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Preface

During the past few years the treatment of parkinsonism has undergone
dramatic changes following the recognition of the crucial importance of
striatal depletion of dopamine. On January 5 and 6, 1973, a meeting was
held at the Royal Postgraduate Medical School, London, for European
workers in this field. There were three major reasons for holding this sym-
posium. First, it represented an effort to bring together clinical neurologists,
pharmacologists, and biochemists for an interdisciplinary exchange of ideas.
Second, it afforded an opportunity to review five years of widespread ex-
perience with levodopa, reassessing both the beneficial and the adverse -
reactions which have emerged. The third reason for this meeting was to pro-
vide a sounding board for discussing new aspects of the treatment of par-
kinsonism. These include attempts to augment the action of levodopa by
modifying its metabolism with extracerebral decarboxylase inhibitors;
studies on the biochemistry of brain, cerebrospinal fluid, blood, and urine of
patients receiving levodopa; the investigation of drugs which selectively
stimulate dopamine receptors; the evaluation of new anticholinergic agents;
and the development of better animal models of parkinsonism.

The papers were divided into groups covering broadly similar topics,
after which there were open discussions. These were allowed to develop
quite informally and often ‘extended into areas beyond the subject of the
symposium. No attempt was made to curtail these diversions because it was
considered preferable to allow participants to express themselves freely
rather than to interrupt the flow of ideas with restraining comments from the
chairmen. This policy resulted in the proceedings embracing, for example,
speculations on the etiology of parkinsonism, controversies over its natural
history, and an analysis of its neuropathology. However, such wanderings
were brief, and did not deflect the general purpose of the meeting.

This publication is not intended to be a practical manual of therapy for
parkinsonism. Detailed dose regimens for levodopa and anticholinergic
drugs have been given in numerous review articles and can be found in the
standard textbooks. It is intended for students, physicians, pharmacologists,
and biochemists who are interested in the problems of evaluating recent
therapeutic success in neurology, in searching for the causes of therapeutic
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failure, and in attempting to establish a more favorable balance between the -
two. It is an appraisal of Current achievements and deficiencies in the treat-
ment of parkinsonism as well as a glimpse into what the future may hold.

Donald B. Calne
London

The costs of this symposium were ge_nerously met by Roche Products Ltd.
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“Pre-DOPA” Medical Treatment

J. Purdon-Martin

National Hospital for Nervous Diseases, Queen Square, London, W.C.1, England

In undertaking to write on ‘‘pre-DOPA’’ therapy, I was not sure how far
I was expected to go back. Parkinson himself (1817), you may remember,
hoped for a great deal from the pathologists. ‘‘By their benevolent labours,”
he wrote, ‘‘its real nature may be ascertained and appropriate modes: of
relief or even of cure, pointed out.” So far, however, the pathologists have
done little to fulfill his expectations. More than 100 years later, when I was
a student, the popular textbook of medicine was Osler’s (1918), which had
been written partly with the express purpose of debunking treatment by
means.of elaborate prescriptions embodying all sorts of peculiar substances.
Osler wrote on the treatment of paralysis agitans: “There is no method
which can be recommended as satisfactory in any respect. Arsenic, opium,
hyoscine and the extract of the parathyroid gland may be tried and some-
times give relief, but are not curative. The friends should be told frankly
that the disease is incurable, and that nothing can be done except to attend
to the physical comforts of the patient. Regulated and systematised exer-
cises should be carried out.”

For many years after my arrival at Queen Square, hyoscine was in vogue.
Hyoscine provided a palliative treatment that was in many ways satis-
factory and sometimes obtained quite remarkable results; it relieved both
the rigidity and the tremor. If it was given in solution, so that the dose could
easily be adjusted, and if it was taken after meals, so that the rate of absorp-
tion was relatively regular, then the results might be as good as any of those
we have seen with the later anticholinergics. The trouble with hyoscine
was not that it failed to produce the desired effects but that it produced so
many undesired actions as well. Patients developed visual disturbances re-
sulting from dilatation of the pupils and loss of accommodation; they com-
plained of dryness of the mouth, confusion, and sometimes, especially after
they went to bed, visual hallucinations. Nevertheless, hyoscine remained
for many years, to my mind, the most satisfactory remedy at our disposal.

When the parkinsonian condition resulting from encephalitis lethargica
became common, many other remedies were tried, the most important of

1



2 “PRE-DOPA” MEDICAL TREATMENT

which were stramonium and atropine. Stramonium had previously been
used for asthma, especially in the form of cigarettes, and some patients
found that by lying down and smoking a stramonium cigarette they could
terminate an oculogyric crisis. For some reason Bulgarian stramonium
achieved a special reputation, and a whole regime of treatment was estab-
lished which depended on increasing doses of the extract of the Bulgarian
leaf. Both with stramonium and with atropine, optimum treatment depended
on increasing dosage as the patient became more tolerant of the drug, and
sometimes doses were achieved which, at first, would have seemed astro-
nomical. The atropine regime was most popular in Germany, and I believe -
several well-known private therapeutic establishments were given over to
its use. Starting with the pharmacological dose of 1/100th of a grain once or
twice a day, the dosage was gradually inczeased until the victim might be
taking more than Y, grain in 24 hr. Although the effect on the parkinsonian
symptoms was very good and well maintained, what was remarkable about
these large doses was that the usual side effects could be resisted. However,
tachycardia and constipation might be troublesome. The danger of the
regime was the state of collapse into which the patient fell if the regular
dose was not forthcoming.

A little more than 20 years ago the synthetic anticholinergic drugs were
introduced and before long they became confusingly numerous. Most of
them are still in use, either as adjuvants to levodopa or as independent
remedies. Artane®, the first on the market, was benzhexol, and other pro-
prietary brands of the same chemical became available later as Pipanol®
and Trinol®, Kemadrin®, which came next, was procyclidrine hydrochlo-
ride and so on— Disipal®, Lysivane®, Cogentin®, Akineton®, Tremonil®,
These proprietary names are governed by regulations of the Home Office,
which provide that the name must not give any indication of the chemical
composition of the drug, and in many -cases the name applies only in this
country. For the clinician the great advantage of these preparations over the
alkaloids and stramonium is the relative absence of side effects, visual dis-
turbances, in particular, being virtually absent. The primary therapeutic
effects were much the same with all of them, and all, with the possible ex-
ception of Tremonil ®, relieved rigidity more than tremor. Several of them
produced a slight euphoria which was an advantage, but toxic psychoses are
apt to occur, and they have the peculiarity of being paranoic, rather than
confusional, in type. At the Highlands Hospital, where there are still more
than 50 postencephalitics, most of whom receive small doses of levodopa,
the synthetic anticholinergic preparations mainly in use now after 20 years’
experience are Disipal® and Artane®, with Lysivane® in third place but
well behind.
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Just as in the old days, a prescription contains a so-called corrective, such
as Dexedrine®, Drinamyl®, or even chewing gum in association with these
remedies. In practice I dislike ordering more than two preparations at the
same time for any patient for regular use.

Finally, there is more to the treatment of parkinsonism than merely giving
tablets — even levodopa —and one of the measures that interests me is hydro-
therapy. It is well known that many parkinsonians feel better in water. I had
a relative who was a quite severely affected postencephalitic, who lived in
Madeira and for at least 6 months of the year he bathed in the sea daily. He
said that when he was in the water he felt ‘“‘just normal.” Although he was
intensively treated with successive regimes of medical therapy nothing that
he took gave him the freedom that he experienced whenhe was in the water.
I find the physiology of this difficult to understand; I presume it must depend
on the reduction of excessive somatic reflex activities, and possibly healthy
vestibular reflexes take over. Perhaps these are principles we could make
greater use of, but so far the explanation of the phenomenon eludes me. Lest
you feel inclined to try this therapy and encourage your parkinsonian patient
to enjoy his swimming pool, let me warn you that, even if he is a good
swimmer, he may be unable to hold his head up, especially in the water, and
so it is absolutely essential that a competent attendant should be présent.

To recapitulate, there was 100 years without any effective palliative; then
30 years of hyoscine-stramonium treatment; then the synthetics, still far
from adequate, and so to surgery!

REFERENCES

Osler, W. (1918): The Principles and Practice of Medicine. Appleton, New York and London.
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