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Low-dose bromocriptine in Parkinson's
disease

Sir: In the decade since Calne reported the
efficacy of the ergot dopamine agonist
bromocriptine (BC) in Parkinsonism,l ler-
gotile, lisuride, pergolide have been found
to be dopaminomimetics of roughly equal
clinical effect, though varying in duration
and in toxicity. Caine states2 "a critical
review fails to reveal any cogent difference
in clinical efficacy". Thus, bromocriptine is
the drug in which UK workers have great-
est experience. There are many unans-
wered questions: 1. should it be used early
or late in the disease? 2. is established use
in late levodopa failures in conjunction
with levodopa plus decarboxylase inhibitor
(Sinemet, Madopar) correct? 3. Teychenne
et a13 claim that the low dose regime pro-
duces "comparable improvement with less
adverse effects and less supersensitivity".
This regime has passed into clinical prac-
tice, especially in the elderly without ade-
quate validation. We have attempted to
verify this claim.

In a small, selected open pilot trial, ten
patients were allocated to two groups by
randomisation: group A "rapid introduc-
tion" started bromocriptine 2- 5 mg/day
and this was increased by 2 5 mg/week;
group B "slow introduction" started
bromocriptine 1-25 mg/day and this was
increased by 1-25 mg/week. End points
were either (a) intolerable toxicity-dose
was then reduced and maintained if side
effects disappeared and efficacy was main-
tained; or (b) adequate control of Parkin-

sonian symptoms judged by doctor and
patient, and indicated on Webster scoring.
When achieved, the dose was maintained
at this optimum level; if response was
inadequate, the dose was raised at the pre-
scribed rate to a maximum of 40 mg/day.

Patients were obtained from the Parkin-
son' s disease clinic, and selected if they had
not been treated previously with any
levodopa compound. Group A contained
three men, two women, mean age 59 6,
disease duration 4-0 yr. Group B contained
two men, three women, mean age 67, dis-
ease duration 4-8 yr. All patients in both
groups were taking anticholinergics which
were continued in the same dose through
the trial. Two patients in group B took
amantadine which was continued. One in
group A took amitryptilene. Patients were
assessed (with relatives) using a Webster
scoring system at intervals of 2 to 4 weeks
until they were stable, thence every 4 to 8
weeks.
The table shows the clinical features, ser-

ial assessments in response to treatment,
follow up and side effects. Intolerable
toxicity caused termination of treatment
(>>) in four subjects. It will be seen that
on entry group B were older, initial
Webster scores slightly higher than in
group A; duration of disease was similar.
Although this would exert a bias in favour
of group A, in fact improvement at the end
was seen in two patients in groups A and B,
but there were three withdrawals due to
psychosis, or inadequate control in the
rapid introduction group A, compared to
only one withdrawal in a lady who fell and
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fractured here femur at a time of poor con-
trol in group B. Three patients in the latter
slow introduction group remained stable
and one had an excellent clinical response
and remained well controlled without side
effects for 28 months (pt 7).
We found no clinically significant

response in doses of 20 mg/day or less.
Useful responses were obtained with doses
between 25 and 40 mg/day, but these are
not "low doses" as conceived by
Teychenne and others. At this dose level in
this selected group of patients who had
never received levodopa a clinically useful
effect was clearly evident in four of the 10
patients, and a smaller benefit with a
period of stable control was found in a
further two patients, and lasted from 1 year
to 27 months.

Side effects remain the main hurdle with
bromocriptine treatment, and although
heartburn, oesophageal reflux and dyspep-
sia were troublesome in three subjects, the
major cause of intolerance is confusion.,
hallucinosis and frank psychosis. In some
subjects quite drastic reduction of dose was
not sufficient to control psychotic aggres-
sion; withdrawal was then necessary.

Bromocriptine remains of some value in
those patients who can tolerate a moderate
dosage of greater than 25 mg/day and itO
can delay the start of levodopa drugs in this
group. Whether this affects the total period
of useful response in not known. We were
able to obtain significant benefit in those in
whom bromocriptine was stopped by the
introduction of levodopa plus decarboxyl-
ase inhibitor. Psychosis did not recur. Our

A&
Table Clinical features and response to bromocriptine

Patient Age (yr) Aetiology Duration of Webster score Time in Max dose Side effects or
Parkinsonism trial bromocriptine reasons for

Start Best End termination >>

54 idiopathic 6 yrs

2 70

3 53
4 60
5 61

,,- 3

,, 4-5
,. 6
I, 2

10

12

8 8 mths 30 mg/d

7 27 mths 27-5

8 7 9 17 mths 30
13 13 15 2 mths 20
14 15 18 4 mtlhs 40

Mean- 59-6 4-3 11-4 9-6 11-6 11-6 mths 29-5
Group A-rapid introduction: 2'5 mg/d, then increase by 2-5 mg each week till optimal effect upto 40 mg/d or intolerable toxicity

delusions, violent
psychosis <<

heartburn worse on
higher dose

well
psychotic >>
poor control of PD

heartburn >>

11 5

., 4
4
8

12 11 13 27 mths
13 9 9 28 mths
12 11 11 17 mths
17 17 17+ 2 mths

37.5
30
27-5
7-5

10 69 ,, 3 12 9 12 13 mths 40 stable
Mean- 67 4-8 13-2 11-4 11-4 19-4 32 5
Group B-slow introduction: 1-25 mg/d, then increase by 1-25 mg each week till optimal effect upto 40 mg/d or intolerable toxicity

ballucinations dyspepsia
well
stable
poor control->fall
-># femur >>

Gp. A

Gp. B
6
7
8
9

69
59
65
73
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results in this small number of patients
favours a regime of slow introduction. This
group sustained an effective level of treat-
ment for significantly longer periods (see
table) and with less toxicity than the rapid
introduction group. We have previously

Fclaimed a useful role for bromocriptine in a
proportion of levodopa failures.4 5 We can-
not support the low-dose regime for earlier
cases who have never received levodopa,
but a slow introduction in this group, reach-
ing more conventional doses of 25 to
50 mg/day will delay the start of levodopa
in those patients who are spared the serious

'toxicity. Whether this has any advantage
over conventional levodopa at the same
stage remains unknown.
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Notices

Under the auspices of the Research Sub-
committee of the Joint Committee on Edu-
cation of the American Association of
Neurological Surgeons and Congress of
Neurological Surgeons, a registry of clinical
trials in neurosurgery is being established.
The purpose of this registry is to make
available to all neurosurgical investigators
basic information on clinical trials of
neurosurgical interest that are being
designed or conducted so that investigators
planning such a study can avoid duplicating
work already underway or completed and
be put in contact with other investigators
with similar interests who might wish to
become involved in collaborative work.
For further information about the regis-

try or to register a study currently being
planned or conducted, please contact the
registry through: Stephen J. Haines, MD,
Department of Neurosurgery, University
of Minnesota, Box 96 Mayo Minneapolis,
MN 55455, USA.

International Neuropsychological Society

The 8th European Conference will be held
in Copenhagen. 12-15 June, 1985. Infor-
mation may be obtained from: P Bruhn, or
DN Brooks, Department of Psychological
Medicine, 6 Whittingehame Gardens,
Great Western Road, Glasgow, G12 OAA,
Scotland.

We thank Sandoz Laboratories for support
and supplies of bromocriptine during this
trial, and Dr LD Harris and Mrs E Baister
for helpful advice.
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