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Mini Review

Parkinson’s Disease, the Rationale to Start Treatment Early, 
Start Low and Go Slow

Abstract

Introduction: Parkinson’s disease (PD) is the second most common neurodegenerative disease. Idiopathic PD may be more preva-
lent with the suggestion that PD is part of the natural progression of aging.

Background Information: The diagnosis of PD is a clinical diagnosis with no absolutely reliable, antemortem, objective test for 
diagnosis which remains reliant on the cardinal features of bradykinesia, rigidity and resting tremor with a basic requirement of at 
least two out of these three features. The neurones involved in PD are the same as those involved during aging. Progression of PD is 
more dependent upon advancing age, rather than duration, with the hall mark features of PD being significantly increased with age.

Discussion: The interchange of PD with aging led to an alternative approach to the management reliant on early initiation of L dopa, 
once PD is clinically evident, starting very low and going very slow. This was subjected to an audit confirming efficacy when com-
pared to current regimen. 

Conclusion: There is justification for the hypothesis that idiopathic PD represents aging, rather than a true pathophysiological dis-
ease, and very early introduction of dopamine replacement and supplementation, starting low and going slow is a viable alternative.
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Introduction

Parkinson’s disease (PD) is described as the second most common neurodegenerative disease [1-4], making it a very common neuro-
logical diagnosis, affecting approximately an estimated 0.46% (95%CI 0.23 - 0.68) prevalence of PD patients treated with medications, 
aged 50 years or older and a 10-year incidence of 0.84% (95%CI 0.54 - 1.33) [5]. There is an alternative view that suggests that idiopathic 
PD has a much higher prevalence, that has been missed in most who have it, until it is very obvious, with the argument being that PD is not, 
of itself, a disease but rather part of the natural progression of aging and, if sought conscientiously, will be found in many more geriatric 
patients [6,7].
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Background Information

The diagnosis of PD is a clinical diagnosis which includes the features of bradykinesia, resting tremor, rigidity, flexed posture, “freez-
ing,” and loss of postural reflexes [8]. It is a slowly progressive syndrome which starts insidiously and usually affects one side of the 
body before spreading to involve the other side [8]. Pathology shows loss of neuromelanin-containing monoamine neurons, particularly 
dopamine (DA) neurons in the substantia nigra pars compacta [8]. DA loss in the nigrostriatal neurones accounts for many of the motor 
symptoms, which can be treated with DA replacement, such as levodopa. Most cases are sporadic but there are rare genetic causes [8]. 
Nonmotor symptoms (depression, lack of motivation, passivity, and dementia) commonly occur to add to the clinical picture [8]. 

James Parkinson is attributed with describing the syndrome in 1817, referring to it as Paralysis Agitans [9]. He described the classical 
“… resting tremor, stiffness and characteristic station and gait…” to which, in 1872, Charcot added bradykinesia as a seminal feature [10] 
and suggested the eponymous name of PD. References to elements of PD long predate James Parkinson and date back to ancient Chinese, 
Indian, Babylonian and Greek texts, thereby establishing its relatively broad-based, ubiquitous nature across cultures and societies [6,10].

There is still no absolutely reliable, antemortem, objective test to clinically diagnose PD with the diagnosis being dependent on expert 
opinion as the “gold standard” [11,12]. The diagnosis remains reliant on the cardinal features of bradykinesia, rigidity and resting tremor 
[6,13] with a basic requirement of at least two out of these three features. Various primitive reflexes, such as the glabellar tap, grasp re-
flexes and palmar mental/naso-palpebral reflexes, when present, assist in the clinical diagnosis of PD [6,14].

As described by Fahn [8], it is understood that PD results from degeneration of dopamine producing neurones in the mid-brain, with 
the resultant expression of features of PD. Proteins relevant to the pathogenesis of PD, including α-synuclein, UCH-L1, PINK1 or DJ-1 are 
also involved in aging [15] which led Galvan and Wickmann [15] to hypothesise that “.…Present data suggests that Parkinson’s Disease 
could be the expression of aging on a cell population with high vulnerability to aging…”. 

This led Beran [6] to also question if PD was little more than a simple expression of part of the aging process with those neurones, 
affected during the evolution of PD, being the same neurones which degenerate during the normal aging process [6] and that PD may 
represent a local expression of aging which impacts upon a vulnerable cell population due to an increased number of synaptic terminals, 
mitochondria and unmyelinated axons [16]. The clinical progression of PD is more dependant upon advancing age, as compared with 
disease duration [6], with a biological interaction between the disease process and aging on non-dopaminergic structures [6,17]. Parkin-
sonian features, the hall mark of PD, are significantly increased with age [6,17] with an artificial separation and differentiation between 
PD and Parkinsonism [6,18].

Discussion

Acknowledging that references to Parkinsonian features long predated James Parkinson’s description [10], dating almost to the start 
of the history of humankind, including ancient Chinese, Indian, Babylonian and Greek texts [10], leads one to assume that PD may well be 
a feature of aging, with the ubiquitous nature of the picture. The above picture [6,16-18] which evaluates the interchange of PD and aging 
adds further to this hypothesis with the features of aging being considered as an integral component of PD [19]. This led Beran [20] to 
develop an alternative approach to the management of PD. This approach [20,21] relied on the initiation of L dopa, as soon as the diagno-
sis was clinically evident, based on the presence of at least 2 of the cardinal 3 features of PD, as described above [6,8,9-14]. This regime 
was maintained, at a tiny dosage of ½ L dopa/carbidopa (Sinemet®) 100/25 mg combination or L dopa/benserazide (Madopar®) also at 
the 100/25 strength, until reaching I bid, when other anti-Parkinsonian agents were added in sequence, including selegiline (Eldepryl®), 
pramipexol (Sifrol®) followed by the combination of L dopa/carbidopa with a catechol-O-methyl transferase (COMT) inhibitor (Stalevo®), 
also starting very low and going very slow [20]. 
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This very early introduction of replacement therapy, based on starting early, starting low and going slow [20] was recognised as an 
alternative managerial paradigm for the treatment of PD. Having advocated same, it was accepted that it needed to be subjected to a 
rigid audit, to assess its efficacy, when compared to the accepted regimen, at the time, and as set out in the literature and was found to be 
superior [21]. This has been further interpreted as evidence supporting the hypothesis that PD represents a form of aging and that the 
introduction of dopamine replacement, as soon as there is clear evidence suggestive of PD, provides an effective and viable alternative 
approach to management. The argument is that it reflects the degenerative aging process and replaces the diminishing dopamine while 
the receptors thereof are still more sensitive and active.

Conclusion

Based on the above scenario and the response to treatment, as demonstrated in the clinical audit, there is justification for the hypoth-
esis that idiopathic PD represents a picture of specific aging, rather than a true pathophysiological disease, and adopting an approach of 
very early introduction of PD remedies, with dopamine replacement and supplementation, starting low and going slow is a viable alterna-
tive.
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