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ADMINISTRATIVE INFORMATION

	Name of the medicinal product(s) in the RMS
	     

	Name of the active substance (INN, common  name):
	     

	Pharmaco-therapeutic group (ATC code)
	[bookmark: Tekstvak3]     

	Pharmaceutical form(s) and strength(s)
	[bookmark: Tekstvak4]     



	Procedure number
	[bookmark: Tekstvak5]     

	Member States concerned
	[bookmark: Text52]     



	RMS contact person
	[bookmark: Text53]Name:      
[bookmark: Text54]Tel:      
[bookmark: Text55]Email:      



	Names of the assessors 
	Quality:
[bookmark: Text56]Name(s):      
[bookmark: Text57]Tel:      
[bookmark: Text58]Email:      

Nonclinical:
[bookmark: Text59]Name(s):      
[bookmark: Text60]Tel:      
[bookmark: Text61]Email:      

Clinical:
[bookmark: Text62]Name(s):      
[bookmark: Text63]Tel:      
[bookmark: Text64]Email:      

Pharmacovigilance:
Name		     
Tel:	 	     
Email




	Nature of change/s requested
	     



	Active Substance Master File (ASMF) Assessment Report/s 
<Active substance> - <ASM> - <ASMF reference number> <ASMF holder’s version> 
	<Attached as separate document/s <including confidential Annex 1>>  <N/A>


[bookmark: _Toc38083980][bookmark: _Toc55320331][bookmark: _Toc55320421][bookmark: _Toc55320794]
Recommendation
[bookmark: Dropdown1][bookmark: Dropdown2][bookmark: Dropdown3][bookmark: Text37][bookmark: Text38][bookmark: Text39][bookmark: Text40]Based on the review of the data on ,  , the RMS considers that the <group of> variation<s>< following a worksharing procedure according to Article 20 of Commission Regulation (EC) No 1234/2008> for <medicinal product invented name> (<INN>), in the treatment of <indication>, for the following proposed changes <scope of variation>
<is approvable. >
<is not approvable unless the MAH can provide satisfactory responses to the <X> request for supplementary information. The details of these/this objections/request for supplementary information are provided in section V.>
<is not approvable since major objections (see section V.1) have been identified which preclude a recommendation for such variation and recommend that the variation to the terms of the Marketing Authorisation should be refused.>

<The section below should only be filled out in case of variation(s) with impact on the conditions to the Marketing Authorisation>
[bookmark: _Toc514423492][bookmark: _Hlk55319736]Conditions to Marketing Authorisation pursuant to Article 21a, 22 or 22a of Directive 2001/83/EC

Please choose one of the following options and delete the ones not applicable
|_|	For the condition(s)/ to the Marketing Authorisation that have been lifted as a result of the variation assessment, see section IV.
|_|	For the previously agreed condition(s) to the Marketing Authorisation that remain(s) valid and is/are still outstanding, see section IV.
|_|	For the new condition(s) to the Marketing Authorisation that has/have been agreed as a result of the variation assessment, see section IV.


[bookmark: _Toc38083981][bookmark: _Toc55320332][bookmark: _Toc55320422][bookmark: _Toc55320795]Executive Summary
[bookmark: _Toc55320333][bookmark: _Toc55320423][bookmark: _Toc55320796]Scope of the variation 
<Text>

[bookmark: _Hlt514758012][bookmark: _Toc473351217][bookmark: _Toc517774791][bookmark: _Toc38083982][bookmark: _Toc55320334][bookmark: _Toc55320424][bookmark: _Toc55320797] Scientific discussion 
	This discussion should clearly provide the scientific rationale for the recommendation and for the objections and concerns/request for supplementary information listed in section V.
In case the ASMF procedure is used to introduce a new source for the AS (initial submission of an ASMF in a MAV application), Letter/s of Access in relation to drug product/s should be described.


[bookmark: _Toc473351218][bookmark: _Toc517774792][bookmark: _Toc38083983][bookmark: _Toc55320335][bookmark: _Toc55320425][bookmark: _Toc55320798]<Quality aspects>
<Text> <N/A>

III.1.1    <Active substance (related to additional data provided by applicant only)>
<Text> <N/A>

	It should be mentioned whether a CEP or ASMF procedure or full information in the dossier of the AS is used.
In case the ASMF procedure is used it should be mentioned that the assessment of the Active Substance Master File (ASMF) is provided in a separate ASMF Assessment Report with a confidential annex on the Restricted Part.
When variation concerns more than one ASMF, a separate report is provided for each ASMF.
Where ASMF or CEP is applicable, clarify the source (applicant or ASMF holder or CEP holder) and level of details to be drafted in the assessment report. 
The assessment of the drug substance in this VAR should only address additional  information provided by the applicant, which is not included in the ASMF. In case a full Module 3.2.S for the Active Substance is provided by the applicant, assessment of the active substance should be included in the  PVAR.



III.1.2 <Medicinal product>
<Text> <N/A

[bookmark: _Toc38083984][bookmark: _Toc55320336][bookmark: _Toc55320426][bookmark: _Toc55320799]<Non clinical aspects>
<Text> <N/A>


Methods


Results

[bookmark: _Toc473351228][bookmark: _Toc517774802][bookmark: _Toc38083985][bookmark: _Toc55320337][bookmark: _Toc55320427][bookmark: _Toc55320800]< Clinical aspects>
[bookmark: _Toc6815194]<Text> <N/A>

[bookmark: _Toc55320338][bookmark: _Toc55320428][bookmark: _Toc55320801][bookmark: _Toc508102281][bookmark: _Toc517774850][bookmark: _Toc6815195]<III.3.1	Clinical pharmacology>
<Text> <N/A>

[bookmark: _Toc473351232][bookmark: _Toc517774806][bookmark: _Toc55320339][bookmark: _Toc55320429][bookmark: _Toc55320802]<III.3.2	Clinical efficacy>
<Text below relevant subheadings as detailed below> <N/A>
[bookmark: _Toc6815220]
Main study(ies)


Methods


Results


[bookmark: _Toc6815221]Clinical studies in special populations


[bookmark: _Toc508102285][bookmark: _Toc517774854][bookmark: _Toc6815222]Analysis performed across trials (pooled analyses and meta-analysis)


Supportive study(ies)


[bookmark: _Toc473351236][bookmark: _Toc517774810][bookmark: _Toc55320340][bookmark: _Toc55320430][bookmark: _Toc55320803]<III.3.3	Clinical safety>
<Text below relevant subheadings as detailed below> <N/A>

[bookmark: _Toc6815227]Patient exposure


[bookmark: _Toc6815228]Adverse events


[bookmark: _Toc508102291][bookmark: _Toc517774860][bookmark: _Toc6815229]Serious adverse events and deaths


[bookmark: _Toc508102292][bookmark: _Toc517774861][bookmark: _Toc6815230]Laboratory findings


[bookmark: _Toc508102293][bookmark: _Toc517774862][bookmark: _Toc6815231]Safety in special populations

[bookmark: _Toc55320341][bookmark: _Toc55320431][bookmark: _Toc55320804]<III.3.4	RMP>
<Text> <N/A>

The following introductory statement can be included
<The MAH has submitted a risk management plan/ an updated risk management plan, in accordance with the requirements of Directive 2001/83/EC as amended, describing the pharmacovigilance activities and interventions designed to identify, characterise, prevent or minimise risks relating to (insert name of medicinal product).”>

Any update to RMP should be described.

Safety specification
[Insert summary table of proposed safety concerns (RMP Part II: Module SVIII)].

Pharmacovigilance Plan 

<[Insert summary of the pharmacovigilance plan (RMP Part III.5)]

OR

<Routine pharmacovigilance is suggested and no additional pharmacovigilance activities are proposed by the applicant, which is endorsed.>


Risk minimisation measures
<[Insert summary table of proposed risk minimisation measures (RMP Part V.3].>

 OR

<Routine risk minimisation is suggested and no additional risk minimisation activities are proposed by the applicant, which is endorsed.>

Summary of the RMP

In this paragraph the RMS should summarise the conclusion on the assessment of the RMP. 
The following statements can be used:
<The submitted Risk Management Plan, version <XX> signed <date> is considered acceptable.> <The submitted Risk Management Plan, version <XX> signed <date> is not considered acceptable. See List of Questions for further details.>

[bookmark: _Toc55320342][bookmark: _Toc55320432][bookmark: _Toc55320805]<Product information>
<Text> <N/A>
<Harmonisation of PL and labelling is included as part of this procedure.>
<PL and labelling are harmonised for this product.>

[bookmark: _Toc55320343][bookmark: _Toc55320433][bookmark: _Toc55320806]<III.4.1 Summary of Product Characteristics>


[bookmark: _Toc55320344][bookmark: _Toc55320434][bookmark: _Toc55320807]<III.4.2 Package leaflet and user test>


[bookmark: _Toc55320345][bookmark: _Toc55320435][bookmark: _Toc55320808]<III.4.3 Labelling>


[bookmark: _Toc508102261][bookmark: _Toc517774815][bookmark: _Toc38083986][bookmark: _Toc55320346][bookmark: _Toc55320436][bookmark: _Toc55320809]OVERALL CONCLUSION <AND Benefit-risk assessment>

[bookmark: _Hlk55319863]Please also indicate
- if existing conditions to the Marketing authorisation pursuant to Article 21a, 22 or 22a of Directive 2001/83/EC  remain valid or can be lifted, 
-if new conditions to the Marketing authorisation pursuant to Article 21a, 22 or 22a of Directive 2001/83/EC should be imposed,
or that no conditions to the Marketing authorisation are applicable.
Please also provide a justification, by e.g. referring to other parts of the PVAR.

[bookmark: _Toc517774819][bookmark: _Toc38083987][bookmark: _Toc55320347][bookmark: _Toc55320437][bookmark: _Toc55320810]Request for supplementary information as proposed by the RMS


	Questions must be divided into ‘major objections’ and/or ‘other concerns’, which are defined as follow:
‘Major objections’ preclude a recommendation to the variation to the term of the marketing authorisation. In principle, one ‘major objection’ may entail more than one question and the use of bullet points or subheadings is encouraged. It is vital that the structure and content of the objection are clear and understandable to the reader. Detailed comments may be necessary along with a reference to guidance documents
Ideally, the objection should include a clarification as to what kind of response/action by the MAH could be considered to solve the problem.
‘Other concerns’, may affect the proposed conditions to the variation to the terms of the marketing authorisation and product information. 


[bookmark: _Toc10285834][bookmark: _Toc38083988][bookmark: _Toc55320348][bookmark: _Toc55320438][bookmark: _Toc55320811]V.1 < Major objections>
<Text below relevant subheadings as detailed below> <N/A>
[bookmark: _Toc55320349][bookmark: _Toc55320439][bookmark: _Toc55320812]<V.1.1 Quality aspects>
<V.1.1.1. Active Substance (related to additional data provided by applicant only)>


	In case the ASMF procedure is used the following should be stated in case  major objections are being raised on the restricted or applicant’s part of the ASMF:
‘For  major objections on the restricted or applicant’s part of the ASMF see separate AR on the ASMF’



<V.1.1.2. Medicinal Product>


<V.1.2 Non clinical aspects> 


[bookmark: _Toc55320350][bookmark: _Toc55320440][bookmark: _Toc55320813]<V.1.3 Clinical efficacy>    


[bookmark: _Toc55320351][bookmark: _Toc55320441][bookmark: _Toc55320814]<V.1.4 Clinical safety>

[bookmark: _Toc55320815]<V.1.5 RMP>


[bookmark: _Toc55320352][bookmark: _Toc55320442][bookmark: _Toc55320816]<V.1.6 Product information>

[bookmark: _Toc38083989][bookmark: _Toc55320353][bookmark: _Toc55320443][bookmark: _Toc55320817]V.2 < Other concerns>
<Text below relevant subheadings as detailed below> <N/A>
[bookmark: _Toc55320354][bookmark: _Toc55320444][bookmark: _Toc55320818]<V.2.1 Quality aspects>
< V.2.1.1 Active Substance (related to additional data provided by the applicant only)>

	In case the ASMF procedure is used the following should be stated in case other concerns are being raised on the restricted or applicant’s part of the ASMF:
“For other concerns on the restricted or applicant’s part of the ASMF see separate AR on the ASMF”.



< V.2.1.2 Medicinal Product>


[bookmark: _Toc55320355][bookmark: _Toc55320445][bookmark: _Toc55320819]<V.2.2 Non clinical aspects>


[bookmark: _Toc55320356][bookmark: _Toc55320446][bookmark: _Toc55320820]<V.2.3 Clinical efficacy>


[bookmark: _Toc55320357][bookmark: _Toc55320447][bookmark: _Toc55320821]<V.2.4 Clinical safety>
[bookmark: _Toc55320448][bookmark: _Toc55320822]<V.2.5 RMP>


[bookmark: _Toc55320358][bookmark: _Toc55320449][bookmark: _Toc55320823]<V.2.6 Product information>



[bookmark: _Hlt514758008]
















[bookmark: _Toc55320359][bookmark: _Toc55320450][bookmark: _Toc55320824][bookmark: _Toc184541226][bookmark: Text49][bookmark: Text50][bookmark: Text51]<Annex:
Proposed changes to the <SmPC>, <PL>, <Labelling> ANNOTATED with THE RMS’s comments AFTER EACH SECTION>
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