieper and Poddnubnyy [2016] Nature Reviews Rheumatology, 12; 282-294).
Proposed change (if any): Delete the sentence "It has been shown that NSAIDs given on continuous basis may provide benefit in terms of radiographic progression.":
“NSAIDs are used to control pain with good response in up to 50-70% of axial SpA patients. It has been shown that NSAIDs given on continuous basis may provide benefit in terms of radiographic progression. So, due to their high symptomatic efficacy and possible disease-modifying properties, NSAIDs are considered…” 
	

	107-110
	
	Comment:  If the sentence “…which is used and have shown some effect on peripheral disease and extraarticular manifestations…” refers to sulfasalazine, we think this should be the singular form of the verb: ’has’ and not ‘have’, in order to avoid misinterpretations.
Proposed change (if any): “…with the exception of sulfasalazine, which is used and have has shown some effect on peripheral disease and extraarticular manifestations,…”

	

	139-142
	
	Comment: If both populations (AS and non-radiographic) can be studied in the same study, we would suggest to make clear whether or not a statistically significant treatment effect needs to be shown in both subgroups or it is sufficient for an overall effect to exist and the subgroups are adequately represented and the effects goes in the right direction.  Currently the guideline does not specify how misclassified patients are handled at the time of randomization.
Proposed change (if any):


	

	160-161
	
	Comment: It is recognised that other potentially prognostic biomarkers may have utility for patient selection, however EFPIA suggests to include this as a recommendation given the broad scope of potential prognostic biomarkers. 
Proposed change (if any): “Other potentially  prognostic biomarkers that may have utility for patient selection should may be investigated”

	

	162-166
	
	Comment:  Conduction defects are common in patients with ankylosing spondylitis, with reported prevalence of 10-33% depending on the criteria applied (Forsblad-d’Elia et al, BMC Musculoskelet Disord 2013; 14:  237).  The risk of aortic valvular disease and ischemic heart disease are both increased (Szabo SM et al, Arthritis Rheum 2011; 63:  3294-304, Bremander, A et al, Arthritis Care Res 2011; 550:  63:  550-6).  Roldan and colleagues investigated the prevalence of aortic root disease AS and demonstrated that aortic valve disease is common in patients with AS (aortic root disease 82% vs 27% in controls) (Roldan  CA et al, J Am Coll Cardiol 1998; 32:  1397-404).  However, more recent data suggest that rates may not be increased, though the authors note that a large prospective study should be performed to confirm these results. (Brunner F et al, Clin Rheumatol 2006; 25:  24-9).  While the recent ACR/SAA/SPARTAN guidelines recommend against routine screening of patients with ECGs and/or echocardiograms (Ward M et al, Arthritis Rheumatol 2016; 68:  282-298), these guidelines are for clinical practice.  They note that conduction abnormalities are common, suggesting that capturing the presence of cardiac abnormalities as part of the extra-articular manifestations is reasonable. However, the authors note that routine echocardiograms to detect the much less common valvular disease “would not likely detect occult abnormalities that could be treated to prevent progression to a symptomatic stage.  The highly sensitive nature of echocardiography may lead to detection of minor abnormalities and cause anxiety.”
Proposed change (if any):  “…patient’s  characteristics should be well documented: ... concomitant diseases including those specific diseases related to axial SpA such as anterior uveitis, psoriasis, inflammatory bowel disease or cardiac disease (conduction, valve problems). Documentation of cardiac disease by medical history and /or ECG is sufficient; routine echocardiography is not required.  All specific diagnostic actions…”

	

	174
	
	Comment:  Commonly, the response to NSAIDs as well as other medicinal products is described as responders versus inadequate responders, allowing for a differentiation of patients with inadequate response into those lacking any response to treatment, those with insufficient response with remaining symptoms, and lack of maintenance of the response.  

Proposed change (if any): “…the consideration of a patient as non-responder or inadequate responder to…”

	

	174-177
	
	Comment: To further understand the disease and response to treatment, it is indeed highly relevant to obtain a detailed medical history on the use and lack of response to previous treatment of patients.   However, with the time to axSpA diagnosis, long-term patient history and the OTC use of NSAIDs, it is challenging to obtain accurate documented data on previous medication treatments and their associated effects.
Proposed Change (if any): “With the consideration of a patient as non-responder or inadequate responder to NSAIDs (naive to biological alternatives) or to one or more biological medicinal products (i.e. biological insufficient responders), requires documentation of it is recommended to document the lack of response with appropriate doses and treatment durations.”
	

	176
	
	Comment: EFPIA would appreciate further clarification on how lack of response should be documented to increase the comparability of information across sponsors for meta-analysis needed for comparative effectiveness.
Proposed Change (if any):

	

	176
	
	Comment: Regarding the definition of NSAID failure, could this be an investigator determined definition for failure?
Proposed change (if any): We propose that the guidance clarifies the above.

	

	180
	
	Comment: Spelling error that may lead to confusion
Proposed change (if any): “Presence of inflammatory findings by MRI, among others scan be considered.”
	

	181
	
	Comment: Please clarify/elaborate in the guideline the thinking behind why absence of HLA-B27 should not be an exclusion criteria.
Proposed change (if any):


	

	191-192; 243; 305-307
	
	Comment: The BASDAI and nocturnal/total pain can be measured either using a visual analogue scale from 0 to 10 cm or a numeric rating scale ranging from 0 to 10 (Garrett et al, 1994; van Tubergen et al, 2002; Zochling, 2011). Currently, the draft guideline includes some inconsistencies regarding the scale of the BASDAI on lines 191-192; 243; 305-307.

Proposed change (if any): Consider revising the text to reflect the BASDAI scale from 0 to 10 consistently throughout the document. Specifically, on line 243, "BASDAI<30" should be corrected to a valid value of the BASDAI. Other text suggestions are made below.


	

	191-192
	
	Comment: The BASDAI and nocturnal/total pain can be measured either using a visual analogue scale from 0 to 10 cm or a numeric rating scale ranging from 0 to 10 (Garrett et al, 1994; van Tubergen et al, 2002; Zochling, 2011). Consideration should be given to  amending the text to reflect this.

Proposed change (if any): “(e.g. ASDAS≥1.3 or BASDAI>≥4 and nocturnal/spinal pain as measured by either visual analogue scale (VAS) >≥ 4 cm or numeric rating scale (NRS) ≥ 4 at baselinTBDe)”


	

	209
	
	Comment:  Stratification by multiple factors will decrease the sensitivity in observing a treatment effect if you need to have patients distributed across multiple factors.  This will also reduce the ability to understand the treatment effect if continuous variables need to be dichotomized and then included in statistical models to reflect the strata studied. 
It would be more informative if one assumes that randomization will serve its purpose to adjust for the relevant variables in the statistical models for the key efficacy endpoints and not require stratification. However, if stratification is needed, it would be appreciated that the prioritization of factors were described.
Proposed change (if any): adding the following sentence: “Any statistical model fitted for response should adjust the treatment effect for any key prognostic factors such prior use of biological products and/or degree of activity (e.g., BASDAI)”

	 

 

	237-239
	
	Comment: It is not clear if ASDAS is used as the primary efficacy endpoint if it is necessary to dichotomize or as long as the average improvement exceeds the threshold defined and is superior to control that this would be evidence of efficacy.

Proposed change (if any): Please clarify whether or not the endpoint from ASDAS will be based on the magnitude of change or based on a dichotomization to define some amount of clinically meaningful change.
	

	243
	
	Comment: This is either redundant as an ASDAS<1.3 is ASDAS Inactive Disease, or this is a typo and was meant to read: ASDAS ID (ASDAS <1.3).
Proposed change (if any): Update the text to correct/ clarify.

	

	248-249
	
	Comment: The importance of the assessment of spinal mobility is acknowledged. However, neither the ICH guideline E3 nor E9 define the term key secondary endpoint.

Proposed Change (if any): “Thus, if the ASAS response criterion is chosen as primary endpoint, it should be supplemented with the assessment of spinal mobility as a key secondary endpoint”

	

	257-259
	
	Comment: Neither ASAS 50 nor 70 are validated or generally accepted endpoints. Accordingly, we suggest to delete them from the sentence. 

Proposed Change (if any): “Additional endpoints may be the ASAS 20, 50 or 70 or the ASAS 5/6 as well as the peripheral tender joints and swollen joint count (change and percent change from baseline) if not selected as primary endpoints.”

	

	270-273
	
	Comment:  It is difficult to accurately capture flares (vs. the presence or absence of a specific extra-articular manifestation) by medical history.  For some manifestations (e.g., psoriasis) there is no widely-accepted definition of flare.  
Proposed change (if any):  “Given the prevalence of well-known extra-articular manifestations such as uveitis, inflammatory bowel disease and psoriasis, documentation of the history and new occurrences/flares of these manifestations should be recorded history (presence of) these manifestations based on patient recall and/or medical records should be recorded.  New occurrences of these manifestations should also be documented and recorded.


	

	279
	
	Comment: Typo 

Proposed change (if any): “This may be explained by the persistence of radiologic radiographic progression in patients who…”


	

	Lines 285; 299; 306; and 312
	
	Comment: EFPIA acknowledges the replacement of references to the Numerical Rating Scale (NRS) by references to Visual Analogue Scale (VAS) reflects the latest knowledge on measurement instruments for pain, physical condition, spinal stiffness and patient global assessment. Considering that current clinical trials may have used the NRS, a transition solution may be needed. EFPIA would welcome EMA’s advice on the best way forward.

Proposed change (if any):


	

	295-302
	
	Comment: If DFI is no longer used nor recommended, then we suggest to remove it from the discussion in the document.
Proposed change (if any): “… The most widely known instruments are two is a patient administered questionnaires: the Bath Ankylosing Spondylitis Functional Index (BASFI) and the Dougados Functional  Index (DFI).The BASFI consists of 10 questions regarding ability to perform specific tasks as measured by visual analogue scales (VAS) whereas the DFI addresses similar aspects in 20 questions that should be answered by means of a three or five categories Likert scale. It appears that the BASFI is more sensitive to changes and easier to use than the DFI other instruments. To date, the DFI is hardly ever used and no longer recommended for clinical practice or research.”

	

	306
	
	Comment: The BASDAI and morning stiffness can be measured either using a visual analogue scale from 0 to 10 cm or a numeric rating scale ranging from 0 to 10 (Garrett et al, 1994; van Tubergen et al, 2002; Zochling, 2011). Consideration should be given to amending the text accordingly.

Proposed change (if any): “One item measures the intensity of morning stiffness by means of a 100 mm VAS either a VAS ranging from 0 to 10 cm or a NRS ranging from 0 to 10 and the last item asks ….”


	

	323-327
	
	Comment: The guideline states that if the BASMI index is used, it is recommended to add some of the other relevant single measures (e.g. chest expansion). EFPIA would appreciate clarification as to what specific measurements are recommended and if BASMI plus chest expansion is enough.
Proposed change (if any): 

	

	328-345
	
	Comment: EFPIA would appreciate clarification on the choice of endpoint for structural progression and what would be indicative of having demonstrated efficacy.
Proposed change (if any): Clarify that either a continuous or binary endpoint is acceptable to demonstrate a structural change in the population.

	

	421-423
	
	Comment: The design of biologic insufficient responder studies is not completely clear with respect to population that would be studied. EFPIA suggests to clarify that inclusion/exclusion in studies conducted for biologic non-responder populations that have an active control must exclude those patients who previously failed the active comparator that is under study.
Proposed change (if any): “Alternatively, an active controlled trial where patients are randomized  to switch to another biological treatment (e.g. another TNFi besides the one which the patients was previously an inadequate responder) or the new medicinal product could be a possible design.”

	

	431-433
	
	Comment: Can it be clarified/elaborated in the guideline if 1 trial were to be performed to examine both groups (biological naive and previously treated but with insufficient response), do analyses need to be statistically powered for each subgroup?
Proposed change (if any):


	

	448-449
	
	Comment: Can it be clarified if this means that post-approval studies will be required that examine treatment cessation and retreatment?  Is this for both nr-axSpA and AS?  Can it be elaborated in which circumstances this applies, and the thinking behind this statement?
Proposed change (if any):


	

	Lines 465-466
	
	Comment: EFPIA acknowledges the fact that patients with severe disease activity cannot be maintained in a placebo-controlled trial for a long period of time, and that this situation can lead to the need for alternative designs. EFPIA would welcome a clarification from EMA on the proposed alternative of “a trial with a randomized delay of starting of the active treatment.”
Proposed change (if any):

	

	465-467
	
	Comment: EFPIA would appreciate clarification on how long a delay in active treatment is being envisaged here.  A longer delay has ethical concerns with the availability of efficacious treatments for symptoms and function.  It would be unlikely to see differences in radiographic changes at 2-3 years if the initial delay is only a few, or even several, months, given the slow radiographic progression in AxSpA.
Proposed change (if any):

	

	475-476/495-499
	
	Comment: It is stated in lines 475-476 that prior to licensing, the safety database should be sufficient to characterise the safety profile of the medicinal product.  It is then acknowledged in lines 495-499 that when axial SpA is an additional indication for an already approved medicinal product, safety data from other indications if appropriate could be supportive. EFPIA understands that the same principles could also apply for an initial marketing application for a product being evaluated in more than one indication in parallel. See proposed suggestions to clarify this and ensure consistency across these two subsections.

Proposed change (if any): 

Lines 475-477: “Prior to licensing the safety database should be sufficient to characterise the safety profile of the medicinal product. A sufficiently robust and extensive safety database is required in order to balance benefits and risks. This may include safety data from relevant trials in other indications (See section 7.2).”
Section 7.2, lines 494-499: “The safety database to be submitted for assessing a new product should be sufficiently large taking into consideration the mechanism of action, safety profile and co-morbidities of the patients. When axial SpA is an additional indication for an already approved product, In order to achieve this, safety data obtained in trials in other indications can be considered as supportive, provided that the dosage regimen is the same, concomitant medication and population is expected to behave similarly (e.g. rheumatoid arthritis or psoriatic arthritis).”

	

	509-511
	
	Comment:  Data from NHANES 2009 suggest a decreasing prevalence of axSpA with age (Reveille J and Weisman M, M j Med Sci 2013; 345:  431-436).  In addition, estimates of the prevalence in older age groups are flawed due to the high mortality among patients with SpA (Zochling J and Braun J, Clin Exp Rheumatol 2009; 27:  S127-30).  In fact, when estimating prevalence of AS, Exarchou and colleagues censored at age 64 for these (and other) reasons (Exarchou S et al, Arthritis Res Ther 2015; 17: 118). As a result, it may be difficult to have adequate representation of elderly patients in trials.
Proposed change (if any):  “Separate efficacy studies are not necessary in the elderly provided there is adequate representation of elderly patients in trials no upper age limit in trials. Available data should be reported separately for patients aged 65-74, 75-85 and 85 and older.”

	


Please add more rows if needed.
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