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Postmarketing surveillance of adverse reactions to drugs

Sir,—Professor Michael D Rawlins reviews a
number of postmarketing studies, among
them prescription event monitoring run by
the Drug Surveillance Research Unit at
Southampton University in collaboration with
the Prescription Pricing Authority (24 March,
p 879). Only two of our eight studies are
mentioned, which hardly does justice to the
magnificent response by general practitioners
in England, about three quarters of whom
have actively participated (table).

Prescription event monitoring is the second
national scheme to have been established since
the thalidomide disaster. The green forms
used are complementary to the yellow cards.
Only a small proportion of the events that are
recorded are adverse reactions, but the green

Number and percentage of greem forms returned
between February 1982 and February 1984.

Green forms

Drug returned

Opren (benoxaprofen) 17 079 (57)
Lederfen (fenbufen) 6 989 (56)
Three antibiotics 9 246 (76)
Zantac (ranitidine) 10 866 (60)
Zomax (zomepirac) 11 074 (60)
Cetiprin (emepronium bromide) 15 920 (65)
Osmosin (indomethacin) 13 132 (60)
Feldene (piroxicam) 14 305 (69)

All 98 611 (63)

forms allow their incidence to be measured and
provide invaluable information about bene-
ficial as well as harmful effects of treatment.
The average monthly input of green forms is
about the same as the annual input of yellow
cards, and about 700 doctors have participated
in follow up studies.

Prescription event monitoring has been
developed to the stage where we expect to
study routinely most new drugs introduced
into general practice as soon as their sales are
sufficient to produce cohorts of at least 10 000
patients. Delays in detecting rare side effects
of new drugs relate as much to their slow
market penetration as to difficulties with
current monitoring methods.

We are faced with a dilemma familiar to the
Committee on Safety of Medicines. All too
often stories about problems in drug safety
reach patients through the media before their
doctors have had an opportunity to study the
evidence. Six successive drug withdrawals from
general practice (benoxaprofen, zomepirac,
zimeldine, indomethacin (as Osmosin), indo-
profen, and phenylbutazone) have received
wide publicity before the committee could
communicate with the profession. Many
doctors have reported on the harm this does.
For example, the sudden withdrawal of
zomepirac was particularly distressing for 400
patients in our series who had metastatic
cancer. We regard general practitioners as

coworkers and will ensure that they are the
first to hear of our preliminary results through
PEM NEWS rather than through the media.
We also hope to publish more detailed reports,
but we do not wish to delay communication to
prescribers until the lengthy process of
validation and analysis has been completed.

Prescribers need more details of the case
investigations that must have preceded certain
licensing decisions. This was particularly
important with benoxaprofen. Professor Raw-
lins refers to our survey of 24 000 patients,
which covered about 5% of all patients who
had been treated with the drug. We have
encountered three cases of “Opren jaundice”
reported to the Committee on Safety of
Medicines on yellow cards and to the unit on
green forms. Two of these died from car-
cinoma of the pancreas, and one of the latter
was in the process of litigation against the
manufacturers. The results from both national
studies were similar. Both signalled jaundice as
a problem, but both have suggested that
hepatorenal toxicity was very rare—certainly
occurring in less than one in 10 000 patients
and probably considerably less. The results of
these two studies are quite out of line with the
experience of Taggart, who reported that all
six of the only six patients he had treated with
benoxaprofen had died.

As Professor Rawlins points out, control
populations of comparable age, sex, and



