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INTRODUCTION

	 The prevalence of Parkinson’s disease (PD) is around 
1% of the population above the age of sixty, and the 
prevalence is directly proportional to increasing age 
for men and women.1 Pathophysiologically observed 
that the degeneration of dopaminergic nigrostriatal 
neurons with Lewy bodies is regarded as the main 
neuropathological correlate of motor impairment in 
Parkinson’s disease.2

	 Parkinson’s disease (PD) is considered the second 
most common brain neurodegenerative disorder after 
disorder as Alzheimer’s disease; it presents with motor 
symptoms that includes bradykinesia, resting tremor, 
postural problems and rigidity while other non-motor 
symptoms include autonomic manifestations (bowel 
problems such as sexual dysfunction, constipation 
and urinary complaints) neuropsychiatric problems 
(psychosis, anxiety, cognitive impairment, depression, 
compulsive disorders and apathy) and some sensory 
issues.3  In medication Levodopa up to date is considered 
one of the most useful medications to suppress signs and 
symptoms of PD, as time passes, long-term use results 
in Levodopa-induced dyskinesia.4

	 Multiple surgical and noninvasive options, such as 
stereotactic MR-guided focused ultrasound thalamotomy 
and pallidotomy for Parkinson’s disease area, are 
available;5 plus the gamma knife radiosurgery technique 
is an option to treat PD, which is a noninvasive method.6  
In recent advancement, deep brain stimulation (DBS) is 
useful in controlling the motor symptoms in Parkinson’s 
disease (PD), which overall improve the quality of life of 
PD patients.7 Subthalamic nucleus stimulation by DBS 
(STN-DBS) is also an effective therapy against medication-
refractory motor symptoms in patients with Parkinson’s 
disease.8 Another nucleus used for stimulation is globus 
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ABSTRACT
Objective: To assess the effectiveness and accuracy of deep brain stimulation in Parkinsonian Disease (PD).
Methods: This study was a descriptive prospective study, and patients were treated at Neurospinal and Cancer Care 
Institute Karachi, from February 1, 2016, to June 30, 2020. We had 21 cases of parkinsonian disease. Inclusion criteria 
was  Idiopathic Parkinson’s disease, marked motor fluctuations against the response to dopaminergic therapy, UPDRS-
III scores, which is 30 or higher, with a duration of disease of five years or longer, developing dyskinesia while the 
exclusion criteria was  patient with known comorbid or active psychiatric disease
Results:  Mean age of patient was 64 years. The standard deviation was 1.11697. The male patients’ mean, median 
and mode had a standard deviation of 0.3. For the duration of disease, the mean was 1.4, the median 1 (5-6 years) and 
mode one. The standard deviation was 0.51177. The primary symptoms’ mean was 2.2857, the median was 2.0, and 
the mode was two (tremor). The mean on medication (age) was 2 (45-49), and the median and mode were the same. 
Conclusion:  Deep brain stimulation (DBS) is an effective treatment option for a carefully selected patient. DBS 
improves tremors, dyskinesias, rigidity, motor fluctuations and bradykinesia. DBS is unlikely to benefit Autonomic 
dysfunction, cognitive disorders, hypophonia, and postural instability. Although it is an expensive treatment compared 
to lesioning or gamma knife, it is reversible.
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pallidus internus in deep brain stimulation (GPi-DBS), 
depending on variation of signs and symptoms at 
presentation. At the same time, the outcome is measured 
by the scoring, Unified Parkinson’s Disease Rating Scale 
(UPDRS) preoperative and postoperative status.9

	 Deep brain stimulation (DBS) applies the deep brain 
structures, resulting in an effective treatment option for 
some neurological and psychological disorders. Other 
treatment options, which are conventional stereotactic 
surgery, such as thalamotomy and pallidotomy, helpful 
in making lesions in the globus pallidus and thalamus, 
and in comparison, are permanent, went through a 
renaissance. DBS is also applied for epilepsy treatment, 
treatment of pain, neuropsychiatric disorders, which 
are essential (resting tremor), obsessive-compulsive 
disorders, Tourette’s syndrome and depression.10

	 In the sub-continent, we have seen very limited 
studies based on intervention or surgical outcomes 
based on parkinsonian disease; most of them are treated 
by medication, while this study is one of the initial 
benchmark research on deep brain stimulation, which 
can lay a road map of future studies in Pakistan.

METHODS

	 The study was conducted at the Neuro-Spinal & 
Cancer Care Institute, Karachi, it was a prospective 
cross-sectional study, and it was non-probability 
consecutive sampling. The hospital’s ethical committee 
approved the written permission from patients involved 
in the study (Ref. No.: IRB#7412/12). The duration 
of the study was from 01/02/2016 to 30/6/2020. A 
comprehensive history with PD duration of more than 
five years, neurological examination and imaging 
magnetic resonance imaging brain. We had twenty-
one patients, 19 male and two female patients with 
idiopathic PD undergoing Deep brain stimulation of 
the GPi / STN. Inclusion criteria Idiopathic Parkinson’s 
disease, patients show fluctuations related to motor 
function in response to the dopaminergic medication, 
UPDRS-III score of 30 or higher, duration of the disease 
more than five years or longer, developing dyskinesia 
and exclusion criteria patient with multiple comorbid, 
active psychiatric disease, coagulopathy, trauma, post 
brain surgery tremor.
	 Patients who went under the procedure were based 
on a one-stage electrode placement and stimulator 
implantation stimulated after one week. Unified 
Parkinson’s Disease Rating Scale III (UPDRS III) was 
utilized as an outcome measuring parameter primarily 
for motor function; scores had many components such 
as axial symptoms, limb bradykinesia, gait posture, 
stability and overall bradykinesia, another system based 
on scoring from 0-5 as if it gets higher, it may result in 
disability, Hoehn and Yahr disability scale.
	 Follow-up was at three and six months. The assessment, 
based on the evaluation of cognitive and motor function, 
was conducted by neurologists postoperatively to 
establish fine control of symptoms. The management 
included an adjustment of pharmacologic therapy and 

DBS parameter setting. The internal pulse generator 
is shown in the X-ray Fig.1 (picture added with 
permission).

RESULTS

	 Our study’s mean age was 64, and the standard 
deviation was 1.11697. The mean, median and mode 
for a male were with a standard deviation of 0.3. For 
the duration of suffering, the mean was 1.4, the median 
1 (5-6 years) and mode 1. The standard deviation was 
0.51177; for primary symptoms, the mean was 2.2857, 
the median was 2.0, and the mode was 2 (tremor). 
The mean on medication (age) was 2 (45-49), and the 
median and mode were the same. For complications, 
the reported mean was 1.8571, the median was two, 
and the mode was two (no complications); the standard 
deviation was .35857. For pre-op UPDRS, the mean was 
2.7619, median 2.0, and mode 2.0, and the standard 
deviation was 0.99523. For UPDRS DBS, the mean was 
1.6667, the median was one and, the mode was also one, 
the standard deviation was .91287. for nuclei, the mean 
was 1.3333, the median was one, and the mode was also 
1 (STN). The standard deviation was .48305.
	 The mean of the preoperative CGI score was 2.3333, 
the median was 2.0, the mode was 2.0, and the standard 
deviation was .57735. The mean postoperative CGI score 
was 2.4762, the median was 2.0, and the mode was 2.0 
(2). the standard deviation was .81358. The mean of 
preoperative Hoehn & Yahr is 1.6667, median 2.0 and 
mode 2.0. the standard deviation was .6582. The mean 
of postoperative Hoehn & Yahr was 1.5714, median 2.0 
and mode was also 2.0 (2). the standard deviation was 
.50709. Regarding frequency, 71.4% of the patients were 
60 years and above, and more than 90% were male. All of 
them have been suffering for more than five years. 42.9% 

Fig.1: Showing post DBS x-ray. 
We can appreciate leads and Internal pulse 

generator (with patient’s permission).
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of patients reported tremors, and another 42.9% reported 
dyskinesia as the most frequent primary symptom. 
More than half (52.4%) of patients were of the 45-49 
age group. as high as 85.7% of patients did not report 
any complications. Pre-op UPDRS had a frequency of 
47.6% for the 65-69 age group, while 33.3% were for the 
75-79 age group. UPDRS DBS was 61.9% for 25-29. the 
frequency of nuclei was 66.7% for STN. The frequency of 
preoperative CGI score 5 was found in 57.1% of patients 
and 6 for 38.1%. Table-I, II and III.
	 Postoperative CGI score two was found in 42.9% 
of patients, while three was found in 38.1%. The 
preoperative HOEHN & YAHR of 3 was found in 
47.6% of patients, while two were found in 42.9%. 
Postoperative HOEHN & YAHR 2 was found in 57.1% 
of patients, and one was found in 42.9% of patients.

DISCUSSION

	 This is one of the selected studies on deep brain 
stimulation in the Asian sub-continent, especially 
Pakistan, with an acceptable result showing 
advancement in functional neurosurgery with deep 
brain stimulation helping patients affected by the side 
effects of parkinsonian medication.
	 One of the studies showed high mortality with other 
targets, while GPi was selected as the best target for 
severe dyskinesia. DBS may not affect the disease 
progress while patients should be selected precisely11 
compared to our study, we did not have any mortality 
either with GPi or STN nucleus related to DBS the reason 
maybe the study is limited.
	 While in another recent study, they used functional im-
ages of an MRI brain for deep brain stimulation in patients 
for the subthalamic nucleus. The study also showed that 

DBS affects behavior-independent effects on the basal 
ganglia connectivity and the behavior-dependent modu-
latory effect12 while we used the Gama plan technique in 
our patients, which was easier in comparison.
	 In another study, it was shown that unilateral STN 
DBS had significantly improved the depression in a 
patient with PD, while it not only improved depression 
but also had refinement in the quality of patient life, as 
well as sleep quality13 compared to our study we did not 
have any patient with severe case of depression but the 
patient who had improved status and UPDRS score due 
to DBS had improved mood as compared to preoperative 
status but a review of the relevant literature, show that 
DBS patient does present with mood swings.
	 In another study, thirty patients for the parkinsonian 
study were taken, the outcome of which eight had 
negative, eight had a mix, and fourteen had a positive 
outcome; the study shows that all groups improved 
in motor function. Negative outcome patient expected 
reality result. On the other hand, the mixed-method 
approach had to examine a patient’s discrimination 
based on subjective elements of STN-DBS outcome, 
and parkinsonian disease patients should be screened 
thoroughly for other aspects such as apathy and 
depression before considering surgery.14

	 While a study also suggested that microelectrode 
recording is unnecessary to have good outcomes clinically 
in P.D patients undergoing STN DBS. This may help to 
design future perspectives.15 It is considered attainable 
to perform the deep brain stimulation procedure without 
using microelectrode recording (MER). However, 
microelectrode recording gives a valid choice to the team 
for utilizing a second trajectory which may improve the 
effectiveness of therapy, minimizing the side effects,16 
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Table-I: Different Variables Shown (Statistics: Mean, Median, Mode and St. Deviation).

  Age Gender Duration of 
disease

Primary 
symptoms

On medication 
(age)

Complications 
reported

N   Valid 21 21 21 21 21 21
Mean 3.0476 1.0952 1.4762 2.2857 2.1905 1.8571
Median 3.0000 1.0000 1.0000 2.0000 2.0000 2.0000
Mode 4.00 1.00 1.00 2.00a 2.00 2.00
Std. Deviation 1.11697 .30079 .51177 .71714 1.03049 .35857

Pre-Op 
Updrs

Post Op 
Updrs Dbs Nuclei Preoperative 

Cgi Score
Post Operative 

Cgi Score
Preoperative 

Hoehn & Yahr
Postoperative 

Hoehn & Yahr

N   Valid 21 21 21 21 21 21 21
Mean 2.7619 1.6667 1.3333 2.3333 2.4762 1.6667 1.5714
Median 2.000 1.000 1.000 2.000 2.000 2.000 2.000
Mode 2.0 1.0 1.0 2.0 2.0 2.0 2.00
Std. Deviation .99523 .91287 .48305 .57735 .81358 .65828 .50709

a. The smallest value is shown, and multiple modes exist.
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even other articles show that microelectrode recording 
may or may not be utilized in the future as a procedure 
of choice, but its importance may persist in DBS17 while 
we did not perform microelectrode recording during 
DBS procedure and we had reasonable results.

	 One of the reports showed that moderate to severe 
complications for movement disorders is hydrocephalus 
due to deep brain stimulation, hydrocephalus 
may be related to the intraventricular hemorrhage 
postoperatively, which can be seen in some of the 
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Table-II: Different variable with significant values

  Frequency Percentage Valid % Cumulative %

Valid

50 – 54 3 14.30 14.30 14.30
I55-5 3 14.30 14.300 28.60
60-6 5 23.80 23.80 52.40
65 And Above 10 47.6 47.6 100.0
Total 21.0 100.00 100.00

Gender Frequency

  Frequency Percentage Valid Percentage Cumulative Percentage

Valid
Male 19 90.5 90.5 90.5
Female 2 9.5 9.5 100.0
Total 21 100.0 100.0

Duration of Disease

  Frequency Percentage Valid percentage Cumulative Percentage

Valid
5-6 Year 11 52.40 52.40 52.40
7-8 Year 10.0 47.60 47.60 100.00
Total 21.0 100.00 100.00

Sign & symptoms Frequency Percentage Valid % Cumulative %

Valid

Motor fluctuations 3.0 14.3 14.30 14.30
Tremor 9.00 42.9 42.90 57.10
Dyskinesia 9.0 42.9 42.90 100.0
Total 21.00 100.0 100.0

Frequency on Medication (Age)

  Frequency Percentage Valid % Cumulative %

Valid

40-44 5.0 23.800 23.800 23.800
45-49 11 52.4 52.4 76.2
50-54 1 4.8 4.8 81.0
55 and above 4 19.0 19.0 100.0
Total 21.0 100.00 100.00

Frequency of Complications 

  Frequency Percentage Valid % Cumulative %

Valid
Yes 3 14.30 14.30 14.30
No 18 85.70 85.70 100.0
Total 21.0 100.00 100.00
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Table-III: Pre-Open UPDRS and Nuclei.

  Frequency Percentage Valid % Cumulative %

Valid

60-64 1.0 4.80 4.80 4.80
65-69 10 47.6 47.6 52.4
70-74 3 14.3 14.3 66.7
75-79 7 33.3 33.3 100.0
Total 21.0 100.0 100.0

Frequency Of Updrs Dbs

  Frequency Percentage Valid % Cumulative %

Valid

25-29 13 61.90 61.90 61.90
30-34 2 9.50 9.50 71.40
35-39 6 28.60 28.60 100.00
Total 21 100.0 100.0

Frequency Of Nuclei

  Frequency Percentage Valid % Cumulative %

Valid
STN 14.0 66.70 66.70 66.70
GPI 7.0 33.30 33.30 100.00
Total 21.0 100.00 100.00

0000

The Clinical Global Impressions Scale (CGI)
  Frequency Percentage Valid % Cumulative %

Valid

4 1 4.8 4.8 4.8
5 12 57.1 57.1 61.9
6 8 38.1 38.1 100.0
Total 21.0 100.00 100.00

Frequency Of Postoperative Cgi Score
  Frequency Percentage Valid % Cumulative %

Valid

1 2 9.5 9.5 9.5
2 9 42.9 42.9 52.4
3 8 38.1 38.1 90.5
4 2 9.5 9.5 100.0
Total 21.0 100.00 100.00

Frequency Of Preoperative Hoehn & Yahr
  Frequency Percentage Valid % Cumulative %

Valid

TWO 9.0 42.90 42.90 42.90
THREE 10.0 47.60 47.60 90.50
FOUR 2.0 9.50 9.50 100.00eff
Total 21.0 100.0 100.0

Frequency Of Postoperative Hoehn & Yahr
  Frequency Percentage Valid % Cumulative %

Valid
ONE 9.0 42.90 42.90 42.90
TWO 12 57.10 57.10 100.0
Total 21 100.0 100.00



Aurangzeb Kalhoro et al.

studies;18 however, during our operational cases related 
to Parkinson’s disease, we did not have any patients 
who had developed hydrocephalus post-procedure 
during follow up nor did any patient had hemorrhage.
	 While in another study, it was found that deep 
brain stimulation may have a low complication rate 
if performed under general, awake DBS patients have 
minimal post-surgical treatment-induced side effects 
while at the experienced center, DBS is performed under 
general anaesthesia;19 similarly, to this, we performed all 
our cases under general anesthesia with minimal post-
surgical side effects, as mentioned in the results.
	 Individualized stimulation delivery is an advanced 
approach to deep brain stimulation. Usually, the two 
brain targets in treating Parkinson’s disease are an 
internal segment of the subthalamic nucleus (STN) and 
globus pallidus (GPi). In the present era, these two areas 
are highly focused on surgical decisions to implant Deep 
brain stimulation.20 In our study, 28.5% of patients had 
GPi, and 71.4% had STN. 
	 Proper clinical trials were done in 1993, focusing 
on improving the non-damaging approach with the 
location, size, intensity and frequency of electric current 
and the shape of the stimulating current field. The trials 
were significantly reported as successful in enhancing 
motor functions. In addition, the least to no complication 
is reported by this approach to improve the advanced 
stage of Parkinson’s disease.20 In our study, 85.7% of the 
patients did not report any complications; only three 
had reported complications related to cognitive, rigidity 
and dysarthria, which were managed accordingly.
Limitations: The study has a limited number of patients 
as treatment is costly; the follow-up is kept short of 
giving our initial experience term to assess the initial 
effect of therapy that is to reduce medication and 
improve the status of the patient while in future long-
term follow-up may be assessed. 

CONCLUSION

	 DBS is a method that can work effectively in treating 
Parkinson’s disease at an advanced stage. From this 
approach, very few patients reported complications 
due to comorbidity. Over the world, this approach is 
a priority for neurosurgeons to treat advanced-level 
Parkinson’s disease. The National and International 
neurological Association should look into this matter 
to make this technology affordable for middle to low-
income groups.  In addition, further awareness should be 
created about Parkinson’s disease and its complications 
affecting the quality of life.

REFERENCE
1.	 Ascherio A, Schwarzschild MA. The epidemiology of Parkinson’s 

disease: risk factors and prevention. Lancet Neurol. 2016;15(12):1257-
1272. doi: 10.1016/S1474-4422(16)30230-7

2.	 Sveinbjornsdottir S. The clinical symptoms of Parkinson’s disease. J 
Neurochem. 2016;139:318-324. doi: 10.1111/jnc.13691

3.	 Mukhtar S, Imran R, Zaheer M, Tariq H. Frequency of non-motor 
symptoms in Parkinson’s disease presenting to tertiary care center 
in Pakistan: an observational, cross-sectional study. BMJ Open. 
2018;8(5):e019172. doi: 10.1136/ bmjopen-2017-019172

4.	 Andersen AD, Blaabjerg M, Binzer M, Kamal A, Thagesen H, Kjaer 
TW. Cerebrospinal fluid levels of catecholamines and its metabolites 
in Parkinson’s disease: effect of l-DOPA treatment and changes in 
levodopa-induced dyskinesia. J Neurochem. 2017;141(4):614-625. 
doi: 10.1111/jnc.13997

5.	 Kinfe TM. Stereotactic MR-guided focused ultrasound deep brain 
lesioning: the resurrection of posteroventral pallidotomy and 
thalamotomy for Parkinson’s disease? Acta Neurochirurgica. 
2017;159(7):1367-1369. doi: 10.1007/s00701-017-3161-9

6.	 Higuchi Y, Matsuda S, Serizawa T. Gamma knife radiosurgery in 
movement disorders: Indications and limitations. Movement Disord. 
2017;32(1):28-35.  doi: 10.1002/mds.26625

7.	 Kurtis MM, Rajah T, Delgado LF, Dafsari HS. The effect of deep 
brain stimulation on the non-motor symptoms of Parkinson’s 
disease: a critical review of the current evidence. NPJ Parkinsons Dis. 
2017;3(1):1-2. doi: 10.1038/npjparkd.2016.24

8.	 Geraedts VJ, Feleus S, Marinus J, van Hilten JJ, Contarino MF. What 
predicts quality of life after subthalamic deep brain stimulation 
in Parkinson’s disease? A systematic review. European J Neurol. 
2020;27(3):419-428. doi: 10.1111/ene.14147

9.	 Tsuboi T, Lopes JL, Patel B, Legacy J, Moore K, Eisinger RS, et al. 
Parkinson’s disease motor subtypes and bilateral GPi deep brain 
stimulation: One-year outcomes. Parkinsonism Relat Disord. 
2020;75:7-13. doi: 10.1016/j.parkreldis.2020.05.004

10.	 Chiken S, Nambu A. Mechanism of deep brain stimulation: 
inhibition, excitation, or disruption? Neuroscientist. 2016;22(3):313-
322. doi: 10.1177/1073858415581986

11.	 Limousin P, Martinez-Torres I. Deep brain stimulation for 
Parkinson’s disease. Neurotherapeutics. 2008;5(2):309-319. doi: 
10.1016/j.nurt.2008.01.006

12.	 Kahan J, Mancini L, Flandin G, White M, Papadaki A, Thornton J, 
et al. Deep brain stimulation has state-dependent effects on motor 
connectivity in Parkinson’s disease. Brain. 2019;142(8):2417-2431.  
doi: 10.1093/brain/awz164

13.	 Birchall EL, Walker HC, Cutter G, Guthrie S, Joop A, Memon 
RA, et al. The effect of unilateral subthalamic nucleus deep brain 
stimulation on depression in Parkinson’s disease. Brain stimulation. 
2017;10(3):651-656. doi: 10.1016/j.brs.2016.12.014

14.	 Maier F, Lewis CJ, Horstkoetter N, Eggers C, Kalbe E, Maarouf M, 
et al. Patients’ expectations of deep brain stimulation, and subjective 
perceived outcome related to clinical measures in Parkinson’s 
disease: a mixed-method approach. J Neurol Neurosurg Psychiatry. 
2013;84(11):1273-1281. doi: 10.1136/jnnp-2012-303670

15.	 Soares MI, Soares-dos-Reis R, Rosas MJ, Monteiro P, Massano J. 
Intraoperative microelectrode recording in Parkinson’s disease 
subthalamic deep brain stimulation: Analysis of clinical utility. J Clin 
Neurosci. 2019;69:104-108. doi: 10.1016/j.jocn.2019.08.021

16.	 Kocabicak E, Alptekin O, Aygun D, Yildiz O, Temel Y. Microelectrode 
Recording for Deep Brain Stimulation of the Subthalamic Nucleus 
in Patients with Advanced Parkinson’s Disease: Advantage or Loss 
of Time? Turkish Neurosurg. 2019;29(5):677-682. doi: 10.5137/1019-
5149.JTN.23307-18.3

17.	 Maiti TK, Konar S, Bir S, Kalakoti P, Nanda A. Intra-operative micro-
electrode recording in functional neurosurgery: Past, present, future. 
J Clin Neurosci. 2016;32:166-172. doi: 10.1016/j.jocn.2016.03.028

18.	 Zekaj E, Saleh C, Servello D. Hydrocephalus after deep brain 
stimulation for Parkinson’s disease. Asian J Neurosurg. 
2019;14(2):538. doi: 10.1016/j.wneu.2019.11.071

19.	 Ho AL, Ali R, Connolly ID, Henderson JM, Dhall R, Stein SC, et al. 
Awake versus asleep deep brain stimulation for Parkinson’s disease: 
a critical comparison and meta-analysis. J Neurol Neurosurg 
Psychiatry. 2018;89(7):687-691. doi: 10.1136/jnnp-2016-314500

20.	 Li S, Le W. Milestones of Parkinson’s disease research: 200 years of 
history and beyond. Neurosci Bull. 2017;33(5):598-602. doi: 10.1007/
s12264-017-0178-2

Authors’ Contribution:

AK: Conception or design of the work, or the acquisition, 
Statistical analysis, interpretation of data for the work.
ASMH: Drafting the work, working on the critically 
for important intellectual content and Final approval of 
manuscript.

Pak J Med Sci     July - August  2023    Vol. 39   No. 4      www.pjms.org.pk     1023

https://doi.org/10.1016/S1474-4422(16)30230-7
https://doi.org/10.1093/brain/awz164
https://doi.org/10.1016/j.brs.2016.12.014
https://doi.org/10.1016/j.jocn.2019.08.021
https://doi.org/10.1016/j.jocn.2016.03.028
https://doi.org/10.1016/j.wneu.2019.11.071
http://dx.doi.org/10.1136/jnnp-2016-314500

	OLE_LINK15
	OLE_LINK55
	OLE_LINK1
	OLE_LINK49
	OLE_LINK2
	OLE_LINK66
	OLE_LINK10
	OLE_LINK48
	OLE_LINK37
	OLE_LINK13
	OLE_LINK25
	OLE_LINK43
	OLE_LINK44
	OLE_LINK42
	OLE_LINK26
	OLE_LINK22
	OLE_LINK50
	OLE_LINK67
	OLE_LINK39
	OLE_LINK33
	OLE_LINK68
	_Hlk100875618
	OLE_LINK58
	OLE_LINK52
	OLE_LINK59
	OLE_LINK72
	OLE_LINK62
	OLE_LINK63
	OLE_LINK56
	_Hlk116051319
	OLE_LINK35
	OLE_LINK74
	OLE_LINK27
	OLE_LINK76
	OLE_LINK78
	OLE_LINK75
	_Hlk119543200
	_Hlk29907029
	_bookmark6
	_Hlk119541915
	_Hlk119532676
	_Hlk119541960
	_Hlk119542183
	_Hlk119542258
	_Hlk119543601
	_Hlk119543823
	_Hlk119543926
	_Hlk128992143
	_Hlk128944770
	_Hlk126476771
	_Hlk125576779
	_GoBack
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_Hlk128397488
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_Hlk127596694
	_GoBack
	_GoBack
	_Ref91345770
	_Ref91346185
	_GoBack
	_Hlk110178481
	_GoBack
	_GoBack
	_GoBack
	_GoBack
	_GoBack
	_GoBack
	bookmark=id.30j0zll
	_GoBack
	_heading=h.1fob9te
	_Hlk113951669
	_Hlk526793642
	_GoBack
	Conclusions:_
	_GoBack
	_Hlk128215481
	_GoBack
	OLE_LINK5
	OLE_LINK6
	OLE_LINK17
	OLE_LINK22
	OLE_LINK23
	OLE_LINK24
	OLE_LINK25
	OLE_LINK1
	_Ref71538069
	_Ref70616035
	_Ref70613026
	_GoBack
	_GoBack
	_GoBack
	_Hlk119447878
	_Hlk119447850
	_Hlk120453982
	_Hlk120491415
	_Hlk126273074
	_Hlk116245239
	_Hlk116245385
	_Hlk112237740
	_Hlk126187988
	_Hlk124033614
	_Hlk126186052
	_Hlk131943897
	_GoBack
	_Hlk128257372
	_Hlk127738830
	_Hlk128039063
	_Hlk127738875
	_Hlk127738952
	_GoBack
	_GoBack
	_GoBack
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_21
	_ENREF_22
	_ENREF_23
	_ENREF_24
	_ENREF_25
	_ENREF_26
	_ENREF_27
	_ENREF_28
	_GoBack
	_Hlk130390429
	_GoBack
	_GoBack
	_Hlk109723753
	_Ref102469887
	_GoBack
	OLE_LINK5
	_Hlk133706596
	_GoBack
	_Hlk133696250
	_GoBack
	_GoBack

