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Abstract
Background: Most of the patients with Parkinson’s disease (PD) suffer from non-motor symptoms (NMS). Despite
their marked effect on patients’ quality of life, NMS remain under-estimated by physicians, patients and caregivers.
The aim of this study was to suggest a battery to screen for the presence of NMS in PD patients in the setting of an
outpatient clinic and to assess the NMS of PD in Egyptian patients and factors affecting them.
Results: This study was conducted on 50 patients with PD, 35 males (70%) and 15 females (30%) whom their age
ranged from 36 to 80 years with a mean of 62.88 ± 8.74 years. All patients were assessed using the Movement Disor‑
der Society Unified Parkinson’s Disease Rating Scale (MDS-UPDRS), Apathy Scale (AS), Montreal Cognitive Assessment
(MOCA), Hamilton Depression Rating Scale (HDRS) and Parkinson’s Disease Sleep Scale (PDSS). The mean age at dis‑
ease onset was 59.10 ± 9.34 years and the mean disease duration was 3.76 ± 3.16 years. 98% of patients (49 out of 50)
had at least one non-motor symptom. The mean MDS-UPDRS scores were 15.74 ± 7.93 for part I, 17.94 ± 11.61 for part
II and 42.32 ± 22.74 for part III. The mean score for AS was 9.90 ± 10.66 with 70% of patients considered apathetic. The
mean MOCA score was 21.12 ± 4.73 with 38 patients (76%) found to be cognitively impaired. The mean HDRS score
was 12.26 ± 8.52 with 34 patients (68%) found to be depressed. The mean PDSS score was 92.22 ± 32.53 with sleep
disturbances found in 38 patients (76%). A statistically significant negative correlation was found between the HDRS
and PDSS scores (P value < 0.001). Age of patients, age at disease onset and disease duration were not correlated to
MDS-UPDRS, AS, MOCA, HDRS and PDSS scores.
Conclusions: Most of the patients with PD were found to suffer from NMS including apathy, cognitive impairment,
depression and sleep disturbances. Physicians need to screen their PD patients for NMS on regular basis using the
appropriate tools. Self-administered questionnaires could function as reliable screening tools for NMS in PD patients.
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Background
Parkinson’s disease (PD) is believed to be the second
most common neurodegenerative disease [1]. In 2016,
the global burden of disease (GBD) study estimated the
global prevalence of PD to be 6.1 million (95% uncertainty interval [UI] 5.0–7.3) with PD causing 3.2 million
(95% UI 2.6–4.0) disability-adjusted life years (DALYs).
For Egypt, the GBD study estimated a prevalence of
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48,694 (39,464–59,862) and 24,460 (18,678–31,133)
DALYs in 2016 [2].
At least one-third of PD patients [3] and in other
reports 100% of PD patients [4, 5] suffer from non-motor
symptoms (NMS) which may precede the onset of motor
symptoms and the diagnosis of PD [6–8]. NMS of PD
include autonomic, cognitive, neuropsychiatric, sensory and sleep dysfunction [9]. NMS such as constipation, depression, olfactory dysfunction and rapid eyeball
movement sleep behavior disorder (RBD) can present in
the prodromal phase of PD [10].
Pathology of NMS of PD is believed to involve brain
areas other than the dopaminergic nigrostriatal system,
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such as dorsal vagal nucleus, hypothalamus, limbic cortex, locus coeruleus, neocortex, olfactory tubercle and
raphe nuclei of the brainstem [11, 12]. Pathology of PD
also involves the peripheral autonomic nervous system
including the myenteric plexus and sympathetic ganglia
[12]. Also, medications used to treat motor symptoms of
PD can induce NMS such as hallucinations, orthostatic
hypotension and somnolence [13].
Focusing only on motor symptoms and ignoring NMS
may not reflect the patient’s experience of living with PD
[14]. Non-motor symptoms negatively impact the quality
of life of PD patients and add to their disease burden and
disability [15].
The aim of this study was to suggest a battery to screen
for the presence of NMS in PD patients in the setting
of an outpatient clinic and to assess the NMS of PD in
Egyptian patients and factors affecting them.

Methods
The study recruited 50 patients with idiopathic PD
recruited from the movement disorders clinic of Cairo
University Hospital from March 2021 to January 2022.
The study population included 35 males (70%) and 15
females (30%) whom their age ranged from 36 to 80 years
with a mean value of 62.88 ± 8.74 years, 2 of patients were
below 50 years. Patients were diagnosed with PD according to the UK PDS Brain Bank Criteria for the diagnosis
of PD [16]. The study protocol was revised and approved
by the institutional review board of faculty of medicine—
Cairo University (MS-91-2021) and a written informed
consent was obtained from all recruited patients.
All patients were assessed for stage and severity of PD
using the Movement Disorder Society Unified Parkinson’s Disease Rating Scale (MDS-UPDRS) Arabic version
[17]. The MDS-UPDRS is composed of four parts: part
1, non-motor experiences of daily living; part 2, motor
experiences of daily living; part 3, motor examination;
part 4, motor complications.
Non-motor symptoms were assessed in all patients
using the following set of scales:
Apathy Scale (AS) (Arabic version) [18]: AS is a
14-question inventory that screens for apathy and
assesses its severity over the 4 weeks prior to assessment. Each question is scored from 0 to 3, with the total
score (range 0–42) calculated by summing the scores
of all questions. Questions 1 through 8 are scored on a
scale from 3 (not at all) to 0 (a lot), whereas questions 9
through 14 are scored on a scale from 0 (not at all) to 3
(a lot). A score of 14 or higher indicates that a patient is
apathetic.
Montreal Cognitive Assessment (MOCA) (type A
for educated patients) and (type B for non-educated
patients) (Arabic version) [19]: MOCA assesses attention,
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concentration, calculations, conceptual thinking, executive functions, memory, language, orientation and visuoconstructional skills. The maximum possible score is 30
points. According to MOCA developers, patients scoring
between 18 and 25 were considered to be mildly impaired
(www.mocatest.org). Diagnosis of PD dementia (PDD)
was achieved with a score below 18 [20].
Hamilton Depression Rating Scale (HDRS) (Arabic version) [21]: the 17 questions version of HDRS was used in
this study. A score of 0–7 is normal, a score of 8–16 suggests mild depression, a score of 7–23 suggests moderate
depression and scores over 24 indicate severe depression.
Parkinson’s Disease Sleep Scale (PDSS) (Arabic version) [22]: The PDSS includes 15 questions addressing
the following domains: overall quality of night’s sleep,
sleep onset and maintenance insomnia, nocturnal restlessness, nocturnal psychosis, nocturia, nocturnal motor
symptoms, sleep refreshment and daytime dozing. The
response is given on a scale from 0 to 10, where 0 indicates that a symptom is severe and always experienced,
while 10 means being free of symptoms. The total score
ranges from 0 (most severe) to 150 (free of symptoms).
When a subject obtains an overall score below 82 or
a score under 5 on any sub-item of the PDSS, he/she is
considered to have sleep disorder.
These four scales (AS, MOCA, HDRS and PDSS)
together present the suggested battery of self-administered questionnaires proposed to be used for screening
for NMS in PD patients.
Data were coded and entered using the statistical package for the Social Sciences (SPSS) version 26 (IBM Corp.,
Armonk, NY, USA). Data were summarized using mean,
standard deviation, median, minimum and maximum in
quantitative data and using frequency (count) and relative frequency (percentage) for categorical data. Comparisons between quantitative variables were done using the
non-parametric Mann–Whitney test. For comparing categorical data, Chi-square (χ2) test was performed. Exact
test was used instead when the expected frequency is less
than 5. Correlations between quantitative variables were
done using Spearman correlation coefficient. P-values
less than 0.05 were considered as statistically significant.

Results
Seventy percent (n = 35) of patients included in this study
were males while 30% (n = 15) were females. Table 1
shows the demographic and clinical characteristics of
study population.
Ninety-eight percent of patients in our cohort (49 out
of 50) had at least one of the NMS they were screened
for (apathy, cognitive impairment, depression and sleep
disturbances). Only one patient of our cohort scored zero
in first part of MDS-UPDRS assessing the non-motor
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Table 1 Demographic and clinical characteristics of study
population
Mean SD

Median Minimum Maximum

Age (years)

62.88

8.74 64.00

36.00

80.00

Age at onset (years)

59.10

9.34 60.00

33.00

79.00

0.10

15.00

Disease duration
(years)

3.76

3.16

3.00

Education (years)

6.58

4.35

6.00

0.00

16.00

Hoehn and Yahr
staging

2.4

0.89

2.00

0.00

4.00

SD standard deviation

experiences of daily living. Table 2 shows the mean
MDS-UPDRS scores and severity of PD as assessed by
MDS-UPDRS. Since none of our cohort suffered from
dyskinesias, part 4 of MDS-UPDRS was not applied.

Scores of 1st part of MDS-UPDRS assessing the nonmotor experiences of daily living were significantly positively correlated to scores of HDRS and significantly
negatively correlated to scores of PDSS (P value < 0.001
for both) but not to scores of AS or MOCA. Table 3
shows a comparison between affected and non-affected
patients in each scale (HDRS, AS, PDSS and MOCA)
as regards severity according to Part 1 of MDS-UPDRS.
Scores of 1st part of MDS-UPDRS were also significantly
positively correlated to the scores of the 2nd and 3rd
parts of the MDS-UPRDS assessing the motor experiences of daily living and motor examination as shown in
Table 4.
The mean score for AS was 9.90 ± 10.66 with 70% of
patients scoring 14 or higher and were considered apathetic. There was a statistically significant positive correlation between AS scores and the scores of the 2nd

Table 2 MDS-UPDRS scores and severity stratification
Part 1 (non-motor experiences of daily living)

Scores Mean ± SD

Severity n (%)

15.74 ± 7.93

Mild

16 (32%)

Moderate

23 (46%)

Severe
Part 2 (motor experiences of daily living)

Scores Mean ± SD

Severity n (%)

11 (22%)
17.94 ± 11.61

Mild

18 (36%)

Moderate

24 (48%)

Severe
Scores Mean ± SD

Part 3 (motor examination)

8 (16%)
42.32 ± 22.74

Mild

Severity n (%)

19 (38%)

Moderate

21 (42%)

Severe

10 (20%)

SD standard deviation, n number; % percentage

Table 3 Comparison between affected and non-affected patients in each scale (AS, MOCA, HDRS and PDSS) as regards severity
according to Part 1 of MDS-UPDRS
Part 1 of MDS-UPDRS severity (non-motor experiences of daily living)
Mild
n
Apathy Scale
MOCA
HDRS
PDSS

Affected n = 15 (30%)

Moderate
%

n

Severe
%

n

%

2

12.5%

9

39.1%

4

36.4%

Not affected n = 30 (70%)

14

87.5%

14

60.9%

7

63.6%

10

62.5%

18

78.3%

10

90.9%

Not affected n = 12 (24%)

6

37.5%

5

21.7%

1

9.1%

4

25.0%

19

82.6%

11

100.0%

Not affected n = 16 (32%)

12

75.0%

4

17.4%

0

0.0%

6

37.5%

21

91.3%

11

100.0%

Not affected n = 12 (24%)

10

62.5%

2

8.7%

0

0.0%

Affected n = 38 (76%)

Affected n = 34 (68%)

Affected n = 38 (76%)

P value

0.183
0.243
< 0.001*
< 0.001*

*(P value < 0.05) is statistically significant
MDS-UPDRS Movement Disorder Society Unified Parkinson’s Disease Rating Scale, n number, % percentage, AS Apathy Scale, MOCA Montreal Cognitive Assessment,
HDRS Hamilton Depression Rating Scale, PDSS Parkinson’s Disease Sleep Scale
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Table 4 Correlation between the 1st part of MDS-UPDRS and the 2nd and 3rd parts of MDS-UPDRS

1st part of MDS-UPDRS (non-motor experiences of daily living)

2nd part of MDS-UPDRS (motor
experiences of daily living)

3rd part of MDS-UPDRS (motor
examination)

Correlation coefficient

P value

Correlation coefficient

P value

0.662

< 0.001*

0.534

< 0.001*

*(P value < 0.05) is statistically significant
MDS-UPDRS Movement Disorder Society Unified Parkinson’s Disease Rating Scale

part of MDS-UPRDS assessing the motor experiences
of daily living (P value 0.035). Such correlation was not
found with the 1st and 3rd parts of the MDS-UPRDS.
Thirty-three patients (66%) performed the MOCA
type A test, while 17 patients (34%) were illiterate and
performed the MOCA type B test. The mean MOCA
score was 21.12 ± 4.73. Thirty-eight patients (76%)
were found to be cognitively impaired, 25 patients
(65.8%) of them scored 18–25 and were found to have
mild cognitive impairment and 9 patients (23.7%)
scored below 18 and were considered demented and
had moderate-to-severe affection in activities of daily
living. There was a statistically significant negative
correlation between MOCA scores and the scores
of the 3rd part of MDS-UPRDS assessing the motor
examination (P value 0.022) and the total MDS-UPDRS
scores (P value 0.010). No correlation was found with
the scores of the 1st and 2nd parts of MDS-UPDRS.
The mean HDRS score was 12.26 ± 8.52. Thirty-four
patients (68%) were found to be depressed [19 patients
(56%), mild depression; 9 patients (26%), moderate depression; 6 patients (18%), severe depression].
There was a statistically significant positive correlation
between the HDRS scores and the scores of all 3 parts
of MDS-UPRDS (P value < 0.001, < 0.001 and 0.024,
respectively).
The mean PDSS score was 92.22 ± 32.53. Sleep disturbances was found in 38 patients (76%) with nocturia
being the most frequently reported sleep disturbance
in 34 patients (68%) followed by nocturnal motor
symptoms (nocturnal muscle cramps and early morning dystonia) in 29 patients (58%). There was a statistically significant negative correlation between the
PDSS scores the scores of all 3 parts of MDS-UPRDS
(P value < 0.001, < 0.001 and 0.008, respectively).
When correlating the scores of the AS, MOCA,
HDRS and PDSS to each other, only a statistically
significant negative correlation was found between
the HDRS and PDSS scores (P value < 0.001). Age of
patients, age at disease onset and disease duration
were not correlated to MDS-UPDRS, AS, MOCA,
HDRS and PDSS scores.

Discussion
Non-motor symptoms of PD add substantially to morbidity, dependency, hospitalization and increases in costs
of medical care [23]. In this study, we assessed the NMS
of PD in Egyptian patients and factors affecting them and
we suggested a battery to screen for the presence of NMS
in PD in the setting of an outpatient clinic. Our battery
consisted of the first part of MDS-UPDRS for screening
of all NMS, AS for apathy assessment, MOCA scale for
assessment of cognitive function, HDRS for assessment
of depression and PDSS for assessment of sleep dysfunction. All scales are self-administrated which offers an
opportunity to assess NMS while the patients are at the
waiting area in the outpatient clinic before meeting their
treating physicians.
Ninety-eight percent of patients in this cohort (49 out
of 50) had at least one non-motor symptom. Only one
patient of this cohort scored zero in first part of MDSUPDRS assessing the non-motor experiences of daily living. These findings are similar to several studies which
showed a prevalence of NMS in PD ranging from 98 to
100% [5, 24–29].
Total scores of 1st part of MDS-UPDRS were correlated to HDRS and PDSS scores but not to MOCA
scores. Marius and colleagues stated that a bidirectional
temporal relation exists between different non-motor
symptoms (cognitive impairment, depression, hallucinations and daytime sleepiness) [30].
Age of patients, age at disease onset and disease duration were not correlated to any of the scales used in our
study to assess NMS. Such correlations were established
in other studies [31–33]. A larger sample size may be
needed to examine the correlation between NMS and
these potential risk factors. Another point that should
be considered as regards the correlation to age at disease
onset and disease duration is that patients with low educational level may not catch the accurate time when their
symptoms started. Some patients and caregivers with low
socio-economic backgrounds and low educational levels may consider bradykinesia and tremors as part of the
normal aging process and do not seek medical advice as
soon as PD symptoms start [34].
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Thirty percent of patients in this cohort were found
apathetic when assessed with the AS. In a recent systematic review, Mele and colleagues found that 29.1% of PD
patients were apathetic [35]. Other studies reported different prevalence rates of apathy ranging from 12.7% to
51% [36, 37]. AS scores were not correlated with MDSUPDRS, MOCA, HDRS and PDSS scores in our study.
Yet only 15 patients of this cohort were found to have
apathy, a bigger sample size may be needed to study these
relations.
Seventy-six percent of PD patients in this cohort were
found to be cognitively impaired when assessed using the
MOCA scale. Two previous Egyptian studies assessed
cognitive impairment in PD patients. One study used the
Non-Motor Symptoms Scale (NMSS) and found that 87%
of patients were cognitively impaired with a mean duration of disease of 5 years [38]. The other study used the
MOCA scale and detected cognitive impairment in 25%
of patients, but this study included only newly diagnosed
patients [34].
Reaching a definite diagnosis of dementia in PD
patients can be difficult due to the interplay between
apathy, depression, hallucinations, motor symptoms and
sleep insufficiency in these patients [20]. In this cohort,
a statistically significant negative correlation between
MOCA scores and the scores of the 3rd part of MDSUPRDS assessing the motor examination was found. This
relation between motor symptoms and cognition is well
established in PD and was replicated in many studies
[39–44].
In this study, 68% of PD patients assessed with HDRS
suffered from depression. Shalash and colleagues in a
cohort of 97 Egyptian PD patients found that 76.7% of
patients were depressed using Beck Depression Inventory
[38]. Ragab and colleagues in their cohort found a depression prevalence of 47.5% in newly diagnosed patients
[34], while Khedr and colleagues reported a depression
prevalence of 31.25% in their cohort from upper Egypt
[45]. Several studies outside Egypt found a prevalence
of depression among PD patients ranging from 7 to 76%
[46–48]. Such disparity may be explained by variations
in study populations, diagnostic tools used, and types of
depressive disorders included in different studies; major
depressive disorder, minor depression or dysthymia.
In this study, there was a strong positive correlation
between the severity of depression according to HADRS
and other NMS according to MDS-UPDRS part I. An
Indian study conducted on 126 PD patients found a significant association between severity of PD and depression [49]. Also, Gallagher and colleagues in a cohort of
96 PD patients found a significant relationship between
the MDS-UPDRS part I scores and severity of depression
[50].
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In this study, depression as assessed by the HDRS was
not correlated to age of patients, age of onset of PD, duration of disease. This could be explained by the fact that
dopaminergic dysfunction plays the main role in depression as proven by previous biomarker and neuroimaging
studies [51].
Sleep disturbances were reported in 76% of our study
cohort as assessed by PDSS. Prevalence of sleep disturbances in PD ranged from 40 to 98% in most of global
and Egyptian studies [5, 34, 38, 45]. These wide variations
reflect differences in patients’ populations and methods
used to assess sleep; whether polysomnography or only
questionnaires. Nocturia was the most frequent form
of sleep disorder in our patients (68%). This was similar to several previous studies [52, 53]. Nocturia may be
attributed to incomplete bladder emptying which reflects
autonomic dysfunction in PD patients, also nocturia may
occur as the dose of L-dopa wears off [52].
We found a strong negative correlation between PDSS
scores and the severity of NMS of PD as assessed by the
MDS-UPDRS part I. Also, PDSS scores were correlated
to severity of PD motor symptoms as assessed by MDSUPDRS parts II and III. Similar results were found in a
multi-center cross-sectional study which included 436
patients in Japan [54]. Sleep disturbances can occur at
any stage of PD, but the severity and frequency increase
as the disease advances. This could be due to worsening
nocturnal motor complications such as akinesia, cramps
and dystonia as the pathology of PD progresses [52].
This study shed light on the importance of increasing
awareness about NMS of PD among physicians, patients
and caregivers. This study also confirmed the feasibility of using self-administrated questionnaires to screen
for NMS in PD patients in outpatient clinics. However,
patients should be referred to more detailed assessments
and investigations according to the initial screening to
reach a final diagnosis.
This study was limited by the relatively small sample
size which affected the results and limited further subgrouping of patients (for example, treated versus treatment-naïve patients). Also, the presence of patients with
relatively extreme age and disease duration affected the
overall results especially with the small sample size. Further research needs to be conducted with larger sample
size covering different geographical areas in different
centers across Egypt.

Conclusions
NMS pose a real burden on PD patients and markedly
affect their life quality. Most of the patients with PD
were found to suffer from NMS including apathy, cognitive impairment, depression and sleep disturbances.
Physicians need to screen their PD patients for NMS on
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a regular basis using the appropriate tools. Self-administered questionnaires could function as reliable screening
tools for NMS in PD patients.
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