
1

www.lareb.nl

40 years of medicine 
safety monitoring –

looking back

A.C van Grootheest  MD PhD

Director Netherlands Pharmacovigilance 
Centre Lareb

Professor of Pharmacovigilance
University of Groningen

WHO Programme for International Drug Monitoring
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- Some history

- Some background

- Some evaluation

What happened last half century?

1950 cure                   pharmacology

1960 tolerance toxicology

1970   efficacy   clinical pharmacology

1980 safety pharmacovigilance

1990 costs pharmacoeconomics

2000 risk/ pharmacoepidemology
public health

2010?   genomics pharmacogenomics

Moride, ISPE 2008
1952 2007

1957 - 1961

Thalidomide disaster

W.G. McBride, The Lancet 1961 dec 16: 1358
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1965

1964 How did the programme start?

1964 WHO Scientific Group on Monitoring 
Adverse Drug Reactions

(Finney)

1966/67 WHO General Assembly resolutions

1968 Pilot (Alexandria, USA)
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How did the programme start?

1969 WHO Report

1970 Official start in Geneva

1972 Technical Report  No.498

1974 First National Centres Meeting

1978 Programme moved to Uppsala
Sten Olsson, Cicilia Biriell

Founding countries

- USA - Great Britain

- Denmark - Netherlands

- Australia - New Zealand

- Canada - Sweden

- Germany - Ireland

Many more names….

• Ed Napke - ‘pigeon hole system’

• Bruce Royal – first director of the programme

• Åke Liljestrand – Sweden

• Ron Meyboom – pioneer from the beginning
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The word Pharmacovigilance

Being vigilant regarding drugs

Started in France in the regional centres

Internationally introduced around 1980  

by prof. René Royer

Definition by WHO in 2002: science and activities

R.H.B. Meyboom

‘Regarding the detection of adverse drug 

reactions, experience learns us that Spontaneous 

Reporting Systems can not be replaced by any 

other method yet’

Ned Tijdschr Geneeskd 1986

J.Raine in ‘Pharmacovigilance’, 2007

The value of spontaneous reports
SRS did find the rofecoxib signal
within the first year of marketing

Ralph Edwards, Uppsala Reports, April 2008

Growth of the WHO database
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Important achievements

- Definition and standards

Important achievements

- Definitions and standards

- Use of statistical approaches in signal detection

(Grand)children of Finney?

Important achievements

- Definitions and standards

- Use of statistical approaches in signal detection

- Emphasis on communication and transparency
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1997

Without communication no impact of our work!

Be prepared !

Important achievements

- Definitions and standards

- Use of statistical approaches in signal detection

- Emphasis on communication and transparency

- Herbals

Standard or 
alternative treatment?

Important achievements

- Definitions and standards

- Use of statistical approaches in signal detection

- Emphasis on communication and transparency

- Herbals

- Much attention for countries in development
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Countries participating in 
WHO Drug Monitoring Programme

Much seems to be the same…

1968  - 2008

Seidl, 1966: 5% of hospitalisations Pirmohamed, 2004: 5% of hospitalisations

1953 1960 2002 2006
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BMJ, Oct 11, 2008

Individual risk assessment Evaluation

- Much seems to be the same…
too much?   too isolated? 

- Countries started the Programme
is the programme bottom up or top down?

- The Programme is basically a database
why is this database not public?

- What is the orientation of the WHO Programme?
drugs?, ADRs? signals? or patients?

Conclusion

We did a good job the past 40 years – countries, WHO 
and UMC

The challenge is our position in the ‘world of medicines’-
a world in confusion

Could we be a guide to less regulations and more 
patient-oriented and scientific based drug safety 
policy?

Continuation after the Erice Manifesto?
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WHO Programme for International Drug Monitoring


