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Abstract: Background: Propofol, ketamine, and sufentanil are the most commonly used anesthet-
ics during bronchoscopy, alone or in combination, for sedation. Esketamine is an s-enantiomer of
ketamine racemate and has both sedative and analgesic effects. Esketamine does not inhibit res-
piration and maintains hemodynamic stability. This study aims to compare the clinical efficacy of
esketamine/propofol with sufentanil/propofol for patients during bronchoscopy. Methods: Patients
undergoing bronchoscopy will be randomly assigned to receive either sufentanil/propofol (sufentanil
group; n = 33; sufentanil: 0.2 µg/kg) or esketamine/propofol (esketamine group; n = 33; esketamine:
0.2 mg/kg) for sedation and analgesia. Intraoperative clinical information, general anesthetic drug
dosage, the incidence of intraoperative hypoxemia, total time of hypoxemia, awakening time, delir-
ium, nausea and vomiting, adverse reactions, and patient satisfaction will be collected. Discussion:
Hypoxia has detrimental effects on patients with respiratory disease. Ameliorating hypoxemia
in patients undergoing bronchoscopy is critical. Our results will provide effective sedation with
esketamine in patients undergoing bronchoscopy. Trial registration: Chinese clinical trial registry:
ChiCTR2200058990.
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1. Background

Bronchoscopy has been an important tool in the evaluation and management of
respiratory disease for many years [1–3]. It is a complicated, highly stimulating, painful,
and irritating operation performed in patients with pulmonary disease, with a relatively
high risk of hypoxemia, coughing, wheezing, and dyspnea [4–6]. Intraprocedural sedation,
local anesthesia, and general anesthesia have been implemented to avoid such problems
in patients undergoing bronchoscopy [7–10]. Because any movement of the patient could
importantly affect the success of the bronchoscopy and because of the great suffering caused
to the patient, procedures are usually performed under deep sedation or even general
anesthesia.

The combination of propofol and an opioid is a usual anesthesia method during
bronchoscopy, despite known side effects such as hypoxemia, postoperative nausea and
vomiting, etc., especially for patients without airway devices [11,12]. Joskova et al. found
in animal experiments that pharmacodynamic interactions between propofol, sufentanil,
and midazolam via GABAA receptor-mediated interactions negatively affect ciliary beat
frequency in respiratory epithelial cells [13]. Analgesia and sedation are key for successfully
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performing bronchoscopy. Opioids may be preferred in combination with other sedative
medications to improve patient tolerance during bronchoscopy [14]. In addition to the
risk of respiratory depression, opioids have also been reported to cause acute exacerbation
of asthma [15]. The sedation used in bronchoscopy requires a rapid onset of action, a
short duration of action, rapid recovery, and few adverse effects. Minimizing these risks is
therefore an important objective in making sedation surgery safer.

Esketamine, the s-enantiomer of ketamine racemate, has a higher affinity for the
NMDA receptor than the r-enantiomer. Hengrui Medicine Co., Ltd. completed the pre-
clinical study of esketamine three years ago and received the clinical study approval from
the state food and drug administration [16]. Esketamine combines sedative and analgesic
functions. Additionally, its sympathomimetic properties counteract the hemodynamic
depression of propofol, thus reducing the risk of cardiovascular and respiratory depres-
sion. Due to the increased sympathetic tone, voluntary breathing and airway reflexes
are maintained and hypotension is uncommon. Low-dose esketamine not only reduces
opioid consumption but also stabilizes breathing, which is evidenced by Jonkman et al. [17].
They showed that esketamine countered respiratory depression by increasing remifentanil-
reduced ventilator CO2 chemosensitivity.

Esketamine also maintains intraoperative hemodynamic stability. Tu et al. found that
esketamine improved hemodynamics, reduced surgical stress and inflammatory response,
and promoted postoperative cognitive recovery compared to sufentanil [18]. Esketamine
is commonly used for bronchoscopy in children, which is beneficial for patient sedation
and reducing the incidence of delirium [19]. Esketamine relaxes bronchiolar muscles and
inhibits bronchial constriction due to histamines, thereby reducing tracheal and bronchial
muscle spasms.

Endoscopic treatment is now widely used as an effective method to diagnose or treat
lung diseases and mainly includes rigid or flexible bronchoscopes. These interventions are
high-risk and pose a great challenge to the anesthesiologist. How to establish an appropriate
gas exchange to sustain the patient and allow for a smooth operation is an issue to be
considered during anesthesia. In addition, reducing perioperative complications, such as
intraoperative hypoxemia, airway spasm, and choking, remains an important consideration
for the anesthesiologist. Many patients have hypoxia or symptoms of dyspnea before
bronchoscopy. In the experience with bronchoscopy at our hospital, we noticed that oxygen
saturation (SpO2) decreased in many patients who experienced general anesthesia without
intubation when undergoing bronchoscopy, despite continuous inspired oxygen.

Hypoxemia is the most frequent complication, and the risk in patients undergoing
this procedure is approximately 26–69.1%, due to the different choices of anesthesia and
inconsistent indicators for evaluating hypoxemia [12,20–25]. Many patients could not
tolerate a bronchoscopic procedure without sedation for anxiety and intense stimulation.
While the frequently reported regimens include an opioid/propofol combination, other
authors [26,27] have suggested that esketamine may be both safe and effective for short
surgery. Although previous studies on the safety and validity of esketamine in bron-
choscopy are scarce, several studies have demonstrated the effectiveness of ketamine in
bronchoscopy, especially for pediatric patients [28,29]. Low-dose intravenous ketamine
reduces perioperative opioid use and may provide postoperative analgesia for patients [30].
So far, there is only limited evidence on whether esketamine can decrease the incidence
of hypoxemia and improve anesthetic outcomes in patients undergoing bronchoscopy
compared with sufentanil or even enhance recovery after surgery.

Data from prospective randomized trials on the effects of esketamine- and sufentanil-
assisted general anesthesia on anesthetic awakening are scarce. There is still little evi-
dence of combined esketamine/propofol in bronchoscopy, and it is still open to discussion
whether esketamine or sufentanil could reduce the incidence of intraoperative hypoxemia.
In our hospital, bronchoscopy has been performed under local anesthesia or sedation with
propofol combined with sufentanil by anesthesiologists. On this account, we conducted a
randomized controlled trial in this high-risk population to investigate whether opioid-free
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anesthesia could reduce perioperative hypoxemia. The current study aims to evaluate
the efficacy and safety of esketamine/propofol compared with the sufentanil/propofol
regimen. We hypothesized that the use of esketamine in patients undergoing flexible
bronchoscopy would result in a lower incidence of hypoxemia than standard sufentanil
methods.

2. Methods/Design
2.1. Trial Design

We prepared the study, including ethics approval and pilot testing, which lasted about
3 months. Formal subject recruitment began on 9 March 2022 and is anticipated to be
completed by 30 August.

The study is being conducted in Beijing Chao-Yang Hospital, Capital Medical Uni-
versity. The study is designed as a prospective, randomized, controlled, single-trial that
includes 66 patients undergoing flexible bronchoscopy and is reported following the Stan-
dard Protocol Items: Recommendations for Interventional Trials (SPIRIT) statement [31].
Ethics approval was obtained from the Ethics Committee of the Beijing Chao-Yang Hospital,
Capital Medical University on 8 March 2022. The study will be performed following the
Declaration of Helsinki [32] and is registered in the clinical trials (22 April 2022, 2022;
Clinical Trial: ChiCTR2200058990). Written informed consent is obtained from all partic-
ipants who meet the inclusion criteria. The present study meets the requirements of the
Consolidated Standards for Trial Reporting (CONSORT) checklist. This study is based on a
flowchart (Figure 1). Randomization is performed using the Randomization online version
software (Table 1).
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Table 1. Flow chart of the study. PACU, postanesthesia care unit; POD, postoperative day; CAM, the
Confusion Assessment Method; PONV, postoperative nausea and vomiting. “×” means perfoming
in that time.

Items Visit 1 Visit 2 Visit 3 Visit 4 Visit 5

Time One day before
bronchoscoy

Morning of
bronchoscopy

During
bronchoscopy PACU POD1

Eligiblility screen ×
Medical history and
medication history ×

Surgery history ×
Physical examination ×
Inclusion/exclusion

criteria × ×

Informed consent ×
Randomization ×
Demographics × ×

Hemodynamic variables × ×
Study drug × ×

Outcome indicators × × ×
CAM × ×

Aldrete ×
PONV × ×

Adverse events × × ×
Patient satisfaction ×

Potential participants undergoing bronchoscopy are screened for eligibility criteria.
All enrolled patients are randomly divided into either the esketamine (Jiangsu Hengrui
Pharmaceutical Co., Lianyungang, China) group or the sufentanil (Yichang Humanwell
Pharmaceutical Co., Ltd., Yichang, China) group at a 1:1 ratio. We divide the patients into
the esketamine group (receives esketamine/propofol sedation) or the sufentanil group
(receives propofol/sufentanil sedation) during bronchoscopy. Standard deep sedation
with propofol (Fresenius Kabi AB, Rapsgatan 7,751 74 Uppsala, Sweden) target-controlled
infusion (TCI) is provided by an anesthesiologist in both groups.

2.2. Recruitment and Eligibility Criteria

A special researcher assesses patient eligibility one day before bronchoscopy. The
eligible patient, according to the inclusion and exclusion criteria, who agrees to participate
in this study is enrolled and randomly assigned to receive either esketamine/propofol-
or sufentanil/propofol-based intravenous sedation. The research is canceled in situa-
tions where there are patients with serious cardiovascular accidents or who die in the
perioperative period.

2.3. Inclusion Criteria

1. Aged 18 years or older at the time of participation.
2. Planning for elective bronchoscopy under general anesthesia without intubation.
3. American Society of Anesthesiologists (ASA) classification I–III.

2.4. Exclusion Criteria

1. Less than 18 years old at the time of participation.
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2. SpO2 less than 90% after preoperative oxygenation.
3. History of depression or taking antidepressants.
4. History of neuropsychiatric disorders or drug abuse.
5. Inability to cooperate with the scale assessment.
6. Abnormal liver and kidney function.
7. History of hyperthyroidism.
8. Serious adverse reactions such as cardiac arrest and cardiopulmonary resuscitation

during bronchoscopy.
9. Severe hypertension, intraocular pressure, or intracranial pressure.
10. A history of allergy to the study drugs or to eggs or soybeans.

2.5. Randomization and Blinding

Patients are randomly allocated to the esketamine group or the sufentanil group. A
computer-generated randomization schedule is conducted to randomly assign included
patients in a 1:1 ratio to reach double-blind treatment with either esketamine or sufentanil.
Randomly permuted blocks are used for randomizing and are performed by a trained
nurse who specializes in research. The nurse will utilize sealed opaque envelopes to reveal
the treatment group on the morning of the operation. Esketamine and sufentanil are both
colorless and transparent with 1 mL each. The esketamine or sufentanil is diluted to
10 mL with 0.9% saline by an anesthesia nurse on the day of bronchoscopy. The patients,
anesthesiologists, investigators, those assessing the outcomes, and those analyzing the data
are blind to the treatment assignment.

2.6. Bronchoscopic Procedures

Indication for bronchoscopy includes infection, lung cancer, hemoptysis, interstitial
lung disease, and others. The specific type of bronchoscopic procedures is determined by
the respiratory surgeon, mainly according to the patient’s diagnosis, preoperative CT scan
of the lesion location, size, cancer stage, etc. The types of procedures include inspection with
bronchoscopic biopsy, inspection with bronchoalveolar lavage (BAL), bronchial washings,
transbronchial lung biopsy (TBLB), conventional transbronchial needle aspiration (TBNA),
endobronchial biopsy (EBB), and inspection only.

2.7. Anesthetic Management

Bronchoscopy is performed in the outpatient bronchoscopy room. All patients fast
from food and water for 8 h before bronchoscopy. Preoxygenation is applied 5 min before
anesthesia induction. General anesthesia is performed by anesthesiologists. All patients are
monitored by noninvasive blood pressure, electrocardiography, and pulse oximetry and
infused with 500 mL NaCl 0.9% at the rate of 250 mL/h. All patients receive oxygen admin-
istration (3–6 L/min via a nasal cannula) during the bronchoscopy. After preoxygenation
with 100% oxygen, sufentanil (0.2 µg/kg) and propofol (1.5–2.5 mg/kg) are administered
during the induction of anesthesia in the sufentanil group or propofol (1.5–2.5 mg/kg) and
esketamine (0.2 mg/kg) in the esketamine group. Endoscopic examination starts after the
patient has no obvious physical activity and the eyelash reflex has disappeared. Simultane-
ously, general anesthesia is maintained with propofol at a dose of 4–12 mg kg−1 h−1. The
surgeon injects 5 mL of 2% lidocaine (Tianjin Jinyao Pharmaceutical Co., Tianjin, China)
through the tracheoscope into the trachea after the tracheoscope enters the glottis. An
amount of 0.5 mg/kg propofol will be added if the swallowing reflex, obvious body motion,
or choking response is observed. For patients undergoing transient episodes of SpO2 below
90%, high fresh oxygen will be used first to obtain sufficient ventilation and to compensate
for airway leaks. If this does not work, we will give the patient mandibular support. If none
of these works, we will ask the performer to remove the placed bronchoscope and ventilate
the patient for a few minutes until the SpO2 rises above 95% and then restart the procedure.
In this study, it takes approximately 20 min to perform a bronchoscopy examination, and
no additional muscle relaxants or tracheal intubation will be added. Intraoperative vaso-
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pressors will be administered to maintain mean arterial blood pressure within 20% of the
baseline measurement. Propofol is discontinued at the end of the procedure.

Heart rate (HR), SpO2, and noninvasive blood pressure (NIBP) are measured by an
independent, blinded observer who collects research data at 3 min intervals. Patients are
moved to the postanesthesia care unit (PACU) with oxygen support to maintain the oxygen
saturation above 92%. Patients will be transferred to the PACU for Aldrete, delirium, and
postoperative nausea and vomiting (PONV) assessment after awakening. The modified
Aldrete score is used to assess the recovery from anesthesia and the return of psychotomo-
toric fitness. This validated assessment consists of 5 aspects (activity, respiration, blood
pressure, consciousness, and SpO2), with a total score of 10. The clinical data on preopera-
tive diagnosis, type of combined lung disease and blood gas, duration of bronchoscopy,
and length of hospital stay are extracted from the medical record.

Safety will be assessed by interview and adverse event (AE) monitoring. All adverse
events occurring during the whole study are recorded. Further follow-up is also necessary
if there are clinical abnormalities.

2.8. Study Outcome

The demographic information and the primary and secondary outcomes are collected
and are listed in Table 1. Table 2 provides an overview of the primary and secondary
indicators, including a description of the time points for each indicator.

Table 2. Definitions of the multiple outcomes included in this study protocol. SpO2, oxygen satura-
tion; PONV, postoperative nausea and vomiting.

Outcome Definition Instrumental/Tool

Incidence of intraoperative hypoxemia The rate of SpO2 < 90% lasts for 30 s
during the bronchoscopy. SpO2

Hemodynamic stability and safety

Cardiovascular adverse events such as
hypotension or bradycardia, which will

be measured as a change >25% from
baseline and/or necessitating an

intervention.

Non-invasive blood pressure and
electrocardiogram

Awakening time Time from end of bronchoscopy to
Aldrete score of 9. Aldrete

Severe intraoperative hypoxemia SpO2 < 75% at any time during the
bronchoscopy. SpO2

Total duration of intraoperative
hypoxemia

Total duration of SpO2 < 90% during the
bronchoscopy. SpO2

PONV The severity of PONV (none, mild,
moderate, and severe). Likert scale

Delirium To evaluation of a patient’s delirium
status within 3 days after bronchoscopy. The Confusion Assessment Method

Adverse events
Accidental or adverse reactions to

sedatives that threaten or cause patient
injury or discomfort

World SIVA International Sedation Task
Force Tool

Patient satisfaction
Patient satisfaction with the procedure

experience (very unsatisfied, unsatisfied,
satisfied, very satisfied)

Likert scale

2.9. Primary Objective

The primary endpoint of the study—the effect of esketamine versus sufentanil on the
incidence of intraoperative hypoxemia—is the rate of SpO2 < 90 lasting for the 30 s during
the bronchoscopy.
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2.10. Secondary Objectives

Hemodynamic stability and safety (cardiovascular adverse events such as hypotension
or bradycardia, which are measured as a change >25% from baseline and/or necessitating
an intervention).

Time from end of bronchoscopy to Aldrete score of 9 (quality of awakening). This is
defined as the time for a patient to return to full consciousness from sedation (Aldrete score
of 9) after drug administration ceases, which should be accurate on a minute time scale).

Severe intraoperative hypoxemia (SpO2 < 75% at any time).
The total duration of intraoperative hypoxemia (total duration of SpO2 < 90%).
Incidence and score of PONV at the end of the operation and 1 day after the operation

(Likert scale, classified as none, mild, moderate, and severe) [33].
Incidence of delirium within 3 days after bronchoscopy (to the evaluation of a patient’s

delirium status and assessment by The Confusion Assessment Method (CAM)).
Incidence of postoperative fever.
Patient satisfaction (one day after the procedure patients will be visited to assess post-

procedural satisfaction using the world SIVA International Sedation Task Force Tool [34].
(0 = very unsatisfied, 1 = unsatisfied, 2 = satisfied, 3 = very satisfied).

Propofol dosage in both groups.
The examination time.
The types of procedures.

2.11. Sample Size Determination

Due to a lack of data from the literature, we were not able to estimate the differences
between the three experimental conditions, which are necessary to calculate the sample
size for a within-subject design. The sample size planned for this trial was based on the
results of a pilot series preceding this research and on clinical judgment. The required
sample size was calculated for the primary outcome and the incidence of perioperative
hypoxemia. In our pre-experiment, the incidence of intraoperative hypoxemia was about
64% in the sufentanil group and 30% in the esketamine group. Given the 10% drop-out
rate, the randomization of 33 individuals to each treatment group was required to achieve
a level of significance and study power of 5% and 80%, respectively [35].

3. Statistical Analyses
3.1. Baseline Analyses

Continuous variables will be analyzed with the Wilcoxon rank-sum test. Normally
distributed data will be assessed by Student’s t-test. Categorical data will be assessed using
the Fisher’s exact test or χ2 test, and risk estimates will be calculated with the odds ratio
and 95% confidence intervals (CIs). Data will be presented by mean (standard deviation),
median (interquartile range [IQR]), or number (%). Patients with sedation protocol viola-
tions or who had serious cardiovascular accidents or who died in the perioperative period
or cases that unavoidably required tracheal intubation or had unperformed examinations
will be excluded from the final analysis.

3.2. Primary Outcome Analysis

The primary outcome of our analysis is the incidence of intraoperative hypoxemia.
The comparisons in hypoxemia incidence between the two groups will be evaluated with
an χ2 test, and 95% CIs will be calculated for the difference in hypoxemia incidence.

3.3. Priori Subgroup Analyses

Known confounders have an impact on hypoxemia; therefore, subgroup analysis will
be performed by comparing the main results for pre-defined subgroups. These include the
preoperative pulmonary function test (mild vs. moderate or severe) and the preoperative
partial pressure of oxygen (<80 vs. ≥80 mmHg), to eliminate the impact of these factors on
hypoxemia.
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3.4. Secondary Outcome Analysis

For secondary outcome analyses, the χ2 test or the Fisher exact test will be used for
categorical variables, including the incidence of intraoperative hypotension or bradycar-
dia, severe intraoperative hypoxemia rate, PONV, delirium, or postoperative fever. The
Student’s t-test or the nonparametric test will be used for the awakening time, the total
duration of intraoperative hypoxemia, and patient satisfaction.

Two-sided p values < 0.05 will be considered statistically significant. All statistical
analyses will be performed using SPSS Statistics 26.0 and GraphPad Prism 7.

4. Discussion

Our trial aims to compare the effect of esketamine/propofol versus sufentanil/propofol
on the incidence of hypoxemia in patients undergoing bronchoscopy, thereby providing a
better safety and satisfaction plan during bronchoscopy. Given the rise in interventional
therapy, bronchoscopy under general anesthesia may become more frequent in the com-
ing future, and this research may provide a safe anesthesia management option for its
implementation.
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and follow-up: X.H., P.A. and Y.S.; data analysis: C.W. and A.W.; manuscript preparation: X.H. and
P.A.; manuscript review and submission: X.H., P.A., Y.S. and A.W. All authors have read and agreed
to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Ethics approval was obtained from the Ethics Committee
of the Beijing Chao-Yang Hospital, Capital Medical University on 7 March 2022, approval number
2022–ke–60.

Informed Consent Statement: The informed consent form, including consent for publication, will
be signed.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

Abbreviations

SpO2: oxygen saturation; SPIRIT: Standard Protocol Items: Recommendations for Interventional
Trials; CONSORT: Consolidated Standards for Trial Reporting; TCI: target-controlled infusion; ASA:
American Society of Anesthesiologists; PONV: postoperative nausea and vomiting; AE: adverse
event; CAM: Confusion Assessment Method; CIs: confidence intervals.

References
1. Haas, A.R.; Vachani, A.; Sterman, D.H. Advances in Diagnostic Bronchoscopy. Am. J. Respir. Crit. Care Med. 2010, 182, 589–597.

[CrossRef] [PubMed]
2. Criner, G.J.; Eberhardt, R.; Fernandez-Bussy, S.; Gompelmann, D.; Maldonado, F.; Patel, N.; Shah, P.L.; Slebos, D.-J.; Valipour, A.;

Wahidi, M.M.; et al. Interventional Bronchoscopy. Am. J. Respir. Crit. Care Med. 2020, 202, 29–50. [CrossRef] [PubMed]
3. Casal, R.F.; Ost, D.E.; Eapen, G.A. Flexible Bronchoscopy. Clin. Chest Med. 2013, 34, 341–352. [CrossRef] [PubMed]
4. Li, J.-J.; Li, N.; Ma, W.-J.; Bao, M.-X.; Chen, Z.-Y.; Ding, Z.-N. Safety application of muscle relaxants and the traditional low-

frequency ventilation during the flexible or rigid bronchoscopy in patients with central airway obstruction: A retrospective
observational study. BMC Anesthesiol. 2021, 21, 106. [CrossRef] [PubMed]

5. Rezaiguia-Delclaux, S.; Laverdure, F.; Kortchinsky, T.; Lemasle, L.; Imbert, A.; Stéphan, F. Fiber optic bronchoscopy and
remifentanil target-controlled infusion in critically ill patients with acute hypoxaemic respiratory failure: A descriptive study.
Anaesth. Crit. Care Pain Med. 2017, 36, 273–277. [CrossRef] [PubMed]

6. Li, X.; Wang, X.; Jin, S.; Zhang, D.; Li, Y. The safety and efficacy of dexmedetomidine-remifentanil in children undergoing flexible
bronchoscopy: A retrospective dose-finding trial. Medicine 2017, 96, e6383. [CrossRef]

7. Londino, A.V.; Jagannathan, N. Anesthesia in Diagnostic and Therapeutic Pediatric Bronchoscopy. Otolaryngol. Clin. North Am.
2019, 52, 1037–1048. [CrossRef]

http://doi.org/10.1164/rccm.201002-0186CI
http://www.ncbi.nlm.nih.gov/pubmed/20378726
http://doi.org/10.1164/rccm.201907-1292SO
http://www.ncbi.nlm.nih.gov/pubmed/32023078
http://doi.org/10.1016/j.ccm.2013.03.001
http://www.ncbi.nlm.nih.gov/pubmed/23993807
http://doi.org/10.1186/s12871-021-01321-w
http://www.ncbi.nlm.nih.gov/pubmed/33823804
http://doi.org/10.1016/j.accpm.2016.07.004
http://www.ncbi.nlm.nih.gov/pubmed/27867133
http://doi.org/10.1097/MD.0000000000006383
http://doi.org/10.1016/j.otc.2019.08.005


J. Clin. Med. 2022, 11, 4587 9 of 10

8. Sarkiss, M. Anesthesia for bronchoscopy and interventional pulmonology: From moderate sedation to jet ventilation. Curr. Opin.
Pulm. Med. 2011, 17, 274–278. [CrossRef]

9. de Lima, A.; Kheir, F.; Majid, A.; Pawlowski, J. Anesthesia for interventional pulmonology procedures: A review of advanced
diagnostic and therapeutic bronchoscopy. Anesthésie pour procédures interventionnelles en pneumologie: Revue des implications
de la bronchoscopie avancée à buts diagnostique et thérapeutique. Can. J. Anaesth. 2018, 65, 822–836. [CrossRef]

10. Jose, R.J.P.; Shaefi, S.; Navani, N. Anesthesia for bronchoscopy. Curr. Opin. Anaesthesiol. 2014, 27, 453–457. [CrossRef]
11. Gunathilaka, P.K.G.; Jat, K.R.; Sankar, J.; Lodha, R.; Kabra, S.K. Propofol versus Fentanyl for Sedation in Pediatric Bronchoscopy:

A Randomized Controlled Trial. Indian Pediatr. 2019, 56, 1011–1016. [CrossRef] [PubMed]
12. Zha, B.; Wu, Z.; Xie, P.; Xiong, H.; Xu, L.; Wei, H. Supraglottic jet oxygenation and ventilation reduces desaturation during

bronchoscopy under moderate to deep sedation with propofol and remifentanil: A randomised controlled clinical trial. Eur. J.
Anaesthesiol. 2020, 38, 294–301. [CrossRef] [PubMed]

13. Joskova, M.; Durdik, P.; Sutovska, M.; Grendar, M.; Koniar, D.; Hargas, L.; Banovcin, P.; Franova, S. Negative impact of anesthesia
with midazolam, sufentanil, and propofol used in pediatric flexible bronchoscopy on the tracheal ciliary beat frequency in guinea
pigs. J. Pharmacol. Sci. 2020, 142, 165–171. [CrossRef]

14. Du Rand, I.A.; Blaikley, J.; Booton, R.; Chaudhuri, N.; Gupta, V.; Khalid, S.; Mandal, S.; Martin, J.; Mills, J.; Navani, N.; et al.
British Thoracic Society guideline for diagnostic flexible bronchoscopy in adults: Accredited by NICE. Thorax 2013, 68, i1–i44.
[CrossRef]

15. Parmar, M.S. Exacerbation of asthma secondary to fentanyl transdermal patch. BMJ Case Rep. 2009, 2009, bcr1020081062.
[CrossRef] [PubMed]

16. Wang, J.; Huang, J.; Yang, S.; Cui, C.; Ye, L.; Wang, S.-Y.; Yang, G.-P.; Pei, Q. Pharmacokinetics and Safety of Esketamine in Chinese
Patients Undergoing Painless Gastroscopy in Comparison with Ketamine: A Randomized, Open-Label Clinical Study. Drug Des.
Dev. Ther. 2019, 13, 4135–4144. [CrossRef] [PubMed]

17. Jonkman, K.; van Rijnsoever, E.; Olofsen, E.; Aarts, L.; Sarton, E.; van Velzen, M.; Niesters, M.; Dahan, A. Esketamine counters
opioid-induced respiratory depression. Br. J. Anaesth. 2018, 120, 1117–1127. [CrossRef]

18. Tu, W.; Yuan, H.; Zhang, S.; Lu, F.; Yin, L.; Chen, C.; Li, J. Influence of anesthetic induction of propofol combined with esketamine
on perioperative stress and inflammatory responses and postoperative cognition of elderly surgical patients. Am J Transl Res.
2021, 13, 1701–1709.

19. Ozturk, T.; Acıkel, A.; Yılmaz, O.; Topçu, I.; Çevıkkalp, E.; Yuksel, H. Effects of low-dose propofol vs ketamine on emergence
cough in children undergoing flexible bronchoscopy with sevoflurane-remifentanil anesthesia: A randomized, double-blind,
placebo-controlled trial. J. Clin. Anesth. 2016, 35, 90–95. [CrossRef]

20. Zhou, C.; Hu, T.; Fu, J.; Zhao, X.; Liu, H.; Guo, H.; Zhang, Y.; Pei, H.; Song, S. Ultrasound-guided superior laryngeal nerve
block can reduce coughing scores, decrease the incidence of hypoxemia, and shorten examination times during bronchoscopy: A
randomized controlled trial. J. Clin. Anesth. 2020, 63, 109759. [CrossRef]

21. Hsieh, C.-H.; Lin, T.-Y.; Wang, T.-Y.; Kuo, C.-H.; Lin, S.-M.; Kuo, H.-P.; Lo, Y.-L. The safety and efficacy of alfentanil-based
induction in bronchoscopy sedation: A randomized, double-blind, controlled trial. Medicine 2016, 95, e5101. [CrossRef]

22. Nong, L.; Liang, W.; Yu, Y.; Xi, Y.; Liu, D.; Zhang, J.; Zhou, J.; Yang, C.; He, W.; Liu, X.; et al. Noninvasive ventilation support
during fiberoptic bronchoscopy-guided nasotracheal intubation effectively prevents severe hypoxemia. J. Crit. Care 2019, 56,
12–17. [CrossRef] [PubMed]

23. Lin, T.-Y.; Fang, Y.-F.; Huang, S.-H.; Wang, T.-Y.; Kuo, C.-H.; Wu, H.-T.; Kuo, H.-P.; Lo, Y.-L. Capnography monitoring the
hypoventilation during the induction of bronchoscopic sedation: A randomized controlled trial. Sci. Rep. 2017, 7, 8685. [CrossRef]

24. Milman, N.; Faurschou, P.; Grode, G.; Jørgensen, A. Pulse Oximetry during Fibreoptic Bronchoscopy in Local Anaesthesia:
Frequency of Hypoxaemia and Effect of Oxygen Supplementation. Respiration 1994, 61, 342–347. [CrossRef] [PubMed]

25. Sharluyan, A.; Osona, B.; Frontera, G.; Brandstrup, K.B.; Figuerola, J.; Sanz-Ruiz, I.; Salas, A.; Garrido, B.; Eva, C.; Fernandez, A.;
et al. High flow nasal cannula versus standard low flow nasal oxygen during flexible bronchoscopy in children: A randomized
controlled trial. Pediatr. Pulmonol. 2021, 56, 4001–4010. [CrossRef] [PubMed]

26. Yang, H.; Zhao, Q.; Chen, H.; Liu, W.; Ding, T.; Yang, B.; Song, J. The median effective concentration of propofol with different
doses of esketamine during gastrointestinal endoscopy in elderly patients: A randomized controlled trial. Br. J. Clin. Pharmacol.
2021, 88, 1279–1287. [CrossRef] [PubMed]

27. Eberl, S.; Koers, L.; Van Hooft, J.; De Jong, E.; Hermanides, J.; Hollmann, M.W.; Preckel, B. The effectiveness of a low-dose
esketamine versus an alfentanil adjunct to propofol sedation during endoscopic retrograde cholangiopancreatography: A
randomised controlled multicentre trial. Eur. J. Anaesthesiol. 2020, 37, 394–401. [CrossRef]

28. Berkenbosch, J.W.; Graff, G.R.; Stark, J.M. Safety and Efficacy of Ketamine Sedation for Infant Flexible Fiberoptic Bronchoscopy.
Chest 2004, 125, 1132–1137. [CrossRef]

29. Bakan, M.; Topuz, U.; Umutoglu, T.; Gundogdu, G.; Ilce, Z.; Elicevik, M.; Kaya, G. Remifentanil-based total intravenous anesthesia
for pediatric rigid bronchoscopy: Comparison of adjuvant propofol and ketamine. Clinics 2014, 69, 372–377. [CrossRef]

30. Wang, X.; Lin, C.; Lan, L.; Liu, J. Perioperative intravenous S-ketamine for acute postoperative pain in adults: A systematic review
and meta-analysis. J. Clin. Anesth. 2020, 68, 110071. [CrossRef]

http://doi.org/10.1097/MCP.0b013e3283471227
http://doi.org/10.1007/s12630-018-1121-3
http://doi.org/10.1097/ACO.0000000000000087
http://doi.org/10.1007/s13312-019-1681-5
http://www.ncbi.nlm.nih.gov/pubmed/31884429
http://doi.org/10.1097/EJA.0000000000001401
http://www.ncbi.nlm.nih.gov/pubmed/33234777
http://doi.org/10.1016/j.jphs.2020.01.005
http://doi.org/10.1136/thoraxjnl-2013-203618
http://doi.org/10.1136/bcr.10.2008.1062
http://www.ncbi.nlm.nih.gov/pubmed/21686475
http://doi.org/10.2147/DDDT.S224553
http://www.ncbi.nlm.nih.gov/pubmed/31827320
http://doi.org/10.1016/j.bja.2018.02.021
http://doi.org/10.1016/j.jclinane.2016.06.025
http://doi.org/10.1016/j.jclinane.2020.109759
http://doi.org/10.1097/MD.0000000000005101
http://doi.org/10.1016/j.jcrc.2019.10.017
http://www.ncbi.nlm.nih.gov/pubmed/31785505
http://doi.org/10.1038/s41598-017-09082-8
http://doi.org/10.1159/000196366
http://www.ncbi.nlm.nih.gov/pubmed/7824815
http://doi.org/10.1002/ppul.25655
http://www.ncbi.nlm.nih.gov/pubmed/34506689
http://doi.org/10.1111/bcp.15072
http://www.ncbi.nlm.nih.gov/pubmed/34496448
http://doi.org/10.1097/EJA.0000000000001134
http://doi.org/10.1378/chest.125.3.1132
http://doi.org/10.6061/clinics/2014(06)01
http://doi.org/10.1016/j.jclinane.2020.110071


J. Clin. Med. 2022, 11, 4587 10 of 10

31. Chan, A.-W.; Tetzlaff, J.M.; Altman, D.G.; Laupacis, A.; Gøtzsche, P.C.; Krleža-Jerić, K.; Hróbjartsson, A.; Mann, H.; Dickersin,
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