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General guidance

The embedded document, “Q & A on PSUSA for NAPs: Guidance document for assessor”, should be read in conjunction with the GVP VII and aims at providing further guidance to assessors, based on the experience gained since the start of the PSUSA procedure for NAPs in January 2015. 



This PSUR AR template should be used by the Lead Member State (LMS) for all PSUR assessments with nationally authorised medicinal products (NAPs). 
Further to the receipt of comments from the MAH(s) and other PRAC members/Member States, the LMS should circulate an updated AR (UAR). In the UAR, the assessment conclusions should be updated in order to fully integrate the comments received and to reflect the final position of the LMS. The AR will then be adopted by the PRAC with or without changes, together with their recommendations and sent to the CMDh.
It is essential that new information presented in the PSUR requiring updates to product information are highlighted in relevant sections and particularly in section 2, Assessment conclusions and actions. It should always be ensured that the recommendations for SmPC and package leaflet changes are fully supported by the Assessment Report and data submitted with the PSUR(s). 
If further data or discussion is needed from the MAH to support conclusions, they should be asked for by the LMS in the preliminary AR (PAR). Only questions critical to the assessment of important safety issues or the benefit/risk balance should be considered during the assessment, other issues should be addressed in the next PSUR. 
As a reminder, the PSUR is not the appropriate procedure for submitting final or interim study reports to the EU regulatory authorities. These reports should be submitted and assessed via the appropriate procedure in line with the Variations Classification guideline of Commission Regulation 1234/2008. However, in case a study report is able to further support either the discussion by the MAH or the PRAC/LMS’ assessment of the PSUR sections dealing with data from clinical trials, findings from non-interventional studies, or other clinical trials and sources, the MAH may provide the study report (or relevant parts thereof) as an appendix to the PSUR.
In case a study report has been submitted by the MAH in the PSUR, the LMS should include in the Other considerations section a reminder to the MAH that the study report should also have been submitted according to the Commission regulation 1234/2008 via an appropriate procedure.
Use INN/name of active substance when referring to other products/comparators rather than invented name. 
Guidance for EU-single assessment
* The LMS should prepare one assessment report covering all products involved in the procedure, including assessment of PSURs submitted by MAHs and conclusions applicable to products within the single assessment. In case of a LoQ, the PAR should clearly state which MAH should address which issue. 
* Taking into consideration the principles established in the HMA/EMEA recommendations on the handling of requests for access to PSURs (EMEA/743133/2009), it is not expected that PSUR and consequently PRAC /LMS PSUR AR would contain commercially confidential information. As per the HMA/EMEA recommendations, exposure data are not considered confidential. 
* Updated RMP(s) cannot be submitted and assessed with the PSUR in the context of EU single assessment procedures containing NAPs. Any erroneous RMP submissions will not be subject to assessment. Update of RMP should be submitted to and assessed by the National Competent Authorities. Although RMP cannot be submitted with the PSUR, the PRAC /LMS may provide comments to be addressed in the next RMP update to be provided separately with the next regulatory procedure or within a specified timeframe.
* If required and substantiated, it is possible to propose different outcomes for the different products part of the PSUSA e.g. one product for variation and the rest of the products part of the PSUSA procedure for maintenance. This would normally be the case for different formulations or indications of medicinal products or for different MAHs. As a general principle, however, wording already present in one PI should not be used to make such differentiation – if data in the PSUR necessitate as an example a warning in section 4.4 of the SmPC, one wording should be proposed to be applicable to all affected products/formulations – even if one of the products might not need to implement it via a variation as it already has the wording implemented. 
* If justified, it is also possible to have product specific requests to be addressed in the next PSUR in the Recommendations section. In addition, requests for cumulative data review should in principle only be provided within the next PSUR to allow for an assessment at European level. For further guidance on such instances, please also refer to section 6 ‘Other considerations’ and/or the embedded “Q & A on PSUSA for NAPs: Guidance document for assessor”. 
List of data sources available for guidance
GVP Module VII, Rev.1 – Periodic safety update report http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2013/04/WC500142468.pdf 
GVP Module V, Rev.1 - Risk management systems 
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129134.pdf
GVP Module VIII, Rev. 2 – Post-authorisation safety studies http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129137.pdf
Implementation of the Variations Guidelines in the centralised procedure
http://ec.europa.eu/health/files/eudralex/vol-2/2013_05_16_c2804_en.pdf
HMA/EMEA recommendations on the handling of requests for access to PSURs (EMEA/743133/2009):
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/12/WC500016912.pdf
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 Background information on the procedure
This is the assessment of PSUR(s) submitted in accordance with the requirements set out in the list of Union reference dates (EURD list) for <active substance> <combination of active substances>.
For an overview of the nationally authorised products for which PSURs were submitted in the context of this EU single assessment, please see the appendix to this assessment report.

[bookmark: _Toc460937815][bookmark: _Toc466368573]Assessment conclusions and actions 
	
•	In this section, the LMS should summarise the assessment conclusions and relevant comments highlighted in the AR. Further to the receipt of MAH and Member States comments, the Lead Member State should provide an update of this section, reflecting the received comments and providing the final position of the LMS.
•	This section should start with a very brief overview of the active substance/product(s) and its stage in the lifecycle (when the product was authorised first, its indication and how extensively it is used).
•	This section should briefly summarise the main safety data that became available, including through signal evaluation, during the reporting interval and cumulatively. 
•	This section should discuss whether the safety profile remains in accordance with the expected or whether risks have changed. If needed, discuss whether updates of the product information are necessary as well as risk minimisation activity to address specific safety concern(s). 
•	The overall conclusion should be whether the Benefit Risk balance remains unchanged.
•	Change in PSUR frequency: Any proposals for changes of the PSUR frequency, and/or scope of the single assessment procedure, i.e. generics no longer required, or to be included should be discussed based on data/information presented in the PSURs. Proposals for any changes should be clearly justified.
•	List for additional monitoring: inclusion to the list for additional monitoring should be highlighted and justified.
•	The comments should be active substance specific rather than product specific.
•	For a recommendation including various regulatory outcomes which could be related to certain formulation(s), indication(s), product(s) e.g. variation for some NAPs and maintenance for others, the scientific summary for each outcome should include a clear justification. 
•	While safety specifications are not expected to be harmonised via PSUSA (neither in the PSUR section which summarises the safety concerns, nor in the RMP for those products that have an RMP), substantial differences in the safety specifications between products covered by the PSUSA may be noted here. This does not entail that the whole safety specification should be amended or harmonised. For each proposal a justification should be provided to explain the reasons for inclusion and a link to further follow-up in the next PSUR should be included in section 4.
If action is to be taken also with regards to the safety specification in existing RMPs, this should be additionally included in Section 6 “Other considerations” in order to highlight to CMDh the need to request changes to existing RMPs. 
•	Although an RMP cannot be submitted with the PSUR in a procedure which includes NAPs only, the PRAC /LMS may provide comments, based on the data submitted with the PSUR, to be addressed in the next RMP update to be provided separately with the next regulatory procedure affecting the RMP or within a specified timeframe. Please note that the timeframe should be realistic and that 6 months are usually considered adequate (this could be longer depending on the issue). As such, any impacts on the RMP or the need for further studies or risk minimisation measures, monitoring or signal evaluation should be reflected in this section, including clear expectations for follow-up actions. This should take into account the fact that routine updates of the RMP are no longer required in view of the new variation guideline. This request should also be flagged to CMDh via inclusion in section 6 “other considerations”.
For PSUSA procedures where not all products may have an RMP in place, the assessor should highlight that if there is no RMP in place no action should be requested of the MAH.
NB: the PSUSA procedure is not a tool for harmonisation of RMPs.
 •	The PSUSA procedure is not the appropriate tool for harmonisation of the existing product information across products, even if it is acknowledged that it would be appreciated to have consistent EU product information. Product information updates should be based on evidence provide in the PSUR, not on the purpose of harmonisation.  As such recommendations to include/remove certain information from the SmPC and/or PL should always be driven by PSUR data, and be based on a review of safety. For further information on this please refer to the embedded “Q & A on PSUSA for NAPs: Guidance document for assessor”.

<MAHs which have an RMP in place should address the following issues in the next RMP update: > 

[In case of recommendation to vary the marketing authorisation only and /or in case of suspension/revocation. If suspension/revocation, please amend the title for the following section. Please ensure that you justify in accordance with Art. 116 of Directive 2001/83/EC.]
<Scientific conclusions and grounds for the variation to the terms of the Marketing Authorisation(s)>
In case a variation to change the product information or the conditions of the MA is recommended, the scientific grounds need to be clearly documented i.e. a short summary of the evidence/data underlining the proposed changes (not just a copy of the scope) should be included here. This should give the scientific motivation for the recommendation of the variation in a concise manner (recommended maximum size of ½ page), as this text should be copied as the Scientific conclusions for the grounds for the variation in Annex I to the CMDh position. The more detailed discussion on the issue(s) underlying the variation should be provided in the Assessment conclusions and actions section above.
Please note that no abbreviations can be used in this section, unless spelled out in the first instance, as this part gets copied into the Commission Decision without further support from a list of abbreviations or similar. 
[bookmark: _Toc460937816][bookmark: _Toc466368574]Recommendations
The Recommendation should be based on the current PSUR data and not on other information related to the active substance but not submitted within the ongoing procedure. Please use section 6 “Other Considerations” to reflect important issues which are unrelated to the current PSUR single assessment procedure. 
Recommendation(s) made in this section apply only to products in scope of this PSUSA procedure (i.e. those listed in the appendix as well as any related generics/well-established use products); products with a separate scope in the EURD list will need to be discussed in section 6 ‘other considerations’.   
[In case of recommendation to maintain the marketing authorisation]
Based on the review of data on safety and efficacy by the Lead Member State and taking into account any comments provided by the PRAC, the PRAC considers that the risk-benefit balance of medicinal products containing the active substance <name of active substance> remains unchanged and therefore recommends the maintenance of the marketing authorisation(s).
[Where the product/active substance is involved in a referral procedure, the following statement should be added as part of the Recommendation section:] 
<This recommendation is without prejudice to the final conclusions of the ongoing referral procedure under [legal basis] for [name of procedure].>
For preliminary conclusion only:
<However, the Lead Member State considered that the MAH(s) should provide satisfactory responses to the <request for supplementary information> detailed in annex.>
[Where the request is product-specific, it should be clearly indicated which MAH should address the request].

[In case of recommendation to vary the marketing authorisation]
Based on the review of data on safety and efficacy by the Lead Member State and taking into account any comments provided by the PRAC, the PRAC considers that the risk-benefit balance of medicinal products containing the active substance <name of active substance> remains unchanged but recommends that the terms of the marketing authorisation(s) should be varied as follows:
[Where the product/active substance is involved in a referral procedure, the following statement should be added as part of the Recommendation section:] 
<This recommendation is without prejudice to the final conclusions of the ongoing referral procedure under [legal basis] for [name of procedure].>
[The scope of changes to the SmPCs and Package leaflets should be highlighted here.
Please do not change the layout and style of the next section and use the proposed way to highlight changes].
Update of section X and X of the SmPC to add <the adverse reaction x with a frequency y> <to add a warning on…>. The Package leaflet is updated accordingly.  
The following changes to the product information of medicinal products containing the active substance <name of active substance> are recommended (new text underlined and in bold, deleted text strike through):
Summary of Product Characteristics
In case of product-specific changes, these should be presented clearly and separately per product, formulation, indication, as applicable. 
[Add sections as relevant]
•	Section 4.4
A warning should be <added> <revised> as follows:
<Exact wording of final warning>
•	Section 4.8
<The following adverse reaction(s) should be added under the SOC <name of SOC> with a frequency <frequency>:
< The frequency of the adverse reaction <name of ADR> should be changed to <very common> <common etc…>
•	Section x.y

Package Leaflet
[Add sections as relevant, ensuring that the above proposed changes to the SmPC are adequately reflected in lay terms in the package leaflet]
For preliminary conclusion only:
<However, the Lead Member State considered that the MAH(s) should provide satisfactory responses to the <request for supplementary information> detailed in annex.>
[Where the request is product-specific, it should be clearly indicated which MAH should address the request].
<Conditions to the Marketing Authorisation(s) for nationally authorised products:>
[In cases changes to the conditions of the marketing authorisation are recommended, these should also be highlighted here.]
[In case of imposition of conditions to the marketing authorisations e.g. PASS]
<The marketing authorisation holder(s) shall complete the below conditions, within the stated timeframe:>

[In case of recommendation to suspend the marketing authorisation]
Based on the review of data on safety and efficacy by the Lead Member State and taking into account any comments provided by the PRAC, the PRAC considers that the risk-benefit balance of medicinal products containing the active substance <name of active substance> is negative and recommends the suspension of the marketing authorisation(s) on the following grounds pursuant to Article 116 of Directive 2001/83/EC:
[Grounds for suspension]
[Select one or more from the below]
<{Product(s)} is/are harmful><, and>

<{Product(s)} lack(s) therapeutic efficacy><, and>

<the risk-benefit balance of {product(s)} is not favourable>

<the condition {specify the condition concerned} has not been fulfilled>,

Conditions for lifting the suspension of the Marketing Authorisation(s) for nationally authorised products:

[In case of recommendation to revoke the marketing authorisation]
Based on the review of data on safety and efficacy by the Lead Member State and taking into account any comments provided by the PRAC, the PRAC considers that the risk-benefit balance of medicinal products containing the active substance <name of active substance> is negative and recommends the revocation of the marketing authorisation(s) on the following grounds pursuant to Article 116 of Directive 2001/83/EC: 
[Grounds for revocation]
[Select one or more from the below]
<{Product(s)} is/are harmful><, and>

<{Product(s)} lack(s) therapeutic efficacy><, and>

<the risk-benefit balance of {product(s)} is not favourable>

<the condition {specify the condition concerned} has not been fulfilled>,


[bookmark: _Toc460937817][bookmark: _Toc466368575]<Issues to be addressed in the next PSUR:>
[bookmark: _Toc460508832][bookmark: _Toc460937818][In addition, issues to be addressed as a follow-up of this assessment should be added here, if applicable. These should be requested by default in the next PSUR, unless otherwise justified.]
The LMS should follow a risk based approach to limit the number of follow-up requests to a PSUSA assessment. Requests for follow-up review need to be justified and be clear on exactly what further data need to be submitted. The wording for any cumulative review request should be explicit in terms of the search strategy, preferred terms, MedDRA catalogue etc. This will ensure that the review(s) is structured correctly, allowing for a single assessment across all submissions. 
<In addition, the MAH(s) should also address the following issues in the next PSUR:>

[bookmark: _Toc460937819][bookmark: _Toc466368576]PSUR frequency <and other changes to the EURD list>
If no changes to the PSUR frequency
<The next PSUR should be submitted in accordance with the requirements set out in the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC and published on the European medicines web-portal.>
If changes of PSUR frequency are proposed
· PSUR frequency changed from 1 year or more to 6 months:
<The frequency of PSUR submission should be revised to <xxx>. Consequently, the next PSUR should cover the period from <dd.mm.yyyy> to <dd.mm.yyyy> and be submitted within 70 days of the data lock point. Thereafter PSURs should be submitted in accordance with the updated list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC
· PSUR frequency changed from 6 months to 1 year or more:
<The frequency of PSUR submission should be revised to <xxx>. This new frequency will take effect after the next data lock point currently published in the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC. The next PSUR, which will still maintain the previous frequency, should cover the period from the <day after the current DLP expressed as dd.mm.yyy> and <next DLP expressed as dd.mm.yyy> and be submitted within <70> <90> days of the data lock point in accordance with the updated EURD list. The following PSUR, taking into account the new frequency should cover the period from <dd.mm.yyyy> to <dd.mm.yyyy> and be submitted within <70> <90> days of the data lock point in accordance with the updated EURD list.
· PSUR frequency changed from 1 year to 2 years or more:
<The frequency of PSUR submission should be revised to <xxx>. Consequently, the next PSUR should cover the period from <dd.mm.yyyy> to <dd.mm.yyyy> and be submitted within 90 days of the data lock point published in the updated list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC.
· 
If changes in the submission of PSURs for products referred to in Articles 10(1), 10a, 14, 16a of Directive 2001/83/EC as amended are requested. A justification for requesting such marketing authorisations to be exceptionally included has to be provided in line with the general principles agreed by GPAG and the PRAC and a comprehensive discussion in section 2.

Submission of PSURs for products referred to in Articles 10(1), 10a, 14, 16a of Directive 2001/83/EC as amended <is/is not> required <and the EURD list should be updated accordingly>.

[bookmark: _Toc460937820][bookmark: _Toc466368577]<Other considerations>
This section is optional and should be used to highlight to MAHs issues that require follow-up outside of the PSUSA procedure, which the CMDh can make public via the minutes. 
In general, anything that is based on scientific assessment of PSUR data should be in section 2 of the AR with, in principle, a recommendation in section 3. If such a recommendation goes beyond the strict (legal) scope of a PSUSA procedure the information should be included only in this section. However, issues not related to data assessed in the PSUR, such as non-compliance in the implementation of previous EU regulatory procedure outcomes, should be mentioned here only. 
Information included in this section will be automatically flagged to CMDh via email and also by the CMDh member of the LMS in the plenary CMDh meeting. The LMS should also add a note in the “additional comments” field of the PSUR Repository notification that the assessment includes issues which need flagging to CMDh. 
[bookmark: _Toc460508834][bookmark: _Toc460937821]The following points may be included in this section (non-exhaustive list): 
· Non-compliance in the implementation of previous regulatory procedure outcomes (e.g. recommendations after a referral procedure) should be flagged here, with a reminder to the MAH(s) highlighting the obligation to implement previous outcomes. This PRAC outcome should be systematically highlighted to the CMDh by the LMS, even in case of no regulatory actions being recommended as direct outcome of the PSUSA. The following template text may be used:
<PRAC noted that the outcome of <insert here reference to the relevant EU procedure> has not been implemented in the PI of some MA holders.>
In case of non-compliance such as in the case of a previously recommended suspension or deletion of indication that was not implemented, follow-up should not wait for the end of the procedure and after being informed by the LMS, the EMA will inform the Member State(s) concerned in order to clarify the situation and allow for the Member State(s) to start proceeding with implementation before the PSUSA procedure is finalised. The EMA PM should be directly contacted in such cases, in order to support the dialogue with the MS(s) where incompliance was detected. A CMDh discussion may be held as well. A short overview of the steps taken and the status at the time of circulating the UAR should be included by the LMS in this section.
· While it is not expected for the LMS assessor to perform such checks, if it is identified that important safety information from other finalised procedures has not yet been taken into account by some MAH(s) this should be flagged here. A general reminder to the MAH(s) highlighting the requirement to keep the product information up-to-date could be included in this section using the following wording. Full details on the information highlighted as missing should be included in the annex: 
<PRAC noted that information from previously finalised procedure(s) [include relevant procedure number if available] related to <include brief description of the issue> is not reflected in the PI of all products. In accordance with Article 23 Directive 2001/83/EC and Article 16 of Regulation 726/2004 the marketing authorisation holder(s) are reminded of the obligation to keep the product information to date with the current scientific knowledge, including the conclusions of the assessment and recommendations made public by means of the European medicines web-portal established in accordance with Article 26, and/or the CMDh webpage.>
· Important/extensive lack of consistency or discrepancies across the SmPCs of products of the same active substance and which cannot be addressed within the procedure (as they are not driven by a review of safety data presented in the PSUR) should be flagged here.
PRAC noted that inconsistent information is reflected across Members States in section(s) <insert here relevant section(s) and respective subsection if needed> of the SmPCs.
· In the case of mono-components and fixed dose combinations which are not subject to the same PSUSA procedure, due consideration should be given from a scientific point of view in how far the conclusion on the mono product or on the combination can also be extrapolated to the other combinations/mono products. A simple check in the EURD list using the substance name can provide a rapid overview of any other currently authorised/applicable entries in this respect. Any conclusion on extrapolation should therefore be included in this section. The scientific rationale should be provided in section 2.
Regardless whether covering only mono products or combination products or both - if it is not possible to extrapolate, this should be clearly stated (e.g. different dosing in the combination, different route of administration) in this section.
The following standard text can be used in these cases:
<Name of active substance or fixed dose combination> is also authorised <as a single agent or in fixed dose combination products> <with other active substance of fixed dose combination> e.g. <specify (some) product name(s) of available fixed dose combinations>>. The PRAC considered that the risk of <specific safety concern> would also be relevant to be included in the <single agent or fixed dose combinations of <name of active substance> as <include scientific rationale for the extrapolation>.
· If a new drug-drug interaction or contraindication is added, due consideration should be given as to whether the change should be extended to the other impacted products and conclude on the implementation across products. The scientific rationale should be provided in section 2.
· As a general principle no follow-up measures for NAPs should be requested as there is no regulatory/legal framework to assess them in a consistent manner. Exceptionally, however, the PRAC/LMS may agree on the need to urgently follow up on a potentially serious safety issue that cannot be relegated to the next planned PSUR. 
In such cases the LMS assessor should indicate the route which should be followed for the submission of the data, e.g. signal, change in PSUR submission deadline, triggering of a referral procedure or worksharing (WS) variation procedure. It should be noted that WS variations can only be requested when one global marketing authorisation holder is involved. Whichever route is proposed for the submission of follow up information, the PRAC should be consulted in the assessment of the data through a Member State request for PRAC advice made by the LMS. Worksharing variations are not a viable option when more than one global MAH is involved, as voluntary worksharing variations in the spirit of the PSUR worksharing prior to EURD list are not yet established.
Any NAP follow up proposal, which should allow for a harmonised assessment of the data, should be defined in consultation between the CMDh and PRAC member of the respective LMS before discussion at PRAC. It is important to highlight that the CMDh should only need to agree on the regulatory / procedural way forward, and that the PRAC should have discussed and agreed on the scientific rationale/justification.   
The wording for any cumulative review request should be explicit in terms of the search strategy, preferred terms, MedDRA catalogue etc. This will ensure that the review(s) is structured correctly, allowing for a single assessment across all submissions. 
· [bookmark: _Toc460937822]As a reminder, the PSUR is not the appropriate procedure for submitting final or interim study reports to the EU regulatory authorities. These reports should be submitted and assessed via the appropriate procedure in line with the Variations Classification guideline of Commission Regulation 1234/2008. However, in case a study report is able to further support either the discussion by the MAH or the LMS’ assessment of the PSUR sections dealing with data from clinical trials, findings from non-interventional studies, or other clinical trials and sources, the MAH may provide the study report (or relevant parts thereof) as an appendix to the PSUR.
In case a study report has been submitted by the MAH in the PSUR, the LMS should include in this section a reminder to the MAH that the study report should also have been submitted according to the Commission regulation 1234/2008 via an appropriate procedure.
· If an update of the RMP is needed
Although an RMP cannot be submitted with the PSUR in a procedure which includes NAPs only, the PRAC /LMS may provide comments to be addressed in the next RMP update to be provided separately with the next regulatory procedure affecting the RMP or within a specified timeframe. This would include situations where important differences have been noted in the safety specifications (or additional risk minimisation measures) of the products involved in the procedure which require action. The scientific discussion with regards to this point should be included in section 2. 
Please note that the timeframe for submission should be realistic and that usually 6 months are considered adequate, although this could be longer depending on the issue.

<In addition, MAH(s) which have an RMP in place should address the issues, as detailed in section 2 of the Assessment report, in the next RMP update to be submitted within an upcoming regulatory procedure affecting the RMP or at the latest by XXXX>.
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1. [bookmark: _Toc363568286][bookmark: _Toc367969974][bookmark: _Toc460937823][bookmark: _Toc466368578]PSUR Data 
[bookmark: _Toc363568287][bookmark: _Toc367969975][bookmark: _Toc460937824][bookmark: _Toc466368579]Introduction
This section should provide a brief statement on the active substances, their pharmacotherapeutic action and approved indication, posology, pharmaceutical forms and strengths.
It should also include information on the IBD/EURD, interval and cumulative periods covered by the PSUSA. This information should be summarised for all products/PSURs assessed in the PSUSA.
It should also highlight whether and which MAH(s) of the NAPs proposed changes to the product information as part of the submission of this PSUSA (to be crosschecked with Module 1.3 of the MA and regional appendix of a PSUR).
[bookmark: _Toc363568288][bookmark: _Toc367969976][bookmark: _Toc460937825][bookmark: _Toc466368580]Worldwide marketing authorisation status
This section should include brief information provided in the PSUSA with regard to the date of the first authorisation worldwide, and in how many countries the products are authorised, with indications(s), authorised dose(s), if applicable. 
<X was first authorised in < A on <DD Month YYYY> and> in the EU on <DD Month YYYY>. In the EU, X has been marketed in <A, B, C and D>. It is approved in a total of X countries.> 
Lead Member State assessment comment:
[bookmark: _Toc363568289][bookmark: _Toc367969977][bookmark: _Toc460937826][bookmark: _Toc466368581]Overview of exposure and safety data 
[bookmark: _Toc363568290][bookmark: _Toc367969978][bookmark: _Toc460937827][bookmark: _Toc466368582]Actions taken in the reporting interval for safety reasons
This section should include a description of significant actions (and reasons for these actions) related to safety that have been taken worldwide during the interval since the last DLP, related to either investigational uses or marketing experience by the MAH(s), sponsors of clinical trial(s), data monitoring committees, ethics committees or competent authorities. For further details and examples of such actions, please refer to GVP Module VII on PSUR.
Lead Member State assessment comment:
[bookmark: _Toc363568291][bookmark: _Toc367969979][bookmark: _Toc460937828][bookmark: _Toc466368583]Changes to reference safety information
This section should highlight what Reference Safety Information is used by the MAH(s) (e.g. CCDS, SmPC) and the date of the current version. 
The changes made during the reporting interval to the Reference Safety Information should be summarised. 
The LMS should briefly comment whether any proposals by MAHs in terms of new safety information and key risk minimisation recommendations has been made based on the evaluation of the information provided in the PSUSA and whether those are already reflected in the SmPC. 
Lead Member State assessment comment:
[bookmark: _Toc363568292][bookmark: _Toc367969980][bookmark: _Toc460937829][bookmark: _Toc466368584]Estimated exposure and use patterns
This section should provide estimates of the size and nature of the population exposed to the medicinal product. Particularly, information should be provided on the cumulative and on-going subject exposure in clinical trials [PSUR: Section 5.1], cumulative and interval patient exposure from marketing experience and if available with special focus on the populations with no or limited exposure during clinical trials (inclusions, exclusions, limited numbers, trial setting, and use in special populations) and off-label use [PSUR: Section 5.2]. 
When relevant, this information should be stratified by indication, formulation or route of administration, and follow-up duration), as well as information on patterns of drug use. 
Lead Member State assessment comment:
[bookmark: _Toc363568293][bookmark: _Toc367969981][bookmark: _Toc460937830][bookmark: _Toc466368585]Data in summary tabulations
It is not expected to include here or in attachment copies of summary table. Further, the data presented by the MAH as cumulative summary tabulations of serious adverse events from clinical trials and cumulative and interval summary tabulations from post-marketing data sources is not intended to be used as a tool for signal detection purposes. Summary tables with number of events or cases lack sufficient detail to allow for meaningful assessment of a causal association. For signal detection, other processes are in place, which are more adequate.
Lead Member State assessment comment:
[bookmark: _Toc363568294][bookmark: _Toc367969982][bookmark: _Toc460937831][bookmark: _Toc466368586]Findings from clinical trials and other sources
This section should provide a brief summary of the clinically important emerging safety and efficacy findings obtained during the reporting interval from:
· Completed clinical trials, ongoing clinical trials, long-term follow-up, other therapeutic use of medicinal product and new safety data related to fixed combination therapies. (section 7 of the PSUR).
· non-interventional studies (section 8 of the PSUR).
· Other clinical trial/study sources (e.g. results from pool analysis or meta-analysis of randomised clinical trials, safety information provided by co-development partners or from investigator-initiated trials, that were accessible to the MAH(s) – Section 9 of the PSUR).
· Non-clinical data (section 10 of the PSUR).
· Literature (section 11 of the PSUR).
· Other periodic report (section 12 of the PSUR).
· Medication errors
Lead Member State assessment comment:
[bookmark: _Toc363568300][bookmark: _Toc367969988][bookmark: _Toc460937832][bookmark: _Toc466368587]<Lack of efficacy in controlled clinical trials>
This section should summarise data from clinical trials indicating lack of efficacy, or lack of efficacy relative to established therapy(ies).
Lead Member State assessment comment:
[bookmark: _Toc363568301][bookmark: _Toc367969989][bookmark: _Toc460937833][bookmark: _Toc466368588]<Late-breaking information>
In this section the assessor should comment on any potentially important safety, efficacy and effectiveness findings that arose after the data lock point of the PSUR.
Lead Member State assessment comment:
[bookmark: _Toc363568302][bookmark: _Toc367969990][bookmark: _Toc460937834][bookmark: _Toc466368589]Signal and risk evaluation 
[bookmark: _Toc363568303][bookmark: _Toc367969991][bookmark: _Toc460937835][bookmark: _Toc466368590]Summary of safety concerns
In this section, the “baseline” important safety concerns (i.e. at the start of the reporting period) should be presented by including the summary table in line with section 16.1 of the PSUR.
[bookmark: _Toc363568304][bookmark: _Toc367969992][bookmark: _Toc460937836][bookmark: _Toc466368591]Signal evaluation
•	Tabular overview of signals: new, ongoing or closed during the reporting interval <dd.mm.yyyy to dd.mm.yyyy>. 

	Signal term
	Date detected
	Status (new, ongoing or closed)
	Data closed (for closed signals)
	Source or trigger of signal
	Reason summary
	Method of signal evaluation
	Outcome, if closed

	Stroke
	MMM/YYYY
	New
	MMM/YYYY
	Spontaneous
	Brief summary of key data and rational for further evaluation
	Review cases, epidemiological study
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	


For explanatory notes, please refer to GVP Module VII on PSURs section VII.B.5.15 and appendix 2. 

The LMS should comment on the signals classified by the MAH(s) as new, ongoing and closed during the reporting interval. 
The LMS should critically assess the evidence presented in support of MAH(s) conclusions on the safety signals. It should be made clear where the LMS does not agree with the outcome of the MAH’s signal evaluation and/or considers further actions are needed. The LMS should also consider whether other signals should have been evaluated by the MAH(s) (e.g. further to review of Eudravigilance data).
Lead Member State assessment comment:
[bookmark: _Toc363568305][bookmark: _Toc367969993][bookmark: _Toc460937837][bookmark: _Toc466368592]Evaluation of risks and new information
This sub-section should assess the critical appraisal provided by the MAH of new information relevant to previously recognised risks that is not already included in sub-section 2.2 (“Signal evaluation”). The aim is to provide new information (e.g. information arising from studies to further characterize an important potential risk) and not to present all the information related to the list of safety concerns.
Where new risks are identified, there should be consideration of whether these might be classified as ‘important’ or ‘other’ risks and whether any action (e.g. update of product information) are warranted. 
Lead Member State assessment comment:
[bookmark: _Toc363568306][bookmark: _Toc367969994][bookmark: _Toc460937838][bookmark: _Toc466368593]Characterisation of risks

This section should reflect a characterization of the important identified and/or potential risks for the product based on cumulative data (i.e. not solely based on information received during the reporting period) and also describe important missing information associated with the use of the product.
Based on information arising from the evaluation period (e.g. successful risk minimization measures in place), the MAH may propose changes to the list of safety concerns. When an important risk or missing information is re-classified or removed, a justification should be provided in this section as well as a proposal to update the RMP accordingly.
If no changes are identified, it is sufficient to state that the safety concerns remain unchanged (e.g. if the information on the risks has only been updated with most recent data with no consequence on the known safety profile).
 Lead Member State assessment comment:
[bookmark: _Toc349038432][bookmark: _Toc349038481][bookmark: _Toc353199265][bookmark: _Toc355266784][bookmark: _Toc355603759][bookmark: _Toc358362264][bookmark: _Toc349038433][bookmark: _Toc349038482][bookmark: _Toc353199266][bookmark: _Toc355266785][bookmark: _Toc355603760][bookmark: _Toc358362265][bookmark: _Toc363568307][bookmark: _Toc367969996][bookmark: _Toc460937839][bookmark: _Toc466368594]Benefit evaluation
This section can include a brief summary of the MAH(s) benefit evaluation submitted by the MAH(s) in section 17 of the PSUR.
Further elaboration on the benefits may be required in case the benefit-risk balance is considered changed during the assessment of the PSUR (e.g. recommendation for restriction of indication or revocation. In that case, the LMS should discuss here the important baseline efficacy and effectiveness information, the newly identified information on efficacy and effectiveness in order to characterise the benefits.
[bookmark: _Toc363568311][bookmark: _Toc367970000][bookmark: _Toc460937840][bookmark: _Toc466368595]Benefit-risk balance 
The main objective of a PSUR is to present a comprehensive, concise and critical analysis of the benefit/risk balance of the medicinal product taking into account new or emerging information in the context of cumulative experience with the use of the medicine, its place in therapeutics and whether this information affects the overall benefit/risk balance of the product. The PSUR is therefore a tool for post-authorisation evaluation at defined time points in the lifecycle of a product.
This section should represent the views of the LMS on the benefit-risk balance of the medicinal product, taking into account data presented in the PSUR and the arguments put forward by the MAH(s) in the section “Integrated Benefit-risk Analysis for Approved Indications” of the submitted PSUR(s). 
Separate benefit-risk evaluation should be provided for each indication of the medicinal products authorised in more than one indication.
If no new safety concerns or change in benefits have been identified in the PSUR assessment, this section should be concise (i.e. to indicate that the benefit-risk balance remains unchanged).
In case a full appraisal of the benefit-risk is warranted based on important safety concerns and/or change of benefits during the reporting interval period, the benefit/risk evaluation should be presented in a structured manner (i.e. Beneficial effects and uncertainty in the knowledge about the beneficial effects, Unfavourable effects and Uncertainty in the knowledge about the unfavourable effects, followed by the balance in line with other assessment report templates).
General guidance on how to describe the benefit-risk assessment:
•	Do not repeat results extensively, these are described in detail elsewhere. Just mention the conclusions, i.e., which are the key favourable/unfavourable effects that have been observed. Avoid that this section becomes the “summary of the summary”. For products approved for more than one indication, benefit-risk profiles should be evaluated and presented for each indication individually.  If there are important differences in the benefit-risk balance among populations within an indication, benefit-risk evaluation should be presented by population, if possible.  
•	The key benefits and risks considered in the evaluation should be specified since not all benefits and risks contribute importantly to the overall benefit-risk evaluation.  The information presented in the previous benefit and risk sections should be carried forward for integration in the benefit-risk evaluation.
•	The strengths, weaknesses, and uncertainties of the evidence should be considered when formulating the benefit-risk evaluation.  Describe how uncertainties in the benefits and risks impact the evaluation.
•	Discuss the need for further studies or need for restrictions to product availability or usage, or any other conditions or measures aiming to improve the benefit-risk balance and reasoning for these measures.
•	Conclude on the overall “benefit-risk balance” for the active substance and for different indication if necessary.
•	Discuss the need for changes to the frequency of PSUR submission.
•	Consider if the substance is under the additional monitoring list and if any changes are warranted on that respect.  
[bookmark: _Toc363568312][bookmark: _Toc367970001][bookmark: _Toc460937841][bookmark: _Toc466368596]<Lead Member State Request for supplementary information>
This section should be included in the LMS’s preliminary AR for the MAH(s) to address during the commenting phase.
[Requests specifying the exact MAH (NAP) who should address them should be clearly identified].
Considering the TT (15 days for LMS after receipt of comments to update AR), only questions critical to the assessment of the benefit/risk balance should be considered. Other questions should be included in the recommendations to be addressed in future PSURs.
[bookmark: _Toc363568313][bookmark: _Toc367970002][bookmark: _Toc460937842][bookmark: _Toc466368597] <MAH(s) responses to Request for supplementary information>
[Separate assessment of the responses from each MAH (NAP) should be provided].

Lead Member State assessment comment:
[bookmark: _Toc466368598]<Comments from Member States>

Lead Member State assessment comment:
[bookmark: _Toc460937843][bookmark: _Toc466368599]
Appendix: Overview of the nationally authorised products for which PSURs were submitted in the context of this EU single assessment
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	Product Name  (in authorisation country)
	MRP/DCP Authorisation number
	National Authorisation Number
	MAH of product in the member state
	Member State where product is authorised
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Q & A on PSUSA for NAPs: 

Guidance document for assessors


Since the start of the Periodic Safety Update Report (PSUR) single assessment (PSUSA), this procedure has posed a certain number of challenges that are specific to the EU single assessment of PSURs of medicinal products approved nationally.


This document is written in a questions and answers format and aims at providing further guidance to assessors, based on the experience gained since the start of the PSUSA procedure for NAPs in January 2015. It should be noted that in some instances, the issues addressed may also apply to the assessment of PSURs of Centrally approved products. 


This Q & A document should be read in conjunction with the GVP VII.

1. General principles

1.1. Aim of the PSUR/PSUSA (PSUR Single Assessment) and data to be reviewed


1.1.1. What is the purpose of a PSUR and its (single) assessment?


As laid down in the current legislation, the purpose of the PSUR is to determine whether there are new risks or whether risks have changed or whether there are changes to the benefit/risk balance of the medicinal products (DIR Art 107d).


In line with this, the current GVP module VII (EMA/816292/2011 Rev 1) states that the purpose of a PSUR is to present a comprehensive, concise and critical analysis of the benefit/risk balance of the medicinal product taking into account new or emerging information, in the context of the cumulative information on the risks and benefits. A critical appraisal is expected to take into account the maturity and utilisation data of the product and its place in therapeutics. The assessment should focus on real improvements for patients. The Lead Member State (LMS) should come to a conclusion on the data assessed and at the time of PRAC be in a position to present and justify the LMS’ position to the committee. The assessment should not be left open ended without a conclusion.

A PSUR is generally not intended, in the first instance, for notification of urgent new safety or efficacy information which may have an important public health impact. Other processes which are under the scope of GVP module IX (signal management) should be considered. In addition, urgent safety information should be reported via the appropriate mechanism.

It should be noted that detailed listings of individual cases should not be systematically included [Art 34(4)]. The PSUR should focus on summary information, scientific safety assessment and integrated benefit/risk evaluation. It should also be noted that the PSUR single assessment is not intended for harmonising product information or the risk management plan (see also below).


1.1.2. What should drive the assessment of a PSUSA? The data provided, additional data available to the LMS? Should the LMS pro-actively do searches/investigations on the products under assessment?


The review of the PSUR should focus primarily on the data provided by the MAH. As laid down in the current legislation (DIR Art 107b), it is the MAH’s legal obligation to submit PSURs containing summaries of data relevant to the benefits and risks of the medicinal product and a scientific evaluation of the benefit/risk balance of the medicinal product taking into account all available data.


To allow for an adequate assessment of the PSUR, it is critical that the information provided by the MAH is of sufficiently good quality. An explanatory note to GVP Module VII for MAH has been developed to raise awareness and clarify the expectations in the different sections of the PSUR.


The LMS should not proactively compensate for deficiencies encountered in the PSURs. MAHs should be requested to provide the adequate level/quality of information and analysis during the procedure when necessary (i.e. in the preliminary Assessment Report as Request for Supplementary Information). 


Significant concerns about the quality of the PSUR data may also be flagged as a Quality and Compliance issue which has to be improved in the next PSUR submission and can be the reason for a Pharmacovigilance Inspection.

Preparation for the PSUR assessment is key. In general, LMSs are expected to familiarise themselves with the therapeutic role of the product and be aware of current scientific issues of importance or major questions under debate. The assessment could identify a possible concern, which merits further action by the LMS (e.g. Eudravigilance or literature search, PV inspection request) or by the MAH as part of the responses to the RSI or in the next PSUR (e.g. literature search and/or additional analyses such as cumulative reviews). Further scientific knowledge might be incorporated into the assessment if available, However, the LMS is not expected to routinely, and proactively do searches/investigations on the products under assessment e.g. by literature searches or searches in EudraVigilance, beyond the LMS’ responsibility for routine signal detection. When significant changes to the benefit risk balance of the product are identified within a PSUSA assessment (i.e. they would warrant a recommendation of important variation of marketing authorisation, suspension or revocation). It is recommended to initiate discussions at PRAC at an earlier stage (i.e. at the time of the Preliminary Assessment Report). Consideration should also be given as to the need of consultation with a Scientific Advisory Group/Ad-hoc expert group. 

1.2. Strength of evidence in the context of the stage in the product lifecycle

1.2.1. What is the strength and nature of the evidence that is needed to support regulatory action? Does this differ depending on the stage in a medicinal product’s lifecycle?


The strength and nature of the evidence needed to support regulatory action may differ depending on the stage in a medicinal product’s lifecycle. Uncertainty in relation to a medicine’s safety profile should be a key driver of risk proportionality. Accordingly, uncertainty is normally reduced with increased exposure. The general principle applies that the higher the patient exposure for a particular medicinal product is the more evidence (e.g. cases with a suspected causal relationship) are needed to justify a change of marketing authorisation. 


However, independent of the stage of the medicinal product´s lifecycle, one single well-documented case with a definite causal relationship of an adverse event with a drug, or clear differences in comparative incidences in clinical studies without further evidence, may be sufficient to justify regulatory action.  


Any variation of MA authorisation needs to be well justified especially if no differences in comparative incidence were found. In case uncertainty on the causal association of an AE with a medicinal product prohibits concluding on a variation of the marketing authorisation, further investigation may be considered to ascertain whether the AE can be identified as an important identified/potential risk in which case further pharmacovigilance activities can be undertaken.

General guidance on the strength of the evidence needed to support regulatory action cannot be given and this can only be addressed on a case by case basis.

New safety information should be carefully reviewed in terms of type and severity of the cases, including the nature of all available data. Assessment should not focus only on suspected adverse reaction reports but have a broader view and include all information available from clinical trials, spontaneous reports, epidemiological studies and meta-analysis etc. 

In addition, mechanistic plausibility, the extent of patient exposure and how long the product has been on the market, as well as the clinical context and relevance for patients and the place of the medicine in therapeutics should be taken into account and be the driver of  change to the MA when necessary. 


1.3. Link between PSUSA and outcomes of other regulatory procedures 


1.3.1. Should the LMS reflect their ongoing or recently concluded assessments in their role of reference member state (or concerned member state) in the PSUR assessment report? 


No, the PSUR assessment should specifically look at the data provided in the PSUR and ongoing procedures at EU or national level based on data that is not presented in the PSUR should generally not impact on the assessment. 


However, important information relevant for the B/R balance of the product or for the product information should not be ignored. If the LMS is aware of ongoing/past safety issues that a MAH has not adequately addressed the LMS can request the MAH to provide the supporting data during the PSUR assessment, which can then be assessed and concluded upon by the PRAC.  There may also be cases where some products included in the PSUR have had their product information updated further to the completion of another regulatory procedure during the PSUR period, but the update to the PI has not been carried out across all products included in the PSUR. These finalised procedures may be taken into account, providing the data to support the product information update is included in the PSUR. 


1.3.2. How to deal with inconsistency or non-compliance with previous regulatory procedure outcomes (e.g. recommendations after a referral procedure)? 


If non-compliance is detected, it should be highlighted in the PSUR assessment report. If needed a more comprehensive overview of the situation might be requested from the MAH(s). However, there should be no reiteration of previous outcomes of other procedures in the recommendations section of the AR (section 3 of the PSUR AR template).


The non-compliance should be flagged in the new section ‘other considerations’, with a reminder to the MAH of their obligation to implement previous outcomes. The non-compliance should systematically be highlighted to the CMDh by the LMS, even in case no regulatory action is recommended as a direct outcome of the PSUSA (i.e. maintenance of the MA).


Although the LMS should highlight non-compliances/divergences that are noticed, there is no expectation that the LMS should proactively find/search for non-compliance, but the PSUSA assessment can allow for detection of non-compliance.

In case of non-compliance such as in the case of a previously recommended suspension or deletion of an indication, which has not been implemented, follow-up should not await the end of the procedure and after being informed by the LMS, the EMA will inform the Member State(s) concerned in order to clarify the situation and allow for the Member State(s) to start proceeding with implementation of these previous procedures, before the PSUSA procedure is finalised. A short overview of the steps taken and the status at the time of circulating the Updated AR should be included by the LMS in the ‘other considerations’ section of the assessment report. The LMS should play a key role to report/highlight the issue at CMDh plenary for the CMDh to ensure alignment with previous outcomes.


1.4. Scope of conclusions – impact on products outside the PSUSA 


1.4.1. How should conclusions on a drug-drug interaction with the product(s) covered by the PSUSA, which may affect other products, be reflected in the assessment report? 


If a new drug-drug interaction or contraindication for concomitant use is added, due consideration should be given as to whether the change should be extended to the other impacted product(s) (i.e. the interacting substance(s) that are not within the scope of the PSUSA procedure), and to this effect there should be a comment or proposal in the assessment report to prompt further discussion at PRAC level and conclude on the implementation across other products. This should be included in the new “other considerations” section of the assessment report. 


1.4.2. How should conclusions on combination PSUSAs and/or mono substances be reflected in the assessment report and under which circumstances should findings be extrapolated and in which way? Should a new section in the AR be dedicated to such discussion? 


First, it needs to be considered from a scientific point of view how far the conclusion on the mono product or on the combination can also be extrapolated to the other combinations/mono products. It is acknowledged that establishing which component in a fixed dose combination (FDC) is associated with a certain ADR may not always be possible and therefore complicate any extrapolation, however, if it is considered possible, this should always be justified in the assessment report. In case it is not possible to conclude, this should also be reflected in the assessment report.

As a next step, the EURD list should be checked to identify existing active ingredient/combinations of products not subject to the procedure. If the PSUSA covers both mono products and combination products, the conclusion and recommendation can be reflected in the assessment report as usual. If other combinations/mono products exist that are not covered by the PSUSA, any conclusion on extrapolation should be included in the new “other considerations” section of the PSUR assessment report.


In PSUSA procedures - regardless whether they cover mono products only  or combination products or both - if it is not possible to extrapolate, this should be clearly stated (e.g. different dosing in the combination, different route of administration) in the ‘other considerations’ section of the AR. 

2. Specific assessment aspects with related sections of the PSUR AR template

2.1. Dealing with inconsistencies of product information

2.1.1. Can/should the PSUSAs be used as a tool for harmonisation of the SmPC/PL?


The PSUSA procedure is not the appropriate tool for harmonisation of the existing product information across products, even if it is acknowledged that it would be appreciated to have consistent EU product information. Product information updates should be based on evidence provide in the PSUR, not on the purpose of harmonisation.  As such recommendations to include/remove certain information from the SmPC and/or PL should always be driven by PSUR data, and be based on a review of safety. In such cases, important aspects supported by PSUR data would be reflected in all respective national versions of the product information, as an outcome of the PSUR assessment. These recommendations are considered regulatory decisions to update the product information on the basis of the available data, but should not be seen as an exercise of harmonisation of the product information across all products included in the review. However, if changes based on data submitted in the PSUR are proposed, it is acceptable to propose a wording that is already present in some of the PIs of the active substance (see section 2.1.2).

If there is an important lack of consistency across products of the same active substance that cannot be addressed within the procedure this should be included in the new “other consideration” section in the AR template and highlighted to the CMDh, who will consider how to take the situation forward. 


2.1.2. Where there is sufficient cumulative evidence regarding a safety issue which needs to be reflected in the SmPC/PL, is it acceptable to request an updated/new wording across all PIs, even if some of them already have the issue well reflected? 


In case the LMS concludes that there is a need for an update of the product information, the LMS should recommend in the final assessment report a definitive wording to be applied across all products covered by the PSUSA. The PI proposal should not be differentiated per product or MAH. However, indication and/or formulation differences of medicines should be taken into account if applicable. 


Normally, the PI wording to be adopted by PRAC should be included in full, even if some wording already exists in the product information for certain products. 

Thereafter, the actual implementation lies within the remit of the NCA. However, in cases where a  MAH has a more extensive wording than the one  provided in the PRAC recommendation (section 3 of the PSUR AR template), they can discuss with the NCA whether the wording should be retained and if so how.. In principle, the same implementing approach applies as for referrals. The CMDh may wish to agree on the implementing approach to avoid different approaches in the MSs.

2.1.3. If major differences between SmPCs/PLs are identified in PSUSA procedures, which could potentially affect the benefit risk balance (e.g. different indications), should the initiation of Article 30/31 procedures be considered?


In exceptional situations, the trigger of an Article 30 or 31 referral could be considered provided this is driven by important differences in safety aspects and not only by different indications. 


Furthermore, as per current legislation, the moment a  Member State (MS) intends to withdraw an indication, the MS should use the appropriate pathway to address the issue, i.e. informing the CMDh in case  urgent measures do not  need to be taken or triggering a referral at that point in time (see NtA Volume 2A Chapter 3, the internal CMDh document CMDh/344/2013, and referral webpage).  


2.2. Overview of exposure and safety data (PSUR AR template: annex LMS assessment comments on PSUR, section 1.3.4 on data in summary tabulations)


2.2.1.  Can the tables of cumulative safety data from clinical trials and post-marketing surveillance, presented by the MAH be used as a tool for signal detection


The data presented by the MAH as cumulative summary tabulations of serious adverse events from clinical trials and cumulative and interval summary tabulations from post-marketing data sources is not intended to be used as a tool for signal detection purposes. Summary tables with number of events or cases lack sufficient detail to allow for meaningful assessment of a causal association. For signal detection, other processes are in place, which are more adequate.

2.3. Dealing with inconsistencies of safety specification/RMP (PSUR AR template: annex LMS assessment comments on PSUR, section 2.1 on summary of safety concerns)

2.3.1. Can/should the PSUSAs be used as a tool for harmonisation of the safety specification?


The PSUR is not a tool for harmonisation of the safety specification per se; neither the section in the PSUR which summarises the safety concerns, nor in the RMP for those products that have an RMP. 


However, should the PSUR assessment identify a new important risk, the LMS can recommend to the PRAC that all MAHs are requested to include that particular risk in the safety specification. Any such requests need to be implemented by all MAHs to ensure relevant assessment of key safety concerns across all products in the next single assessment. This does not entail that the whole safety specification should be amended or harmonised. 


The LMS should be aware that independent of a safety issue being included in the safety specification, MAHs are (in line with the legislation) obliged to review and discuss all issues identified during the interval period, whether or not the issue is included as a safety concern in the safety specification. 


If based on the assessment of the data, important new risks should be included or updated in the safety specification then all MAHs will have to include these risks in the safety specification (section 16.1) in the next PSUR. For those products where a RMP is in place, the relevant changes to the RMP will be introduced via a variation as an outcome of the PSUSA procedure, in line with the Variations Classification guideline of Commission Regulation 1234/2008. Only the specific safety concern needs to be addressed, with a common terminology for all products affected by the PSUSA procedure.

If during the assessment there are important differences identified in the safety specifications between products covered by the PSUSA, they can be noted in the new ‘other considerations’ section of the assessment report, to make the CMDh aware, and allow for consideration to take the issue forward for further action outside of the PSUSA procedure. Similarly, it may be important to make CMDh aware of cases where there are substantial differences between products with regards to additional risk minimisation measures.  

Beyond the regulatory framework of the PSUSA procedure, it is important that MAHs continue to be encouraged to strive for consistent product information across the EU, and the efforts of both CMDh and individual Member States are instrumental in this respect. However, recommendations tend to work better if they are addressed specifically to MAHs, rather than as general recommendations in guidance.

2.4. Signals and issues under close monitoring (PSUR AR template: annex LMS assessment comments on PSUR, section 2.2. on signal evaluation)

2.4.1. If a signal is refuted should the assessment as a precautionary principle still request that this be followed up in future PSURs? If yes, based on what evidence should this be requested? 


MAHs ultimately retain responsibility for their internal signal management processes and progress signal evaluations according to appropriately judged timelines on a continuous basis.


In principle, a refuted signal should not lead to additional follow up for precautionary reasons, provided the LMS and ultimately PRAC agrees with this assessment. The assessment of the data is the basis for any subsequent decision, and will lead to agreement on closure of the signal or maintaining it open. 


If a signal is refuted it should be closed and routine pharmacovigilance will apply from this time on. If on the other hand the signal cannot be refuted, then it should be kept open and discussed in the next PSUR, or in a different procedure based on the signal seriousness or urgency, but this should be clearly explained in the assessment report under the signal evaluation section.


2.4.2. Where would additional topics for close monitoring (i.e. beyond the safety concerns proposed by the MAH) be expected to be presented and how? 


As specified in GVP VII section B.5.15, when a competent authority has requested that a specific topic (not considered a signal) be monitored and reported in the PSUR, the MAH should summarise the result of the analysis in section 15 of the PSUR if it is negative. If the specific topic becomes a signal, it should be included in the signal tabulation and discussed in sub-section 16.2 (“Signal evaluation”). 


With the new PSUR format, there is agreement that in the assessment of PSURs there should be a shift from the review of line listings (LLs) to focus on signals and aggregate data in the context of the benefit-risk assessment. In light of this change of approach, it is not appropriate to routinely request Line Listings, as the PSUR is not to be used for signal detection. Requests for follow-up review, e.g. cumulative reviews, either within an ongoing PSUR or in the next PSUR, need to be justified, and be clear on exactly what further data need to be submitted. This in turn will lead to improved response data from the MAH. A particular safety concern can motivate a request for case series review with narratives, but again, this request should be justified. 


When a topic is repeatedly requested to be closely monitored, it should be considered whether the topic should be added as an important identified/potential risk in the RMP or if the topic can be handled through routine pharmacovigilance.

2.4.3. How to deal with a discrepancy between number of events presented by the MAH and number of ICSRs retrieved by the LMS?

The LMS is not expected to cross check the number of events presented by the MAH from their safety database with the number of events in EudraVigilance (EV) or national databases. Any discrepancy is not surprising because the data presented by the MAHs and the LMS comes from different databases. Also the cut-off date used to query the databases may not be the same. In any case, MAHs do not have full access to EV and therefore cannot explain these discrepancies. In exceptional cases where a reconciliation of the 2 databases is needed, this should be driven by the LMS or EMA as full EV access would be necessary for this type of exercise. 


When EV data is included in the AR, the source of the data together with the parameters used to retrieve the cases should be made clear by the LMS so that this information can be put in the appropriate context.

2.5. Benefit evaluation (PSUR AR template: Annex LMS assessment comments on PSUR, section 3. on benefit evaluation)

2.5.1. How to deal with new data/studies on efficacy provided by the MAH considering that the focus of the PSUR assessment is whether there are new risks or whether risks have changed or whether there are changes to the benefit/risk balance of medicinal products? 


When there is new positive benefit information and no significant change in the risk profile in the reporting interval, the integration of baseline and new information should be succinct (GVP Module VII, Section 3.17.3). In this situation, a full re-evaluation of the baseline efficacy data is not warranted, only changes in the reporting period should be taken into account.

Lack of efficacy or studies challenging the established efficacy profile should be discussed within the PSUR. When there is important new information indicating lack of efficacy a detailed benefit/risk balance analysis is warranted. However, the assessment of the PSUR should not conclude on evidence of efficacy in new indications, for which an application would need to be submitted by the MAH via an appropriate procedure. 

As a reminder, the PSUR is not the appropriate procedure for submitting final or interim study reports to the EU regulatory authorities. These reports should be submitted and assessed via the appropriate procedure in line with the Variations Classification guideline of Commission Regulation 1234/2008. However, in case a study report is able to further support either the discussion by the MAH or the LMS’ assessment of the PSUR sections dealing with data from clinical trials, findings from non-interventional studies, or other clinical trials and sources, the MAH may provide the study report (or relevant parts thereof) as an appendix to the PSUR.

 In case a study report has been submitted by the MAH in the PSUR, the LMS should include in the other considerations section a reminder to the MAH that the study report should also have been submitted according to the Commission regulation 1234/2008 via an appropriate procedure.


Although PSURs have the appropriate regulatory scope to restrict/suspend/revoke a marketing authorisation based on safety grounds, when there is need for a wider engagement in a rigorous scientific analysis, then an alternative procedure (e.g. referral) might be more appropriate.

2.6. Benefit risk balance (PSUR AR template: annex LMS assessment comments on PSUR, section 4. on benefit-risk balance)

2.6.1. How to regard the B/R balance for old established products especially when different indications authorised in different MSs and how to achieve a common position on the B/R balance when different indications are authorised in different MS and the level of information included in the SmPC may be different as well?


As a general guide, the principle is that at the beginning of the PSUR period the benefit/risk balance profile of the medicinal product is positive, based on the data evaluated at the time of initial Marketing Authorisation (MA) and subsequent assessments of its benefit/risk profile such as renewal, and upcoming PSURs. PSURs are focused on the evaluation of new data on safety and efficacy that has been received during the period under review in the context of the cumulative experience with the use of the medicine, its place in therapeutics and whether this information affects the overall benefit/risk balance of the medicinal product.


The LMS should not question the benefit/risk balance only because an indication is not authorised in their member state. Also, decisions from new MA and/or re-registration procedures, where the evidence of efficacy was found to not be up to modern standards should not be taken as grounds to put the medicine’s benefit-risk balance in certain indications in question without new relevant data in the PSUR.


Harmonisation of the SmPC is not within the scope of PSURs, as more appropriate procedures are available when necessary (i.e. worksharing variations, reminders for generics to align with their reference product, or referrals). In this regard, the conclusion on the benefit/risk balance cannot be linked to individual ADRs being listed or not in individual SmPCs. However, if a review within the PSUR of a particular safety concern, which rests on data from the current PSUR period, results in a recommendation to update the product information, common wording will be introduced.

2.6.2. Should a conclusion of “benefit risk balance remains unchanged” be understood as an endorsement by the PRAC of all existing indications? 


No, a conclusion of “benefit risk balance remains unchanged” should not be understood as an endorsement by the PRAC of all existing indications. The assessment of a PSUR is focused on new risks, or whether risks have changed or whether there are changes to the benefit-risk balance of medicinal products, identified during the PSUR period, and whether this information affects the overall benefit/risk balance of the medicinal product.


Indication or populations may be deleted or restricted if there is enough evidence in the PSUR justifying a change in the benefit/risk but any claim for a new indication needs to be submitted via the appropriate regulatory procedure (variation) including a comprehensive data package. PSURs cannot be used as a basis for extensions of indications. 


2.6.3. Can a PSUR procedure add a new indication to approved medicinal products in a Member State?


No, PSURs are focused on safety and whether new safety concerns affect the overall benefit/risk balance of the medicinal product. Hence, only changes to an indication which are justified on the basis of safety concerns (i.e. deletion or restriction of an existing indication) can be implemented as an outcome of a PSUR. 


It is important to bear in mind that a PRAC recommendation of unchanged benefit/risk balance in an indication that is authorised only in some MS, cannot be automatically extended to other MSs where the indication is not authorised. New indications need to be submitted via the appropriate regulatory procedure including a comprehensive data package. PSURs and the efficacy data presented by MAHs cannot be used as a basis for extension of indications.

2.7. Requests for further/supplementary information within or at next PSUR 


2.7.1. How to deal with requests for cumulative reviews and how to differentiate between those to be answered within the 30 days and those which are for the next PSUR? 


Requests for cumulative reviews should be risk-based, and both the request and its timing should be well justified in the assessment report, and, as far as possible, be part of the ongoing or next PSUR. 


Please note that while the PSUSA procedure is ongoing an issue can be brought to the attention of the PRAC at the time of drafting or circulation of the preliminary assessment report if there are elevated concerns or guidance is needed from the Committee. 


Generally, requests for supplementary information should be made early at D60 with the expectation to be addressed during the PSUSA procedure. If this is not possible, e.g. where the data requested cannot be gathered within the 30-day time period for comments, then such requests should only be made if there is a good scientific justification relating to a safety concern. 


Any requests that are in opposition to the PSUR format and spirit, for example requests aimed as using the PSUR summary tables for signal detection, such as systematic requests for Line Listings and CIOMS reports should not be undertaken. 


In addition, careful consideration should be given as to whether the proposed request will provide meaningful information, e.g. whether a request for a cumulative review for a product with an established safety profile where only spontaneous data is available, would reveal any important new information that could lead to changes in the product information.

2.7.2. What to do when an issue cannot be finalised within the PSUSA, as no LEGs are possible for NAPs?


The LMS should follow a risk based approach to limit the number of follow-up requests to a PSUSA assessment. Follow-up request should be exceptional and if there are any, should always be scientifically justified; hence the LMS should consider the strength of evidence and formulate clear and relevant questions in the preliminary AR only. 


The LEGs concept does not exist for NAPs. However, other mechanisms exist and Lead Member State/PRAC should consider on a case by case basis which tool is the preferred option for the submission of the requested data. The process for handling of the follow-up should be clearly defined in the AR. This process should be defined in consultation between the CMDh and PRAC member of the respective LMS.


Amongst the various existing regulatory tools, LMS (in liaison with the CMDh member)/PRAC should consider whether:


· If possible (i.e. when the relevant product is authorised in the LMS and the follow-up request is directed to one MAH), the assessment of the data may be performed by the LMS e.g. in case the MAH will submit this data via a variation WS procedure (either upon own MAHs’ initiative or CMDh advice). PRAC could be consulted in the assessment of the data through a Member State request for PRAC advice made by the LMS.

· For situations where the product(s) is (are) not authorised in the LMS or multiple MAHs are involved, another procedure is being under development by the Working Party on Pharmacovigilance Procedures Work Sharing . Until this procedure has been defined, the LMS should liaise with their CMDh member to choose the appropriate way forward.

Other options – when the outstanding issue is compatible with the procedure - may be to:


· trigger a signal procedure at PRAC level. 


· bring the next PSUR submission forward (i.e. to advise to change the PSUR cycle at the end of the PSUSA assessment), however this should only be done rarely.


· trigger the appropriate referral procedure


The LMS should indicate in the assessment report (new section “Other considerations”) the route which should be followed for the submission of the data. As mentioned above, this process should be defined in consultation between the CMDh and PRAC member of the respective Lead MS.

2.8. PSUR frequency and EURD list (PSUR AR template: section 4. on PSUR frequency)

2.8.1. Should separate entries in the EURD list be considered for active substances, where there are major differences depending on the indication or route of administration, to allow for a more tailored PSUR assessment? 


The general principle as foreseen in the legislation is a single PSUR per active substance, as clearly set out in the Commission Implementing Regulation (EU) No 520/2012 on the performance of pharmacovigilance activities. Therefore, careful consideration should be given before splitting entries which should only be done in exceptional cases. It must be taken into account that splitting entries should not create more complexity in managing product information updates as the safety outcome for one indication will mostly be relevant for the other indication of products containing the same active substance.


The decision to merge or split entries in the EURD list should be made well in advance i.e. at least more than 6 months before the submission date of the next PSUR. If consideration is given to merging or splitting entries during the PSUSA procedure, the Granularity and Periodicity Advisory Group (GPAG) should be consulted by the LMS (via eurdlist@ema.europa.eu) at D60.

After this consultation, changes recommended to PSUR cycle and/or EURD list should be included in section 4 of the PSUR assessment report.

2.9. Section 1-4 of the <PRAC> <Lead Member State> PSUR assessment report


2.9.1. How to achieve consistency in the summary sections 1-4 across different PSUSA and which elements should be reflected in each section and how detailed should it be? 


The assessment report template is currently under review with a particular focus on these four sections in light of the initiative on proactive publication of this executive summary which is ongoing. 
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