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Nausea and vomiting
cardiovascular disturbances
psychiatric disturbances
mvoluntary movements

Packings

Madopar 62 5 capsules, Madopar
125 capsules and Madopar 250
capsules in packings of 100
Licence Numbers

0031/0125 iMadopar 62 5
capsules), 0031 ‘0073 (Madopar 125
capsules), 0031/0074 (Madopar 250
capsules)

Basic NHS Cost

Madopar capsules 62 5

£4 01 per 100

Madopar capsules 125

£7 23 per 100

Madopar capsules 250

£12 94 per 100
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TO LEVODOPA THERAPY.

‘Sinemet-Plus’ contains 100mg of levodopa and 25 mg of
carbidopa.‘Sinemet-Plus’ provides a low dose of levodopa together
with sufficient carbidopa to inhibit effectively peripheral dopa-
decarboxylase in many patients. It retains the advantage of
co-prescnbing carbidopa and levodopa by reducing or eliminating
certain levodopa side effects, e.g. Gl upsets, etc.

Therefore'Sinemet-Plus'is an effective low level introduction
to levodopa therapy for:

O patients onanticholinergicsrequiring‘add on’'levodopa therapy
O firsttime patients requiring low levels of levodopa

O patients with a low levodopa tolerance to allow relatively
higher levels of carbidopa

The addition of ‘Sinemet-Plus’to the ‘Sinemet range means that
Parkinsonian patients may benefit from levodopa therapy earlier
and be eased more gradually into the full-scale therapy offered by
Sinemet®110 and Sinemet #275.

SINEMET-P0us
A NEW START FOR MANY PARKINSONIAN PATIENTS
|

For prescribing information, see overleaf.
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PRESCRIBING INFORMATION

INDICATIONS
For treatment of Parkinson's disease and syndrome.

DOSAGE AND ADMINISTRATION

The optimum daily dosage of ‘Sinemet must be determined by
careful titration for each patient.

‘Sinemet Tablets are available as:

‘Sinemet110 containing 10 mg carbidopa and 100 mg
levodopa.

‘Sinemet-Plus’ containing 25 mg carbidopa and 100 mg
levodopa.

‘Sinemet-275 containing 25 mg carbidopa and 250 mg
levodopa.

General considerations: Studies show that the penpheral enzyme
dopa decarboxylase 1s fully inhibited (saturated) by carbidopa at
doses between 70 and 100 mg a day. The formulations of ‘Sinemet’
are designed to provide a range of doses with sufficient
carbidopa to inhibit penipheral dopa decarboxylase and thus
exert optimal therapy

Patients who require less than 700 mg levodopa given as
‘Sinemet 275 will theoretically not receive sufficient carbidopa to
saturate peripheral dopa decarboxylase.'Sinemet-Plus' may be
helpful, especially for patients with nausea and vomiting

Most patients can be maintained on divided doses of three to
six tablets of ‘Sinemet:275 a day. Tablets are scored for easy
division should the frequency of daily dosage need to be
increased. During the titration period, ‘Sinemet-Plus' may be more
convenient

Patients on ‘Sinemet-Plus' who need a higher dosage should
be switched to 'Sinemet-275. Dosage with either form should not
exceed eight tablets a day. If patients do show a need for higher
doses, levodopa should be added.

Because both beneficial and adverse effects are seen more
rapidly with'Sinemet'than with levodopa, patients should be
carefully monitored during the dosage adjustment period.
Involuntary movements, particularly blepharospasm, is a useful
early sign of excess dosage in some patients.

‘Sinemet'110 can be used as an alternative to 'Sinemet-Plus!

Patients not receiving levodopa: Dosage may be initiated with
one tablet of ‘Sinemet-Plus'three times a day, and adjusted as
necessary by small increments to a maximum daily dosage of
eight tablets. If patients need more levodopa, one tablet of
‘Sinemet 275 should be substituted three or four times a day. If
further titration is necessary, the dosage of ‘Sinemet275 may be
increased gradually to a maximum of eight tablets a day.

Patients receiving levodopa: Discontinue levodopa at least
twelve hours (24 hours for slow-release preparations) before
starting therapy with ‘Sinemet: The easiest way to do this is to give
‘Sinemet as the first moming dose after a night without any
levodopa. The dose of 'Sinemet' should be approximately
20% of the previous daily dosage of levodopa.

The suggested starting dose for most patients is one tablet of
‘Sinemet-275 three or four times a day.

Patients requiring less than 1,500 mg levodopa a day should
be started on one tablet of ‘Sinemet-Plus’ three or four times a day.

The dosage may then be adjusted gradually, but should not
exceed eight tablets a day.

Patients receiving levodopa with another decarboxylase
inhibitor: When transferring a patient to ‘Sinemet' from levodopa
combined with another decarboxylase inhibitor, its dosage should
be discontinued at least twelve hours before ‘Sinemet'is started.
Begin with a dosage of ‘Sinemet' that will provide the same
amount of levodopa as contained in the other levodopa/
decarboxylase inhibitor combination.

Use with other antiparkinsonian agents: Current evidence
indicates that other antiparkinsonian agents such as
anticholinergics and amantadine may be continued when
‘Sinemet’ is introduced, although dosage may have to be adjusted.

CONTRA-INDICATIONS
Concurrent use with monoamine oxidase inhibitors (these
must be discontinued at least two weeks before starting
‘Sinemet'); narrow-angle glaucoma; known hypersensitivity to this
medication. Because levodopa may activate a malignant
melanoma, it should not be used in patients with suspicious
undiagnosed skin lesions or a history of melanoma.

See also 'Use 1n pregnancy and the nursing mother, under
‘Precautions!

PRECAUTIONS

‘Sinemet'1s not recommended for the treatment of drug
induced extrapyramidal reactions. ‘Sinemet' should be
administered cautiously to patients with severe cardiovascular or
pulmonary disease, bronchial asthma, renal, hepatic or endocnine
disease. All patients should be monitored carefully for the
development of mental changes, depression with suicidal
tendencies, and other serious antisocial behaviour. Patients with
current psychoses should be treated with caution. Patients with a
history of severe involuntary movements or psychotic episodes
when treated with levodopa alone should be observed carefully
when ‘Sinemet'is substituted. These reactions are thought to be
due to increased bram dopamine following adminmstration of
levodopa, and use of ‘Sinemet' may cause a recurrence. If
concomitant administration of psycho-active drugs such as
phenothiazines or butyrophenones is necessary, such drugs
should be administered with caution. and patients carefully
observed for loss of antiparkinsonian effect. Patients with a hustory
of convulsions should be treated with caution. Both phenytoin and
papavenne have been reported to reverse the beneficial effects
of levodopa

Patients with chronic wide-angle glaucoma may be treated
cautiously with ‘Sinemet provided the 1ntra-ocular pressure 1s well
contolled and the patient monitored carefully for changes in
intra-ocular pressure during therapy.

Care should be exercised when 'Sinemet'1s administered to
patients with a history of myocardial infarction who have atal
nodal, or ventncular arrhythmias. Cardiac function should be
monitored with particular care in such patients dunng the pernod
of initial dosage adjustment

As symptoms of postural hypotension have occasionally been
reported,'Sinemet’ should be given with caution to patients
receiving antihypertensive agents. Adjustment of the dosage of
the antihypertensive agent may be required when ‘Sinemet'1s
started. (For patients on pargyline, see the contra-indication on
monoamine oxidase inhibitors.)

As with levodopa there is a possibility of upper gastro-
intestinal haemorrhage in patients with a history of peptic ulcer.

If general anaesthesia is required, therapy with ‘Sinemet' may
be continued as long as the patient is permitted to take fluids and
medication by mouth.If therapy 1s interrupted temporarily, the
usual daily dosage may be administered as soon as the patient is
able to take oral medication.

Transient abnormalities in laboratory test results may occur,
but have not been associated with clinical evidence of disease
These include elevated levels of blood urea, SGOT. SGPT.LDH,
bilirubin, alkaline phosphatase, or protein-bound iodine.

Positive Coombs tests have been reported, both with 'Sinemet’
and levodopa alone, but haemolytic anaemia is extremely rare.

Use in children: The safety of ‘Sinemet'in patients under eighteen
years of age has not been established.

Use in pregnancy and the nursing mother: Although the effects of
‘Sinemet’ on human pregnancy and lactation are unknown, both
levodopa and combinations of carbidopa and levodopa have
caused visceral and skeletal malformations in rabbits. Therefore,
use of ‘Sinemet’in women of childbearing potential requires that
the anticipated benefits of the drug be weighed against possible
hazards should pregnancy occur. ‘Sinemet’' should not be given to
nursing mothers.

Drug interactions: Clinical experience with concurrent
adminstration of ‘Sinemet' and other standard antiparkinsonian
drugs, e.g. benztropine mesylate, benzhexol hydrochloride, 1s
limited. To date, however, there has been no indication of
interactions that would preclude concurrent use. No adverse
reactions have been reported that do not occur with the various
agents alone.

SIDE EFFECTS

Side effects that occur frequently with ‘Sinemet are those due
to the central neuropharmacological activity of dopamine.These
reactions can usually be diminished by dosage reduction.The
most common are choreiform, dystonic, and other involuntary
movements. Muscle twitching and blepharospasm may be taken
as early signs to consider dosage reduction.

Less common are mental changes, including paranoid
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(Prescribing Information Cont)

ideation and psychotic episodes; depression, with or without
development of suicidal tendencies; and dementia. Convulsions
have occurred, but a causal relationship has not been established.

Less frequent side effects are cardiac irregularities and/or
palpitations, orthostatic hypotensive episodes, bradykinetic
episodes (the ‘on-off phenomenon), anorexia, nausea, vomiting,
and dizziness.

Gastro-intestinal bleeding, development of duodenal ulcer,
hypertension, phlebitis, leucopenia, and agranulocytosis have
occurred rarely.

Positive Coombs tests have been reported both with ‘Sinemet’
and with levodopa alone, but haemolytic anaemia is extremely
rare.
Other side effects that have been reported include:

Psychiatric: euphoria, lethargy, sedation, stimulation, fatigue and
malaise, confusion, insomnia, nightmares, hallucinations and
delusions, agitation and anxiety.

Neurological: ataxia, faintness, headache, increased hand tremor,
trismus, oculogyric crisis, weakness, numbness, bruxism.

Gastro-intestinal: constipation, diarthoea, epigastric and
abdominal distress and pain, flatulence, hiccups, sialorrhoea,
difficulty in swallowing, bitter taste, dry. mouth, burning sensation
of the tongue.

Dermatological: sweating, oedema, hair loss, rash, unpleasant
odour, dark sweat.

Respiratory: hoarseness, bizarre breathing pattern.

Urogenital: urinary retention,incontinence, haematuria, dark urine,
priapism.

Special senses: blurred vision, diplopia, dilated pupils, activation
of latent Horner's syndrome.

Other: hot flushes, weight gain or loss, flushing, abnormalities in
laboratory tests (see ‘Precautions’).

PRESENTATION

There are three strengths of ‘Sinemet.

The standard strength is known as ‘Sinemet-275 and is
supplied as dapple-blue, half-scored, oval tablets, marked
‘MSD 654, containing 25 mg carbidopa (as carbidopa
monohydrate) and 250 mg levodopa BP, in bottles of 100.

‘Sinemet-Plus'is available as yellow, half-scored, oval tablets,
marked ‘'SINEMET-PLUS; containing 25 mg carbidopa (as
carbidopa monohydrate) and 100 mg levodopa BP, in bottles of 100
and 1,000.

‘Sinemet-110, supplied as dapple-blue, half-scored, oval tablets,
marked ‘MSD 647; containing 10 mg carbidopa (as carbidopa
monohydrate) and 100 mg levodopa BP, in bottles of 100.

Basic NHS costs:
‘Sinemet-275 Tablets (100) £12.20.
‘Sinemet-Plus’ Tablets (100) £10.70.
‘Sinemet:110 Tablets (100) £6.30.

Product licence numbers:
‘Sinemet-275 Tablets, 0025/0085.
‘Sinemet-Plus' Tablets, 0025/0150.
‘Sinemet-110 Tablets, 0025/0084.

Product authorisation numbers:
‘Sinemet-275 Tablets, 35/47/2.
‘Sinemet-Plus' Tablets, 35/47/3.
‘Sinemet:110 Tablets, 35/47/1.

Agents in the Republic of Ireland:
Cahill May Roberts, P.O. Box 1090, Chapelizod, Dublin 20.

Additional information is available to the medical profession
onrequest

Issued September 1981
® denotes registered trademark. @MW) denotes trademark.

Q@ YERCK Merck Sharp & Dohme Limited, Hoddesdon,
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Normality and Pathology
in Cognitive Functions

edited by Andrew W. Ellis
May 1982, vii + 328pp., 0.12.237480.0
£19.20 (UK only) | $39.50

Topics covered include speech production,
reading, spelling and writing, object and face
recognition, memory, spatial and geographical
knowledge, the planning and execution of
actions, and artistry. This by no means exhausts
the range of topics and is intended only as a
representative sample to allow the reader to
?‘ieﬂde on the importance of this developing
eld.

This book will give a new perspective on the
subject to cognitive and experimental psycho-
logists, and to neurologists. However, its scope
is wide, and it will be of interest also to psycho-
linguists, psychobiologists, clinical psycho-
logists, speech therapists and educationalists.

Academic
Press

A Subsidiary of Harcourt Brace Jovanovich, Publishers
London New York Toronto Sydney San Francisco
24-28 Oval Road, London NW1 7DX, England

111 Fifth Avenue, New York, NY 10003, USA

—

Drugs and Disease

The Proceedings of a Symposium
organised by the
Royal College of Pathologists

Edited by
Sheila Worlledge

Price: Inland £3-00
Abroad US $7-50
including postage

The Publishing Manager, JOURNAL OF
CLINICAL PATHOLOGY, BMA House,
Tavistock Square, London WC1H 9JR
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Brings back a f ling of achieverment

Prescribing notes: Indications Relief. of spasticity of voluntary muscle arising from cerebrovascular accidents, cerebral palsy,
meningitis, raumatic head injury, multiple sclerosis and other spinal lesions. Dosage Adults: Initially 15mg daily inthree divided doses,
increasing slowly at intervals of at least three days, until the optimum effect is achieved. Satisfactory control is usually obtained with
doses up 1o 60mg daily, but careful adjustmentis often necessary o meetthe requirements of individual patients. Amaximum daily dose
of more than 100mg is not advised unless the patient is in hospital and under careful supervision. Children: Initially 5-10mg daily in
divided doses, and a maximum dose of 60mg daily. There have been no reports of tolerance. Side-effects Nausea; vomiting; daytime
sedation and confusion; muscle hypotonia and fatigue; visual hallucinations. Precautions Concurrent administration of
antihypertensives; psychotic states; epilepsy; first three months of pregnancy. Packs Lioresal 10mg tablets in Securitainer packs of 100.
Basic NHS price £11.66. PLO008/0053. * denotes registered trademark. C l : B A
Full prescribing information is available on request from CIBA Laboratories, Horsham, West Sussex. :
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Brings push-button simplicity
to Evoked Potential studies

The completely new Medelec Sensor system is designed specifically for
the Evoked Potential testing of central and peripheral neural pathways. '

Sensor is easy to use; it remembers your control settings for 12 types of test.

Sensor mcludes all the facﬂatfes for detailed response analysis.
for bulk storage, analysis of results, and
has total capability; it is a complete
: system for multi-channel
Auditory, Visual and
Somatosensory testing.

puth America,
t comparable
ca Corporation,
antville,
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- recording system.
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from Downs Surgical
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Pudenz Schulte products are available
in the U.K. exclusively from Downs
Surgical. The range includes:

prcture. et

Ventricular catheter with unique
new right-angled clip and stilette

Totally new diaphragm valve
flushabie in either direction  with
integra! connectors oand no meta!
parts

Kink-resistant distal icardiac or
peritoreal’ catheter

ALSO AVAILABLE

Complete system for pressure
monitoring from the ventricle (and
subarachnoid space:

Connections for Huid drainage.
pressu: e transducer. manomete:
and venting filter

Whole system clomps to an 1.V,
stand

Radiopaque low profile drain
Transluzent round drains {3 sizes

Y drain connector and 300m/
suction reservoir

Drains easily cut to required length

Downs Surgical PLC,
Church Path, Mitcham.
Surrey CR4 3UE England.
Telephone: 01-648 6291

Please send me turthei informaticon on

The PudenzSchuite C.S.F.Flow Systerm _
Intracraniol Pressure Monitoring System ‘
SurgicaiDrains and Suction Reservoir
twouldlike a‘reedemonstration L
Name

Paosition

Address

Tei
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NEW FROM BUTTERWORTHS

MECHANISM AND MANAGEMENT OF HEADACHE rourtH enimion

James W Lance, CBE. MD. FRCP, FRACP. FAA
Chairman. Division of Neurology. The Prince Henry
and Prince of Wales Hospitals, and Professor of
Neurology, The University of New South Wales.
Sydney. Australia

Rapid advances in knowledge have
demanded a further revision of Professor
Lance's well-known book. The past few
years have seen great strides in our
understanding of subjects such as pain
mechanisms, control of the cranial
circulation and clinical aspects of
headache. This fourth edition has been
substantially altered to take account of
the new picture which has emerged.

In addition to the major changes, every
part of the book has been thoroughly
updated. A chapter on the history of
headache has been added in order to
show that our present difficulties are
hardly to be compared to those of
previous generations. And to keep the
book within sight of its original aim of
brevity, the case histories have been
omitted. To match these changes of
content, the text has been redesigned
and completely reset in a larger format.

Headache continues to be a ubiquitous
and often poorly appreciated complaint.
Most physicians, whether specialist or
general practitioners, or those still in their
period of training, will find that this
modern and readable account will help
them to understand and treat the problem
more effectively.

Contents: The history of headache :
Recording the patient’s case : Pattern
recognition from the history : Physical
examination : Causes of headache :
Classification of headache and facial
pain : Pain from the cranium, cranial
nerves and extracranial structures :
Intracranial vasodilation : Intracranial
causes of headache : Tension head-
ache : Migraine: clinical features : The
pathogenesis of migraine : The treat-
ment of migraine : Cluster headache
(migrainous neuralgia) : Post-traumatic
headache : The investigation and
management of headache problems :
Index.

August 1982 320 pages approx

216 x 138mm  Hardcover lllustrated

0 407 26458 2 £16.00 approx.

EEG IN CLINICAL PRACTICE

John R Hughes university of lllinois, USA

This book is designed to give a complete
overview of the clinical uses of the EEG.
After presenting a brief description of
EEG instrumentation, the book concen-
trates on diagnosis of abnormal EEG
patterns and their clinical significance.
The final section of the book deals with
topics of special interest, such as EEG
recording in the ICU, common problems
of technicians, and medico-legal issues.

Contents: Technique : Names of
rhythms or patterns : Localization
techniques : Artifacts : Normal
rhythms : Abnormal rhythms : Topics
of special interest.

July 1982 256 pages approx 234 x 165mm
Hardcover 0 409 95023 8 £16.50

A Butterworth Inc. title

BUTTERWORTHS INTERNATIONAL

MEDICAL REVIEWS

NEUROLOGY

Clinical Neurophysiology and Movement
Disorders are the first two titles in a

major new series of reviews in Neurology.
Each year a new volume will appear
focusing on a topic or major theme of
current interest within the field.

VOLUME 1 CLINICAL
NEUROPHYSIOLOGY

Erik Stdlberg and Robert R Young
May 1981 430 pages 234 x 165mm
Hardcover 0 407 02294 5 £15.00
(subscription price £10.50)

VOLUME 2 MOVEMENT DISORDERS
C David Marsden and Stanley Fahn
March 1982 396 pages 234 x 165mm
Hardcover 0 407 022953 £15.00
(subscription price £10.50)

Borough Green. Sevenoaks, Kent TN15 8PH

@Q Butterworths




Journal of Mental Deficiency Research

Edited by B.W. Richards
St. Lawrence’s Hospital, Caterham, Surrey CR3 5YA

Assistant Editor
P.E. Sylvester St. Lawrence’s Hospital, Caterham

Editorial Board

J.M. Berg Mental Retardation Centre, Toronto, Canada

D. Joan Bicknell St. George’s Hospital, London

C.O. Carter Institute of Child Health, London

J.H. Corbett Bethlem Royal Hospital, Croydon

J.H. Edwards Genetics Laboratory, Oxford

W.I1. Fraser Gogarburn Hospital, Edinburgh

K.S. Holt Wolfson Centre, London

C.C. Kiernan Thomas Coram Research Unit, London

B.H. Kirman London

R.C. MacGillivray Lennox Castle Hospital, Glasgow

O.E. Pratt Institute of Psychiatry, London

D.A. Primrose Royal Scottish National Hospital, Stirlingshire
A.T. Rundle (Review Editor) St. Lawrence’s Hospital, Caterham
A. Shapiro Burnham-on-Crouch

Victoria Shennan (Society Representative) London

J. Stern Queen Mary’s Hospital for Children, Carshalton

Published in association with the Royal Society for Mentally Handicapped Children and Adults,
the Journal of Mental Deficiency Research is devoted exclusively to the scientific study of mental
deficiency and publishes papers reporting original observations in this field. The subject matter
includes clinical case reports, pathological reports, biochemical investigations, genetics and
cytogenetics, psychological, educational and sociological studies, the results of animal
experiments or studies in any discipline that may increase knowledge of the causes, prevention or
treatment of mental handicap. Reviews are submitted from experts from time to time on themes
in which recent research has produced notable advances. All papers are assessed by expert
Readers.

Subscription Information

The Journal of Mental Deficiency Research is published quarterly. Subscription rates for 1982
are: £22.50 (U.K.), £27.00 (overseas), $62.50 (U.S.A. and Canada) post free, including delivery
by air freight to subscribers in the U.S.A. and Canada.

Order Form — send to Blackwell Scientific Publications Ltd, P.O. Box 88, Oxford, England
Please tick the appropriate box

D I would like to subscribe to Journal of Mental Deficiency Research and I enclose my
remittance for the current volume

D I would like a free specimen copy of Journal of Mental Deficiency Research

......................................................................................

Blackwell Scientific Publications

Published by British Medical Association, Tavistock Square, London WCIH 9JR
and printed in England by Eyre & Spottiswoode Ltd, Thanet Press, Margate, Kent




