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Abstract
Background The relationship between cerebrospinal fluid pressure (CSFP) and cognition has received little research 
attention. The purpose of this study was to explore the relationship between CSFP and cognition in patients with 
Alzheimer’s disease (AD) and patients with Lewy body dementia (LBD).

Method We included 178 participants, including 137 patients with AD and 41 patients with LBD (including dementia 
with Lewy bodies (DLBs) and Parkinson’s disease dementia (PDD)). CSFP was measured by lumbar puncture, and a 
patient-reported history and laboratory test data were collected. Logistic and linear regression analyses were used to 
evaluate the associations between CSFP and cognition, the cerebrospinal fluid (CSF) / serum albumin ratio (Qalb), and 
CSF biomarkers of AD.

Results The mean age of the included patients was 63.58 ± 8.77 years old, and the mean CSFP was 121 ± 33.72 
mmH2O. A total of 76.9% of the patients had a CSFP distribution of [90–170) mmH2O, 46 patients (25.8%) had severe 
dementia, 83 patients (46.6%) had moderate dementia, 28 patients (15.7%) had mild dementia, and 21 patients 
(11.8%) had mild cognitive impairment (MCI) (including 16 patients with MCI due to AD and 5 patients with MCI due 
to LBD). In all patients (p value < 0.001) and in patients with AD (p value = 0.01), the mean cerebrospinal fluid pressure 
(CSFP) was higher in patients with MCI than in patients with dementia. In multivariate analysis, in all patients (OR: 6.37, 
95% confidential interval (CI): 1.76–23.04, p = 0.005) and patients with AD (odds ratio (OR): 5.43, 95% CI: 1.41–20.87, 
p = 0.005), a CSFP in the lowest quartile ([50–90) mmH2O) was associated with a higher level of severe dementia than 
a CSFP in the highest quartile ([170–210) mmH2O). In addition, there was a significant linear correlation between 
CSFP and the Mini-Mental State Examination (MMSE) score in all patients with dementia (r = 0.43, p = 0.04, Durbin-
Watson test (D-W test) = 0.75).

Conclusion In patients with AD, the mean cerebrospinal fluid pressure was higher in patients with MCI than in 
patients with dementia, and the decrease in CSFP was related to a more serious dementia level. However, no such 
relationship was found in patients with LBD.
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Introduction
Dementia has become a significant cause of disability in 
individuals over 65 years of age worldwide [1], and the 
number of patients with dementia in China accounts for 
approximately 25% of the entire population with demen-
tia worldwide [2], which poses an enormous challenge 
to public health. In a 1994 Medical Hypotheses paper, 
it was proposed that high intracranial pressure (ICP) 
might play a role in the pathogenesis of Alzheimer’s dis-
ease (AD) [3]. Longitudinal studies have pointed out the 
cumulative effect of intermittent ICP elevation on cho-
roid plexus and meningeal damage, reduced cerebrospi-
nal fluid clearance of neurotoxins such as amyloid-β (Aβ) 
protein and direct damage to the hippocampus [4, 5]. 
The above observations further argue for the role of ele-
vated ICP in the pathogenesis of AD. The paper further 
proposed that this pressure factor may be missing in the 
later stage of AD. Additionally, patients with idiopathic 
intracranial hypertension (a cerebrospinal fluid pressure 
(CSFP) > 200–250 mmH2O) suffer from cognitive defi-
cits [6], and importantly, cognitive deficits can improve 
with time and reduced ICP [7]. However, among people 
with cognitive impairment and further disease progres-
sion, there are no relevant studies to explain the relation-
ship between cognition and CSFP; moreover, the current 
study was limited to patients with AD. We investigated 
the relationship between CSFP and cognition in patients 
with Lewy body dementia (LBD) and patients with AD 
and the possible reasons for the relationship.

Materials and methods
Participant recruitment
The study included 178 hospitalized patients diagnosed 
with AD (n = 137) and LBD (n = 41) recruited from the 
Department of Cognitive Disorders of Beijing Tiantan 
Hospital, Capital Medical University from December 
2019 to April 2023. Dementia and mild cognitive impair-
ment (MCI) were diagnosed according to the criteria 
outlined in the Diagnostic and Statistical Manual of Men-
tal Disorders-Five Edition [8]. Probable AD was diag-
nosed according to the criteria of the National Institute 
on Aging-Alzheimer’s Association (NIA-AA) workgroup 
or a cerebrospinal fluid (CSF) test for neuropathological 
biomarkers of AD (n = 105) [9]. LBD patients included 
patients with dementia with Lewy bodies (DLBs) and 
Parkinson’s disease dementia (PDD). The patients with 
probable DLB met the consensus criteria for probable 
DLB (2017 version) [10], and the patients with probable 
PDD met the clinical criteria for probable PDD devel-
oped by the Movement Disorder Society in 2007 [11]. 

Probable Parkinson’s disease with mild cognitive impair-
ment (PD-MCI) was diagnosed by the diagnostic crite-
ria developed by the Movement Disorder Society Task 
Force for a level I or level II diagnosis [12]. Since a con-
sensus regarding the criteria for probable mild cognitive 
impairment with Lewy bodies (MCI-LB) was in progress 
at the time of first diagnosis, probable MCI-LB was ini-
tially defined with a combination of MCI criteria using 
Petersen’s criteria developed in 2011 [13] and DLB cri-
teria developed by McKeith in 2017 [10] with an MMSE 
score ≥ 20 and a CDR score ≥ 0.5 [14]. International con-
sensus suggests that DLB should be diagnosed when 
cognitive impairment precedes parkinsonism or begins 
within a year of parkinsonism diagnosis, and PDD should 
be diagnosed when a parkinsonism diagnosis precedes 
cognitive impairment by more than 1 year.

To ensure that patients did not suffer from comorbidi-
ties that could affect CSFP, a series of exclusion criteria 
were used, including inflammation and tumors of the 
brain as well as the spinal cord, cerebral hemorrhage, 
spinal canal obstruction, radiculopathy, and extreme 
weakness due to heart failure, liver failure, renal failure, 
or cancer. We also excluded patients with idiopathic nor-
mal pressure hydrocephalus [15], idiopathic intracranial 
hypertension [6] or idiopathic hypocranial pressure [16]. 
To avoid the effect of drugs that affect cerebrospinal fluid 
circulation, such as vinpocetine, mannitol, diuretic drugs, 
and glipizide, such drugs were discontinued for at least 
24 h prior to lumbar puncture.

Clinical assessment
We collected patient demographic and clinical informa-
tion, including age, sex, education level, smoking status 
(with a history of smoking ≥ 5 cigarettes per day for > 2 
years), alcohol consumption (with a history of drinking 
an alcoholic beverage ≥ 1 time per week for > 2 years) [17] 
and history of hypertension and diabetes, heart disease, 
stroke, and hyperlipidemia by reviewing the patients’ 
records. Hyperlipidemia was defined as levels of serum 
cholesterol ≥ 5.20 mmol/L, triglycerides ≥ 1.7 mmol/L, 
high-density lipoprotein cholesterol ≤ 1.04 mmol/L, or 
low-density lipoprotein cholesterol ≥ 3.61 mmol/L or 
previously diagnosed hyperlipidemia [18]. Hypertension 
was defined as an average systolic blood pressure of at 
least 140  mmHg, an average diastolic blood pressure of 
at least 90  mmHg, or self-reported use of an antihyper-
tensive drug 2 weeks before the visit [19]. Type 2 diabetes 
mellitus was defined as a self-reported previous diagno-
sis, the use of diabetic medications, or a hemoglobin A1c 
level of 6.5% or greater [20]. A history of heart disease, 
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including cardiovascular diseases, heart failure, arrhyth-
mia, valvular heart disease, and congenital heart disease, 
was defined as a self-reported previous diagnosis and/or 
the use of related medications based on clinical records. 
Stroke history, including ischemic stroke and intracere-
bral hemorrhage stroke, was defined as clinical presenta-
tion with confirmation by computed tomography (CT) 
or MRI based on clinical records [19]. Considering that 
patients with dementia may not be able to provide reli-
able information due to memory impairment, confirma-
tion was obtained from a caregiver who were aware of the 
patient’s disease status by asking for basic clinical infor-
mation about the patient.

We also collected data on cerebrospinal fluid (CSF)/
serum albumin ratio (Qalb) values for 148 patients and 
Aβ1–42, Aβ1–40, p-tau181, and t-tau values for 132 
patients (including 27 patients with LBD and 105 patients 
with AD).

Sleep disorders mainly included insomnia, excessive 
daytime sleepiness (EDS), rapid eye movement sleep 
behavior disorder (RBD), and obstructive sleep apnea 
hypopnea syndrome (OSAHA). The Pittsburgh Sleep 
Quality Index (PSQI) was used to evaluate sleep quality 
during the last month, and we considered a patient to 
have poor sleep quality in the last month when the PSQI 
total score was > 5 points [21]. RBD and hypersomno-
lence were assessed by the Rapid Eye Movement Sleep 
Behavior Disorder Screening Questionnaire and Epworth 
Sleepiness Scale (ESS); when the RBD screening ques-
tionnaire score was > 5 points and the ESS total score 
was ≥ 10 points [22], RBD and EDS were considered to 
exist [23]. OSAHA was assessed by the Berlin Question-
naire, and the presence of OSA was indicated when there 
were greater than or equal to 2 parts with a score greater 
than or equal to 2 points [24, 25]. Anxiety and depression 
status was assessed by using the Hamilton Depression 
Inventory (HAMD) and Hamilton Anxiety Inventory 
(HAMA) scales. When the HAMA score was > 17/56 or 
the HAMD score was ≥ 8/52, we considered the presence 
of possible anxiety or depression [26, 27].

Neuropsychological assessments
Neuropsychological assessments were performed on 
the same day as the lumbar puncture. The Mini-Mental 
State Examination-Chinese version (C-MMSE) [28], the 
Montreal Cognitive Assessment (MoCA) and the Clini-
cal Dementia Rating (CDR) [29] were performed, and 
the C-MMSE and the CDR scale were used to evaluate 
global cognitive function and the severity of cognitive 
impairment in all patients. The MoCA, with a cutoff 
point of 25/26, is the recommended cognitive screening 
tool for mild cognition and mild cognitive impairment 
(MCI) [30]. The CDR is a 5-point scale; scores of 0.0 (no 

dementia), 0.5 (MCI), 1.0 (mild), 2.0 (moderate), and 3.0 
(severe) are possible [28].

Laboratory measurements
Collection of cerebrospinal fluid and blood
Between 7 and 10 a.m., the patient was placed in the left 
lateral recumbent position (spine in a straight line on the 
horizontal plane, head in a neutral position, knees bent, 
and the midline of the spine at the same height as the 
patient’s head) [31]. The L3 to L4 or L4 to L5 interver-
tebral space was selected. A 20-gauge (0.9  mm) lumbar 
puncture needle was used for lumbar puncture, and a 
disposable plastic manometry tube was used to measure 
cerebrospinal fluid pressure. The patient was asked to 
extend the leg slightly at the hip while avoiding cough-
ing and other Valsalva movements. When the CSF level 
did not rise any further, the patient was placed in a calm 
state while breathing quietly, and the height of the lowest 
part of the top bend of the fluid column was read [32]. It 
took approximately 1  min to record the CSFP. Then, 10 
mL of mid-cerebrospinal fluid was collected in a sterile 
blank tube. After lumbar puncture, a blood sample was 
drawn through venipuncture into a 6-mL plastic vacuum 
tube containing EDTA, and the blood was immediately 
centrifuged and stored in a polypropylene tube at -80 °C 
until use. Routine and biochemical test results were 
obtained in 2–3 h. CSF biomarkers of AD were detected 
in approximately 2–3 days. All analyses of blood and CSF 
samples were performed using commercial and validated 
instruments and kits at the Clinical Neurochemistry 
Laboratory at Beijing Tiantan Hospital, Beijing, China. 
In addition, before lumbar puncture, blood pressure was 
measured twice on the right upper arm with an electronic 
sphygmomanometer (Omron HEM-730; Omron Corpo-
ration, Kyoto, Japan) with a 1-minute interval between 
measurements, and the mean systolic and diastolic blood 
pressure values were calculated and recorded [19, 20].

Measurement of cerebrospinal fluid and blood
Immunoturbidimetric assays were performed to detect 
cerebrospinal fluid albumin levels, and serum albumin 
levels were analyzed using the absorption method. The 
permeability of the blood‒brain barrier (BBB) was char-
acterized by the CSF albumin to serum albumin ratio 
[33]. CSF Aβ1–42 (RE59661, IBL International, Ham-
burg, Germany), Aβ1–40 (RE59651, IBL International, 
Hamburg, Germany), t-tau (RE59631, IBL International, 
Hamburg, Germany), and p-tau181 (30,121,609, IBL 
International, Hamburg, Germany) concentrations were 
quantified using commercial enzyme-linked immuno-
sorbent assays (ELISAs) according to the manufactur-
er’s protocol. CSF cutoff values for Aβ positivity or Aβ 
negativity were an Aβ1–42 value < 550 pg/mL and/or an 
Aβ1–42/Aβ1–40 ratio value ≤ 0.05. CSF cutoff values for 
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tau positivity were a p-tau181 value > 50 pg/mL and/or 
a t-tau value > 399 pg/mL, and all cutoff values were set 
based on the accumulation of previous experimental data 
from Kindstar Global Genetic Technology Co., LTD [19, 
20].

Statistical analysis
Descriptive analyses were conducted using frequencies 
for qualitative variables and the mean [± standard devia-
tion (SD)] or median (Q25,75) for quantitative variables. 
For qualitative variables, between-group analysis was 
performed using the chi-square test or Fisher’s exact test 
(when cell expectation frequencies were less than 5), and 
for continuous variables, intergroup analysis was per-
formed using one-way variance (normal distribution) or 

Kruskal‒Wallis H test (nonnormal distribution). Logistic 
regression was used to analyze the correlation between 
CSFP and dementia severity. Linear regression [along 
with the 95% confidence interval (CI)] and the Durbin-
Watson (D-W) test were used to describe the correlation 
between CSFP and MMSE score. Goodness-of-fit tests 
(Pearson and deviance tests) were used to estimate dis-
crete parameters and to test the adequacy of the model. 
The Durbin-Watson (D-W) test was used to analyze the 
correlation between CSFP and cerebrospinal fluid bio-
markers of AD, and Qalb values, sex, age and vascular 
risk factors were adjusted for. The comparisons among 
the amyloid/tau/neurodegeneration (ATN) framework 
were conducted using the Kruskal‒Wallis H Test and 
Bonferroni corrections were also applied. When the p 
value was < 0.0083, we considered that there was a dif-
ference between the two groups. All analyses were per-
formed using SPSS version 27.0 (SPSS, Inc., Chicago, 
IL, USA). All reported p values were two-sided, and the 
results were considered statistically significant when the 
p value was < 0.05.

Results
Sample characteristics
Demographic and clinical characteristics are shown 
in Table  1. The mean age of the included patients was 
63.58 ± 8.77 years, and the mean CSFP was 121 ± 33.72 
mmH2O. Except for age, sex, and history of heart dis-
ease, significant differences were not found in the course 
of disease, educational level, MMSE score, CSFP, Qalb 
value or other characteristics between the two groups.

Cerebrospinal fluid pressure and cognitive level
Subject characteristics
Among the patients, 46 (25.8%) had severe dementia, 
83 (46.6%) had moderate dementia, 28 (15.7%) had mild 
dementia, and 21 (11.8%) had MCI (including 16 patients 
with MCI due to AD and 5 patients with MCI due to 
LBD). As shown in Appendix 1, there was a significant 
correlation between CSFP quartiles and MMSE scores in 
all participants and patients with AD. History of diabetes 
differed by CSFP quartile in a quarter of all participants 
and patients of AD, and history of stroke and Qalb values 
differed by CSFP quartile in patients with AD. We also 
found that Aβ1–42 and Aβ1–40 values differed by CSFP 
quartile in patients with LBD.

AD, Alzheimer’s disease; LBD, Lewy body dementia; 
MMSE, Mini-Mental State Examination; CSFP, cerebro-
spinal fluid pressure; Qalb, cerebrospinal fluid (CSF)/
serum albumin ratio; SBP: systolic pressure (before lum-
bar puncture).

a: there was an intergroup difference between patients 
with CSFP values in the lowest quartile and the second 
quartile, b: there was an intergroup difference between 

Table 1 Demographic and clinical characteristics and laboratory 
test results of patients with different cognitive disorders

All patients 
(n = 178)

AD 
patients 
(n = 137)

DLB LBD 
patients 
(n = 41)

P 
value

Age (years) 63.58 ± 8.77 62.23 ± 8.68 68.07 ± 7.55 <0.001
Female sex, n (%) 103 (57.9%) 87 (63.5%) 16 (39.0%) 0.007
Course of disease 
(years)

3.33 ± 2.87 3.43 ± 3.04 2.99 ± 2.19 0.39

Education level 
(years)
SBP (mmHg)

9.60 ± 4.26
121 ± 16.13

9.65 ± 4.25
121 ± 15.72

9.44 ± 4.34
122 ± 17.65

0.77
0.84

Regular smoking, 
n (%)

48 (27.0%) 34 (24.8%) 14 (34.1%) 0.31

Regular alcohol 
consumption, 
n (%)

39 (21.9%) 28 (20.4%) 11 (26.8%) 0.39

Heart disease, 
n (%)

15 (8.4%) 15 (10.9%) 0 0.02

Stroke, n (%) 16 (9.0%) 11 (8.0%) 5 (12.2%) 0.53
Hypertension, 
n (%)

60 (33.7%) 45 (32.8%) 15 (36.6%) 0.71

Diabetes, n (%) 30 (16.9%) 25 (18.2%) 5 (12.2%) 0.47
Hyperlipidemia, 
n (%)

72 (40.4%) 57 (41.6%) 15 (36.6%) 0.59

Anxiety state, n (%) 52 (29.2%) 38 (27.7%) 13 (31.7%) 0.43
Depression state, 
n (%)

57 (32.0%) 42 (30.7%) 15 (36.6%) 0.56

Sleep disorder, 
n (%)

87 (48.9%) 64 (46.7%) 23 (56.1%) 0.37

CSFP 
level(mmH2O)

121 ± 33.72 122 ± 32.56 121 ± 37.76 0.88

MMSE Score
MoCA Score
CDR

14.77 ± 7.13
10.33 ± 6.21
1.92 ± 0.82

14.70 ± 7.20
10.48 ± 6.15
1.94 ± 0.82

15.00 ± 6.99
9.80 ± 6.46
1.86 ± 0.84

0.81
0.54
0.61

Qalb 6.82 ± 5.23 6.76 ± 5.67 6.85 ± 3.63 0.80
AD, Alzheimer’s disease; LBD, Lewy body dementia; MMSE, Mini-Mental State 
Examination; CSFP, cerebrospinal fluid pressure; MoCA, Montreal Cognitive 
Assessment; Qalb, cerebrospinal fluid (CSF)/serum albumin ratio; SBP, systolic 
blood pressure (before lumbar puncture)

Bold: Significant differences were found in age (p < 0.001), sex (p = 0.007), and 
history of heart disease (p = 0.02) between patients with AD and LBD
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patients with CSFP values in the lowest quartile and 
the third quartile, c: there was an intergroup difference 
between patients with CSFP values in the lowest quartile 
and the fourth quartile, d: there was an intergroup differ-
ence between patients with CSFP values in the second 
quartile and the third quartile, e: there was an intergroup 
difference between patients with CSFP values in the sec-
ond quartile and the fourth quartile, f: there was an inter-
group difference between patients with CSFP values in 
the third quartile and the fourth quartile.

Associations between CSFP and cognitive performance
The correlation between CSFP and the severity of demen-
tia was evaluated. The results are shown in Table  2. In 
the multivariate analysis controlling for sex, age, educa-
tion level, course of disease and vascular risk factors, in 
all patients (odds ratio (OR): 6.37, 95% CI: 1.76–23.04, 
p = 0.005) and patients with AD (OR: 5.43, 95% CI: 1.41–
20.87, p = 0.005), a CSFP level in the lowest quartile was 
associated with more severe dementia, and this correla-
tion was not found in patients with DLB. Pearson and 
chi-square deviation tests did not show excessive disper-
sion (p > 0.05) in the logistic regression model.

As shown in Table 3, in all patients, the mean cerebro-
spinal fluid pressure was higher in patients with MCI 
(145 ± 27.77) than in patients with dementia (118 ± 33.21), 
with a p value < 0.001, and in patients with AD (p 
value = 0.01), in patients with LBD (p value = 0.004), the 
mean cerebrospinal fluid pressure was also higher in 
patients with MCI than in patients with dementia.

As shown in Fig.  1, in the population with dementia, 
after controlling for sex, age, education level, course of 
disease and vascular risk factors, there was a significant 
positive correlation between CSFP and MMSE scores in 
all patients (r = 0.43, p = 0.04, D-W test = 0.75). However, 
this linear correlation disappeared after adjustment in 
patients with LBD ((r = 0.46, p = 0.62, D-W test = 2.01) and 
in AD patients (r = 0.45, p = 0.06, D-W test = 0.87).

Table 2 Odds ratios and 95% confidence intervals for dementia based on CSFP
Model 1 Model 2 Model 3 Model 4
OR 95% CI OR 95% CI OR 95% CI OR 95% CI

All patients
[50–90) 5.76** 1.77–18.75 7.92** 2.23–27.19 7.21** 2.01–25.75 6.37** 1.76–23.04
[90–130) 6.63** 2.39–18.35 6.99** 2.46–19.88 7.51** 2.59–21.78 6.77** 2.31–19.81
[130–170] 3.11* 1.12–8.64 3.15* 1.11–8.96 3.15* 1.09–9.08 3.40* 1.17–9.92
[170–210) 1 1 1 1
AD patients
[50–90) 8.55** 1.94–37.60 9.08** 2.10-39.19 10.27** 2.48–42.53 5.43** 1.41–20.87
[90–130) 6.38** 1.82–22.33 6.76** 1.96–23.26 6.22** 1.88–20.51 5.00** 1.56–15.98
[130–170) 3.72* 1.06–13.02 3.26 0.95–11.17 3.23 0.97–10.79 2.51 0.77–8.13
[170–210) 1 1 1 1
LBD patients
[50–90) 7.51 0.60-93.59 2.38 0.13–41.15 4.48 0.15-128.05 2.91 0.06-

127.01
[90–130) 18.57* 2.05-167.58 9.64 0.93–99.32 18.51* 1.18-290.13 25.63 0.97-

676.92
[130–170) 6.82 0.80-57.93 2.06 0.19–22.35 3.33 0.21–53.05 5.51 0.20-

149.95
[170–210) 1 1 1 1
Note: Model 1: Unadjusted. Model 2: Adjusted for age, sex, course of disease, and education level. Model 3: Adjusted for age, sex, course of disease, education 
level, smoking status, alcohol consumption, history of stroke, hyperlipidemia, heart disease, diabetes, and hypertension. Model 4: Adjusted for age, sex, course of 
disease, education level, smoking status, alcohol consumption, history of stroke, hyperlipidemia, heart disease, diabetes, hypertension, anxiety, depression, and 
sleep disorders

AD, Alzheimer’s disease; LBD, Lewy body dementia

**p < 0.01 and *p < 0.05 compared with CSFP values in the highest quartile ([170–210) mmH2O)

Table 3 Cerebrospinal fluid pressure in patients with different 
cognitive levels

Population P value
All patients

MCI dementia
N 21 157
CSFP 145 ± 27.77 118 ± 33.21 <0.001
AD

MCI dementia
N 16 121
CSFP 140 ± 26.01 119 ± 32.70 0.01
LBD

MCI dementia
N 5 36
CSFP 165 ± 26.92 115 ± 35.15 0.004
AD, Alzheimer’s disease; LBD, Lewy body dementia; CSFP, cerebrospinal fluid 
pressure
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Possible reasons for the influence of cerebrospinal fluid on 
cognition
The results are shown in Table 4. The results showed that 
CSFP was negatively associated with the Qalb values 

in all patients (n = 148) (B = -0.03, 95% CI: -0.05 - -0.01, 
p = 0.006) and in the patients with AD (n = 113) (B = 
-0.04, 95% CI: -0.07 - -0.01, p = 0.006) but not the levels 
of Aβ1–42, Aβ1–40, p-tau181, and t-tau. In the patients 

Table 4 Associations between CSFP and CSF biomarkers of AD and Qalb values
Linear regressions
B SE Beta t P value B 95% CI

All patients
Aβ1–42 (pg/ml) 1.21 0.99 0.10 1.21 0.23 -0.77-3.17
Aβ1–40 (pg/ml) 10.55 13.77 0.06 0.76 0.44 -16.71-37.81
t-tau (pg/ml) 13.58 9.03 0.13 1.50 0.13 -4.29-31.29
p-tau181 (pg/ml) -0.11 0.31 0.03 0.33 0.73 -0.51-0.72
Aβ1–42/Aβ1–40 -3.62 8.7 × 10-5 -0.03 -0.41 0.68 -2.1 × 10-4-1.3 × 10-4
p-tau181/Aβ1–42 2.8 × 10-4 0.001 0.02 0.26 0.79 -0.002-0.002
Qalb -0.03 0.01 -0.21 -2.79 0.006 -0.05-0.01
AD patients
Aβ1–42 (pg/ml) 0.94 1.15 0.07 0.81 0.41 -1.35-3.23
Aβ1–40 (pg/ml) 16.93 16.53 0.10 1.02 0.31 -15.88-49.74
t-tau (pg/ml) 16.08 11.56 0.13 1.39 0.16 -6.87-39.03
p-tau181 (pg/ml) 0.06 0.40 0.01 0.16 0.86 -0.72-0.86
Aβ1–42/Aβ1–40 1.2 × 10-4 1.0 × 10-4 -0.12 -1.26 0.21 -3.2 × 10-4-7.2 × 10-5
p-tau181/Aβ1–42 2.8 × 10-4 0.001 0.02 0.21 0.83 -0.002-0.003
Qalb -0.04 0.15 -0.24 -2.78 0.006 -0.07-0.01
LBD patients
Aβ1–42 (pg/ml) 4.22 2.01 0.46 2.09 0.04 0.02–8.42
Aβ1–40 (pg/ml) 4.55 23.65 0.04 0.19 0.84 -44.78-53.89
t-tau (pg/ml) 1.69 1.71 0.21 0.99 0.33 -1.87-5.27
p-tau181 (pg/ml) 0.12 0.18 0.15 0.69 0.49 -0.25-0.51
Aβ1–42/Aβ1–40 3.0 × 10-4 1.8 × 10-4 0.36 1.59 0.12 -9.3 × 10-5-0.001
p-tau181/Aβ1–42 2.2 × 10-4 0.001 -0.06 -0.27 0.78 -0.002-0.001
Qalb -0.01 0.01 -0.17 -0.86 0.39 -0.05-0.02
The linear regression models were analyzed after adjusting for sex, age, education level, course of disease, and MMSE score for CSF biomarkers of AD. For the Qalb, 
we adjusted for sex, age, education level, course of disease and vascular risk factors

AD, Alzheimer’s disease; LBD, Lewy body dementia; Aβ, β-amyloid; p-tau181, phosphorylated tau181; t-tau, total tau; Qalb, cerebrospinal fluid/serum albumin value

Bold: CSFP was negatively associated with Qalb values in all patients (p = 0.006) and the patients with AD (p = 0.006). And there was a linear ralationship between 
CSFP and the levels of Aβ1-42 in the patients with LBD (p = 0.04)

Fig. 1 Linear regression and 95% CI between CSFP and cognition in patients with different cognitive disorders. AD, Alzheimer’s disease; 95% CI, 95% 
confidence interval; LBD, Lewy body dementia; CSFP, cerebrospinal fluid pressure; MMSE, Mini-Mental State Examination
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with LBD, we found that there was a linear relationship 
between CSFP and the levels of Aβ1–42 (B = 4.22, 95% CI: 
0.06–8.42, p = 0.04).

As shown in Table 5, the main effect of CSFP and amy-
loid/tau/neurodegeneration (ATN) status in all patients 
(n = 132) was statistically significant, but no differences 
were found between AD and LBD patients. Intragroup 
differences were not observed between patients with AD 
and LBD.

Discussion
This is the first cross-sectional study of cerebrospinal 
fluid pressure and cognitive changes in patients with 
dementia and Alzheimer’s disease. In our study, after 
controlling for sex, age, education level, and vascular 
risk factors, reduced CSFP in AD patients was associated 
with more severe cognitive impairment, which is consis-
tent with the hypothesis that more advanced AD is asso-
ciated with reduced CSFP, as suggested by Peter Wostyn 
et al. [34]. Silverberg et al. reported that among AD 
patients, those with a mean CSFP of 249 ± 20 mmH2O 
were younger and scored higher on the Mattis Demen-
tia Rating Scale (MDRS) than those with a mean CSFP 
of 103 ± 47 mmH2O [35–37], suggesting an association 
between lower cerebrospinal fluid pressure and poorer 
cognition. This hypothesis was further confirmed in our 
cross-sectional study. We also found that reduced CSFP 
was positively associated with higher MMSE scores.

Recent studies have found significantly lower levels of 
Aβ1–41 and significantly higher levels of tau in the vit-
reous humor of patients with glaucoma [38, 39]. Given 
the anatomical and functional similarities between the 
intraocular pressure (IOP) gap and the ICP gap, it can be 
hypothesized that increased pressure may lead to similar 
neurodegenerative mechanisms in both pressure gaps, 

which may be at least partially shared with AD. More-
over, repeated intermittent intracranial pressure eleva-
tion causing hippocampal neuronal damage and choroid 
plexus damage may be an early trigger of the neurogenic 
cascade response in AD. In our study, the mean cere-
brospinal fluid pressure was higher in patients with mild 
cognitive impairment than in patients with dementia, 
both in all patients and in AD patients. In the early stages 
of cognitive impairment, cerebrospinal fluid pressure val-
ues were significantly higher in patients with AD than in 
patients with dementia, and we hypothesize that cere-
brospinal fluid pressure is elevated in the early stages of 
the disease and may be a potential mechanism for disease 
onset.

It is well known that ICP depends on cerebrospinal 
fluid dynamics and cerebral blood circulation pressure. 
Changes in cerebrospinal fluid circulation have an impact 
on cerebrospinal fluid pressure [40]. The blood‒brain 
barrier (BBB) is located between the brain parenchyma 
and the vascular system. It is a highly selective semiper-
meable structural and chemical barrier that ensures the 
stability of the internal brain environment and prevents 
the invasion of brain tissue by foreign bodies, and it is 
also crucial for cerebrospinal fluid circulation [41]. There 
is also a correlation between blood‒brain barrier dys-
function and cognitive impairment. Blood‒brain barrier 
dysfunction can lead to neuroinflammation and oxida-
tive stress, which ultimately promote Aβ production and 
affect the failure of Aβ transfer to the peripheral circu-
lation [42]. Alterations in Qalb values are considered a 
reliable standard surrogate marker of blood‒brain bar-
rier integrity, which was found to be increased in patients 
with Parkinson’s disease and Alzheimer’s disease (AD) 
compared to healthy individuals [43, 44]. In our study, 
after correcting for confounders such as age, sex, and 
course of disease, we found a negative linear relation-
ship between CSFP and Qalb values in all patients and in 
patients with AD but not in patients with LBD. However, 
we found that there was a linear relationship between 
CSFP and the levels of Aβ1–42. In addition, we found 
that in all patients, CSFP was different in amyloid pro-
tein/tau/neurodegeneration (ATN), with the lowest value 
in A + T + patients and the highest value in A-T- patients. 
Although this difference disappeared in patients with AD 
after adjusting for risk factors, cerebrospinal fluid pres-
sure was still the lowest in A + T + patients. It has been 
shown that patients with AD exhibit lower CSFP than 
healthy controls, correlating with CSF Aβ1–42 levels 
[45]. In addition, it was found that the CSF production 
rate was significantly lower in AD patients than in PD 
patients [46], and a reduced CSF production rate also has 
an impact on CSFP, which reduces cerebrospinal fluid 
circulation and increases the deposition of pathologi-
cal markers, which affects the cognitive level of patients. 

Table 5 Comparisons of CSFP and CSF AD neuropathological 
biomarkers according to the ATN framework

A-T- A + T- A-T+ A + T+ P 
value

All patients
N 4 16 28 84
CSFP 
(mmH2O)

161 ± 46.97 129 ± 40.65 130 ± 33.04 114 ± 31.45 0.02

AD
N 12 22 71
CSFP 
(mmH2O)

137 ± 10.93 129 ± 7.03 117 ± 3.73 0.06

LBD
N 4 4 6 13
CSFP 
(mmH2O)

161 ± 46.97 106 ± 45.34 133 ± 36.19 103 ± 29.75 0.09

In all patients, after Bonferroni corrections, no differences were found between 
the two groups

ATN, amyloid tau neurodegeneration framework; AD, Alzheimer’s disease; LBD, 
Lewy body dementia
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Therefore, we speculate that decreased cerebrospinal 
fluid (CSF) pressure affects blood‒brain barrier perme-
ability, influences cerebrospinal fluid circulation, and 
increases the deposition of pathological markers of AD, 
which can affect patients’ cognitive levels.

In patients with LBD, we did not find a correlation 
between CSFP and cognition or the blood‒brain barrier, 
which we speculate may be related to the different patho-
genesis of the two diseases. The pathogenesis of LBD is 
mainly the abnormal aggregation of alpha-synuclein in 
the brainstem and cortex, while AD mainly manifests as 
progressive memory loss, mainly due to the deposition 
and destruction of Aβ and tau proteins in the brain. The 
effect of LBD on cerebrospinal fluid circulation and the 
blood‒brain barrier was not as significant as that of AD. 
In addition, although CSFP is associated with CSFP path-
ological markers of AD, the impact on cognition in LBD 
patients may not be significant. Therefore, the changes in 
CSFP are not as significant as those in patients with AD.

Limitations
First, all diagnoses were based on standardized clini-
cal evaluation rather than pathological confirmation. 
Second, the study sample was relatively small; addition-
ally, the study only evaluated the relationship between 
CSFP and cognition in patients with LBD and dementia 
patients with AD and did not include patients with other 
cognitive disorders. Third, the Qalb was used to evaluate 
the permeability of the BBB, but the destruction of the 
BBB is also affected by other substances, and neuroimag-
ing (such as dynamic contrast-enhanced magnetic reso-
nance imaging) is needed to accurately assess the extent 
of BBB disruption.

Conclusion
In the dementia population with AD, the decrease in 
CSFP is related to more severe dementia and may be 
associated with further disruption of the BBB and deple-
tion of the cerebrospinal fluid circulation, which influ-
ences the deposition of AD pathological markers and 
further affects the patient’s cognitive level. No such rela-
tionship was found in patients with LBD. A prospective 
study is needed to determine the relationship between 
the role of CSFP in the progression of cognitive disorders 
and patients with other types of cognitive disorders. It is 
suggested to conduct a randomized clinical trial to test 
whether the cognitive function of patients with AD can 
be improved by early manipulation of CSFP.

Abbreviations
MCI  Mild cognitive impairment
D-W test  Durbin-Watson test
CSFP  Cerebrospinal fluid pressure
AD  Alzheimer’s disease
LBD  Lewy body dementia
DLB  Dementia with Lewy bodies

PDD  Parkinson’s disease dementia
PD-MCI  Parkinson’s disease with mild cognitive impairment
MCI-LB  Mild cognitive impairment with Lewy bodies
MDRS  Mattis Dementia Rating Scale
MMSE  Mini-Mental State Examination
MoCA  Montreal Cognitive Assessment
SBP  Systolic blood pressure
CDR  Clinical Dementia Rating
BBB  Blood‒brain barrier
ICP  Intracranial pressure
IOP  Intraocular pressure
CI  Confidential interval
OR  Odds ratio
CT  Computed tomography
SD  Standard deviation
Qalb  Cerebrospinal fluid albumin to serum albumin ratio
RBD  Rapid eye movement sleep behavior disorder
EDS  Excessive daytime sleepiness
OSAHA  Obstructive sleep apnea hypopnea syndrome
ESS  Epworth Sleepiness Scale
PSQI  Pittsburgh Sleep Quality Index
HAMD  Hamilton Depression Inventory
HAMA  Hamilton Anxiety Inventory

Supplementary Information
The online version contains supplementary material available at https://doi.
org/10.1186/s12883-023-03502-1.

Supplementary Material 1

Acknowledgements
The authors are grateful to all patients who participated in this study and 
wish to acknowledge the valuable assistance obtained from all specialized 
physicians. We sincerely thank Jinghuan Gan (Beijing Tiantan Hospital, Capital 
Medical University, Beijing, China) for critically revising the manuscript.

Author contributions
Yong Ji is responsible for the conception and design of the study; Xia Yang are 
responsible for the acquisition of data and draft and revise the manuscript; 
Jinghuan Gan and Xia Yang conduct the analysis; Jinghuan Gan are assisted 
with the literature review and critically revising the manuscript. All three 
authors accept responsibility for all aspects of the manuscript and approved 
the final version of the manuscript.

Funding
The present study was supported by the Tianjin Science and Technology Plan 
Project [grant number 22ZYCGSY00840], Tianjin Health Research Project [grant 
number ZC20121 and TJWJ2023QN060], National Natural Science Foundation 
of China [grant number 82171182] and Tianjin Key Medical Discipline 
(Specialty) Construction Project [grant number TJYXZDXK-052B]. The funder 
had no role in the design and conduct of the study; collection, management, 
analysis, or interpretation of the data; preparation, review, or approval of the 
manuscript; or the decision to submit the manuscript for publication.

Data availability
The data that support the findings of this study are available from the 
corresponding author upon reasonable request.

Declarations

Ethics approval and consent to participate
This study was performed according to the Helsinki Declaration and approved 
by the Committee for Medical Research Ethics at Tianjin Huanhu Hospital and 
the Tianjin Health Bureau (ID: 2011–1). The participants provided their written 
informed consent to participate in this study.

Consent for publication
Not applicable.

https://doi.org/10.1186/s12883-023-03502-1
https://doi.org/10.1186/s12883-023-03502-1


Page 9 of 10Yang et al. BMC Neurology           (2024) 24:35 

Competing interests
The authors declare no competing interests.

Author details
1Department of Neurology, Beijing Tiantan Hospital, China National 
Clinical Research Center for Neurological Diseases, Capital Medical 
University, Beijing, China
2Department of Neurology, Beijing Friendship Hospital, Capital Medical 
University, Beijing, China
3Department of Neurology, Tianjin Dementia Institute, Tianjin Key 
Laboratory of Cerebrovascular and Neurodegenerative Diseases, Tianjin 
Huanhu Hospital, Tianjin, China

Received: 9 April 2023 / Accepted: 9 December 2023

References
1. 2021 Alzheimer’s disease facts and figures. Alzheimers Dement. 

2021;17(3):327–406. https://doi.org/10.1002/alz.12328.
2. Jia L, Quan M, Fu Y, Zhao T, Li Y, Wei C, et al. Dementia in China: epidemiology, 

clinical management, and research advances. Lancet Neurol. 2020;19(1):81–
92. https://doi.org/10.1016/S1474-4422(19)30290-X.

3. Wostyn P. Intracranial pressure and Alzheimer’s Disease: a 
hypothesis. Med Hypotheses. 1994;43(4):219–22. https://doi.
org/10.1016/0306-9877(94)90069-8.

4. Wostyn P. Can chronic increased intracranial pressure or exposure to repeti-
tive intermittent intracranial pressure elevations raise your risk for Alzheimer’s 
Disease? Med Hypotheses. 2004;62(6):925–30. https://doi.org/10.1016/j.
mehy.2004.01.013.

5. Grynspan F, Griffin WR, Cataldo A, Katayama S, Nixon RA. Active site-
directed antibodies identify calpain II as an early-appearing and pervasive 
component of neurofibrillary pathology in Alzheimer’s Disease. Brain Res. 
1997;763(2):145–58. https://doi.org/10.1016/s0006-8993(97)00384-3.

6. Friedman DI, Jacobson DM. Diagnostic criteria for idiopathic intracranial 
Hypertension. Neurology. 2002;59(10):1492–5. https://doi.org/10.1212/01.
wnl.0000029570.69134.1b.

7. Grech O, Clouter A, Mitchell JL, Alimajstorovic Z, Ottridge RS, Yiangou A, et al. 
Cognitive performance in idiopathic intracranial Hypertension and relevance 
of intracranial pressure. Brain Commun. 2021;3(3):fcab202. https://doi.
org/10.1093/braincomms/fcab202.

8. Battle DE. Diagnostic and statistical Manual of Mental disorders (DSM). Codas. 
2013;25(2):191–2. https://doi.org/10.1590/s2317-17822013000200017.

9. Tamaoka A. [Alzheimer’s Disease: definition and National Institute of 
Neurological and Communicative Disorders and Stroke and the Alzheimer’s 
Disease and Related Disorders Association (NINCDS-ADRDA)]. Nihon Rinsho. 
2011;69(Suppl 10 Pt):240–5.

10. McKeith IG, Boeve BF, Dickson DW, Halliday G, Taylor JP, Weintraub D, et al. 
Diagnosis and management of Dementia with Lewy bodies: fourth consen-
sus report of the DLB Consortium. Neurology. 2017;89(1):88–100. https://doi.
org/10.1212/WNL.0000000000004058.

11. Emre M, Aarsland D, Brown R, Burn DJ, Duyckaerts C, Mizuno Y, et al. Clinical 
diagnostic criteria for Dementia associated with Parkinson’s Disease. Mov 
Disord. 2007;22(12):1689–837. https://doi.org/10.1002/mds.21507.

12. Litvan I, Goldman JG, Tröster AI, Schmand BA, Weintraub D, Petersen 
RC, et al. Diagnostic criteria for mild cognitive impairment in Parkinson’s 
Disease: Movement Disorder Society Task Force guidelines. Mov Disord. 
2012;27(3):349–56. https://doi.org/10.1002/mds.24893.

13. Petersen RC. Clinical practice. Mild cognitive impairment. N Engl J Med. 
2011;364(23):2227–34. https://doi.org/10.1056/NEJMcp0910237.

14. Liu C, Liu S, Wang X, Ji Y. Neuropsychiatric profiles in mild cognitive 
impairment with Lewy bodies. Aging & mental health. Aging Ment Health. 
2021;25(11):2011–7. https://doi.org/10.1080/13607863.2020.1817311.

15. Relkin N, Marmarou A, Klinge P, Bergsneider M, Black PM. Diagnosing idio-
pathic normal-pressure hydrocephalus. Neurosurgery. 2005;57(3 Suppl):4–v. 
https://doi.org/10.1227/01.neu.0000168185.29659.c5.

16. Beck J, Ulrich CT, Fung C, Fichtner J, Seidel K, Fiechter M, et al. Diskogenic 
microspurs as a major cause of intractable spontaneous intracranial 
hypotension. Neurology. 2016;87(12):1220–6. https://doi.org/10.1212/
WNL.0000000000003122.

17. Chen ZC, Liu S, Gan J, Ma L, Du X, Zhu H, et al. The impact of the COVID-19 
pandemic and lockdown on mild cognitive impairment, Alzheimer’s Disease 
and Dementia with Lewy Bodies in China: A 1-Year Follow-Up study. Front 
Psychiatry. 2021;12:711658. https://doi.org/10.3389/fpsyt.2021.711658.

18. Zhao S, Zhong J, Sun C, Zhang J. Effects of aerobic exercise on TC, HDL-C, 
LDL-C and TG in patients with hyperlipidemia: a protocol of systematic 
review and meta-analysis. Med (Baltim). 2021;100(10):e25103. https://doi.
org/10.1097/MD.0000000000025103.

19. Gan J, Yang X, Zhang G, Li X, Liu S, Zhang W, Ji Y. Alzheimer’s Disease 
pathology: pathways between chronic vascular risk factors and blood-
brain barrier dysfunction in a cohort of patients with different types of 
Dementia. Front Aging Neurosci. 2023;15:1088140. https://doi.org/10.3389/
fnagi.2023.1088140. Published 2023 May 4.

20. Society CD. China guideline for type 2 Diabetes (. Chin J Diabetes. 
2013;22:865–8.

21. Buysse DJ, Reynolds CF, Monk TH, Berman SR, Kupfer DJ. The Pittsburgh sleep 
quality index: a new instrument for psychiatric practice and research. Psychia-
try Res. 1989;28(2):193–213. https://doi.org/10.1016/0165-1781(89)90047-4.

22. Johns MW. A new method for measuring daytime sleepiness: the Epworth 
sleepiness scale. Sleep. 1991;14(6):540–5. https://doi.org/10.1093/
sleep/14.6.540.

23. Stiasny-Kolster K, Mayer G, Schäfer S, Möller JC, Heinzel-Gutenbrunner M, 
Oertel WH. The REM sleep behavior disorder screening questionnaire–a 
new diagnostic instrument. Mov Disord. 2007;22(16):2386–93. https://doi.
org/10.1002/mds.21740.

24. Luo J, Huang R, Zhong X, Xiao Y, Zhou J. STOP-Bang questionnaire is superior 
to Epworth sleepiness scales, Berlin questionnaire, and STOP questionnaire in 
screening obstructive sleep apnea hypopnea syndrome patients. Chin Med J 
(Engl). 2014;127(17):3065–70.

25. Ahmadi N, Chung SA, Gibbs A, Shapiro CM. The Berlin questionnaire for sleep 
apnea in a sleep clinic population: relationship to polysomnographic mea-
surement of respiratory disturbance. Sleep Breath. 2008;12(1):39–45. https://
doi.org/10.1007/s11325-007-0125-y.

26. Thompson E. Hamilton Rating Scale for Anxiety (HAM-A). Occup Med (Lond). 
2015;65(7):601. https://doi.org/10.1093/occmed/kqv054.

27. Endicott J, Cohen J, Nee J, Fleiss J, Sarantakos S. Hamilton Depression Rating 
Scale: extracted from regular and change versions of the schedule for affec-
tive disorders and Schizophrenia. Arch Gen Psychiatry. 1981;38(1):98–103. 
https://doi.org/10.1001/archpsyc.1981.01780260100011.

28. Folstein MF, Folstein SE, McHugh PR. Mini-mental state. A practical method 
for grading the cognitive state of patients for the clinician. J Psychiatr Res. 
1975;12(3):189–98. https://doi.org/10.1016/0022-3956(75)90026-6.

29. Morris JC. The clinical Dementia rating (CDR): current version and 
scoring rules. Neurology. 1993;43(11):2412–4. https://doi.org/10.1212/
wnl.43.11.2412-a.

30. Nasreddine ZS, Phillips NA, Bédirian V, Charbonneau S, Whitehead V, Collin 
I, Cummings JL, Chertkow H. The Montreal Cognitive Assessment, MoCA: 
a brief screening tool for mild cognitive impairment. J Am Geriatr Soc. 
2005;53(4):695–9. https://doi.org/10.1111/j.1532-5415.2005.53221.x.

31. Wright BL, Lai JT, Sinclair AJ. Cerebrospinal fluid and lumbar puncture: a 
practical review. J Neurol. 2012;259(8):1530–45. https://doi.org/10.1007/
s00415-012-6413-x.

32. Doherty CM, Forbes RB. Diagnostic lumbar puncture. Ulster Med J. 
2014;83(2):93–102.

33. Nation DA, Sweeney MD, Montagne A, Sagare AP, D’Orazio LM, Pachicano 
M, et al. Blood-brain barrier breakdown is an early biomarker of human 
cognitive dysfunction. Nat Med. 2019;25(2):270–6. https://doi.org/10.1038/
s41591-018-0297-y.

34. Wostyn P, Audenaert K, De Deyn PP. More advanced Alzheimer’s Disease may 
be associated with a decrease in cerebrospinal fluid pressure. Cerebrospinal 
Fluid Res. 2009;6:14. https://doi.org/10.1186/1743-8454-6-14.

35. Silverberg GD, Mayo M, Saul T, Rubenstein E, McGuire D. Alzheimer’s Disease, 
normal-pressure hydrocephalus, and senescent changes in CSF circula-
tory physiology: a hypothesis. Lancet Neurol. 2003;2(8):506–11. https://doi.
org/10.1016/s1474-4422(03)00487-3.

36. Silverberg GD, Huhn S, Jaffe RA, Chang SD, Saul T, Heit G, Von Essen A, 
Rubenstein E. Downregulation of cerebrospinal fluid production in patients 
with chronic hydrocephalus. J Neurosurg. 2002;97(6):1271–5. https://doi.
org/10.3171/jns.2002.97.6.1271.

37. Silverberg G, Mayo M, Saul T, Fellmann J, McGuire D. Elevated cerebrospinal 
fluid pressure in patients with Alzheimer’s Disease. Cerebrospinal Fluid Res. 
2006;3:7. https://doi.org/10.1186/1743-8454-3-7.

https://doi.org/10.1002/alz.12328
https://doi.org/10.1016/S1474-4422(19)30290-X
https://doi.org/10.1016/0306-9877(94)90069-8
https://doi.org/10.1016/0306-9877(94)90069-8
https://doi.org/10.1016/j.mehy.2004.01.013
https://doi.org/10.1016/j.mehy.2004.01.013
https://doi.org/10.1016/s0006-8993(97)00384-3
https://doi.org/10.1212/01.wnl.0000029570.69134.1b
https://doi.org/10.1212/01.wnl.0000029570.69134.1b
https://doi.org/10.1093/braincomms/fcab202
https://doi.org/10.1093/braincomms/fcab202
https://doi.org/10.1590/s2317-17822013000200017
https://doi.org/10.1212/WNL.0000000000004058
https://doi.org/10.1212/WNL.0000000000004058
https://doi.org/10.1002/mds.21507
https://doi.org/10.1002/mds.24893
https://doi.org/10.1056/NEJMcp0910237
https://doi.org/10.1080/13607863.2020.1817311
https://doi.org/10.1227/01.neu.0000168185.29659.c5
https://doi.org/10.1212/WNL.0000000000003122
https://doi.org/10.1212/WNL.0000000000003122
https://doi.org/10.3389/fpsyt.2021.711658
https://doi.org/10.1097/MD.0000000000025103
https://doi.org/10.1097/MD.0000000000025103
https://doi.org/10.3389/fnagi.2023.1088140
https://doi.org/10.3389/fnagi.2023.1088140
https://doi.org/10.1016/0165-1781(89)90047-4
https://doi.org/10.1093/sleep/14.6.540
https://doi.org/10.1093/sleep/14.6.540
https://doi.org/10.1002/mds.21740
https://doi.org/10.1002/mds.21740
https://doi.org/10.1007/s11325-007-0125-y
https://doi.org/10.1007/s11325-007-0125-y
https://doi.org/10.1093/occmed/kqv054
https://doi.org/10.1001/archpsyc.1981.01780260100011
https://doi.org/10.1016/0022-3956(75)90026-6
https://doi.org/10.1212/wnl.43.11.2412-a
https://doi.org/10.1212/wnl.43.11.2412-a
https://doi.org/10.1111/j.1532-5415.2005.53221.x
https://doi.org/10.1007/s00415-012-6413-x
https://doi.org/10.1007/s00415-012-6413-x
https://doi.org/10.1038/s41591-018-0297-y
https://doi.org/10.1038/s41591-018-0297-y
https://doi.org/10.1186/1743-8454-6-14
https://doi.org/10.1016/s1474-4422(03)00487-3
https://doi.org/10.1016/s1474-4422(03)00487-3
https://doi.org/10.3171/jns.2002.97.6.1271
https://doi.org/10.3171/jns.2002.97.6.1271
https://doi.org/10.1186/1743-8454-3-7


Page 10 of 10Yang et al. BMC Neurology           (2024) 24:35 

38. McKinnon SJ, Lehman DM, Kerrigan-Baumrind LA, Merges CA, Pease ME, 
Kerrigan DF, et al. Caspase activation and amyloid precursor protein cleavage 
in rat ocular Hypertension. Invest Ophthalmol Vis Sci. 2002;43(4):1077–87.

39. McKinnon SJ. Glaucoma: ocular Alzheimer’s Disease? Front Biosci. 
2003;8:1140–s1156. https://doi.org/10.2741/1172.

40. Tumani H, Huss A, Bachhuber F. The cerebrospinal fluid and barriers - ana-
tomic and physiologic considerations. Handb Clin Neurol. 2017;146:21–32. 
https://doi.org/10.1016/B978-0-12-804279-3.00002-2.

41. Ueno M, Chiba Y, Murakami R, Matsumoto K, Kawauchi M, Fujihara R. Blood-
brain barrier and blood-cerebrospinal fluid barrier in normal and pathological 
conditions. Brain Tumor Pathol. 2016;33(2):89–96. https://doi.org/10.1007/
s10014-016-0255-7.

42. Skillbäck T, Delsing L, Synnergren J, Mattsson N, Janelidze S, Nägga K, 
et al. CSF/serum albumin ratio in Dementias: a cross-sectional study on 
1861 patients. Neurobiol Aging. 2017;59:1–9. https://doi.org/10.1016/j.
neurobiolaging.2017.06.028.

43. Wong YY, Wu CY, Yu D, Kim E, Wong M, Elez R, et al. Biofluid markers of blood-
brain barrier disruption and neurodegeneration in Lewy body spectrum 
Diseases: a systematic review and meta-analysis. Parkinsonism Relat Disord. 
2022;101:119–28. https://doi.org/10.1016/j.parkreldis.2022.06.004.

44. Sweeney MD, Sagare AP, Zlokovic BV. Blood-brain barrier breakdown in 
Alzheimer Disease and other neurodegenerative disorders. Nat Rev Neurol. 
2018;14(3):133–50. https://doi.org/10.1038/nrneurol.2017.188.

45. Schirinzi T, Di Lazzaro G, Sancesario GM, Colona VL, Scaricamazza E, Mercuri 
NB, Martorana A, Sancesario G. Levels of amyloid-beta-42 and CSF pressure 
are directly related in patients with Alzheimer’s Disease. J Neural Transm 
(Vienna). 2017;124(12):1621–5. https://doi.org/10.1007/s00702-017-1786-8.

46. Silverberg GD, Heit G, Huhn S, Jaffe RA, Chang SD, Bronte-Stewart H, Ruben-
stein E, Possin K, Saul TA. The cerebrospinal fluid production rate is reduced 
in Dementia of the Alzheimer’s type. Neurology. 2001;57(10):1763–6. https://
doi.org/10.1212/wnl.57.10.1763.

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

https://doi.org/10.2741/1172
https://doi.org/10.1016/B978-0-12-804279-3.00002-2
https://doi.org/10.1007/s10014-016-0255-7
https://doi.org/10.1007/s10014-016-0255-7
https://doi.org/10.1016/j.neurobiolaging.2017.06.028
https://doi.org/10.1016/j.neurobiolaging.2017.06.028
https://doi.org/10.1016/j.parkreldis.2022.06.004
https://doi.org/10.1038/nrneurol.2017.188
https://doi.org/10.1007/s00702-017-1786-8
https://doi.org/10.1212/wnl.57.10.1763
https://doi.org/10.1212/wnl.57.10.1763

	Association between cerebrospinal fluid pressure and cognition in patients with Alzheimer’s disease and Lewy body dementia
	Abstract
	Introduction
	Materials and methods
	Participant recruitment
	Clinical assessment
	Neuropsychological assessments
	Laboratory measurements
	Collection of cerebrospinal fluid and blood
	Measurement of cerebrospinal fluid and blood


	Statistical analysis
	Results
	Sample characteristics
	Cerebrospinal fluid pressure and cognitive level
	Subject characteristics
	Associations between CSFP and cognitive performance


	Possible reasons for the influence of cerebrospinal fluid on cognition
	Discussion
	Limitations
	Conclusion
	References


