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	Section / Topic
	Item
	Recommendation
	Reported on page / line

	Title and abstract
	1
	(a) Study design indicated with a commonly used term in the title or the abstract
	Title page, p1; Abstract, p2, L37

	
	
	(b) Abstract gives an informative and balanced summary of what was done and what was found
	Abstract, p2–3, L32–60

	Introduction

	Background / rationale
	2
	Scientific background and rationale for the investigation being reported
	Background, p3–4, L61–88

	Objectives
	3
	Specific objectives, including any prespecified hypotheses
	Background, p4–5, L89–96; prespecified effect modifier and fixed inference hierarchy, p12, L257–265

	Methods

	Study design
	4
	Key elements of the study design presented early in the paper
	Methods, p5, L98–103

	Setting
	5
	Setting, locations and relevant dates, including periods of recruitment, exposure, follow-up and data collection
	Methods, p5–6, L99–127; Table 1

	Participants
	6
	(a) Eligibility criteria, sources and methods of selection of participants; methods of follow-up
	Methods, p7, L128–143; Figure 1 (legend p38, L828–835)

	
	
	(b) For matched studies, matching criteria and number of exposed and unexposed
	Methods, p11, L233–236; Table 4 (propensity-score matched comparison)

	Variables
	7
	All outcomes, exposures, predictors, potential confounders and effect modifiers clearly defined; diagnostic criteria where applicable
	Methods, p8–10, L152–204; p11–12, L226–228 and L242–251

	Data sources / measurement
	8
	For each variable of interest, the sources of data and details of the methods of assessment, and comparability of assessment between groups
	Methods, p5, L99–106; p8–10, L152–204; Statements and Declarations – Ethics approval, p27, L604; Online Resource 1 (codebook and notes)

	Bias
	9
	Efforts to address potential sources of bias
	Methods, p7, L150–151 (classification bias acknowledged); p8, L157–162 (censoring); p9–10, L193–204 (blinded re-adjudication of the effect modifier); p11–12, L239–241 and L252–256 (time-dependent exposure, no immortal time); Results, p14–15, L314–321 (tipping-point analysis)

	Study size
	10
	How the study size was arrived at
	Methods, p7, L129–143; Results, p13, L280–282; Figure 1. All eligible ICU-managed patients in Eras 1 and 3 were included; no a priori sample size calculation was performed

	Quantitative variables
	11
	How quantitative variables were handled in the analyses; groupings and why
	Methods, p10, L206–219; severity groupings p7, L130–131

	Statistical methods
	12
	(a) All statistical methods, including those used to control for confounding
	Methods, p11–12, L226–241 and L266–270

	
	
	(b) Methods used to examine subgroups and interactions
	Methods, p11–12, L242–251 and L257–265

	
	
	(c) How missing data were addressed
	Methods, p10, L215–219

	
	
	(d) How loss to follow-up was addressed
	Methods, p8, L157–158; p10–11, L220–225; Results, p14–15, L314–321

	
	
	(e) Any sensitivity analyses
	Methods, p11, L231–236; p11–12, L246–251 and L254–256; Online Resource 2, Table S3

	Results

	Participants
	13
	(a) Numbers of individuals at each stage: potentially eligible, examined for eligibility, confirmed eligible, included, completing follow-up and analysed
	Results, p13–14, L280–282 and L295–296; Figure 1

	
	
	(b) Reasons for non-participation at each stage
	Methods, p7, L132–143; Figure 1

	
	
	(c) Flow diagram
	Figure 1 (legend p38, L828–835)

	Descriptive data
	14
	(a) Characteristics of study participants and information on exposures and potential confounders
	Results, p13, L282–293; Tables 2 and 3

	
	
	(b) Number of participants with missing data for each variable of interest
	Methods, p10, L207–210 and L215–219; Results, p14, L295–296; Online Resource 1

	
	
	(c) Follow-up time
	Results, p14, L295–297; incomplete survival follow-up stated in Limitations, p24, L535–539

	Outcome data
	15
	Numbers of outcome events or summary measures over time
	Results, p14–15, L294–321; Tables 3 and 4; Figure 2

	Main results
	16
	(a) Unadjusted and confounder-adjusted estimates with their precision (95% CI); which confounders were adjusted for and why
	Results, p14–15, L297–321; Tables 3 and 4; adjustment set specified in Methods, p11, L226–228

	
	
	(b) Category boundaries reported when continuous variables were categorized
	Methods, p7, L130–131; Table 2

	
	
	(c) Relative risk translated into absolute risk for a meaningful time period, if relevant
	The primary estimand is already absolute (restricted mean ICU time through day 28, in days): Methods, p11, L226–230; Results, p13–14

	Other analyses
	17
	Other analyses done, e.g. subgroups and interactions, and sensitivity analyses
	Results, p15–18, L322–390; Tables 5 and 6; Figures 3 and 4; Online Resource 2, Tables S2 and S3

	Discussion

	Key results
	18
	Key results summarized with reference to study objectives
	Discussion, p18, L392–397

	Limitations
	19
	Limitations of the study, taking into account sources of potential bias or imprecision, and both direction and magnitude of any potential bias
	Limitations, p23–24, L513–546

	Interpretation
	20
	Cautious overall interpretation considering objectives, limitations, multiplicity of analyses, results from similar studies and other relevant evidence
	Discussion, p18–23, L392–512; multiplicity and inference hierarchy, p12, L257–265; Conclusions, p24, L547–553

	Generalisability
	21
	Generalisability (external validity) of the study results
	Limitations, p23, L519–522 and p24, L540–546; Conclusions, p24, L552–553

	Other information

	Funding
	22
	Source of funding and the role of the funders for the present study
	Statements and Declarations – Funding, p26, L589–591 (no funding received)



