Drug Design, Development and Therapy DIOVGPI‘CSS
Taylor & Francis Group

ORIGINAL RESEARCH

The Median Effective Dose of Ciprofol Combined
with Sufentanil for Inhibiting Responses to
Gastroscope Insertion in Obese Patients:

A Prospective, Single-Center Study

Zhouya Xue"?*, Xiang Liu"**, Weisheng Qian', Nan Yang', Yongyi Pan', Yong Zhou', Wei Jiang',
Feng Li', Bin QianI

'Department of Anesthesiology, The First People’s Hospital of Yancheng, The Yancheng Clinical College of Xuzhou Medical University, Yancheng,
Jiangsu, People’s Republic of China; Jiangsu Province Key Laboratory of Anesthesiology, Jiangsu Province Key Laboratory of Anesthesia and Analgesia
Application Technology, NMPA Key Laboratory for Research and Evaluation of Narcotic and Psychotropic Drugs, Xuzhou Medical University, Xuzhou,
Jiangsu, People’s Republic of China

*These authors contributed equally to this work

Correspondence: Feng Li; Bin Qian, Department of Anesthesiology, The First People’s Hospital of Yancheng, No. 166 West Yulong Road, Yancheng,
Jiangsu, 224001, People’s Republic of China, Email 1226637852@qq.com; gbmzk | 9@sina.com

Background: Ciprofol, a recently developed intravenous anesthetic, whereas sufentanil is a widely used adjuvant for gastroentero-
scopy sedation. The recommended dosage of ciprofol for obese patients remains unclear. Our study aimed to determine the median
effective dose (EDsg) of ciprofol in combination with sufentanil for obese patients undergoing gastroscopy sedation.

Methods: A total of 70 patients undergoing painless gastroscopy from July 2024 to September 2024 were recruited. Patients were
assigned to the obese group (body mass index [BMI]>28 kg/m?, n=34) and non-obese group (18.5 kg/m> <BMI<24 kg/m?, n=36). All
patients received 0.1 pg/kg of sufentanil, and the ciprofol dose was determined by the modified Dixon sequential method with an
initial dose of 0.4 mg/kg and a dose gradient of 0.01 mg/kg. The dose of ciprofol administered to the subsequent patient was
determined by the response of the preceding patient. The response referred to the patient’s cough, swallowing, and body movement
during gastroscope insertion. The primary outcome was the EDs, of ciprofol in each group, while the secondary outcomes comprised
the incidences of hypoxemia, hypotension, bradycardia, postoperative nausea and vomiting (PONV), and hemodynamic parameters.
Results: The EDs of ciprofol was 0.278 mg/kg (95% confidence interval [CI]: 0.226-0.297 mg/kg) in the obese group and 0.347 mg/kg
(95% CI: 0.329-0.360 mg/kg) in the non-obese group for gastroscopy sedation. The EDs of ciprofol in the obese group was significantly
lower than that in the non-obese group (P<0.05). The incidence of hypoxemia in the obese group was significantly higher than that in the
non-obese group (P<0.05).

Conclusion: Obesity affected the EDsq of ciprofol, suggesting that the ciprofol dosage should be adjusted in obese patients.
Keywords: obesity, ciprofol, median effective dose, painless gastroscopy

Introduction

Gastroscopy is the most common method to diagnose and treat upper gastrointestinal tract diseases.! While sedation or
anesthesia during a gastroscopy might reduce the patients' anxiety and discomfort, there are some sedation-related
adverse events to be aware of, including hypotension, respiratory depression, and a prolonged recovery time.>” The
global obesity rate has been steadily rising in recent years,* and obesity is frequently associated with elevated oxygen
demand, decreased expiratory reserve volume and functional residual volume.>° The incidence of hypoxemia in obese
patients under sedation was higher than that in non-obese patients, and airway modifications (AMs) were often required,
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such as chin lift maneuver, nasopharyngeal airway, modified mask airway, mask ventilation, or endotracheal
intubation.””?

The most commonly used anesthetic for gastrointestinal endoscopic sedation is propofol, but it is associated with
adverse effects including respiratory depression, hypotension, and injection pain.'® Based on the molecular structure of
propofol, which exhibits mild inhibitory effects on respiratory and circulatory functions, ciprofol incorporates
a cyclopropyl group.'' During the sedation of gastroenteroscopy, the ciprofol group experienced a significantly
decreased incidence of injection pain, hypotension, and respiratory depression compared to the propofol group.'?
Opioids are commonly used for gastrointestinal sedation to alleviate patients’ discomfort while simultaneously
reducing the required dosage of anesthetic drugs.'* Sufentanil is a widely used adjuvant for gastroenteroscopy sedation
in China, and a multicenter trial on sedated gastrointestinal endoscopy in obese patients also selected sufentanil as an
adjuvant.'* Currently, the combination of ciprofol and sufentanil is widely used in various types of day surgery,
including bronchoscopy and gastroenteroscopy sedation.'>'

However, at present, there are few studies on the sedation of gastroscopy using ciprofol combined with sufentanil in
obese patients, and the individualized dose of ciprofol combined with sufentanil has not been determined. In order to
provide guidelines for the safe administration of ciprofol, the aim of this study was to investigate the EDs, of ciprofol
combined with sufentanil for the sedation during gastroscopy in obese individuals.

Materials and Methods
Ethical Approval

This prospective, single-center study was approved by the Ethics Committee of The First People’s Hospital of Yancheng
(2024-k-141), and the clinical trial was registered in the Chinese Clinical Trial Registry (No: ChiCTR2400086298). The
data for this trial were collected at the Endoscopy Center of the First People’s Hospital of Yancheng between July and
September 2024. The written informed consents were provided by all participants prior to enrollment, and our present
research followed the Helsinki Declaration.

Design and Patients
Inclusion Criteria

1) Age: 18-64 years old; 2) 18.5<BMI<24.0 kg/m* or BMI>28 kg/m?; 3) American Society of Anesthesiologists (ASA)
grade I-1I and stable grade III patients undergoing sedation for gastroscopy.

Exclusion Criteria
1) Patients who were allergic to sedative/anesthetic drugs such as sufentanil and ciprofol or had a history of severe
allergic reactions; 2) Patients who had contraindications to endoscopy or refused anesthesia; 3) Patients who were
unaccompanied by family members; 4) Uncontrolled severe hypertension (systolic blood pressure [SBP]> 180mmHg,
diastolic blood pressure [DBP]>110mmHg); 5) Patients with a recent acute respiratory infection, an acute exacerbation of
asthma, an acute exacerbation of chronic obstructive pulmonary disease (COPD), or preoperative hypoxemia; 6) Acute
coronary syndrome, severe arrhythmia, or heart failure; 7) Massive hemoptysis during the active phase; 8) Severe anemia
(Hb < 6g/dL); 9) Patients with mental health disorders and cognitive dysfunction who cannot communicate effectively;
10) Have a history of psychotropic and narcotic drug abuse; 11) Liver dysfunction (Child-Pugh grade C or higher); renal
dysfunction (chronic kidney disease [CKD] stage 3 or higher); 12) Pregnant or lactating women; 13) Acute upper
gastrointestinal bleeding accompanied by shock, pyloric obstruction, achalasia of the cardia, gastric emptying disorders,
and a history of upper gastrointestinal surgery.

This study was a non-randomized controlled trial. Based on BMI values, the study was divided into two groups: an
obese group (BMI >28 kg/m?) and a non-obese group (18.5 < BMI < 24.0 kg/m?).

Interventions
Sufentanil (0.1 pg/kg) was administered intravenously to each patient, and the modified Dixon up-down sequential
method was used to calculate the EDsq of ciprofol.16 The median effective dose is defined as the dose that is effective for
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50% of the population, known as EDs,.'” During the endoscopy, patients who did not experience coughing, swallowing,
or movement were classified as “successful sedation” while others were classified as “failed sedation”.'® The initial
patient received a ciprofol dosage of 0.4 mg/kg, and the subsequent patient’s dosage, with a dose gradient of 0.01 mg/kg,
was decided based on the prior patient’s reaction. The ciprofol dose was increased by 0.01 mg/kg for the subsequent
patient if the prior patient experienced “failed sedation”; otherwise, it was decreased by 0.01 mg/kg. The modified
DIXON sequential method required a minimum of six crossover points to calculate EDsg, and seven crossover points
were chosen to improve the accuracy of the data, based on relevant literature.'”° A crossover point was defined when
patient’s responses were transformed from “successful sedation” to “failed sedation”.*' All anesthesia procedures were
performed by an experienced anesthesiologist holding senior title. Follow-up data were collected by a different
anesthesiologist who was not involved in the anesthesia administration. The gastroscopy was performed by the same
gastroenterologist (working experience > 5 years).

Before the gastroscopy, all patients were required to fast for 8 h and refrain from drinking for 4 h. An intravenous access was
established, and the patients’ heart rate (HR), respiration rate (RR), pulse oxygen saturation (SpO,), non-invasive cuff blood
pressure, and electrocardiogram (ECG) were all continuously monitored. Each patient had a nasal catheter with a 5L/min oxygen
flow while in the left decubitus position. After administering an intravenous injection of 0.1 pg/kg of sufentanil over 30 seconds,
ciprofol was administered according to the outcomes of the modified Dixon up-down sequential method, with the injection
completed within 30 to 60 seconds. The patient’s Modified Observer’s Assessment of Alertness/Sedation (MOAA/S) score was
assessed every ten seconds after the ciprofol injection, and the endoscopist inserted the gastroscope when the patient’s MOAA/S
score was 1 or less.'”?” A rescue dose of 0.05-0.2 mg/kg of ciprofol (infusion time > 10s) was administered to patients who
demonstrated “failed sedation” or a MOAA/S score > 2 during gastroscopy. Ciprofol was administered no more than 5 times
within a 15-minute period, with each infusion interval lasting at least 2 minutes.”>** After the completion of endoscopy, patients
had their MOAA/S scores measured every two minutes until they were fully awake (MOAA/S > 4, measured consecutively 3
times).'® The modified Aldrete score was used to evaluate the recovery of patients. Patients with an Aldrete score of 9 or higher for
three consecutive times could be discharged from the post-anesthesia care unit (PACU)."®

The monitor was set to measure the non-invasive blood pressure every two minutes. Under sufficient anesthesia depth, if
hypertension occurred (SBP increased by more than 20% or SBP > 160 mmHg), urapidil was injected intravenously at a dose of
5 mg per time. If the mean arterial pressure (MAP) was less than 20% of the baseline value or the SBP was < 90 mmHg,
intravenous ephedrine was given at a dose of 5—10 mg. If the HR was < 50 beats/min, atropine 0.2—0.5 mg was administered
intravenously. When hypoxia occurred (75% < SpO, < 90% for < 60 seconds), oxygen flow was increased, and the jaw-thrust
maneuver or nasopharyngeal airway insertion (male: 7.0 or 7.5; female: 6.5 or 7.0) was performed. If severe hypoxia occurred
(SpO, < 75% or 75%< SpO, < 90% for > 60 seconds), the gastroscope was withdrawn, mask mechanical ventilation was
administered, and endotracheal intubation was considered if necessary.>* Intravenous tropisetron 5 mg was typically given when
the patient experienced PONV.

Outcome Measures
Primary Outcome
The EDs of ciprofol during gastroscopy in both groups.

Secondary Outcomes

The incidences of adverse reactions, such as hypoxemia, hypotension, bradycardia were monitored both during gastro-
scopy and in the PACU; PONV was recorded in the PACU. Additionally, hemodynamic parameters including MAP, HR,
RR, SpO, were monitored throughout the peri-gastroscopy period from T, to T4. Ty, baseline; T;, the insertion of
gastroscope; T, at the end of gastroscopy; T3, when the patients were awake; T4, at the time of exiting PACU.

Other outcomes: Demographic data, including gender, age, BMI, ASA classification, comorbidities, surgery for
malignant tumors, gastroscopy duration, PACU stay time, the Modified Mallampati (MMP) score and STOP-Bang score.
The MMP score is closely associated with upper airway obstruction.””> The STOP-Bang score is a simple and effective
screening tool for the early identification of patients at risk for obstructive sleep apnea (OSA). It consists of 8 items, each
worth 1 point: Snoring: Do you snore loudly? Tiredness: Do you often feel tired, fatigued, or sleepy during the daytime?
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Observed Apnea: Has anyone observed you stopping breathing during your sleep? Pressure: Do you have or are you
being treated for high blood pressure? BMI: Is your BMI over 35 kg/m?? Age: Are you older than 50 years? Neck
Circumference: Is your neck circumference greater than 40 cm? Gender: Are you male? A total score of 5 or more
indicates a higher risk for moderate to severe OSA.*

Statistical Analysis

Statistical analysis was performed using IBM SPSS Statistics for Windows (Version 22.0; IBM Corp., Armonk, NY,
USA). Continuous data were tested for normality using Shapiro—Wilk test. Continuous variables in normal distribution
such as MAP and HR were expressed as meantstandard deviation, and their differences were analyzed by the
independent sample ¢ test. Non-normally distributed continuous variables such as age, BMI, STOP-Bang score, gastro-
scopy time and PACU stay time were presented as median (interquartile range [IQR]) and compared using a Mann—
Whitney U-test. Pearson > test, continuity correction x> test or Fisher’s exact test for categorical variables such as
gender, ASA, MMP score, comorbidities, surgery for malignant tumors and the incidences of adverse events were used to
compare between two groups. P<0.05 was considered as statistically significant.

EDs and EDgs were calculated using the Probit regression method. Sequential graphs and dose-response curves were
generated with GraphPad Prism software (Version 8.0; GraphPad Software Inc., San Diego, CA, USA). The overlapping
CI method was used to compare the EDsq differences between the obese and non-obese groups. If the 95% CI of the two
groups were overlap, the null hypothesis that the EDs, was rejected at an approximate significance level of a = 0.05.>’

Results

General Data

From July to September 2024, a total of 77 patients were enrolled. Of these, 2 patients were excluded due to poor
preoperative blood pressure control, 1 patient had a history of upper gastrointestinal surgery, 1 patient had an acute
respiratory infection, and 3 patients refused to participate. This resulted in a total of 70 patients being enrolled (Figure 1).
The patients were divided into a non-obese group (n=36) and an obese group (n=34) according to their BMI, and the BMI
of the obese group was significantly higher than that of the non-obese group (P < 0.05). No patients were lost to follow-
up, and a total of 70 patients were included in the statistical analysis (Figure 1). The demographic data and clinical
characteristics of the two groups are presented in Table 1. No statistically significant differences were observed between
the two groups in terms of gender, age, ASA grading, incidence of diabetes mellitus (DM), surgical history of malignant
tumors, gastroscopy duration, and PACU stay time. Additionally, the MMP score, prevalence of hypertension, and STOP-
Bang score were higher in the obese group compared to the non-obese group (P < 0.05).

Dose—Response to Ciprofol for Anesthesia Induction

We performed probit regression analysis to demonstrate that the EDs of ciprofol during sedation in the non-obese group was
0.347 mg/kg (95% CI: 0.329-0.360 mg/kg), while the EDs, of ciprofol in the obese group was 0.278 mg/kg (95% CI:
0.226-0.297 mg/kg). There was no overlap in the 95% CI between the two groups, suggesting that the ciprofol required for
gastroscopy sedation in obese patients was significantly lower than that in patients with a normal BMI (P<0.05). The EDgs of
ciprofol in the non-obese group was 0.384 mg/kg (95% CI 0.367-0.491 mg/kg), and the EDys of ciprofol in the obese group was
0.334 mg/kg (95% CI10.309-0.537 mg/kg). The modified Dixon up-and-down plots for each group were shown in Figures 2 and 3.
The dose—response curves of ciprofol induction in each group undergoing gastroscopy sedation were shown in Figures 4 and 5.

Adverse Events

During gastroscopy, the respiratory depression rate in the obese group was significantly higher than that in the non-obese
group (44.1% vs 5.6%, P < 0.05) (Table 2). Among them, the incidence of hypoxemia in the obese group was 35.3%,
compared to 5.6% in the non-obese group. Additionally, 3 patients (8.8%) in the obese group experienced severe hypoxemia.
There were no significant differences in adverse events such as hypotension, bradycardia, and PONV (Table 2).
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77 patients assessed for eligibility

Excluded:

uncontrolled severe hypertension (n=2)

a history of upper gastrointestinal surgery
(n=1)

acute respiratory infection (n=1)

refusal to participate (n=3)

70 patients were assigned by BMI

|

|

Allocation

Non-obese group (n=36) | | Obese group (n=34)
Follow-up

Non-obese group (n=0) Obese group (n=0)

Loss to follow-up ’ ‘ Loss to follow-up

Analysis

Non-obese group (n=36) Obese group (n=34)

Analysed ‘ ‘ Analysed

Figure | Flow diagram of included participants.

Hemodynamics
There was no significant difference in MAP and HR between the two groups at each time point. Compared to baseline

MAP, the MAP in both groups decreased after anesthesia (P<0.05) (Figure 6). HR decreased after anesthesia in both

Table | Demographic Data and Clinical Characteristics (n=70)

Non-obese group (n=36) | Obese group (n=34) | P value
Gender (male/female, n) 15/ 21 18716 0.345
Age (years) 46 [34.5, 57] 51.5 [45, 58] 0.110
BMI (kg/m?) 22 [20.5, 23.3] 30 [28.9, 31.1] 0.000%**
ASA (I/II/1l1, n) 28/81/0 19715/0 0.051
MMP score (I/II/1Il, n) 9/26/ 1 1/7181/15 0.009**
Hypertension (n) 4 I 0.030*
DM (n) 0 2 0.232
Surgery for malignant tumors (n) 2 | 1.0
STOP-Bang Score 0[o, I 3[2 4] 0.000%**
Gastroscopy duration (min) 3[3 4] 33, 5] 0.577
PACU stay time (min) 16 [15, 21.5] 17.5 [15, 20] 0.520

Note: Data are presented as total number (n), median (interquartile range [IQR]). * P<0.05, ** P<0.01, *** P<0.001.

Abbreviations: BMI, body mass index; ASA, American Society of Anesthesiologists; MMP, Modified Mallampati; DM,
diabetes mellitus; PACU, post-anesthesia care unit.
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Figure 2 The up-and-down sequence of ciprofol dose for inhibiting responses to gastroscope insertion in non-obese patients. The black arrow represents crossover point
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Figure 4 Dose-response curve of ciprofol for successful gastroscope insertion in non-obese patients.

groups. Compared to the baseline HR, statistical significance was observed in the obese group only at T, and in the non-
obese group at both T and T, (P<0.05) (Figure 7).

Discussion

According to several clinical trials of ciprofol, the initial loading dose for gastrointestinal endoscopy in adults was

0.4 mg/kg.** 3" However, it was specifically noted that dosing should be individualized for special populations, such as

https:
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Figure 5 Dose-response curve of ciprofol for successful gastroscope insertion in obese patients.

the elderly, whose induction dose of ciprofol should be reduced to 0.3 mg/kg.*' However, no specific adjustment
guidelines of ciprofol have been provided for obese patients. A clinical study of elderly patients undergoing gastroscopy
sedation suggested that when combined with 0.1 pg/kg sufentanil, the EDs, of ciprofol was 0.23 mg/kg (95% CI: 0.09 to
0.30 mg/kg) in elderly patients aged 65-74 years; the EDsq was 0.18 mg/kg (95% CI: 0.13-0.22 mg/kg) for elderly
patients aged 75 years and older.'® Another single-arm study suggested that the median effective dose of ciprofol
combined with 7 ng/kg of alfentanil to inhibit the gastroscopy insertion response in patients aged 18—64 years was
0.217 mg/kg (95% CI: 0.203-0.234 mg/kg).>* The opioid compatibility drug used in our study was 0.1 pg/kg sufentanil,
and it was concluded that the EDsq of ciprofol induction for gastroscopy sedation in obese patients was 0.278 mg/kg
(95% CI: 0.226-0.297 mg/kg), while that of the non-obese group was 0.347 mg/kg (95% CI: 0.329-0.360 mg/kg). In
summary, these findings indicated that the dosage of ciprofol should be adjusted for different subjects and various
compatible opioids during anesthesia induction.

Both body fat and lean mass increase in obese patients, but the increase in adipose tissue is greater than that of lean
mass. The fat solubility of anesthetic drugs affects the apparent distribution volume of these drugs, and hemodynamic
changes associated with obesity can further influence the pharmacokinetics of anesthetic drugs.>> Dosing scalars other
than total body weight (TBW), such as ideal body weight (IBW), body surface area (BSA), BMI, lean body weight
(LBW), and corrected body weight (CBW) have been used.>** The pharmacokinetic properties of ciprofol are largely
similar to those of propofol.** Studies have demonstrated that LBW was a more appropriate dosing scalar for propofol
induction in morbidly obese patients, while the maintenance infusion should be based on TBW.***” Ciprofol is
a lipophilic anesthetic, and very few studies have suggested which dosing scalar should be followed during the induction
of anesthesia with ciprofol in obese patients. A recent study in 2025 suggested that CBW may be a reliable dosing scalar
for the induction of ciprofol in obese patients.>® However, it remains unclear whether CBW or LBW is more suitable for
calculating the induction dose of ciprofol in obese patients, while TBW is considered unsuitable. Adjusting the ciprofol
dosage in obese patients is essential to mitigate the risk of overdose.

Table 2 Adverse Events in Patients Treated With Gastroscopy (n=70)

Non-obese group (n=36) | Obese group (n=34) | P value
Hypoxemia (n) 2 (5.6%) 15 (44.1%) 0.000%*+*
75% < SpO, < 90% 2 (5.6%) 12 (35.3%)
SpO, <75% 0 3 (8.8%)
Hypotension (n) 2 (5.6%) 6 (17.6%) 0.225
Bradycardia (n) 0 0 |
PONYV (n) 1 (2.8%) 0 |

Note: Data are presented as total number (n, %). ***P<0.001.
Abbreviations: PONYV, postoperative nausea and vomiting.
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Abbreviations: Ty, baseline; T), the insertion of gastroscope; T, at the end of gastroscopy; T3, when the patients were awake; T, at the time of exiting PACU; MAP, mean
arterial pressure; PACU, post-anesthesia care unit.
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Figure 7 HR from T, to T4 in two groups. *P<0.05 compared to Ty in the non-obese patients. *P<0.05 compared to Ty in the obese patients.

Abbreviations: T, baseline; T), the insertion of gastroscope; T, at the end of gastroscopy; T3, when the patients were awake; Ty, at the time of exiting PACU; HR, heart
rate; PACU, post-anesthesia care unit.

Obese patients exhibit fat deposition in the oropharynx and chest wall. Additionally, some of these patients have varying
degrees of upper respiratory tract obstruction and tongue sagging, which increases the risk of respiratory depression.*® The
MMP grade, STOP-Bang score, and the incidence of hypertension in the obese group were higher than those in the control
group (P<0.05). MMP can serve as a predictor of hypoxemia during endoscopic sedation.*’ In addition, the prevalence of
hypertension and obesity (BMI>35 kg/m®) was an independent risk factor for OSA, both of which increased the risk of OSA.*®
Furthermore, OSA was closely associated with the incidence of AMs and hypoxemia.*' These results suggested that rescue
equipment, including nasopharyngeal airways, masks, or endotracheal tubes should be prepared in advance to prevent
hypoxemia following the induction of anesthesia in obese patients with high STOP-Bang and MMP scores.

In our study, the incidence of hypoxemia was 35.3% in the obese group and 5.6% in the non-obese group, while the
incidence of severe hypoxemia was 8.8% in the obese group and 0% in the non-obese group. Despite the patient’s
transient hypoxemia, their pulse oximetry quickly returned to normal following prompt treatment, and no adverse
outcomes were observed. In a retrospective analysis, hypoxemia occurred in 13% of patients with a normal BMI, 18%
of patients with class I obesity, 27% of patients with class II obesity, and 19% of patients with class III obesity during
outpatient endoscopic sedation. The incidence of severe hypoxemia was 5.5% in patients with a normal BMI, and 7.2%,
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12%, and 8.5% in patients with Class I-III obesity, respectively.” The incidence of hypoxemia in obese patients in our
study was slightly higher compared to the aforementioned study, which may be attributed to the following reasons: (1)
The ciprofol dosage for each patient in our study was determined using the modified Dixon sequential method, rather
than a uniform dose. The initial induction dose of ciprofol was relatively high, which may contributed to the increased
incidence of respiratory depression in obese patients. (2) Different drug combinations in each study resulted in varying
results. (3) Another important reason is that Laffin et al excluded patients with OSA,” whereas our study did not exclude
these potential patients. In fact, a total of six patients in the obese group had STOP-Bang score greater than or equal to 5,
which strongly suggested that they had OSA.

Compared to propofol, ciprofol has the advantage of exerting less impact on the respiratory and circulatory
systems.*? In this study, although the blood pressure and heart rate of both groups briefly decreased after anesthesia,
they gradually increased following awakening. No bradycardia occurred in either group during anesthesia and
resuscitation. The incidence of hypotension was 17.6% in the obese group, which was higher than the 5.6% observed
in the non-obese group. This may be related to the higher prevalence of hypertension in the obese group (P<0.05),
whose vascular elasticity was poor. However, the incidence of hypotension was not statistically significant between the
two groups.

Since there were few studies on the pharmacokinetics and pharmacodynamics of ciprofol in obese patients.
However, using TBW and the dosage recommended by relevant studies to calculate the induction dose of ciprofol
in obese patients may increase the risk of respiratory depression. Our results indicated that the median effective
dose of ciprofol in obese patients undergoing painless gastroscopy was approximately 80% of that in non-obese
patients. When obese patients undergo ciprofol sedation, the dosage should be adjusted to ensure personalized
anesthesia.

Limitations of the study: (1) Firstly, our study was a non-randomized controlled trial, and a large-sample randomized
controlled trial will be designed to investigate ciprofol induction in obese patients. (2) Secondly, only the modified Dixon
sequential method was used to determine the EDs of the ciprofol induction dose in obese patients, while the biased coin
design (BCD) method was considered more accurate for EDos.!” (3) In addition, we did not classify the severity of
obesity among patients. (4) In a follow-up trial, patients with confirmed OSA or a STOP-Bang score >5 should be
excluded to ensure their safety.

Conclusions

Our study demonstrated that the EDsq of ciprofol in obese patients undergoing painless gastroscopy was 0.278 mg/kg
(95% CI: 0.226-0.297 mg/kg), whereas in non-obese patients, it was 0.347 mg/kg (95% CI: 0.329-0.360 mg/kg). The
EDs in the obese group was significantly lower than that in the non-obese group (P < 0.05), suggesting that ciprofol
induction in obese patients required dose adjustment to minimize anesthetic-related adverse effects.
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