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[Abstract] Objective To investigate the effect of alcohol consumption on the median effective dose
(EDy,) and 95% effective dose ( EDys) of ciprofol for sedation induction in patients undergoing painless
gastrointestinal endoscopy. Methods Fifty-ene male patients scheduled for elective painless gastrointestinal
endoscopy were selected aged 18—74 years BMI 18.5-30. 0 kg/m> ASA physical status 1 or II. The
patients were divided into two groups according to their drinking conditions: drinking group (n = 26) and
non-drinking group (n = 25) . The drinking group consisted of individuals with a history of alcohol con—
sumption exceeding 10 years and a maximum single alcohol intake of no less than 80 grams of ethanol with—
in the past year. The non-drinking group never drank alcohol. For anesthetic sedation ciprofol was adminis—
tered intravenously. Gastrointestinal endoscopy was performed 3 minutes after the completion of drug infu—
sion when the modified observer’s assessment of alertness/sedation ( MOAA/S) score was < 1 score and
the patient’s BIS value had decreased to 60 or below. The study employed the modified Dixon’s up-and-down
sequential method with an initial ciprofol dose of 0. 5 mg/kg and a dose gradient of 0. 05 mg/kg. The dose
was adjusted based on the positive or negative response of the previous patient. The positive response was
defined as MOAA/S score > 1 score and BIS > 60 or the occurrence of body movement coughing or
swallowing within 1 minute of gastroscopy insertion after the first ciprofol infusion. The trial was concluded
when 8 crossover points were formed by alternating negative and positive responses. The Probit probability
regression method was used to calculate the EDs, and EDys with corresponding 95% confidence interval ( CI)

of ciprofol for sedation induction in painless gastrointestinal endoscopy in both patient groups. Results In
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the drinking group the EDy, and EDy of ciprofol were 0. 431 mg/kg (95% CI 0.397-0. 460 mg/kg) and
0.494 mg/kg (95% CI 0.464-0. 650 mg/kg) respectively. In the non-drinking group the EDs, and EDy
of ciprofol were 0.378 mg/kg (95% CI 0.342-0.407 mg/kg) and 0.437 mg/kg (95% CI 0. 408-0. 596
mg/kg) respectively. Compared with the non-drinking group the EDy, in the drinking group was signifi—
cantly higher and the recovery time and time to discharge from the recovery room were significantly shorter
(P < 0.05) . Conclusion Long-term alcohol consumption diminishes the sedative efficacy of ciprofol it
may be necessary to appropriately increase the dosage of ciprofol in patients undergoing painless gastrointes—
tinal endoscopy.
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* 733

ship
( 6 L/min) (
N 20240918) 30 s. 3
. N min / ( modified observer’s as—
N sessment of alert/sedation scale MOAA/S) <1
? BIS <60 .
GABA, .
4~5 .
( Sp0,<90% >10 s)
3
Y - PACU / =9
5
° Dixon Dixon
’ . 100%
° 0.5 mg/kg
Dixon 0.05 mg/kg.
3 min  MOAA/S
( median effective dose EDy) >1 BIS> 60 1 min
° A N 7 o
1
1 0
8 o
(2024-SR-501) o BIS>60 0.1 mg/kg.
2024 7 2025 2 MOAA/S
18~74  BMI 18.5~30.0 kg/m’ <1 (
ASAT I .
. ) 3 min BIS
(
o N N +BIS>60
o ) - N (
10 80 g 3 MOAA/S =4 ) .
; o ( /
8h 4h =9 ) o
30 min 100 mgo N N N N
ECG.HR. N N
BP.SpO, BIS 5 min o



<734+

2025

7

41

7

J Clin Anesthesiol July 2025 Vol.41 No.7

SPSS 27.0 o
+ (x=s)
4 )
M( IQR)
Mann — Whitney U o (%)
X’ o Probit
ED4,~95% (95% effective dose
EDy)  95% ( confidence interval CI) .
Graphpad Prism 10. 1. 2 -
. P<0.05 o
51 26
25 30( 30 ~40)

100.0( 84.0~127.2) g
167.2(95.4~326.7) ¢ .

. “BMI.ASA N N N
( Do
1
(n=26) (n=25)
() 58.5+3.3 59.9+7.3
(kg) 72.9+8.8 72.2+8.0
BMI( kg/m”) 25.0+2.3 24.7%2.2
ASA T/T () 14/12 14/11
(%) 10( 38) 8(32)
(%) 5(19) 5( 20)
(%) 17( 65) 12( 48)

EDy, ED,,
0. 460 mg/kg)
mg/kg)

0.431 mg/kg( 95%CI 0. 397 ~
0. 494 mg/kg( 95%CI 0. 464 ~0. 650

ED;,  EDys
0.342~0.407 mg/kg)
0.596 mg/kg)
EDy, ( P<0.05) (

0.378 mg/kg( 95% CI
0. 437 mg/kg( 95%CI 0. 408 ~
ED;,
1—4) .

( P<0.05) . MOAA /S <l

3 min

BIS. N



* 735

2025 7 41 7 J Clin Anesthesiol July 2025 Vol.41 No.7
" ( aldehyde
dehydrogenase ALDH) P450 2E1( cyto—
chrome P450 2E1 CYP2El) o
(mg) 31.9£5.9" 281249 i
26.0 33.0 CYP2E]
MOAA/S <1 (s) 12
(20.0~36.0) (20.5~40.0) .
() 41.0 54.0
) (35.0~58.0) (40.0~60.0)
3 min BIS 46.0+11.0 46.0£10.0
( min) 6.32.2 6.8+2.8
10 80 ¢
( min) 19.6£10.3  19.628.7
( 40%vol ) o
( min) 13.7¢3.7°  16.2+4.9
( min) 18.143.6°  21.5:4.5 .
(mg) 56.7+12.6"  49.1%11.0 ED,,
*P<0.05. °
( microsomal
3 (% ethanol oxidizing system MEOS)
CYP2B6 : .
26 10(38) 11(42) 0(0)  17(65) X
25 6(24)  9(36) 1(4)  12(48)
14
GABA, o
ED,, - GABA
ED,, 15 GABA,
o Probit o GABA,
ED,, 95%Cl 0 alia2 o3 mRNA a4 a5.ab.
Dixon B2-B3  ¥2 mRNA 17
EDg * GABA Fi
0.5~0.6 19 »
mg /kg / .
Y. 10 0.5 Hao 2
mg/kg
o ED,, o
0.5 mg/kg 0.05 mg/kg. :
EDs,  EDys ;

Ramsay 5



* 736 - 2025 7 41 7 J Clin Anesthesiol July 2025 Vol.41 No.7

2018 3(3): el24-e132.

7  Yuan] Liang Z Geoffrey MB et al. Exploring the median ef—
fective dose of ciprofol for anesthesia induction in elderly
patients: impact of frailty on ED( 50) . Drug Des Devel Ther
2024 18: 1025-1034.

° 8  Oron AP Souter MJ Flournoy N. Understanding research meth—
: ( 1) ods: up-and-down designs for dose-finding. Anesthesiology
2022 137(2): 137-150.
9
(2023) . 2023 43(7): 769-772.
. 2023 39(5): 481-485.
; ( 3) 11 Koyanagi YN Nakatochi M Namba S et al. Genetic architecture

of alcohol consumption identified by a genotype-stratified GWAS

and impact on esophageal cancer risk in Japanese people. Sci Adv

18 75 o
2024 10( 4) : eade2780.
12 Guengerich FP. Cytochrome P450 2E1 and its roles in disease.
ED;,  0.378 mg/kg(95%Cl 0.342 ~ Chem Biol Interact 2020 322: 109056.
0. 407 mg/kg) ED95 0. 437 mg/kg( 95%CI 0. 408 ~ 13 Jang GR Harris RZ. Drug interactions involving ethanol and al-
0. 596 mg/kg) : coholic beverages. Expert Opin Drug Metab Toxicol 2007 3

ED,, 0.431 mg/kg( 95% CI 0.397 ~ (5): 719731.

0.460 mg/kg) EDy  0.494 mg/kg( 95%CI 0. 464 ~

14 Servin FS Bougeois B Gomeni R et al. Pharmacokinetics of
propofol administered by target-controlled infusion to alcoholic pa—
0. 650 mg/kg) - lients. Anesthesiology 2003 99(3) : 576-585.

15 JungS Kim M Kim S et al. Interaction between y-hydroxybu—
tyric acid and ethanol: a review from toxicokinetic and toxicody—

namic perspectives. Metabolites 2023 13(2) : 180.
16  Kumar S Fleming RL Morrow AL. Ethanol regulation of
gamma-aminobutyric acid A receptors: genomic and nongenomic

mechanisms. Pharmacol Ther 2004 101( 3) : 211-226.

1 Sidhu R Turnbull D Haboubi H et al. British Society of Gas— 17 LiangJ Suryanarayanan A Abriam A el al. Mechanisms of re—

troenterology guidelines on sedation in gastrointestinal endoscopy. versible GABA , receptor plasticity after ethanol intoxication. J

Gut 2024 73(2): 219-245. Neurosci 2007 27(45): 12367-12377.

2 Coté GA Hovis RM Ansstas MA et al. Incidence of sedation— 18 Floyd DW  Friedman DP Daunais JB et al. Long-term ethanol

related complications with  propofol use during advanced self-administration by eynomolgus macaques alters the pharmacol—

endoscopic procedures. Clin Gastroenterol Hepatol 2010 8( 2) : ogy and expression of GABA , receptors in basolateral amygdala. J

137-142. Pharmacol Exp Ther 2004 311(3): 1071-1079.

3 Zhang] Liu R Bi R et al. Comparison of ciprofol-alfentanil 19 Gravielle MC. Regulation of GABA , receptors by prolonged expo—
and propofol-alfentanil sedation during bidirectional endoscopy: a sure to endogenous and exogenous ligands. Neurochem Int
prospective  double-blind  randomised  controlled trial. Dig 2018 118 96-104
Liver Dis 2024 56(4) : 663-671. 20  Sente A Desai R Naydenova K et al. Differential assembly di—

4 Ozeki K Hada K Wakiya Y. Factors influencing the degree of

versifies GABA, receptor structures and signalling. Nature

gastric atrophy in helicobacter pylori eradication patients with 2022 604(7904) : 190-194

drinking habits. Microorganisms 2024 12(7) : 1398. 21 Hao PP TianT HuB et al. Long—term high-risk drinking does

not change effective doses of propofol for successful insertion of

2008 24(7): 583-585.
6 Schwarzinger M Pollock BG Hasan O et al. Contribution of al-

gastroscope in Chinese male patients. BMC Anesthesiol 2022

22(1): 183.
cohol use disorders to the burden of dementia in France 2008-3: ( 2024 —11-17)

a nationwide retrospective cohort study. Lancet Public Health



