[bookmark: _GoBack]Appendix TABLE 1 Baseline characteristics of patients with sepsis.
	
	     ALL      
	  Survival        
	      Death       
	P
	Non-Atrial fibrillation
	Atrial fibrillation
	P

	
	     N=2253     
	     N=1737     
	     N=516      
	         
	     N=1166     
	     N=1087     
	         

	Demographic
	
	
	
	
	
	
	

	Gender,M (n(%))
	  1167 (51.8%)  
	  915 (52.7%)   
	  252 (48.8%)   
	  0.138  
	  594 (50.9%)   
	  573 (52.7%)   
	  0.425  

	Age (years) (median [IQR])
	81.8 [78.2;85.8]
	81.6 [78.1;85.5]
	82.6 [78.5;87.0]
	  0.005  
	81.7 [78.1;86.2]
	81.8 [78.2;85.6]
	  0.543  

	Coexisting illness (n(%))
	
	
	
	
	
	
	

	Myocardial infarct
	  614 (27.3%)   
	  452 (26.0%)   
	  162 (31.4%)   
	  0.019  
	  314 (26.9%)   
	  300 (27.6%)   
	  0.757  

	Congestive heart failure
	  957 (42.5%)   
	  709 (40.8%)   
	  248 (48.1%)   
	  0.004  
	  466 (40.0%)   
	  491 (45.2%)   
	  0.014  

	Peripheral vascular disease
	  418 (18.6%)   
	  320 (18.4%)   
	   98 (19.0%)   
	  0.820  
	  204 (17.5%)   
	  214 (19.7%)   
	  0.200  

	Cerebrovascular disease
	  350 (15.5%)   
	  253 (14.6%)   
	   97 (18.8%)   
	  0.024  
	  166 (14.2%)   
	  184 (16.9%)   
	  0.088  

	Dementia
	  150 (6.66%)   
	  111 (6.39%)   
	   39 (7.56%)   
	  0.404  
	   93 (7.98%)   
	   57 (5.24%)   
	  0.012  

	Chronic pulmonary disease
	  665 (29.5%)   
	  497 (28.6%)   
	  168 (32.6%)   
	  0.095  
	  323 (27.7%)   
	  342 (31.5%)   
	  0.056  

	Rheumatic disease
	   95 (4.22%)   
	   68 (3.91%)   
	   27 (5.23%)   
	  0.237  
	   47 (4.03%)   
	   48 (4.42%)   
	  0.727  

	Peptic ulcer disease
	   79 (3.51%)   
	   58 (3.34%)   
	   21 (4.07%)   
	  0.512  
	   38 (3.26%)   
	   41 (3.77%)   
	  0.585  

	Mild liver disease
	  158 (7.01%)   
	   88 (5.07%)   
	   70 (13.6%)   
	 <0.001  
	   82 (7.03%)   
	   76 (6.99%)   
	  1.000  

	Diabetes without complications
	  579 (25.7%)   
	  438 (25.2%)   
	  141 (27.3%)   
	  0.365  
	  314 (26.9%)   
	  265 (24.4%)   
	  0.181  

	Diabetes with complications
	  192 (8.52%)   
	  146 (8.41%)   
	   46 (8.91%)   
	  0.784  
	  118 (10.1%)   
	   74 (6.81%)   
	  0.006  

	Paraplegia
	   84 (3.73%)   
	   52 (2.99%)   
	   32 (6.20%)   
	  0.001  
	   51 (4.37%)   
	   33 (3.04%)   
	  0.118  

	Renal disease
	  689 (30.6%)   
	  503 (29.0%)   
	  186 (36.0%)   
	  0.003  
	  354 (30.4%)   
	  335 (30.8%)   
	  0.849  

	Malignant cancer
	  288 (12.8%)   
	  189 (10.9%)   
	   99 (19.2%)   
	 <0.001  
	  175 (15.0%)   
	  113 (10.4%)   
	  0.001  

	Severe liver disease
	   42 (1.86%)   
	   24 (1.38%)   
	   18 (3.49%)   
	  0.003  
	   21 (1.80%)   
	   21 (1.93%)   
	  0.941  

	Metastatic solid tumor
	   98 (4.35%)   
	   50 (2.88%)   
	   48 (9.30%)   
	 <0.001  
	   62 (5.32%)   
	   36 (3.31%)   
	  0.026  

	Acquired immune deficiency syndrome
	   1 (0.04%)    
	   0 (0.00%)    
	   1 (0.19%)    
	  0.229  
	   0 (0.00%)    
	   1 (0.09%)    
	  0.482  

	Charlson comorbidity index (median [IQR])
	6.00 [5.00;8.00]
	6.00 [5.00;8.00]
	7.00 [6.00;9.00]
	 <0.001  
	6.00 [5.00;8.00]
	6.00 [5.00;8.00]
	  0.319  

	Vital sign (median [IQR])
	
	
	
	
	
	
	

	Heart Rate (bpm)
	81.0 [74.0;89.5]
	80.0 [74.0;88.0]
	84.0 [76.0;94.0]
	 <0.001  
	80.0 [73.0;88.0]
	82.0 [76.0;90.0]
	 <0.001  

	Systolic blood pressure (mmHg)
	 114 [107;123]  
	 116 [109;124]  
	 110 [104;119]  
	 <0.001  
	 114 [107;123]  
	 115 [107;124]  
	  0.196  

	Diastolic blood pressure (mmHg)
	54.0 [50.0;59.0]
	54.5 [50.0;59.0]
	53.0 [48.0;58.0]
	 <0.001  
	53.0 [49.0;58.0]
	55.0 [51.0;60.0]
	 <0.001  

	Mean arterial pressure (mmHg)
	72.0 [68.0;76.0]
	72.0 [68.0;77.0]
	70.0 [66.0;75.0]
	 <0.001  
	71.0 [67.0;75.0]
	73.0 [68.0;77.5]
	 <0.001  

	Respiratory Rate (bpm)
	19.0 [17.0;22.0]
	19.0 [17.0;21.0]
	21.0 [18.0;23.1]
	 <0.001  
	19.0 [17.0;22.0]
	20.0 [18.0;22.0]
	  0.002  

	Temperature (℃)
	36.8 [36.6;37.0]
	36.8 [36.6;37.0]
	36.8 [36.6;37.2]
	  0.054  
	36.8 [36.6;37.0]
	36.8 [36.6;37.0]
	  0.965  

	Pulse oxygen saturation (%)
	97.0 [96.0;98.0]
	97.0 [96.0;98.0]
	98.0 [96.0;99.0]
	  0.002  
	97.0 [96.0;99.0]
	97.0 [96.0;98.0]
	  0.132  

	Laboratory parameters (median [IQR])
	
	
	
	
	
	
	

	White blood cell (×109 /L)
	9.80 [7.90;12.2]
	9.50 [7.80;11.7]
	11.2 [8.60;14.7]
	 <0.001  
	9.50 [7.70;11.9]
	10.2 [8.20;12.6]
	 <0.001  

	Hemoglobin (g/dL)
	9.85 [9.00;10.8]
	9.90 [9.10;10.8]
	9.70 [8.80;10.7]
	  0.002  
	9.80 [9.00;10.8]
	9.90 [9.15;10.8]
	  0.093  

	Platelet (×109 /L)
	 193 [143;252]  
	 194 [146;251]  
	 186 [124;256]  
	  0.003  
	 197 [144;257]  
	 188 [140;247]  
	  0.063  

	Creatinine (mg/dL)
	1.10 [0.80;1.60]
	1.10 [0.80;1.50]
	1.30 [0.90;2.00]
	 <0.001  
	1.10 [0.80;1.55]
	1.15 [0.90;1.65]
	  0.015  

	Blood urea nitrogen (mg/dL)
	26.0 [19.0;38.0]
	25.0 [18.5;35.0]
	31.0 [21.0;46.0]
	 <0.001  
	25.0 [18.0;36.0]
	27.0 [20.0;39.0]
	 <0.001  

	Potassium (mmol/L)
	4.10 [3.90;4.30]
	4.10 [3.90;4.30]
	4.10 [3.90;4.40]
	  0.003  
	4.10 [3.90;4.30]
	4.10 [3.90;4.30]
	  0.998  

	Sodium (mmol/L)
	 139 [137;141]  
	 139 [137;141]  
	 139 [137;142]  
	  0.611  
	 139 [137;141]  
	 139 [137;141]  
	  0.032  

	Chloride (mmol/L)
	 103 [100;106]  
	 103 [100;105]  
	 104 [100;108]  
	  0.001  
	 104 [101;106]  
	 103 [100;105]  
	 <0.001  

	Calcium (mmol/L)
	8.40 [8.10;8.80]
	8.50 [8.15;8.80]
	8.20 [7.85;8.70]
	 <0.001  
	8.40 [8.00;8.80]
	8.50 [8.10;8.80]
	  0.012  

	Glucose (mg/dL)
	 118 [105;138]  
	 116 [104;133]  
	 129 [113;154]  
	 <0.001  
	 118 [104;138]  
	 119 [106;138]  
	  0.186  

	Bicarbonate (mmol/L)
	25.0 [23.0;27.0]
	25.5 [24.0;27.0]
	23.0 [20.0;26.0]
	 <0.001  
	25.0 [23.0;27.0]
	25.0 [23.0;27.0]
	  0.026  

	Lactate (mmol/L)
	1.70 [1.30;2.30]
	1.70 [1.30;2.20]
	1.85 [1.40;2.80]
	 <0.001  
	1.70 [1.30;2.25]
	1.75 [1.35;2.35]
	  0.029  

	Critical illness scoring systems (median [IQR])
	
	
	
	
	
	
	

	Glasgow Coma Scale
	15.0 [15.0;15.0]
	15.0 [15.0;15.0]
	15.0 [15.0;15.0]
	  0.784  
	15.0 [15.0;15.0]
	15.0 [15.0;15.0]
	  0.026  

	Sequential Organ Failure Assessment
	5.00 [4.00;7.00]
	5.00 [3.00;6.00]
	7.00 [4.00;9.00]
	 <0.001  
	5.00 [4.00;7.00]
	5.00 [3.00;7.00]
	  0.262  

	Clinical treatment information
	
	
	
	
	
	
	

	Renal Replacement Therapy (n(%))
	  251 (11.1%)   
	  138 (7.94%)   
	  113 (21.9%)   
	 <0.001  
	  115 (9.86%)   
	  136 (12.5%)   
	  0.054  

	Mechanical Ventilation (n(%))
	  1803 (80.0%)  
	  1361 (78.4%)  
	  442 (85.7%)   
	 <0.001  
	  883 (75.7%)   
	  920 (84.6%)   
	 <0.001  

	Acute Kidney Injury (KDIGO-stage3) (n(%))
	  811 (36.0%)   
	  482 (27.7%)   
	  329 (63.8%)   
	 <0.001  
	  395 (33.9%)   
	  416 (38.3%)   
	  0.033  

	Length of hospital stays (days) (median [IQR])
	10.1 [6.62;16.3]
	10.7 [7.10;16.6]
	8.67 [5.11;15.6]
	 <0.001  
	9.18 [6.12;14.8]
	11.1 [7.32;18.0]
	 <0.001  

	Length of ICU stays (days) (median [IQR])
	4.79 [3.11;8.67]
	4.29 [3.01;7.76]
	6.64 [4.03;11.2]
	 <0.001  
	4.02 [2.73;7.06]
	5.87 [3.57;10.1]
	 <0.001  

	Atrial fibrillation (n(%))
	  1087 (48.2%)  
	  815 (46.9%)   
	  272 (52.7%)   
	  0.024  
	
	
	

	In-hospital mortality, (n (%))
	  516 (22.9%)   
	
	
	
	  244 (20.9%)   
	  272 (25.0%)   
	  0.024  

	28-day mortality, (n (%))
	  570 (25.3%)   
	   92 (5.30%)   
	  478 (92.6%)   
	  0.000  
	  298 (25.6%)   
	  272 (25.0%)   
	  0.808  




Appendix TABLE 2 The results of the subgroup analysis of the optimal range of diastolic blood pressure
	Variables
	n (%)
	0
	1
	HR (95%CI)
	P
	P for interaction

	
	
	
	
	
	
	

	All patients
	2253 (100.00)
	379/1414
	191/839
	0.79 (0.67 ~ 0.95)
	0.010
	

	Gender
	
	
	
	
	
	0.049

	    Female
	1086 (48.20)
	191/706
	98/380
	0.96 (0.75 ~ 1.22)
	0.721
	

	    Male
	1167 (51.80)
	188/708
	93/459
	0.67 (0.52 ~ 0.87)
	0.002
	

	Myocardial infarct
	
	
	
	
	
	0.848

	    NO
	1639 (72.75)
	266/1018
	133/621
	0.79 (0.64 ~ 0.97)
	0.025
	

	    YES
	614 (27.25)
	113/396
	58/218
	0.84 (0.61 ~ 1.17)
	0.307
	

	Congestive heart failure
	
	
	
	
	
	0.138

	    NO
	1296 (57.52)
	191/808
	108/488
	0.89 (0.70 ~ 1.13)
	0.332
	

	    YES
	957 (42.48)
	188/606
	83/351
	0.68 (0.52 ~ 0.89)
	0.005
	

	Peripheral vascular disease
	
	
	
	
	
	0.307

	    NO
	1835 (81.45)
	309/1135
	162/700
	0.76 (0.63 ~ 0.92)
	0.006
	

	    YES
	418 (18.55)
	70/279
	29/139
	0.92 (0.58 ~ 1.47)
	0.726
	

	Cerebrovascular disease
	
	
	
	
	
	0.425

	    NO
	1903 (84.47)
	308/1188
	159/715
	0.76 (0.62 ~ 0.92)
	0.004
	

	    YES
	350 (15.53)
	71/226
	32/124
	0.85 (0.55 ~ 1.30)
	0.445
	

	Dementia
	
	
	
	
	
	0.908

	    NO
	2103 (93.34)
	346/1320
	172/783
	0.79 (0.66 ~ 0.95)
	0.013
	

	    YES
	150 (6.66)
	33/94
	19/56
	0.92 (0.50 ~ 1.70)
	0.782
	

	Chronic pulmonary disease
	
	
	
	
	
	0.062

	    NO
	1588 (70.48)
	260/985
	128/603
	0.73 (0.59 ~ 0.90)
	0.004
	

	    YES
	665 (29.52)
	119/429
	63/236
	1.03 (0.75 ~ 1.40)
	0.859
	

	Rheumatic disease
	
	
	
	
	
	0.565

	    NO
	2158 (95.78)
	359/1354
	180/804
	0.78 (0.66 ~ 0.94)
	0.009
	

	    YES
	95 (4.22)
	20/60
	11/35
	1.07 (0.43 ~ 2.65)
	0.890
	

	Peptic ulcer disease
	
	
	
	
	
	0.399

	    NO
	2174 (96.49)
	366/1362
	179/812
	0.78 (0.65 ~ 0.93)
	0.006
	

	    YES
	79 (3.51)
	13/52
	12/27
	2.95 (1.01 ~ 8.60)
	0.048
	

	Mild liver disease
	
	
	
	
	
	0.573

	    NO
	2095 (92.99)
	340/1324
	159/771
	0.77 (0.63 ~ 0.93)
	0.006
	

	    YES
	158 (7.01)
	39/90
	32/68
	0.89 (0.52 ~ 1.51)
	0.662
	

	Diabetes without complications
	
	
	
	
	
	0.536

	    NO
	1674 (74.30)
	273/1042
	135/632
	0.75 (0.61 ~ 0.92)
	0.007
	

	    YES
	579 (25.70)
	106/372
	56/207
	0.83 (0.60 ~ 1.16)
	0.284
	

	Diabetes with complications
	
	
	
	
	
	0.117

	    NO
	2061 (91.48)
	347/1296
	172/765
	0.75 (0.63 ~ 0.91)
	0.003
	

	    YES
	192 (8.52)
	32/118
	19/74
	1.01 (0.55 ~ 1.85)
	0.986
	

	Paraplegia
	
	
	
	
	
	0.603

	    NO
	2169 (96.27)
	356/1358
	180/811
	0.79 (0.66 ~ 0.94)
	0.009
	

	    YES
	84 (3.73)
	23/56
	11/28
	1.25 (0.57 ~ 2.74)
	0.574
	

	Renal disease
	
	
	
	
	
	0.979

	    NO
	1564 (69.42)
	243/984
	126/580
	0.80 (0.64 ~ 0.99)
	0.041
	

	    YES
	689 (30.58)
	136/430
	65/259
	0.84 (0.62 ~ 1.13)
	0.250
	

	Malignant cancer
	
	
	
	
	
	0.804

	    NO
	1965 (87.22)
	309/1241
	150/724
	0.81 (0.66 ~ 0.98)
	0.035
	

	    YES
	288 (12.78)
	70/173
	41/115
	0.74 (0.49 ~ 1.11)
	0.144
	

	Severe liver disease
	
	
	
	
	
	0.528

	    NO
	2211 (98.14)
	367/1389
	183/822
	0.78 (0.65 ~ 0.94)
	0.007
	

	    YES
	42 (1.86)
	12/25
	8/17
	2.26 (0.41 ~ 12.41)
	0.348
	

	Metastatic solid tumor
	
	
	
	
	
	0.182

	    NO
	2155 (95.65)
	344/1358
	167/797
	0.76 (0.63 ~ 0.92)
	0.004
	

	    YES
	98 (4.35)
	35/56
	24/42
	0.76 (0.42 ~ 1.36)
	0.351
	

	Acquired immune deficiency syndrome
	
	
	
	
	
	

	    NO
	2252 (99.96)
	378/1413
	191/839
	0.79 (0.67 ~ 0.95)
	0.010
	

	    YES
	1 (0.04)
	1/1
	0/0
	
	
	

	Age
	
	
	
	
	
	0.230

	    <82
	1126 (49.98)
	159/696
	80/430
	0.70 (0.53 ~ 0.92)
	0.011
	

	    >=82
	1127 (50.02)
	220/718
	111/409
	0.85 (0.68 ~ 1.08)
	0.178
	

	Charlson comorbidity index
	
	
	
	
	
	0.510

	    <=6
	750 (33.29)
	83/463
	39/287
	0.66 (0.45 ~ 0.98)
	0.040
	

	    >6
	1503 (66.71)
	296/951
	152/552
	0.82 (0.67 ~ 1.00)
	0.048
	

	Heart Rate
	
	
	
	
	
	0.883

	    <81
	1094 (48.56)
	153/700
	72/394
	0.85 (0.64 ~ 1.13)
	0.266
	

	    >=81
	1159 (51.44)
	226/714
	119/445
	0.78 (0.62 ~ 0.98)
	0.032
	

	Respiratory Rate
	
	
	
	
	
	0.284

	    <19
	916 (40.66)
	122/566
	61/350
	0.66 (0.48 ~ 0.91)
	0.012
	

	    >=19
	1337 (59.34)
	257/848
	130/489
	0.84 (0.68 ~ 1.04)
	0.102
	

	Temperature
	
	
	
	
	
	0.920

	    <36 8
	1017 (45.14)
	182/652
	86/365
	0.77 (0.59 ~ 1.00)
	0.052
	

	    >=36 8
	1236 (54.86)
	197/762
	105/474
	0.76 (0.60 ~ 0.97)
	0.025
	

	Pulse oxygen saturation
	
	
	
	
	
	0.167

	    <97
	761 (33.78)
	111/475
	67/286
	0.90 (0.66 ~ 1.24)
	0.524
	

	    >=97
	1492 (66.22)
	268/939
	124/553
	0.74 (0.60 ~ 0.92)
	0.006
	

	White blood cell
	
	
	
	
	
	0.952

	    <9 8
	1120 (49.71)
	148/694
	76/426
	0.78 (0.59 ~ 1.04)
	0.088
	

	    >=9 8
	1133 (50.29)
	231/720
	115/413
	0.81 (0.64 ~ 1.02)
	0.067
	

	Hemoglobin
	
	
	
	
	
	0.716

	    <9 85
	1111 (49.31)
	204/715
	93/396
	0.81 (0.63 ~ 1.03)
	0.091
	

	    >=9 85
	1142 (50.69)
	175/699
	98/443
	0.78 (0.60 ~ 1.00)
	0.052
	

	Platelet
	
	
	
	
	
	0.864

	    <193
	1125 (49.93)
	197/706
	96/419
	0.77 (0.60 ~ 0.99)
	0.045
	

	    >=193
	1128 (50.07)
	182/708
	95/420
	0.82 (0.64 ~ 1.06)
	0.124
	

	Creatinine
	
	
	
	
	
	0.975

	    <1 1
	1029 (45.67)
	136/653
	77/376
	0.81 (0.61 ~ 1.08)
	0.152
	

	    >=1 1
	1224 (54.33)
	243/761
	114/463
	0.80 (0.64 ~ 1.00)
	0.049
	

	Blood urea nitrogen
	
	
	
	
	
	0.626

	    <26
	1107 (49.13)
	137/693
	77/414
	0.82 (0.61 ~ 1.09)
	0.166
	

	    >=26
	1146 (50.87)
	242/721
	114/425
	0.77 (0.62 ~ 0.97)
	0.025
	

	Potassium
	
	
	
	
	
	0.880

	    <4 1
	1001 (44.43)
	159/633
	82/368
	0.78 (0.60 ~ 1.03)
	0.079
	

	    >=4 1
	1252 (55.57)
	220/781
	109/471
	0.82 (0.65 ~ 1.04)
	0.102
	

	Sodium
	
	
	
	
	
	0.857

	    <139
	959 (42.57)
	150/592
	85/367
	0.82 (0.63 ~ 1.08)
	0.157
	

	    >=139
	1294 (57.43)
	229/822
	106/472
	0.76 (0.61 ~ 0.97)
	0.025
	

	Chloride
	
	
	
	
	
	0.935

	    <103
	1003 (44.52)
	149/615
	79/388
	0.78 (0.59 ~ 1.03)
	0.082
	

	    >=103
	1250 (55.48)
	230/799
	112/451
	0.74 (0.59 ~ 0.93)
	0.011
	

	Calcium
	
	
	
	
	
	0.201

	    <8 4
	979 (43.45)
	215/611
	107/368
	0.72 (0.57 ~ 0.92)
	0.008
	

	    >=8 4
	1274 (56.55)
	164/803
	84/471
	0.92 (0.71 ~ 1.20)
	0.550
	

	Glucose
	
	
	
	
	
	0.554

	    <118
	1087 (48.25)
	133/683
	68/404
	0.85 (0.63 ~ 1.14)
	0.279
	

	    >=118
	1166 (51.75)
	246/731
	123/435
	0.77 (0.62 ~ 0.96)
	0.021
	

	Bicarbonate
	
	
	
	
	
	0.571

	    <25
	950 (42.17)
	238/604
	115/346
	0.80 (0.64 ~ 1.00)
	0.050
	

	    >=25
	1303 (57.83)
	141/810
	76/493
	0.71 (0.53 ~ 0.95)
	0.020
	

	Lactate
	
	
	
	
	
	0.663

	    <1 7
	1056 (46.87)
	155/681
	71/375
	0.77 (0.58 ~ 1.02)
	0.071
	

	    >=1 7
	1197 (53.13)
	224/733
	120/464
	0.84 (0.67 ~ 1.05)
	0.119
	

	Sequential Organ Failure Assessment
	
	
	
	
	
	0.811

	    <5
	971 (43.10)
	107/619
	47/352
	0.76 (0.53 ~ 1.07)
	0.118
	

	    >=5
	1282 (56.90)
	272/795
	144/487
	0.82 (0.67 ~ 1.00)
	0.054
	

	Glasgow Coma Scale
	
	
	
	
	
	0.171

	    <15
	337 (14.96)
	69/206
	33/131
	0.64 (0.42 ~ 0.97)
	0.036
	

	    15
	1916 (85.04)
	310/1208
	158/708
	0.85 (0.70 ~ 1.03)
	0.094
	

	HR: Hazard Ratio, CI: Confidence Interval, 0: DBP out of (51–57), 1: DBP in (51–57).



Appendix TABLE 2 The results of the subgroup analysis of the optimal range of mean arterial pressure
	Variables
	n (%)
	0
	1
	HR (95%CI)
	P
	P for interaction

	
	
	
	
	
	
	

	All patients
	2253 (100.00)
	397/1465
	173/788
	0.83 (0.69 ~ 0.99)
	0.044
	

	Gender
	
	
	
	
	
	0.654

	    Female
	1086 (48.20)
	205/741
	84/345
	0.84 (0.65 ~ 1.09)
	0.193
	

	    Male
	1167 (51.80)
	192/724
	89/443
	0.84 (0.64 ~ 1.08)
	0.173
	

	Myocardial infarct
	
	
	
	
	
	0.251

	    NO
	1639 (72.75)
	276/1058
	123/581
	0.85 (0.68 ~ 1.06)
	0.144
	

	    YES
	614 (27.25)
	121/407
	50/207
	0.75 (0.54 ~ 1.06)
	0.106
	

	Congestive heart failure
	
	
	
	
	
	0.149

	    NO
	1296 (57.52)
	207/832
	92/464
	0.93 (0.72 ~ 1.19)
	0.553
	

	    YES
	957 (42.48)
	190/633
	81/324
	0.69 (0.53 ~ 0.90)
	0.006
	

	Peripheral vascular disease
	
	
	
	
	
	0.105

	    NO
	1835 (81.45)
	331/1178
	140/657
	0.78 (0.63 ~ 0.95)
	0.015
	

	    YES
	418 (18.55)
	66/287
	33/131
	0.97 (0.62 ~ 1.52)
	0.894
	

	Cerebrovascular disease
	
	
	
	
	
	0.593

	    NO
	1903 (84.47)
	316/1211
	151/692
	0.86 (0.71 ~ 1.05)
	0.139
	

	    YES
	350 (15.53)
	81/254
	22/96
	0.67 (0.40 ~ 1.10)
	0.114
	

	Dementia
	
	
	
	
	
	0.020

	    NO
	2103 (93.34)
	367/1375
	151/728
	0.77 (0.64 ~ 0.94)
	0.010
	

	    YES
	150 (6.66)
	30/90
	22/60
	1.28 (0.70 ~ 2.35)
	0.422
	

	Chronic pulmonary disease
	
	
	
	
	
	0.806

	    NO
	1588 (70.48)
	269/1021
	119/567
	0.82 (0.66 ~ 1.03)
	0.089
	

	    YES
	665 (29.52)
	128/444
	54/221
	0.82 (0.59 ~ 1.15)
	0.252
	

	Rheumatic disease
	
	
	
	
	
	0.918

	    NO
	2158 (95.78)
	376/1406
	163/752
	0.82 (0.68 ~ 1.00)
	0.045
	

	    YES
	95 (4.22)
	21/59
	10/36
	1.20 (0.48 ~ 2.99)
	0.690
	

	Peptic ulcer disease
	
	
	
	
	
	0.656

	    NO
	2174 (96.49)
	384/1413
	161/761
	0.82 (0.68 ~ 0.99)
	0.037
	

	    YES
	79 (3.51)
	13/52
	12/27
	2.95 (0.97 ~ 8.96)
	0.056
	

	Mild liver disease
	
	
	
	
	
	0.365

	    NO
	2095 (92.99)
	346/1354
	153/741
	0.85 (0.70 ~ 1.03)
	0.101
	

	    YES
	158 (7.01)
	51/111
	20/47
	0.65 (0.37 ~ 1.15)
	0.137
	

	Diabetes without complications
	
	
	
	
	
	0.023

	    NO
	1674 (74.30)
	295/1094
	113/580
	0.72 (0.58 ~ 0.89)
	0.003
	

	    YES
	579 (25.70)
	102/371
	60/208
	1.15 (0.83 ~ 1.61)
	0.404
	

	Diabetes with complications
	
	
	
	
	
	0.287

	    NO
	2061 (91.48)
	363/1338
	156/723
	0.80 (0.66 ~ 0.97)
	0.023
	

	    YES
	192 (8.52)
	34/127
	17/65
	0.96 (0.51 ~ 1.78)
	0.887
	

	Paraplegia
	
	
	
	
	
	0.327

	    NO
	2169 (96.27)
	369/1393
	167/776
	0.85 (0.71 ~ 1.03)
	0.094
	

	    YES
	84 (3.73)
	28/72
	6/12
	0.67 (0.22 ~ 2.08)
	0.489
	

	Renal disease
	
	
	
	
	
	0.958

	    NO
	1564 (69.42)
	252/1001
	117/563
	0.82 (0.66 ~ 1.03)
	0.091
	

	    YES
	689 (30.58)
	145/464
	56/225
	0.81 (0.58 ~ 1.11)
	0.192
	

	Malignant cancer
	
	
	
	
	
	0.750

	    NO
	1965 (87.22)
	317/1278
	142/687
	0.83 (0.68 ~ 1.02)
	0.070
	

	    YES
	288 (12.78)
	80/187
	31/101
	0.75 (0.49 ~ 1.16)
	0.200
	

	Severe liver disease
	
	
	
	
	
	0.991

	    NO
	2211 (98.14)
	383/1438
	167/773
	0.83 (0.69 ~ 1.00)
	0.047
	

	    YES
	42 (1.86)
	14/27
	6/15
	2.90 (0.37 ~ 22.48)
	0.309
	

	Metastatic solid tumor
	
	
	
	
	
	0.142

	    NO
	2155 (95.65)
	355/1401
	156/754
	0.80 (0.66 ~ 0.98)
	0.027
	

	    YES
	98 (4.35)
	42/64
	17/34
	0.97 (0.52 ~ 1.79)
	0.921
	

	Acquired immune deficiency syndrome
	
	
	
	
	
	

	    NO
	2252 (99.96)
	396/1464
	173/788
	0.83 (0.69 ~ 1.00)
	0.046
	

	    YES
	1 (0.04)
	1/1
	0/0
	
	
	

	Age
	
	
	
	
	
	0.361

	    <82
	1126 (49.98)
	165/725
	74/401
	0.81 (0.61 ~ 1.08)
	0.149
	

	    >=82
	1127 (50.02)
	232/740
	99/387
	0.87 (0.68 ~ 1.10)
	0.250
	

	Charlson comorbidity index
	
	
	
	
	
	0.592

	    <=6
	750 (33.29)
	88/480
	34/270
	0.76 (0.50 ~ 1.15)
	0.195
	

	    >6
	1503 (66.71)
	309/985
	139/518
	0.85 (0.69 ~ 1.04)
	0.114
	

	Heart Rate
	
	
	
	
	
	0.875

	    <81
	1094 (48.56)
	156/715
	69/379
	0.89 (0.66 ~ 1.19)
	0.425
	

	    >=81
	1159 (51.44)
	241/750
	104/409
	0.82 (0.65 ~ 1.04)
	0.098
	

	Respiratory Rate
	
	
	
	
	
	0.467

	    <19
	916 (40.66)
	133/591
	50/325
	0.78 (0.56 ~ 1.09)
	0.151
	

	    >=19
	1337 (59.34)
	264/874
	123/463
	0.88 (0.71 ~ 1.10)
	0.264
	

	Temperature
	
	
	
	
	
	0.413

	    <36 8
	1017 (45.14)
	194/678
	74/339
	0.76 (0.58 ~ 1.01)
	0.059
	

	    >=36 8
	1236 (54.86)
	203/787
	99/449
	0.84 (0.66 ~ 1.07)
	0.163
	

	Pulse oxygen saturation
	
	
	
	
	
	0.317

	    <97
	761 (33.78)
	115/473
	63/288
	0.97 (0.71 ~ 1.34)
	0.867
	

	    >=97
	1492 (66.22)
	282/992
	110/500
	0.77 (0.61 ~ 0.96)
	0.021
	

	White blood cell
	
	
	
	
	
	0.394

	    <9 8
	1120 (49.71)
	161/727
	63/393
	0.89 (0.66 ~ 1.20)
	0.441
	

	    >=9 8
	1133 (50.29)
	236/738
	110/395
	0.80 (0.64 ~ 1.01)
	0.062
	

	Hemoglobin
	
	
	
	
	
	0.455

	    <9 85
	1111 (49.31)
	206/726
	91/385
	0.88 (0.68 ~ 1.13)
	0.313
	

	    >=9 85
	1142 (50.69)
	191/739
	82/403
	0.79 (0.61 ~ 1.04)
	0.091
	

	Platelet
	
	
	
	
	
	0.410

	    <193
	1125 (49.93)
	207/728
	86/397
	0.78 (0.60 ~ 1.02)
	0.066
	

	    >=193
	1128 (50.07)
	190/737
	87/391
	0.86 (0.67 ~ 1.12)
	0.271
	

	Creatinine
	
	
	
	
	
	0.190

	    <1 1
	1029 (45.67)
	143/670
	70/359
	0.92 (0.69 ~ 1.25)
	0.607
	

	    >=1 1
	1224 (54.33)
	254/795
	103/429
	0.74 (0.59 ~ 0.94)
	0.013
	

	Blood urea nitrogen
	
	
	
	
	
	0.036

	    <26
	1107 (49.13)
	142/714
	72/393
	1.10 (0.82 ~ 1.48)
	0.524
	

	    >=26
	1146 (50.87)
	255/751
	101/395
	0.70 (0.56 ~ 0.89)
	0.004
	

	Potassium
	
	
	
	
	
	0.779

	    <4 1
	1001 (44.43)
	169/675
	72/326
	0.84 (0.63 ~ 1.11)
	0.223
	

	    >=4 1
	1252 (55.57)
	228/790
	101/462
	0.83 (0.65 ~ 1.06)
	0.145
	

	Sodium
	
	
	
	
	
	0.943

	    <139
	959 (42.57)
	165/631
	70/328
	0.89 (0.66 ~ 1.19)
	0.417
	

	    >=139
	1294 (57.43)
	232/834
	103/460
	0.80 (0.63 ~ 1.01)
	0.064
	

	Chloride
	
	
	
	
	
	0.070

	    <103
	1003 (44.52)
	165/648
	63/355
	0.71 (0.53 ~ 0.96)
	0.026
	

	    >=103
	1250 (55.48)
	232/817
	110/433
	0.92 (0.73 ~ 1.16)
	0.464
	

	Calcium
	
	
	
	
	
	0.638

	    <8 4
	979 (43.45)
	226/654
	96/325
	0.77 (0.60 ~ 0.99)
	0.041
	

	    >=8 4
	1274 (56.55)
	171/811
	77/463
	0.92 (0.70 ~ 1.21)
	0.548
	

	Glucose
	
	
	
	
	
	0.347

	    <118
	1087 (48.25)
	148/712
	53/375
	0.71 (0.51 ~ 0.98)
	0.038
	

	    >=118
	1166 (51.75)
	249/753
	120/413
	0.88 (0.70 ~ 1.10)
	0.251
	

	Bicarbonate
	
	
	
	
	
	0.068

	    <25
	950 (42.17)
	243/642
	110/308
	0.92 (0.73 ~ 1.16)
	0.459
	

	    >=25
	1303 (57.83)
	154/823
	63/480
	0.65 (0.48 ~ 0.88)
	0.005
	

	Lactate
	
	
	
	
	
	0.393

	    <1 7
	1056 (46.87)
	151/680
	75/376
	0.90 (0.67 ~ 1.19)
	0.455
	

	    >=1 7
	1197 (53.13)
	246/785
	98/412
	0.78 (0.61 ~ 0.99)
	0.042
	

	Sequential Organ Failure Assessment
	
	
	
	
	
	0.774

	    <5
	971 (43.10)
	110/632
	44/339
	0.77 (0.54 ~ 1.11)
	0.159
	

	    >=5
	1282 (56.90)
	287/833
	129/449
	0.86 (0.69 ~ 1.06)
	0.160
	

	Glasgow Coma Scale
	
	
	
	
	
	0.235

	    <15
	337 (14.96)
	71/230
	31/107
	1.04 (0.67 ~ 1.62)
	0.849
	

	    15
	1916 (85.04)
	326/1235
	142/681
	0.79 (0.65 ~ 0.97)
	0.026
	

	HR: Hazard Ratio, CI: Confidence Interval, 0: MAP out of (69–74), 1: MAP in (69–74).



Appendix TABLE 2 The results of the subgroup analysis of the optimal range of systolic blood pressure
	Variables
	n (%)
	0
	1
	HR (95%CI)
	P
	P for interaction

	
	
	
	
	
	
	

	All patients
	2253 (100.00)
	381/1421
	189/832
	0.76 (0.64 ~ 0.91)
	0.002
	

	Gender
	
	
	
	
	
	0.104

	    Female
	1086 (48.20)
	197/690
	92/396
	0.63 (0.49 ~ 0.82)
	<.001
	

	    Male
	1167 (51.80)
	184/731
	97/436
	0.85 (0.66 ~ 1.09)
	0.202
	

	Myocardial infarct
	
	
	
	
	
	0.865

	    NO
	1639 (72.75)
	269/1062
	130/577
	0.76 (0.61 ~ 0.95)
	0.014
	

	    YES
	614 (27.25)
	112/359
	59/255
	0.82 (0.59 ~ 1.13)
	0.226
	

	Congestive heart failure
	
	
	
	
	
	0.352

	    NO
	1296 (57.52)
	202/830
	97/466
	0.72 (0.56 ~ 0.92)
	0.010
	

	    YES
	957 (42.48)
	179/591
	92/366
	0.83 (0.65 ~ 1.08)
	0.163
	

	Peripheral vascular disease
	
	
	
	
	
	0.801

	    NO
	1835 (81.45)
	313/1145
	158/690
	0.75 (0.62 ~ 0.91)
	0.004
	

	    YES
	418 (18.55)
	68/276
	31/142
	0.84 (0.52 ~ 1.36)
	0.485
	

	Cerebrovascular disease
	
	
	
	
	
	0.252

	    NO
	1903 (84.47)
	304/1169
	163/734
	0.79 (0.65 ~ 0.96)
	0.017
	

	    YES
	350 (15.53)
	77/252
	26/98
	0.66 (0.41 ~ 1.06)
	0.085
	

	Dementia
	
	
	
	
	
	0.005

	    NO
	2103 (93.34)
	355/1332
	163/771
	0.70 (0.58 ~ 0.85)
	<.001
	

	    YES
	150 (6.66)
	26/89
	26/61
	1.49 (0.82 ~ 2.73)
	0.192
	

	Chronic pulmonary disease
	
	
	
	
	
	0.168

	    NO
	1588 (70.48)
	264/1002
	124/586
	0.69 (0.56 ~ 0.86)
	0.001
	

	    YES
	665 (29.52)
	117/419
	65/246
	0.88 (0.64 ~ 1.21)
	0.424
	

	Rheumatic disease
	
	
	
	
	
	0.686

	    NO
	2158 (95.78)
	358/1351
	181/807
	0.76 (0.63 ~ 0.91)
	0.003
	

	    YES
	95 (4.22)
	23/70
	8/25
	1.05 (0.31 ~ 3.59)
	0.936
	

	Peptic ulcer disease
	
	
	
	
	
	0.756

	    NO
	2174 (96.49)
	363/1373
	182/801
	0.77 (0.64 ~ 0.92)
	0.004
	

	    YES
	79 (3.51)
	18/48
	7/31
	0.58 (0.21 ~ 1.62)
	0.299
	

	Mild liver disease
	
	
	
	
	
	0.787

	    NO
	2095 (92.99)
	329/1313
	170/782
	0.76 (0.63 ~ 0.92)
	0.005
	

	    YES
	158 (7.01)
	52/108
	19/50
	0.83 (0.47 ~ 1.47)
	0.523
	

	Diabetes without complications
	
	
	
	
	
	0.021

	    NO
	1674 (74.30)
	281/1058
	127/616
	0.65 (0.52 ~ 0.80)
	<.001
	

	    YES
	579 (25.70)
	100/363
	62/216
	0.96 (0.69 ~ 1.35)
	0.826
	

	Diabetes with complications
	
	
	
	
	
	0.375

	    NO
	2061 (91.48)
	350/1299
	169/762
	0.75 (0.62 ~ 0.90)
	0.002
	

	    YES
	192 (8.52)
	31/122
	20/70
	1.07 (0.59 ~ 1.93)
	0.832
	

	Paraplegia
	
	
	
	
	
	0.560

	    NO
	2169 (96.27)
	355/1357
	181/812
	0.75 (0.62 ~ 0.90)
	0.002
	

	    YES
	84 (3.73)
	26/64
	8/20
	0.70 (0.26 ~ 1.87)
	0.474
	

	Renal disease
	
	
	
	
	
	0.819

	    NO
	1564 (69.42)
	244/980
	125/584
	0.76 (0.61 ~ 0.95)
	0.015
	

	    YES
	689 (30.58)
	137/441
	64/248
	0.73 (0.53 ~ 0.99)
	0.043
	

	Malignant cancer
	
	
	
	
	
	0.889

	    NO
	1965 (87.22)
	307/1236
	152/729
	0.76 (0.62 ~ 0.93)
	0.007
	

	    YES
	288 (12.78)
	74/185
	37/103
	0.92 (0.61 ~ 1.41)
	0.716
	

	Severe liver disease
	
	
	
	
	
	0.511

	    NO
	2211 (98.14)
	370/1398
	180/813
	0.76 (0.64 ~ 0.91)
	0.003
	

	    YES
	42 (1.86)
	11/23
	9/19
	0.42 (0.06 ~ 2.91)
	0.379
	

	Metastatic solid tumor
	
	
	
	
	
	0.146

	    NO
	2155 (95.65)
	340/1357
	171/798
	0.79 (0.65 ~ 0.95)
	0.013
	

	    YES
	98 (4.35)
	41/64
	18/34
	0.70 (0.37 ~ 1.31)
	0.261
	

	Acquired immune deficiency syndrome
	
	
	
	
	
	

	    NO
	2252 (99.96)
	380/1420
	189/832
	0.76 (0.64 ~ 0.91)
	0.003
	

	    YES
	1 (0.04)
	1/1
	0/0
	
	
	

	Age
	
	
	
	
	
	0.863

	    <82
	1126 (49.98)
	166/718
	73/408
	0.78 (0.59 ~ 1.03)
	0.083
	

	    >=82
	1127 (50.02)
	215/703
	116/424
	0.75 (0.59 ~ 0.94)
	0.013
	

	Charlson comorbidity index
	
	
	
	
	
	0.610

	    <=6
	750 (33.29)
	84/467
	38/283
	0.73 (0.49 ~ 1.09)
	0.121
	

	    >6
	1503 (66.71)
	297/954
	151/549
	0.78 (0.64 ~ 0.95)
	0.014
	

	Heart Rate
	
	
	
	
	
	0.298

	    <81
	1094 (48.56)
	148/708
	77/386
	0.88 (0.66 ~ 1.17)
	0.379
	

	    >=81
	1159 (51.44)
	233/713
	112/446
	0.72 (0.57 ~ 0.91)
	0.005
	

	Respiratory Rate
	
	
	
	
	
	0.242

	    <19
	916 (40.66)
	122/574
	61/342
	0.89 (0.65 ~ 1.23)
	0.489
	

	    >=19
	1337 (59.34)
	259/847
	128/490
	0.73 (0.58 ~ 0.90)
	0.004
	

	Temperature
	
	
	
	
	
	0.881

	    <36 8
	1017 (45.14)
	178/623
	90/394
	0.77 (0.59 ~ 1.00)
	0.052
	

	    >=36 8
	1236 (54.86)
	203/798
	99/438
	0.82 (0.64 ~ 1.04)
	0.106
	

	Pulse oxygen saturation
	
	
	
	
	
	0.997

	    <97
	761 (33.78)
	119/474
	59/287
	0.75 (0.54 ~ 1.03)
	0.077
	

	    >=97
	1492 (66.22)
	262/947
	130/545
	0.77 (0.62 ~ 0.95)
	0.017
	

	White blood cell
	
	
	
	
	
	0.900

	    <9 8
	1120 (49.71)
	152/704
	72/416
	0.74 (0.56 ~ 0.99)
	0.043
	

	    >=9 8
	1133 (50.29)
	229/717
	117/416
	0.77 (0.62 ~ 0.97)
	0.029
	

	Hemoglobin
	
	
	
	
	
	0.818

	    <9 85
	1111 (49.31)
	196/698
	101/413
	0.74 (0.58 ~ 0.94)
	0.016
	

	    >=9 85
	1142 (50.69)
	185/723
	88/419
	0.79 (0.61 ~ 1.02)
	0.070
	

	Platelet
	
	
	
	
	
	0.881

	    <193
	1125 (49.93)
	186/679
	107/446
	0.80 (0.63 ~ 1.02)
	0.077
	

	    >=193
	1128 (50.07)
	195/742
	82/386
	0.74 (0.57 ~ 0.96)
	0.024
	

	Creatinine
	
	
	
	
	
	0.893

	    <1 1
	1029 (45.67)
	142/644
	71/385
	0.75 (0.56 ~ 1.00)
	0.051
	

	    >=1 1
	1224 (54.33)
	239/777
	118/447
	0.73 (0.59 ~ 0.92)
	0.008
	

	Blood urea nitrogen
	
	
	
	
	
	0.246

	    <26
	1107 (49.13)
	150/691
	64/416
	0.62 (0.46 ~ 0.85)
	0.002
	

	    >=26
	1146 (50.87)
	231/730
	125/416
	0.81 (0.65 ~ 1.01)
	0.057
	

	Potassium
	
	
	
	
	
	0.287

	    <4 1
	1001 (44.43)
	166/644
	75/357
	0.70 (0.53 ~ 0.93)
	0.013
	

	    >=4 1
	1252 (55.57)
	215/777
	114/475
	0.83 (0.66 ~ 1.04)
	0.112
	

	Sodium
	
	
	
	
	
	0.098

	    <139
	959 (42.57)
	166/586
	69/373
	0.61 (0.46 ~ 0.82)
	<.001
	

	    >=139
	1294 (57.43)
	215/835
	120/459
	0.90 (0.71 ~ 1.13)
	0.354
	

	Chloride
	
	
	
	
	
	0.206

	    <103
	1003 (44.52)
	151/611
	77/392
	0.66 (0.50 ~ 0.88)
	0.005
	

	    >=103
	1250 (55.48)
	230/810
	112/440
	0.86 (0.68 ~ 1.08)
	0.190
	

	Calcium
	
	
	
	
	
	0.256

	    <8 4
	979 (43.45)
	218/611
	104/368
	0.65 (0.51 ~ 0.83)
	<.001
	

	    >=8 4
	1274 (56.55)
	163/810
	85/464
	0.85 (0.65 ~ 1.12)
	0.252
	

	Glucose
	
	
	
	
	
	0.771

	    <118
	1087 (48.25)
	133/669
	68/418
	0.78 (0.58 ~ 1.05)
	0.099
	

	    >=118
	1166 (51.75)
	248/752
	121/414
	0.74 (0.60 ~ 0.93)
	0.009
	

	Bicarbonate
	
	
	
	
	
	0.047

	    <25
	950 (42.17)
	226/613
	127/337
	0.86 (0.69 ~ 1.08)
	0.205
	

	    >=25
	1303 (57.83)
	155/808
	62/495
	0.63 (0.47 ~ 0.85)
	0.003
	

	Lactate
	
	
	
	
	
	0.246

	    <1 7
	1056 (46.87)
	155/692
	71/364
	0.94 (0.70 ~ 1.26)
	0.694
	

	    >=1 7
	1197 (53.13)
	226/729
	118/468
	0.72 (0.57 ~ 0.90)
	0.004
	

	Sequential Organ Failure Assessment
	
	
	
	
	
	0.797

	    <5
	971 (43.10)
	112/639
	42/332
	0.72 (0.50 ~ 1.03)
	0.075
	

	    >=5
	1282 (56.90)
	269/782
	147/500
	0.77 (0.63 ~ 0.95)
	0.014
	

	Glasgow Coma Scale
	
	
	
	
	
	0.583

	    <15
	337 (14.96)
	75/230
	27/107
	0.64 (0.41 ~ 1.02)
	0.060
	

	    15
	1916 (85.04)
	306/1191
	162/725
	0.79 (0.65 ~ 0.96)
	0.017
	

	HR: Hazard Ratio, CI: Confidence Interval, 0: SBP out of (108–118), 1: SBP in (108–118). 




