

[bookmark: _Hlk218501470]Figure S1. Forest plot in subgroups. Forest plot assessing the effect of the combined OE group versus O group in subgroups. Logistic models were applied to assess treatment-by-covariate interactions. Treatment-by-covariate interactions were assessed separately for each subgroup factor, including age, sex, laparoscopic surgery or not, and baseline NRS of pain with movement. NRS, numeric rating scale, an 11-point scale where 0 indicates no pain and 10 indicates the worst pain. LCI, lower confidence interval. UCI, upper confidence interval. OE, oxycodone / esketamine combination; O: oxycodone-only











Table S1. Postoperative pain intensity within 72 hours.
	
	Group OE
（n=89）
	Group O
（n=90）
	Median difference (95% CI) a
	P

	NRS of pain, at rest (point)
	
	
	
	

	D0
	2 (1, 2)
	2 (2, 3)
	0 (-1, 0)
	0.001

	D1-am
	2 (2, 3)
	3 (2, 4)
	-1 (-1, 0)
	0.001

	D1-pm
	2 (2, 3)
	3 (2, 3)
	-1 (-1, 0)
	0.001

	D2-am
	2 (2, 3)
	3 (2, 3)
	-1 (-1, 0)
	0.001

	D2-pm
	2 (1, 2)
	2 (2, 3)
	0 (-1, 0)
	0.001

	D3-am
	2 (1, 2)
	2 (1, 2)
	0 (-1, 0)
	0.017

	D3-pm
	1 (0, 1)
	1 (1, 2)
	0 (-1, 0)
	0.001

	NRS of pain, with movement (point)
	
	
	
	

	D0
	3 (2, 3)
	3 (3, 4)
	0 (-1, 0)
	0.001

	D1-am
	3 (3, 4)
	3 (3, 5)
	0 (-1, 0)
	0.017

	D1-pm
	3 (3, 5)
	3 (3, 5)
	0 (-2, -1)
	0.001

	D2-am
	3 (2, 3)
	3 (3, 5)
	0 (-2, -1)
	0.001

	D2-pm
	3 (2, 3)
	3 (2, 4)
	0 (-1, 0)
	0.004

	D3-am
	2 (2, 3)
	3 (2, 3)
	-1 (-1, 0)
	0.005

	D3-pm
	2 (2, 3)
	3 (2, 3)
	-1 (-1, 0)
	0.003


Data are median (interquartile range). P values in bold indicate <0.007 (0.05/7) and were considered significant after Bonferroni correction. NRS, numeric rating scale, an 11-point scale where 0=no pain and 10=the worst pain. OE, oxycodone / esketamine combination; O: oxycodone-only. a Calculated as group OE minus group O.



Table S2. Postoperative subjective sleep quality within 3 days.
	
	Group OE
（n=89）
	Group O
（n=90）
	Median difference (95% CI) a
	P

	POD-1
	4 (3, 5)
	5 (4, 6)
	-2 (-2, -1)
	0.001

	POD-2
	4 (3, 5)
	4 (3, 5)
	0 (-2, 0)
	0.001

	POD-3
	3 (2, 4)
	3 (3, 4)
	0 (-1, 0)
	0.021


Data are median (interquartile range). P values in bold indicate <0.017 (0.05/3) and were considered significant after Bonferroni correction. NRS, numeric rating scale where 0=the best sleep and 10=the worst sleep. OE, oxycodone / esketamine combination; O: oxycodone-only. a Calculated as group OE minus group O.

Table S3. Postoperative agitation-sedation score within 3 days.
	Richmond Agitation Sedation Scale (point)b
	Group OE
（n=89）
	Group O
（n=90）
	Median difference (95% CI) a
	P value

	Day 0
	0 (0, 0)
	0 (0, 0)
	0 (0, 0)
	0.185

	Day 1, 8-10 am
	0 (0, 0)
	0 (0, 0)
	0 (0, 0)
	0.689

	Day 1, 6-8 pm
	0 (0, 0)
	0 (0, 0)
	0 (0, 0)
	0.152

	Day 2, 8-10 am
	0 (0, 0)
	0 (0, 0)
	0 (0, 0)
	0.999

	Day 2, 6-8 pm
	0 (0, 0)
	0 (0, 0)
	0 (0, 0)
	0.999

	Day 3, 8-10 am
	0 (0, 0)
	0 (0, 0)
	0 (0, 0)
	0.999

	Day 3, 6-8 pm
	0 (0, 0)
	0 (0, 0)
	0 (0, 0)
	0.999


Data are median (interquartile range). P value <0.007 (0.05/7) was considered significant after Bonferroni correction. OE, oxycodone / esketamine combination; O: oxycodone-only. aCalculated as group OE minus group O. bRichmond Agitation-Sedation Scale, score ranges from –5 (unarousable) to +4 (combative) and 0 indicates alert and calm

[bookmark: _GoBack]Clarification Statement
During the trial registration, the study was initially registered as "The effect of ketamine combined with oxycodone in postoperative pain control in elderly patients undergoing abdominal surgery." However, the investigational drug used throughout the study was esketamine, the S-enantiomer of ketamine. This discrepancy arose from a clerical error during the registration process. The protocol and all study procedures consistently employed esketamine, and no change in the investigational product occurred during the trial.
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Risk Ratio

Group OE

(n/N)

 Group O

(n/N)

Risk Ratio 95% LCI 95% UCI

Interaction P

value

Age (Year)

≥

75

6/16 8/18 0.844 0.373 1.909 0.864

＜

75

21/73 36/72 0.575 0.375 0.884

Sex Male 18/48 26/47 0.678 0.434 1.059 0.64

Female 9/41 20/43 0.472 0.244 0.913

laparoscopic

surgery

Yes 12/44 14/38 0.472 0.391 1.4 0.194

No 15/45 32/52 0.542 0.34 0.863

Baseline NRS

with movement

≥

4 4/44 4/5 0.455 0.186 1.114 0.382

＜

4

23/78 42/85 0.597 0.398 0.895


