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Journal of Neurology, Neurosurgery, and Psychiatry December 1992

THE MIGRAINE
TRUST

Research Granis and
Fellowships

The Migraine Trust invites
applications for Research Grants
and/or Fellowships in the field of
research into Migraine and Cluster
Headaches.

Application forms which should be submitted
(6 copies) by not later than
31st January 1993 may be obtained from:

The Director, The Migraine Trust,
45 Great Ormond Street, London WC1N 3HZ.
Telephone Number: 071 278 2676.
Fax Number 071 831 5174.

For your copy of the

Book Catalogue

write now to

Books Marketing Department,
British Medical Journal, BMA House,
Tavistock Square, London WC1H 9JR.

CURRENT ISSUES IN CANCER examines the present state of
management of various cancers, and aims to increase
understanding of the biology of these diseases, their
treatments, and their impact on people.

Topics covered include:
Molecular genetics of cancer
Lung cancer
Early breast cancer
Testicular cancer
Colorectal cancer
Hodgkin’s and Non-Hodgkin’s lymphonas
Biological therapy
Radiotherapy
Quality of life

This detailed but readable book provides valuable
information for non-specialists who wish to know more about
the present state of knowledge in cancer and its management,
and a thought provoking text for all those who work with
cancer patients.

Published November 1992 147 pages ISBN 0 7279 0775 1
UK £9.95; Overseas £12.00 BMA members: UK £8.95; Overseas £11.00
Prices include postage, by air abroad

Available from: BRITISH MEDICAL JOURNAL,

PO Box 295, London WC1H 9TE, medical booksellers or the
BM]J bookshop in BMA House (book tokens accepted, UK
only).

Please send me ... copy/ies of
CURRENT ISSUES IN CANCER
Ienclose ..............c........ BMA Membership NO ...,

Please make cheque payable to British Medical Journal
Debit my credit card (please tick box)

[J visa [J American Express O Mastercard

Card NO ..
Card eXPiry date ...
Signature ... e

[ Please send me a BMJ book catalogue




Epilim Oral Forms Prescribing Information

Presentation 1. £ pilim 200 Enteric Coated. Alilac-coloured,
enteric coated tablet containing 200mg Sodium \alproate
B.P.2.Epilim 500 Enteric Coated. Alilac-coloured, enteric
coated tablet containing 500mg Sodium Valproate B.P. 3.
Epilim 100mg Crushable Tablets. A white, scored tablet
containing 100mg Sodium Valproate B.P. 4. Epilim Syrup.
Ared, cherry-flavoured syrup containing 200mg Sodium
Valproate B.P. per 5ml. 5. JJI“m Liquid. A red, cherry-
flavoured, sugar-free liquid containing 200mg Sodium
Valproate B.P. per 5ml. Indications In the treatment of
generalized, partial or other epilepsies. In women of
childbearing age Epilim should be used only in severe cases
or in those resistant to other treatment. Dosage and
Administration To be taken with or after food. Epilim may
be Flven twice daily. Enteric coated tablets should be
swallowed whole. Monotherapy Adults: Start at 600mg daily
increasing by 200mg at 3 day intervals until control is
achieved. (Maximum dose 2500mg per day.) Children over
20kg: Initially 400mg/day with spaced increases until
controlisachieved. (Usuallywithinthe range 20-30mg/kg
body weight per day.) Children under 20kg: 20mg/kg body
weight per day: insevere casesmay beincreased butonly
when plasma valproic acid levels can be monitored. Above
40mg/kg per day monitor clinical chemistry and
haematological parameters. Combined Therapy It may be
necessary to raise the dose when used with
anticonvulsants which induce liver enzyme activity.
Dosage of barbiturates should be reduced if sedation is
observed. Optimum dosage is mainly determined by

seizure control and routine measurement of plasma levels™

is unnecessary. Contra-indications, Warnings Contra-
indications: Active liver disease, family history of severe
hepatic dysfunction, hypersensitivity to sodium valproate.
Side effects: Liver dysfunction including hepatic failure
resulting in fatalities has occurred in patients whose
treatment included valproic acid or sodium valproate.
Patients most at risk are children particularly those under
the age of three and those with congenital metabolic or
degenerative disorders, organic brain disease or severe
seizure disorders associated with mental retardation. The
incidents mainly occurred during the first 6 months of
therapy and usually involved multiple anticonvulsant
therapy. Monotherapy is to be preferred in this group of
patients. Clinical symptoms are more helpful than
laboratory investigations in the early stages of hepatic
failure. Serious or fatal hepatotoxicity may be preceded
by non-specific symptoms, usually of sudden onset, such
as loss of seizure control, malaise, weakness, lethargy,
oedema, anorexia, vomﬂmgabdommal pain, drcwsmess
jaundice.Th indicationfor

ofthedrug. Patients should beinstructedtoreportanysuch
signs tothe clinician for investigations should they occur.
Whilst itis difficulttoestablish which, if any, investigation
is predictive, tests which reflect protein synthesis eg
prothrombin time may be most relevant. Routine
measurement of liver function should be undertaken
before therapy and periodically during the first six months
especiallyinthosewhoseemmostatrisk, and those with
aprior history of liver disease. Hyperammonaemiawithout
hepatic damage may occur; itis usuallytransient, but may
occasionally present clinically. If so Epilim should be
discantinued. Valproic acid inhibits platelet aggregation.
Thrombocytopeniahasbeenreported. Priortoinitiation
of therapy and before surgery clinicians should assure
themselvesthat there is noundue potential for bleeding
complications. Spontaneous bruising or bleeding is an
indication for withdrawal of medication. Pancreatitis,
tremor, weightgain, transient hair loss, increased alertness,
aggressiveness, hyperactivity, irregular periods,
amenorrhoea, gynaecomastia, stupor and oedema have
been reported. Drug Interactions Epilim may potentiate
neuroleptics, monoamine oxidase inhibitors and other
antidepressants. Caution is recommended when
administering products which have anticoagulant
properties eg. warfarin and salicylates. Epilim does not
induce liver enzymes and loss of efficacy of oral
contraceptive agents does not appear to be a problem.
Phenytoin levels should be monitored, particularlythe free
form. Women of Childbearing Age An increased incidence
of congenital abnormalities (including facial dysmorphia,
neural tube defects and multiple malformations) has been
demonstrated in offspring born to mothers with epilepsy
bothuntreatedandtreated, including thosetreated with
sodium valproate. The incidence of neural tube defects
inwomen receiving valproate during the first trimester has
been estimated to be in the region of 1%. Pregnancies
should be carefully screened by alpha-foetoprotein
measurement and ultrasound and if indicated
amniocentesis. In all pregnancies monotherapy is to be
recommended and dosage reviewed. The benefits of
antiepileptic therapy during pregnancy must be evaluated
against the possible risks and patients should be informed
of these and the need for screening. Product Licence
Numbers Epilim 200 Enteric Coated 0623/0006. Epilim 500
Enteric Coated 0623/0005. Epilim 100mg Crushable Tablets
0623/0015. Epilim Syrup 0623/0004. Epilim Liquid 0623/0016.
NHS Cost(March 1992)Epilim 200 Enteric Coated 100tablets,
£659. Epilim 500 Enteric Coated 100 tablets, £1645. Epilim
100mg Crushable Tablets 100 tablets, £399. tpilim Syrup
300ml, £6.04. Epilim Liquid 300m!, £604. Further information
is available from: Sanofi Winthrop Ltd., One Onslow Street,
Guildford, Surrey GU1 4YS. Telephone: Guildford (0483)
505515. Telex: 859395. Fax: (0483) 35432. *Registered
trade mark.

References: 1. Chadwick DW. Epilepsia 1967; 28 (Suppl. 2):
§12:517. 2. Gillham R.A. et al. Epilepsy Res 1990; 7:
219-225.
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Epilim controls both p'artial and generalised
seizures with minimal cognitive side-effects  and
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