Supplementary Materials

	Supplementary Table 1. Primary outcome: all-cause mortality

	Panel A. Weighted cumulative incidence of death, %

	Time after ICU admission
	S1, <24 h
	S2, <48 h
	S3, <72 h
	S4, ≥72 h–discharge

	30 days
	0.40
	0.59
	1.13
	0.79

	90 days
	1.57
	1.32
	1.78
	1.80

	1 year
	4.90
	2.76
	3.05
	4.57

	
	
	
	
	
	
	

	Panel B. Pairwise comparisons at 1 year

	Comparison
	Risk difference, pp
(95% CI)
	q
	Risk ratio
(95% CI)
	Hazard ratio
(95% CI)
	E-value, RR
(point; CI limit)
	E-value, HR
(point; CI limit)

	S1 vs S2
	2.14 (0.05, 4.27)
	0.23
	1.78 (1.02, 2.67)
	1.70 (1.01, 2.55)
	2.95 (1.14)
	2.79 (1.11)

	S1 vs S3
	1.85 (−0.24, 4.31)
	0.23
	1.61 (0.93, 2.53)
	1.55 (0.92, 2.42)
	2.60 (1.00)
	2.48 (1.00)

	S1 vs S4
	0.33 (−2.76, 3.54)
	0.90
	1.07 (0.49, 2.02)
	1.11 (0.54, 2.12)
	1.35 (1.00)
	1.46 (1.00)

	S2 vs S3
	−0.29 (−1.37, 0.62)
	0.81
	0.91 (0.62, 1.23)
	0.91 (0.62, 1.23)
	1.44 (1.00)
	1.44 (1.00)

	S2 vs S4
	−1.81 (−3.84, 0.35)
	0.23
	0.60 (0.33, 1.10)
	0.63 (0.35, 1.14)
	2.70 (1.00)
	2.57 (1.00)

	S3 vs S4
	−1.52 (−3.72, 0.51)
	0.24
	0.67 (0.37, 1.14)
	0.69 (0.38, 1.16)
	2.37 (1.00)
	2.28 (1.00)

	Risk differences are in percentage points (pp) and were obtained from weighted cumulative incidence estimates; 95% confidence intervals are from 500 bootstrap resamples of patients. q values are Benjamini–Hochberg adjusted within the outcome family (6 pairwise comparisons). * q < 0.05; † 0.05 ≤ q < 0.10. E-values were calculated with the VanderWeele–Ding formula after approximate conversion of the hazard ratio to a risk ratio; the value in parentheses is the E-value for the confidence limit closest to the null. No comparison of the primary outcome remained significant after correction for multiple comparisons. CI, confidence interval; HR, hazard ratio; RR, risk ratio.
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	Supplementary Table 2. Secondary outcomes

	Panel A. Weighted risk at 30 days, %

	Outcome
	S1, <24 h
	S2, <48 h
	S3, <72 h
	S4, ≥72 h–discharge

	Hypotension
	58.50
	60.04
	60.09
	61.68

	Acute kidney injury (KDIGO ≥2)
	4.43
	5.41
	5.47
	6.53

	Hyperkalemia
	25.74
	26.86
	27.10
	28.13

	Reintubation
	0.93
	2.53
	2.72
	3.34

	New-onset atrial fibrillation
	21.63
	23.34
	22.85
	24.42

	Liver injury (≥ grade 3)
	1.70
	2.44
	3.24
	4.39

	Infection
	12.91
	14.98
	13.99
	11.90

	Pulmonary complications
	25.14
	27.37
	26.09
	23.55

	Cardiovascular or cerebrovascular events
	14.36
	15.65
	15.05
	13.41

	
	
	
	
	
	
	

	Panel B. Risk differences between strategies, pp (95% CI)

	Outcome
	S1 vs S2
	S1 vs S3
	S1 vs S4
	S2 vs S3
	S2 vs S4
	S3 vs S4

	Hypotension
	−1.54 (−5.43, 3.06)
	−1.59 (−5.22, 2.48)
	−3.18 (−7.95, 1.48)
	−0.05 (−1.37, 1.73)
	−1.64 (−4.19, 1.32)
	−1.60 (−3.60, 0.51)

	Acute kidney injury (KDIGO ≥2)
	−0.98 (−3.43, 1.53)
	−1.03 (−3.67, 1.62)
	−2.10 (−5.25, 0.83)
	−0.06 (−1.50, 1.43)
	−1.12 (−3.30, 1.26)
	−1.06 (−2.96, 0.90)

	Hyperkalemia
	−1.12 (−3.03, 0.35)
	−1.36 (−2.94, 0.11)
	−2.39 (−4.25, −0.27)
	−0.24 (−1.06, 0.78)
	−1.27 (−2.93, 0.70)
	−1.03 (−2.51, 0.49)

	Reintubation
	−1.60† (−3.32, −0.15)
	−1.79† (−3.28, −0.38)
	−2.40† (−3.97, −0.88)
	−0.18 (−1.38, 1.05)
	−0.80 (−2.41, 0.86)
	−0.62 (−2.03, 0.68)

	New-onset atrial fibrillation
	−1.71 (−6.05, 3.48)
	−1.22 (−5.32, 3.77)
	−2.80 (−7.78, 2.92)
	0.49 (−1.74, 2.73)
	−1.08 (−4.95, 2.24)
	−1.57 (−4.09, 0.74)

	Liver injury (≥ grade 3)
	−0.75 (−1.85, 0.34)
	−1.55 (−3.32, 0.06)
	−2.69† (−4.62, −0.73)
	−0.80 (−2.19, 0.31)
	−1.95† (−3.56, −0.21)
	−1.14 (−2.65, 0.30)

	Infection
	−2.08* (−3.92, −0.62)
	−1.08† (−3.25, 0.17)
	1.01† (−0.09, 2.49)
	0.99 (−0.46, 2.54)
	3.08* (1.62, 5.11)
	2.09* (0.93, 4.12)

	Pulmonary complications
	−2.23 (−4.34, 4.62)
	−0.95 (−3.10, 5.09)
	1.59* (0.32, 8.03)
	1.28 (−0.66, 2.83)
	3.82* (1.96, 6.12)
	2.54* (1.18, 4.93)

	Cardiovascular or cerebrovascular events
	−1.28 (−3.73, 0.16)
	−0.68 (−2.84, 0.72)
	0.96 (−1.47, 2.47)
	0.60 (−0.52, 1.98)
	2.24* (0.66, 4.26)
	1.64* (0.44, 3.08)

	All secondary outcomes were assessed as first occurrence within 720 h (30 days) of ICU admission. Risk differences are in percentage points; 95% confidence intervals are from 500 bootstrap resamples of patients. q values are Benjamini–Hochberg adjusted within each outcome family (6 pairwise comparisons). * q < 0.05; † 0.05 ≤ q < 0.10. ICD-coded outcomes (infection, pulmonary complications, cardiovascular or cerebrovascular events) were modelled as binary endpoints with a log length-of-stay offset and standardised within the model. AKI, acute kidney injury; KDIGO, Kidney Disease: Improving Global Outcomes.



