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Abstract 

Aims  This trial aims to assess whether dexmedetomidine can reduce the incidence of postoperative cognitive dys-
function in elderly orthopaedic patients and explore the specific mechanism.

Background  Postoperative cognitive dysfunction is a common complication after orthopaedic surgery that results in 
poor prognosis and increases the length of hospital stays and costs. Dexmedetomidine has been confirmed as a drug 
that can improve postoperative cognitive dysfunction in some studies. However, to date, the specific mechanism by 
which dexmedetomidine improves postoperative cognitive dysfunction is still elusive.

Methods/design  A single-centre, prospective, double-blinded, randomized controlled trial will be conducted at 
Hebei General Hospital. Ninety-six elderly patients who undergo total hip or knee replacement will be studied in this 
trial and randomly divided into two groups. Patients in the experimental group will receive a loading dose of 0.5 μg/
kg dexmedetomidine for 10 min and then a maintenance dose of 0.5 μg/kg/h dexmedetomidine until 30 min before 
the end of the operation, and patients in the control group will be infused with an equal volume of normal saline. The 
incidence of postoperative cognitive dysfunction will be the primary outcome. Changes in the balance of T helper 17 
cell and regulatory T cell; the levels of matrix metalloproteinase 9, S-100β, IL-17A, and IL-10; perioperative complica-
tions; hospitalization duration; and intraoperative blood loss will be the secondary outcomes.

Discussion  The consequences of this trial will show that dexmedetomidine can improve postoperative cognitive 
dysfunction in elderly orthopaedic patients, which may be related to the balance of T helper 17/regulatory T cells.

Trial registration  Chinese Clinical Trial Registry ChiCT​R2200​055802. Registered on 20 January 2022

Keywords  Dexmedetomidine, T helper 17 cell, Regulatory T cell, Postoperative cognitive dysfunction, Matrix 
metalloproteinase 9, Randomized controlled trial

Background
Postoperative cognitive dysfunction (POCD) is defined 
as the patient’s cognitive dysfunction following surgery 
and anaesthesia, which mainly manifests as a decline in 
cognitive function and memory. The severely affected 
patients may experience a reduced capacity for social 
interaction and irreversible cognitive impairment [1]. It 
has been reported that the incidence of POCD in patients 
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over 60 years old is 25 to 40% [2]. The incidence of POCD 
in patients undergoing lower extremity arthroplasty is 
41–75% [3]. POCD, a severe postoperative complication, 
may result in increased time in bed and the risk of pul-
monary infection. In addition, postoperative mortality 
will increase in severe cases [4]. Therefore, it is crucial to 
find a proper perioperative drug to prevent POCD.

Dexmedetomidine (DEX), a new α2 adrenergic recep-
tor agonist, induces sedation, hypnosis and analgesia 
effects. In recent years, studies on DEX have been exten-
sive, especially in research on neuroprotection [5]. There 
are increasing evidences that DEX plays a significant role 
in improving POCD [6–8], but the mechanism is uncer-
tain. Studies have shown that the mechanism by which 
DEX improves POCD includes many factors, such as 
inhibition of the inflammatory response [9] and apop-
tosis [10]. However, due to the pleiotropic regulation of 
DEX, the molecular mechanism and specific regulatory 
pathway of the neuroprotective effects of DEX should be 
further confirmed.

Recently, there has been increasing concern about 
the effect of DEX on postoperative immune function 
[11–13]. T helper 17 (Th17) cells and regulatory T cells 
(Treg cell) are a subset of CD4_T cells, which have been 
shown to participate in the development of many inflam-
matory diseases, including systemic lupus erythemato-
sus and multiple sclerosis (MS) [14, 15]. A study showed 
that vitamin D can improve POCD by regulating the 
Th17/Treg cell balance [16]. Another study reported that 
α7nAchR can improve POCD by regulating the Th17 
response [17]. Additionally, a previous clinical study 
found that peripheral Th17/Treg imbalance was involved 
in the development of ischaemic stroke in elderly patients 
[18]. Another study reported that the Th17/Treg balance 
shifting to the Th17 cell played a role in the develop-
ment of cognitive impairment in traumatic brain injury 
patients [19]. The above results revealed that the bal-
ance of Th17/Treg cells might play an important role in 
POCD. Moreover, previous literature showed that Treg 
cells can alleviate the damage to the blood-brain barrier 
induced by ischaemic stroke [20]. Matrix metallopro-
teinases (MMPs) are the main mediators that reflect the 
loss of blood-brain barrier (BBB) integrity, and they have 
been proven to be involved in the pathological process of 
many diseases such as AD and cerebral ischaemia reper-
fusion injury [21, 22]. Elevated MMP-9 levels in patients 
after surgery may lead to the occurrence of POCD [23]. 
However, whether DEX can improve POCD by alleviat-
ing the imbalance of Th17/Treg cells remains unknown.

The present study aims to verify whether DEX can 
improve POCD by regulating the balance of Th17/Treg 
cells in patients undergoing lower extremity arthroplasty. 
Health economic indicators (hospitalization duration and 

costs) will provide favourable evidence of DEX improving 
POCD in patients undergoing lower extremity arthro-
plasty. This trial will provide further trustworthy support 
for the intraoperative application of DEX to prevent the 
occurrence of POCD.

Methods
This protocol was guided by the Standard Protocol Items: 
Recommendations for Interventional Trials (SPIRIT) 
2013 Checklist (Additional file 1). The trial received eth-
ics committee approval from Hebei General Hospital, 
China (ethics approval no.2019–48), and it was registered 
on Clini​calTr​ials.​gov (No. ChiCTR2200055802). The 
trial registration dataset is presented in Additional file 2. 
Publications associated with the trial will be format-
ted according to the CONSORT Statement (Additional 
file 3).

Trial design
This is a prospective, single-centre, double-blinded, ran-
domized controlled trial. The study will be conducted 
at Hebei General Hospital for 24 months. All the par-
ticipants will be randomized into two groups: the dex-
medetomidine group (group D) and the control group 
(group C). Investigators will be screened according to 
the inclusion and exclusion criteria. Data collection will 
begin from the day before surgery to the end of follow-up 
(Table 1).

The purpose of this protocol is to design a high-quality 
randomized controlled trial with randomization of par-
ticipants and blinded assessors to provide data about 
whether the application of DEX might reduce the inci-
dence of POCD. However, the framework of this trial is 
not perfect. The included patients will have preopera-
tive comorbidities, which may be associated with POCD. 
Stratified observation is desirable.

Randomization and blinding
This study is planned to follow a double-blinded method. 
Anaesthesiologists will not be involved in collect-
ing data, and participants will be unaware of the group 
assignments. Using the Microsoft Excel random number 
generator, the patients participating in the trial will be 
randomized into two groups at a ratio of 1:1. The enve-
lopes containing the number will be opened after the 
patients enter the operating room. Based on the random 
number, participants will be allocated to either group D 
or group C with equal probability. The outcome assessors 
and statisticians will not be involved in intraoperative 
management and will conduct outcome assessments and 
statistical analyses separately.

http://clinicaltrials.gov
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Study participants
We plan to recruit 96 patients who are scheduled to 
undergo lower extremity joint replacement surgery 
and determine eligible patients according to preoper-
ative visits. The study process is shown in Fig.  1. An 
approved informed consent form will be signed by 
patients participating in this study (Additional file 4).

Inclusion and exclusion criteria
The following are the inclusion criteria: (1) aged 60–80 
years, regardless of gender; (2) undergoing hip or knee 
replacement surgery under combined spinal-epidural 
anaesthesia; (3) American Society of Anesthesiologists 
(ASA) classification I– III; (4) first language is Chinese; 

Table 1  Standard Protocol Items: Recommendations for Interventional Trials (SPIRIT) Schedule for enrollment, interventions, and 
assessments
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and (5) sign the informed consent to participate in the 
trial.

The following exclusion criteria will be used: (1) refusal 
to be included in this study, (2) a history of spinal sur-
gery, (3) participation in other clinical trials in the past 
four weeks, (4) Mini-Mental State Examination scores < 
21, (5) use of tranquillizers or antidepressants, (6) severe 
hearing and vision impairment, (7) contraindications to 
anaesthesia and (8) cancellation of the operation.

Recruitment and informed consent
Elderly patients, who plan to undergo lower extrem-
ity joint replacement surgery, will be included in this 
study. This study received ethics committee approval 

from the Ethics Committee of Hebei General Hospital. 
Interested participants will receive a detailed explana-
tion from the designated doctors and then receive an 
informed consent form for participating in the clini-
cal trial and an informed consent form for collecting 
blood samples. Participants or their trustees or guard-
ians will sign an informed consent and can withdraw 
at any time during the trial. Informed consent and the 
baseline data of patients will be obtained before alloca-
tion. Additionally, they can contact the doctors on this 
team if they have health problems. During the clini-
cal trial, the researcher will report any serious adverse 
events to the director in charge at once, regardless of 
whether the event is related to the study drug.

Fig. 1  Consolidated Standards of Reporting Trials (CONSORT) diagram for this trial
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Intervention and anaesthesia regimen
Participants will not receive any special medications 
before surgery. Patients will undergo routine preopera-
tive preparations. On the day of the operation, a periph-
eral vein passage will be established for patients. After 
entering the operating room, the ECG monitor will be 
routinely connected to measure the ECG, pulse oxygen 
saturation and noninvasive blood pressure. Patients will 
be given combined spinal-epidural anaesthesia by the 
same anaesthesiologist to ensure the operation. After 
asking the patients to turn to the lateral position, we will 
select the puncture site between lumbar vertebrae 2 and 
3. After confirmation of a successful puncture, 3 ml of 
0.5% bupivacaine will be injected into the subarachnoid 
space; afterwards, an epidural catheter will be placed. If 
the level of intraoperative sensory block is inadequate, 
3–5 ml of 2% lidocaine will be added to the epidural 
catheter to maintain the sensory block level below T10 
according to the surgical process and clinical manifesta-
tions of the patient during the surgery. At the end of the 
surgery, the epidural catheter will be removed. Femoral 
nerve blocks will be used for postoperative analgesia.

In the experiment group (group D), patients will be 
intravenously infused with a loading dose of 0.5 μg/kg 
dexmedetomidine using a micropump for 10 min and 
then a maintenance dose of 0.5 μg/kg/h until 30 min 
before the end of the operation.

In the control group (group C), patients will be intra-
venously infused with a loading dose of 0.5 μg/kg normal 
saline using a micropump for 10 min and then a mainte-
nance dose of 0.5 μg/kg/h until 30 min before the end of 
the operation.

If the patient’s blood pressure drops to more than 20% 
of the basal blood pressure, 6 mg of ephedrine will be 
given intravenously each time, and if bradycardia occurs 
(25% reduction from baseline), 0.5 mg atropine will be 
injected. Patients with SpO2 < 90% requiring oxygen 
therapy, severe complications from preoperative comor-
bidities or failure of spinal anaesthesia will be excluded 
from this study.

Interventions, modifications, adherence and concomitant 
care
The assigned intervention will be stopped only in 
response to the participant’s request. We plan no modifi-
cation of the interventions during the trial. Adherence to 
interventions mainly refers to patient self-management 
adherence. No concomitant care or interventions are 
permitted during this trial.

Outcome assessment
The primary endpoint will be the incidence of POCD 
within 3 days postoperatively in orthopaedic patients. 

POCD will be evaluated using the Mini-Mental State 
Examination (MMSE), which is widely used in clinical 
and research settings to measure cognitive impairment 
[24]. The investigators will evaluate cognitive impair-
ment 1 day before surgery, as well as on the first and third 
postoperative days. A 2-point reduction in MMSE scores 
after surgery was regarded as POCD [25].

The secondary endpoints will include the specific bio-
chemical markers of brain injury in plasma, for example, 
S-100β protein levels, a related indicator of BBB disrup-
tion such as MMP9, and inflammatory factors, such as 
IL-17A and IL-10, will be detected by ELISA. qRT-PCR 
will be used to detect RORγt/Foxp3 mRNA to reflect 
the Th17/Treg balance. We will collect the 5 ml of the 
patients’ peripheral blood before the operation, at the 
end of the operation and the first day after the operation 
and save it for follow-up testing. In addition, second-
ary indicators will also include the operation duration, 
intraoperative blood loss, positioning of the patient, 
total amount of intraoperative epidural lidocaine, length 
of hospital stay and general conditions of the patients, 
such as age, sex, weight, education level and whether the 
patient has complications such as hypertension and dia-
betes before surgery. The occurrence of other events such 
as postoperative bleeding, infection and reoperation will 
be recorded simultaneously. The secondary results will 
be evaluated by the medical team. The length of hospi-
tal stay is calculated based on the number of days from 
the date of surgery to the date of discharge. The criteria 
for discharge will include stable vital signs, and no other 
complications after surgery.

Sample size
The PASS 15.0 software will be used to calculate the sam-
ple size. According to the previous study [3], we hypoth-
esized that the incidence of POCD in elderly patients 
undergoing lower extremity arthroplasty is 45%. In our 
pilot study, a total of 15 patients were included in group 
D, and 3 patients were diagnosed with POCD. On this 
basis, a sample size of 41 patients in each group will 
ensure a power of 0.80 to detect differences at the 0.05 
level of significance. Considering the dropout rate, 96 
patients will be included.

Data management
The data of all patients participating in this trial will be 
recorded in the case report form (CRF) of each patient. 
The patient’s participation in this trial must be recorded 
in the CRF, including the study number, subject num-
ber, subject information, informed consent and date 
of each visit. Source data should be archived in accord-
ance with the GCP guidelines. Based on the sponsor’s 
standard operating procedures, the data manager will 
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be responsible for data processing and checking the 
completeness and accuracy of data input. The database 
will be locked only after the quality assurance process is 
completed.

Statistical analysis
SPSS 24.0 (SPSS Inc.) will be used for statistical analysis. 
For variables not normally distributed, continuous data 
will be represented by the mean ± standard deviation 
(SD) or median (interquartile range (IQR)), and para-
metric or nonparametric t tests will be used for compari-
sons. Normally distributed data will be analysed using 
the Shapiro-Wilk test. Normally distributed data will be 
compared among the two groups using one-way ANOVA 
with LSD-t as the post hoc test. Categorical variables 
will be presented as proportions and analysed using the 
chi-square (or Fisher’s exact) test. Two-sided p values 
less than 0.05 will be considered statistically significant. 
Participants with missing primary or secondary outcome 
data will be excluded. Patients excluded after randomiza-
tion will be described descriptively.

Data collection methods and monitoring
Statistical professionals are responsible for developing 
statistical analysis plans in consultation with the princi-
pal investigators, establishing databases and using the 
SPSS statistical analysis system to perform the statistics. 
Comprehensive efficacy analysis was conducted accord-
ing to the programme set and efficacy indicators such as 
the complete analysis set, demographics and other base-
line characteristics. The results will be available to the 
public after publication.

Composition of the coordinating centre and trial steering 
committee
The coordinating centre consists of clinicians from the 
Department of Anaesthesiology and the Department of 
Orthopedics of Hebei General Hospital. The principal 
investigators will supervise this trial and be responsible 
for the medical responsibility of patients. The data man-
ager will collect the data carefully. The study coordina-
tor will register this trial and coordinate study visits and 
safety reporting. The surgeons will evaluate patients’ 
postoperative recovery. The study team will meet once a 
week. There is no trial steering committee (TSC) for this 
trial.

Composition of the data monitoring committee
A data monitoring committee will not be designed for 
this trial. However, the principal investigator will regu-
larly monitor the participants’ safety, the accuracy of 
data, and the conduct of the trial.

Safety evaluation
Adverse events (AEs) refer to the appearance or progres-
sion of any symptoms of discomfort, syndromes or dis-
eases that affect the health of the patients during clinical 
trials. Any indication of disease and/or organ toxicity and 
abnormalities requiring immediate treatment in clinical 
trials are considered AEs. In the process of research, the 
clinical manifestations, discovery time, severity, duration, 
measures taken, treatment results and any potential rela-
tionship between the drug and the AEs will be recorded 
by the study coordinator in detail.

Once AEs occur, the observing doctor should decide 
whether to stop the observation according to the situ-
ation and report the AEs to the ethics committee and 
the principal investigators. All adverse events should be 
tracked and recorded in detail until the individual’s prob-
lem is properly resolved or stabilized. Treatment will be 
started for patients with severe adverse events, and com-
pensation will be completed as soon as possible.

Validity and reliability
All data will be checked immediately after collection, and 
problems will be corrected by the researcher. All suspi-
cious data will be checked with reference to the origi-
nal data sources. Related statistical assumptions will be 
tested before conducting data analyses. All the variables 
will be compared between the groups at the beginning 
to guarantee equivalence. If there are any differences 
between the two groups at baseline for outcome vari-
ables, they will be controlled statistically in the analyses.

Discussion
POCD, a common postoperative complication, refers to a 
decline in nervous system function, which might eventu-
ally lead to permanent brain damage [26]. As mentioned 
earlier, a higher incidence of POCD has been confirmed 
in patients undergoing lower extremity joint replace-
ment surgery, but it remains hard to treat effectively. 
Researchers have proposed various hypotheses to reveal 
the mechanisms of POCD, including neuroinflammation, 
oxidative stress, autophagy disorder, impaired synaptic 
function and a lack of neurotrophic support [27]. How-
ever, the specific mechanism of POCD is still ambiguous.

Based on previous studies, surgery activates the host’s 
innate immune system, leading to peripheral inflam-
mation [28, 29]. Therefore, we note that the changes in 
patients’ immune function due to surgery and anaesthe-
sia may be an important factor affecting POCD. Treg 
cells, a special subset of T cells, play an important role 
in suppressing inflammation and inhibiting autoim-
mune processes [30] and appear to be an endogenous 
protective mechanism against brain inflammation after 
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ischaemic stroke [20]. Th17 cells, also a subset of CD4 T 
cells, are involved in the pathological process of various 
central inflammatory diseases [31, 32]. A study showed 
that Th17 cells played a major role in the pathogenesis of 
neurodegenerative diseases [33]. According to the above 
studies, the imbalance of Th17/Treg cells may activate 
the inflammatory response and promote the release of 
inflammatory factors, which results in the occurrence 
and development of POCD.

Impairment of cognitive function may also be attrib-
uted to disruption of the BBB [34, 35]. The major com-
ponents of the BBB include endothelial cells, astrocytes, 
pericytes and the extracellular matrix (ECM), which pro-
vide structural and functional support for the BBB. The 
ECM, one of the important components of the BBB, is 
destroyed by MMPs. MMP-9, an indicator of the dam-
age of BBB, plays a vital role in the disruption of the 
BBB, neutrophil infiltration and brain injury after ischae-
mia stroke [36]. After the breakdown of the BBB, a large 
number of immune cells enter the brain, thus beginning 
a vicious cycle that causes long-term brain damage and 
disruption of neurological function.

Fortunately, many reports showed that DEX might 
improve postoperative immune function in patients. 
Researchers have reported that DEX can maintain the 
Th1/Th2 balance to protect immune function [12]. 
According to a recent study [13], DEX could regulate the 
CD4/CD8 balance in patients undergoing hip arthro-
plasty to protect immune function. Additionally, one 
study confirmed that DEX alleviated cognitive impair-
ment by modulating Th1/Th2/Th17 polarization and 
reducing disruption of the BBB in a mouse experimen-
tal sepsis model [37]. Another study reported that Treg 
cells can alleviate the loss of BBB integrity after ischaemia 
stroke [20]. Here, we speculate that DEX could improve 
POCD by regulating the balance of Th17/Treg cells, 
which is associated with the protection of the BBB.

Limitations
This study has some limitations. First, clinical trials are 
conducted in a single centre with a relatively small sam-
ple size, and there may be a bias in the yield of enrolled 
participants. Second, the observation time of this study 
is short, and the cognitive function of the patients will 
be observed within 3 days after surgery. The long-term 
effect of DEX on the cognitive function of elderly ortho-
paedic patients remains to be further confirmed.

Conclusion
In general, this study may provide evidence of the effi-
cacy and safety of DEX on POCD in elderly orthopaedic 
patients, and the underlying mechanism may be related 
to the balance of Th17/Treg cells.

Trial status
The trial is ongoing and recruiting participants. This 
study protocol is version 1 made on February 1, 2022. 
Recruitment commenced in March 2022 at Hebei Gen-
eral Hospital and is expected to be completed in April 
2023.

Abbreviations
AEs	� Adverse events
BBB	� Blood-brain barrier
CRF	� Case report forms
DEX	� Dexmedetomidine
ECM	� Extracellular matrix
MMP9	� Matrix metalloproteinase 9
MMSE	� Mini-Mental State Examination
POCD	� Postoperative cognitive dysfunction
SPIRIT	� Standard Protocol Items: Recommendations for Interventional 

Trials

Supplementary Information
The online version contains supplementary material available at https://​doi.​
org/​10.​1186/​s13063-​023-​07110-9.

Additional file 1. SPIRIT Checklist for Trials.

Additional file 2. All items from the World Health Organization Trial 
Registration Data Set.

Additional file 3. CONSORT 2010 checklist of information to include 
when reporting a randomised trial*.

Additional file 4. Informed Consent Form.

Acknowledgements
Not applicable.

Authors’ contributions
WhZ and JlL contributed to the design of the study. WhZ and HhZ drafted the 
manuscript. JlL revised the manuscript. The authors have read and approved 
the final manuscript, and we have no plan to use professional writers.

Funding
The work was supported by the Key Research and Development Program of 
Hebei Province (Grant No. 19277714D); the funders had no role in the analyses 
and interpretation of the results or writing of the manuscript.

Availability of data and materials
The datasets used and/or analysed after completing the current study will be 
available from the corresponding author by reasonable request.

Declarations

Ethics approval and consent to participate
This trial was approved by Hebei General Hospital, China (ethics 
approval no.2019–48), and it was registered on Clini​calTr​ials.​gov (No. 
ChiCTR2200055802). Written informed consent will be obtained from all 
participants. All procedures in the study are in accordance with the Declara-
tion of Helsinki. The authors intend to publish the findings of the study in 
peer-reviewed journals.

Consent for publication
Not applicable.

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

https://doi.org/10.1186/s13063-023-07110-9
https://doi.org/10.1186/s13063-023-07110-9
http://clinicaltrials.gov


Page 8 of 9Zhao et al. Trials           (2023) 24:62 

Received: 3 September 2022   Accepted: 20 January 2023

References
	1.	 Duning T, Ilting-Reuke K, Beckhuis M, Oswald D. Postoperative delirium 

- treatment and prevention. Curr Opin Anaesthesiol. 2021;34(1):27–32. 
https://​doi.​org/​10.​1097/​aco.​00000​00000​000939.

	2.	 Yazit NAA, Juliana N, Das S, Teng N, Fahmy NM, Azmani S, et al. Associa-
tion of micro RNA and postoperative cognitive dysfunction: a review. 
Mini Rev Med Chem. 2020;20(17):1781–90. https://​doi.​org/​10.​2174/​
13895​57520​66620​06211​82717.

	3.	 Deo H, West G, Butcher C, Lewis P. The prevalence of cognitive dysfunc-
tion after conventional and computer-assisted total knee replacement. 
Knee. 2011;18(2):117–20. https://​doi.​org/​10.​1016/j.​knee.​2010.​03.​006.

	4.	 Ishizawa Y. Does preoperative cognitive optimization improve postop-
erative outcomes in the elderly? J Clin Med. 2022;11(2). https://​doi.​org/​
10.​3390/​jcm11​020445.

	5.	 Bozorgi H, Zamani M, Motaghi E, Eslami M. Dexmedetomidine as an 
analgesic agent with neuroprotective properties: experimental and 
clinical aspects. J Pain Palliat Care Pharmacother. 2021;35(3):215–25. 
https://​doi.​org/​10.​1080/​15360​288.​2021.​19142​80.

	6.	 Zhang Y, Gao Q, Wu Z, Xue H, Liu B, Zhao P. Dexmedetomidine 
promotes hippocampal neurogenesis and improves spatial learning 
and memory in neonatal rats. Drug Des Devel Ther. 2019;13:4439–49. 
https://​doi.​org/​10.​2147/​dddt.​S2282​20.

	7.	 Wang WX, Wu Q, Liang SS, Zhang XK, Hu Q, Chen QH, et al. Dexme-
detomidine promotes the recovery of neurogenesis in aged mouse 
with postoperative cognitive dysfunction. Neurosci Lett. 2018;677:110–
6. https://​doi.​org/​10.​1016/j.​neulet.​2018.​03.​043.

	8.	 Ge Y, Li Q, Nie Y, Gao J, Luo K, Fang X, et al. Dexmedetomidine improves 
cognition after carotid endarterectomy by inhibiting cerebral inflam-
mation and enhancing brain-derived neurotrophic factor expression. J 
Int Med Res. 2019;47(6):2471–82. https://​doi.​org/​10.​1177/​03000​60519​
843738.

	9.	 Suo L, Wang M. Dexmedetomidine facilitates the expression of nNOS 
in the hippocampus to alleviate surgery-induced neuroinflammation 
and cognitive dysfunction in aged rats. Exp Ther Med. 2021;22(3):1038. 
https://​doi.​org/​10.​3892/​etm.​2021.​10470.

	10.	 Deng F, Cai L, Zhou B, Zhou Z, Xu G. Whole transcriptome sequencing 
reveals dexmedetomidine-improves postoperative cognitive dysfunc-
tion in rats via modulating lncRNA. 3 Biotech. 2020;10(5):202. https://​
doi.​org/​10.​1007/​s13205-​020-​02190-9.

	11.	 Yang XH, Bai Q, Lv MM, Fu HG, Dong TL, Zhou Z. Effect of dexme-
detomidine on immune function of patients undergoing radical 
mastectomy: a double blind and placebo control study. Eur Rev Med 
Pharmacol Sci. 2017;21(5):1112–6.

	12.	 Wang Y, Xu X, Liu H, Ji F. Effects of dexmedetomidine on patients 
undergoing radical gastrectomy. J Surg Res. 2015;194(1):147–53. 
https://​doi.​org/​10.​1016/j.​jss.​2014.​10.​008.

	13.	 Xu Y, Du X. Application of dexmedetomidine-assisted intravertebral 
anesthesia in hip replacement and its influence on T-lymphocyte 
subsets. Exp Ther Med. 2020;20(2):1269–76. https://​doi.​org/​10.​3892/​
etm.​2020.​8869.

	14.	 Garrett-Sinha LA, John S, Gaffen SL. IL-17 and the Th17 lineage in sys-
temic lupus erythematosus. Curr Opin Rheumatol. 2008;20(5):519–25. 
https://​doi.​org/​10.​1097/​BOR.​0b013​e3283​04b6b5.

	15.	 Matusevicius D, Kivisäkk P, He B, Kostulas N, Ozenci V, Fredrikson S, et al. 
Interleukin-17 mRNA expression in blood and CSF mononuclear cells 
is augmented in multiple sclerosis. Mult Scler. 1999;5(2):101–4. https://​
doi.​org/​10.​1177/​13524​58599​00500​206.

	16.	 Tian A, Ma H, Cao X, Zhang R, Wang X, Wu B. Vitamin D improves cogni-
tive function and modulates Th17/T reg cell balance after hepatec-
tomy in mice. Inflammation. 2015;38(2):500–9. https://​doi.​org/​10.​1007/​
s10753-​014-​9956-4.

	17.	 Chen K, Sun Y, Dong W, Zhang T, Zhou N, Yu W, et al. Activated Alpha-
7nachr improves postoperative cognitive dysfunction and intestinal 
injury induced by cardiopulmonary bypass in rats: inhibition of the 
proinflammatory response through the Th17 immune response. Cell 

Physiol Biochem. 2018;46(3):1175–88. https://​doi.​org/​10.​1159/​00048​
9068.

	18.	 Dolati S, Ahmadi M, Khalili M, Taheraghdam AA, Siahmansouri H, Baba-
loo Z, et al. Peripheral Th17/Treg imbalance in elderly patients with 
ischemic stroke. Neurol Sci. 2018;39(4):647–54. https://​doi.​org/​10.​1007/​
s10072-​018-​3250-4.

	19.	 Chen C, Hu N, Wang J, Xu L, Jia XL, Fan X, et al. Umbilical cord 
mesenchymal stem cells promote neurological repair after trau-
matic brain injury through regulating Treg/Th17 balance. Brain Res. 
2022;1775:147711. https://​doi.​org/​10.​1016/j.​brain​res.​2021.​147711.

	20.	 Wu Y, Li J, Shou J, Zhang W, Chen C. Diverse functions and mechanisms 
of regulatory T cell in ischemic stroke. Exp Neurol. 2021;343:113782. 
https://​doi.​org/​10.​1016/j.​expne​urol.​2021.​113782.

	21.	 Ge J, Li R, Yuan P, Che B, Bu X, Shao H, et al. Serum tissue inhibitor 
of metalloproteinase-1 and risk of cognitive impairment after acute 
ischaemic stroke. J Cell Mol Med. 2020;24(13):7470–8. https://​doi.​org/​
10.​1111/​jcmm.​15369.

	22.	 Ribeiro VT, Cordeiro TME, Filha RDS, Perez LG, Caramelli P, Teixeira AL, 
et al. Circulating angiotensin-(1-7) is reduced in Alzheimer’s disease 
patients and correlates with white matter abnormalities: results from 
a pilot study. Front Neurosci. 2021;15:636754. https://​doi.​org/​10.​3389/​
fnins.​2021.​636754.

	23.	 Zhang NN, Sun L, Chen WT, Yang YL, Wu YM. Effects of edaravone on 
postoperative cognitive function in elderly patients undergoing hip 
joint replacement surgery: a randomized controlled trial. Int J Surg. 
2020;80:13–8. https://​doi.​org/​10.​1016/j.​ijsu.​2020.​05.​092.

	24.	 Mujawar S, Patil J, Chaudhari B, Saldanha D. Memory: neurobiological 
mechanisms and assessment. Ind Psychiatry J. 2021;30(Suppl 1):S311–
s314. https://​doi.​org/​10.​4103/​0972-​6748.​328839.

	25.	 Wei H, Huang JS, Zhao F, Xie ZQ, Xia ZY, Gan JH. Transcutaneous electri-
cal acupoint stimulation improves postoperative cognitive function 
in senior patients undergoing video-assisted thoracoscopic surgery: 
a randomized controlled trial. Chin J Integr Med. 2022;28(8):730–5. 
https://​doi.​org/​10.​1007/​s11655-​022-​3516-1.

	26.	 van Sinderen K, Schwarte LA, Schober P. Diagnostic criteria of postop-
erative cognitive dysfunction: a focused systematic review. Anesthesiol 
Res Pract. 2020;2020:7384394. https://​doi.​org/​10.​1155/​2020/​73843​94.

	27.	 Lin X, Chen Y, Zhang P, Chen G, Zhou Y, Yu X. The potential mechanism 
of postoperative cognitive dysfunction in older people. Exp Gerontol. 
2020;130:110791. https://​doi.​org/​10.​1016/j.​exger.​2019.​110791.

	28.	 Margraf A, Ludwig N, Zarbock A, Rossaint J. Systemic inflammatory 
response syndrome after surgery: mechanisms and protection. Anesth 
Analg. 2020;131(6):1693–707. https://​doi.​org/​10.​1213/​ane.​00000​00000​
005175.

	29.	 Yang T, Velagapudi R, Terrando N. Neuroinflammation after sur-
gery: from mechanisms to therapeutic targets. Nat Immunol. 
2020;21(11):1319–26. https://​doi.​org/​10.​1038/​s41590-​020-​00812-1.

	30.	 Savage PA, Klawon DEJ, Miller CH. Regulatory T cell development. 
Annu Rev Immunol. 2020;38:421–53. https://​doi.​org/​10.​1146/​annur​ev-​
immun​ol-​100219-​020937.

	31.	 Milovanovic J, Arsenijevic A, Stojanovic B, Kanjevac T, Arsenijevic D, 
Radosavljevic G, et al. Interleukin-17 in chronic inflammatory neuro-
logical diseases. Front Immunol. 2020;11:947. https://​doi.​org/​10.​3389/​
fimmu.​2020.​00947.

	32.	 Ghosh R, Mitra P, Kumar P, Goyal T, Sharma P. T helper cells in depres-
sion: central role of Th17 cells. Crit Rev Clin Lab Sci. 2022;59(1):19–39. 
https://​doi.​org/​10.​1080/​10408​363.​2021.​19655​35.

	33.	 Chen J, Liu X, Zhong Y. Interleukin-17A: the key cytokine in neurode-
generative diseases. Front Aging Neurosci. 2020;12:566922. https://​doi.​
org/​10.​3389/​fnagi.​2020.​566922.

	34.	 Hussain B, Fang C, Chang J. Blood-brain barrier breakdown: an emerg-
ing biomarker of cognitive impairment in normal aging and dementia. 
Front Neurosci. 2021;15:688090. https://​doi.​org/​10.​3389/​fnins.​2021.​
688090.

	35.	 Luo A, Li S, Wang X, Xie Z, Li S, Hua D. Cefazolin improves anesthesia 
and surgery-induced cognitive impairments by modulating blood-
brain barrier function, gut bacteria and short chain fatty acids. Front 
Aging Neurosci. 2021;13:748637. https://​doi.​org/​10.​3389/​fnagi.​2021.​
748637.

	36.	 Yang C, Lavayen BP, Liu L, Sanz BD, DeMars KM, Larochelle J, et al. 
Neurovascular protection by adropin in experimental ischemic stroke 

https://doi.org/10.1097/aco.0000000000000939
https://doi.org/10.2174/1389557520666200621182717
https://doi.org/10.2174/1389557520666200621182717
https://doi.org/10.1016/j.knee.2010.03.006
https://doi.org/10.3390/jcm11020445
https://doi.org/10.3390/jcm11020445
https://doi.org/10.1080/15360288.2021.1914280
https://doi.org/10.2147/dddt.S228220
https://doi.org/10.1016/j.neulet.2018.03.043
https://doi.org/10.1177/0300060519843738
https://doi.org/10.1177/0300060519843738
https://doi.org/10.3892/etm.2021.10470
https://doi.org/10.1007/s13205-020-02190-9
https://doi.org/10.1007/s13205-020-02190-9
https://doi.org/10.1016/j.jss.2014.10.008
https://doi.org/10.3892/etm.2020.8869
https://doi.org/10.3892/etm.2020.8869
https://doi.org/10.1097/BOR.0b013e328304b6b5
https://doi.org/10.1177/135245859900500206
https://doi.org/10.1177/135245859900500206
https://doi.org/10.1007/s10753-014-9956-4
https://doi.org/10.1007/s10753-014-9956-4
https://doi.org/10.1159/000489068
https://doi.org/10.1159/000489068
https://doi.org/10.1007/s10072-018-3250-4
https://doi.org/10.1007/s10072-018-3250-4
https://doi.org/10.1016/j.brainres.2021.147711
https://doi.org/10.1016/j.expneurol.2021.113782
https://doi.org/10.1111/jcmm.15369
https://doi.org/10.1111/jcmm.15369
https://doi.org/10.3389/fnins.2021.636754
https://doi.org/10.3389/fnins.2021.636754
https://doi.org/10.1016/j.ijsu.2020.05.092
https://doi.org/10.4103/0972-6748.328839
https://doi.org/10.1007/s11655-022-3516-1
https://doi.org/10.1155/2020/7384394
https://doi.org/10.1016/j.exger.2019.110791
https://doi.org/10.1213/ane.0000000000005175
https://doi.org/10.1213/ane.0000000000005175
https://doi.org/10.1038/s41590-020-00812-1
https://doi.org/10.1146/annurev-immunol-100219-020937
https://doi.org/10.1146/annurev-immunol-100219-020937
https://doi.org/10.3389/fimmu.2020.00947
https://doi.org/10.3389/fimmu.2020.00947
https://doi.org/10.1080/10408363.2021.1965535
https://doi.org/10.3389/fnagi.2020.566922
https://doi.org/10.3389/fnagi.2020.566922
https://doi.org/10.3389/fnins.2021.688090
https://doi.org/10.3389/fnins.2021.688090
https://doi.org/10.3389/fnagi.2021.748637
https://doi.org/10.3389/fnagi.2021.748637


Page 9 of 9Zhao et al. Trials           (2023) 24:62 	

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

through an endothelial nitric oxide synthase-dependent mechanism. 
Redox Biol. 2021;48:102197. https://​doi.​org/​10.​1016/j.​redox.​2021.​
102197.

	37.	 Tian M, Wang W, Wang K, Jin P, Lenahan C, Wang Y, et al. Dexmedetomi-
dine alleviates cognitive impairment by reducing blood-brain barrier 
interruption and neuroinflammation via regulating Th1/Th2/Th17 
polarization in an experimental sepsis model of mice. Int Immunop-
harmacol. 2021;101(Pt B):108332. https://​doi.​org/​10.​1016/j.​intimp.​2021.​
108332.

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

https://doi.org/10.1016/j.redox.2021.102197
https://doi.org/10.1016/j.redox.2021.102197
https://doi.org/10.1016/j.intimp.2021.108332
https://doi.org/10.1016/j.intimp.2021.108332

	Effect of dexmedetomidine on postoperative cognitive dysfunction in elderly patients undergoing orthopaedic surgery: study protocol for a randomized controlled trial
	Abstract 
	Aims 
	Background 
	Methodsdesign 
	Discussion 
	Trial registration 

	Background
	Methods
	Trial design
	Randomization and blinding
	Study participants
	Inclusion and exclusion criteria
	Recruitment and informed consent
	Intervention and anaesthesia regimen
	Interventions, modifications, adherence and concomitant care
	Outcome assessment
	Sample size
	Data management
	Statistical analysis
	Data collection methods and monitoring
	Composition of the coordinating centre and trial steering committee
	Composition of the data monitoring committee
	Safety evaluation
	Validity and reliability

	Discussion
	Limitations

	Conclusion
	Trial status
	Acknowledgements
	References


