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Sudden death in Parkinson’s disease: Unjustifiably forgotten

A B S T R A C T

Parkinson's disease (PD) is one of the most common age-related neurodegenerative disorders. Epidemiological studies have demonstrated that PD is accompanied by
high rates of premature death compared with the general population. The main causes of deaths are related to pneumonia and cardiovascular diseases. Importantly, it
has also been recognized that some PD patients may eventually die unexpectedly and suddenly, referred as Sudden Unexpected Death in Parkinson's Disease
(SUDPAR). Despite on-going PD research, there are still deficits in our knowledge about the risk factors, mechanisms and prevention of SUDPAR. By some means,
current evidence suggests cardiac abnormalities and autonomic dysfunction plays an important role in SUDPAR. Thus, SUDPAR in patients with PD is a real
phenomenon and translational studies should be carried out with the aim of elucidating this phenomenon.

In 1887, when the general medical practitioner James Parkinson
from London published the first detailed clinical description of
Parkinson's disease (PD), he could not imagine the eminent scientific
breakthrough that would be achieved in PD research in the 130 years
following his description [1]. In addition, James Parkinson could not
assume that in the years following his discovery the world's populations
would become older at an accelerated rate. According to official UN
data, it is estimated that there are 1.4 billion elderly people in the world
by 2030, 2.1 billion in 2050 and approximately 3.1 billion in 2100 [2].
Obviously, this increase in the elderly population in our society will
increase the incidence and prevalence of neuropsychiatric diseases re-
lated to aging, in which PD will take a prominent place. In this sense,
PD is the second most common age-related neurodegenerative disorder
after Alzheimer's disease and entails a major burden in disability, co-
morbidities, stigmatisation, and even mortality [1,3].

Following this line of reasoning, the results demonstrated in the
elegant article recently published by Zhang and colleagues evaluating
the mortality of PD in China [4], stimulated our research group to
discuss some aspects with emphasis on mortality in PD. Briefly, Zhang
et al. identified a normal survival of patients with PD compared to the
control population over ten years follow-up but also indicated that the
postural instability gait disorder (PIGD) subtype is a potential predictor
for poor outcome [4]. Importantly, during the ten years study period,
9.0% of PD patients died suddenly of unknown cause [4]. Why did the
authors not emphasize this very relevant finding?

Recently, some studies have demonstrated that an increasing
number of PD patients dies suddenly and unexplained, referred as
“Sudden Unexpected Death in Parkinson's Disease” (SUDPAR) [3,5].
Considering that SUDPAR is infrequent, it is a real phenomenon that
has attracted the interest of the neurological community since the
1970's [3,5]. Actually, there is no formal definition proposed by spe-
cialists for SUDPAR. However, SUDPAR could be didactically defined as
an unexpected death in a patient with PD without any satisfactory ex-
planation of death as determined by autopsy studies [3,5]. The epide-
miological data of SUDPAR are not yet reliably available in the litera-
ture and there is an emerging need to recognize and rank the risk
factors of SUDPAR. Currently, it has been suggested that duration of
PD, gender, motor severity, sleep disorders, concomitant cardiac and

pulmonary disease, and drug treatment (polypharmacy) could be pos-
sible risk factors for SUDPAR, but these possibilities require further
investigations in experimental and clinical studies [3,5]. Despite on-
going PD research, there are still deficits in our knowledge about the
SUDPAR mechanisms. Current evidence preferentiates cardiac ab-
normalities and autonomic dysfunction, because ∼60% of PD patients
have cardiovascular disturbances and because of the frequent auto-
nomic dysfunction in PD [3,5]. While the specific risk factors and me-
chanisms are not yet defined, prevention of SUDPAR is crucial. Thus,
cardiac monitoring of individuals with PD, especially in patients con-
sidered at high risk, is urgently recommended [3,5]. In doing so, re-
peated cardiac follow-up investigations should be carried out, including
long-term blood pressure monitoring, electrocardiogram (ECG) re-
cordings and echocardiography [5]. Finally and clinically relevant is
that neurologists and their multidisciplinary team need to discuss the
issue of SUDPAR in an appropriate way with PD patients and their
relatives, addressing SUDPAR as an infrequent but serious, possible
complication.
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