Table 1 Baseline characteristics of patients after propensity score matching (PSM)

	Variable
	Levels
	Total
	Acetaminophen(-)
	Acetaminophen(+)
	p-value

	General information
	
	N = 4404
	N = 2202
	N = 2202
	

	Age(years)
	Median (IQR)
	76.00 (71.00 - 83.00)
	77.00 (70.00 - 84.00)
	76.00 (71.00 - 83.00)
	0.297

	Gender(%)
	
	
	
	
	0.543

	
	F
	1,904.00 (43.23%)
	962.00 (43.69%)
	942.00 (42.78%)
	

	
	M
	2,500.00 (56.77%)
	1,240.00 (56.31%)
	1,260.00 (57.22%)
	

	Race(%)
	
	
	
	
	0.684

	
	WHITE
	1,609.00 (36.53%)
	811.00 (36.83%)
	798.00 (36.24%)
	

	
	OTHER
	2,795.00 (63.47%)
	1,391.00 (63.17%)
	1,404.00 (63.76%)
	

	Marital(%)
	
	
	
	
	0.469

	
	MARRIED
	2,202.00 (50.00%)
	1,089.00 (49.46%)
	1,113.00 (50.54%)
	

	
	OTHER
	2,202.00 (50.00%)
	1,113.00 (50.54%)
	1,089.00 (49.46%)
	

	Insurance(%)
	
	
	
	
	0.902

	
	Medicare
	3,703.00 (84.08%)
	1,850.00 (84.01%)
	1,853.00 (84.15%)
	

	
	OTHER
	701.00 (15.92%)
	352.00 (15.99%)
	349.00 (15.85%)
	

	First careunit(%)
	
	
	
	
	<0.001

	
	CCU
	364.00 (8.27%)
	223.00 (10.13%)
	141.00 (6.40%)
	

	
	CVICU
	1,411.00 (32.04%)
	402.00 (18.26%)
	1,009.00 (45.82%)
	

	
	MICU
	750.00 (17.03%)
	467.00 (21.21%)
	283.00 (12.85%)
	

	
	MICU/SICU
	591.00 (13.42%)
	389.00 (17.67%)
	202.00 (9.17%)
	

	
	OTHER
	323.00 (7.33%)
	174.00 (7.90%)
	149.00 (6.77%)
	

	
	SICU
	467.00 (10.60%)
	275.00 (12.49%)
	192.00 (8.72%)
	

	
	TSICU
	498.00 (11.31%)
	272.00 (12.35%)
	226.00 (10.26%)
	

	Last careunit(%)
	
	
	
	
	<0.001

	
	CCU
	364.00 (8.27%)
	223.00 (10.13%)
	141.00 (6.40%)
	

	
	CVICU
	1,411.00 (32.04%)
	402.00 (18.26%)
	1,009.00 (45.82%)
	

	
	MICU
	750.00 (17.03%)
	467.00 (21.21%)
	283.00 (12.85%)
	

	
	MICU/SICU
	591.00 (13.42%)
	389.00 (17.67%)
	202.00 (9.17%)
	

	
	OTHER
	323.00 (7.33%)
	174.00 (7.90%)
	149.00 (6.77%)
	

	
	SICU
	467.00 (10.60%)
	275.00 (12.49%)
	192.00 (8.72%)
	

	
	TSICU
	498.00 (11.31%)
	272.00 (12.35%)
	226.00 (10.26%)
	

	Weight(kg)
	Median (IQR)
	78.90 (66.55 - 92.40)
	78.20 (65.80 - 92.50)
	79.40 (67.40 - 92.40)
	0.140

	Smoking(%)
	
	
	
	
	0.135

	
	No
	4,254.00 (96.59%)
	2,136.00 (97.00%)
	2,118.00 (96.19%)
	

	
	Yes
	150.00 (3.41%)
	66.00 (3.00%)
	84.00 (3.81%)
	

	Drinking(%)
	
	
	
	
	0.157

	
	No
	4,402.00 (99.95%)
	2,202.00 (100.00%)
	2,200.00 (99.91%)
	

	
	Yes
	2.00 (0.05%)
	0.00 (0.00%)
	2.00 (0.09%)
	

	Vital signs
	
	
	
	
	

	Temperature(℉)
	Median (IQR)
	98.30 (97.92 - 98.84)
	98.30 (97.94 - 98.82)
	98.30 (97.90 - 98.88)
	0.597

	Heart rate(Times/minute)
	Median (IQR)
	82.43 (73.88 - 92.09)
	82.89 (72.88 - 92.77)
	82.10 (74.58 - 91.60)
	0.865

	SBP(mmHg)
	Median (IQR)
	112.17 (102.93 - 123.80)
	112.64 (103.20 - 124.52)
	111.72 (102.67 - 123.15)
	0.110

	DBP(mmHg)
	Median (IQR)
	60.58 (54.56 - 67.67)
	60.88 (54.92 - 68.13)
	60.33 (54.10 - 67.00)
	0.015

	MBP(mmHg)
	Median (IQR)
	73.80 (67.73 - 81.04)
	74.15 (68.14 - 81.66)
	73.41 (67.42 - 80.64)
	0.006

	SPO2(%)
	Median (IQR)
	97.36 (96.00 - 98.58)
	97.21 (95.91 - 98.55)
	97.46 (96.18 - 98.62)
	0.007

	Lab parameters
	
	
	
	
	

	HCT(%)
	Median (IQR)
	31.30 (27.78 - 34.97)
	31.65 (27.60 - 35.25)
	31.00 (27.87 - 34.80)
	0.573

	HB（g/dL）
	Median (IQR)
	10.26 (9.03 - 11.50)
	10.30 (8.93 - 11.53)
	10.20 (9.10 - 11.48)
	0.713

	Platelet(109/L)
	Median (IQR)
	166.42 (125.00 - 218.50)
	170.50 (126.00 - 221.00)
	163.00 (124.67 - 215.50)
	0.130

	RBC(109/L)
	Median (IQR)
	3.42 (3.02 - 3.83)
	3.45 (3.01 - 3.86)
	3.41 (3.03 - 3.81)
	0.892

	WBC(109/L)
	Median (IQR)
	12.25 (9.10 - 15.65)
	12.00 (8.70 - 15.40)
	12.40 (9.48 - 15.90)
	<0.001

	AG(mEq/L)
	Median (IQR)
	13.50 (11.50 - 15.50)
	13.67 (11.50 - 15.67)
	13.42 (11.50 - 15.50)
	0.107

	Calcium(mg/dL)
	Median (IQR)
	8.23 (7.80 - 8.70)
	8.25 (7.80 - 8.70)
	8.20 (7.80 - 8.70)
	0.538

	Potassium(mEq/L)
	Median (IQR)
	4.20 (3.90 - 4.50)
	4.18 (3.87 - 4.50)
	4.23 (3.95 - 4.50)
	0.005

	Sodium(mEq/L)
	Median (IQR)
	138.52 (136.33 - 141.00)
	138.52 (136.33 - 141.00)
	138.50 (136.33 - 140.67)
	0.075

	INR(sec)
	Median (IQR)
	1.30 (1.20 - 1.50)
	1.30 (1.15 - 1.50)
	1.30 (1.20 - 1.48)
	0.477

	PT(sec)
	Median (IQR)
	14.20 (12.80 - 16.20)
	14.20 (12.65 - 16.50)
	14.19 (12.90 - 16.00)
	0.936

	APTT(sec)
	Median (IQR)
	31.40 (27.90 - 38.36)
	31.35 (27.60 - 39.05)
	31.40 (28.10 - 37.45)
	0.566

	Creatinine(mg/dL)
	Median (IQR)
	1.05 (0.80 - 1.53)
	1.08 (0.80 - 1.54)
	1.00 (0.80 - 1.45)
	0.006

	BUN(mg/dL)
	Median (IQR)
	21.67 (15.25 - 31.82)
	22.55 (15.67 - 32.80)
	21.00 (15.00 - 31.67)
	<0.001

	Scores
	
	
	
	
	

	Apsiii
	Median (IQR)
	46.00 (35.00 - 59.00)
	47.00 (36.00 - 59.00)
	45.00 (34.00 - 59.00)
	0.022

	Sofa
	Median (IQR)
	5.97 (4.00 - 8.00)
	5.94 (4.00 - 8.00)
	6.00 (4.00 - 8.00)
	0.409

	Gcs
	Median (IQR)
	15.00 (13.00 - 15.00)
	15.00 (13.00 - 15.00)
	15.00 (13.00 - 15.00)
	0.354

	Treatment and drugs
	
	
	
	
	

	CRRT(%)
	
	
	
	
	0.614

	
	No
	4,136.00 (93.91%)
	2,064.00 (93.73%)
	2,072.00 (94.10%)
	

	
	Yes
	268.00 (6.09%)
	138.00 (6.27%)
	130.00 (5.90%)
	

	
	
	
	
	
	0.315

	
	No
	3,580.00 (81.29%)
	1,803.00 (81.88%)
	1,777.00 (80.70%)
	

	
	Yes
	824.00 (18.71%)
	399.00 (18.12%)
	425.00 (19.30%)
	

	VP(%)
	
	
	
	
	0.059

	
	No
	1,029.00 (23.37%)
	541.00 (24.57%)
	488.00 (22.16%)
	

	
	Yes
	3,375.00 (76.63%)
	1,661.00 (75.43%)
	1,714.00 (77.84%)
	

	MV(%)
	
	
	
	
	0.364

	
	No
	1,386.00 (31.47%)
	707.00 (32.11%)
	679.00 (30.84%)
	

	
	Yes
	3,018.00 (68.53%)
	1,495.00 (67.89%)
	1,523.00 (69.16%)
	

	Input RBC(%)
	
	
	
	
	0.687

	
	No
	2,729.00 (61.97%)
	1,371.00 (62.26%)
	1,358.00 (61.67%)
	

	
	Yes
	1,675.00 (38.03%)
	831.00 (37.74%)
	844.00 (38.33%)
	

	Comorbidities
	
	
	
	
	

	Hypertension(%)
	
	
	
	
	0.608

	
	No
	2,203.00 (50.02%)
	1,110.00 (50.41%)
	1,093.00 (49.64%)
	

	
	Yes
	2,201.00 (49.98%)
	1,092.00 (49.59%)
	1,109.00 (50.36%)
	

	Diabetes(%)
	
	
	
	
	>0.999

	
	No
	2,922.00 (66.35%)
	1,461.00 (66.35%)
	1,461.00 (66.35%)
	

	
	Yes
	1,482.00 (33.65%)
	741.00 (33.65%)
	741.00 (33.65%)
	

	Myocardial infaction(%)
	
	
	
	
	>0.999

	
	No
	3,398.00 (77.16%)
	1,699.00 (77.16%)
	1,699.00 (77.16%)
	

	
	Yes
	1,006.00 (22.84%)
	503.00 (22.84%)
	503.00 (22.84%)
	

	Congestive heart failure(%)
	
	
	
	
	0.343

	
	No
	2,860.00 (64.94%)
	1,415.00 (64.26%)
	1,445.00 (65.62%)
	

	
	Yes
	1,544.00 (35.06%)
	787.00 (35.74%)
	757.00 (34.38%)
	

	Severe liver disease(%)
	
	
	
	
	0.275

	
	No
	4,335.00 (98.43%)
	2,163.00 (98.23%)
	2,172.00 (98.64%)
	

	
	Yes
	69.00 (1.57%)
	39.00 (1.77%)
	30.00 (1.36%)
	

	Renal disease(%)
	
	
	
	
	0.364

	
	No
	3,314.00 (75.25%)
	1,644.00 (74.66%)
	1,670.00 (75.84%)
	

	
	Yes
	1,090.00 (24.75%)
	558.00 (25.34%)
	532.00 (24.16%)
	

	Chronic pulmonary disease(%)
	
	
	
	
	0.785

	
	No
	3,240.00 (73.57%)
	1,624.00 (73.75%)
	1,616.00 (73.39%)
	

	
	Yes
	1,164.00 (26.43%)
	578.00 (26.25%)
	586.00 (26.61%)
	

	Cerebrovascular disease(%)
	
	
	
	
	0.646

	
	No
	3,562.00 (80.88%)
	1,775.00 (80.61%)
	1,787.00 (81.15%)
	

	
	Yes
	842.00 (19.12%)
	427.00 (19.39%)
	415.00 (18.85%)
	

	Peripheral vascular disease(%)
	
	
	
	
	0.809

	
	No
	3,662.00 (83.15%)
	1,834.00 (83.29%)
	1,828.00 (83.02%)
	

	
	Yes
	742.00 (16.85%)
	368.00 (16.71%)
	374.00 (16.98%)
	

	Dementia(%)
	
	
	
	
	0.275

	
	No
	4,038.00 (91.69%)
	2,009.00 (91.24%)
	2,029.00 (92.14%)
	

	
	Yes
	366.00 (8.31%)
	193.00 (8.76%)
	173.00 (7.86%)
	

	Peptic ulcer disease(%)
	
	
	
	
	0.541

	
	No
	4,269.00 (96.93%)
	2,131.00 (96.78%)
	2,138.00 (97.09%)
	

	
	Yes
	135.00 (3.07%)
	71.00 (3.22%)
	64.00 (2.91%)
	

	Malignant cancer(%)
	
	
	
	
	0.730

	
	No
	3,945.00 (89.58%)
	1,976.00 (89.74%)
	1,969.00 (89.42%)
	

	
	Yes
	459.00 (10.42%)
	226.00 (10.26%)
	233.00 (10.58%)
	

	Metastatic solid tumor(%)
	
	
	
	
	0.352

	
	No
	4,199.00 (95.35%)
	2,093.00 (95.05%)
	2,106.00 (95.64%)
	

	
	Yes
	205.00 (4.65%)
	109.00 (4.95%)
	96.00 (4.36%)
	

	AIDS(%)
	
	
	
	
	0.414

	
	No
	4,398.00 (99.86%)
	2,200.00 (99.91%)
	2,198.00 (99.82%)
	

	
	Yes
	6.00 (0.14%)
	2.00 (0.09%)
	4.00 (0.18%)
	

	Rheumatic disease(%)
	
	
	
	
	0.666

	
	No
	4,202.00 (95.41%)
	2,104.00 (95.55%)
	2,098.00 (95.28%)
	

	
	Yes
	202.00 (4.59%)
	98.00 (4.45%)
	104.00 (4.72%)
	

	Outcomes Measures
	
	
	
	
	

	Delirium(%)
	
	
	
	
	0.11

	
	No
	2,093.00 (47.52%)
	1,020.00 (46.32%)
	1,073.00 (48.73%)
	

	
	Yes
	2,311.00 (52.48%)
	1,182.00 (53.68%)
	1,129.00 (51.27%)
	

	Length of hospitalization(days)
	Median (IQR)
	9.64 (6.12 - 16.43)
	10.00 (6.38 - 16.79)
	9.00 (5.96 - 15.90)
	0.004

	Length of ICU(days)
	Median (IQR)
	3.76 (2.03 - 7.48)
	3.87 (2.15 - 7.59)
	3.53 (1.87 - 7.40)
	0.001

	Hospital expire flag(%)
	
	
	
	
	<0.001

	
	Alive
	3,592.00 (81.56%)
	1,753.00 (79.61%)
	1,839.00 (83.51%)
	

	
	Expired
	812.00 (18.44%)
	449.00 (20.39%)
	363.00 (16.49%)
	

	Icu expire flag(%)
	
	
	
	
	0.129

	
	Alive
	3,865.00 (87.76%)
	1,916.00 (87.01%)
	1,949.00 (88.51%)
	

	
	Expired
	539.00 (12.24%)
	286.00 (12.99%)
	253.00 (11.49%)
	

	28-day mortality(%)
	
	
	
	
	<0.001

	
	Alive
	3,494.00 (79.34%)
	1,697.00 (77.07%)
	1,797.00 (81.61%)
	

	
	Expired
	910.00 (20.66%)
	505.00 (22.93%)
	405.00 (18.39%)
	

	30-day mortality(%)
	
	
	
	
	<0.001

	
	Alive
	3,476.00 (78.93%)
	1,686.00 (76.57%)
	1,790.00 (81.29%)
	

	
	Expired
	928.00 (21.07%)
	516.00 (23.43%)
	412.00 (18.71%)
	

	90-day mortality(%)
	
	
	
	
	<0.001

	
	Alive
	3,171.00 (72.00%)
	1,522.00 (69.12%)
	1,649.00 (74.89%)
	

	
	Expired
	1,233.00 (28.00%)
	680.00 (30.88%)
	553.00 (25.11%)
	

	365-day mortality(%)
	
	
	
	
	<0.001

	
	Alive
	2,825.00 (64.15%)
	1,313.00 (59.63%)
	1,512.00 (68.66%)
	

	
	Expired
	1,579.00 (35.85%)
	889.00 (40.37%)
	690.00 (31.34%)
	



[bookmark: _GoBack]	A total of 4404 patients were enrolled in this study after propensity score matching (PSM), and they were divided into two groups according to the use of acetaminophen: the non-acetaminophen group [Acetaminophen(-), n=2202] and the acetaminophen group [Acetaminophen(+), n=2202].
Continuous variables were presented as median (interquartile range, IQR), and categorical variables were expressed as number (percentage, %).
A two-sided P value < 0.05 was considered to indicate a statistically significant difference between the two groups.
 Abbreviations: CCU (Coronary Care Unit), CVICU (Cardiovascular Intensive Care Unit), MICU (Medical Intensive Care Unit), SICU (Surgical Intensive Care Unit), TSICU (Trauma Surgical Intensive Care Unit), SBP (Systolic Blood Pressure), DBP (Diastolic Blood Pressure), MBP (Mean Blood Pressure), SPO₂ (Peripheral Oxygen Saturation), HCT (Hematocrit), HB (Hemoglobin), RBC (Red Blood Cell), WBC (White Blood Cell), AG (Anion Gap), INR (International Normalized Ratio), PT (Prothrombin Time), APTT (Activated Partial Thromboplastin Time), BUN (Blood Urea Nitrogen), APSIII (Acute Physiology and Chronic Health Evaluation Ⅲ), SOFA (Sequential Organ Failure Assessment), GCS (Glasgow Coma Scale), CRRT (Continuous Renal Replacement Therapy), VP (Vasopressin), MV (Mechanical Ventilation), AIDS (Acquired Immunodeficiency Syndrome).
In the outcome measures, "Expire flag" represents the death status of patients, and "mortality" refers to all-cause mortality.

