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being collected, and several months elapsed between obtaining

To overcome bias the doctors were not told when the data were

their consent and the start of data collection by the chemists.

SUMMARY A method is described for increasing the level
of reporting of adverse drug reactions. Patients prescribed
a black triangle drug (one being monitored by the Committee on Safety of Medicines) were given a leaflet by the
dispensing chemists in one town, encouraging them to report
any adverse reaction to their doctor. Over two two-month
periods, reports of adverse reactions rose from six out of
576 in the control period (10 per 1000) to 11 out of 481 (23
per 1000) in the study period but only one 'yellow card' was
submitted to the Committee on Safety of Medicines.

Introduction
THE black triangle symbol is used to identify drugs being
monitored by the Committee on Safety of Medicines.
Although doctors are encouraged to report adverse drug reactions the rate of reporting is low.I For black triangle drugs it
is particularly important to stimulate reporting, and it has been
suggested that doctors could give patients an advice leaflet when
the prescription is issued to inform them that the drug is new
and that any possible side effect should be reported to the
doctor.2 This approach was evaluated by monitoring prescriptions within an easily defined community. The chemist rather
than the prescribing doctor was asked to issue the advice leaflet
as it was felt that this would be more reliable and would reduce
potential bias in the evaluation.
Method
There are 29 general practitioners in Livingston, a new town in
West Lothian with a population of around 40 000. Most patients
take their presentations to one of six chemists. With the consent
of all doctors these six chemists agreed to monitor prescriptions
issued over two periods of two months for 77 black triangle

drugs.
During the first two-month period black triangle prescriptions
were dispensed in the normal way but in the second period the
patient was given a leaflet with the following instructions when
a black triangle prescription was dispensed:
'This medicine is new. It is effective but has not yet been
used in a very large number of patients. This means that
there may be side effects which are still unrecognized. You
could help to uncover such effects if you report to your
doctor any new symptom or any unexpected effect that
develops while you are taking the drug, or within a month
or so of stopping it'
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Results
Over the two periods details of 1057 prescriptions for black
triangle drugs were recorded - 576 during the two-month control period and 481 during the two-month intervention period.
These 1057 prescriptions were received by 896 patients, with 117
patients receiving more than one prescription for the same item.
In the second period one patient was alarmed by the advice
leaflet and refused to take his prescribed medication. This led
to the withdrawal of one practice from the study and contributed
to the smaller number of presciptions recorded during the second period. No other doctor or chemist reported any negative
comments from patients.
In total, 17 possible adverse reactions were noted, with six
in the control period (10 per 1000) and 11 in the intervention
period (23 per 1000). Surprisingly only one 'yellow card' was
submitted to the Committee on Safety of Medicines, during the
intervention period, as a result of these reports.
The odds of an adverse reaction being reported to the doctor
were increased by a factor of 2.2 when patients are given an advice leaflet (9501 confidence limits 0.8-6.8), which is not significant at the 5% level using Fisher's exact test.

Discussion
The discovery of adverse drug reactions depends on anecdotal
reporting or post-marketing research.3 Many major postmarketing studies fail to find any adverse reactions attributable
to the drug being studied, whereas adverse reactions are reported
spontaneously for two-thirds of all new drugs.4 In order to
detect unusual reactions the sample required for realistic studies
may be too large, for example in order to detect an incidence
of one to two in 10 000 two groups of 306 000 patients would
be needed.5 Thus, there is little hope of detecting unusual
adverse reactions with formal studies.
Spontaneous reporting is the least sophisticated and scientifically rigorous method, but the least expensive. However, while
spontaneous reporting may be best for discovering minor reactions, it has often missed major adverse reactions, and journal
reports have provided the first lead for many of these.6'7 There
can be problems with case reports in journals - one case may
legitimately be reported more than once leading to numerator
difficulties, and important information about causal association may be omitted.8 Prescription event monitoring managed
to generate as many 'green forms' in two years as 'yellow cards'
collected by the Committee on Safety of Medicines in 20 years,9
and yet has been criticized for failing to detect serious
reactions. 10
The Committee on Safety of Medicines was set up in 1963,
and under the 1968 Medicines Act one of its functions is the
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surveillance of each drug after marketing.'1 The Committee introduced the yellow card system in 1964, and the use of yellow
cards has increased from 4500 per year to over 15 500 in 1986.12
The provision of forms in prescription pads and the British
nationalformulary appears to be helping.'2 However, less than
20% of doctors use the yellow card system,'3 and 8007 of
reports are sent in by only 7% of doctors.3 An average of one
card per doctor is submitted every four years.'4
The administration of adverse drug reaction monitoring varies
in different countries. 15-17 However, in the UK the opportunity
for drug monitoring is enhanced by one general practitioner having a complete record for each individual, and by the existence
of general practice lists which provide a defined population for
studies. 18
In this study patients were involved in adverse drug reaction
reporting. Although one of the patients was made anxious, the
method was generally well received by patients, doctors and
chemists. The results suggest that patients can be stimulated to
report adverse reactions to their doctor, but that any potential
benefit is lost if these reports are not relayed to the Committee
on Safety of Medicines by the doctor.

Short report

THE ROYAL COLLEGE OF GENERAL
PRACTITIONERS

ANNUAL SYMPOSIUM
Friday 11 November 1988
at

St Ermins Hotel, Westminster, London
References
1. Speirs CJ, Griffin JP, Weber JCP, Glen-Bolt M. Demography
of the UK adverse reactions register of spontaneous reports.
Health Trends 1984; 16: 49-52.
2. Anonymous. Reporting adverse reactions: the black triangle
and the patient. Drug Ther Bull 1983; 21: 93-94.
3. Lortie FM. Postmarketing surveillance of adverse drug reactions: problems and solution. Can Med Assoc J 1986; 135:
27-32.
4. Rossi AC, Knapp DE, Anello C, et al. Discovery of adverse
drug reactions. A comparison of selected phase IV studies with
spontaneous reporting methods. JAMA 1983; 249: 2226-2228.
5. Lasagna L. Discovering adverse drug reactions. JAMA 1983;
249: 2224.
6. Venning GR. Adverse reactions to new drugs. Br Med J 1983;
286: 1052-1053.
7. Venning GR. Identification of adverse drug reactions to new
drugs. I: What have been the important adverse drug reactions
since thalidomide? Br Med J 1983; 286: 199-202.
8. Abrutyn E. Better reporting of adverse drug reactions. Ann Intern Med 1985; 102: 264-265.
9. Inman WH. Prescription event monitoring. Lancet 1986; 1:
443.
10. Taggart AJ, Taggart H. Drug safety. Lancet 1984; 2: 1098-1099.
11. Goldberg A. Drug safety - the role of doctors, pharmaceutical companies, and the medical press. Br J Clin Pract
1985; 39: 5-6.
12. Committee on Safety of Medicines. Current problems no. 19.
London: CSM, 1987.
13. Anonymous. General practitioner and post-marketing
surveillance. Drug Ther Bull 1984; 22: 83-84.
14. Inman WH. Prescription event monitoring and yellow cards.
Lancet 1984; 1: 1301.
15. Moore N, Biout M, Paux G, et al. Adverse drug reaction
monitoring: doing it the French way. Lancet 1985; 2: 1056-1058.
16. Goldsmith MF. Post-marketing follow-up: physicians have a key
role. JAMA 1985; 254. 2217.
17. Faich GA. Adverse drug reaction monitoring. N Engl J Med
1986; 314: 1589-1592.
18. Royal College of General Practitioners' Medicine Surveillance
Organization. Monitoring of drugs after marketing. J R Coll
Gen Pract 1983; 33: 438-441.

Acknowledgements
We thank all the chemists and general practitioners in Livingston for
their participation in this study and Mrs Gillian Raab, Edinburgh University Medical Statistics Unit, for statistical advice. Dr Campbell's research
fellowship was funded by the Health Service Research Committee of
the Scottish Home and Health Department.
Address for correspondence
Dr J.P.M. Campbell, Carmondean Health Centre, Livingston, West
Lothian EH54 8PY.

Journal of the Royal College of Genenl Practitioners, August 1988

'MEETING EXPECTATIONS'
In 'White Paper' year, the 1988 Annual Symposium aims to
demonstrate the College's major undertakings and also to provide a forum for national debate of the present and future state
of clinical care in general practice.

There will be presentations, debate and discussion in the principal areas of:
* CLINICAL STANDARDS SETTING
* PEER REVIEW
* EXPECTATIONS OF PRIMARY CARE
* TRAINEE ASSESSMENT
* CONTINUING MEDICAL EDUCATION

Come and help shape the future of your College and general
practice.
Further details from: Kevin Terry (Symposium 1988), Education Division, RCGP, 14 Princes Gate, Hyde Park, London
SW7 1PU.

The College Press Office is

to produce an 'Events
Diary'. Its purpose is to
coordinate all events being

EVENTS DIARY

organized by the College
at central and local level
and also to note events
being set up by other
organizations.
It is hoped that the Diary will help to avoid duplication of
themes and allow organizers to avoid inappropriate clashing
of dates which can result in poor attendance.

The Press Office would like to hear from any member who
is involved in organizing a study day, conference, etc. Please
send details to: Nicola Roberts, RCGP, 14 Princes Gate, Hyde
Park, London SW7 1PU.
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