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A report Lareb received

• Female, 58
• Doxycycline as prophylaxis to prevent Lyme disease
• 1 dd 200 mg, 15 days



• Onycholysis as phototoxic reaction is   
associated with doxycycline and not with 
other tetracyclines

• Onycholysis may occur as a single adverse 
skin reaction

• The available data may justify mentioning 
of preventive strategies in the SPC

Report to Medicines Evaluation Board



BMJ 2004 329:265



Circle of practice and knowledge

Knowledge

Practice



What is pharmacovigilance?

WHO:
‘The science and activities relating to the detection, 

assessment, understanding and prevention of 
adverse drug effects or any other drug related 
problem’

The Importance of Pharmacovigilance, WHO 2002



Receipt of reports

• Paper forms
• Website healthcare professionals
• Website patient reporting



Processing of ADRs

Data input Coding/ 
assessment notification Scientific 

review Analysis

Feedback
letter

ICH E2B 

MEB 
EMEA 
WHO 
MAH

Publication

ICH E2B
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Causality assessment

• Background information / Mechanism

• Involvement of co-factors

indication, risk-factors and concomitantly 
used medication

• Time-course

period of latency; dechallenge or 
rechallenge



Reported before?

• Safety report overview
– Detail
– Line-listing

• Literature

• WHO-database
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Source of reports
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Serious reports

Percentage of serious reports:

• Patients 21.3%

• Physicians 33.7%

• Pharmacists 9.2%



Patient reports: advantages

• Patients often provide more detailed 
information

• Information on actual drug use, also on OTC

• ADR is reported without a medical filter

• Patients frequently report on psychofarmaca





Louis Pasteur: 

‘Chance favours only the prepared mind…’
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1957 - 2007



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



Countries participating in WHO Drug 
Monitoring Programme



Role of Lareb

patients
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Goals of ADR reporting

1. Signal detection: finding new signals 

2. Awareness of physicians and 
pharmacists: 
- prevention of ADRs 
- recognition of ADRS



Clinical
pharmacology

Position of pharmacovigilance

Epidemiology Pharmaco-
vigilance



The tip of the iceberg

underreporting



Drug using population

ADR experiencing population

ADR reported population

k1 incidence ratio

k2 reporting ratiok1 k2

Statistical signal detection



J.Raine in ‘Pharmacovigilance’, 2007

The value of cases



UK/USA: 11 withdrawals 
1999-2001

• 8/11 (73%): evidence from 
spontaneous reports

• Four times: only spontaneous reports

• Two times: randomised study



Case by case

• Value of the individual report

• Frame of reference: 
experience of reporter and 
assessor

• Signal refers to the selected 
cases

Statistical signal detection

• All reports are equal

• Frame of reference: (part of) 
dataset 

• Signal also refers to other reports 
in the dataset

Similarities and differences





medicines, drugs or coffee ?
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