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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. 
The PRAC Rapporteur AR should be drafted directly within the AR template available in IRIS Sharepoint. If not possible, and for the initial phase only, the AR template could be downloaded by the PRAC Rapporteur for inclusion of their assessment and reuploaded in SharePoint with the exact same document name on top of the existing AR template. Do not update the name of the document.
Upon completion of the AR, the PRAC Rapporteur should circulate a link to the AR to PRAC members via  and PRAC members via . NB! This case includes an RMP update 
Please include the EMA Product Lead/Procedure Manager and EMA Procedure Assistant, cc: Product Shared Mailbox. The IRIS token should also be included in email subject and the email EMA-IRIS@id.ema.europa.eu is in ‘to’ or ‘cc’. This can be done by replying to the initial IRIS email.
The deadlines for the procedure can be consulted in the case dashboard on the IRIS Portal (click on the case number to view timetables). 


[image: ]

_________________________________________________________________________________________________

[image: ]Official address  Domenico Scarlattilaan 6  ●  1083 HS Amsterdam  ●  The Netherlands
Address for visits and deliveries  Refer to www.ema.europa.eu/how-to-find-us 
Send us a question  Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000	      An agency of the European Union



[image: ]Official address  Domenico Scarlattilaan 6  ●  1083 HS Amsterdam  ●  The Netherlands
Address for visits and deliveries  Refer to www.ema.europa.eu/how-to-find-us 
Send us a question  Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000	      An agency of the European Union
	Status of this report and steps taken for the assessment

	Current step¹
	Description
	Planned date
	Actual Date


	
	
	
	
	

	[bookmark: Check7]|_|
	
	
	

	|_|
	Oral explanation at PRAC
	<Date>
	<Date>


1 Tick the box corresponding to the applicable step – do not delete any of the steps. If not applicable, add n/a instead of the date
	Procedure resources
	

	PRAC Rapporteur
	Name:

	EMA Procedure Lead
	Name:
Tel:   
Email: 

	EMA Procedure Assistant
	Name:	
Tel:   
Email:


For the list of contacts details of the assessment team please use the separate document “List of contacts for procedure” as included in the evaluation folder and if not present please find it at the following link or at the following EMA’s public website page. 
The contact-point-document needs to be uploaded in IRIS together with the preliminary AR in the system (in the evaluation folder) and needs to be kept duly updated if any contact detail would change during the procedure.
Declarations
In order to facilitate the redaction of potentially commercially confidential information the assessor should confirm by ticking the below box whether the report contains any of the below data/ information. This does not preclude the assessor from including this information if needed for the assessment, in which case the location of such information needs to be provided by the assessor; if the boxes are un-ticked, the EMA will need to review and redact the report accordingly prior to circulation to the MAH(s):
|_|The assessor confirms that this assessment does not include non-public information, including commercially confidential information (e.g. information shared by other competent authorities or organisations, reference to ongoing assessments, development plans (including Scientific Advice/Protocol Assistance, pharmacovigilance inspections), irrespective from which entity this was received*.
*If the entity from which non-public information originates has consented to its further disclosure, the box should be ticked and there would be no need to add details below.
Whenever the above box is un-ticked please indicate the section and page where the confidential information is located here: 
Confidential information:

General guidance
This template should be used by the PRAC Rapporteur for CAP only PSUR assessments.
Further to the receipt of comments from the MAH(s) and Member States/PRAC members, the Rapporteur 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 Rapporteur. In case following circulation of the UAR, further comments are received from the MAH(s) or Member States/PRAC members which may have an impact on the assessment conclusions and recommendations, circulation of a further UAR (i.e. 2nd UAR) should be considered. The AR will then be adopted by the PRAC with or without changes, together with their recommendations and sent to the CHMP.
It is essential that new information presented in the PSUR requiring updates to product information and/or RMP (if applicable) 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 rapporteur in the preliminary assessment report (PAR).Only questions critical to the assessment of important safety issues or the benefit/risk balance should be considered during the assessment and 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 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 Rapporteur should include in the Assessment conclusions and actions section a reminder to the MAH that the study report should be 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 Rapporteur should prepare one assessment report covering all products involved in the procedure, including assessment of PSUR submitted by MAHs and conclusions applicable to products within the single assessment. In case of a RSI, 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 PSUR AR would contain commercially confidential information. As per the HMA/EMEA recommendations, exposure data are not considered confidential.
* 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.
List of data sources available for guidance 
GVP Module VII – Periodic safety update report 
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-good-pharmacovigilance-practices-gvp-module-vii-periodic-safety-update-report_en.pdf
Explanatory Note to GVP Module VII
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-good-pharmacovigilance-practices-gvp-module-vii-periodic-safety-update-report-explanatory_en.pdf
GVP Module V, Rev. 2 - Risk management systems
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-good-pharmacovigilance-practices-module-v-risk-management-systems-rev-2_en.pdf 
GVP Module VIII, Rev. 3 – Post-authorisation safety studies 
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-good-pharmacovigilance-practices-gvp-module-viii-post-authorisation-safety-studies-rev-3_en.pd
GVP Module XVI, Rev. 3 – Risk minimisation measures
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/guideline-good-pharmacovigilance-practices-gvp-module-xvi-risk-minimisation-measures-rev-3_en.pdf
Q&A on PSUSA: Guidance document for assessors
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/questions-answers-periodic-safety-update-report-single-assessment-psusa-guidance-document-assessors_en.pdf
Note to MAH: 
Preliminary Assessment Report: 
Upon receipt of the PRAC Rapporteur's Preliminary Assessment Report regarding the above mentioned procedure, please REVIEW THE REPORT AND USE THE ALLOCATED TIME PERIOD as per the procedural timetable to provide any comment you may have on the assessment of your PSUR. In particular you are strongly encouraged to closely review and to provide comments and responses on the recommended regulatory action(s) and any requests for supplementary information as appropriate by the above deadline and using the PSUR repository.
Failure to respond to the questions in the preliminary assessment report might necessitate further regulatory action such as shortening of the PSUR cycle or other appropriate regulatory actions.
Please note that the Assessment Report sets out only the preliminary conclusion of the Rapporteur and in no way binds the PRAC/CHMP.
Updated Assessment Report:
Based on the assessment of the Rapporteur, the PRAC will agree on a final Recommendation during the relevant plenary meeting as per procedural timetable. 
<It is very important that, in case of major disagreement with the PRAC Rapporteur’s proposed Recommendation as stated in the assessment report shared with you, you contact the procedure manager no later than two working days following receipt of this message. Simultaneously, indicate whether you would wish to make use of the opportunity of an oral explanation. In the absence of a reply within two working days, we will assume that you do not wish to come for an oral explanation.>
<Please be informed that once the PRAC has adopted a final Recommendation to proceed with a regulatory action (variation, suspension or revocation of the marketing authorisation), the adopted action will be transmitted to the CHMP/CMDh for adoption during their following plenary meeting and, once adopted by the CHMP/CMDh, the regulatory action will be then imposed on your marketing authorisation.
Should you have minor comments on the Assessment Report shared with you (on the assessment of your responses or in particular in case of variation on the proposed changes e.g. patient friendliness of PL wording or for NAPs possible unsuitability of guidance text for implementation), please also contact the Procedure Manager promptly and at the latest by end of business on the Thursday before the next PRAC plenary meeting(i.e. no later than 2 working days prior to the first day of the PRAC meeting). Past that time, IT WILL NOT BE POSSIBLE TO INTRODUCE ANY CHANGES in this regard. 
Your comments will be taken into consideration by the PRAC. If any major disagreement is not resolved, the MAH will be invited to defend their position in an Oral Explanation in front of the PRAC during their plenary meeting. >
Please also note that any Assessment Report shared with you during the procedure may contain confidential information, such as personal data. The EMA would like to remind you that, in accordance with applicable data protection legislation, this information is provided to you as a marketing authorisation holder of an authorised medicinal product for the sole purpose of the mentioned PSUSA procedure and should not be used for other purposes or disclosed to other parties.
Amendments to the EURD list entries such as changes of PSUR submission frequency can be proposed in the frame of this PSUSA procedure. 
For more details on how to submit amendments to the list, please refer to the EURD list Introductory cover note.
Should the MAH contact details for this procedure change, please manage the submission contact directly in IRIS. Please refer to the IRIS guide for applicants.
If a revised RMP is being approved as part of this procedure, please send to the EMA Procedure Assistant one clean redacted PDF document containing the RMP body, Annex 4 and Annex 6, as applicable, together with a redacted RMP file that can show the content that is proposed for redaction, and the signed RMP Publication Declaration, within 14 days of adoption of the final PRAC Recommendation.
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[bookmark: _Toc243569813]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 Activesubstances.
An update to the RMP resulting from data presented in the PSUR was submitted.
[bookmark: _Toc243569814]Assessment conclusions and actions 
· In this section, the PRAC Rapporteur should summarise the assessment conclusions and relevant comments highlighted in the AR and primarily focusing on those which would result in specific action(s) to be taken by the MAH(s) involved in the PSUSA (in section 3, 4 or 5). Further to the receipt of MAH and Member States comments, the PRAC Rapporteur should provide an update of this section, reflecting the received comments and providing the final position of the PRAC Rapporteur.
· 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).
Proposed introductory template wording which may be used if considered relevant for the PSUR(s) assessed. This template wording is however optional and is not mandatory to be used.
<This is the <X> PSUR single assessment (PSUSA) which covers the assessment of the <X> PSURs for the products containing <name of active substance(s)*> <monotherapy or fixed dose combination(s)>. It covers the period from <day/month/year> to <day/month/year>.
The international birth date (IBD) is <day/month/year> for <name of active substance(s)*/product(s)>.
<Name of active substance(s)*/product(s)> is(are) indicated for <therapeutic indication(s) in short only, no full indication>.
<Name of active substance(s)*> was approved on <day/month/year> in the EU through <centralised/ mutual recognition/ decentralised/ national authorisation procedure>. 
A total of <X> subjects were exposed to <name of active substance(s)*/product(s)> in clinical trials cumulatively. The post-marketing exposure was estimated to be approximately <X> or <[If relevant, e.g. for complex PSUSAs] <X to Y> <patient-years or units sold> cumulatively, and <X> or <X to Y> <patient-years or units sold> during the reporting interval.
· This section should briefly summarise the main safety data or new identified risks that became available, including through signal evaluation, during the reporting interval and cumulatively which were actioned during the reporting period or need further action. It should also include whether the open signal(s) could be closed and/or the need for further monitoring of safety issue(s) with a cross reference to clear follow-up actions included in section 4. 
· This section should discuss whether the safety profile remains in accordance with that expected or whether safety information has changed. If needed, discuss whether updates of the product information are necessary as well as additional risk minimisation measures (RMM) to address specific safety concern(s). If additional RMM already exist, discuss the need to amend or discontinue one or more of the existing measures. In particular, the continued need of additional RMM should be re-evaluated before generics come to the market, i.e. towards the end of data exclusivity period.
· Any changes to the PSUR frequency or submission requirements for PSURs for products referred to in Articles 10(1), 10a, 14, 16a of Directive 2001/83/EC should be clearly justified. 
· If applicable, inclusion to the additional monitoring list should be highlighted and justified.
· The comments should be active substance specific rather than product specific if they concern all products with the active substance.
· For a recommendation including various regulatory outcomes which could be related to certain formulation(s), indication(s), product(s) e.g. variation for one CAP 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 the 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 request a justification should be provided to explain the reasons for inclusion or removal of the safety specification (s) and a request for revision in the next PSUR should be included in section 4.1.
· Non-compliance of information submitted in the PSUR, its annexes and MAH responses to the RSI with the applicable guidelines (e.g. GVP Module VII, SmPC guideline for example related to QRD template, presentation of ADRs, frequency, etc.) may be addressed in section 2 and/or 4.1 accordingly. A reminder that it is the MAH’s responsibility to comply with the SmPC guideline can be added in section 2 if necessary. 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 or the Rapporteur could consider informing the Supervisory Authority with a proposal for a triggered Pharmacovigilance Inspection. Information regarding the template for pharmacovigilance inspection can be found at Pharmacovigilance inspection procedures: Pharmacovigilance inspection procedures: human | European Medicines Agency (EMA) (Template for pharmacovigilance assessment information sharing): https://www.ema.europa.eu/en/documents/template-form/template-pharmacovigilance-assessment-information-sharing_en.doc.
· The overall conclusion should be whether the benefit-risk balance remains unchanged and this should be stated at the end of the section.
· In case a follow-up to the PSUSA (this includes LEG procedures for the CAP(s) and PSUFU or work-sharing variation for the NAP(s)) is proposed in section 4.2, the justification for the follow-up request should be provided in section 2 together with the scientific rationale for the follow-up measure.
· If no updated RMP is submitted, the PRAC may still provide comments to be addressed in a subsequent RMP update, to be provided separately with the next regulatory procedure or within a specified timeframe, provided these comments are linked to data assessed in the PSUR. The comments should be additionally included in Section 4.3.
· Although a RMP cannot be submitted with the PSUR in a procedure which includes a mix of CAP(s)/NAP(s), the PRAC may, nonetheless, provide comments, based on the data submitted within 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. Scientific justification and clear description of changes to the RMP should be provided, based on the data from the PSUR(s) assessed. Please note that the timeframe should be proportionate and that 6 months are usually considered adequate (this could be shorter or longer depending on the issue). As such, any impacts on the RMP or the need for further studies or risk minimisation measures 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 current variation guideline. This request should also be flagged to CMDh via inclusion in section 4.3 if it affects NAPs. In case changes to be implemented in the RMP are proposed in section 4.3, a clear description of these changes should be provided in section 2, based on the data from the PSUR(s) assessed.
<MAHs which have an RMP in place should address the following issues in the next RMP update:>
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. Product information updates recommended in a PSUSA procedure should be based on evidence provided in the PSUR, not on the purpose of harmonisation. As such recommendations to include/remove certain information in/from the SmPC and/or PL should always be driven by PSUR data and be based on a review of safety.
· In case of a need for communication on the PSUSA outcome at the national level, a DHPC with a communication plan may be agreed by the PRAC.
The templates of the DHPC and Communication Plan are available in GVP Module XV: Safety Communication, Annex II.
· If there is a proposed DHPC and a Communication Plan agreed by PRAC, the below proposed template text should be used: 
<Communication:>
<The PRAC considers that there is a need to further communicate on <describe the risk>. Thus, the PRAC recommends that a DHPC is circulated in the Member States where the product is currently on the market.
The DHPC text and Communication Plan agreed by the PRAC are attached as an appendix to this report.>
· Extrapolation to authorised products outside the scope of this PSUSA (i.e. for product not in scope of the PSUSA but issue in scope):
1) Extrapolation from mono-component to fixed-dose combination (FDC) or vice-versa (excluding new drug-drug interaction extrapolations, see dedicated section below), when there is sufficient scientific evidence reviewed in the PSUSA
· When there is sufficient scientific evidence reviewed within the PSUSA procedure (extrapolation should not be substantiated by additional data gathered by the assessor outside of the PSUSA) to conclude on the need to extrapolate the outcome from mono-component to FDC or vice-versa: A note should be included in section 2 of the AR, stating that the PSUSA outcome is relevant to the mono-component/FDC with a scientific rationale to support such statement. A PI wording should not be included as it may not be applicable to all concerned products. The following template wording might be used:
<Name of active substance or fixed dose combination> is also authorised <as a single agent or in fixed dose combination products>. The PRAC considered that the risk of <specify the issue for which a PRAC recommendation in section 3 is proposed to be extrapolated> in patients with <indication> would also be relevant to be included in products containing <name of active substance> <as a single agent or in fixed dose combinations <if relevant, specify the specific combination of active substances>> as <include the scientific rationale for the extrapolation>.
· [bookmark: _Hlk43142273]If the extrapolation applies to one or more CAPs, upon adoption of the PRAC recommendation, the EMA PM will send a request to the concerned MAH(s) to implement the PSUSA outcome 
· If the extrapolation applies to one or more NAPs, upon adoption of the PRAC recommendation, the information should be shared with the CMDh (via the PSUSA outcome recording in the EURD list database by the EMA PM and via the monthly PRAC report to CMDh) so that it can be published in the CMDh minutes to prompt the MAH(s) to consider the PSUSA outcome for their products and take further action at the national level, as appropriate. Upon adoption of the PRAC recommendation, the PSUSA PRAC Rapporteur should also inform their CMDh counterpart of the proposed extrapolation.
2) New drug-drug interaction (DDI):
· In case the PRAC recommendation concerns a new DDI, no recommendation about extrapolation should be included in the AR, as data from the interacting product(s) outside the scope of the procedure should be subject to a separate review and discussion with the respective MAH(s).
· Upon finalisation of the procedure, when the interacting product is a NAP, the information on the DDI should be flagged to the CMDh via the PSUSA outcome recording in the EURD list database by the PM and monthly PRAC report to CMDh so that it can be published in the CMDh minutes to prompt MAH(s) to take further action at the national level, as appropriate. Upon adoption of the PRAC recommendation, the PSUSA PRAC Rapporteur should also inform their CMDh counterpart of the DDI.
· Upon finalisation of the procedure, when the interacting product is a CAP, the EMA PM will inform the MAH of the CAP so that they can take the necessary action to implement the DDI in their PI.
3) Other extrapolations
When there is not sufficient evidence reviewed in the PSUSA to conclude on the need to extrapolate, but the assessor or a commenting MS considers there might be a need to further investigate e.g. a potential class effect:
· No information should be included in the AR. The assessor/ MS could liaise with the EMA PM to discuss the best regulatory framework (case-by-case basis) to formally assess the required data, involving the concerned MAHs. In case NAPs are concerned, the CMDh could also be approached. 
[bookmark: _Toc243569815]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. 
Recommendation(s) made in this section apply only to products in scope of this PSUSA procedure (i.e. those listed in the cover page as well as any related generics/well-established use products).
[In case of recommendation to maintain the marketing authorisation]
Based on the PRAC <Rapporteur> review of data on safety and efficacy, the PRAC <Rapporteur> considers that the risk-benefit balance of medicinal products containing <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 PRAC Rapporteur considered that the MAH should provide satisfactory responses to the <request for supplementary information> detailed in the 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 PRAC <Rapporteur> review of data on safety and efficacy, the PRAC <Rapporteur> considers that the risk-benefit balance of medicinal products containing <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].>
Scientific conclusions and grounds for variation to the terms of the marketing authorisations
The following text is for the PSUSA specific Annex in case of variation; as this text needs to be translated into all EU languages, please use either the standard proposed text below (specifically for 4.8 updates) or a succinct summary of the grounds (in case of other changes than 4.8). A more detailed discussion on the issue(s) underlying the variation should be provided in section 2 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.
When dealing with multiple changes to the PI, it is advisable to group all scientific conclusions and grounds for variation, scopes and proposed PI changes, so as to display them together (e.g. per product/ formulation/ indication, etc.) and not per section of the product information. 
In case of product-specific changes, these should be presented clearly and separately per product.
Standard text proposed:
In view of available data on <risk(s)> from <clinical trial(s)>, <the literature>, <spontaneous reports> <including in <some/XX> cases a close temporal relationship, a positive de-challenge and/or re-challenge> <and in view of a plausible mechanism of action>, the PRAC <Rapporteur> considers a causal relationship between<INN as per EURD list>and <adverse reaction> <is at least a reasonable possibility>. The PRAC <Rapporteur> concluded that the product information of products containing <INN as per EURD list> should be amended accordingly.
The INN as per the EURD list should be replaced by the product name in case of product specific changes only.
The scope of the 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].
In case of a recommendation to vary the marketing authorisation, the PRAC Rapporteur is kindly asked to take into account the following formal issues when creating section "3. Recommendations" of the PRAC PSUR Assessment Report:
(1) Names of authorised medicinal products (including invented or brand names) should be avoided and the INN should be used instead, except for product-specific changes only.
(2) The current QRD template (sections and subsections) and MedDRA terms should be followed.
Precise scope:
Update of section(s) X and Y of the SmPC to <add> <amend> <remove> <the adverse reaction x with a frequency y> < a warning/precaution regarding…>. <(a)the contraindication(s) regarding > <(an) interaction(s) regarding..>. The package leaflet is updated accordingly.
Where there is more than one topic requiring updates to PI, the precise scope for all topics should be presented here in just one section, using bullet points, before specifying the changes to the product information in SmPC and package leaflet.
The precise scope should be presented clearly and separately per product, formulation, indication, as applicable.
The following changes to the product information of medicinal products containing <name of active substance> are recommended (new text underlined and in bold, deleted text strike through):
If some of the proposed PI amendments overlap with existing text in bold, then the new text should be included in blue and underlined, with a footnote describing the changes. The template footnote below might be used:
*The <last sentence/word> is already highlighted in bold in the product information and does not represent a new addition. The addition is highlighted in blue and underlined.
Summary of Product Characteristics
In case of product-specific changes, these should be presented clearly and separately with subheadings detailing the product, formulation, indication, as applicable. 
[Add sections as relevant]
•	Section 4.3
The contraindication/s should be <amended> <added> <removed> as follows:
<Exact wording of final text>
•	Section 4.4
A warning should be <amended> <added> <removed> as follows:
<Exact wording of final warning>
•	Section 4.5
(An) interaction(s) should be <amended> <added> <removed> as follows:
<Exact wording of final text>
•	Section 4.6
The recommendations <for use in pregnancy> <for use during breast-feeding><fertility> <for use in women of childbearing potential/ contraception in males and females> <possible side effects on male/female fertility> should be <amended> <added> <removed>as follows:
<New information with regards to the risk(s) of the product when used during pregnancy should be added as follows:>
•	Section 4.8
<The following adverse reaction(s) should be added under the SOC <name of SOC> with a frequency <frequency>> <should be removed>:
< The frequency of the adverse reaction <name of ADR> should be changed to <very common> <common etc. other subsections should be amended accordingly >
•	Section 4.9
The <recommendations for overdose management> <signs <and/or> symptoms of overdose> should be <amended> <added> <removed>as follows:
•	Section x.y
Package leaflet
[Add sections and subsections 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, PRAC Rapporteur considers 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 of the marketing authorisation>
[In case changes to the conditions of the marketing authorisation are recommended, these should also be highlighted here.
[In relation to additional risk minimisation measures, it should be highlighted here if based on the review of the PSUR, there is a need to update or discontinue ethe additional risk minimisation measures in place. In case of update or discontinuation of some of the existing additional risk minimisation measures, please describe the specific changes]
< Additional risk minimisation measures:>
  |_| Update to <the> <some of the> existing additional risk minimisation measures
  |_| Discontinuation of <the> <some of the> existing additional risk minimisation measures>
[In case of imposition of conditions to the marketing authorisations e.g. PASS or new aRMM]
<The marketing authorisation holder(s) shall complete the below conditions, within the stated timeframe:>
<|_| New additional risk minimisation measures to be put in place>
<The following changes to the conditions of the marketing authorisation(s) of medicinal products containing <name of active substance> are recommended:
[For CAPs should be structured as follows]
· Annex II<CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND EFFECTIVE USE OF THE MEDICINAL PRODUCT>
· <OBLIGATION TO CONDUCT POST-AUTHORISATION MEASURES> 
· Annex 127a CONDITIONS OR RESTRICTION WITH REGARD TO THE SAFE AND EFFECTIVE USE OF THE MEDICINAL PRODUCT TO BE IMPLEMENTED BY THE MEMBER STATES
[In case of recommendation to suspend the marketing authorisation]
Based on the PRAC <Rapporteur> review of data on safety and efficacy, the PRAC <Rapporteur> considers that the risk-benefit balance of medicinal products containing <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>
<Conditions for lifting the suspension of the Marketing Authorisation(s) for centrally authorised products>:
The conditions imposed to lift the suspension of the marketing authorisation are as follows: 
[Conditions to lift the suspension]
[In case of recommendation to revoke the marketing authorisation]
Based on the PRAC <Rapporteur> review of data on safety and efficacy, the PRAC <Rapporteur> considers that the risk-benefit balance of medicinal products containing <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>
[If the RMP was updated with this PSUR]
At time of preliminary AR only: If the RMP could be acceptable with revisions required before recommendation:
<The PRAC Rapporteur considered that the RMP could be acceptable provided an updated RMP and satisfactory responses to the <request for supplementary information> detailed in annex is submitted.>
Or at time of PRAC PSUR recommendation for maintenance or variation
<The PRAC <Rapporteur> considered that the RMP is acceptable. <In addition, minor revisions were recommended to be taken into account at the next RMP update>. 
Or in case of PRAC PSUR recommendation for suspension/revocation, if the RMP is not acceptable:
<The PRAC <Rapporteur> considered that the risk management system version X is not acceptable as the proposed risk minimisation activities were not able to reduce the risks to an acceptable level. Details are provided in the PRAC Rapporteur assessment report.>
[If the RMP was not submitted with this PSUR but the PRAC concludes that an update is needed, then this should be reflected in section 4.3 of this AR]
[If the RMP was submitted and is approvable]
<Please send to the EMA Procedure Assistant one clean redacted PDF document containing the RMP body, Annex 4 and Annex 6, as applicable, together with a redacted RMP file that can show the content that is proposed for redaction, and the signed RMP Publication Declaration, by <date>. < within 14 days of adoption of the final PRAC Recommendation>
[bookmark: _Toc243569816]<Issues to be addressed in the next PSUR or as a post-authorisation measure (PAM) or as part of a subsequent RMP update [footnoteRef:1]> [1:  The submission of PAMs for CAPs must be done in eCTD format via the eSubmission Gateway/Web Client, and will be considered delivered to all National Competent Authorities representatives, alternates and scientific experts. PAMs must not be submitted to the PSUR Repository.] 

[bookmark: _Toc243569817]<Issues to be addressed in the next PSUR:>
This section is optional and should be used to highlight to MAHs issues, which after review in the current PSUR, are to be addressed as a follow-up of this assessment, if applicable.
A sufficiently detailed and exhaustive scientific discussion should be included in section 2, however the wording used in this section should be self-standing (with no reference to section 2 in the wording).
The PRAC Rapporteur 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.
<The MAH(s) should also address the following issues <in the next PSUR> 
· …
· …
· …
[bookmark: _Toc243569818]<Issues to be addressed as a post-authorisation measure (PAM) or as a follow-up measure to the PSUSA:> 
This section is optional and should be used to highlight to MAHs issues that need to be addressed as a post-authorisation measure (PAM) for centrally-authorised products, or as a follow-up measure to the PSUSA for nationally-authorised products (e.g. variation (national/MRP/Work-sharing, PSUFU), before the next PSUR. 
A sufficiently detailed and exhaustive scientific discussion should be included in section 2, however the wording used in this section should be self-standing (with no reference to section 2 in the wording).
The request for cumulative review should define explicitly the search strategy, the preferred terms to be used, MedDRA catalogue etc. This will ensure that the review(s) is structured correctly, allowing for a single assessment across all submissions as applicable. 
For centrally-authorised products:
The template wording below may be used:
The PRAC considered that <describe the issue> needs to be further assessed. The MAH(s) <specify the concerned MAH(s) as appropriate> <is><are> requested to submit within <XX> months <describe the follow-up request> as part of a post-authorisation measure.
For nationally-authorised products:
The Rapporteur should discuss the issues in this section with their CMDh counterpart prior to discussion at PRAC, thus before the PRAC assessment report is adopted.
Information included in this section will be flagged to CMDh via the PSUSA outcome recording in the EURD list database by the PM and selected issues will be presented by the CMDh counterpart of the Rapporteur in the plenary CMDh meeting, which the CMDh might make public via the plenary minutes and press release. 
This section should be read in conjunction with the document CMDh Guidance on the Informal Work-Sharing procedure for follow-up for PSUSA for NAPs. Such follow-up measure should be exceptional and only agreed when there is a need to urgently follow-up on a potentially serious safety issue that cannot be relegated to the next planned PSUR. 
In such cases the Rapporteur should indicate the route which should be followed for the submission of the data (e.g. PSUFU or variation procedure). It should be noted that variations (national/MRP/WS variation, depending on the route of authorisation) can only be requested when a single marketing authorisation holder (or a group of MAHs which are linked, e.g. have concerted practices) is involved.
The template wording below may be used:
The PRAC considered that <describe the issue> needs to be further assessed. The MAH(s) <specify the concerned MAH(s) as appropriate> <is><are> requested to submit within <XX> months <describe the follow-up request> as part of a <PSUFU> <procedure number to be provided by CMDh counterpart of the Rapporteur> <worksharing variation> for which <name of the Rapporteur country for the PSUFU or the RMS country for the WS variation> will be the Rapporteur. 
[bookmark: _Ref243559534][bookmark: _Toc243569819]<Issues to be addressed as part of an RMP update:> 
This section is optional and should be used to highlight to the MAHs change(s) to be implemented in the RMP based on PSUR-assessed data (i.e. for products in scope of the PSUSA and issue in scope), if an updated RMP was not submitted with the PSUR but the PRAC concludes that an update is needed. 
A sufficiently detailed and exhaustive scientific discussion should be included in section 2, however, the wording used in this section should be self-standing (with no reference to section 2 in the wording).
Any request for harmonisation of the RMPs between products or RMP update to be in line with GVP module V revision 2, or proposed clean-up of the RMP not linked to PSUR data assessed are considered outside the scope of the PSUSA and should not be included here, they could be included in section 2 of the AR as a flag to concerned MAHs.
For centrally-authorised products:
The timeframe for submission of the RMP update should be realistic and proportionate to the issue.
The template wording below may be used:
<In addition, MAH(s) should address < include brief description of the issue, not a reference to section 2>, in the next RMP update to be submitted within an upcoming regulatory procedure affecting the RMP or at the latest by XXXX.>
For nationally-authorised products:
The Rapporteur should discuss the issues in this section with their CMDh counterpart prior to discussion at PRAC, thus before the PRAC assessment report is adopted.
Information of relevance for all MAHs for products containing substance(s) concerned by the PSUSA (MAHs involved and MAHs not involved in the PSUSA) included in this section will be flagged to CMDh via the PSUSA outcome recording in the EURD list database by the PM and the CMDh might make public via the plenary minutes and press release.
The timeframe for submission of the RMP update should be realistic and proportionate to the issue (e.g. usually 6 months are considered adequate).
The template wording below might be used:
In addition, MAH(s) <if possible, specify the concerned MAHs or leave blank if the request applies to all MAH of the active substance(s)> which have an RMP in place should address <include brief description of the issue, not a reference to section 2>, in the next RMP update to be submitted within <insert timeline> to the relevant national competent authorities.
Any request for harmonisation of the RMPs between products or RMP update to be in line with GVP module V revision 2, or proposed clean-up of the RMP not linked to PSUR data assessed are considered outside the scope of the PSUSA and should not be included here, they could be included in section 2 of the AR as a flag to concerned MAHs.
[bookmark: _Toc243569820]PSUR frequency <and other changes to the EURD list>
In the context of every PSUSA procedure, the PRAC Rapporteur is expected to review the current PSUR frequency and define a risk-proportionate interval for the next PSUR. In case the safety profile of the product(s) remains unchanged and previous outcomes did not impact the B/R profile, the PRAC Rapporteur should consider amending the PSUR frequency to a longer one.
|_|No changes to the PSUR frequency
The current <X-month/year> frequency <please fill in according to the EURD list> for the submission of PSURs should remain unchanged.
Or, in case a change in PSUR submission frequency from 6-months to 1-year was already agreed by PRAC in the previous PSUSA procedure, but a further 6-monhths PSUR was required:
|_|No changes to the PSUR frequency
A change in PSUR submission frequency from 6-months to 1-year has already been agreed in the previous PSUSA procedure, and the list of Union reference dates (EURD) has already been updated accordingly.
Or
|_|Changes of PSUR frequency are proposed
The current frequency of submission should be changed from <X months/years><please fill in according to the EURD list> to <new frequency> at the first possibility. The list of Union reference dates (EURD) should be updated accordingly.
Note for the EMA PM: In case of changes to the PSUR frequency from 6-monthly to 1-year, it should be clearly stated and agreed by the MAH and PRAC Rapporteur how many more 6-monthly PSUSAs should be submitted before the new yearly cycle starts. 
Use the following only if changes in the submission of PSURs for products referred to in Articles 10(1), 10a, 14, 16a of Directive 2001/83/EC are requested, a justification and a scientific rationale should be provided in section 2, in line with the general principles agreed by GPAG and PRAC.
|_| Submission of PSURs for products referred to in Articles 10(1), 10a, 14, 16a of Directive 2001/83/EC is NOT required <and the EURD list should be updated accordingly>.
Or
|_| Submission of the PSURs for products referred to in Articles 10(1), 10a, 14, 16a of Directive 2001/83/EC is required <and the EURD list should be updated accordingly>.
In some situations, and depending on the characteristics of the products concerned, the PRAC Rapporteur may suggest merging/splitting different EURD list entries, and GPAG may be consulted for further advice on this issue. The rationale should be described in Section 2 of the assessment report, including which entry will be used as the baseline for the current procedure and indicating the PSUR frequency/ies as reference for this update.
In case of merge/split please use the wording below in Section 5 of the assessment report:
<The current EURD list entry for <active substance/combination of active substances> should be merged with the existing EURD list entry/ies for <active substance/combination of active substances>.>
<OR>
[bookmark: _Hlk216353648]<The current EURD list entry for <active substance/combination of active substances> should be split into ‘< active substance or combination of active substances (specify scope)>’ and ‘<active substance or combination of active substances (specify scope)>.> e.g., active substance (scope): Erythromycin (systemic use) / erythromycin (topical use)
<OR>
<The current EURD list entry for <active substance/combination of active substances> should be updated to ‘<active substance or combination of active substances.>
And:
[bookmark: _Hlk216353523]< The EURD list should be updated accordingly.>
Instructions for EMA PM: In case of merge or split, please contact the EURDlist@ema.europa.eu to request the corresponding changes in the EURD database, specifying which entry will be used as the baseline and indicating the PSUR frequency/ies as reference for this update.


[bookmark: _Toc243569821]Annex: <preliminary> <updated> PRAC Rapporteur assessment comments on PSUR and RMP



[bookmark: _Toc243569822]PSUR Data
[bookmark: _Toc243569823]Introduction
This section should provide a brief statement on the active substance, its 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 PSUR. In case of single assessment, this information should be summarised for all products.
The Rapporteur should also highlight whether and which MAH(s) submitted a revised product information as part of the PSUR. If submitted, the acceptability of the proposed changes should be discussed in the relevant sections of this report.
[bookmark: _Toc243569824]Worldwide marketing authorisation status
This section should include brief information provided in the PSUR with regard to the date of the first authorisation worldwide, and in how many countries the product is 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.> 
Rapporteur assessment comment:

[bookmark: _Toc243569825]Overview of exposure and safety data 
[bookmark: _Toc243569826]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.
Rapporteur assessment comment:

[bookmark: _Toc243569827]Changes to reference safety information
This section should highlight what Reference Safety Information is used by the MAH (e.g. CCDS, EU SmPC) and the date of the current version. 
The changes made during the reporting interval to the Reference Safety Information should be summarised. 
The Rapporteur should briefly comment whether any proposals by MAH in terms of new safety information and key risk minimisation recommendations has been made based on the evaluation of the information provided in the PSUR and whether those are already reflected in the EU SmPC. 
Rapporteur assessment comment:

[bookmark: _Toc243569828]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; RMP: module SIII.2 (if applicable)], 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; RMP: module SIV & SV (if applicable)]. 
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. 
Rapporteur assessment comment:

[bookmark: _Toc243569829]Data in summary tabulations
It is not expected to include here or in attachment copies or 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. Summaries of number of events from certain SOCs are also not needed to be added.
A short statement that no new important safety information is identified can be added here, if the case. Standard sentence proposed in the Rapporteur assessment comment box below:
Rapporteur assessment comment:
“No new important safety information is identified"
[bookmark: _Toc243569830]Findings from clinical trials and other sources
This section should provide a brief summary of the clinically important emerging safety 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 – 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).
Rapporteur assessment comment:

[bookmark: _Toc243569831]<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).
Rapporteur assessment comment:

[bookmark: _Toc243569832]<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.
Rapporteur assessment comment:

[bookmark: _Toc243569833]Signal and risk evaluation
[bookmark: _Toc243569834]Summary of safety concerns
In this section, the “baseline” important PSUR 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 as well as the RMP where applicable. Please note that some MAHs may present the EU relevant table in the Regional appendix.
[bookmark: _Toc243569835]Evaluation of safety topics under monitoring and signals
[bookmark: _Toc243569836]Evaluation of safety topics under monitoring
Include each relevant safety topic under monitoring or delete as applicable
< name of the safety topic requested from health authorities>
Requests coming from a regulatory authority to monitor and report a specific topic (not considered a signal) in a PSUR should be assessed in this section. If the specific topic became a signal, it should be included and assessed in section 2.2.2.
Rapporteur assessment comment:
“Taking into consideration the previous request for monitoring [state here which safety topics were previously requested under monitoring], <the MAH is requested to <update their PI/further monitor/provide additional information in the subsequent PSUR> <no further action is considered warranted at this stage>.”
[bookmark: _Toc243569837]Evaluation of signals
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. 
Include for each relevant signal or delete as applicable:
< name of the signal > 
Rapporteur assessment comment:
The Rapporteur should comment on the signals classified by the MAH as new, ongoing and closed during the reporting interval. The Rapporteur should critically assess the evidence presented in support of MAH conclusions on the safety signals. It should be made clear where the Rapporteur does not agree with the outcome of the MAH’s signal evaluation and/or considers further actions are needed. The Rapporteur should also consider whether other signals should have been evaluated by the MAH (e.g. further to review of Eudravigilance data).
[bookmark: _Toc243569838]Evaluation of risks
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 characterise 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.
Please evaluate the MAH’s review of new data on the risks not tackled in section 2.2. It is not expected to routinely request the submission of line listings. If new risks are proposed by the MAH, kindly evaluate the proposal, reflecting on the classification and/or if PI changes are needed consequently. Please state if any action is to be taken by the MAH in relation to previous requests for monitoring. Standard sentence proposed in the Rapporteur assessment comment box below.
As a general guidance, there is no need to copy repetitive information from different MAHs, to allow the assessors to limit the information added to the template.
Rapporteur assessment comment:
“Taking into consideration the review of the risks, <the MAH is requested to <update their PI/further monitor/provide additional information in the subsequent PSUR> <no further action is considered warranted at this stage>”
[bookmark: _Toc243569839]Characterisation of risks
This section should reflect a characterisation 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 minimisation measures in place), the MAH may propose changes to the list of safety concerns. When an important risk or missing information is re-classified, added or removed, a justification should be provided in this section. If no changes are identified it is sufficient for the assessor 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).
If needed, discuss whether updates of the product information are necessary as well as additional risk minimisation measures (RMM) to address specific safety concern(s). If additional risk minimisation measures already exist discuss the need to amend or discontinue one or more of the existing additional RMM. In particular, the continued need of additional RMM should be reevaluated before generics come to the market, i.e. towards the end of data exclusivity.
If no changes are identified, it is sufficient for the assessors 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). In such case, a standard sentence proposed in the Rapporteur assessment comment box below. 
As a general rule, copy/present only those risks that are either new or have changed in the period.
Rapporteur assessment comment:
<The safety concerns remain unchanged>
[bookmark: _Toc243569840]<Effectiveness of Risk Minimisation>
Relevant information on the effectiveness and/or limitations of specific risk minimisation activities for risks that has become available during the reporting interval should be summarised in this section.
[bookmark: _Toc243569841]Update of the Risk Management Plan
Instructions to the assessor: Please detail below the proposed changes in the different parts of the RMP. The relevant parts of the RMP AR template on the EMA website should be copied below as sub-sections.
Please bear in mind that in the context of the EU single assessment, the updated RMP(s) should not be submitted and assessed with the PSUR and this section should therefore not be included for PSUSA.
With the entry into force of all changes introduced to the Variations Regulation (EC) No 1234/2008 by Commission Regulation (EU) No 712/2012, an RMP update can be submitted together with a PSUR only when the changes to the RMP are a direct result of data presented in the PSUR. In this case, sections relative to the RMP assessment should be completed. 
If further to the assessment, the Rapporteur identifies that the RMP update are not a consequence of PSUR data, it should be flagged in order to remind the MAH of the correct procedural framework to be used for RMP update, and the assessment of the RMP should not be included in the PSUSA AR.
This section should be completed if an update of the RMP was submitted further to this PSUR. Topics should focus on the changes made to the RMP subsequent to data arising from this PSUR.
Any new information which has been included in the RMP should be summarised in this section.
[bookmark: _Toc243569842]Benefit evaluation
This section can include a brief summary of the MAH benefit evaluation submitted by the MAH in section 17 of the PSUR, should the assessor agree with the MAHs descriptions and claims.
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, suspension or revocation. In that case, the Rapporteur should discuss here the important baseline efficacy and effectiveness information, the newly identified information on efficacy and effectiveness in order to characterise the benefits.
If no changes to the data on benefits are identified, the following phrase could be used: 
"There are no new data on efficacy that alters previous assessments, and which are described in the approved product information."
[bookmark: _Toc243569843]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 Rapporteur/PRAC 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 in the section “Integrated Benefit-risk Analysis for Approved Indications” of the submitted PSUR. 
Separate benefit-risk evaluation should be provided for each indication of the medicinal products authorised in more than one indication.
Consideration to the updated RMP should be also taken into account if the MAH has proposed a new PhV. plan or a risk minimisation measure to address the changes in the safety profile and minimise the risk.
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. If additional risk minimisation measures (RMM) are in place discuss whether any amendments are needed or whether they can be discontinued. In particular, the continued need of additional RMM should be reevaluated before generics or biosimilars come to the market.
· 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: _Toc243569844]<Rapporteur Request for supplementary information>
Requests should be added to this section in the Rapporteur’s preliminary AR only for the MAH to address during the comment phase. The section is not to be deleted in the updated AR.
It is important to note that full or interim study reports should not be requested or provided for assessment within a PSUR. These reports should be submitted and assessed nationally via an appropriate procedure in line with the Variations Classification guideline of Commission Regulation 1234/2008. However, where the clinical study report contains relevant safety data, the full or relevant sections should be submitted as an appendix to the PSUR and assessed accordingly.
[Requests specifying the exact MAH (NAP) who should address them should be clearly identified].
Considering the TT (15 days for Rapporteur after receipt of comments to update AR), only questions critical to the assessment of the benefit/risk balance should be considered. If further to assessment the Rapporteur considers the RMP should be updated, the request should be included here for MAH to update during the comments phase. Other issues raised during the preliminary assessment should be included in the recommendations to be addressed in future PSURs or RMPs (section 4.1), or just reflected as assessor comments, and / or included in section 2 of the AR.
In the same lines, the number of requested cumulative reviews in the RSI should be limited to the critical ones only and considerations should be given to request cumulative reviews in the next PSUR especially is the PSUR frequency is on a relatively short cycle, or to continue monitoring the event via routine pharmacovigilance. If the PSUR is on a long-term frequency, other regulatory tools could be considered (please refer to the Q & A on PSUSA: Guidance document for assessors (section 2.7.2).
[bookmark: _Toc243569845]<MAH responses to Request for supplementary information>
MAH responses to the Request for supplementary information:

Rapporteur assessment comment:
[bookmark: _Toc243569846]< Comments from Member States >
Member states’ comments:

Rapporteur assessment comment:
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[bookmark: _Toc243569847]Appendix: Overview of the nationally authorised products for which PSURs were submitted in the context of this EU single assessment

Appendix is only applicable for mixed CAPs and NAPs PSUSA
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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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