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SHORT REPORTS

Interaction between sodium
valproate and platelets: a further
study
After our report of a case in which we believed sodium valproate
induced auto-immune thrombocytopenial we investigated 31 patients,
chosen at random, who were taking sodium valproate. Most of them
were also taking other antiepileptic drugs. The investigations con-
sisted of a whole-blood platelet count; estimation of complement-fixing
platelet-bound antibody (PBA); and tests on the serum for comple-
ment-fixing antiplatelet antibodies against a panel of normal platelets.
Autoantibody tests were done, the sera being tested against the
patients' own platelets.

Investigations and results

Whole-blood platelet counts were measured on EDTA samples on a
Coulter Counter Model ZBI. Serum antiplatelet antibodies were tested
by published methods.2
PBA was investigated by a modification of the microtitre complement-

fixation test (CFT) using autologous platelets.3 Serum valproate concen-
trations were measured by Chard's4 method. The results are shown in the
table.

In addition to the four patients cited a further five showed a weak reaction
at the highest concentration of patients' platelets used in the test-that is
400 x 109/1 (400 000/mm3). These cases were not confirmed by repeated
testing and have therefore not been included as positive results. One of the
four PBA-positive patients had a more strongly positive autoantibody test
than with serum and platelets tested separately. This technique also revealed
one positive case where the platelets and sera tested separately were both
negative. Two patients had a sodium valproate concentration above the
recommended therapeutic range of 400-600 pmol/l. One of them showed
evidence of a platelet antibody by having a strongly positive autotest.

Results of investigations in 31 patients taking sodium valproate

Noof ~~~Platelet-bound Serum Sodium valproate
paNtiens Thrombocytopenia antibody found antiplatelet concentrationpatients ~~~~~~~antibody found >600 tsmol/I

31 - 4 1 (auto) 2

Comment

The initial impression of antiplatelet antibody activity due to
sodium valproate was supported by this study. Out of 41 controls
used in this method none had a positive PBA test or a serum anti-
platelet antibody.3 In our series four had evidence of a platelet-bound
antibody and one had a positive autoantibody test, emphasising the
importance of always performing the latter. These findings suggest
that valproate may be responsible for an antiplatelet effect more
often than is thought, but we can make no further recommendations
on monitoring its usage. We cannot confirm any correlation between
serum valproate concentrations and platelet antibody activity, but
notably one patient in our series and one reported previously' had
high concentrations of 700 and 820 ±lmol/l respectively. The other
positive cases may have had high serum concentrations at some time
that could have initiated the effect. Certainly the antiplatelet activity

may be detected in the absence of thrombocytopenia. This seems to
be similar to the situation with methyldopa, which may sensitise red
blood cells with an autoantibody in up to 20% of cases but cause
an overt haemolytic anaemia in only about 1%.5 We again emphasise
the need to check platelet counts and serum sodium valproate
concentrations in patients whose dosage is being increased.

1 Sandler, R M, et al, British Medical_Journal, 1978, 2, 1683.
2 Columbani, J, et al, paper presented at Fourth International Histo-

compatibility Workshop, Los Angeles, 1970.
3 Sandler, R M, et al, in press.
4 Chard, C R, Clinical and Pharmacological Aspects of Sodium Valproate

(Epilim) in the Treatment of Epilepsy. England, MCS Consultants, 1975.
5 Worlledge, S M, Seminars in Haematology, 1969, 6, 181.

(Accepted 12 October 1979)

Department of Haematology, John Bonnett Clinical Laboratories,
Addenbrooke's Hospital, Cambridge CB2 2QQ

R M SANDLER, MRCP, MRCPATH, senior registrar
P C BEVAN, MB, MRCP, senior house officer. (Present address: Department

ofHaematology, Royal Victoria Infirmary, Newcastle upon Tyne NE1 4LP)
G E ROBERTS, MA, MRCPSYCH, consultant psychiatrist

Ida Darwin Hospital, Fulbourn, Cambridge CR1 5EE
C EMBERSON, LRCPSI, registrar

East Anglia Regional Blood Transfusion Centre, Long Road,
Cambridge CB2 2PT

D VOAK, PHD, MRCPATH, principal scientific officer
J DARNBOROUGH, MB, FRCPATH, director

Department of Clinical Chemistry, Peterborough District Hospital,
Peterborough PE3 6DA

A F HEELEY, PHD, MRIC, principal scientific officer

Paediatric use of mexiletine and
disopyramide
Life-threatening arrhythmias, although not common in infancy,
present a recurring clinical problem and choosing a suitable drug is
often difficult. The difficulty is compounded by the paucity of
information on both the efficacy and dosage of the newer anti-
arrhythmic drugs in children. Mexiletine and disopyramide, two
orally effective and potentially valuable drugs, are cases in point.
We report two cases in which these drugs were used and in which the
dosage was modified according to plasma concentration measurements.

Case reports

Case 1-A girl born in July 1978, whose pregnancy, birth, and routine
neonatal examination were normal, was admitted to hospital aged 10 days
cyanosed, with signs of cardiac failure, and an apex rate of 300 beats/min.
The ECG was interpreted as a supraventricular tachycardia and she was
digitalised. After three days there were no signs of heart failure but her
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