
THERAPEUTICS 

Initial bromocriptine did not change mortality in early, mild 
Parkinson disease 
1.ees /\) , Karzenschlager R, Head J, Ben-Shlomo Y, on behalf of the Pmfo.nson's Disease Rcseareh Group 
of rhc Unired Kingdom. Ten-year follow-up of three different initial treatmenrs in de-novo PD. A 
randomized trial. Nemology. 2001 Nov !3;57:1687-94. 

QUESTION 

In paricncs wich early, mild Parkinson disease 
(PD), <loe5 rhc long-rerm effecciveness of 
levodopa alone differ from thar of levodopa 
plus selegiline or inirial bromocriptinc mono­
therapy? 

DE S I GN 

Ranck1mi1.ed {allocation conc<:alcd•)t, blind­
ed {dara safecy and monitoring commic­
rce}t," comrolled rrial with a mean 9.2-year 
follow-up. 

SETTING 

Uniced Kingdom. 

PATIENTS 

782 patients wirh a dinical diagnosis of PD. 
Exclusion criceria were failure to xcspond co 
an a<lequace rrial of dopamint:rgic drugs or 
incapacitating cognitive impairmenr. 

INTE RVENTION 

249 parienrs were allocaced co levodopa 
alone, 271 co levodopa plus sclegiline, and 
262 to initial bromocriprine. 104 patients in 
the bromocriprine group were rerandomi1..cd 
to l of the ocher 2 treatment groups afrcr 
bromocriprine was withdrawn, but all 
palicnrs were analyzed in the group.~ ro which 
they were inicially randomized. 

COMMENTARY 

M A IN OUTCOME MEASURES 

Morcalicy, disabilicy, and adverse elfecrs. 

M A IN RESULTS 

Analysis was by intention ro treat. The 
groups did not differ for morralicy (Table). 
At 3 years, those :issigncd co initial bromo­
criptine had worse disability scores chan those 
assigned co levodopa alone (difference in 
adjusced mean Webster score 1.3, 95% CI 
0.4 m 2.1). This difference was no longer 
scarisrically significant ar9 years (0.2, Cl - 1.5 

co 1.5). At a mean of9.2 years of follow-up, 

a lower incidence of dyslcincsia occurred in 
pacienrs initially assigned co bromocriprine 
than in rhose in rhc levodopa-alone group 
(relative risk 0.73, CI 0.57 co 0.93). How­
ever, when only moderare-ro-severe dyski­
nesias were analyzed, chis difference was no 

longer st:arisrically significant. The groups did 
not differ for incidence of dysroni:i or on-off 
Auctuarions. 

CO NCLUSIO N S 

In patients with mild, early Parkinson dis­
ease, initial rreatmenr with bromocriptine 
did not reduce mortalicy more chan lev­
odopa. Disabiliry scores were worse during 

the first 3 years of trearmenr with initial 
bromocripcine. 

Source of fonding: Parkimon's Disease Society ef 
the United /(j11gdom. 
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*See Glossary. 

t1nform.·1rion provided by author. 

Initial bromoaiptine (18) vs levodopa alone (L) and levodopo plus selegi1ine (LS) in early, mild Parkinson 
disease at a mean 9.2 years 

0L1come · · Comparisons . Event ra1es (person·yr ol risk) Unadjusted hazard ratios (95% Cl) 

Mortofity 

tlkl significant. 

IBvs L 
LS vs IB 
LS vs L 

58% (140) vs 51% (118) 
61% (148) vs 58% (140) 
61% (1 48) vs 51% (118) 

1.15 {0.90 to l.4])l 
l.06 {0.84 to 1.34)t 
1.22 (0.95 to l.55)* 

·me study by Lees and collcagu~ showi; rhac iniriaring creatmenr wirh 
bromocripcine or levodopa does nor affect mortal icy rares and d iar 
parien~ who began creatment wirh levodopa had slighcly better mocor 
soores during follow-up bur a higher incidenc.e of dyskinesias. The 
scudy has methodologic limicacions, the main one being that outcome 
3$CSSmenr was noc blinded ro rrearmenr allocarion. Potential bias is 
suggcsced by che much higher nwnber of clcachs !Tom ccrebrovascular 
disease in rhc bromoci:iprinc group than in the levodopa group. 
Dyskincsia scores are rather subjective; 1hc distinction between dystonia 
and dyskinesias is sometimes difficult. 

Remarkably. no cl inical differences ocher chan pocency have emerged 
among the various dopamine agonises. Therefore, the question arises on 
che possible generalization oflong-terrn data on bromocriptine. A 
recently published mera-analysis acknowledged char derermining how 
to srarr rrea.cmenc would depend on rhe relative effecc of improving 
moror disabilicy compared with lessening mocor complications (5). The 
pre.~enc study raises furd1er awareness and concem about the pros and 
cons of starring PD d1erapy with a dopamine agonise rather th;ui wico 
levodop:1. The results arc more prQ-levodopa than those published in 
rcccnc series, which may kad clinicians ro consider low do,ses oflcvodopa 
as an alccrnarive initial rreaanem in PO patients. 

This srudy describes a larger number of PD patien~ and has a longer 
follow-up period chan do ocher studies that compare levodopa and 
dopamine agonists. These rcsulti> are in keeping with previous open­
label srudies on bromocriptine (I) and wirh more recenc conuolled 
srudics of new dopamine agonises (2-4). The withdrawal rate in the 
dopamine agonise group in this snidy i~ higher chan char reported in 
the controlled rrials ofcabergoline (16% ar 3 years) and ropin irole 
(27% ac 5 years). In this report, only 3% of patients receiving 
bromocriprine remained on initial crearment after 10 years. 
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