	Table S1 Missing number (%) of risk variables and outcome variables 

	Variables
	Missing number
	Missing percentiage(%)

	Age
	0
	0

	Race
	0
	0

	Gender
	0
	0

	Weight
	313
	0.66

	HR
	53
	0.11

	SBP
	56
	0.12

	RR
	121
	0.26

	Temperature
	1,353
	2.87

	SpO2
	61
	0.13

	GCS
	66
	0.14

	WBC
	318
	0.68

	HGB
	318
	0.68

	AG
	351
	0.75

	CO2
	305
	0.65

	PLT
	318
	0.68

	Glucose
	254
	0.54

	BUN
	271
	0.58

	Scr
	271
	0.58

	Sodium
	308
	0.65

	Potassium
	340
	0.72

	Calcium
	4,124
	8.76

	INR
	4,128
	8.76

	PT
	4,128
	8.76

	PTT
	4,363
	9.26

	Myocardial infarct
	0
	0

	Congestive heart failure
	0
	0

	Cerebrovascular disease
	0
	0

	Chronic pulmonary disease
	0
	0

	Diabetes
	0
	0

	Renal disease
	0
	0

	Sepsis-3.0
	0
	0

	Charlson comorbidity index
	0
	0

	SOFA score
	0
	0

	SAPSII
	0
	0

	APSIII
	0
	0

	RRT use
	0
	0

	Ventilator use
	0
	0

	Vasopressor use
	0
	0

	Los hospital
	0
	0

	Los ICU
	0
	0

	28-day mortality
	0
	0

	90-day mortality
	0
	0

	Abbreviations: HR: heart rate, RR: respiratory rate, WBC: white blood cell, HGB: hemoglobin, PLT: platelet, AG: anion gap, CO2：bicarbonate，BUN: blood urea nitrogen, Scr: serum creatinine, INR: International Normalized Ratio, PT: prothrombin time, PTT: partial thromboplastin time, SOFA: sequential organ failure assessment, SAPSII: simplified acute physiology score II, RRT: renal replacement therapy, LOS: length of stay.



	Table S2 Baseline clinical and laboratory characteristics of the study patients based on patients with NSAIDs administration within 48hours. 

	Variables
	Total 
(n = 19942)
	No-NSAIDs 
(n = 11694)
	Aspirin only
(n = 7504)
	Non-Aspirin NSAIDs 
(n = 250)
	Aspirin+other NSAIDs 
(n = 494)
	p
	statistic

	Gender, n (%)
	
	
	
	
	
	< 0.001
	157.536

	Male
	11254 (56.4)
	6216 (53.2)
	4646 (61.9)
	111 (44.4)
	281 (56.9)
	 
	 

	Female
	8688 (43.6)
	5478 (46.8)
	2858 (38.1)
	139 (55.6)
	213 (43.1)
	 
	 

	Race, n (%)
	
	
	
	
	
	< 0.001
	48.193

	  White
	12775 (64.1)
	7326 (62.6)
	4941 (65.8)
	160 (64)
	348 (70.4)
	 
	 

	Black
	1834 ( 9.2)
	1191 (10.2)
	587 (7.8)
	27 (10.8)
	29 (5.9)
	 
	 

	Other
	5333 (26.7)
	3177 (27.2)
	1976 (26.3)
	63 (25.2)
	117 (23.7)
	 
	 

	Vital signs
	
	
	
	
	
	
	

	Heart rate, Mean ± SD
	103.9 ± 20.8
	106.8 ± 21.2
	99.3 ± 19.3
	112.8 ± 21.4
	101.8 ± 19.4
	< 0.001
	221.796

	SBP, Mean ± SD
	149.6 ± 22.9
	150.6 ± 22.7
	148.3 ± 23.2
	147.5 ± 22.6
	145.8 ± 22.3
	< 0.001
	20.362

	RR, Mean ± SD
	28.0 ± 6.5
	28.2 ± 6.7
	27.6 ± 6.0
	29.6 ± 7.1
	28.1 ± 5.9
	< 0.001
	18.793

	Temperature, Mean ± SD
	37.4 ± 0.7
	37.5 ± 0.7
	37.3 ± 0.6
	37.8 ± 1.0
	37.4 ± 0.8
	< 0.001
	106.361

	SpO2, Mean ± SD
	91.9 ± 5.7
	91.8 ± 5.9
	91.9 ± 5.5
	91.6 ± 5.0
	91.8 ± 5.5
	0.704
	0.47

	Laboratory data
	
	
	
	
	
	
	

	Glucose, Median (IQR)
	160.0 (128.0, 205.0)
	149.0 (121.0, 194.0)
	176.0 (145.0, 217.0)
	131.5 (109.2, 163.8)
	166.0 (136.2, 205.0)
	< 0.001
	851.109

	GCS, Mean ± SD
	13.6 ± 2.8
	13.6 ± 2.6
	13.5 ± 3.0
	14.3 ± 1.7
	13.4 ± 3.4
	< 0.001
	7.919

	WBC, Median (IQR)
	12.8 (9.3, 17.5)
	12.3 (8.8, 17.0)
	13.5 (10.1, 18.1)
	11.3 (8.1, 15.9)
	13.8 (10.2, 18.4)
	< 0.001
	198.664

	Platelets, Mean ± SD
	188.8 ± 98.3
	197.4 ± 103.6
	173.5 ± 85.5
	234.6 ± 119.7
	194.9 ± 105.2
	< 0.001
	111.176

	Hemoglobin, Mean ± SD
	10.3 ± 2.3
	10.5 ± 2.4
	9.9 ± 2.2
	11.0 ± 2.0
	10.3 ± 2.2
	< 0.001
	125.462

	Anion gap, Mean ± SD
	15.7 ± 4.8
	16.2 ± 5.0
	15.0 ± 4.5
	15.7 ± 4.7
	14.5 ± 4.2
	< 0.001
	104.269

	Bicarbonate, Mean ± SD
	21.5 ± 4.5
	21.4 ± 4.9
	21.6 ± 4.0
	21.8 ± 4.5
	22.1 ± 4.0
	< 0.001
	8.355

	BUN, Median (IQR)
	19.0 (14.0, 30.0)
	19.0 (13.0, 30.0)
	20.0 (15.0, 30.0)
	14.0 (10.0, 18.0)
	17.0 (12.0, 24.0)
	< 0.001
	216.791

	Creatinine, Median (IQR)
	1.0 (0.8, 1.4)
	1.0 (0.7, 1.4)
	1.1 (0.8, 1.5)
	0.8 (0.7, 1.0)
	1.0 (0.7, 1.2)
	< 0.001
	270.404

	Sodium, Mean ± SD
	139.8 ± 5.0
	140.0 ± 5.4
	139.5 ± 4.3
	138.9 ± 5.1
	138.6 ± 4.2
	< 0.001
	27.251

	Potassium, Mean ± SD
	4.6 ± 0.8
	4.5 ± 0.9
	4.6 ± 0.8
	4.3 ± 0.7
	4.6 ± 0.7
	< 0.001
	47.407

	Calcium, Mean ± SD
	8.2 ± 0.8
	8.1 ± 0.9
	8.2 ± 0.8
	8.1 ± 0.8
	8.3 ± 0.8
	< 0.001
	24.548

	INR, Mean ± SD
	1.5 ± 1.0
	1.5 ± 1.1
	1.5 ± 0.8
	1.3 ± 0.5
	1.4 ± 0.7
	< 0.001
	5.441

	PT, Mean ± SD
	16.5 ± 9.8
	16.6 ± 10.8
	16.5 ± 8.3
	14.5 ± 4.8
	15.6 ± 7.3
	0.002
	4.981

	PTT, Median (IQR)
	31.7 (27.7, 41.1)
	30.5 (27.1, 37.4)
	34.1 (29.1, 51.1)
	30.0 (27.2, 33.8)
	32.0 (28.0, 43.3)
	< 0.001
	789.545

	Disease severity scores
	
	
	
	
	
	
	

	SAPSII, Mean ± SD
	35.6 ± 13.2
	34.4 ± 13.5
	37.9 ± 12.5
	26.2 ± 10.8
	33.5 ± 12.9
	< 0.001
	155.678

	APSIII, Mean ± SD
	42.5 ± 19.1
	42.9 ± 19.6
	42.4 ± 18.5
	36.2 ± 14.0
	39.4 ± 18.2
	< 0.001
	15.094

	Charlson Comorbidity Index, Mean ± SD
	4.7 ± 2.9
	4.2 ± 3.0
	5.5 ± 2.6
	2.5 ± 2.6
	3.9 ± 2.4
	< 0.001
	357.262

	Medical history
	
	
	
	
	
	
	

	Sepsis3.0, n (%)
	10309 (51.7)
	6242 (53.4)
	3717 (49.5)
	107 (42.8)
	243 (49.2)
	< 0.001
	36.462

	Myocardial infarct, n (%)
	3156 (15.8)
	565 (4.8)
	2478 (33)
	3 (1.2)
	110 (22.3)
	< 0.001
	2782.442

	Cerebrovascular disease, n (%)
	3837 (19.2)
	2100 (18)
	1616 (21.5)
	20 (8)
	101 (20.4)
	< 0.001
	58.598

	Chronic pulmonary disease, n (%)
	4554 (22.8)
	2544 (21.8)
	1854 (24.7)
	47 (18.8)
	109 (22.1)
	< 0.001
	25.141

	Diabetes, n (%)
	5590 (28.0)
	2650 (22.7)
	2775 (37)
	31 (12.4)
	134 (27.1)
	< 0.001
	495.532

	Renal disease, n (%)
	3600 (18.1)
	1621 (13.9)
	1914 (25.5)
	8 (3.2)
	57 (11.5)
	< 0.001
	472.104

	Malignant cancer, n (%)
	2354 (11.8)
	1803 (15.4)
	498 (6.6)
	26 (10.4)
	27 (5.5)
	< 0.001
	358.733

	Liver disease, n (%)
	2184 (11.0)
	1674 (14.3)
	440 (5.9)
	29 (11.6)
	41 (8.3)
	< 0.001
	338.52

	Hypertension, n (%)
	4845 (24.3)
	2588 (22.1)
	2053 (27.4)
	49 (19.6)
	155 (31.4)
	< 0.001
	84.534

	Coronary artery disease, n (%)
	4438 (22.3)
	927 (7.9)
	3329 (44.4)
	6 (2.4)
	176 (35.6)
	< 0.001
	3615.333

	Heart failure, n (%)
	
	
	
	
	
	< 0.001
	1506.155

	Procedures
	
	
	
	
	
	
	

	Received RRT, n (%)
	1301 ( 6.5)
	766 (6.6)
	512 (6.8)
	3 (1.2)
	20 (4)
	< 0.001
	17.697

	Phenylephrine use, n (%)
	3803 (19.1)
	1434 (12.3)
	2169 (28.9)
	23 (9.2)
	177 (35.8)
	< 0.001
	927.065

	Norepinephrine use, n (%)
	4007 (20.1)
	2264 (19.4)
	1617 (21.5)
	38 (15.2)
	88 (17.8)
	< 0.001
	19.137

	Outcomes
	
	
	
	
	
	
	

	Los ICU, Median (IQR)
	3.6 (2.6, 6.0)
	3.8 (2.7, 6.6)
	3.3 (2.4, 5.3)
	3.1 (2.5, 4.9)
	3.3 (2.3, 5.2)
	< 0.001
	155.568

	Has GI bleeding, n (%)
	395 ( 2.0)
	282 (2.4)
	105 (1.4)
	2 (0.8)
	6 (1.2)
	< 0.001
	Fisher

	AKI, n (%)
	16240 (81.4)
	9160 (78.3)
	6515 (86.8)
	163 (65.2)
	402 (81.4)
	< 0.001
	262.086

	Mechanical ventilation, n (%)
	9915 (49.7)
	5258 (45)
	4290 (57.2)
	77 (30.8)
	290 (58.7)
	< 0.001
	324.171

	28-day mortality, n (%)
	330 ( 1.7)
	233 (2)
	91 (1.2)
	1 (0.4)
	5 (1)
	< 0.001
	Fisher

	90-day mortality, n (%)
	1766 ( 8.9)
	1204 (10.3)
	528 (7)
	11 (4.4)
	23 (4.7)
	< 0.001
	77.771

	1-year mortality, n (%)
	3485 (17.5)
	2264 (19.4)
	1148 (15.3)
	26 (10.4)
	47 (9.5)
	< 0.001
	83.857

	Abbreviations: NSAID: nonsteroidal anti-inflammatory drug, SBP:systolic blood pressure, RR: respiratory rate, SpO2: saturation of pulse oximetry, GCS:glasgow coma scale, WBC: white blood cell, BUN: blood urea nitrogen, Scr: serum creatinine, INR: International Normalized Ratio, PT: prothrombin time, PTT: partial thromboplastin time, SAPSII: simplified acute physiology score II, APSIII: Acute Physiology Score III, AKI: acute kidney injury, GI: Gastrointestinal, RRT: renal replacement therapy, LOS: length of stay, ICU: intensive care unit.



	Table S3. Results of multivariate regression analysis between NSAIDs administration and outcomes based on patients with NSAIDs administration within 48hours.

	Outcomes
	Model I
	Model II
	Model III
	Model IV

	
	HR/OR (95% CI)
	p-value
	HR/OR (95% CI)
	p-value
	HR/OR (95% CI)
	p-value
	HR/OR (95% CI)
	p-value

	28-day mortalitya
	
	
	
	
	
	
	
	

	No-NSAIDs 
	1(Ref)
	 
	1(Ref)
	 
	1(Ref)
	 
	1(Ref)
	 

	Aspirin only
	0.61 (0.48~0.77)
	<0.001
	0.51 (0.4~0.66)
	<0.001
	0.58 (0.45~0.75)
	<0.001
	0.61 (0.46~0.80)
	<0.001

	Non-Aspirin NSAIDs
	0.2 (0.03~1.42)
	0.108
	0.27 (0.04~1.91)
	0.188
	0.43 (0.06~3.1)
	0.404
	0.5 (0.07~3.57)
	0.487

	Aspirin+other NSAIDs
	0.51 (0.21~1.23)
	0.132
	0.58 (0.24~1.4)
	0.224
	0.86 (0.35~2.11)
	0.749
	0.87 (0.35~2.14)
	0.761

	Trend test
	0.65 (0.53~0.79)
	<0.001
	0.59 (0.47~0.73)
	<0.001
	0.67 (0.54~0.84)
	0.001
	0.71 (0.56~0.9)
	0.004

	90-day mortalitya
	
	
	
	
	
	
	
	

	No-NSAIDs
	1(Ref)
	 
	1(Ref)
	 
	1(Ref)
	 
	1(Ref)
	 

	Aspirin
	0.67 (0.61~0.74)
	<0.001
	0.56 (0.5~0.62)
	<0.001
	0.56 (0.5~0.62)
	<0.001
	0.65 (0.57~0.73)
	<0.001

	Non-Aspirin NSAIDs
	0.41 (0.23~0.75)
	0.004
	0.55 (0.3~0.99)
	0.048
	0.8 (0.44~1.45)
	0.453
	0.84 (0.46~1.53)
	0.566

	Aspirin+other NSAIDs
	0.44 (0.29~0.66)
	<0.001
	0.48 (0.32~0.73)
	<0.001
	0.61 (0.4~0.92)
	0.018
	0.67 (0.44~1.02)
	0.062

	Trend test
	0.69 (0.64~0.75)
	<0.001
	0.62 (0.57~0.68)
	<0.001
	0.64 (0.58~0.7)
	<0.001
	0.73 (0.66~0.81)
	<0.001

	1-year mortalitya
	
	
	
	
	
	
	
	

	No-NSAIDs
	1(Ref)
	 
	1(Ref)
	 
	1(Ref)
	 
	1(Ref)
	 

	Aspirin
	0.77 (0.71~0.82)
	<0.001
	0.63 (0.59~0.68)
	<0.001
	0.61 (0.56~0.66)
	<0.001
	0.71 (0.66~0.78)
	<0.001

	Non-Aspirin NSAIDs
	0.51 (0.34~0.75)
	0.001
	0.69 (0.47~1.02)
	0.061
	0.94 (0.63~1.38)
	0.74
	0.97 (0.66~1.43)
	0.878

	Aspirin+other NSAIDs
	0.46 (0.35~0.62)
	<0.001
	0.5 (0.38~0.67)
	<0.001
	0.59 (0.44~0.79)
	<0.001
	0.67 (0.5~0.9)
	0.008

	Trend test
	0.76 (0.72~0.81)
	<0.001
	0.69 (0.65~0.73)
	<0.001
	0.68 (0.64~0.73)
	<0.001
	0.79 (0.73~0.84)
	<0.001

	Has AKIb
	
	
	
	
	
	
	
	

	No-NSAIDs
	1(Ref)
	 
	1(Ref)
	 
	1(Ref)
	 
	1(Ref)
	 

	Aspirin
	1.82 (1.68~1.97)
	<0.001
	1.41 (1.3~1.54)
	<0.001
	1.17 (1.06~1.3)
	0.003
	1.29 (1.18~1.41)
	<0.001

	Non-Aspirin NSAIDs
	0.52 (0.4~0.67)
	<0.001
	0.61 (0.46~0.81)
	0.001
	0.74 (0.55~0.99)
	0.041
	0.71 (0.54~0.95)
	0.022

	Mixed NSAIDs
	1.21 (0.96~1.52)
	0.107
	1.03 (0.81~1.31)
	0.815
	0.94 (0.73~1.21)
	0.642
	1.06 (0.83~1.36)
	0.626

	Trend test
	1.32 (1.24~1.4)
	<0.001
	1.12 (1.06~1.19)
	<0.001
	1.01 (0.95~1.08)
	0.662
	1.09 (1.02~1.16)
	0.009

	Has GI bleedingb
	
	
	
	
	
	
	
	

	No-NSAIDs
	1(Ref)
	 
	1(Ref)
	 
	1(Ref)
	 
	1(Ref)
	 

	Aspirin
	0.57 (0.46~0.72)
	<0.001
	0.54 (0.43~0.69)
	<0.001
	0.66 (0.52~0.84)
	0.001
	0.61 (0.46~0.81)
	0.001

	Non-Aspirin NSAIDs
	0.33 (0.08~1.32)
	0.116
	0.36 (0.09~1.47)
	0.155
	0.46 (0.11~1.87)
	0.276
	0.42 (0.1~1.72)
	0.227

	Aspirin+other NSAIDs
	0.5 (0.22~1.12)
	0.093
	0.52 (0.23~1.17)
	0.113
	0.75 (0.33~1.71)
	0.492
	0.6 (0.26~1.39)
	0.231

	Trend test
	0.63 (0.52~0.76)
	<0.001
	0.62 (0.51~0.75)
	<0.001
	0.73 (0.6~0.9)
	0.002
	0.7 (0.56~0.87)
	0.001

	Notes:
aCox regression, bLogistic regression;
Model I adjusted for nothing; 
Model II adjusted for Age, Gender, Race, Weight, Heart rate, SBP, Resperatory rate, Temperature, and SPO2;
Model III adjusted for Model II+ GCS, Glucose, WBC, Platelets, Hemoglobin, Anion gap, Bicarbonate, BUN, Creatinine, Sodium, Potassium, Calcium, INR, PT, PTT, Sofa score, SAPSII, APSIII and Charlson comorbidity index;
Model IV adjusted for Model III+ Myocardial infarct, Congestive heart failure, Peripheral vascular disease, Cerebrovascular disease, Dementia, Chronic pulmonary disease, Rheumatic disease, Peptic ulcer disease, Diabetes, Renal disease, Malignant cancer, Severe liver disease, Metastatic solid tumor, Coronary artery disease, Hypertension, Received RRT, Phenylephrine use, Norepinephrine use, Neuroblock use and Milrinone use.
Abbreviations: HR, hazard ratio; CI, confidence interval; SpO2, saturation of pulse oximetry; GCS,glasgow coma scale; INR, International Normalized Ratio; PT, prothrombin time; PTT, partial thromboplastin time; SAPSII, simplified acute physiology score II; APSIII, Acute Physiology Score III; AKI, acute kidney injury; RRT, renal replacement therapy.




	Table S4. Full Variable Definitions, Units, and Categories

	Variable
	Type
	Data Source (MIMIC-IV)
	Units / Categories
	Notes

	Demographic Variables

	Age
	Continuous
	mimiciv_derived.icustay_detail (anchor_age)
	Years
	Age at ICU admission

	Sex
	Binary
	mimiciv_derived.icustay_detail
	Male / Female
	

	Race/Ethnicity
	Categorical
	mimiciv_hosp.admissions
	White; Black/African American; Other
	33 original categories consolidated into 3 groups due to small subgroup sizes

	Weight
	Continuous
	mimiciv_derived.first_day_weight
	Kilograms (kg)
	First-day weight

	Height
	Continuous
	mimiciv_derived.height
	Centimetres (cm)
	Recorded height during ICU stay

	Vital Signs (First 24 Hours of ICU Admission)

	Heart rate
	Continuous
	mimiciv_derived.first_day_vitalsign
	Beats per minute (bpm); maximum value
	

	Systolic blood pressure
	Continuous
	mimiciv_derived.first_day_vitalsign
	mmHg; maximum value
	

	Respiratory rate
	Continuous
	mimiciv_derived.first_day_vitalsign
	Breaths per minute; maximum value
	

	Body temperature
	Continuous
	mimiciv_derived.first_day_vitalsign
	Degrees Celsius (°C); maximum value
	

	SpO₂
	Continuous
	mimiciv_derived.first_day_vitalsign
	%; minimum value
	Peripheral oxygen saturation

	Glucose
	Continuous
	mimiciv_derived.first_day_vitalsign
	mg/dL; maximum value
	From vitalsign table

	Neurological Assessment

	Glasgow Coma Scale (GCS)
	Continuous
	mimiciv_derived.first_day_gcs
	Score 3–15; minimum value
	3 = deep coma; 15 = fully alert

	Laboratory Variables (First 24 Hours of ICU Admission)

	White blood cell count (WBC)
	Continuous
	mimiciv_derived.first_day_lab
	×10⁹/L; maximum value
	

	Platelets
	Continuous
	mimiciv_derived.first_day_lab
	×10⁹/L; minimum value
	

	Hemoglobin
	Continuous
	mimiciv_derived.first_day_lab
	g/dL; minimum value
	

	Anion gap
	Continuous
	mimiciv_derived.first_day_lab
	mEq/L; maximum value
	

	Bicarbonate
	Continuous
	mimiciv_derived.first_day_lab
	mmol/L; minimum value
	

	Blood urea nitrogen (BUN)
	Continuous
	mimiciv_derived.first_day_lab
	mg/dL; maximum value
	

	Serum creatinine
	Continuous
	mimiciv_derived.first_day_lab
	mg/dL; maximum value
	

	Sodium
	Continuous
	mimiciv_derived.first_day_lab
	mmol/L; maximum value
	

	Potassium
	Continuous
	mimiciv_derived.first_day_lab
	mmol/L; maximum value
	

	Calcium
	Continuous
	mimiciv_derived.first_day_lab
	mg/dL; minimum value
	

	INR
	Continuous
	mimiciv_derived.first_day_lab
	Dimensionless; maximum value
	International Normalized Ratio

	Prothrombin time (PT)
	Continuous
	mimiciv_derived.first_day_lab
	Seconds; maximum value
	

	Partial thromboplastin time (PTT)
	Continuous
	mimiciv_derived.first_day_lab
	Seconds; maximum value
	

	Albumin†
	Continuous
	mimiciv_derived.first_day_lab
	g/dL; minimum value
	Excluded: >10% missing

	Fibrinogen†
	Continuous
	mimiciv_derived.first_day_lab
	mg/dL; minimum value
	Excluded: >10% missing

	ALT†
	Continuous
	mimiciv_derived.first_day_lab
	U/L; maximum value
	Excluded: >10% missing

	AST†
	Continuous
	mimiciv_derived.first_day_lab
	U/L; maximum value
	Excluded: >10% missing

	Total bilirubin†
	Continuous
	mimiciv_derived.first_day_lab
	mg/dL; maximum value
	Excluded: >10% missing

	Creatine kinase (CK/CPK)†
	Continuous
	mimiciv_derived.first_day_lab
	U/L; maximum value
	Excluded: >10% missing

	LDH†
	Continuous
	mimiciv_derived.first_day_lab
	U/L; maximum value
	Excluded: >10% missing

	Disease Severity Scores (First 24 Hours of ICU Admission)

	SOFA score
	Continuous
	mimiciv_derived.sepsis3
	Score 0–24
	Sequential Organ Failure Assessment

	SAPS II
	Continuous
	mimiciv_derived.sapsii
	Score 0–163
	Simplified Acute Physiology Score II

	APS III
	Continuous
	mimiciv_derived.apsiii
	Score 0–299
	Acute Physiology Score III

	Sepsis-3
	Binary
	mimiciv_derived.sepsis3
	0 = absent; 1 = present
	Per Sepsis-3.0 criteria

	Comorbidities

	Charlson Comorbidity Index (CCI)
	Continuous
	mimiciv_derived.charlson
	Score 0–37
	Standardized ICD-9/ICD-10 mapping algorithm

	Myocardial infarction
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	Charlson table

	Congestive heart failure
	Binary
	mimiciv_derived.charlson + mimiciv_hosp.diagnoses_icd (ICD-9: ^428)
	0 = absent; 1 = present
	Charlson + ICD supplement

	Peripheral vascular disease
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	Cerebrovascular disease
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	Dementia
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	Chronic pulmonary disease
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	Rheumatic disease
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	Peptic ulcer disease
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	Diabetes mellitus
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	Combines diabetes with and without complications

	Renal disease
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	Malignant cancer
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	Liver disease
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	Combines mild and severe liver disease

	Metastatic solid tumor
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	AIDS
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	Hypertension
	Binary
	mimiciv_hosp.diagnoses_icd (ICD-9: ^401–405)
	0 = absent; 1 = present
	ICD-9 codes only

	Coronary artery disease
	Binary
	mimiciv_derived.charlson + mimiciv_hosp.diagnoses_icd (ICD-9: ^410–414)
	0 = absent; 1 = present
	Charlson MI flag + ICD supplement

	Paraplegia
	Binary
	mimiciv_derived.charlson
	0 = absent; 1 = present
	

	NSAID Exposure Variables

	NSAID use
	Binary
	mimiciv_derived.nsaid
	0 = non-user; 1 = user
	At least one systemic NSAID dose during ICU stay

	NSAID type
	Categorical
	mimiciv_derived.nsaid
	Aspirin-only; Non-aspirin NSAIDs only; Combination (aspirin + non-aspirin)
	

	NSAID agents included
	—
	mimiciv_derived.nsaid
	Aspirin, ibuprofen, naproxen, diclofenac, celecoxib, indomethacin, ketorolac, meloxicam, piroxicam, nabumetone, sulindac
	Topical formulations excluded

	NSAID duration
	Continuous
	mimiciv_derived.nsaid
	Days
	Sum of administration intervals overlapping ICU stay window (clamped to ICU admission/discharge times)

	Interventions

	Mechanical ventilation
	Binary
	mimiciv_derived.ventilation
	0 = absent; 1 = present
	Invasive ventilation (InvasiveVent) or tracheostomy (Trach) only

	Renal replacement therapy (RRT)
	Binary
	mimiciv_derived.rrt
	0 = absent; 1 = present
	

	Outcome Variables

	28-day mortality
	Binary
	mimiciv_hosp.patients (dod field)
	0 = alive; 1 = deceased
	Death within 28 days of ICU admission

	90-day mortality
	Binary
	mimiciv_hosp.patients (dod field)
	0 = alive; 1 = deceased
	Death within 90 days of ICU admission

	Hospital mortality
	Binary
	mimiciv_hosp.admissions (hospital_expire_flag)
	0 = alive; 1 = deceased
	Death prior to hospital discharge

	1-year mortality
	Binary
	mimiciv_hosp.patients (dod field)
	0 = alive; 1 = deceased
	Death within 365 days of ICU admission

	Acute kidney injury (AKI)
	Binary
	mimiciv_derived.kdigo_stages
	0 = absent; 1 = present
	KDIGO stage ≥1

	GI bleeding
	Binary
	mimiciv_hosp.diagnoses_icd
	0 = absent; 1 = present
	ICD-9 codes for GI hemorrhage, peptic ulcer bleeding, variceal bleeding, diverticular bleeding

	Ventilator-associated pneumonia (VAP)
	Binary
	mimiciv_hosp.diagnoses_icd + mimiciv_derived.ventilation
	0 = absent; 1 = present
	ICD-9: 997.31 or pneumonia codes in mechanically ventilated patients

	ICU length of stay
	Continuous
	mimiciv_derived.icustay_detail (los_icu)
	Days
	

	Hospital length of stay
	Continuous
	mimiciv_derived.icustay_detail (los_hospital)
	Days
	




	Table S5 Multicollinearity Assessment (VIF) for the Fully Adjusted Model (Model IV)

	Covariate
	VIF
	Notes

	Charlson Comorbidity Index
	13.73
	Composite index; correlates with component diagnoses

	PT (Prothrombin time)
	9.83
	Correlated with INR

	INR (International Normalized Ratio)
	9.72
	Correlated with PT

	SAPS II
	5.07
	Correlated with APS III (r = 0.73)

	Age
	4.41
	

	APS III
	4.16
	Correlated with SAPS II

	Metastatic solid tumor
	3.17
	

	Coronary artery disease
	2.99
	

	Myocardial infarct
	2.89
	

	Creatinine
	2.78
	

	BUN (Blood urea nitrogen)
	2.69
	

	Renal disease
	2.66
	

	GCS (Glasgow Coma Scale)
	2.03
	

	Anion gap
	1.96
	

	Bicarbonate
	1.92
	

	Malignant cancer
	1.84
	

	Severe liver disease
	1.71
	

	Congestive heart failure
	1.67
	

	Mechanical ventilation
	1.67
	

	Received RRT
	1.65
	

	Diabetes
	1.63
	

	SOFA score
	1.59
	

	Cerebrovascular disease
	1.57
	

	Aspirin only
	1.54
	Primary exposure variable — VIF < 2.0

	Hemoglobin
	1.45
	

	Norepinephrine use
	1.39
	

	Heart rate
	1.36
	

	Chronic pulmonary disease
	1.35
	

	Calcium
	1.35
	

	Phenylephrine use
	1.31
	

	Hypertension
	1.27
	

	Potassium
	1.24
	

	Respiratory rate
	1.22
	

	Temperature
	1.21
	

	Platelets
	1.21
	

	Peripheral vascular disease
	1.19
	

	SBP (Systolic blood pressure)
	1.17
	

	Gender
	1.17
	

	Dementia
	1.15
	

	PTT (Partial thromboplastin time)
	1.12
	

	SpO₂
	1.11
	

	Neuroblock use
	1.11
	

	WBC (White blood cell count)
	1.11
	

	Race — Black
	1.11
	

	Sodium
	1.10
	

	Non-aspirin NSAIDs
	1.09
	Primary exposure variable — VIF < 2.0

	Weight
	1.08
	

	Race — Other
	1.08
	

	Peptic ulcer disease
	1.08
	

	Combination therapy
	1.08
	[bookmark: _GoBack]Primary exposure variable — VIF < 2.0

	Milrinone use
	1.07
	

	Rheumatic disease
	1.07
	

	Glucose
	1.00
	

	Notes: VIF threshold: ≥ 10 = concerning collinearity. Abbreviations: see Table 2 footnotes. Model II (demographic + vital signs, 9 covariates): All VIF values < 1.2. No multicollinearity concerns. Model III (Model II + labs + severity scores, 28 covariates): Maximum VIF = 9.82 (PT). No variable exceeded the VIF ≥ 10 threshold. Model IV (fully adjusted, 50 covariates): Only the Charlson Comorbidity Index exceeded VIF = 10. This is a known methodological consequence of including both a composite comorbidity index and its component diagnoses in the same model and does not indicate problematic collinearity affecting the exposure variables (all NSAID exposure variables had VIF < 2.0).



