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Background: Non-motor symptoms are increasingly recognized in Parkinson’s Disease (PD) and include physical as 

well as psychological symptoms. A psychological condition that has been well studied in PD is psychosis. 

Cardiovascular autonomic dysfunction in PD can include a reversed or lack of blood pressure (BP) circadian 

rhythm, referred to as nocturnal non-dipping. The aim of this study was to determine the relationship between 24 hr 

ambulatory blood pressure measurements (ABPM), e.g., absence or presence of nocturnal dipping, and psychosis 

scores in PD. 

Methods: 21 patients with Parkinson’s disease underwent 24 hr ABPM using an autonomic protocol. A decrease in 

nocturnal mean arterial blood pressure (MAP) of less than 10% was defined as non-dipping. Patients were 

interviewed (including the Brief Psychiatric Rating Scale; BPRS) for the assessment of psychosis.  

Results: 11 patients were dippers and 10 were non-dippers. BPRS scores were higher in non-dippers who on average 

met the criteria for psychosis (mean non-dipper BPRS: 34.3± 7,3 vs mean dipper BPRS: 27.5 ±5,3; cut off for 

“mildly ill” 31). There was a correlation between BPRS scores and non-dipping, indicating that those patients who 

had a blunted nocturnal fall in BP were more prone to psychotic symptoms.(Pearson’s Correlation = .554, p =.009). 

Conclusion: These results suggest that a blunted BP rhythm in Parkinson’s disease patients may possibly be 

associated with psychosis symptoms compared to patients whose BP decreases physiologically at night. This 

association warrants further investigation. 



 3 

Introduction 

The cardinal features of Parkinson’s disease include rigidity, bradykinesia, resting tremor and postural instability.[1] 

Non-motor symptoms are also being increasingly recognized in PD, such as neuropsychiatric symptoms and 

autonomic dysfunction amongst others, and are often the main cause of disability having a significant impact on 

quality of life[2] and are quite frequently the reason patients are moved to nursing homes[3]. Cardiovascular 

symptoms are typical features of an impaired autonomic nervous system. These include orthostatic hypotension[4], 

or a loss of the circadian rhythm of blood pressure, characterized by ‘non-dipping’[5]; defined as a blunted, or 

absent decrease in blood pressure while sleeping at night.[6]  

The human body is tuned to an (approximately) 24h rhythm, which is inter alia aligned by light and dark cycles. 

Circadian rhythms help with the entrainment of various key daily activities and functions, such as, sleep patterns, 

alertness, physical strength, blood pressure and even mood.[7] Twenty-four hour patterns and any associated 

circadian dysrhythmia, particularly an impaired blood pressure rhythm, have recently become of great interest to 

clinicians[8]. A blunted or even a reversed blood pressure circadian rhythm (e.g. non-dipping) is associated with end 

organ damage[9] and higher cardiovascular morbidity[10]. Furthermore, it has been suggested that non-dipping is 

also associated with other non-cardiovascular symptoms such as psychosocial factors.[11]  

Non-dipping is common in PD, and ranges in prevalence from 40%[12] to 92%[13]. The reasons for a 

blunted/reversed circadian blood pressure rhythm in PD can include several factors, including pathological entities, 

such as disorders of nocturnal movement, obstructive sleep apnea (OSAS), supine hypertension and reduced quality 

of sleep.[14] Numerous other factors can influence blood pressure profiles at night, such as getting up at night 

secondary to urinary urgency or nocturia (both common in PD).  

Psychiatric illnesses, such as psychosis (an abnormal condition of the mind, which involves a loss of contact with 

reality[15]), have also been linked with abnormal circadian blood pressure regulation.[16] Patients with psychosis 

are at higher risk of developing cardio-metabolic risk factors such as hypertension[17]. Up to 40 %[18] to 60%[19] 

of PD patients suffer from psychosis and 50% of PD patients will suffer from hallucinations (spontaneous aberrant 

perceptions without a physical stimulus[20]) in the course of the disease.[18] The link between abnormal circadian 

blood pressure regulation and psychosis in PD has not been specifically examined however. Such investigations are 

difficult, due to the number of factors that may contribute to psychosis in PD. For example, one of the most 

significant side effects of levodopa is psychosis[21] but only 16% of patients with dopamine agonist or levodopa 

medications develop drug-induced psychosis.[18] Other causes of psychosis could be low quality of sleep[22], 

which is however also likely to cause non-dipping.[14] Up to 90% of PD patients suffer from sleep disruption [23, 

24] which may be caused by the hallmark PD pathophysiology of dopamine depletion which plays a crucial role in 

sleep regulation and circadian homeostasis[23].  

The aim of this study was to therefore determine the relationship between 24 hr ambulatory blood pressure 

measurements (ABPM), e.g., absence or presence of nocturnal dipping, and psychosis parameters in Parkinson’s 

disease, while also considering factors that could influence psychosis scores and non-dipping, such as quality of 

sleep, orthostatic hypotension, levodopa medication and severity/stage of Parkinson’s disease. 
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Methods 

Participants 

A total of 21 patients who met the diagnostic PD criteria of the Queen Square Brain Bank[25] were included in this 

study, which was approved by the ethics committee of the University of Witten/Herdecke and the London, Camden 

& Islington NRES committee. Patients who had symptoms suggestive of atypical PD or any other diagnosis than 

idiopathic PD were excluded. Further exclusion criteria were diabetes and hypertension (or use of antihypertensive 

medication or other medication that could interfere with cardiovascular autonomic function screening, e.g., head up 

tilting, and 24 hr ABPM results). None of the patients were on anti-psychotic medication; only one patient was on 

anti-depressants (mirtazapine 15 mg.) All participants gave verbal and written informed consent prior to the start of 

any testing. All procedures were in line with the Declaration of Helsinki.  

 

Protocol and Instrumentation 

Patients reported to the Unit in the morning in the “off” stage, having been asked to skip the morning dose of their 

anti-PD medication. Patients were first assessed with a range of PD instruments, namely the Unified Parkinson’s 

Disease Rating scale (UPDRS) [26] including the Hoehn and Yahr Scale[27], Schwab and England activities of 

daily living scale and the Parkinson’s Disease Questionnaire (PDQ)[28]. These instruments were complemented 

with the mini mental state examination (MMSE). Additionally, two instruments to assess psychosis in PD 

patients[29] were administered: the brief psychiatric rating scale (BPRS) which usually assesses psychopathology in 

patients with schizophrenia[30], and the positive and negative syndrome scale (PANSS) which usually measures 

symptoms severity in patients with schizophrenia[31], both instruments are however recommended for use with PD 

patients.[29] 

Every patient underwent a head-up tilt test to 60 degrees to ascertain whether or not they met criteria for OH.[6] 

which was defined as a reduction of systolic blood pressure of at least 20 mm Hg or 10 mm Hg in diastolic blood 

pressure within 3 minutes of quiet standing.[32] Afterwards, patients were fitted with an ambulatory blood pressure 

monitor (model 90207, Spacelabs™ Medical, Redmond, Washington) and instructed on how to use it appropriately. 

Automated blood pressure measurements were taken every 30 minutes during day time (07.00-23.00) and every 60 

minutes at night (23.00-07.00).[33] Furthermore, patients were provided with a diary and asked to fill in daily events 

over the 24 hours, including, sleep and wake times, meal times or other food/caffeine intake, time of medications 

and posture (lying down, sitting, standing, walking, exercising) and activity at the time of every reading. Additional 

information, such as symptoms or emotional strain, was also requested to be noted in the diary. Participants were 

also asked to briefly evaluate their quality of sleep and if they got up during the night and if so, for what reason. 

 

Statistical Analyses 

Mean arterial blood pressure was calculated by [(2 x diastolic)+systolic blood pressure] / 3.[34] A normal circadian 

blood pressure profile was defined as a reduction in night time (asleep) mean arterial blood pressure by at least 10% 



 5 

from the daytime (awake) mean arterial BP[6], otherwise known as ‘dipping’. A ‘non-dipping’ circadian BP profile 

was defined as a reduction in night time (asleep) mean arterial blood pressure of less than 10% from the daytime 

(awake) mean arterial BP.[6]A reversed nocturnal BP profile, e.g., an increase at night, was defined as an increase in 

night time (asleep) mean arterial blood pressure by at least 1% from daytime (awake) mean arterial BP.[35]  

 

Indices of circadian blood pressure rhythm (e.g., daytime vs night-time mean values) were compared for the whole 

group using paired t-tests. Patients who met the criteria for dipper vs non-dipper were split into sub-groups and were 

compared using independent t-tests for equality of means (with Levene’s test for equality of variances) or Mann 

Whitney U tests, where appropriate.  Levodopa equivalent dose (LED), a standardized conversion factor for total 

daily anti-parkinsonian drug intake, was calculated following the guidelines of Tomlinson et al (2010).[36] 

The relationships between indices of psychosis and dipping were assessed using Pearson product-moment 

correlation coefficients or Spearman rank order correlations (rho), where appropriate. Preliminary analysis was 

performed to ensure no violations of the assumptions of normality, linearity and homoscedasticity. The evaluation of 

relationship strength was defined by Cohen as small: r=.10 to .29; medium: r=.30 to 49;large: r=.50 to 1.0.[37] 

Indices of psychosis were also correlated with LED, age, disease duration, PDQ, UPDRS, gender, OH and sleep 

quality. The level of significance was set at 0.05. Data are presented as mean ± 1 standard deviation.  
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Results 

 

Participant details 

21 patients with PD (15 male, 6 female) were recruited. The average age was 63.9 (±7.6) years and mean disease 

duration (calculated from the time of diagnosis) was 6.6 (±7.0) years. Patients had a mean UPDRS Score of 28 (±13) 

and 38 % were in Hoehn & Yahr stage I, 52% in stage II and 10% in stage III. None of the participants had an 

MMSE score below 28, except for one (MMSE 21) (See Table 1).The mean LED was 423 (±431) mg. The high 

standard deviation was caused by 2 outliers, one of which was due to the patient refusing not to take their anti-

parkinsonian medication on the day of testing. When the outliers were excluded, a mean LED of 359±254 mg was 

evident. The median LED was 200 mg. Only two patients showed orthostatic hypotension (OH), on average, systolic 

blood pressure fell by 9.7±14 mmHg (-7± 9%) during head up tilt. 

 

Ambulatory BP and Psychosis Data 

Ambulatory BP was recorded for a mean duration of 23.8 (±2.4,range 19.0-28.5) hours. The average number of 

measurements obtained in the ~24 h period was 42 (SD 13, range: 26-80). The average amount of sleep at night was 

7.1 hr (±1.8, range: 4-11). 28.5% of patients stated that their quality of sleep was not satisfactory, whilst another 

28.5% (not necessarily the same patients) had to get up at night (e.g. in order to use the bathroom). 

The mean daytime systolic blood pressure was 125 (± 11) mmHg and the mean nighttime systolic blood pressure 

was 117 (±14) mmHg (see Table 2). 47.6% of the patients displayed a non-dipping 24hr BP profile, 3 of which 

displayed a reversed circadian blood pressure rhythm. 11 patients were dippers (52.4%).  

A BPRS score over 31 is considered as ‘mildly ill’, a score over 41 as ‘moderately ill’ and a score over 53 as 

‘markedly ill’[30]. 12 patients (57%) scored over 31, of which, 2 were over 41. When analyzing the PANSS, a score 

of 51 and above was considered ‘mildly ill’[38], which none of the patients reached. The BPRS and PANSS scores 

were highly correlated (Pearson’s R = 0.89; p <.0001).  

 

Sub-group Analyses 

The sub-groups of non-dippers vs dippers did not significantly differ in age (t19 = .137, p = .893), disease duration 

(t19 = -2.039, p= .056), LED (t19 = .757, p= .458) or UPDRS scores (t19 = -2.078, p= .052). Furthermore, no 

difference in gender was found (p=.484; Z=-.701). There was no difference in sleep duration for dippers vs. non-

dippers (p=.137; Z=111.5). 30% of the non-dipper patients reported a bad quality of sleep, compared to 27% of the 

dippers. On HUT, non-dippers exhibited a mean fall in SBP of 13 (± 11) mmHg whereas dippers exhibited a 

decrease of 7 (± 17) mmHg (see Table 1). 

BPRS scores were higher in non-dippers who on average met the criteria for mild psychosis (non-dipper BPRS: 

34.3± 7.3 vs. dipper BPRS: 27.5 ±5.3, p= 0.009; see Table 1). All non-dippers, except one, met (at least) the criteria 

for mild psychosis (PANSS data is depicted in Table 1). There was no difference in BPRS scores (p=.911; Z=-.112) 
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or night time MAP (p=.654; Z=-.448) when comparing those who did and did not sleep well in both dipper and non-

dipper groups. 

 

Correlations 

There was a strong (large) correlation between BPRS and dipping in the whole group (Pearsons r: 0.554, p=.009;see 

Figure 1). The correlation between PANSS scores and dipping was weaker, with a medium correlation (Pearsons r: 

0.394, p=.077). When investigating other factors associated with dipping/non-dipping, only 3 were found to be 

correlated (of medium strength); UPDRS scores (Pearson’s r: .491, p=.024), OH (Pearson’s r: .437, p=.048) and 

disease duration (see Table 3). 

For factors influencing BPRS scores, two statistically significant relationships were evident (see Table 3). PDQ 

(Pearson’s r: .58, p=.01) (Figure 2), and UPDRS scores (Pearson’s r: .48, p=.03) correlated with psychosis. LED 

scores did not correlate with BPRS scores (r:-247, p=.292). 
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Discussion 

The aim of this study was to determine the relationship between 24 hr ambulatory blood pressure measurements 

(ABPM), e.g., absence or presence of nocturnal dipping, and psychosis parameters in Parkinson’s disease, while 

also considering confounding factors that could affect psychosis scores and non-dipping. 

The percentage of non-dipping in this sample was 47.6 %, which falls into the broad prevalence range of 40%[12] to 

92%[13] described in the literature. 57% of the PD patients met the criteria for mild psychosis symptoms, which is 

consistent with previous literature which described a psychosis prevalence of 40%[18] - 60%[19] in PD. PANSS 

scores were correlated strongly with BPRS scores, but none of the patients met the criteria for psychosis according 

to the PANSS (i.e. had scores over 51). This implies that the BPRS is more sensitive in detecting psychosis 

symptoms (at least in PD patients). This could be derived from the fact that the PANSS covers more symptoms of 

psychosis (30 items compared to 18 in the BPRS). It has to be considered though, that two of the 18 BPRS items 

consider motor retardation and mannerism/posturing, which are all symptoms that may be evident in PD patients, 

and not necessarily[39] but possibly linked to psychological symptoms.[40] This might therefore artificially raise 

psychosis scores in PD patients, even though both instruments are recommended by the Movement Disorder Society 

Taskforce.[29]  

The mechanisms of non-dipping in PD are not entirely clear. PD is pathologically characterized by neuronal cell loss 

with deposition of abnormally phosphorylated α-synuclein, found in Lewy bodies.[41, 42] Degeneration with Lewy 

bodies are not only found in the substantia nigra but also in the brainstem nuclei (e.g. pedunculopontine nucleus) 

essential for thalamocortical arousal and therefore REM sleep architecture[43]. Furthermore, Lewy bodies can be 

found in autonomic regulatory areas, such as the parabrachial nucleus, neurons in paravertebral and paravertebral 

autonomic ganglia, hypothalamus.[42] Interestingly, the suprachiasmatic nuclei, which controls circadian rhythms in 

humans lies in the hypothalamus[14], whether this exact part of the hypothalamus is affected by lewy bodies 

remains unclear however. It is therefore possible that the above mentioned aspects of PD pathology in key 

autonomic and circadian areas of the brain might also affect circadian rhythm regulation of blood pressure. 

The absence of circadian BP dipping was associated with OH, disease duration and UPDRS scores. The former is 

also a symptom of an impaired cardiovascular autonomic nervous system, and was thus not unexpected; although 

only 2 patients met the clinical criteria for OH (correlation was conducted with scale data). Previous studies have 

reported an association with OH and supine hypertension[44] which could serve as an explanation for non-dipping 

in PD. The association of non-dipping with UPDRS scores is also not surprising given that cardiovascular symptoms 

are scored as part of the UPDRS and that cardiovascular autonomic dysfunction generally tends to occur in the latter 

stages of PD.[42]  

 

Statistically significant differences in BPRS scores were found when comparing patients showing a non-dipping or 

dipping 24hr BP profile. Furthermore, a positive correlation between psychosis parameters and non-dipping was 

evident, indicating that the smaller magnitude of dipping (i.e. -10% and less) the more likely patients were to have 

higher BPRS scores. Both non-dipper vs. dipper patients, as well as patients with a BPRS above and below the cut-

off of 31, did not differ significantly in age, gender, disease duration or UPDRS scores. 
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Since a correlation does not necessarily imply causation, several factors have to be considered when interpreting the 

correlation between dipping and BPRS data, such as the influence of sleep quality and duration, age, gender, 

levodopa medication, PD severity/stage of the disease. Low quality of sleep may cause non-dipping, due to agitation 

or similar symptoms of sleep deprivation,[14]  which may furthermore cause psychosis.[22] Yet no difference in 

sleep duration for dippers vs. non-dippers was found in this study.  However, a more robust sleep quality instrument 

such as the Pittsburgh sleep quality index (PSQI)[45] and/or objective sleep laboratory measurements might have 

given better insight into sleep quality.  

Levodopa may induce psychosis and could possibly also have an effect on circadian rhythms.[21, 46] We did not 

find a statistically significant correlation between LED and psychosis scores or non-dipping. 

The only significant associations with psychosis (apart from dipping) were for PDQ and UPDRS scores, which 

measure quality of life and disease severity, respectively. This could be interpreted as patients with more severe PD 

symptoms and impaired quality of life tending to have higher psychosis indices. An increased impairment in quality 

of life in those PD patients with a higher psychosis score may also indicate that these patients have a more severe 

subjective perception of illness. The significant correlation between UPDRS and psychosis could be a reflection of 

PD pathology affecting psychosocial function (see below). 

 

The mechanisms of how non-dipping may be associated with psychosis remain elusive. A possible mechanism 

might be related to dopamine which is a common neurotransmitter related to psychosis and circadian rhythms[47] 

and of course to PD pathology [48] and could therefore be a plausible link between the three entities. The role of 

dopamine in psychosis and PD has been well studied[48-50] but is also gaining increasing awareness within the 

field of circadian rhythm disruption.[47] A link between schizophrenia and sleep and circadian rhythm disruptions 

(SCRD) via common neurotransmitters such as dopamine has already been proposed.[43] An explanation for this 

would be that dopamine mediates the relationship between psychosis and Cholecystokinin (CCK), a peptide 

hormone, which possibly plays a role in sleep regulation[47]. CCK furthermore activates orexin, a neurotransmitter 

that has an effect on wakefulness.[47]  

It however remains unclear if a similar association exists within PD. The reasons for a causation between a 

pathological loss of the nocturnal BP fall and psychological symptoms in PD warrants further evaluation.  

In conclusion, 24 hr ABPM revealed that non-dipping BP profiles in PD patients were associated with higher 

psychosis scores than in those patients whose BP drops physiologically at night. No other factors, except disease 

severity scores (PDQ and UPDRS), in this sample of patients were found to influence the psychosis scores.  
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Figure Legends 

 

Figure 1: Scatterplot of Nocturnal MAP dipping and BPRS scores in the whole patient sample. The short-dashed 

horizontal line indicates the horizontal cut-off for psychosis (BPRS score of 31). The dashed vertical line indicates 

the cut off for non-dipping (10%).The  correlation is r - 0.55 (p =.009).  

Figure 2: Scatterplot of PDQ and BPRS scores in the whole patient sample. The dashed vertical line indicates the 

horizontal cut-off for psychosis (BPRS score of 31). The correlation was r= .583 (P=.006).  

Table 1: Overview of Dipper and Non-Dipper sub-group data (mean (SD). 

 

Table 2: Overview of mean (SD) 24 hr ABPM data; BP in mmHg, HR in beats.min-1, P<0.05 vs daytime 

Table 3: Overview of correlations (R (p value)) between BPRS and Dipping and various cardiovascular, medical 

history, medication and disease severity  

 

 

 

References 

1. Jankovic J. Parkinson's disease: clinical features and diagnosis. JNNP. 2008 Apr;79(4):368-76. 
PubMed PMID: 18344392. 
2. Antonini A, Barone P, Marconi R, et al. The progression of non-motor symptoms in Parkinson's 
disease and their contribution to motor disability and quality of life. J. Neurol. 2012 Dec;259(12):2621-
31.  
3. Stern MBS, A. Clinical features: motor and nonmotor. Schapira AH, editor. New York: Oxford 
University Press; 2011. 
4. Hollister AS. Orthostatic hypotension. Causes, evaluation, and management. West. J. Med. 1992 
Dec;157(6):652-7. 



 11 

5. Senard JM, Chamontin B, Rascol A, et al. Ambulatory blood pressure in patients with Parkinson's 
disease without and with orthostatic hypotension. Clin Auton Res. 1992 Apr;2(2):99-104.  
6. Pickering TG, Hall JE, Appel LJ, et al, et al. Recommendations for blood pressure measurement in 
humans and experimental animals: Part 1: blood pressure measurement in humans: a statement for 
professionals from the Subcommittee of Professional and Public Education of the American Heart 
Association Council on High Blood Pressure Research. Hypertens. 2005 Jan;45(1):142-61. 
7. Foster RG. A sense of time: body clocks, sleep and health. DMW. 2010 Dec;135(51-52):2601-8. 
 8. Fabbian F, Smolensky MH, Tiseo R,et al. Dipper and Non-Dipper Blood Pressure 24-Hour 
Patterns: Circadian Rhythm-Dependent Physiologic and Pathophysiologic Mechanisms. Chronobiol int. 
2012 Sep 24;epub ahead of print:1–14. 
 9. Suh M, Barksdale DJ, Logan J. Relationships among acculturative stress, sleep, and nondipping 
blood pressure in Korean American women. Clin. Nurs. Res. 2013 Feb;22(1):112-29. 
 10. Mansoor GA. Sleep actigraphy in hypertensive patients with the 'non-dipper' blood pressure 
profile. J. Hum. Hypertens. 2002 Apr;16(4):237-42.  
11. Clays E, Van Herck K, De Buyzere M, et al. Behavioural and psychosocial correlates of nondipping 
blood pressure pattern among middle-aged men and women at work. J. Hum. Hyperten. 2012 
Jun;26(6):381-7. 
 12. Hakamaki T, Rajala T, Lehtonen A. Ambulatory 24-hour blood pressure recordings in patients 
with Parkinson's disease with or without fludrocortisone. Int. J. Clin. Pharm. Th.I. 1998 Jul;36(7):367-9. 
 13. Ejaz AA, Sekhon IS, Munjal S. Characteristic findings on 24-h ambulatory blood pressure 
monitoring in a series of patients with Parkinson's disease. Eur. J. Intern. Med. 2006 Oct;17(6):417-20.  
14. Stuebner E, Vichayanrat E.; Low, D.A. et al, C.A. Twenty-four hour non-invasive ambulatory 
blood pressure and heart rate monitoring in Parkinson’s Disease. FNEUR. 2013 4. Epub May 2013. 
15. encyclopedia ADAMm. Psychosis 
http://www.ncbi.nlm.nih.gov/pubmedhealth/PMH0002520/2012 [cited 2013 23.10.2013]. Last 
reviewed: March 7, 2012. 
16. Dolder CR, Furtek K, Lacro JP,et al. Antihypertensive medication adherence and blood pressure 
control in patients with psychotic disorders compared to persons without psychiatric illness. Psychosom. 
2005 Mar-Apr;46(2):135-41.  
17. Galletly CA, Foley DL, Waterreus A, et al. Cardiometabolic risk factors in people with psychotic 
disorders: the second Australian national survey of psychosis. Australasian And N.Z. J. Of Psychiatry. 
2012 Aug;46(8):753-61.  

18. Poewe W. Psychosis in Parkinson's disease. Mov. Disord. 2003 Sep;18 Suppl 6:S80-7. 19. Forsaa 
EB, Larsen JP, Wentzel-Larsen T, et al. A 12-year population-based study of psychosis in Parkinson 
disease. Archives of neurology. 2010 Aug;67(8):996-1001.  
20. Rabey JM. Hallucinations and psychosis in Parkinson's disease. Parkinsonism Relat. Disord. 2009 
Dec;15 Suppl 4:S105-10.  
21. Klawans HL. Psychiatric side effects during the treatment of Parkinson's disease. J Neural 
Transm. 1988;27:117-22.  
22. West LJ, Janszen HH, Lester BK, et al. The psychosis of sleep deprivation. Ann N Y Acad Sci. 1962 
Jan 13;96:66-70. 
23. Videnovic A, Golombek D. Circadian and sleep disorders in Parkinson's disease.Exp. Neurol.2012 
Aug 23;epub ahead of print.  
24. Chaudhuri KR, Healy DG, Schapira AH, National Institute for Clinical E. Non-motor symptoms of 
Parkinson's disease: diagnosis and management. Lancet neurol. 2006 Mar;5(3):235-45. P 
25. Hughes AJ, Daniel SE, Kilford L, et al. Accuracy of clinical diagnosis of idiopathic Parkinson's 
disease: a clinico-pathological study of 100 cases. JNNP. 1992 Mar;55(3):181-4.  
26. Movement Disorder Society Task Force on Rating Scales for Parkinson's D. The Unified 
Parkinson's Disease Rating Scale (UPDRS): status and recommendations.Mov. Dirsord . 2003 
Jul;18(7):738-50.  
27. Goetz CG, Poewe W, Rascol O, et al. Movement Disorder Society Task Force report on the 
Hoehn and Yahr staging scale: status and recommendations. Mov disord. 2004 Sep;19(9):1020-8.  

http://www.ncbi.nlm.nih.gov/pubmedhealth/PMH0002520/2012


 12 

28. Jenkinson C, Fitzpatrick R, Peto V,et al. The Parkinson's Disease Questionnaire (PDQ-39): 
development and validation of a Parkinson's disease summary index score. JAA. 1997 Sep;26(5):353-7.  
29. Goetz CG. Scales to evaluate psychosis in Parkinson's disease. Parkinsonism Relat. Disord 
2009;15S3:3. 
30. Leucht S, Kane JM, Kissling W, et al. Clinical implications of Brief Psychiatric Rating Scale scores. 
Br. J. Psychiatry 2005 Oct;187:366-71.  
31. Kay SRF, A.; Opler, L.A. The Positive and Negative Syndrome Scale (PANNS) for Schizophrenia. 
Schizophr. Res. 1967;13(2):16. 
32. Schatz IJ BR, Freeman RL, Jankovic J, et al. Consensus statement on the definition of orthostatic 
hypotension, pure autonomic failure and multiple system atrophy. Clin Auton Res. 1996;46(6):125-6.  
33. Mathias CJBR. Clinical Autonomic Testing. In: Mathias CJBR, editor. Autonomic Failure, A 
textbook of Clinical Disorders of Autonomic Nervous System. 5: Oxford University Press; 2013  
34. Rogers G, Oosthuyse T. A comparison of the indirect estimate of mean arterial pressure 
calculated by the conventional equation and calculated to compensate for a change in heart rate. Int J 
sports Med. 2000 Feb;21(2):90-5. 
35. Fagard RH. Dipping pattern of nocturnal blood pressure in patients with hypertension. Expert 
Rev Cardiovasc Ther 2009 Jun;7(6):599-605 
36. Tomlinson CL, Stowe R, Patel S, et al. Systematic review of levodopa dose equivalency reporting 
in Parkinson's disease. Mov. Disord. 2010 Nov 15;25(15):2649-53.  
37. Cohen JW. Statistical power analysis for the behavioral sciences. 2 ed. Hillsdale: Nj: Lawrence 
Erlbaum Associates; 1988. 
38. Leucht S, Kane JM, Etschel E,et al. Linking the PANSS, BPRS, and CGI: clinical implications. ACNP 
2006 Oct;31(10):2318-25.  
39. Rogers MW. Disorders of posture, balance, and gait in Parkinson's disease. Clin Geriatr Med. 
1996 Nov;12(4):825-45. 
40. Rogers D, Lees AJ, Smith E,et al. Bradyphrenia in Parkinson's disease and psychomotor 
retardation in depressive illness. An experimental study. Brain. 1987 Jun;110 ( Pt 3):761-76.  
41. Hawkes CH, Del Tredici K, Braak H. A timeline for Parkinson's disease. Parkinsonism Relat. 
Disord. 2010 Feb;16(2):79-84. 
42. Asahina M, Vichayanrat E, Low DA, et al Autonomic dysfunction in parkinsonian disorders: 
assessment and pathophysiology. JNNP. 2012 Oct 15;Epub ahead of print:1-7.  
43. Wulff K, Gatti S, Wettstein JG, Foster RG. Sleep and circadian rhythm disruption in psychiatric 
and neurodegenerative disease. Nat. Rev. Neurosci. 2010 Aug;11(8):589-99.  
44. Goldstein DS, Pechnik S, Holmes C,et al. Association between supine hypertension and 
orthostatic hypotension in autonomic failure. Hypertension. 2003 Aug;42(2):136-42. 
 45. Buysse DJ, Reynolds CF, Monk TH, et al. The Pittsburgh Sleep Quality Index: a new instrument 
for psychiatric practice and research. Psychiatry Res. 1989 May;28(2):193-213.  
46. Boulamery A, Simon N, Vidal J, et al. Effects of L-Dopa on circadian rhythms of 6-OHDA striatal 
lesioned rats: a radiotelemetric study. Chronobiol Int. 2010 Jan;27(2):251-64.  
47. Pritchett D, Wulff K, Oliver PL, et al. Evaluating the links between schizophrenia and sleep and 
circadian rhythm disruption. J Neural Transm. 2012 Oct;119(10):1061-75.  
48. Dauer W, Przedborski S. Parkinson's disease: mechanisms and models. Neuron. 2003 Sep 
11;39(6):889-909.  
49. Vernier P, Moret F, Callier S, et al. The degeneration of dopamine neurons in Parkinson's 
disease: insights from embryology and evolution of the mesostriatocortical system. Ann N Y Acad Sci. 
2004 Dec;1035:231-49.  
50. Seeman P, Weinshenker D, Quirion R, et al. Dopamine supersensitivity correlates with D2High 
states, implying many paths to psychosis. Proc. Natl. Acad. Sci USA. 2005 Mar 1;102(9):3513-8.  

 

 


