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CSM UPDATE

Blood dyscrasias
CSM Update is a regular monthly column written by members and
staffofthe Committee on Safety ofMedicines to explain and discuss
the committee's role in licensing drugs and monitoring adverse
effects.

The CSM receives reports on various dyscrasias associated with
drug treatment-for example, aplastic anaemia, agranulo-
cytosis, and thrombocytopenia. Apart from cytotoxic agents,
the drug groups most often associated with blood dyscrasias are
antibiotics, non-steroidal anti-inflammatory agents, antihyper-
tensive agents, tranquillisers, and anticonvulsants.

Blood dyscrasias are among the most serious of all adverse
reactions and are often fatal. In more than a quarter of the 4370
reports of blood dyscrasias we have received in the 20 years
since the yellow card system was introduced in 1964 this
complication led to the death of the patient. Put another way,
of all reported reactions of any kind that led to a fatal outcome,
nearly 18% were reports of one or other type of blood dyscrasia.
We are probably aware of all the established drugs that are

associated with blood dyscrasias, but we often do not know the
true incidence for a given drug. It is therefore often difficult for
prescribers to assess the risk, particularly if a choice has to be
made between drugs of nearly equivalent efficacy. The yellow
card reporting system cannot determine the exact incidence of
reactions; there are many factors which influence the frequency
of reports, and prescription data allow only an estimate of the
population treated. Nevertheless, by observing the numbers of
reports (sometimes over several years) and by relating reports
to numbers of prescriptions, we can make some estimate of the
relative frequencies of adverse reactions when comparing
drugs with a similar use. As an example of this approach the
table shows indices of the risk from fatal blood dyscrasias for a
number of drugs used in treating rheumatic diseases. The
index of risk of fatality is the ratio of reported fatalities per
number prescriptions for a drug to the number of reported
fatalities per number of prescriptions for ibuprofen.
The bottom half of the list should occasion no surprise as it

accords reasonably well with clinical experience. The toxicity
of gold and penicillamine are well known and the drugs are
used very much as second line treatment. The high fatal indices
emphasise once again the need for the careful monitoring of
blood counts when patients are treated with these drugs.

Relative nrsk of fatal blood dyscrasias as judged by CSM using yellow card
reports and estimated numbers ofprescriptions

Total No of reports No of reported deaths Index of risk
of blood dyscrasia due to blood dyscrasia of fatality

Non steroidal anti-inflammatory agents in common use
Ibuprofen 97 12 1
Indomethacin 135 33 2
Piroxicam 37 5 2
Naproxen 77 15 3
Fenoprofen 31 7 5

Restricted or withdrawn drugs
Phenylbutazone 531 301 20
Benoxaprofen 72 13 26
Oxyphenbutazone 195 109 43

Disease modifying drugs
Penicillamine 94 20 70
Gold 56 23 179

UA

0.-
CL

.2

0
V

E,

5

4

3

2

0

Age ( years)
Relation between reported deaths (per million patients) associated with co-
trimoxazole and the patient's age.

Oxyphenbutazone and benoxaprofen are, of course, no longer
licensed, and the indications for phenylbutazone are severely
restricted. The need for caution in interpreting the indices in
the top half of the table must be emphasised. While
the difference between naproxen and phenylbutazone, for
example, is uncontroversial we cannot say with any confidence
that fenoprofen is two and a half times more likely to cause a
fatal blood dyscrasia than piroxicam. The numbers of reports
for both drugs are too small for any firm conclusions about the
relative risk to be drawn, but prescribers' enthusiastic support
for our yellow card system can influence the "hardness" of our
data.

Another way in which analysis of yellow card reports can be
helpful is in identifying certain groups of patients who are at an
increased risk from an adverse reaction. Recently in Current
Problems (No 15) the CSM drew attention to an increased risk
in the elderly from fatal reactions associated with co-trimoxa-
zole. Most of these fatal reactions were due to a blood dyscrasia.
The figure shows that the number of fatal reports per million
prescriptions is much higher in the elderly than in younger
patients.

Further evidence that the elderly are at a particular risk from
drug induced blood dyscrasias comes from an analysis of all the
yellow card reports of these reactions. The elderly (>65 years)
have the highest percentage of reports with a fatal outcome: by
mid-1984 we had received 800 reports of drug associated blood
dyscrasias for patients under 40 years ofage and in 14% of these
the outcome was fatal; for the elderly there had been 1740
reports and in 36% the outcome was fatal. This increased risk
of death from drug-induced blood dyscrasia was evident
throughout the range of dyscrasias. Clearly, particular caution
is needed in treating elderly people with drugs known to induce
blood dyscrasias.

Future articles in this series will deal with other drugs that
produce blood dyscrasias.
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