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<Preliminary><Updated><Final> Assessment Report for non-imposed non-interventional PASS protocol <amendment>- Post-Authorisation Measure <number>
[When a follow-up MEA is submitted, the PAM number should be increased accordingly (e.g. MEA 2.1, 2.2 etc)]
<Invented name>

International non-proprietary name: <INN>

Product No. EMEA/H/C/<XXX> 
Marketing authorisation holder: 
Post-Authorisation Measure <number>

[Additional steps may need to be added manually in case of request for a revised protocol assessed as part of a follow-up MEA]
	Status of this report and steps taken for the assessment

	Current step¹
	Description
	Planned date
	Actual Date

	
	Submission date
	
	

	
	Start of procedure
	
	

	
	PRAC Rapporteur’s preliminary Assessment Report
	
	

	
	PRAC Members comments
	
	

	
	Updated PRAC Rapporteur’s Assessment Report
	
	

	 FORMCHECKBOX 

	PRAC adoption of conclusions
	
	

	
	<CAT Members comments>
	
	

	 FORMCHECKBOX 

	<CAT adoption of conclusions> 
	
	

	
	CHMP Members comments
	
	

	 FORMCHECKBOX 

	CHMP adoption of conclusions
	
	


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.

Note to the Rapporteurs: Assessment reports should be circulated to EMA via EUDRALINK.

[This template is to be used only for non-imposed non-interventional PASS protocols assessed by PRAC.

Please note there are specific templates available for the assessment of imposed non-interventional PASS protocols, amendments to protocols and results under Articles 107n-q of Directive 2001/83/EC on the Post-Authorisation safety studies (PASS) section of the EMA website (Link).
For interventional PASS protocols, please use the PAM-CHMP Rapporteurs assessment report template (Link).]

Administrative information

	PRAC Rapporteur
	Name:
Email:

	PRAC Rapporteur contact person


	Name:
Email:

	PRAC Rapporteur’s assessors 


	Name:
Email:

Name:
Email:

Name:
Email:

	EMA Risk Management Specialist
	Name:
Email:
Tel:

	EMA Procedure Assistant
	Name:
Email:
Tel:


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; however, if the boxes are un-ticked, the EMA will review and redact the report accordingly prior to circulation to the MAH:
 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 on-going assessments or development plans etc), irrespective from which entity 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 section and page where confidential information is located here: ……………………………
Instructions

This template is an 'unprotected' Word document. Its purpose is to provide a framework for drafting the assessment report of non-imposed non-interventional PASS Protocols submitted as post-authorisation measure (PAM). The document can be navigated by clicking the headings in the table of contents.

The format of study protocols for non-imposed non-interventional studies should follow the same format as study protocols of imposed non-interventional studies as specified in Art 38 of the Commission Implementing Regulation (EU) No. 520/2012. Thus, this template’s structure of the scientific discussion is based on the above and on the additional instructions of Module VIII, guidance on good pharmacovigilance practices (rev.3). All headings and sub-headings of this template should be covered. The statement “Not applicable” with a short justification should be included, where relevant.  Each section includes a Summary, the PRAC Rapporteur’s Assessment and the PRAC Rapporteur’s Conclusion.
In accordance with GVP VIII, feasibility reports or pilot that were carried out to support the development of the protocol studies should be reported in the appropriate section of the study protocol with a summary of their methods and results.

Following receipt of comments from EMA/PRAC/CAT/CHMP members, the Rapporteur should consider whether an update is necessary. If so, the scientific discussion section should be updated in order to fully address the comments received and reflect a final position.

If a revised protocol is submitted by the MAH, please use the initial assessment report, indicate the steps of the procedure in section 2 and highlight in each sub-section the modifications to the protocol and the assessment of these modifications.  

The text in green italics at the beginning of each section is intended to guide the assessor on the main points to be considered for review. Please delete this text before circulating the assessment report. 
Confidential information 

In order to minimise redaction of the document before sharing it with the MAH, INN/name of active substance should be used when referring to other products/comparators rather than invented name(s). 

In general, when drafting the assessment report, the assessor should refrain from including commercially confidential information (e.g. reference to other products’ procedures and MA dossier) in the AR, wherever possible.
Data sources for additional guidance
For detailed guidance on the scientific content and background on each section, please refer to:

- the “Guidance for the format and content of the protocol of non-interventional post-authorisation safety studies” (Link)
- the GVP Module VIII on Post-authorisation safety studies (Link).
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List of abbreviations
Provide a list of relevant abbreviations used throughout the assessment report.

1.  
Background information on the procedure
1.1.  About the procedure

This report covers the following post-authorisation measure undertaken by the MAH:
The Marketing Authorisation Holder <insert name of company> submitted <a PASS protocol version <x>><a revised PASS protocol version <x>><to the European Medicines Agency (EMA)> for <insert active ingredient> (<insert product name(s)>).
1.2.  PASS information 

If the protocol follows the format of the “Guidance for the format and content of the protocol for non-interventional post-authorisation safety studies”, the corresponding table can be copied here.

	Title
	Informative title including a commonly used term indicating the study design and the medicinal product, substance or drug class concerned

	MAH’s study ID
	ID number

	Protocol version identifier
	Number

	Date of last version of protocol
	Date

	EU PAS register number
	Registration number in the EU PAS register; indicate “Study not registered” if the study has not been registered in the EU PAS register.

	Active substance
	List of pharmacotherapeutic group(s) (ACT codes) and active substance(s) subject to the study

	Medicinal product
	List of centrally authorised medicinal product(s)

	Product reference
	Reference number(s) of centrally authorised products (e.g. EMA/X/X/XXX)

	Marketing authorisation holder(s)
	Marketing authorisation holder(s) which initiate(s), manage(s) or finance(s) the study



	Joint PASS
	“Yes” or “No”

	Research question and objectives
	Summary of the research question and main objectives

	Country(-ies) of study
	List of countries where the study is to be conducted; if countries have not been identified yet, or if the list is not complete, this should be stated

	Author
	Name and contact details of the main author of the study protocol


2.  Summary of the <revised> PASS protocol assessment
This section should summarise the information provided by the marketing authorisation holder in the PASS protocol and the assessment by the PRAC Rapporteur. It should be concise with relevant information presented in tables (where appropriate) to facilitate easy access and understanding. 

When the protocol has been resubmitted, the amendments to the protocol should be summarised and highlighted in the sub-sections concerned, and the assessment should address whether the amendments have responded to the objections/questions issued by the PRAC/CHMP/CAT.

The ENCePP Checklist for Study protocols (Annex 2 of the study protocol) can be used as a support for the review of the protocol. 
2.1.  Milestones

Summary

Copy here the table of section 6 of the study protocol (Milestones), if available.
<Text>
PRAC Rapporteur’s Assessment

Are the proposed milestones adequate given the safety issue and study objectives?
<Text>
PRAC Rapporteur’s Conclusion

<Text>

2.2.  Rationale and background

Summary

Summarise section 7 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Has the MAH correctly identified, reviewed and understood the safety issue that warranted the study being required?
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.3.  Research question and objectives

Summary

Summarise section 8 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Has the MAH correctly formulated the research question in relation to the safety issue to be investigated? Is the research question translated into measurable objectives? Are objectives clearly formulated? Are there any prior hypotheses? Are there any primary and secondary objectives?
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.4.  Research methods

2.4.1.  Study design

Summary

Summarise section 9.1 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Is the choice of study design appropriate as regards the study research question and objectives?
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.4.2.  Setting

Summary

<Text>
PRAC Rapporteur’s Assessment

Are the source and study populations adequately described and is their choice appropriate as regards the study research question and objectives?
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.4.3.  Variables

Summary

Summarise section 9.3 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Does the protocol adequately describe how exposure(s), outcome(s) and covariate(s) will be defined and measured? Are measurement methods appropriate? Is exposure correctly classified as regards time windows, dose or duration? Is the validity of exposure and outcome measurement discussed?
<Text>
PRAC Rapporteur’s Conclusion

<Text>
2.4.4.  Data sources

Summary

Summarise section 9.4 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Does the protocol adequately describe strategies and data sources for determining exposures, outcomes and other variables relevant to the objectives, such as potential confounding variables and effect modifiers?  Are coding systems described? Is there any evidence about the validity of the data source(s)? If data linkage is used, is the linkage method adequately described?
<Text>
PRAC Rapporteur’s Conclusion

2.4.5.  Study size

Summary

Summarise section 9.5 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Are the assumptions used for any calculation of sample size or precision of the study based on evidence? Are these assumptions acceptable? Is the sample size or study precision adequate?
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.4.6.  Data management

Summary

Summarise section 9.6 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Is data management adequately described, e.g. data collection and storage?
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.4.7.  Data analysis

Summary

Summarise section 9.7 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Does the data analysis plan provide sufficient details on the statistical methods that will be performed on the observed data in the study to generate the results that will be interpreted, incl. correction of inconsistencies or errors, imputation of missing values, data transformation and presentation, calculation of point estimates and their precision, adjustment for confounding, sensitivity analyses? Are these statistical methods sound and appropriate?

If the analysis plan will depend on the actual data and may not be determined in advance (e.g. where several data sources are used and the analytical method will depend on the heterogeneity of the data), is the process to identify the most appropriate method explained? 

(see also Chapter 7 of the ENCePP Guide on methodological standards in pharmacoepidemiology) [http://www.encepp.eu/standards_and_guidances/documents/ENCePPGuideofMethStandardsinPE_2.pdf] 
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.4.8.  Quality control

Summary

Summarise section 9.8 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Will adequate mechanisms and procedures be in place to ensure data quality and integrity, and to allow accurate data reporting, interpretation and verification?  Will methods of quality assurance be applied?
<Text>
PRAC Rapporteur’s Conclusion
<Text>
2.4.9.  Limitations of the research methods

Summary

Summarise section 9.9 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Have potential limitations of the study protocol been correctly identified and discussed in relation to the objectives of the study?
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.4.10.  Other issues

Summary

Identify any other issue that needs to be discussed.
<Text>

PRAC Rapporteur’s Assessment

<Text>

PRAC Rapporteur’s Conclusion

<Text>
2.5.  Protection of human subjects

Summary

Summarise section 10 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Have data protection requirements been described and is there evidence they will be complied to?
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.6.  Management and reporting of adverse events/adverse reactions

Summary

Summarise section 11 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Are procedures for the collection, management and reporting of ICSRs and other safety information correctly described and in line with regulatory requirements (see also Module VI of the Good pharmacovigilance practice)?
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.7.  Plans for disseminating and communicating study results

Summary

Summarise section 12 of the study protocol.
<Text>
PRAC Rapporteur’s Assessment

Are the plans for disseminating and communicating study results acceptable?
<Text>

PRAC Rapporteur’s Conclusion

<Text>

2.8.  Other comments

Provide any other comment not falling among one of the above sections.

<None> <Text>
3.  Scientific discussion
Please provide an overall assessment of the <revised> non-imposed non-interventional PASS protocol identifying the most important aspects and deficiencies detailed above. 
Please summarise evidence for each conclusion, discuss if the data submitted fulfil the requirements (legal, guidelines, scientific advice) and describe the major issues raised (and how they are addressed in case of a revised protocol). 
Incorporate an integrated summary of all comments expressed regarding the different aspects of the study protocol. Ensure that the discussion does not contain references to individual PRAC/CHMP/CAT/ Member States comments.

This section should be updated at each stage accordingly.

<Text>

4.  Overall conclusion
Please select an outcome (PAM fulfilled/not fulfilled).
 FORMCHECKBOX 
  PAM fulfilled 
<No further revision of the non-imposed non-interventional PASS protocol is required. The protocol version <xxx> can be endorsed.>
To be ticked if all protocol commitments are fulfilled (i.e. non-imposed non-interventional PASS protocol is endorsed).
 FORMCHECKBOX 
  PAM not fulfilled - further action required
For non-imposed non-interventional PASS protocol requiring revisions, the “PAM not fulfilled” box should be ticked until the protocol is acceptable.
In accordance with Article 107m(3) of Directive 2001/83/EC, non-interventional PASS shall not be performed where the act of conducting the study promotes the use of a medicinal product, in which case an objection should be raised. 
<A revised protocol for the non-imposed non-interventional PASS should be submitted by <date> taking into account the comments below. The review of the revised protocol will follow a 74-day timeline.> 
NB: Please select the submission deadline in the timetable for PAMs assessed by PRAC (Link). For ATMP, please refer to the timetable assessed by PRAC – ATMP (Link).
The standard timeline for assessment is 74 days. In urgent cases or if minor issues are outstanding, the procedure can be assessed following a 44-day timeline. In that event, the PRAC Rapporteur team should liaise with the EMA so they can be provided with an assessment timetable reduced to 44 days. Where applicable, the timeline statement above should be amended accordingly.
Provide for each main section of the study protocol a list of comments requiring additional information, clarification, or protocol revision.
This section is to be used every time a revised protocol is requested. Please indicate if this is the 1st, 2nd, 3rd etc. request as necessary.

<Text>

5.  Assessment of the MAH’s responses

Important: Please update the scientific discussion and/or overall conclusion’s sections based on the additional information and/or revised PASS protocol submitted as part of responses.

This section should be replicated each time responses are received. 
PRAC Rapporteur’s Request 

<Text>
MAH’s response

Summarise the responses provided by the MAH for each comment.
<Text>

PRAC Rapporteur’s Assessment

Provide an assessment of the additional information and/or revisions in the protocol for each comment.

<Text>

PRAC Rapporteur’s Conclusion

<Text>
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