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Disclaimer:

• The information within this presentation is 
based on the presenter's expertise and 
experience, and represents the views of the 
presenter for the purposes of a training 
workshop.
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Safety (pharmacovigilance) database
• Expedited individual case safety reports (ICSRs)

• Electronic transfer directly to regulatory databases; e.g. 
FDA, Europe. 

• From regulators, e.g. individual cases from MHRA
• Electronic transfer between company’s global safety 

database and local Japanese safety database enabled by 
MedDRA translations

• Data stored
• Clinical trial Serious Adverse Events (SAEs)
• Post marketing

• Published case reports
• Spontaneous reports from consumers, health care professionals, 

regulators, other manufacturers, lawyers etc.
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Safety database – data entry
• Coding working practices based on ICH MedDRA 

Term Selection Points to consider document

• MedDRA required for specified ICH E2B fields 

• Coding may be assisted by
o Physician
o Optional tools: autoencoder and synonym list

• Reports received in a variety of formats, unlike 
clinical trial SAEs.

o Care in selecting event for case as that determines the 
SOC in line listings
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Data output –single case
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Cumulative data output
• For Periodic safety update reports, license renewals

o Formats include MedDRA line listings, summary 
tabulations, graphical displays etc

• For routine safety signal detection

• For answering regulatory and other queries

• For collaboration with another company
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PSUR: example of line listing
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PSUR: example of summary tabulation
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Graphical displays
Blue: consumer reporting/ Red: Health care professional
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Signal detection
• Variety of signal detection techniques: AEs may be 

sorted by
o Any level of MedDRA hierarchy
o Primary SOC, Secondary SOC
o Standardised MedDRA Queries (SMQs)
o Ad hoc queries (within company)
o Safety signal score

• Optional tool like that used for clinical trial signals
o Compares signal score in company database vs score on 

FDA Adverse Event Reporting (AERSs) database
- Others may use WHO Uppsala database
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Signal detection principles
• Usually compare reporting rates of MedDRA PTs for 

drug of interest against all other drugs in database

• Can also compare 
o any selected MedDRA hierarchial level
o Any SMQ

• Variety of statistical methods employed

• Variety of tools available commercially
o FDA, MHRA and GSK use the same signal detection tool 
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Search strategies
• Signal detection may lead to search of database and 

full review
o False signals may occasionally result from MedDRA 

version changes

• SMQs applied as first search strategy
o Preferred by ICH regulators

- Standardised so regulator knows what the search criteria are

• Scan cumulative summary of all PTs for product
o To ensure complete search

• Record search strategy applied
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Search output 
• Search output is medically reviewed

• If issue appears to be drug related, consider 
updating product label or other risk management 
strategy.

• If label update requires addition of undesirable 
effect, consider which MedDRA term is most 
appropriate: usually PT but may be LLT or higher 
hierarchical level

• Update risk management plans as appropriate
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Post marketing product labels

Examples:

• European summary of product characteristics (SmPC)

• US prescribing information (PI)
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EU Summary of Product Characteristics
• MedDRA required

o Use any hierarchical level (often PT), arranged by SOC 
and by frequency

o Use internationally agreed SOC order (translates across 
languages)

• Frequencies
o One company has lists of PTs used to aggregate events 

to determine frequency
- e.g. “rash” includes PTs Rash, Rash erythematous, Rash 

maculo-papular, Rash pruritic but does not include Systemic 
lupus erythematosus rash
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EU SMPC
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US Prescribing information (PI)
• No requirement for MedDRA: 

o use natural language

• If clinical studies used MedDRA, 
o the incidence of ADRs is derived with MedDRA PTs
o Arranged by MedDRA SOC
o PTs by descending frequency for drug
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US PI
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Company specific applications

• Case awareness tool

• Automated listedness

• Automated seriousness 
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Case awareness tool –
Clinical trial SAEs and Spontaneous (post marketing) cases

• Bespoke safety database permits selection of PTs of 
interest

o Designated medical events (DMEs, common for all 
products)

o Selected PTs for each compound/protocol

• Automatically retrieves cases with selected terms
o Clinical SAEs and spontaneous reports

• Assigned safety reviewer checks retrieved cases 
regularly

• Case alert may trigger full search and review

MedDRA in pharmacovigilance – industry 
perspective



© 2011 ICH 21

Case awareness tool
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Automated listedness

• Listedness* may be assessed inconsistently in a 
large organisation

o Example: if headache is labelled, is migraine listed?

• For consistency, some companies maintain a set of 
MedDRA terms that are considered listed for each 
undesirable effect in the core safety information

* Expectedness of undesirable effect that is in the core safety 
information
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Serious list of terms (PTs or LLTs)
• EU, FDA and ICH SAE definitions include medically 

important events 
o those requiring medical intervention to prevent a 

regulatory serious outcome
o such cases require expedited reporting to regulators

• For consistency, company may maintain list of 
MedDRA terms that are always serious 

o Manual check against list in some companies
o Automated check in one company’s safety database

- for spontaneous, post-marketing and literature cases
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Serious list of terms (2)
• European Medicines Agency (EMA) has equivalent 

list (Important medical events) for prioritising safety 
signal detection

o Formerly MHRA list but refined by Eudravigilance working 
party

o Was in pilot, receiving comments from interested parties
o List of MedDRA PTs, maintained for MedDRA versions

• http://eudravigilance.ema.europa.eu/human/textforIME.asp
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Industry – regulator interface in EU
• Eudravigilance database

• EVWEB – Eudravigilance web application
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Eudravigilance ‐ Regulator/industry interface
• Central data-processing network and management 

system in the European Union (EU) to promote the 
protection of public health

o Links European Medicines Agency (EMA) and National 
competant authorities (NCAs) in EU and European 
Economic Area (EEA)

o Implemented 2001 with access to all NCAs
- Final aim is to include healthcare professionals, public and 

industry
o Over 45,000 ICSRs/month
o Provides electronic reporting facilities to companies and 

sponsors of clinical trials
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EVWEB ‐ Eudravigilance web application

• EVWEB is for Small and Medium Size Enterprises 
(SMEs) and non commercial sponsors 

o which do not have a fully ICH E2B (R2) complaint 
pharmacovigilance system and /or ESTRI gateway in 
place

• A tool for SMEs to report electronically
o Registration and training is required
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Thank You!
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