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This paper is the final chapter of the long-running UK
Parkinson’s Disease Research Group (PDRG) trial,
which randomised 782 patients with early Parkinson’s
disease (PD) between 1985 and 1990 to one of three
treatment arms: levo-dopa (LD) alone, selegiline plus LD,
or bromocriptine alone.The primary outcome measures
were mortality and motor disability, and for this final
assessment, mini mental state examination (MMSE) and
a quality of life analysis (Short Form-36) were included.
In 1995, a statistically higher death rate in the selegiline
plus LD versus the LD alone arms was reported,1 leading
to the termination of this arm of the trial. This final
follow-up paper analysed the follow-up of all patients at
a median of 11.4 years.

The debate over the optimal treatment for early PD has
been running for decades, and the fear over LD motor
complications among patients and doctors has resulted
in ‘LD phobia’, leading to various LD-avoiding strategies,
most commonly the early introduction of dopamine
agonists (DAs).2 Numerous trials have shown that DAs
are associated with fewer early motor complications but
at the cost of less effective relief of the motor symptoms
and higher rates of adverse effects, some of which are
very harmful (e.g. fibrotic complications of the ergot
DAs and impulse control disorders). Where do the
PDRG results fit in?

Although the mean age at randomisation was about 63
years, 480 (61.4%) were dead at final follow-up, a
standardised mortality ratio of 1.88 (95% CI 1.72–2.06);
there were no significant mortality differences between
the groups. Of the 302 survivors (38.6% of study
population), only 166 (21%) were available for analysis in
this report, with a median follow-up of 14 years for
this group.
A small but significant advantage in motor scores
favouring the LD arm persisted, and this was reflected by
significant differences in the physical summary sections
of SF-36 scores, with a trend in favour of LD for vitality
and general health perceptions. The prevalence of motor
complications was similar for the LD and bromocriptine
arms.The prevalence of dementia was less in the LD arm
(18%), compared with bromocriptine (29%), although
this was not statistically significant.

Firstly, it confirms the clinical impression that PD is a
miserable, progressive disease, with an increased death
rate. The average age at randomisation was a few years
lower than the average age of PD onset, yet 60% were
dead after just over a decade, with up to a third of
survivors demented. Regarding choice of initial treatment,
there were no differences in mortality or motor
complications between the groups, but the advantage of
LD in terms of better motor scores and improved quality
of life was evident, and no clinically meaningful advantage
of early treatment with bromocriptine was demonstrated.
There are some methodological problems. The trial was
unblinded, but the biggest problem was the loss of
surviving participants for the final analysis, accounting for
17% of the study total. Critics will also claim that
bromocriptine is an outdated DA, but the results in
terms of motor scores and complications are similar to
the newer DAs and there is no evidence to suggest
newer DAs are better than bromocriptine.3
Despite these criticisms, and while we await data from
other trials investigating early PD treatment (PD MED,
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ADAGIO), these results are important for several
reasons. They allow us to have a more informed
discussion with patients regarding treatment, and should
be helpful in breaking down LD phobia.They also provide
important prognostic information which, as clinicians, we
should not ignore and be prepared to discuss with our
patients. But perhaps most importantly, they demonstrate
the absolute need for long-term follow-up in trials of
chronic conditions, and the UK PDRG should be
congratulated for its tenacity in this regard.

