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	Table E1. Detailed Baseline Characteristics in the High-Target and Control Groups (Intention-to-Treat Population)	

	Characteristic
	High-Target Group
(N=257)
	Control Group
(N=259)

	Age
	
	

	
	Median (IQR) — yr
	79 (74–84)
	77 (73–85)

	
	Mean (SD) — yr
	78.6 (7.1)
	78.3 (7.7)

	Male sex — no. (%)
	143 (55.6)
	137 (52.9)

	
	Missing — no. (%)
	6 (2.3)
	4 (1.5)

	Race — no. (%)
	
	

	
	Japanese
	251 (97.7)
	255 (98.5)

	
	Missing — no. (%)
	6 (2.3)
	4 (1.5)

	Height
	
	

	
	Median (IQR) — cm
	159.0 (150.0–165.0)
	159.0 (150.0–165.0)

	
	Mean (SD) — cm
	157.7 (10.1)
	158.0 (9.6)

	
	Missing — no. (%)
	12 (4.7)
	13 (5.0)

	Weight
	
	

	
	Median (IQR) — kg
	52.5 (45.2–61.7)
	54.0 (45.3–62.2)

	
	Mean (SD) — kg
	54.1 (12.6)
	54.3 (13.0)

	
	Missing — no. (%)
	11 (4.3)
	11 (4.2)

	Body mass index
	
	

	
	Median (IQR) 
	21.2 (18.5–24.3)
	21.5 (18.3–24.6)

	
	Mean (SD) 
	21.7 (4.7)
	21.7 (4.4)

	
	Missing — no. (%)
	13 (5.0)
	14 (5.4)

	Median Clinical Frailty Scale score (IQR)
	
	

	
	Median (IQR) 
	5 (3–6)
	4 (3–6)

	
	Mean (SD) 
	4.7 (1.7)
	4.6 (1.6)

	
	Missing — no. (%)
	6 (2.3)
	6 (2.3)

	Transfer from another hospital — no. (%)
	59 (23.0)
	69 (26.6)

	
	Missing — no. (%)
	6 (2.3)
	6 (2.3)

	In-hospital onset — no. (%)
	47 (18.3)
	37 (14.3)

	
	Missing — no. (%)
	6 (2.3)
	6 (2.3)

	Comorbidities — no. (%)

	
	Chronic hypertension
	137 (53.3)
	137 (52.9)

	
	Ischemic heart disease
	29 (11.3)
	24 (9.3)

	
	Chronic heart failure
	46 (17.9)
	43 (16.6)

	 
	Chronic obstructive pulmonary disease
	12 (4.7)
	10 (3.9)

	
	Chronic kidney disease
	41 (16.0)
	37 (14.3)

	
	Liver cirrhosis
	5 (1.9)
	6 (2.3)

	
	Diabetes mellitus
	66 (25.7)
	74 (28.6)

	
	Cancer
	43 (16.7)
	33 (12.7)

	
	None
	42 (16.3)
	63 (24.3)

	Antihypertensive drug use — no. (%)

	
	Calcium channel blockers
	87 (33.9)
	80 (30.9)

	
	Angiotensin-converting enzyme inhibitors/Angiotensin receptor blockers
	65 (25.3)
	73 (28.2)

	
	Beta-blockers
	43 (16.7)
	46 (17.8)

	
	Alpha-blockers
	5 (1.9)
	10 (3.9)

	
	Other antihypertensive drugs
	9 (3.5)
	7 (2.7)

	
	None
	115 (44.7)
	120 (46.3)

	Source of infection — no. (%)

	
	Lung
	65 (25.3)
	64 (24.7)

	
	Abdomen
	80 (31.1)
	76 (29.3)

	
	Urinary tract
	61 (23.7)
	75 (29.0)

	
	Soft tissue
	21 (8.2)
	27 (10.4)

	
	Blood
	9 (3.5)
	8 (3.1)

	
	Nervous system
	2 (0.8)
	0 (0)

	
	Other
	1 (0.4)
	4 (1.5)

	
	Unknown
	23 (8.9)
	12 (4.6)

	Haemodynamic variables at randomisation

	
	Systolic blood pressure
	
	

	
	
	Median (IQR) — mmHg
	79 (71–90)
	78.0 (69–90)

	
	
	Mean (SD) — mmHg
	83 (18)
	82 (19)

	
	
	Missing — no. (%)
	8 (3.1)
	6 (2.3)

	
	Diastolic blood pressure 
	
	

	
	
	Median (IQR) — mmHg
	49 (41–53)
	45 (40–52)

	
	
	Mean (SD) — mmHg
	47 (9)
	46 (9)

	
	
	Missing — no. (%)
	8 (3.1)
	8 (3.1)

	
	Mean blood pressure
	
	

	
	
	Median (IQR) — mmHg
	58 (53–65)
	56 (50–64)

	
	
	Mean (SD) — mmHg
	59 (10)
	58 (11)

	
	
	Missing — no. (%)
	8 (3.1)
	9 (3.5)

	
	Heart rate
	
	

	
	
	Median (IQR) —beat per minute
	102 (87–120)
	102 (88–119)

	
	
	Mean (SD) —beat per minute
	104 (26)
	103 (24)

	
	
	Missing — no. (%)
	8 (3.1)
	6 (2.3)

	Arterial blood gas parameters at randomisation

	
	pH
	
	

	
	
	Median (IQR)
	7.38 (7.30–7.45)
	7.39 (7.30–7.44)

	
	
	Mean (SD)
	7.36 (0.13)
	7.36 (0.12)

	
	
	Missing — no. (%)
	8 (3.1)
	7 (2.7)

	
	pCO2
	
	

	
	
	Median (IQR) — Torr
	32.7 (27.1–40.8)
	33.1 (27.5–39.4)

	
	
	Mean (SD) — Torr
	35.0 (13.2)
	35.4 (13.0)

	
	
	Missing — no. (%)
	8 (3.1)
	7 (2.7)

	
	pO2 (IQR)
	
	

	
	
	Median (IQR) — Torr
	96.9 (76.3–141.0)
	100.0 (77.9–150.0)

	
	
	Mean (SD) — Torr
	120.7 (75.4)
	126.5 (79.3)

	
	
	Missing — no. (%)
	10 (3.9)
	8 (3.1)

	
	HCO3 
	
	

	
	
	Median (IQR) — mEq/L
	19.6 (15.8–23.2)
	19.9 (16.0–22.6)

	
	
	Mean (SD) —mEq/L
	19.5 (5.9)
	19.3 (5.0)

	
	
	Missing — no. (%)
	8 (3.1)
	7 (2.7)

	
	Lactate level
	
	

	
	
	Median (IQR) —mmol/L
	4.0 (2.7–6.3)
	3.9 (2.5–7.0)

	
	
	Mean (SD) —mmol/L
	5.3 (4.1)
	5.6 (5.2)

	
	
	Missing — no. (%)
	6 (2.3)
	7 (2.7)

	P/F ratio at randomisation

	
	

	
	Median (IQR)
	241 (152–352)
	265 (160–385)

	
	Mean (SD)
	258 (149)
	278 (149)

	
	Missing — no. (%)
	11 (4.3)
	11 (4.2)

	SOFA score at randomisation
	
	

	
	Median (IQR)
	10 (8–12)
	9 (7–12)

	
	Mean (SD)
	10 (3)
	10 (3)

	
	Missing — no. (%)
	6 (2.3)
	4 (1.5)

	APACHE II score at randomisation
	
	

	
	Median (IQR)
	27 (21–32)
	25 (20–32)

	
	Mean (SD)
	27 (8)
	26 (8)

	
	Missing — no. (%)
	6 (2.3)
	5 (1.9)

	Duration from the administration of norepinephrine to randomisation
	
	

	
	Median (IQR) — min
	60 (20–120)
	60 (15–107)

	
	Mean (SD) — min
	69 (55)
	64 (53)

	
	Missing — no. (%)
	10 (3.9)
	9 (3.5)

	Fluid load from the diagnosis to randomisation
	
	

	
	Median (IQR) — mL
	1500 (1000–2100)
	1500 (1000–2200)

	
	Mean (SD) — mL
	1689 (1128)
	1729 (1224)

	
	Missing — no. (%)
	7 (2.7)
	8 (3.1)

	Norepinephrine dose from the diagnosis to randomisation 
	
	

	
	Median (IQR) — mg
	0.4 (0.1–1.0)
	0.4 (0.1–1.0)

	
	Mean (SD) — mg
	0.8 (1.1)
	0.9 (2.3)

	
	Missing — no. (%)
	9 (3.5)
	8 (3.1)

	Abbreviations: IQR, interquartile range; SD, standard deviation; SOFA, Sequential Organ Failure Assessment; and APACHE, Acute Physiology Assessment and Chronic Health Evaluation.






	Table E2. Mean Arterial Pressure Values During the Intervention

	
	High-target Group
	Control Group

	Time
	No. of patients
	MAP
Mean (95% CIs)
	No. of patients
	MAP
Mean (95% CIs)

	0 h
	249
	59 (58 to 60)
	250
	58 (56 to 59)

	4 h
	248
	66 (64 to 68)
	251
	64 (62 to 65)

	8 h
	245
	77 (76 to 70)
	250
	72 (70 to 74)

	12 h
	242
	81 (79 to 83)
	247
	73 (71 to 74)

	16 h
	233
	82 (81 to 84)
	243
	74 (73 to 76)

	20 h
	229
	83 (82 to 85)
	241
	75 (73 to 76)

	24 h
	228
	82 (80 to 84)
	238
	75 (73 to 76)

	28 h
	227
	82 (81 to 84)
	235
	76 (74 to 77)

	32 h
	225
	82 (80 to 84)
	233
	76 (75 to 78)

	36 h
	217
	84 (82 to 86)
	227
	77 (76 to 79)

	40 h
	211
	84 (82 to 86)
	225
	79 (77 to 80)

	44 h
	210
	84 (82 to 86)
	224
	79 (77 to 81)

	48 h
	205
	84 (83 to 86)
	219
	80 (79 to 82)

	52 h
	203
	83 (81 to 85)
	217
	79 (78 to 81)

	56 h
	203
	84 (83 to 86)
	212
	80 (78 to 82)

	60 h
	203
	85 (83 to 87)
	213
	81 (79 to 83)

	64 h
	203
	84 (83 to 86)
	208
	81 (79 to 83)

	68 h
	200
	86 (84 to 88)
	207
	82 (80 to 84)

	72 h
	201
	85 (83 to 87)
	206
	83 (81 to 85)

	Abbreviations: MAP, mean arterial pressure; CI, confidence interval





	Table E3. Proportions of Patients Achieving the Target Mean Arterial Pressure

	
	High-target group
	Control group

	Time
	Number of patients
	MAP ≥65 mmHg
N (%)
	MAP ≥80 mmHg
N (%)
	Number of patients
	MAP ≥65 mmHg
N (%)
	MAP ≥80 mmHg
N (%)

	0 h
	248
	121 (48.8)
	39 (15.7)
	251
	100 (39.8)
	37 (14.7)

	4 h
	245
	203 (82.9)
	100 (40.8)
	250
	176 (70.4)
	66 (26.4)

	8 h
	242
	214 (88.4)
	134 (55.4)
	247
	187 (75.7)
	60 (24.3)

	12 h
	233
	213 (91.4)
	144 (61.8)
	243
	196 (80.7)
	75 (30.9)

	16 h
	229
	215 (93.9)
	149 (65.1)
	241
	204 (84.6)
	73 (30.3)

	20 h
	228
	211 (92.5)
	134 (58.8)
	238
	187 (78.6)
	81 (34.0)

	24 h
	227
	213 (93.8)
	138 (60.8)
	235
	192 (81.7)
	82 (34.9)

	28 h
	225
	207 (92.0)
	133 (59.1)
	233
	196 (84.1)
	89 (38.2)

	32 h
	217
	208 (95.9)
	144 (66.4)
	227
	197 (86.8)
	85 (37.4)

	36 h
	211
	197 (93.4)
	142 (67.3)
	225
	196 (87.1)
	95 (42.2)

	40 h
	210
	200 (95.2)
	129 (61.4)
	224
	202 (90.2)
	101 (45.1)

	44 h
	205
	199 (97.1)
	135 (65.9)
	219
	202 (92.2)
	105 (47.9)

	48 h
	203
	194 (95.6)
	126 (62.1)
	217
	193 (88.9)
	104 (47.9)

	52 h
	203
	190 (93.6)
	140 (69.0)
	212
	190 (89.6)
	98 (46.2)

	56 h
	203
	192 (94.6)
	133 (65.5)
	213
	194 (91.1)
	112 (52.6)

	60 h
	203
	195 (96.1)
	131 (64.5)
	208
	187 (89.9)
	105 (50.5)

	64 h
	200
	191 (95.5)
	136 (68.0)
	207
	186 (89.9)
	108 (52.2)

	68 h
	201
	187 (93.0)
	135 (67.2)
	206
	190 (92.2)
	118 (57.3)

	72 h
	198
	188 (94.9)
	129 (65.2)
	203
	181 (89.2)
	110 (54.2)

	Abbreviation: MAP, mean arterial pressure.





	Table E4. Numbers of Patients Receiving Vasopressors (Intention-to-Treat Population)

	Time from randomisation
	Patients on vasopressors, N (%)

	
	High-target group (N = 257)
	Control group (N = 259)

	0 h
	248 (96.5)
	251 (96.9)

	4 h
	245 (95.3)
	243 (93.8)

	8 h
	234 (91.1)
	236 (91.1)

	12 h
	225 (87.5)
	224 (86.5)

	16 h
	214 (83.3)
	212 (81.9)

	20 h
	205 (79.8)
	200 (77.2)

	24 h
	200 (77.8)
	188 (72.6)

	28 h
	193 (75.1)
	173 (66.8)

	32 h
	182 (70.8)
	165 (63.7)

	36 h
	173 (67.3)
	157 (60.6)

	40 h
	166 (64.6)
	137 (52.9)

	44 h
	157 (61.1)
	115 (44.4)

	48 h
	152 (59.1)
	104 (40.2)

	52 h
	147 (57.2)
	98 (37.8)

	56 h
	141 (54.9)
	92 (35.5)

	60 h
	134 (52.1)
	85 (32.8)

	64 h
	126 (49.0)
	78 (30.1)

	68 h
	115 (44.7)
	72 (27.8)

	72 h
	103 (40.1)
	63 (24.3)

	80 h
	79 (30.7)
	55 (21.2)

	90 h
	64 (24.9)
	46 (17.8)

	100 h
	52 (20.2)
	41 (15.8)

	110 h
	46 (17.9)
	38 (14.7)

	120 h
	39 (15.2)
	31 (12.0)





	Table E5. Clinical Management During the 72 h After Randomisation

	Clinical management
	High-target Group
	Control Group
	Mean difference 
(95% Cl)

	
	Median fluid volume (IQR) — mL*
	6,830 (4,837–8,911)
	7,037 (4,880–9,526)
	-226.5 (-977.4 to 524.4)

	
	Median norepinephrine dose (IQR) — mg*
	15.4 (7.2–26.7)
	9.6 (4.9–22.3)
	4.5 (0.5 to 8.5)

	
	Median vasopressin dose (IQR) — unit*
	34.0 (9.5–72.0)
	11.8 (0.0–45.6)
	13.4 (2.8 to 23.9)

	
	Median epinephrine dose (IQR) — mg*
	0.0 (0.0–0.0) ‖
	0.0 (0.0–0.0) ‖
	1.1 (-0.3 to 2.4)

	
	Dobutamine use — no. (%)†
	26 (10.5)
	23 (9.2)
	1.3 (-3.9 to 6.5)**

	
	Corticosteroid therapy — no. (%)‡
	155 (60.3)
	147 (56.8)
	3.6 (-4.9 to 12.1) **

	
	Surgery under general anaesthesia — no. (%)§
	52 (20.2)
	54 (20.8)
	-0.6 (-7.6 to 6.4) **

	Median urine output (IQR) — mL§
	3,575 (1,566–5,448)
	3,573 (1,530–5,430)
	459.5 (-57.6 to 974.7)

	Median minimum P/F ratio (IQR) ¶
	210 (146–286)
	203 (143–285)
	-13.2 (-30.8 to 4.4)

	*Summary statistics were calculated based on 247 and 251 patients in the high-target group and the control group, respectively.
†Summary statistics were calculated based on 248 and 251 patients in the high-target group and the control group, respectively.
‡Summary statistics were calculated based on 257 and 259 patients in the high-target group and the control group, respectively.
§Summary statistics were calculated based on 245 and 248 patients in the high-target group and the control group, respectively.
¶Summary statistics were calculated based on 248 and 252 patients in the high-target group and the control group, respectively.
‖Means (standard deviation [SD]) of epinephrine dose, high-target group:1.4 (10.3), control group: 0.4 (2.5)
**Proportion difference (95% CI) is provided.
Norepinephrine hydrochloride is the only one standard of norepinephrine preparation in Japan. The dose was reported in the dose of norepinephrine itself. Abbreviations: CI, confidence interval; IQR, interquartile range





	Table E6. Detailed Cause of Death Between Arms (Intention-to-Treat Population)

	Cause of death
	High-target Group
	Control Group
	Proportion difference 
(95% Cl)

	Sepsis, primary — no. (%)
	77 (30.0)
	46 (17.8)
	12.2 (4.9 to 19.5)

	Sepsis, other than primary cause — no. (%)
	3 (1.7)
	7 (2.7)
	-1.5 (-3.9 to 0.8)

	Malignant disease — no. (%)
	3 (1.7)
	1 (0.4)
	0.8 (-0.7 to 2.3)

	Chronic respiratory disease — no. (%)
	1 (0.4)
	2 (0.8)
	0.4 (-1.7 to 0.9)

	Liver failure — no. (%)
	1 (0.4)
	1 (0.4)
	1.3 (-3.9 to 6.5)

	Renal failure — no. (%)
	1 (0.4)
	0 (0)
	0.4 (-0.4 to 1.2) 

	Chronic heart failure — no. (%)
	0 (0)
	3 (1.2)
	-1.2 (-2.4 to 0.1) 

	Arrhythmia — no. (%)
	0 (0)
	1 (0.4)
	-0.4 (-1.1 to 0.4)

	Others — no. (%)
	4 (1.6)
	2 (0.8)
	0.8 (-1.1 to 2.6)

	Unknown — no. (%)
	11 (4.3)
	11 (4.2)
	0.0 (-3.5 to 3.5)

	Summary statistics were calculated based on 257 and 259 patients in the high-target group and the control group, respectively.
Abbreviations: CI, confidence interval





	Table E7. Result of a Sensitivity Analysis Using a Non-parametric Test for the Continuous Outcomes (Intention-to-Treat Population)


	Outcomes
	High-Target Group
(N=257)
	Control Group
(N=259)
	P value†

	Median renal replacement therapy-free days at 28 days (IQR) — days
	28 (0, 28)
	28 (0, 28)
	0.031

	Median ventilator-free days at 28 days (IQR) — days
	22 (0, 28)
	24 (0, 28)
	0.009

	Median catecholamine-free days at 28 days (IQR) — days
	23 (0, 25)
	25 (16, 26)
	<0.001

	Median lactate clearance at 24 h (IQR) — %‡
	48.7 (20.2, 68.6)
	52.4 (26.6, 66.4)
	0.638

	Median change in clinical frailty scale at 90 days (IQR) §
	1 (0, 2)
	1 (0, 2.5)
	0.393

	†P values were calculated using the Wilcoxon sum-rank test. 
‡Summary statistics were calculated based on 228 and 234 patients in the high-target group and the control group, respectively.
§Summary statistics were calculated based on 192 and 161 patients in the high-target group and the control group, respectively.
Abbreviations: IQR, interquartile range.




	Table E8. Clinical Outcomes According to Known Chronic Hypertension Status (Intention-to-Treat Population)

	Variable
	High-target Group
	Control Group
	Difference
(95% CI)
	P value
	P value for interaction

	Primary outcome
	
	
	
	
	

	All-cause mortality rate at 90 days — no. (%)
	
	
	
	
	

	     
	Without hypertension‡
	53 (40.5)
	33 (25.4)
	15.1 (3.8 to 26.3)§§
	0.012*
	0.272

	     
	Hypertension‖
	48 (38.1)
	41 (31.8)
	6.3 (-5.4 to 18.0)§§
	0.297*
	

	Secondary outcomes
	
	
	
	
	

	All-cause mortality rate at 28 days — no. (%)
	
	
	
	
	

	     
	Without hypertension‡
	41 (31.3)
	23 (17.7)
	13.6 (3.3 to 23.9)§§
	0.014*
	0.170

	     
	Hypertension‖
	37 (29.4)
	33 (25.6)
	3.8 (-7.2 to 14.7)§§
	0.575*
	

	Mortality rate from sepsis at 90 days — no. (%)
	
	
	
	
	

	     
	Without hypertension‡
	39 (29.8)
	21 (16.2)
	13.6 (3.6 to 23.7)§§
	0.012*
	0.544

	     
	Hypertension‖
	38 (30.2)
	25 (19.4)
	10.8 (0.3 to 21.3)§§
	0.059*
	

	Mortality rate from sepsis at 28 days — no. (%)
	
	
	
	
	

	     
	Without hypertension‡
	31 (23.7)
	16 (12.3)
	11.4 (2.1 to 20.6)§§
	0.023*
	0.539

	     
	Hypertension‖
	31 (24.6)
	26 (20.2)
	4.4 (-5.8 to 14.7)§§
	0.453*
	

	Mean renal replacement therapy-free days at 28 days (SD) — days
	
	
	
	
	

	     
	Without hypertension‡
	17 (13)
	22 (11)
	-4.6 (-7.6 to -1.6)¶¶
	0.003†
	0.056

	     
	Hypertension**
	18 (13)
	19 (13)
	-0.4 (-3.6 to 2.8)¶¶
	0.815†
	

	Mean ventilator-free days at 28 days (SD) — days
	
	
	
	
	

	     
	Without hypertension‡
	15 (13)
	19 (11)
	-4.3 (-7.2 to -1.5)¶¶
	0.003†
	0.111

	     
	Hypertension**
	16 (12)
	17 (12)
	-1.0 (-4.0 to 2.1)¶¶
	0.534†
	

	Catecholamines-free days at 28 days (SD) — days
	
	
	
	
	

	     
	Without hypertension‡
	16 (11)
	20 (10)
	-3.7 (-6.3 to -1.1)¶¶
	0.005†
	0.165

	     
	Hypertension**
	17 (11)
	18 (11)
	-1.1 (-3.8 to 1.7)¶¶
	0.441†
	

	Mean lactate clearance at 24 h (SD) — %
	
	
	
	
	

	     
	Without hypertension§
	37.1 (59.5)
	39.2 (46.6)
	-2.1 (-15.8 to 11.6)¶¶
	0.765†
	0.251

	     
	Hypertension††
	25.2 (87.1)
	40.3 (42.7)
	-15.1 (-33.0 to 2.8)¶¶
	0.097†
	

	Mean change in clinical frailty scale 90 days at 90 days (SD) 
	
	
	
	
	

	     
	Without hypertension¶
	1 (2)
	1 (2)
	-0.2 (-0.7 to 0.3)¶¶
	0.405†
	0.813

	     
	Hypertension‡‡
	1 (2)
	1 (2)
	-0.1 (-0.7 to 0.4)¶¶
	0.648†
	

	Major kidney adverse events at hospital discharge‖‖ — no. (%)
	
	
	
	
	

	
	Without hypertension***
	49 (38.6)
	28 (22.4)
	16.2 (5.0 to 27.4)§§
	0.006*
	0.016

	
	Hypertension†††
	45 (36.9)
	51 (40.5)
	-3.6 (-15.7 to 8.5)§§
	0.603*
	

	*P values were calculated using Fisher’s exact test. 
†P values were calculated using Student’s t-test.
‡Summary statistics were calculated based on 131 and 130 patients in the high-target and the control groups, respectively.
§Summary statistics were calculated based on 118 and 119 patients in the high-target and the control groups, respectively.
¶Summary statistics were calculated based on 82 and 100 patients in the high-target and the control groups, respectively.
‖Summary statistics were calculated based on 126 and 129 patients in the high-target and the control groups, respectively.
** Summary statistics were calculated based on 126 and 128 patients in the high-target and the control groups, respectively.
††Summary statistics were calculated based on 110 and 115 patients in the high-target and the control groups, respectively.
‡‡Summary statistics were calculated based on 79 and 92 patients in the high-target and the control groups, respectively.
‖‖Major adverse kidney events include any of persistent kidney dysfunction defined by a ≥25% decline in eGFR from the reference, continued need for RRT, and death. This outcome was not defined a priori and collected retrospectively.
*** Summary statistics were calculated based on 127 and 125 patients in the high-target and the control groups, respectively.
†††Summary statistics were calculated based on 122 and 126 patients in the high-target and the control groups, respectively.
§§Risk difference is presented.
¶¶Mean difference is presented
Abbreviations: CI, confidence interval; SD, standard deviation.





	Table E9. Results of Sensitivity Analysis Adjusted for the Stratification Variables (Intention-to-Treat Population)

	Outcomes
	Crude
Odds Ratio
	95% CI
	P value
	Adjusted
Odds Ratio
	95% CI
	P value

	All-cause mortality at 90 days
	1.62
	1.12 to 2.34
	0.010
	1.62
	1.12 to 2.34
	0.010

	All-cause mortality at 28 days
	1.58
	1.06 to 2.35
	0.024
	1.58
	1.06 to 2.35
	0.024

	Mortality from sepsis at 90 days
	1.98
	1.31 to 3.00
	0.001
	1.98
	1.31 to 3.00
	0.001

	Mortality from sepsis at 28 days
	1.64
	1.06 to 2.54
	0.026
	1.65
	1.06 to 2.55
	0.025

	Major kidney adverse events at hospital discharge*
	1.32
	0.91 to 1.91
	0.141
	1.33
	0.92 to 1.93
	0.132

	Outcomes
	Estimate
	95% CI
	P value
	Estimate
	95% CI
	P value

	Mean renal replacement therapy-free days at 28 days
	-2.5
	-4.7 to -0.3
	0.024
	-2.5
	-4.7 to -0.3
	0.024

	Mean ventilator-free days at 28 days
	-2.7
	-4.8 to -0.6
	0.012
	-2.7
	-4.8 to -0.6
	0.012

	Mean catecholamine-free days at 28 days
	-2.4
	-4.3 to -0.5
	0.012
	-2.4
	-4.3 to -0.5
	0.012

	Mean lactate clearance at 24 h
	-8.4
	-19.5 to 2.8
	0.140
	-8.4
	-19.5 to 2.8
	0.142

	Mean change in clinical frailty scale at 90 days
	-0.2
	-0.5 to 0.2
	0.355
	-0.2
	-0.5 to 0.2
	0.368

	Mean change in clinical frailty scale at 90 days (adjusted with baseline)
	-0.2
	-0.5 to 0.2
	0.337
	-0.2
	-0.5 to 0.2
	0.342

	*Major adverse kidney events include any of persistent kidney dysfunction defined by a ≥25% decline in eGFR from the reference, continued need for RRT, and death. This outcome was not defined a priori and collected retrospectively.
A logistic regression model was used for the binary outcomes, and a linear regression model was used foy continuous outcomes.
Abbreviations: CI, confidence interval





	Table E10. Clinical Outcomes (Per-Protocol Population)

	Variables
	High-Target Group
(N = 242)
	Control Group
(N = 246)
	Difference
(95% CI))
	P value

	Primary outcome

	
	All-cause mortality at 90 days — no. (%)
	88 (36.4)
	65 (26.4)
	9.9 (1.7 to 18.1)‖
	0.019*

	Secondary outcomes

	
	All-cause mortality at 28 days — no. (%)
	65 (26.9)
	47 (19.1)
	7.8 (0.3 to 15.2)‖
	0.052*

	
	Mortality from sepsis at 90 days — no. (%)
	73 (30.2)
	44 (17.9)
	12.3 (4.8 to 19.8)‖
	0.002*

	
	Mortality from sepsis at 28 days — no. (%)
	58 (24.0)
	40 (16.3)
	7.7 (0.6 to 14.8)‖
	0.042*

	
	Mean renal replacement therapy-free days at 28 days (SD) — days
	18.57 (12.86)
	20.88 (11.72)
	-2.31 (-4.50 to -0.12)**
	0.039†

	
	Mean ventilator-free days at 28 days (SD) — days
	16.11 (12.31)
	18.62 (11.31)
	-2.51 (-4.61 to -0.40)**
	0.020†

	
	Mean catecholamine-free days at 28 days (SD) — days
	17.14 (10.93)
	19.37 (10.05)
	-2.22 (-4.09 to -0.35)**
	0.020†

	
	Mean lactate clearance at 24h (SD) — %‡
	30.57 (74.72)
	39.67 (44.87)
	-9.10 (-20.44 to 2.24)**
	0.116†

	
	Mean change in clinical frailty scale at 90 days (SD) §
	1.05 (1.65)
	1.21 (1.78)
	-0.16 (-0.53 to 0.20)**
	0.386†

	
	Major kidney adverse events at hospital discharge¶ — no. (%)
	89 (36.8)
	78 (31.7)
	5.1 (-3.3 to 13.5)‖
	0.253*

	The per-protocol population was defined as the group in which at least one treatment intervention (fluid administration, norepinephrine use, vasopressin use, or epinephrine use) was provided without deviations to the end of the intervention. 
*P values were calculated using the Fisher exact test. 
†P values were calculated using Student’s t test.
‡Summary statistics were calculated based on 223 and 230 patients in the high-target and the control groups, respectively.
§Summary statistics were calculated based on 158 and 189 patients in the high-target and the control groups, respectively.
¶Major adverse kidney events include any of persistent kidney dysfunction defined by a ≥25% decline in eGFR from the reference, continued need for RRT, and death. This outcome was not defined a priori and collected retrospectively. Summary statistics were calculated based on 242 and 246 patients in the high-target group and the control group, respectively.
‖Risk difference is presented
‖Mean difference is presented
Abbreviations: CI, confidence interval; SD, standard deviation. 





	Table E11. Results of Post-Hoc Multivariate Analysis for All-cause 90-day Mortality Adjusted by Potential Confounders (Intention-to-Treat Population)

	Variables
	Adjusted Odds Ratio
	95% CI

	Treatment group
	
	

	
	Control group
	1.0
	reference

	
	High-target group
	1.44
	0.96 to 2.17

	Sex
	
	

	
	Male
	1.0
	reference

	
	Female
	0.92
	0.60 to 1.40

	APACHE II score
	1.06
	1.03 to 1.10

	SOFA score
	1.11
	1.02 to 1.21

	Duration from the start of norepinephrine administration to randomisation
	1.00
	1.00 to 1.01

	In-hospital onset
	
	

	
	No
	1.0
	reference

	
	Yes
	1.33
	0.77 to 2.30

	Source of infection
	
	

	
	Lung
	
	

	
	
	FALSE
	1.0
	reference

	
	
	TRUE
	2.18
	0.89 to 5.33

	
	Abdomen
	
	

	
	
	FALSE
	1.0
	reference

	
	
	TRUE
	2.07
	0.81 to 5.29

	
	Urinary tract
	
	

	
	
	FALSE
	1.0
	reference

	
	
	TRUE
	0.82
	0.32 to 2.05

	
	Soft tissue
	
	

	
	
	FALSE
	1.0
	reference

	
	
	TRUE
	2.29
	0.80 to 6.51

	
	Others
	
	

	
	
	FALSE
	1.0
	reference

	
	
	TRUE
	1.60
	0.53 to 4.84

	
	Unknown
	
	

	
	
	FALSE
	1.0
	reference

	
	
	TRUE
	1.71
	0.55 to 5.33

	A total of 496 patients without missing values in the variables were analysed using a logistic regression model. 
The variables included in the model for confounding adjustment were selected post-hoc.
Abbreviations: CI, confidence interval; APACHE II, Acute Physiology Assessment and Chronic Health Evaluation; SOFA, Sequential Organ Failure Assessment





Figure E1. Blood Pressure Management According to MAP Target (Per-Protocol Population)

[image: ]

The box and whisker plots show transition of median MAPs and interquartile ranges according to the target MAP in the per-protocol population. The red shaded region shows the target range of the high-MAP group, while blue shaded region shows the target range of the control group. Outliers are not shown. 
Abbreviations: MAP, mean arterial pressure.



Figure E2. Cumulative Number of Deaths According to the Cause of Death (primary sepsis or not)

[image: グラフィカル ユーザー インターフェイス

AI によって生成されたコンテンツは間違っている可能性があります。]

Cumulative number of deaths with 95% confidence intervals according to the cause of death are shown. Gray’s test showed that there was a significant difference between arms for the incidence of death caused by primary sepsis (p = 0.002), while there was no difference for the incidence of death caused by reasons other than primary sepsis (p = 0.527).

Figure E3. Results of the Exploratory Subgroup Analyses for all-cause mortality at 90 days of randomisation

[image: グラフ, ダイアグラム

AI によって生成されたコンテンツは間違っている可能性があります。]
Exploratory subgroup analyses stratified by the presence or absence of known chronic hypertension, age, and APACHE II and SOFA scores were performed for the primary outcome.
The P-values for the interaction between the treatment group and each subgroup are as follows: Hypertension (Yes/No): 0.272, Age (< 80 years/≥ 80 years): 0.313, APACHE score (< 25/≥ 25): 0.937, and SOFA score (< 10/≥ 10): 0.946.
Abbreviations: APACHE, Acute Physiology and Chronic Health Evaluation; SOFA, Sequential Organ Failure Assessment


Figure E4. Kaplan–Meier Curves for Cumulative Survival According to Known Chronic Hypertension Status

[image: ]

Survival analysis results in the subgroup of the intention-to-treat population according to the presence or absence of known chronic hypertension. Although the high-target and control groups differed significantly in the subpopulation without known chronic hypertension, the difference was small in the subpopulation with known chronic hypertension. The p value for interaction was 0.145, indicating that the treatment effect of high-target MAP strategy was not statistically different according to the presence or absence of known chronic hypertension.
Figure E5. Kaplan–Meier Curves for Cumulative Survival (Per-Protocol Population)

[image: グラフ, 折れ線グラフ

AI によって生成されたコンテンツは間違っている可能性があります。]

Survival analysis was performed in the per-protocol population, defined as the group in which at least one treatment intervention (fluid administration, norepinephrine use, vasopressin use, or epinephrine use) was provided without deviation until the end of the intervention. 
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