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1
Purpose of this SOP
This SOP describes the signal management as a part of the ongoing monitoring of benefit-risk profile of the medicinal products of the Company „Muster“ and the respective responsibilities. 
The signal management process covers all steps from detecting signals to recommending action(s) including the signal detection, validation, analysis and prioritisation, assessment, recommendation for action and the exchange of information. 

This SOP is based on the Good pharmacovigilance practices (GVP) module IX “Signal Management”. The SOP is focused on the signal management regarding medical issues. Quality defects are generally out of scope of this SOP, except if associated with medical consequences, e.g. adverse drug reactions. Furthermore the assessment of quality defects is described in SOP PV 011 („Bearbeitung und Bewertung von Qualitätsmängeln“).

2
Scope and Responsibilities
This SOP is applicable for all employees, departments and units with responsibilities regarding the signal management of the products of the Company „Muster“, internally or externally.

The ultimate responsibility for the implementation of and the compliance with this SOP rests on the EU QPPV resp. the Local Qualified Person for Pharmacovigilance. The execution of the signal management tasks could be delegated to other persons; any kind of delegation need to be documented.
3
Implementation
3.1
Definition
According to Good pharmacovigilance practices (GVP) a signal is defined as: “Information that arises from one or multiple sources (including observations and experiments), which suggests a new potentially causal association, or a new aspect of a known association, between an intervention and an event or set of related events, either adverse or beneficial, that is judged to be of sufficient likelihood to justify verificatory actions”. For the purpose of GVP, only new information related to an adverse reaction, and not to potential beneficial effects, will be considered.

According to PRAC “a safety signal is information on a new or incompletely documented adverse event that is potentially caused by a medicine and that warrants further investigation. The presence of a safety signal does not mean that a medicine has caused the reported adverse event. The adverse event could be a symptom of another illness or caused by another medicine taken by the patient. The evaluation of safety signals is required to establish whether or not there is a causal relationship between the medicine and the reported adverse event”.

3.2
Signal sources
Signals are generated from several sources such as reports of adverse events from healthcare professionals or patients (spontaneous reports), clinical studies and the scientific literature. Signals may also arise from a wide range of different sources, which should be considered. They potentially include all scientific information concerning the use of authorised medicinal products of the Company „Muster“ including quality, non-clinical, clinical and pharmacovigilance data (active surveillance systems, non-interventional studies, and other sources of information). Other sources of information include the internet, digital media (such as public websites, social networks, blogs) or other systems through which patients and consumers may communicate adverse experiences with medicinal products. 
3.3 
Periodicity 

Signals detection based on a review of ICSRs of Company „Muster“ is immediately performed after the receipt of an ICSR during the routine pharmacovigilance. 

In general, signals detection from statistical analyses is created at the following frequency:

· Initially (if signals detection is performed for the first time): all cases since the marketing authorisation 

· Regularly: all cases occurred in the last detection period (e.g. once per year)

· Not regularly: all cases occurred in a defined period of time (e.g. PSUR period)

[Anmerkung: Die Frequenz der durchzuführenden Signalanalyse ist firmenindividuell vor dem Hintergrund der vorhandenen Datenmenge vorzunehmen. Ggf. kann auch eine produktspezifische Festlegung sinnvoll sein, falls einzelne Produkte vor Risikoprofil deutlich von den übrigen Produkten abweichen. Das GVP-Modul empfiehlt, mindestens einmal pro Jahr eine Analyse durchzuführen.]
The periodicity at which statistical reports should be generated and reviewed may also vary according to the active substance/medicinal product, its indication and potential or identified risks. Some active substances/medicinal products may also be subject to an increased frequency of data monitoring.

3.4
The signal management process
This process includes the following steps:
3.4.1 Signal detection
The methodology of signals detection may be performed based on a review of ICSRs, from statistical analyses in large databases, or from a combination of both.

Whichever methods are employed for the detection of signals, the QPPV or delegates of Company „Muster“ considers the following principles: 

· the method used should be appropriate for the data set; for example, the use of complex statistical tools may not be appropriate for small data sets; 

· data from all appropriate sources should be considered (please note that in case of non-ICSR information the signal management process would start with the signal validation, please see 3.4.2); 

· systems should be in place to ensure the quality of the signal detection activity; 

· data should be assessed by an appropriately qualified person in a timely manner; 

· urgent and appropriate action should be taken whenever a potential safety issue with major public health impact is detected;

· the process should be adequately documented, including the rationale for the method and  periodicity of the signal detection activity 
[Anmerkung: Dieser Abschnitt ist aus dem GVP-Modul entnommen und dient als allgemeine Grundlage für die firmeninterne Festlegung von Methoden zur Signaldetektion. Eine mögliche Vorgehensweise, die sich auch zur Analyse von geringen Datenmengen eignet, wird in der Arbeitsanweisung AW-601 zu dieser SOP vorgeschlagen.]
3.4.1.1 Review of individual case safety reports 

Immediately after receipt of an adverse event the QPPV or delegates of Company „Muster“ reviews the case according the flow chart provided in figure 1 [Naser and Hennig 2012/13].

In particular, the QPPV or delegates of Company „Muster“ reviews the following information: 

· the number of cases (after exclusion of duplicates and inadequately documented cases), 

· the patient’s demographics (e.g. age and sex), 

· the suspected medicinal product (e.g. dose administered) and adverse reaction (e.g. signs and symptoms), 

· the temporal association, 

· the clinical outcome in relation to drug continuation or discontinuation, 

· the presence of potential alternative causes for the adverse event, 

· the reporter’s evaluation of causality and 

· the plausibility of a biological and pharmacological relationship. 

A good documented single report of a serious or severe adverse reaction (for example, one case of anaphylactic shock) may be sufficient for raising a signal and taking further action. For details of ICSR management please see SOP PV-007 “Bearbeitung von Meldungen zu unerwünschten Arzneimittelwirkungen“.
3.4.1.2 Statistical analyses
Statistical analyses of Company „Muster“ are in general created from the database vigiS3® using the report tool “complete listing search”. The QPPV or delegates of Company „Muster“ creates a complete listing of all adverse events for a defined period of time. For frequency please refer to section “3.4 Periodicity”

Analyses are used for substance classes, an individual substance, substance combinations or special brand name.

Annex 1 of this SOP provides a work instruction for a statistical analysis of the database vigiS3® on the basis of Excel 2003 using pivot tables.

The detection of 3 [firmenindividuell festzulegen] ore more new cases in detection period or 20 [firmenindividuell festzulegen] or more Reactions/events of the same preferred term since the marketing authorization are seen as a signal.

If appropriate, the QPPV or delegates of Company „Muster“ may use other statistical methods to automatically identify signals of disproportionate reporting, i.e. higher reporting than expected of an suspected adverse reaction for an active substance/medicinal product of interest compared to all other active substances/medicinal products in the database, (expressed, for example, as a lower bound of the proportionate reporting ratio >1). 

3.4.2 Signal validation

Signal becomes a validated signal if the verification process of all relevant documentation is suggestive of a new potentially causal association, or a new aspect of a known association, and therefore justifies further assessment. 

To verify a signal the QPPV or delegates of Company „Muster“ takes the following into account: 

1. Clinical relevance including, for example: 

· strength of evidence for a causal effect (e.g. number of reports, taking into account exposure, temporal association, plausible mechanism, de/re-challenge, alternative explanation/confounders). 

· severity of the reaction and its outcome; novelty of the reaction (e.g. new and serious adverse reactions); 

· clinical context (e.g. suspicion of a clinical syndrome including other reactions); 

· possible drug-drug interactions and reactions occurring in special populations. 

2. Previous awareness: 

· information is already included in the summary of product characteristics (SmPC) or patient leaflet;

· the signal has already been assessed by a competent authority in the PSUR or risk management plan (RMP), or 

· was discussed at the level of a scientific committee or 

· has been subject to a regulatory procedure. 

3. Availability of other relevant sources of information providing a richer set of data on the same adverse reaction: literature findings regarding similar cases; experimental findings or biological mechanisms; 

3.4.3 Signal analysis and prioritisation


The QPPV or delegates of Company „Muster“ considers the following: 

· The strength and consistency of the evidence, e.g. biological plausibility, a high number of valid cases reported in a short period of time, high values for the measure of reporting disproportionality etc. 

· The impact on patients, depending on the severity, reversibility, potential for prevention and clinical outcome of the safety issue, and the consequences of treatment discontinuation on the disease and other therapeutic options; 

· The public health impact, depending on the extent of utilisation of the product in the general population. The public health impact may include an estimation of the number of patients that may be affected by a serious adverse reaction, and this number could be considered in relation to the size of the general population, the population with the target disease and the treated population; 

· The increased frequency or severity of a known adverse effect; 

·  Novelty of the suspected adverse reaction, e.g. when an unknown suspected adverse reaction occurs shortly after the marketing of a new medicinal product; 

3.4.4 Signal assessment

This step identifies the need for additional data collection or for any regulatory action. It consists of an assessment of the available pharmacological, non-clinical and clinical data and information from other sources. This review should be as complete as possible regarding the sources of information, including the application dossier, literature articles, spontaneous reports, expert consultation, and other information held by MAHs. 

This assessment needs to consider the limitations of each source, may use internationally agreed case definitions, and may take into account broader levels (e.g. SOC level, other products of class, or other PTs linked to medical entity). 

Given that this step may take time, interim measures (see following sections) should be taken at any stage, if the information already available supports the conclusion that there is a potential risk that needs to be prevented or minimised in a timely manner.

3.4.5 Recommendation for action

In case the signal assessment comes to the conclusion that action seems to be required (e.g. changing of the product information) the QPPV or delegates of Company „Muster“ convene a meeting of safety committee according to SOP “Alarm- und Maßnahmenplan”.

3.4.6 Exchange of information

In case the signal assessment and recommendation comes to the conclusion that Company „Muster“ need to share information on signals with others concerned parties (e.g. competent authorities, HCP or patients), the QPPV or delegates of Company „Muster“ proceeds according to SOP risks communication. 

4
Documentation 

All procedures linked with the signal management process and he corresponding outcome need to be documented by the QPPV or the Local Qualified Person for Pharmacovigilance or any other person to which this task was delegated. The archiving process is described in the SOP PV 009 („Archivierung von Pharmakovigilanz-Dokumenten“).
[Anmerkung: Die Art der Dokumentation der durchgeführten Maßnahmen sowie den ggf. sinnvollen Einsatz von Formblätter/Templates ist firmenindividuell festzulegen.]
5
Maintenance
Regarding the decision about the maintenance, updating and  suspension of this SOP see the sections 5.1 to 5.3 of the SOP „Erstellung, Kennzeichnung, Überprüfung und Aktualisierung der Standard Operating Procedures, QS 001“ of the Company „Muster“.

The archiving of this SOP is described in the SOP „Archivierung von SOPs, QS 002“.

6
Abbreviations
	Terms / Abbrevations
	Definition 

	AMG
	Arzneimittelgesetz (German Drug Law)

	CCSI
	Company Core Safety Information

	MedDRA
	Medical Dictionary for Drug Regulatory Activities

	PSUR
	Periodic Safety Update Report

	QPPV
	Qualified Person for Pharmacovigilance

	SOC
	System Organ Class

	SOP
	Standard Operating Procedure

	SPC 
	Summary of Product Characteristics 
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