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Purpose: We hypothesized that remote ischemic preconditioning (RIPC) could improve postoperative cognitive dysfunction (POCD)
in elderly patients following laparoscopic cholecystectomy (LC).

Patients and Methods: Eighty-eight patients were randomly assigned to either the control or the RIPC group. The RIPC was applied
on the right upper limb using a blood pressure cuff inflating 200 mmHg, consisting of 3 cycles of 5 min ischemia and 5 min
reperfusion. Serum concentrations of Neuron-specific Enolase (NSE) and Brain-Derived Neurotrophic Factor (BDNF) were collected
at one-day preoperative (T0), at the end of the operation (T4) and one-day postoperative (T5). Z score was tested at TO and 3 days after
the operation (T6). POCD was determined if there were two Z scores >1.96 at the same time or an average Z score >1.96.

Results: There was no significant difference in the Z score of each test between the two groups at TO (P > 0.05). Notably, the duration
of Stroop test C was significantly shorter in the RIPC group than that in the Control group at T6 (P = 0.01). POCD occurred in 1/44
(2.3%) patients in the RIPC group and 8/44 (18.2%) patients in the control group at T6 (P=0.035). In addition, serum NSE
concentration was significantly decreased, but serum BDNF concentration was increased compared with the control group at T4
and T5 (P<0.001).

Conclusion: RIPC could reduce the incidence of POCD in elderly patients after laparoscopic cholecystectomy.

Keywords: postoperative cognitive dysfunction, remote ischemic preconditioning, regional cerebral oxygen saturation, elderly

patients

Introduction

Cholecystitis accompanied by gallstones is a frequent occurrence in the biliary tract system. It was predicted that an
increasing number of elderly patients would suffer from cholecystolithiasis with population aging.! Laparoscopic
cholecystectomy (LC) had become the “gold standard” for the treatment of gallbladder diseases requiring surgical
removal.> However, short-term laparoscopy was reported to be associated with ischemia-reperfusion changes,® while the
anti-Trendelenburg position adopted intraoperatively might exacerbate cerebral hypoperfusion and lead to central
nervous system complications.

Postoperative cognitive dysfunction (POCD) is a common central nervous system complication after surgery,
especially in elderly patients. The main clinical manifestations of POCD were changes in consciousness, memory and
sleep disabilities.* Moreover, cognitive deterioration resulted in prolonged hospital stays and increased health-care costs,
in the long run, it reduced the possibility of patients returning to independent living and brought heavy burdens to
families and society.”’ However, the exact pathophysiological mechanism of POCD remained unknown, and its
occurrence was related to abnormal oxygen metabolism in the brain.® In the meantime, the identification of biomarkers
associated with POCD could help clinicians intervene early in patients. One of the biomarkers of nerve damage was
Neuron-specific Enolase (NSE), and previous animal and clinical studies illustrated that elevated concentrations of NSE
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might help predict POCD.*'® Brain-derived neurotrophic factor (BDNF) also received more attention recently, and it
played a crucial role in the recovery of cognitive function in many studies.'""'? These biomarkers could provide clues to
help clarify the underlying mechanism of POCD. Currently, specific interventions were unavailable to treat POCD, and
the most economical and effective solution seemed to be prevention.

Remote ischemic preconditioning (RIPC) is an approach to protect against subsequent vital organ damage through
nonlethal ischemic-reperfusion of distal ischemic-tolerant tissues. Furthermore, RIPC was not only safe and non-invasive
but also convenient and feasible, so it had significant clinical application value.'*'* To date, the protective mechanism of
RIPC against ischemia-reperfusion injury was still unclear. A recent experimental study confirmed that RIPC improved
the tolerance to ischemic injury in the brain.'” In clinical studies, RIPC improved postoperative cognitive function
following a colon or cardiac surgery, with no reported adverse effects.'®'” Although controversial data were published on
the influence of RIPC on POCD undergoing cardiac surgery, RIPC remained an appealing strategy.'® In addition, a latest
secondary analysis of a randomized controlled study verified that monitoring regional cerebral oxygen saturation (rSO,)
was helpful in detecting ischemia and evaluating the effect of RIPC.'” Meanwhile, multiple meta-analyses indicated that
rSO, monitoring was associated with a reduction in perioperative neurocognitive disorders.>® >

So far, it has not been examined whether the effect of RIPC on rSO, during the anti-Trendelenburg position is related
to reducing the occurrence of POCD after LC. Thus, we conducted this study to observe the effectiveness of RIPC on
SO, and POCD in elderly patients undergoing LC and to explore the relevant mechanisms further.

Materials and Methods
Study Population

Between October 2022 and December 2022, patients scheduled for LC were enrolled in this prospective, randomized,
double-blind clinical trial (ChiCTR2200066377). The informed consent and study protocol were approved by the Ethics
Committee of the Hebei General Hospital, China (Ethics No. 2022-407). This study complied with the Declaration of
Helsinki. Participants were given adequate time to consider whether to take part in this trial. Enrolled patients were
randomly assigned to either a control or a RIPC group according to a table of random numbers. The personnel involved
in this study were blinded to randomization, cognitive test results and peripheral blood collection. All patients received
standard perioperative care.

Inclusion criteria in this present study were as follows: age >65 years, New York Heart Association (NYHA)
classification I-III, American Society of Anesthesiologists (ASA) classification levels II-1II and patients undergoing
LC under general anesthesia. Exclusion criteria were as follows: patients with central nervous system disease; a personal
history of drug or alcohol abuse; there was a skin disease or local infection in the right upper limb; patients with hepatic
or renal insufficiency or sepsis; perioperative hemorrhage or severe electrolyte disturbance; hearing, visual and speech
communication impairments that prevent cooperation; participated in other clinical trials; preoperative MMSE scores
were <21 points for primary school and <24 points for junior high school and above.

Study Design
Patients entered the operating room with continuous monitoring, which included an electrocardiogram, noninvasive
blood pressure, oxygenation saturation (SpO,), rSO, and bispectral index (BIS). Prior to anesthesia, the patient was given
a crystal fluid infusion on the basis of individual physiological requirements. Midazolam (0.04 mg-kg ), sufentanil (0.3
ng-kg '), etomidate (0.2-0.4 mg-kg ") and cisatracurium (0.3-0.4 pg-kg ') were used to induce anesthesia. After 5 min
of pure oxygen inhalation, we performed tracheal intubation and connected the anesthesia machine for mechanical
ventilation. After confirming that the depth of the tracheal tube was appropriate, a pressure-controlled volume-guaranteed
ventilation mode (PCV-VG) was adopted. Respiratory parameters were adjusted to maintain the end-tidal CO, partial
pressure at 3545 mmHg according to the intraoperative situation. Anesthesia was maintained with remifentanil target
concentration (1.5-3.0 pg-mL™"), propofol (2.0-2.5 pg-mL™"), sevoflurane (1-2%) to maintain BIS values at 40—60.
The intervention was performed after anesthesia induction. Participants in the RIPC group were wrapped with a blood
pressure cuff around their right upper limb and were pressurized to 200mmHg for three cycles, 5 min of ischemia and 5
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min of reperfusion each time. The blood pressure cuff was placed in the same position in the Control group, but ischemic
preconditioning was not performed. The standard pneumoperitoneum insufflation pressure used during surgery was 12—
15mmHg.

The management of intraoperative hypotension, low output and bradycardia were determined by the chief anesthe-
siologist. The following was recommended: norepinephrine should be given when the mean arterial blood pressure was
less than 50 mmHg, atropine should be given when the heart rate was less than 45 bpm, and crystalloid and colloidal
fluids were used to maintain a proper blood volume.

Endpoints

The main outcome was the incidence of POCD at T6. Neuropsychological tests were performed by a researcher who was
unaware of the groupings, which included the mini-mental state examination (MMSE), picture recall test (PRT), Stroop
color test (Stroop test), digit-symbol test (DST), number-connecting test (NCT) and numerical symbol conversion test
(DSST). Enrolled patients completed the above tests 1 day before the operation (T0) and 3 days after the operation (T6),
each score was recorded. Postoperative cognitive dysfunction was defined if the Z score was >1.96 on 2 tests or an
average Z score >1.96.

Secondary endpoints were changes of rSO,; at the time of admission (T1), in the anti-Trendelenburg position (T2), in
the horizontal position (T3) and at the end of the operation (T4). Arterial blood gas analysis was performed at the above 4
time points. Moreover, NSE and BDNF were measured at 1-day preoperative (TO0), at the end of the operation (T4) and
1-day postoperative (T5). Blood samples were clotted at room temperature and then immediately centrifugation for 20
min at approximately 1000xg. Collected the supernatant and stored it at —80°C for further analysis. Based on the
manufacturer’s instructions, serum levels of NSE (EH0370-HS, FineTest, China) and BDNF (EH0043, FineTest, China)
were measured using enzyme-linked immunosorbent assay (ELISA) kits.

Statistical Analysis

Pass 15.0 software was used to calculate the sample size, according to the data from the MMSE score on the third
postoperative day, which was obtained from our previous pretest. A sample size of 82 patients (41 in each group) was
required to ensure a minimum 90% probability of using a two-sided #-test to detect a difference of 0.05 significance
levels. At least 106 samples should be included for a 20% loss-to-follow rate. As a result, 110 patients were ultimately
enrolled in this study.

SPSS 26 was used for data sorting and statistical analysis. Qualitative variables were expressed as numbers and
analyzed using the y* test. Continuous variables were expressed as mean + standard deviation and analyzed by -test if the
assumptions of normal distribution and chi-squareness were satisfied; otherwise, the Wilcoxon rank sum test was used.
Within-group comparisons were analyzed using one-way ANOVA. Pearson’s correlation coefficient represented the
linear relationship between two continuous variables. P < 0.05 was considered statistically significant.

The formula for calculating the Z score in the neuropsychological test was as follows: Z score = (postoperative score -
preoperative score - learning effect)/standard deviation of the preoperative score in the normal population. In our case,
the normal population consisted of 20 non-surgical family volunteers. The learning effect was the average of post-
operative score minus preoperative score of the normal population.

Results

Characteristics of Patients

A total of 110 patients met the inclusion criteria of this trial. Twenty-two were excluded, of which, four declined to
participate and 18 were excluded according to the exclusion criteria. As shown in Figure 1, the remaining 88 patients
were randomly grouped and statistically analyzed. As Table 1 presents, the demographic characteristics and perioperative
data between the two groups in baseline were comparable, with no significant or clinically meaningful difference.
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Figure | Flow chart of the study inclusion process.

Analyzed (n=44)

Cognitive Function Assessment and the Incidence of POCD
All 88 participants underwent neurocognitive assessment and the Z score of each neuropsychological test in both groups

is shown in Table 2. The Z score for each test was not statistically significant in either group at T0. However, compared

Table | Demographic Characteristics and Perioperative Data

Variable Control Group (n = 44) | RIPC Group (n = 44) P value
Age, years 69.23+2.01 68.82+2.41 0.39
Sex (male, %) 15(34) 21(47) 0.19
BMI (kg/m?) 23.92+3.18 23.91+2.80 0.98
ASA, 1I/1Nl 20/24 21/23 0.83
Educational level 0.94

Primary, n(%) 2(5) 3(7)

Junior high school, n(%) 18(41) 17(39)

Senior high school, n(%) 19(43) 20(45)

College degree, n(%) 5(11) 4(09)
Smoking history, n(%) 8(18) 10(23) 0.59
Drinking history, n(%) 3(6) 2(4) 0.64
Hypertension, n(%) 31(70) 33(75) 0.63
Coronary heart disease, n(%) 5(1T) 6(13) 0.74
Diabetes, n(%) 4(9) 5(11) 0.72
Lactated Ringer solution (mL) 826.36+208.40 807.05+185.10 0.65
Intraoperative bleeding (mL) 5.73+2.20 5.32+2.13 0.38
Anesthesia duration (min) 72.75%15.26 75.39£19.51 0.48
Pneumoperitoneum pressure 13(12,14) 13(12,14) 0.53
Surgery duration (min) 104.27+27.00 103.32+24.72 0.86
Length of stay (day) 6.86x1.52 6.66x1.74 0.56

Note: Data are expressed as mean = SD or number or median (interquartile range) (%).
Abbreviations: RIPC Group, Remote ischemic preconditioning group; BMI, Body mass index; ASA, American Society of
Anesthesiologists.
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Table 2 Z Score in Each Neuropsychological Test

Control Group (n = 44) RIPC Group (n =44) P value
MMSE TO 25.05x1.41 25.32+1.43 0.37
T6 24.55+1.53 24.80+1.58 0.45
PRT
PRT-A TO 5.16x1.10 4.98+0.90 0.40
Té6 5.05%1.10 4.95+1.12 0.70
PRT-B TO 5.16x1.12 5.09+1.18 0.78
13 5.18%1.15 5.00+0.99 0.43
PRT-C TO 5.02%1.19 5.00+1.24 0.93
13 5.00+1.08 5.05x1.14 0.85
Stroop test
Stroop test-A T0 29.05+2.98 28.50+2.73 0.37
Té6 29.36+2.55 28.91%3.09 0.45
Stroop test-B T0 50.59+3.66 50.27+3.68 0.69
Té6 50.61+4.61 50.39+4.44 0.8l
Stroop test-C T0 113.00£6.70 110.18+7.70 0.07
Té6 115.86+7.06 110.91£8.69* 0.01
NCT T0 47.84+5.81 48.25+5.92 0.74
Té6 49.52+5.51 49.70+5.82 0.88
DST TO 211.86%22.15 212.27+19.70 0.93
Té6 213.80+21.36 211.86+23.10 0.69
DSST TO 15.23+2.44 15.50+2.42 0.60
T6 16.11+2.05 15.89+2.17 0.62

Notes: Data are expressed as mean + SD. *P < 0.05, vs the Control group.
Abbreviations: RIPC, Remote ischemic preconditioning; MMSE, Mini-mental state examination; PRT, Picture recall test; Stroop
Test, Stroop the color test; NCT, Number connecting test; DST, Digit-symbol test; DSST, Digit symbol substitution test.

with the control group, patients in the RIPC group took significantly less time in the Stroop test C at T6 (P = 0.03). In the
remaining tests, the Z score of the RIPC group had no significant difference compared with the Control group at T6.
There were no significant differences in postoperative Z score compared with preoperative Z score in the two groups,
respectively. As displayed in Figure 2, the incidence of POCD in the control group was 18.2%, which was higher than in
the RIPC group (2.3%) (P=0.035).

Operation-Related Data and Values of rSO, (%) During Surgery
As shown in Table 3, there were no significant differences in heart rate (HR) and mean arterial pressure (MAP) between
the two groups at T1, T2, T3 and T4. Blood gas indexes such as PaO,, PaCO,, lactic acid (Lac), hemoglobin (Hb) and
glucose (Glu) also showed no statistical difference between the two groups at the above four time points.

The trends of rSO, at T1, T2, T3 and T4 in the two groups are shown in Figure 3. The values of rSO, in the control
group at T2 were significantly lower than those in the RIPC group (P < 0.05).

Serum Concentrations of NSE and BDNF

As Figure 4 presents, the serum concentrations of NSE and BDNF were not significantly different between
groups at TO. Serum NSE concentrations were significantly increased at T4 and T5 in both groups compared
with TO (P < 0.001). At T4 and TS5, the serum NSE concentration in the RIPC group was lower compared with
the control group (P < 0.001). Compared with TO, serum concentrations of BDNF were significantly increased at
T4 and T5 in the two groups (P < 0.001). In the RIPC group, serum BDNF concentrations were significantly
higher at T4 and T5 (P < 0.001).
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Figure 2 A histogram of the number of POCD and healthy people in both groups. *P<0.05, vs the Control group.
Abbreviation: POCD, Postoperative cognitive dysfunction.

Correlation Analysis

Correlation Analysis of rSO, and Neuropsychological Tests

By using rSO, as an independent variable, the correlation of MMSE, PRT-A, PRT-B, PRT-C, Stroop test-A, Stroop test-
B, Stroop test-C, NCT, DST and DSST was analyzed. The results showed that rSO, was not correlated to neuropsycho-
logical tests and the correlation coefficient is shown in Table 4. The difference has no statistical significance (P > 0.05).

Correlation Analysis of MMSE and Serological Indexes
We used MMSE as an independent variable and analyzed the correlation of NSE and BDNF. As shown in Table 5, the
MMSE was not correlated to serological indexes. The difference has no statistical significance (P > 0.05).

Table 3 Surgery-Related Data

Control Group (n = 44) RIPC Group (n = 44) P value
MAP (mmHg) Tl 94.39+9.05 93.73+9.08 0.73
T2 81.98+7.62 82.02+4.23 0.97
T3 79.48+6.53 81.14+3.05 0.13
T4 87.59+7.04 85.45+3.62 0.07
HR (bpm) TI 86.00 (85.00, 88.75) 88.00 (83.00, 89.00) 091
T2 63.00 (60.00, 65.00) 62.00 (61.00, 66.75) 091
T3 60.00 (55.25, 69.00) 59.00 (55.00, 64.75) 0.16
T4 68.00 (65.00, 72.00) 67.00 (63.00, 74.00) 0.26
PaO2 (mmHg) TI 87.0 (81.00, 91.00) 88.0 (82.50, 90.75) 0.58
T2 156.5 (129.50, 186.75) 161.5 (145.50, 184.50) 0.36
T3 133.0 (117.75, 166.50) 135.0 (116.25, 196.75) 0.43
T4 111.0 (100.25, 130.75) 113.0 (101.00, 134.00) 0.54
PaCO2 (mmHg) TI 38.0 (35.00, 39.00) 38.0 (36.00, 39.00) 0.52
T2 38.0 (36.00, 39.75) 39.0 (36.00, 42.00) 0.27
T3 40.0 (39.00, 42.75) 40.5 (38.00, 45.00) 0.67
(Continued)
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Table 3 (Continued).
Control Group (n = 44) RIPC Group (n = 44) P value
T4 39.0 (36.00, 44.00) 40.0 (38.00, 43.00) 0.59
Lac (mg/dL) TI 130 (1.20, 1.68) 130 (1.20, 1.58) 0.78
™ 0.90 (0.80, 1.28) 0.90 (0.73, 1.40) 0.73
T3 0.90 (0.70, 1.20) 0.90 (0.80, 1.20) 0.79
T4 0.85 (0.70, 1.10) 0.85 (0.60, 1.30) 0.83
Hb (g/L) Tl 12.82+1.61 13.26x1.60 0.21
T2 12.46x1.61 12.45%1.61 0.98
T3 12.22+1.61 12.58+1.47 0.27
T4 12.43+1.65 12.89+1.33 0.19
Glu (mmol/L) Tl 5.97+0.80 5.81£1.08 0.41
T2 6.43%1.01 6.25%1.34 0.48
T3 7.01x1.27 6.86x1.44 0.62
T4 7.44x1.59 7.21£1.70 0.51
Note: Data are presented as mean + SD or median (interquartile range).
Abbreviations: RIPC, Remote ischemic preconditioning; MAP, Mean arterial pressure; HR, Heart rate; Lac, Lactic acid; Hb,
Hemoglobin; Glu, Glucose.
Discussion

As far as we knew, this trial was the first to investigate the effect of RIPC on POCD in elderly patients following LC. We
found that RIPC reduced the incidence of POCD, but the MMSE test was not associated with NSE or BDNF. Moreover,
the decrease in rSO, was related to the change of posture during the operation.

With the increasing trend of the aging population, more and more elderly patients are undergoing surgery. POCD, as
a common postoperative complication, is known to occur more frequently in older patients. Moreover, POCD could lead
to loss of speech, personality changes, and even permanent illnesses such as Alzheimer’s, which might persist for weeks,
months, or even longer after surgery.® Although many interventions were undertaken to reduce the occurrence of POCD,
definitive guidelines were not yet published. Recently, a number of studies showed the safety of RIPC and its protective
effects on the brain.'***

In our present study, compared with the control group, the incidence of POCD was significantly lower in the RIPC
group (P = 0.03) and patients in the RIPC group took significantly less time in the postoperative Stroop test C, suggesting
that RIPC improved early POCD in elderly patients undergoing LC. The above results were consistent with a previous
study showing that RIPC improved POCD in elderly patients after colon surgery.'” However, a recent study from cardiac
surgery confirmed that RIPC could not reduce the incidence of POCD, which was associated with the lack of a non-
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Figure 3 Line chart of rSO, changes at different time points. *P<0.001, vs the Control group. #p<0,001, vs baseline in either group.
Abbreviation: rSO,, Regional cerebral oxygen saturation.

International Journal of General Medicine 2023:16 https: 967
Dove!


https://www.dovepress.com
https://www.dovepress.com

Han et al

Dove

254 * -e- Control 8+ -~ Control
-= RIPC -+ RIPC
. 204 3 64
- E *
— o
e
2 154 * 2 4
~— ~ #
n
Z 104 E 2
# m
5 [ ] 1 1 1 1 1
TO T4 T5 TO T4 T5
Time Time

Figure 4 Changes in NSE and BDNF (mean % SD) between the two groups. *P<0.001, vs the Control group. **P<0.001, vs baseline in either group.
Abbreviations: NSE, Neuron-specific Enolase; BDNF, Brain-Derived Neurotrophic Factor.

surgical control group receiving neuropsychological tests.'® Whereas in our study, we chose healthy family members of
the same age group to be tested at the same time, so the learning effect was well excluded.

The changes in rSO, were considered to be associated with the development of POCD and might help predict
POCD.? In this study, we found that when the surgical position was changed to anti-Trendelenburg, the decrease of rSO,
was measured in the control group (P < 0.05). However, the hemodynamics were stable, and blood gas analysis showed
no significant changes in relevant oxygenation indexes. The decrease in rSO, might be due to a change in surgical
position, which resulted in a transient decrease in the amount of blood returning to the heart. The latest meta-analysis
showed that the mean intraoperative brain oxygen saturation was significantly lower in POCD patients than in non-
POCD patients (I > = 55%, SMD = - 0.57).* As described in this study, the values of rSO, in the control group were
significantly lower at T2 (P < 0.05), which was similar to the previous study.*®

To date, the underlying mechanism of POCD development remains unclear, and neurotrophic factors were critical in
the development of POCD. In this trial, we found that serum BDNF concentrations were significantly increased after
surgery in both groups. However, the BDNF concentration in the RIPC group was higher at T4 and T5 (P < 0.05). BDNF
was mediated by tyrosine kinase B (TrkB) and widely expressed in the nervous system, which played a role in synaptic
plasticity and neuronal survival in the brain.?’ Multiple studies demonstrated that BDNF could cross the blood—brain
barrier, and the level of BDNF in blood correlated with the level of BDNF in the brain.”®*’ Previous studies reported that
POCD was more likely to occur in laboratory animals with lower BDNF concentrations.>*' However, a clinical study
showed that there was no difference in the level of BDNF between POCD and non-POCD groups.** Therefore, the

Table 4 Correlation Analysis of rSO, and Neuropsychological Tests

Test | MMSE | PRT-A | PRT-B | PRT-V | Stroop Test-A | Stroop Test-B | Stroop Test-C | NCT DST DSST
rSO,

r 0.08 0.09 0.14 -0.04 -0.02 -0.06 -0.07 -0.05 —0.05 0.08

p 0.46 0.43 0.21 0.75 0.84 0.55 0.54 0.67 0.64 0.48

Table 5 Correlation Analysis of MMSE and
Serological Indexes

Index NSE BDNF
MMSE

r -0.02 -0.15
p 0.86 0.17
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correlation analysis between BDNF and MMSE was further conducted in this study and the results showed that there was
no correlation between them.

To further explore the effect that RIPC improved postoperative cognitive function, we also measured the levels of
NSE. NSE, one of the markers of brain injury, was found in neurons, neuroectodermal cells and red blood cells. Under
normal conditions, plasma NSE levels were deficient, but increased in cerebrospinal fluid and blood when neurons were
damaged.” Several studies demonstrated that expression levels of NSE in patients with POCD increased.'’>* In this
study, serum NSE concentrations increased significantly at T4 and T5 in both groups, which suggested that patients
experienced an injury to the Central Nervous System (CNS) after surgery. Notably, the serum NSE concentration in the
RIPC group was lower after surgery (P < 0.05), which proved that RIPC could inhibit CNS injury. In addition, previous
studies showed that the relationship between NSE and POCD had different results. There was a relationship between
NSE and POCD in patients undergoing non-cardiac surgery, but not in cardiac surgery.’>=° Therefore, similar to the
existing literature, we found no correlation between NSE and MMSE.

Nonetheless, there were some limitations in our trial. Firstly, the sample size was relatively small, and the Z score
difference was insignificant except for the Stroop test C. Multi-center trials with larger sample sizes are needed in the
future. In addition, the follow-up time was too short to investigate the long-term development rule of POCD. Whether
there are long-term adverse reactions in RIPC can be further explored in future trials.

Conclusions

To sum up, this study indicated that RIPC could improve POCD in elderly patients undergoing LC. In addition, NSE and
BDNF concentrations were not effective markers for identifying POCD. Further studies are still needed to confirm if
RIPC contributes to long-term improvements in the quality of life for patients undergoing LC.
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