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Submission of comments on 'Concept paper on preparation of a guideline on the evaluation of medicinal products indicated for the treatment and prophylaxis of respiratory syncytial virus (RSV) infection'

Comments from:

	Name of organisation or individual

	On behalf of EFPIA (Tiia Metiäinen - tiia.metiainen@efpia.eu) and Vaccines Europe (Magdalena De Azero - magdalena.deazero@vaccineseurope.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)

	
	We welcome the opportunity to comment on this concept paper and are in agreement that development of a guideline on the clinical evaluation of medicinal products indicated for the treatment and prophylaxis of respiratory syncytial virus (RSV) infections would be valuable. 

We would welcome an EMA workshop to further discuss suitable endpoints and case definitions for the clinical development programme, similar to the workshop organised by NIH/FDA and the WHO in 2015.  

	

	
	Whilst we appreciate the value of having one guideline to cover all aspects, it should be acknowledged that prevention (vaccines), prophylaxis and treatment of RSV disease will require different clinical development. In addition, also other characteristics play an important role such as hospitalised vs outpatients, RSV infected vs healthy, different age groups, presence of comorbidities, immunocompromised subjects.   It may be better to have separate guidance, or if all are addressed in one guideline, the guidance should address the commonalities, however needs to be tailored for all the specifics.
For clarity, separate guidance or incorporation of distinct sections for clinical evaluation of treatment versus prophylactic medicinal products may be useful, as these are different indications with corresponding differences in the approach to clinical study design and the assessment of the benefit and risk of the product. For example, the following issues should be considered independently:
· Trial design for efficacy studies (therapeutic and prophylactic) 

· Efficacy endpoints 

· Statistical considerations

	

	
	· It would be beneficial to harmonise guidelines across regulators (e.g. FDA and EMA) where possible.

	

	
	· We would propose to consider combination products or the combined use of products in the guidance, particularly for consideration as this field advances.


	

	
	· Guidance should include how to deal with use of concomitant medications that are not necessarily approved for the treatment of RSV, but which are commonly used especially in immunocompromised; however, this concomitant medication is not used in a standardised/consistent way due to variation in clinical practice. We propose to include in the guidance clarification on the need for standardisation for the use and route of administration of this concomitant medication for RSV. 

	

	
	· Being that this disease affects very young children, there is an important medical need to study treatments in young children in parallel to, or even before adults. Therefore, guidance should include the amount of safety and efficacy data/studies that will be appropriate in children, in the absence of adult data at each paediatric development stage and at time of MAA. As the disease presentation is different in adults and children, the guidance is required to address both populations separately.

	

	
	· Immunocompromised patients may benefit from treatment of RSV infection, even in an earlier stage (URTI) than most others. We would propose to consider the specifics of this patient group within the guidance for treatment, prophylaxis and prevention.

· Immunocompromised patients are very diverse and regulatory guidance to further define the population is considered required. This population has a broad range of subgroups (lung transplant, hematopoetic stemcell transplant, patients on immunosuppressive medication e.g. for rheuma or psoriasis, chronic steroid use etc.). Disease severity, disease course and time point of intervention is different in this population, so might need different endpoints even within the different subgroups of immunosuppressed. We would propose that the guidance addresses this.


	

	
	· Consistency in indication wording needed. RSV disease should be defined and alignment ensured within and across regulatory agencies (e.g. RSV disease vs (lower) respiratory tract infection due to RSV infection.)

· Clinical case definitions of RSV infections to be related to WHO guidelines on RSV disease severity

· Propose to replace ‘ RSV infection’ with ‘RSV disease (or illness)’ throughout the guidance to better reflect the targeted indication for prevention of clinical sequelae as the relevance of infection to clinical disease is yet to be established. 


	

	
	· The focus of this concept paper appears to be infants. We kindly ask that the final guideline include distinct recommendations for maternal immunization, active and/or passive immunization of infants, active immunization of the elderly and treatment of acutely RSV-infected individuals.  Thereby this single guidance document would address agents intended for treatment and/or prevention at different stages of life (pregnant women, pre-terms, full term infants and elderly). Include disease burden in elderly in introduction and in recommendations case definitions for the elderly. The guidance should also include recommendations for additional passive immunization in infants after maternal immunization (i.e. after maternal antibodies wane) and the timing of active immunization of infants after either maternal immunization or passive immunization of the infant.
	

	
	We suggest the guidance addresses the following:
(1) RSV case definitions suitable for studies for new therapies (treatment or prophylaxis)

(2) duration of  follow-up for efficacy and safety in prophylaxis studies
(3) assessment of risk in pre-clinical animal studies and in humans regarding vaccine-associated disease enhancement

(4) guidance of endpoints for clinical studies in vulnerable paediatric and adult populations 


	

	
	· We request guidance on whether placebo controls may be appropriate if an approved product has been licensed in the EU, in anticipation of newer RSV treatment or prophylaxis becoming licensed in the future. Could comparative studies with the licensed product be done as a post-marketing commitment for the experimental product?  Or is there a requirement for comparator studies with palivizumab in relevant GA groups?
	

	
	· Request guidance on the need to specifically monitor for infection with other respiratory viruses (such as influenza, hMPV and PIV3) in terms of study design and endpoint definition in paediatric and adult clinical trials.
	

	
	· Request to add guidance on passive vaccination, in addition to active, throughout the document (in particular refer to lines 70-71, 73-79 and 100). 
· Guidance for clinical evaluation of products for RSV prophylaxis should address issues that may be unique to development of active vs. passive prophylaxis products. For example, the risk of enhanced RSV disease has been associated with active vaccines which may lead to different considerations for clinical evaluation, safety monitoring and development of the safety database for active versus passive prophylactic approaches. 

	

	
	· Request guidance on co-administered vaccines that would need to be studied for different study populations.

· Request guidance on immunization schedule of infants with RSV vaccines and the assessment of safety and immunogenicity of co-administration of routine vaccines administered to target age groups.

· Request guidance on the timing of administration of prophylaxis in relation to the time of year, RSV season and interactions with other vaccines.

· It will be helpful to have guidance on assessing the positive/negative synergy of other vaccines such as influenza and/or pneumococcal conjugate vaccine in the RSV treatment and prevention studies.

	

	
	The proposed guidance document could include:

· Guidance on evaluating the rebound effect or other infections/disease to monitor during follow-up.
· Guidance on new technologies and/or assays and standards (see also comments below).
	

	
	· Request guidance on the definition of RSV seropositive/RSV experienced (e.g. RSV neutralization titre of ≥1:40, etc.).
	

	
	· There is currently a lack of a standard for the PCR assay for diagnosis and for monitoring viral load quantitatively for RSV. This hampers cross compound comparison of clinical trial results. We would propose that the guidance addresses this. 


	

	
	· Request guidance on what assays are acceptable for evaluation of the immune response following RSV vaccination (e.g. serum ELISA RSV F [pre and/or post-fusion conformation], RSV neutralization assay method, etc.).

· Request guidance on what assay methods are acceptable for detection of neutralizing antibodies to RSV (cell line(s) [Vero, Hep-2, HAE, etc.]); recommendations to implement an international standard (PATH RSV Neut assay standardization efforts with recommendation to evaluate assay standardization by implementation of a candidate international standard; e.g. BEI available CBER ref Immunoglobulin lot Cat # NR-21973 or similar).
	

	
	· Request guidance on what methods are acceptable to quantitate RSV shedding in nasal wash samples (IN route with attenuated vaccine in RSV seronegative subjects), e.g. qRT-PCR, viral titration, etc.
	

	
	· Request guidance on what is expected to be a meaningful response for RSV treatment or prophylaxis. For treatment of an individual infected with RSV it is currently unclear what constitutes a clinically meaningful response.

	

	
	· Request guidance on quality, safety and efficacy requirements for any change in the formulation of a vaccine such as vaccine candidate modification for manufacturing benefit.


	

	
	· Request guidance on utilization of correlates of protection or biomarkers as part of efficacy readouts.

	

	
	· Request guidance on what sequencing methods, i.e. Sanger sequencing or deep sequencing are acceptable for evaluating genetic stability of live attenuated RSV vaccine candidate.

	

	
	· Agree on the need to develop criteria that are agnostic to access to healthcare.

	

	
	· The value of new product(s) will depend on how well it has impact on indirect transmission. Therefore, it could be useful to have guidelines or recommendations regarding how to assess indirect impact of new RSV treatment and prevention.

	

	
	· The guideline should also provide considerations for development of the safety database with respect to the target population, product class, and indication (prevention and/or treatment).
	

	
	· Considerations for extrapolation of results across other regions to EU would also be useful. 


	


2.  Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder number

(To be completed by the Agency)
	Comment and rationale; proposed changes
(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome
(To be completed by the Agency)

	Line 21-22
	
	Comment: “Elderly subjects with or without comorbid conditions such as congestive heart failure, emphysema or asthma appear to be more susceptible.”
This population is not more susceptible to RSV infection, however when they get infected they are more likely to develop severe RSV disease.
Proposed change (if any): “Elderly subjects with or without comorbid conditions such as congestive heart failure, emphysema or asthma appear to be more susceptible likely to develop severe RSV disease.”

	

	Line 22
	
	Comment: Emphysema is a subgroup of COPD.

Proposed change (if any): “Elderly subjects with or without comorbid conditions such as congestive heart failure, COPD (emphysema and chronic bronchitis) or asthma appear….”


	

	Line 23
	
	Comment: There should be an agreement on exact definition of infants (0-12M?) and toddlers (12-36M?) and possible subcategories.

	

	Line 23-24
	
	Line 23-24 states: “In infants (especially in the first 6 months of life) and toddlers (< 24 months of age), RSV may cause severe lower respiratory tract infection (LRTI), resulting in bronchiolitis, bronchitis and pneumonia, which often require hospitalisation and which may be life-threatening. “ 
Could CHMP/PDCO possibly provide a recommendation regarding likelihood of having paediatric studies waived between 2-18 years of age?

	

	Line 34-35
	
	Comment: Recommendation to add a brief text as to why inhaled ribavirin is hardly used.


	

	Line 35-37
	
	Comment: We would propose to separate vaccines (true prevention) from treatments used prophylactically (see also general comment above).

	

	Line 38
	
	Comment: Some vaccines are directed at specific age and risk groups but others are under development for previously healthy subjects across a wide range of age groups. Request to further clarify what is meant with previously healthy subjects. Does previously healthy here refer to study subjects not actively infected with RSV or to subjects lacking other more general co-morbidities?


	

	Line 42
	
	Comment: Develop should be development
Proposed change (if any): “There are many issues for clinical trial design and clinical development programmes….”


	

	Line 43
	
	Comment: “A single guidance is proposed to address agents for treatment and prophylaxis”. The disease presentation is different in adults and children. Hence guidance required to address both populations separately.

Proposed change (if any): We propose to have separate sections for paediatric subjects and adult subjects (see also general comment).

	

	Line 46-72
	
	Comment: Problem statement. We suggest the guidance addresses certain items, as outlined in the general comments section.

	

	Line 46
	
	Comment: Consistency in indication wording is needed. RSV disease needs to be defined and alignment ensured within and across regulatory agencies (e.g. RSV disease vs lower respiratory tract infection due to RSV infection). See also general comment.


	

	Line 51
	
	Comment: 

Case definition required of URTI, LRTI, COPD exacerbation, asthma exacerbation.
Proposed change (if any): We propose that the guidance includes definitions of the above.


	

	Line 52
	
	Comment: “laboratory confirmation elements “: Clarify whether this refers to diagnostic testing, or confirmation of the diagnosis. Please also clarify what assay methods are considered suitable for laboratory confirmation.

	

	Line 53-54
	
	Comment: the effect of the healthcare system should be the same in the control group, still allowing comparison to evaluate the effect of active treatment in randomised studies.


	

	Line 53-54
	
	Comment: Short duration of hospitalisation makes it challenging to use it as an endpoint; nevertheless should it be discounted for lack of another (strong) endpoint? 

Death as outcome shortens duration but is still an unfavorable outcome.  This can be adjusted for in the analysis.
Proposed change (if any): Considerations should be provided in the guidance regarding the use of duration of hospitalisation in the analysis.

	

	Line 54
	
	Comment: Regarding hospitalisation, it is possible that there may be patients with severe RSV infections, who may be able to be discharged to home from the hospital, before end of treatment. 

Proposed change (if any): This needs to be acknowledged and addressed in the guidance.

	

	Line 58-63
	
	Comment: Live attenuated and vector based vaccines, where there is de novo synthesis of the RSV antigen(s), are not believed to carry this risk but there is a need to provide guidance on the assessment of risk and the appropriate duration of follow-up. However, non-replicating RSV vaccines such as inactivated and/or subunit based approaches have too high a risk to be tested in the RSV-naïve population. The mechanism behind the enhanced disease seen with the formalin-inactivated vaccine is still not truly understood, in large part because the animal models are incapable of recapitulating either severe RSV disease or the true vaccine-associated disease enhancement. Therefore, these models are inadequate to verify the safety of these vaccine approaches and ensure they will be safe in the RSV-naïve population. As there is currently no substitute for an RSV-naïve infant these approaches should not be tested or considered for this population.


	

	Line 64
	
	Comment: not only time from diagnosis to start of treatment, but also time from occurrence of symptoms to start of treatment should be considered.

	

	Line 65
	
	Comment: also the underlying condition/co-morbidity/population should be taken into account (see general comment).

	

	Line 67
	
	Comment: “Endpoints that may be influenced by the healthcare system”

Proposed change (if any): We propose that clarification is included that while global acceptance of clinically relevant endpoints is important, the ease of assessment of these endpoints is also critical for them to be globally relevant.

	

	Line 70-71


	
	Comment: Request to add guidance on passive vaccination in addition to active (see also general comments).
Proposed change (if any): 
“… including the assessment of the duration of post-natal protection that can be expected and the timing of possible active vaccination or passive immunisation of the infant using a different vaccine to that used for the mother, including timing of the administration of an antibody after waning of maternal antibodies.” 

	

	Line 73-79


	
	Comment: Suggest certain items are included for clinical evaluation of treatment versus prophylactic medicinal products, as well as active versus passive immunisation (see also general comments).

	

	Line 85-88
	
	Comment: Case definitions should also consider the target population (e.g. infants vs elderly adults). 

	

	Line 86


	
	Comment: immunocompromised might need treatment at URTI stage (i.e. less severe disease).
Proposed change (if any): This should be addressed in the guidance.

	

	Line 89-94
	
	Comment: With regard to assessment of laboratory data, can advice be included on the development, standardisation, and interpretation of serological assays for RSV responses?


	

	Line 89-94
	
	Comment: Regarding the principles of laboratory testing, to date, as no correlation has been established between viral load and RSV disease severity, the assessment of viral replication/load is not likely to be of value in a RSV prophylaxis trial. In prophylactic trials, viral testing is confirmatory rather than quantitative as may be applicable for treatment studies. For prophylactic studies it may be more useful to consider the effect on anti-RSV neutralizing activity and/or clinical symptoms as possible correlates for protection versus viral load. Therefore, in prophylactic trials, we suggest that confirmatory viral testing for RSV infection be used to assess the effect of passive immunization on the prevention of RSV-associated disease and not on the viral replication/viral load.


	

	Lines 89-94
	
	Comment: Address general expectations for RSV resistance monitoring plans for treatment versus prophylactic clinical evaluations. For example, for RSV prophylactic clinical studies, resistance testing data would be most useful to consider in conjunction with other virologic data that pertain to the endpoints, such as genotypic characterization of RSV collected from subjects who receive immunoprophylaxis and develop lower respiratory tract disease.


	

	Line 91
	
	Comment: Guidance regarding inclusion or exclusion of patients with co-infection, especially in the immunocompromised population where this is more of an issue is needed.

	

	Line 92-93
	
	Comment: Also clinical outcomes should be considered, not just virologic effects. This should include clinical outcomes as assessed by the parent/caregiver for paediatric patients and patient reported outcomes for adults.

	

	Line 95-96
	
	Comment: The need to address expectations for follow up is primarily applicable to prevention, not much to treatment. The guidance should clarify this.

	

	Line 100

	
	Comment: Does assessment of effects on the infant response to subsequent active immunization refer to subsequent immunization with an RSV vaccine, or to routinely administered infant vaccines?

	

	Line 101-103
	
	Comment: On disease enhancement, can there be recommendations included how to assess potential disease enhancement and how to measure enhanced respiratory disease clinically, what strategy to apply in the unlikely case of disease enhancement, statistical criteria and sample size? This could be also age dependent. 
Request to provide guidance as to whether general monitoring of adverse events and standard of care follow up would be considered sufficient for the potential concern linked to disease enhancement by prophylactic agents.

	

	Line 101-103
	
	Comment: This is valid for live attenuated and vector based vaccines, where there is de novo synthesis of the RSV antigen(s). Unfortunately there is no way to do this for non-replicating RSV vaccines such as inactivated and/or subunit based approaches.  The guidance should address this distinction. The animal models are incapable of recapitulating either severe RSV disease or the true vaccine-associated disease enhancement. Therefore, they are not an adequate or acceptable readout for safety for the RSV-naïve population. In addition once an infant/child has had an RSV infection, any RSV vaccine approach is safe because natural infection has correctly primed the immune response. Therefore, safety studies in RSV experienced infants/children are also of no value in terms of providing any type of safety readout on how an inactivated and/or subunit based approach might perform in the RSV-naïve population. This is why at a recent FDA sponsored symposium on this question hosted by the NIH it was pointed out that taking an inactivated and/or subunit vaccine into RSV-naïve infants would require a “leap of faith” that it was actually safe. Most KOLs at the meeting agreed there was no safe path for testing non-replicating RSV vaccines in RSV-naïve infants.

	

	Line 104-109
	
	Comment: We request structured advice on the need for comparator trials versus placebo controlled, and whether some of the recommendations cannot be fulfilled as a post-marketing requirement.


	


Please add more rows if needed.
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