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[bookmark: BodyBlank]Veterinary Medicines Division
Veterinary Signal Assessment Report for 
<Active substance/INN – BRANDNAME (therapeutic class[footnoteRef:1]) and adverse event(s) (VeDDRA term(s))> [1:  This template may also be used in relation to signals that would be considered and analysed at e.g., ATCvet level or other relevant groupings at therapeutic, species, route of administration level.] 



	General guidance
This template should be used by marketing authorisation holders (MAHs) to provide their assessment of all signals detected and validated in the Union Pharmacovigilance database (EudraVigilance Veterinary(EVVet)) or from any other sources, including the MAH’s own database.
This includes:
- signals for which the MAH proposes further regulatory actions/measures (e.g., update of the product information (PI)),
- signals for close monitoring, 
- signals that are refuted by the MAH,
- signals which are currently placed under close monitoring and the MAH has subsequently undertaken further analysis (i.e. follow – up assessment).
[Note that separate documents should not be submitted and all information relevant for the signal assessment should be included in this form, using annexes as necessary].
The requirements outlined in the Guideline on veterinary good pharmacovigilance practices (VGVP) Module: Signal Management and the  Veterinary Union Pharmacovigilance Database Best Practice Guide should be followed when completing the form. 
This form should not be used for signals meeting the definition of an emerging safety issue (unless a signal assessment is requested by the Agency or national competent authorities).
Once completed, please upload the form as an attachment (in Microsoft Word format) in the EMA IRIS portal together with the veterinary signal management submission.
All the sections should be completed with the information requested or a justification should be provided where the required information has not been provided. Sections should not be left blank.
Once MAHs have notified and recorded in IRIS any detected, validated and assessed signals with proposed further regulatory actions such as an update of the PI, they shall submit without undue delay an application for a variation requiring assessment (VRA) under classification G.I.19.
For VRAs where the data submitted in support of the proposed changes concern extensive safety data (e.g., post-marketing surveillance study results, or extensive published literature references), or where the proposed changes concern a major PI update impacting several safety-related or lengthy sections, or where other risk minimisation measures are involved, VRA classification G.I.4 should be used.
In case of doubt related to the required assessment of the PI update and therefore the selection of the appropriate VRA classification (G.I.19 or G.I.4), for non-centrally authorised products, MAHs are encouraged to contact the relevant competent authority (Heads of Medicines Agencies: National Contacts (hma.eu)) and seek clarification before submitting. For centrally authorised products, please contact the Agency via the question form on the EMA website.
Where MAHs are responsible for the same or similar veterinary medicinal product(s) as defined in the VICH Guideline 24, authorised in different Member States through different authorisation procedures, the signal management process may be performed at active substance level for all the products combined according to Article 17(2) of the Commission Implementing Regulation (EU) 2021/1281. For these cases, MAHs should follow the work-sharing procedure for the VRAs that need to be submitted. Please refer to the CMDv Best Practice Guide for work-sharing.
For detailed procedural guidance, please refer to the EMA-CMDv VRA guidance and for centrally authorised products, see also VRA Q&As. For non-centrally authorised products, please liaise with the relevant competent authority.
Unless justified, all sections of the assessment report should be completed irrespective of the signal submission type. 
MAHs should note this template is designed to allow the MAH to provide a clear, concise overview of the signal evaluated, focusing on the main points that provide support to the conclusion drawn by the MAH. It is up to the MAH to use their judgement as to the extent of the information/data and analysis to be provided, however, they should ensure that it is sufficient to permit the regulator to understand the justification for their conclusion. 


[bookmark: _Hlk175922969]Proposal for action:
[bookmark: _Hlk175914545]
Close Monitoring ☐
Refuted ☐
PI update via G.I.19 variation ☐
PI update via G.I.4 variation ☐	
Post-marketing surveillance study ☐
Other, please specify: ☐
1. ADMINISTRATIVE INFORMATION
	Date of this notification
	DD MM YYYY

	Status of this notification
<Select “follow-up” if this submission relates to a previous signal submission, with a recommendation for close monitoring>
	<<Initial>>

<<Follow-up>> 

	Active substance(s) (invented name(s)) of the veterinary medicinal product
	<Text>

	VeDDRA term(s):
[bookmark: _Hlk182240778]Please refer to the Veterinary Union Pharmacovigilance Database – Best Practice Guide.

	<Include all the related VeDDRA PT terms applicable for the signal, even if they are included in different SOC (e.g. Diabetes mellitus, Hyperglycaemia, Glucosuria, Ketosis). 

	Species:
	<Text>






2. SIGNAL DESCRIPTION
<Efforts should be made to provide all relevant data (including a cumulative data review, meaning analysis from the moment the product has been marketed until the end period of the analysis) and complete all relevant sections of this form. Applicants should present data in a concise, readable, and informative way in order to facilitate a timely assessment.
Text for inclusion in this section will be dependent on signal type and associated VeDDRA term(s). MAHs should use their clinical judgement when filling in this section and only provide information which is relevant to the signal submission and associated VeDDRA term(s) submitted.>
[bookmark: _Hlk175923133]2.1. Source of signal assessment data 
<Along with the EVVetData Warehouse database, the MAH may select one or more additional sources of data for their signal detection. In accordance with Article 17(7) of Commission Implementing Regulation (EU) 2021/1281, MAHs shall conduct at least one signal detection analysis per year for each of their active substances or products in the Union Pharmacovigilance Database. Therefore, MAHs are encouraged to include data obtained from the EVVet Data Warehouse database in their submission as either primary or supportive data. Please refer to the Veterinary Union Pharmacovigilance Database – Best Practice Guide.> 

	EVVet Data Warehouse database
	☐

	MAH database
	☐

	Additional information from Scientific Literature
	☐

	Safety-related regulatory action or communication in third countries
	☐

	Clinical studies or post-marketing surveillance studies
	☐

	Other – please specify

	☐



Nature of the signal:  

New risk: <Text> <specify the adverse event, the species, and if relevant, statistical measures such as ROR values. Please refer to the Veterinary Union Pharmacovigilance Database – Best Practice Guide>


New aspect of a known risk: <Text> <specify the new aspect and the known risk (e.g. increase in the incidence of an expected adverse event, change in the severity of an expected adverse event…)> 

2.2. Background 
<Text here.>
<This section should include a concise summary of the relevant information on the product(s) / active substance(s) (including therapeutic indication(s), target species, etc), and on the adverse event(s) (e.g., morbidity, epidemiology, case definition, etc.)> 

Clinical relevance: <Text>
<Briefly summarise the clinical relevance of the adverse event(s) and if the event(s) concern(s) a medically important (MI) VeDDRA term. Briefly explain the potential public health, animal health or environmental implications. See Guideline on veterinary good pharmacovigilance practices VGVP Module: Signal Management.>
Relevant history: <Text> 
<Provide information on any regulatory actions or previous assessments, performed at national or EU level in relation to the signal. Wherever relevant, it should be highlighted if the VeDDRA terms associated with the signal under assessment are included in the PI of the same or similar products authorised elsewhere.> 
2.3. Signal assessment
<This section should assess the available information and provide a conclusion on any potential causal relationship between the concerned product and the detected new risk or change in a known risk. In addition, a conclusion should be provided on any change to the benefit/risk balance of the product and whether any regulatory action/measures (such as updating the PI) are required.>
2.3.1. Evidence from EudraVigilance Veterinary (EVVet)
[bookmark: _Hlk175923582]<The period of analyses should be clearly specified and justified. The analysis for any initial signals should include a cumulative review of all available relevant reports. 
For follow-up submissions, the MAH should include an analysis conducted from the last submission date to the current date of analysis. The analysis should focus on the relative, new aspects of data found. The previous signal submission reference number should be included to allow the assessor to cross reference previous assessment. This should be supplemented with a cumulative search for comparison only. 
The MAH should consider if they change the outcome of the previous evaluation.
[bookmark: _Hlk199948513]For G.I.19 submissions, focus should be on the most recent, new aspects of information which contributed to the decision to update the product information. Previous signal submission reference numbers should be included to allow the assessor to cross reference previous assessment. This should be supplemented with a cumulative search for comparison, however in-depth analysis should focus on the follow–up submission search timeframe.  
Please refer to the Veterinary Union Pharmacovigilance Database – Best Practice Guide.

	Period of the cumulative analysis
<from date of authorisation – current date of analysis >
	<<DD MM YYYY – DD MM YYYY>>

	Additional analysis 
(applicable for follow-up submissions)
(E.g. one year period from last due date to current date of analysis)
	<<DD MM YYYY - DD MM YYYY>>


<Specify the dates(s) of previous submission(s)>


	Previous signal submission(s)
	<Specify the reference(s) of previous submission(s)>




Date of query: <<DD – MM – YYYY>
Type of search used: <The MAH should include the type of search used on the EVVet Data Warehouse database if applicable (e.g. product short name, ATC vet code etc), so that the search can be repeated by the competent authority if necessary>.
<This section should include a complete review of the data from EVVet database, based on the MAHs analysis of the relevant individual adverse event reports recorded (both) in the period concerned as well as cumulatively. The review should highlight the strength of evidence and clinical relevance of the signal and should include a summary of the cases in support of the conclusions on the signal. 
Ideally, the summaries should include, where relevant: the VeDDRA term(s) used, the total number of cases, and from those, the number of supportive cases, positive de-challenge or re-challenge, dose-event relationship, lack of potential alternative causes, possible mechanism based on the biological and pharmacological plausibility, temporal plausibility, clinical context (e.g., potential drug-drug interactions, specific species affected, risk factors) and quality of documentation.
It may be helpful, especially for signals which contain a large number of adverse events, to introduce tables or tabulations summarising the main findings. It is important to indicate which data has been excluded from the analysis and provide relevant justification for the exclusion. 
In order to present the analyses and findings in a clear manner, it may be helpful to structure the data review in relation to e.g. different formulations (dosage form(s) and strength(s)), target species (if the veterinary medicinal product is authorised for use in more than one species), event type (that is, serious, non-serious, human adverse event, etc.), and country or region where the event occurred. Any statistical review should also be presented i.e., ROR values or any other relevant statistical measure. See Guideline on veterinary good pharmacovigilance practices VGVP Module: Signal Management and the Veterinary Union Pharmacovigilance Database – Best Practice Guide.>
[bookmark: _Hlk175923694]Relevant statistical measures: <Text>
<The MAH should provide details of any statistical measures used in assessing the signal and how the results support the conclusions made.>
Incidence calculations: <Text> 
[bookmark: _Hlk182314641]<The MAH should provide incidence calculations as appropriate and should provide adequate details to allow verification of the calculations made. In the case of follow-up signal submissions, the MAH is expected to provide analysis covering the period from the last submission until the recent due date, alongside the cumulative analysis.> 
2.3.2. Evidence from other sources
<Text here.>
<This section should include a narrative overview of available data from other sources (e.g. from the MAH database, scientific literature, post-authorisation safety studies, published adverse event reports, user experience studies). Efforts should be made to present data in a concise and informative way to facilitate assessment. Adverse event reports included in the analysis, which are not included in the EVVet database, should be provided as line listings or similar, or be uploaded to EVVet database prior to submission (if uploaded, they can be included in the analysis in section 2.3.1.)
A bibliographic listing of the scientific articles that address adverse events should be included, where appropriate. Information on databases searched should be provided. The literature search should primarily be product-based but can include information on other products with the same or similar active substances.>
3. CONCLUSION AND PROPOSED ACTION BY THE MARKETING AUTHORISATION HOLDER
<Text here.>
<This section should very briefly summarise and justify the conclusions of the MAH and whether there are any changes to the benefit-risk balance of the product or if a new risk/new aspect of a known risk is identified. The most relevant evidence in support of this conclusion on the signal should be identified and a brief statement highlighting whether the available evidence reviewed supports a potential causal association between the veterinary medicinal product or active substance(s) concerned and the suspected adverse event(s)should be provided. 
It is important that the MAH provides adequate justification for their decision to refute or closely monitor a signal or for any regulatory action/measures they propose. 
The MAH should specify if the signal is proposed to be refuted (i.e., no further regulatory actions are necessary besides routine pharmacovigilance activities), if the signal is proposed for close monitoring (i.e. if further follow-up is warranted) or if any other actions such as proposing a post-marketing surveillance study are warranted, by selecting the relevant statement below.>
[bookmark: _Hlk175923840]<<Based on the above assessment of the detected signal, the marketing authorisation holder concludes that this signal can be refuted. No regulatory action is required at this point in time.>>
<<Based on the above assessment of the detected signal, the marketing authorisation holder concludes that this signal should be placed under close monitoring. This signal will be reviewed at the next product due date. No regulatory action is required at this point in time. >>
<<Based on the above assessment of the detected signal, the marketing authorisation holder concludes that an update to the product information is required. A <G.I.19> <G.I.4> variation will be submitted without undue delay. >>
<<Based on the above assessment of the detected signal, the marketing authorisation holder proposes to conduct a post-marketing surveillance study to collect additional data. >>
In case of changes to the benefit-risk balance or if a new risk/new aspect of a known risk is identified, a proposal for regulatory actions to address the signal should be provided, e.g.:
· Update the PI to add the event(s) as an adverse event, include a new warning, add a new contraindication, add a new interaction, information on risk minimisation measures, etc.;
· Propose a post-marketing surveillance study to confirm and/or quantify the risk or identify potential risks factors, etc.;
· Risk minimisation measures other than PI update, e.g. restricted/ changed prescription status.
· Withdrawal (permanent or temporary) of the marketing authorisation of the product; 
· [other <to be specified>…].
If an update of the PI is proposed, the specific wording to be added/amended should be provided and suitably justified.>

4. ANNEXES
<Text here.>
<This section may not always be needed. Additional/supplementary information may be provided as Annexes within this assessment report template to ensure that only a single document is uploaded to IRIS.>
<List of literature references, if applicable>
<List of attachments, if applicable>

<5. Regulatory outcome>
For NCA’s internal use
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