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Abstract 

Background: Parkinson’s disease (PD) is one of the most common neurodegenerative diseases. There is accumulat-
ing evidence that link gut microbiota to symptomatology and pathophysiology of PD. The aim of this study was to 
describe the pattern of gut microbiota and its association with PD and identify the effect of environmental factors on 
gut microbiota. This case–control study included 46 patients diagnosed as Parkinson’s disease (PD) and 31 healthy 
volunteers age and sex matched. Detailed history including age of onset, duration of disease, environmental risk fac-
tors, diet data, treatment, Unified Parkinson’s Disease Rating Scale (UPDRS), and gastrointestinal tract (GIT) domain of 
Non‐Motor Symptoms Scale (NMSS) were assessed. After extraction of bacterial DNA from the fecal samples, bacterial 
abundance was quantified by qPCR using 16S rRNA group-specific primers.

Results: Significant high abundance of Clostridium cluster IV, Akkermansia, Bifidobacterium, and lactic acid bacteria 
were found in the PD group compared with the control group (P < 0.001, 0.04, 0.02 and < 0.001, respectively), while 
Firmicutes were significantly less abundant in the PD group (P < 0.001) compared with the control group. The naive 
PD patients had significant abundance of Bifidobacterium, and lactic acid compared with control group. Interestingly, 
Akkermansia was more abundant in treated than untreated patients. There were significant associations between 
pesticide exposure and Bifidobacterium (P = 0.002), while no significant correlations between different gut microbiota 
and demographic, environment data, different rating scores or dominant type of PD. There was a significant negative 
correlation between the Bifidobacterium with the duration of illness (P = 0.012). 

Conclusion: The present study highlighted a significant connection between PD and levels of certain types of gut 
microbiota, in support of a possible link between gut microbiota and a neurodegenerative cascade of PD.
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Background
Parkinson’s disease (PD) is a multisystem and progressive 
neurodegenerative disease that is mainly due to loss of 
dopaminergic neurons in the substantia nigra pars com-
pacta, and characterized by the cardinal motor symptoms 
of tremor, bradykinesia and rigidity [1]. There are also a 
number of non-motor symptoms that affect the quality 
of life in PD patients over time [2]. A common complaint 
in this category are gastrointestinal (GIT) dysfunctions 

including weight loss, gastroparesis, constipation and 
dysfunctional defecation [3] that often occur prior to 
motor symptoms. Indeed, early involvement of GIT dys-
function is considered a possible pre-symptomatic stage 
of PD [4].

Gut microbiota influences intestinal motility, perme-
ability, secretion and immunity, and passes signals to 
central nervous system (CNS) through microbiota–gut–
brain axis [5]. Each individual has their own specific gut 
microbiota and a variety of exogenous factors can affect 
their composition including diet, infection, lifestyle, use 
of antibiotics and hygiene preferences [6]. Very recently, 
studies revealed that diet changes, such as a high energy-
dense diet and high-sugar diet, induce gut microbial 
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dysbiosis, increase gut inflammation and microglia acti-
vation, and disrupt vagal gut–brain communication [7]. 
A positive correlation between gut microbiota and clini-
cal phenotype has been found between the abundance 
of Enterobacteriaceae and severity of postural instability 
and gait difficulty, suggesting that one or more changes 
in specific bacteria may be related to the symptoms or 
pathology of PD [8].

Few studies have evaluated the association between 
gut microbiota and Parkinson’s disease [9–11] as they 
evaluated microbiota composition in fecal samples of PD 
patients and age-matched controls. There were discrep-
ancies between different studies which may be attributed 
to many influencing factors, e.g., diet, geographic ori-
gin, and ethnicity. As there has been no previous study 
in Egypt, we aimed to describe the pattern of gut micro-
biota in sample of PD patients and its relationship with 
different environmental and risk factors for PD.

Methods
Forty-six consecutive patients (33 males, 13 females) who 
fulfilled the UK Parkinson’s Disease Brain Bank criteria 
for idiopathic PD [12] were recruited via a non-proba-
bility sampling with ages between 50 and 70 years from 
those who attended the Department of Neurology of our 
University Hospital from March 2019 to September 2020. 
Patients with features supporting other forms of Parkin-
sonism (such as repeated head injury, cerebrovascular 
strokes or encephalitis), oculogyric crises, supranuclear 
gaze palsy, a history of prior abdominal surgeries and/or 
history of metabolic disorders or autoimmune diseases 
were excluded. In addition, we excluded patients who 
had taken antibiotics or probiotic supplements for the 
3 months prior to taking samples. Patients with a history 
of using medications that have been shown to affect gut 
microbiota, including COMT inhibitors, and metformin 
were also excluded. Thirty-one age- and sex-matched 
healthy relatives were included as control group. Recruit-
ing the relatives of PD patients as controls could help 
offsetting the potential impact on gut microbiota by the 
dietary factor, physical and socioeconomic stress that is 
present in both PD patients and their relatives. They have 
no symptoms or signs of parkinsonism or potential pre-
motor symptoms with the same exclusion criteria of the 
patients above.

All participants gave written informed consent before 
participation in the study following a full explanation 
of the protocol. The IRB committee approved the study 
protocol.

The procedures involving human subjects are done in 
accord with the ethical standards of the Committee on 
Human Experimentation of the institution in which the 

experiments were done or in accord with the Helsinki 
Declaration of 1975 [13].

Demographic and clinical data were collected includ-
ing age, gender, residency (rural/urban), occupation, age 
of onset, duration of illness, severity of disease, clinical 
symptoms and signs environmental risk factors (includ-
ing smoking and exposure to pesticides), diet data (veg-
etarian/non-vegetarian), type of vegetable consumption 
(raw/cooked), fruits intake, source and amount of drink-
ing water), past history of trauma, family history of PD 
and or dementia, treatment as well as rating scores of 
the Unified Parkinson’s Disease Rating Scale (UPDRS) 
[14], modified Hoehn and Yahr scale (H&Y) [15], Self-
Assessment Scale for PD, it is  30 items self-completed 
questionnaire with response yes or no covers the various 
non-motor symptoms of PD experienced by the patients 
in last month [16], gastro-intestinal tract domain of the 
Non-Motor Symptom Assessment Scale (NMSS) [17]. As 
the constipation has impact on gut microbiota, we clas-
sified the patients according to the presence or absence 
of constipation to compare between them in different 
microbiota. Patients were divided into two subgroups, 
tremor-dominant and akinetic-rigid, on the basis of 
individual items of the UPDRS III scale as described by 
Schiess and colleagues [18]. Patients were classified as 
tremor-dominant if the tremor score was at least twice 
the non-tremor score. Conversely, the patient was classi-
fied as akinetic-rigid type if the non-tremor score was at 
least twice the tremor score. The remaining patients, in 
whom the tremor and non-tremor score differed by less 
than a factor 2, were classified as mixed type.

Stool samples were collected and stored at − 18  °C in 
subject’s home freezer and at −  70  °C upon arrival the 
laboratory. The total bacterial DNA was extracted from 
fecal samples using the  QIAamp® DNA Stool mini kit 
(Qiagen GmbH, Germany, Cat No 12830-50) according 
to the manufacturer’s protocol. Following this, the DNA 
concentration and RNA purity were determined using a 
spectrophotometer (GeneQuart 1300, Germany). The 
Bacterial abundance was quantified by qPCR using SYBR 
Green qPCR in a Rotor gene 3000 (Corbett Life Science, 
Australia) using 16S rRNA group specific primers as this 
is the available in our lab.

Statistics
The statistical software SPSS (IBM SPSS Statistics for 
Windows, Version 24.0 Armonk, NY: IBM Corp.) was 
used for data processing and analysis. The central ten-
dency and variability of the numerical data were pre-
sented in the form of mean ± standard deviations (SD). 
Categorical variables were summarized by frequency 
counts and percentages. Because the data had a non-
normal distribution as detected by Shapiro–Wilk test, 



Page 3 of 9Khedr et al. Egypt J Neurol Psychiatry Neurosurg          (2021) 57:153  

we used the Mann–Whitney test to compare the two 
groups with each other and the Kruskal–Wallis H 
test to compare three or four groups with each other. 
Non-parametric Spearman correlations between the 
copy number of each microbiome and different clinical 
scales were performed. A P-value < 0.05 was regarded 
as statistically significant.

Results
Forty-six cases of idiopathic PD and 31 healthy con-
trols were included. PD patients had mean age 
of onset 60 ± 3.7  years with illness duration of 
35.5 ± 23.9  months. The UPDRS motor section score 
was 47.3 ± 32, and the NMSS of GI was 13.6 ± 9.5. 
There were no significant differences between PD 
patients and controls in age, sex, duration of smoking, 
or number of cigarettes per day. Sixteen patients each 
were classified as tremor-dominant and akinetic-rigid. 
There were no significant differences in environmental 
risk factors between PD patients and controls. Details 
are illustrated in Table 1.

Thirty-nine patients were on PD medications includ-
ing carbidopa/levodopa and dopamine agonists and 7 
patients were naive without any medication when the 
samples were collected.

As a primary outcome there was a significantly higher 
copy number of Clostridium cluster IV, Akkerman-
sia, Bifidobacterium, and lactic acid bacteria and lower 
abundance of Firmicutes in PD than in the control group 
(P < 0.001, 0.04, 0.02 and < 0.001, < 0.001, respectively), 
particularly in treated patients.

On the other hand, the naive PD patients had sig-
nificant abundance of Bifidobacterium, and lactic acid 
compared with control group. Interestingly, no signifi-
cant difference between treated and untreated except 
in Akkermansia as it is lower in untreated than treated 
patients and nearly similar to control group (Table 2).

There were significant associations between pesticide 
exposure and Bifidobacterium (P = 0.002) as PD patients 
who had been exposed to pesticide had a lower level of 
Bifidobacterium than non-pesticide exposed patients 
(Table 3).

There was a significant negative correlation between 
the level of Bifidobacterium and duration of illness 
(rho = − 0.414, P = 0.012). There were no significant cor-
relations between any gut microbiomes and different 
PD assessment scales (UPRS, Self-assessment Scale, and 
NMSS). On the other hand, there was a borderline sig-
nificant correlation between Hoehn and Yahr staging and 
Akkermansia (P = 0.056). There were no other significant 
correlations between gut microbiota and stages or pre-
dominant types of PD (Table 4).

Likewise, there were no significant differences of gut 
microbiota between tremor-dominant, akinetic-rigid, 
and mixed types of PD (Table 5).

On comparison between PD patients with consti-
pation and patients without constipation, there was a 
significantly higher copy number of Akkermansia in 
constipating patients than patients without constipation 
(mean ± SD; 8.6 ± 1.6 and 7.2 ± 1.9, respectively, with 
P = 0.02) while no significant differences in other gut 
microbiota between constipating versus non-constipat-
ing patients (Table 6).

Discussion
Gut microbiota and PD
This study provides further insight into the association 
between gut microbiota and PD. The main finding was a 
significantly higher copy number of gut microbiota from 
Clostridium cluster IV, Akkermansia, Bifidobacterium, 
and lactic acid bacteria in the PD group compared with 
the control group, while Firmicutes were significantly 
lower in PD (P < 0.001). 

The higher Clostridium cluster IV in PD patients was 
consistent with data reported by Qian and colleagues 
[19]. Clostridium produces elevated levels of noxious 
brain metabolites that can lead to neurological symptoms 
[20].

The high abundance of Akkermansia microbiome was 
consistent with Heintz-Buschart and colleagues, and 
Keshavarzian and coworkers [10, 11]. They evaluated 
microbiota composition in fecal samples of PD patients 
and age-matched controls, and all found that Akkerman-
sia was more abundant in fecal samples from PD patients. 
Previous studies have shown that Akkermansia causes 
alterations in the function of the mucosal barrier that 
substantially increases the intestinal permeability. Akker-
mansia uses mucus as a source of energy, which leads to 
increased exposure of microbial antigens to the immune 
cells [21]. Endotoxins derived from the gut can also acti-
vate α-synuclein aggregation or neuronal damage [21, 
22].

The result of the present study was also on line with 
Bedarf and colleagues [9] as they found an increase in 
Akkermansia in PD patients. Kang and colleague on their 
experimentally induced colitis found that the protec-
tive effects of extracellular vesicles derived from Akker-
mansia muciniphila support a beneficial influence on 
intestinal immunity [23]. Inflammatory and regulatory 
properties have been reported for Akkermansia, probably 
mediated due to an increased exposure of immune cells 
to microbial antigens upon breaking down the mucosal 
mucin layer [24]. As previous studies on colonic biopsies 
and feces samples from treated and drug-naïve PD par-
ticipants the authors suggested that an altered mucosal 
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barrier function and PD patients exhibited significantly 
greater intestinal permeability than controls might be 
associated with unexplored disease-related impact on 
mucosal barrier function [21].

In addition, Bifidobacterium produces lactic acid, 
vitamins B1, B2, and K and decreases oxidative stress 
markers. Lactic acid prevents the growth of pathogenic 
and harmful bacteria, maintains intestinal microbial 
homeostasis, and modulates the local and systemic 
immune response [22, 25]. Taken together, the observed 

bacterial pattern in our PD samples may be related to 
yet unexplored mechanisms of a disturbed intestinal 
and immune function in PD pathogenesis.

Patients with PD had higher levels of lactic acid bac-
teria than controls. Studies have shown that Lactobacil-
laceae is associated with decreased levels of ghrelin 
intestinal hormone [26], which regulates nigrostriatal 
dopamine activity, prevents neurodegeneration, modu-
lates afferents of the enteric nervous system (ENS) and 
accelerates gastric emptying. The latter may contribute 

Table 1 Demographic and clinical characteristics of the studied groups

PD Parkinson’s disease

Parkinson’s patients (n = 46) Control (n = 31) P-value

Age (mean ± SD years) 62.8 ± 4.7 61.1 ± 3.1 0.07

Range 50–70 55–65

Sex: (number)

 Male/female 33/13 23/8 0.57

Age of onset (mean ± SD years) 60 ± 3.7

Range 50–70

Duration of illness (mean ± SD months) 35.5 ± 23.9

UPDRS (mean ± SD) 47.3 ± 32

Self-assessment (mean ± SD) 11.3 ± 6.3

Non-motor scale of GIT (mean ± SD) 13.6 ± 9.5

Number of cigarettes per day (mean ± SD) 4.1 ± 8.2 5.2 ± 9.7 0.65

Duration of smoking in years (mean ± SD) 3 ± 6.3 2.1 ± 3.3 0.43

Predominant type: Number (%)

 Tremor dominant type 16 (34.8%)

 Akinetic-rigid type 16 (34.8%)

 Mixed type 14 (30.4%)

Hoehn and Yahr staging number (%)

 Stage 1 20 (43.5%)

 Stage 2 16 (34.8%)

 Stage 3 6 (13%)

 Stage 4 4 (8.7%)

Residency (rural) 26 (56.5%) 16 (51%) 0.32

Residency (urban) 20 (43.5%) 15 (49%)

Source of water (private water system) 44 (95.7%) 31 (100%) 0.16

 Source of water (private and mineral water) 2 (4.3%) 0

 Drinking water (1–2 L/days) 21 (45.7%) 12 (38.7%) 0.16

 Drinking water (> 2–3 L/days) 20 (43.5%) 10 (32.3%)

 Drinking water (> 3–4 L/days) 5 (10.9%)  9 (29%)

Smoking (cigarette, tobacco, shisha) 25 (54.3%) 17 (54.8%) 0.89

Pesticide (no) number (%) 35 (76.1%) 18 (51%) 0.57

Pesticide (yes) number (%) 11 (23.8%) 15 (49%)

 Pesticide (rare) 3 (6.5%) 5 (16.2%)

 Pesticide (occasional) 6 (13%) 6 (19.8%)

 Pesticide (often) 2 (4.3%) 4 (13%)

Family history of PD or dementia (no) 33 (71.7%) 23 (74%) 0.53

Family history of PD or dementia (yes) 13 (28.3%) 8 (26%)
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Table 2 Copy number of gut microbiota among Parkinson’s disease patients and control group

PD Parkinson’s disease

Total PD 
patients 
(n = 46)

PD patients 
under 
treatments 
(n = 39)

Newly 
diagnosed 
(non-treated 
patients) 
(n = 7)

Control 
(n = 31)

P-value

Total PD 
versus 
controls

Treated 
PD versus 
controls

Newly PD 
versus 
controls

Newly versus 
treated patients

Clostridium 
cluster IV

11.5 ± 3.7 11.9 ± 3.7 9.8 ± 4.3 8.04 ± 1.38 < 0.001 < 0.001 0.39 0.378

Firmicutes 7.6 ± 2.3 7.3 ± 2.2 9.0 ± 2.7 9.64 ± 1.89 < 0.001 < 0.001 0.90 0.061

Akkermansia 8.0 ± 1.9 8.3 ± 1.9 6.5 ± 0.97 6.75 ± 1.92 0.012 0.005 1.0 0.043

Bifidobacterium 10.8 ± 1.4 10.7 ± 1.4 11.4 ± 1.2 9.36 ± 1.69 < 0.001 0.006 0.004 0.238

Lactic acid 
bacteria

12.4 ± 2.1 12.3 ± 2.3 13.3 ± 2.2 9.98 ± 3.84 0.003 0.04 0.022 0.289

Table 3  Correlation between copy number of different gut microbiota and Parkinson’s disease characteristics

PD Parkinson’s disease, UPDRS score Unified Parkinson’s Disease Rating Score, NMS of GIT score; Non-motor symptoms of gastrointestinal tract score

*Correlation is significant P < 0.05 level (2-tailed)

Spearman correlation Clostridium cluster 
IV

Firmicutes Akkermansia Bifidobacterium Lactic acid bacteria

Duration of illness (years)

 Rho-value 0.064 − 0.042 0.204 − 0.414 − 0.054

 P-value 0.704 0.793 0.214 0.012* 0.742

UPDRS score

 Rho-value 0.103 − 0.092 0.286 − 0.172 − 0.037

 P-value 0.538 0.567 0.078 0.315 0.821

Self-assessment score

 Rho-value 0.088 0.033 0.074 − 0.031 − 0.032

 P-value 0.601 0.836 0.655 0.860 0.848

NMS of GIT score

 Rho-value − 0.055 0.038 0.100 − 143 − 0.101

 P-value 0.742 0.814 0.543 0.405 0.542

Predominant type Tremors versus akinetic versus mixed)

 Rho-value − 0.198 0.241 − 0.261 0.160 0.130

 P-value 0.234 0.129 0.108 0.352 0.431

Hoehn and Yahr stages (stage I, II, III, IV)

 Rho-value 0.120 − 0.158 0.308 − 0.022 0.054

 P-value 0.473 0.323 0.056 0.898 0.745

Table 4 Correlation between gut microbiota and risk factors of Parkinson’s disease

L/D liter per day, PD Parkinson’s disease

Risk factors Clostridium 
cluster IV

Firmicutes Akkermansia Bifidobacterium Lactic acid 
bacteria

Pesticide (exposed versus non-exposed) 0.848 0.786 0.552 0.002 0.174

Smoking versus non-smoking 0.400 0.808 0.303 0.289 0.509

Constipating (n = 22) versus non-constipating patients (n = 24) 0.559 0.639 < 0.001 0.924 0.911

Water (1–2 L/D versus (> 2–4 L/D) 0.602 0.672 0.545 0.424 0.520

Residency (urban versus rural) 0.976 0.528 0.367 0.728 0.887

Family history of dementia or PD (positive versus negative) 0.353 0.537 0.368 0.877 0.974
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to delayed gastric emptying in some patients with PD 
[27].

In the present study, there was significantly less abun-
dance of Firmicutes in the PD group than in the control 
group which was perfectly in line with the data of Kes-
havarzian and coworkers [11] who found a lower propor-
tion of Firmicutes in PD. The lower abundance of this 
short chain fatty acid (SCFA) butyrate-producing bacte-
ria could have harmful effects for the PD colon, including 
intestinal barrier integrity and immune function [28, 29]. 
The main site of action for SCFA appears to be the colon, 
but SCFAs are also taken up in the blood and exert effects 
on other organs, including the brain [30]. SCFA butyrate 
has anti-inflammatory properties thought to be due to 
an epigenetic mechanism [31] or to the effects of SCFA 
receptors that are anti-inflammatory, anti-microbial, and 
decrease intestinal barrier leakiness [32, 33]. Thus, the 
low abundance of butyrate-producing bacteria in feces 
from PD subjects may be one mechanism contributing to 
intestinal leakiness [34] and inflammation reported in PD 
[21].

Another reason for the heterogeneous finding across 
studies may be due to dietary habits. Short-term con-
sumption of diets composed entirely of animal or plant 
products alters microbial community structure and 

contributes to inter-individual differences in microbial 
gene expression. The animal-based diet increased the 
abundance of bile-tolerant microorganisms (Alistipes, 
Bilophila and Bacteroides) and decreased the levels of 
Firmicutes that metabolize dietary plant polysaccha-
rides (Roseburia, Eubacterium rectale and Ruminococ-
cus bromii) [35].

In the present study, a significant negative correla-
tion between Bifidobacterium and duration of illness 
(P-value = 0.012) was recorded. Keshavarzian and 
coworkers [11] also reported a significant correlation 
between PD duration and numerous bacterial taxa 
regardless of medications, indicating that PD duration 
has a significant impact on microbial communities. 
However, it is unclear at present whether the relation-
ship is causal.

Like Unger and colleagues [36], we found no correla-
tions between gut microbiota and severity of symptoms 
(UPDRS, self-assessment scale, predominant type, dis-
ease stage, and non-motor scale of GIT). They found 
that the abundance of gut microbiota did not differ 
between PD subgroups, even after comparing hypoki-
netic-rigid and mixed types to a tremor-dominant 
group. However, Hasegawa and colleagues [37] found 
that non-tremulous PD patients had a higher level of 
Bacteroides than in tremor subtypes. Others found that 
Bacteroides abundance correlated with motor symp-
tom severity as defined by UPDRS part III motor scores 
[38] and in another study, the abundance of Entero-
bacteriaceae was positively associated with the sever-
ity of postural instability and gait difficulty [39]. Tan 
and colleagues [40] detected a small intestinal bacte-
rial overgrowth in 25% of the PD patients, regardless of 
disease duration, which could be used as a predictor of 
worse motor function but not GIT symptoms. Gabri-
elli and colleagues [41] showed that using antibiotics 
to eradicate the small intestinal bacterial overgrowth 
improved motor fluctuations without affecting levodo-
pa’s pharmacokinetics.

Table 5 Gut microbiota and predominant types of Parkinson’s disease in comparison to each other

T tremor dominant, A akinetic-rigid, M mixed type

Bactria Number Tremors versus akinetic rigid Tremors versus mixed type  Akinetic-rigid versus mixed 
type

T A M  Mean ± SD P value Mean ± SD P value Mean ± SD P value

Clostridium cluster IV 14 12 12 12.6 ± 3.7 10.7 ± 3.5 0.19 12.6 ± 3.8 11 ± 3.8 0.29 10.7 ± 3.5 11 ± 3.8 0.84

Firmicutes 15 14 12 7.0 ± 2.0 7.0 ± 2.5 0.98 7.3 ± 2.4 8.0 ± 2.0 0.42 7.0 ± 2.5 8.0 ± 2.0 0.27

Akkermansia 13 14 12 8.5 ± 1.7 8.0 ± 2.0 0.49 8.5 ± 1.7 7.0 ± 1.6 0.07 8.0 ± 2.0 7.0 ± 1.6 0.17

Bifidobacterium 13 13 10 10.7 ± 1.0 10.0 ± 1.0 0.09 10.8 ± 1.0 11.3 ± 1.4 0.24 10.0 ± 1.4 11.0 ± 1.4 0.13

Lactic acid bacteria 14 14 11 12.0 ± 2.0 12.0 ± 2.0 0.98 12.0 ± 2.0 13 ± 2.5 0.27 12.0 ± 2.0 13.0 ± 2.5 0.27

Table 6 Copy number of gut microbiota among PD with 
constipation versus patients without constipation

Patients with 
constipation 
(n = 22)

Patients without 
constipation 
(n = 24)

P value

Clostridium cluster 
IV

12.03 ± 3.59 10.99 ± 3.87 0.559

Firmicutes 7.50 ± 2.36 7.70 ± 2.38 0.639

Akkermansia 9.06 ± 1.37 6.79 ± 1.66 < 0.001

Bifidobacterium 10.85 ± 1.27 10.78 ± 1.50 0.924

Lactic acid bacteria 12.46 ± 2.14 12.42 ± 2.21 0.911
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The influence of environmental risk factors on gut 
microbiota
An important issue in the present study was that the con-
trol group were recruited from relatives of our patients 
with nearly same age- and sex-distribution in order to 
limit any differences in diet, residency, job, water source, 
pesticide exposure, and daily intake of fluid and water, or 
fruits as confirmed by the absence of significant differ-
ences between PD patients and controls in any of these 
items. Our findings showed that there was a significant 
association between pesticide exposure and Bifidobacte-
rium levels (P-value = 0.002) in patients with PD, which is 
higher in non-pesticide exposed patients (11 ± 0.18) than 
pesticide-exposed patients (10 ± 1.3). Our data with Hill-
Burns and colleagues [42] who found that there is may 
be a correlation secondary to long-standing exposure to 
pesticide/herbicide contaminant in stream and ground 
water and the increased activity in PD of pathways that 
degrade xenobiotics.

In agreement with our findings, exposure to pesticides 
and herbicides in agricultural setting, including well 
water drinking, is known to increases the risk of develop-
ing PD [43, 44] and causes dopaminergic cell death and 
motor abnormalities in animal models [45]. The evidence 
for increased xenobiotics degradation in the gut, there-
fore, raises testable hypotheses on the role of xenobiot-
ics in initiating the dysbiosis of the microbiome, and 
whether recent or continued exposure to PD-associated 
xenobiotics may contribute to the progression of neuro-
degeneration. Also, Yang and colleagues [46] showed that 
chronic rotenone administration, at a dose found com-
monly in pesticides caused fecal microbiota alterations, 
mitochondrial disruption and dopaminergic neuronal 
loss along with behavioral and neuropathological features 
of PD.

Effect of medication on gut microbiota
Most of the previous studies including PD patients with 
advanced and treated with L-DOPA [8, 11, 36] which 
affects colonic motility and may promote intestinal 
bacterial overgrowth [47]. To avoid alterations of gut 
microbiota related to late-stage PD or l-DOPA-induced 
intestinal effects, we included 7 untreated naive PD 
patients with early stage. In the present study, the naive 
PD patients had significant abundance of Bifidobacte-
rium, and lactic acid bacillus compared with control 
group. Supporting our results Bedarf and colleagues [9] 
found that early, l-DOPA-naïve PD patients carried an 
altered gut microbiota composition. Weis and colleagues 
found that the relative abundances of the bacterial gen-
era including Bifidobacterium, and Enterococcus, were 
significantly influenced by medication with l-dopa and 

entacapone, respectively [48]. This study was performed 
on fecal samples of naïve 34 PD patients and followed up 
3 months after medication.

On the other hand, Lactobacillus strains are low abun-
dant members of the gut microbiota and their abundance 
varies greatly across human disease and chronic condi-
tions [49]. Some strains of Lactobacillus are able to pro-
duce enzymes that can degrade levodopa into dopamine, 
suggesting that their abundances might be a consequence 
of the use of this medication in PD [50, 51]. Levodopa is 
absorbed in the small intestine, but it has been reported 
that 10–20% can reach the large intestine [52] and could 
thus help these bacteria to proliferate. However, the pres-
ence of abundance of lactic acid bacteria in naïve PD 
patients in our study suggested that the abundance of it is 
not related to medication. 

Interestingly, there was no significant difference 
between treated and untreated except in Akkermansia as 
it is more abundant in treated than non-treated patients. 
Constipated individuals have been shown to have a gut 
microbiome enriched in Akkermansia [53, 54], and 
constipation is one of the major non-motor symptoms 
in PD. As a number of medications (anticholinergic) 
used to treat PD can cause constipation so the abun-
dance of Akkermansia in treated patients may be related 
to both medication and chronicity of disease-related 
constipation.

The differences between the findings of our and other 
studies might also be based on the distinct geographic 
and cultural background of our study cohort, since the 
human gut microbiota is regionally different [55].

Limitations
The main limitation of our study was the relatively small 
sample size, and few numbers of gut microbiota ana-
lyzed. Further studies with larger sample sizes, and analy-
sis of more gut microbiota and control of dietary factors 
are needed, as different geographical locations have dif-
ferent dietary habits. 

Conclusions
Our study highlights a significant connection between 
PD and gut microbiota. The maintenance of a healthy 
microbiota is important for gut barrier integrity and 
immunity. 

Abbreviations
CNS: Central nervous system; ENS: Enteric nervous system; GIT: Gastrointesti-
nal tract; H&Y: Modified Hoehn and Yahr scale; NMSS: Non-Motor Symptoms 
Scale; PD: Parkinson’s disease; SCFAs: Short chain fatty acids; UPDRS: Unified 
Parkinson’s Disease Rating Scale.

Acknowledgements
Not applicable.



Page 8 of 9Khedr et al. Egypt J Neurol Psychiatry Neurosurg          (2021) 57:153 

Authors’ contributions
EMK, AM, ED, HH, AA, AG: contributed to study concept and design, acquisi-
tion of data, draft and revision of the report, statistical analyses, and interpreta-
tion of data. ED, HH, and AA contributed to case recruitments, acquisition of 
data and statistical analyses. HH, AA, AM, AG contributed to editing of this 
report. All authors read and approved the final manuscript.

Funding
Not applicable.

Availability of data and materials
The datasets used and/or analyzed during the current study are available from 
the corresponding author reasonable on request.

Declarations

Ethics approval and consent to participate
An informed written consent was obtained from all the patients before 
participating in the study. The protocol was approved in October 2018 by 
IRB committee of Assiut University Hospital and all participants or relatives 
gave written informed consent before participation in the study. The ethical 
approval Reference number was 17100608. The confidentiality of the patients’ 
information was maintained during all the steps of the study.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Department of Neuropsychiatry, Assiut University Hospital, Faculty 
of Medicine, Assiut, Egypt. 2 Department of Neuropsychiatry, Aswan University 
Hospital, Faculty of Medicine, Aswan, Egypt. 3 Department of Medical Microbi-
ology and Immunology, Faculty of Medicine, Assiut University, Assiut, Egypt. 
4 Department of Neuropsychiatry, South Valley University Hospital, Qena, 
Egypt. 

Received: 28 June 2021   Accepted: 26 October 2021

References
 1. Kalia LV, Lang AE. Parkinson’s disease. Lancet (Lond, Engl). 

2015;386(9996):896–912.
 2. Martinez-Martin P. The importance of non-motor disturbances to quality 

of life in Parkinson’s disease. J Neurol Sci. 2011;310(1–2):12–6.
 3. Cloud LJ, Greene JG. Gastrointestinal features of Parkinson’s disease. Curr 

Neurol Neurosci Rep. 2011;11(4):379–84.
 4. Tereshchenko LV, Anisimov VN, Shul’govsky VV, Latanov AV. Early changes 

in Saccadic Eye Movement in hemiparkinsonian MPTP-treated monkeys. 
Perception. 2015;44(8–9):1054–63.

 5. Wiley NC, Dinan TG, Ross RP, Stanton C, Clarke G, Cryan JF. The 
microbiota-gut-brain axis as a key regulator of neural function and the 
stress response: implications for human and animal health. J Anim Sci. 
2017;95(7):3225–46.

 6. Sommer F, Bäckhed F. The gut microbiota–masters of host development 
and physiology. Nat Rev Microbiol. 2013;11(4):227–38.

 7. Sen T, Cawthon CR, Ihde BT, Hajnal A, DiLorenzo PM, de La Serre CB, et al. 
Diet-driven microbiota dysbiosis is associated with vagal remodeling and 
obesity. Physiol Behav. 2017;173:305–17.

 8. Scheperjans F, Aho V, Pereira PA, Koskinen K, Paulin L, Pekkonen E, et al. 
Gut microbiota are related to Parkinson’s disease and clinical phenotype. 
Mov Disord. 2015;30(3):350–8.

 9. Bedarf JR, Hildebrand F, Coelho LP, Sunagawa S, Bahram M, Goeser F, et al. 
Functional implications of microbial and viral gut metagenome changes 
in early stage L-DOPA-naïve Parkinson’s disease patients. Genomic Med. 
2017;9(1):39.

 10. Heintz-Buschart A, Pandey U, Wicke T, Sixel-Döring F, Janzen A, Sittig-
Wiegand E, et al. The nasal and gut microbiome in Parkinson’s disease 
and idiopathic rapid eye movement sleep behavior disorder. Mov Disord. 
2018;33(1):88–98.

 11. Keshavarzian A, Green SJ, Engen PA, Voigt RM, Naqib A, Forsyth CB, 
et al. Colonic bacterial composition in Parkinson’s disease. Mov Disord. 
2015;30(10):1351–60.

 12. Amar BR, Yadav R, Janardhan Reddy YC, Pal PK. A clinical profile of 
patients with Parkinson’s disease and psychosis. Ann Indian Acad Neurol. 
2014;17(2):187–92.

 13. Harrison JK, McArthur KS, Quinn TJJ. Assessment scales in stroke: clinimet-
ric and clinical considerations. Clin Interv Aging. 2013;8:201.

 14. The Unified Parkinson’s Disease Rating Scale (UPDRS): status and recom-
mendations. Mov Disord. 2003;18(7):738–50.

 15. Goetz CG, Poewe W, Rascol O, Sampaio C, Stebbins GT, Counsell C, 
et al. Movement Disorder Society Task Force report on the Hoehn 
and Yahr staging scale: status and recommendations. Mov Disord. 
2004;19(9):1020–8.

 16. Chaudhuri KR, Martinez-Martin P, Schapira AH, Stocchi F, Sethi K, Odin P, 
et al. International multicenter pilot study of the first comprehensive self-
completed nonmotor symptoms questionnaire for Parkinson’s disease: 
the NMSQuest study. Mov Disord. 2006;21(7):916–23.

 17. Brown RG, MacCarthy B, Jahanshahi M, Marsden CD. Accuracy of 
self-reported disability in patients with parkinsonism. Arch Neurol. 
1989;46(9):955–9.

 18. Schiess MC, Zheng H, Soukup VM, Bonnen JG, Nauta HJ. Parkinson’s 
disease subtypes: clinical classification and ventricular cerebrospinal fluid 
analysis. Parkinsonism Relat Disord. 2000;6:69–76.

 19. Qian Y, Yang X, Xu S, Wu C, Song Y, Qin N, et al. Alteration of the fecal 
microbiota in Chinese patients with Parkinson’s disease. Brain Behav 
Immun. 2018;70:194–202.

 20. Rueda-Ruzafa L, Cruz F, Roman P, Cardona D. Gut microbiota and neuro-
logical effects of glyphosate. Neurotoxicology. 2019;75:1–8.

 21. Forsyth CB, Shannon KM, Kordower JH, Voigt RM, Shaikh M, Jaglin JA, et al. 
Increased intestinal permeability correlates with sigmoid mucosa alpha-
synuclein staining and endotoxin exposure markers in early Parkinson’s 
disease. PLoS ONE. 2011;6(12):e28032.

 22. Nishiwaki H, Ito M, Ishida T, Hamaguchi T, Maeda T, Kashihara K, et al. 
Meta-analysis of gut dysbiosis in Parkinson’s disease. Mov Disord. 
2020;35(9):1626–35.

 23. Kang CS, Ban M, Choi EJ, Moon HG, Jeon JS, Kim DK, et al. Extracellular 
vesicles derived from gut microbiota, especially Akkermansia mucin-
iphila, protect the progression of dextran sulfate sodium-induced colitis. 
PLoS ONE. 2013;8(10):e76520.

 24. Ganesh BP, Klopfleisch R, Loh G, Blaut M. Commensal Akkermansia 
muciniphila exacerbates gut inflammation in Salmonella Typhimurium-
infected gnotobiotic mice. PLoS ONE. 2013;8(9):e74963.

 25. Stevens CH, Rowe D, Morel-Kopp MC, Orr C, Russell T, Ranola M, et al. 
Reduced T helper and B lymphocytes in Parkinson’s disease. J Neuroim-
munol. 2012;252(1–2):95–9.

 26. Queipo-Ortuño MI, Seoane LM, Murri M, Pardo M, Gomez-Zumaquero JM, 
Cardona F, et al. Gut microbiota composition in male rat models under 
different nutritional status and physical activity and its association with 
serum leptin and ghrelin levels. PLoS ONE. 2013;8(5):e65465.

 27. Fang X. Microbial treatment: the potential application for Parkinson’s 
disease. Neurol Sci. 2019;40(1):51–8.

 28. Canani RB, Costanzo MD, Leone L, Pedata M, Meli R, Calignano A. Poten-
tial beneficial effects of butyrate in intestinal and extraintestinal diseases. 
World J Gastroenterol. 2011;17(12):1519–28.

 29. Hamer HM, Jonkers D, Venema K, Vanhoutvin S, Troost FJ, Brummer RJ. 
Review article: the role of butyrate on colonic function. Aliment Pharma-
col Ther. 2008;27(2):104–19.

 30. Cryan JF, Dinan TG. Mind-altering microorganisms: the impact 
of the gut microbiota on brain and behaviour. Nat Rev Neurosci. 
2012;13(10):701–12.

 31. Whittle N, Singewald N. HDAC inhibitors as cognitive enhancers in fear, 
anxiety and trauma therapy: where do we stand? Biochem Soc Trans. 
2014;42(2):569–81.

 32. Ganapathy V, Thangaraju M, Prasad PD, Martin PM, Singh N. Transporters 
and receptors for short-chain fatty acids as the molecular link between 
colonic bacteria and the host. Curr Opin Pharmacol. 2013;13(6):869–74.



Page 9 of 9Khedr et al. Egypt J Neurol Psychiatry Neurosurg          (2021) 57:153  

 33. Singh N, Gurav A, Sivaprakasam S, Brady E, Padia R, Shi H, et al. Activa-
tion of Gpr109a, receptor for niacin and the commensal metabolite 
butyrate, suppresses colonic inflammation and carcinogenesis. Immunity. 
2014;40(1):128–39.

 34. Scott KP, Gratz SW, Sheridan PO, Flint HJ, Duncan SH. The influence of diet 
on the gut microbiota. Pharmacol Res. 2013;69(1):52–60.

 35. David LA, Maurice CF, Carmody RN, Gootenberg DB, Button JE, Wolfe BE, 
et al. Diet rapidly and reproducibly alters the human gut microbiome. 
Nature. 2014;505(7484):559–63.

 36. Unger MM, Spiegel J, Dillmann KU, Grundmann D, Philippeit H, Bürmann 
J, et al. Short chain fatty acids and gut microbiota differ between patients 
with Parkinson’s disease and age-matched controls. Parkinsonism Relat 
Disord. 2016;32:66–72.

 37. Hasegawa S, Goto S, Tsuji H, Okuno T, Asahara T, Nomoto K, et al. Intesti-
nal dysbiosis and lowered serum lipopolysaccharide-binding protein in 
Parkinson’s disease. PLoS ONE. 2015;10(11):e0142164.

 38. Lin CH, Chen CC, Chiang HL, Liou JM, Chang CM, Lu TP, et al. Altered gut 
microbiota and inflammatory cytokine responses in patients with Parkin-
son’s disease. J Neuroinflamm. 2019;16(1):129.

 39. Wang X, Wang BR, Zhang XJ, Xu Z, Ding YQ, Ju G. Evidences for vagus 
nerve in maintenance of immune balance and transmission of immune 
information from gut to brain in STM-infected rats. World J Gastroenterol. 
2002;8(3):540–5.

 40. Tan AH, Mahadeva S, Thalha AM, Gibson PR, Kiew CK, Yeat CM, et al. Small 
intestinal bacterial overgrowth in Parkinson’s disease. Parkinsonism Relat 
Disord. 2014;20(5):535–40.

 41. Gabrielli M, Bonazzi P, Scarpellini E, Bendia E, Lauritano EC, Fasano A, et al. 
Prevalence of small intestinal bacterial overgrowth in Parkinson’s disease. 
Mov Disord. 2011;26(5):889–92.

 42. Hill-Burns EM, Debelius JW, Morton JT, Wissemann WT, Lewis MR, 
Wallen ZD, et al. Parkinson’s disease and Parkinson’s disease medica-
tions have distinct signatures of the gut microbiome. Mov Disord. 
2017;32(5):739–49.

 43. Freire C, Koifman S. Pesticide exposure and Parkinson’s disease: epidemio-
logical evidence of association. Neurotoxicology. 2012;33(5):947–71.

 44. Gatto NM, Cockburn M, Bronstein J, Manthripragada AD, Ritz B. Well-
water consumption and Parkinson’s disease in rural California. Environ 
Health Perspect. 2009;117(12):1912–8.

 45. Blesa J, Phani S, Jackson-Lewis V, Przedborski S. Classic and new animal 
models of Parkinson’s disease. J Biomed Biotechol. 2012;2012:845618.

 46. Yang X, Qian Y, Xu S, Song Y, Xiao Q. Longitudinal analysis of fecal micro-
biome and pathologic processes in a rotenone induced mice model of 
Parkinson’s disease. Front Aging Neurosci. 2017;9:441.

 47. Fasano A, Visanji NP, Liu LW, Lang AE, Pfeiffer RF. Gastrointestinal dysfunc-
tion in Parkinson’s disease. Lancet Neurol. 2015;14(6):625–39.

 48. Weis S, Schwiertz A, Unger MM, Becker A, Faßbender K, Ratering S, et al. 
Effect of Parkinson’s disease and related medications on the composition 
of the fecal bacterial microbiota. NPJ Parkinson’s Dis. 2019;5(1):1–9.

 49. Heeney DD, Gareau MG, Marco ML. Intestinal Lactobacillus in health 
and disease, a driver or just along for the ride? Curr Opin Biotechnol. 
2018;49:140–7.

 50. Maini Rekdal V, Bess EN. Discovery and inhibition of an interspe-
cies gut bacterial pathway for Levodopa metabolism. Science. 
2019;364(6445):eaau6323.

 51. van Kessel SP, Frye AK, El-Gendy AO. Gut bacterial tyrosine decarboxylases 
restrict levels of levodopa in the treatment of Parkinson’s disease. Nat 
Commun. 2019;10(1):310.

 52. Deleu D, Northway MG, Hanssens Y. Clinical pharmacokinetic and phar-
macodynamic properties of drugs used in the treatment of Parkinson’s 
disease. Clin Pharmacokinet. 2002;41(4):261–309.

 53. Gobert AP, Sagrestani G, Delmas E, Wilson KT, Verriere TG, Dapoigny M, 
et al. The human intestinal microbiota of constipated-predominant 
irritable bowel syndrome patients exhibits anti-inflammatory properties. 
Sci Rep. 2016;6:39399.

 54. Vandeputte D, Falony G, Vieira-Silva S, Tito RY, Joossens M, Raes J. Stool 
consistency is strongly associated with gut microbiota richness and com-
position, enterotypes and bacterial growth rates. Gut. 2016;65(1):57–62.

 55. He Y, Wu W, Zheng H-M, Li P, McDonald D, Sheng H-F, et al. Regional vari-
ation limits applications of healthy gut microbiome reference ranges and 
disease models. Nat Med. 2018;24(10):1532–5.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Gut microbiota in Parkinson’s disease patients: hospital-based study
	Abstract 
	Background: 
	Results: 
	Conclusion: 

	Background
	Methods
	Statistics

	Results
	Discussion
	Gut microbiota and PD
	The influence of environmental risk factors on gut microbiota
	Effect of medication on gut microbiota

	Limitations
	Conclusions
	Acknowledgements
	References


