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	Section / Topic
	#
	Item
	Location reported

	TITLE

	Title
	1
	Identify the report as an overview of reviews.
	Title page, line 1: "...an umbrella review of systematic reviews and meta-analyses"

	ABSTRACT

	Abstract
	2
	Provide a comprehensive and accurate summary of the purpose, methods, and results of the overview of reviews.
	Abstract section (Background, Methods, Results, Conclusions)

	INTRODUCTION

	Rationale
	3
	Describe the rationale for conducting the overview of reviews in the context of existing knowledge.
	Introduction, paragraphs 1–8 (clinical context, landmark trials, guidelines, prior SR/MAs)

	Objectives
	4
	Provide an explicit statement of the objective(s) or question(s) addressed by the overview of reviews.
	Introduction, final paragraphs: two explicit research questions and aims

	METHODS

	Eligibility criteria
	5a
	Specify the inclusion and exclusion criteria for the overview of reviews.
	Methods, Eligibility criteria: Types of studies, Participants, Interventions and comparators, Outcomes

	Eligibility criteria
	5b
	Specify the definition of "systematic review" as used in the inclusion criteria.
	Methods, Eligibility criteria, Types of studies: "...a publication was considered a systematic review if it used explicit, systematic methods..."

	Information sources
	6
	Specify all databases, registers, websites, organizations, reference lists, and other sources searched. Specify the date when each source was last searched.
	Methods, Information sources and search strategy: PubMed, Scopus, Web of Science, Cochrane Library; updated 1 April 2025; reference lists and citation tracking

	Search strategy
	7
	Present the full search strategies for all databases.
	Supplementary Material S2

	Selection process
	8a
	Describe the methods used to decide whether a SR met the inclusion criteria.
	Methods, Study selection: two reviewers (EO and EL), structured eligibility form, third reviewer (MY)

	Selection process
	8b
	Describe how overlap in the populations, interventions, comparators, and/or outcomes of SRs was identified and managed during study selection.
	Methods, Assessment of methodological quality: CCA computed, overlap classified (slight/moderate/high/very high); all eligible SR/MAs included; interpretation prioritised AMSTAR 2 high reviews

	Data collection process
	9a
	Describe the methods used to collect data from reports.
	Methods, Data extraction and management: two reviewers, piloted standardized extraction sheet, third reviewer for discrepancies

	Data collection process
	9b
	Specify the methods used to manage primary study overlap at the level of the comparison and outcome. For each outcome, specify the method used to illustrate and/or quantify the degree of primary study overlap.
	Methods, Assessment of methodological quality: CCA formula and thresholds described. Results, Overlap: CCA = 49.75%, heatmap (Figure 2): no pooling was done

	Data collection process
	9c
	Specify the methods used to manage discrepant data across SRs.
	Methods, Data extraction: "When SR/MAs reported discrepant values for the same trial and outcome, data were verified against the original primary trial publication."

	Data items
	10
	List and define all variables and outcomes for which data were sought.
	Methods, Eligibility criteria (Outcomes) and Data extraction: variables listed; mortality time-point hierarchy (28-day, 90-day, in-hospital)

	Risk of bias assessment
	11a
	Describe the methods used to assess risk of bias or methodological quality of the included SRs.
	Methods, Assessment of methodological quality: AMSTAR 2, two reviewers, disagreements resolved by discussion

	Risk of bias assessment
	11b
	Describe the methods used to collect data on and/or assess the risk of bias of the primary studies included in the SRs.
	Methods, Assessment of methodological quality: "Risk of bias of individual primary trials was not independently reassessed; instead, we extracted the assessments reported by each SR/MA and incorporated them at two levels: AMSTAR 2 item 9 and GRADE risk-of-bias domain."

	Risk of bias assessment
	11c
	Describe the methods used to assess the risk of bias of supplemental primary studies (if included).
	Not applicable — no supplemental primary studies included

	Synthesis methods
	12a
	Describe the methods used to summarize or synthesize results and provide a rationale for the choice(s).
	Methods, Data Synthesis: narrative synthesis justified by very high CCA and heterogeneity; no umbrella-level meta-analysis

	Synthesis methods
	12b
	Describe any methods used to explore possible causes of heterogeneity among results.
	Not applicable — no umbrella-level meta-analysis performed

	Synthesis methods
	12c
	Describe any sensitivity analyses conducted to assess the robustness of the synthesized results.
	Not applicable — no umbrella-level meta-analysis performed

	Reporting bias assessment
	13
	Describe the methods used to assess the risk of bias due to missing results.
	Methods, Assessment of methodological quality: "Reporting bias at the SR/MA level was appraised using AMSTAR 2 (item 15) and incorporated into GRADE, with downgrading when suspected or not assessable."

	Certainty assessment
	14
	Describe the methods used to assess certainty in the body of evidence for an outcome.
	Methods, Assessment of methodological quality: GRADE at the level of each SR/MA for primary outcome; two reviewers in GRADEpro; five domains described

	RESULTS

	SR and primary study selection
	15a
	Describe the results of the search and selection process, ideally with a flow diagram.
	Results, Study selection: 252 records, 96 duplicates, 156 screened, 125 excluded, 31 sought, 3 not retrieved, 28 assessed, 3 excluded, 25 included. Flow diagram (Figure 1). Errata checked.

	SR and primary study selection
	15b
	Provide a list of studies that might appear to meet the inclusion criteria, but were excluded, with the main reason for exclusion.
	Supplementary Material S3

	Characteristics of SRs
	16
	Cite each included SR and present its characteristics.
	Results, Characteristics of included reviews: Table 1 (general characteristics), Table 2 (detailed PICO)

	Primary study overlap
	17
	Describe the extent of primary study overlap across the included SRs.
	Results, Overlap: CCA = 49.75% (very high); heatmap (Figure 2)

	Risk of bias in SRs and primary studies
	18a
	Present assessments of risk of bias or methodological quality for each included SR.
	Results, Methodological quality and certainty of evidence: Table 3 (AMSTAR 2 ratings); item-level assessments in Supplementary Material S4

	Risk of bias in SRs and primary studies
	18b
	Present assessments of the risk of bias of the primary studies included in the SRs.
	Results, Methodological quality: landmark trials (AKIKI, IDEAL-ICU, STARRT-AKI, ELAIN) described as low RoB for randomization, open-label; integration of primary RoB into SR conclusions assessed via AMSTAR 2 item 9

	Risk of bias in SRs and primary studies
	18c
	Present assessments of the risk of bias of supplemental primary studies (if included).
	Not applicable

	Summary or synthesis of results
	19a
	For all outcomes, summarize the evidence from the SRs. Describe the direction of the effect.
	Results: Primary outcome (Mortality), Secondary outcomes (LOS, ventilator-free days, dialysis dependence, renal recovery), Adverse events. Figures 3 and 4

	Summary or synthesis of results
	19b
	If meta-analyses were done, present results of all investigations of possible causes of heterogeneity.
	Not applicable — no umbrella-level meta-analysis performed

	Summary or synthesis of results
	19c
	If meta-analyses were done, present results of all sensitivity analyses.
	Not applicable — no umbrella-level meta-analysis performed

	Reporting biases
	20
	Present assessments of the risk of bias due to missing results for each synthesis assessed.
	Results, Methodological quality and certainty of evidence: reporting bias assessed via AMSTAR 2 item 15; integrated into GRADE downgrading decisions. Supplementary Material S4 (item-level AMSTAR 2)

	Certainty of evidence
	21
	Present assessments of certainty in the body of evidence for each outcome.
	Results, Methodological quality and certainty of evidence: Table 3 (GRADE ratings); Supplementary Material S5 (Summary of Findings tables)

	DISCUSSION

	Discussion
	22a
	Summarize the main findings, including any discrepancies in findings across the included SRs.
	Discussion, paragraphs 1–2: null mortality signal, inconsistent secondary outcomes, consistent adverse event signal. Discrepancies in dialysis dependence explicitly discussed.

	Discussion
	22b
	Provide a general interpretation of the results in the context of other evidence.
	Discussion: Consistency of the null mortality signal (landmark trials, IPD MA); Clinical heterogeneity and limits of binary paradigm; Biomarkers (Ostermann et al); Guidelines (SSC, Japanese, French)

	Discussion
	22c
	Discuss any limitations of the evidence and of the overview of reviews methods used.
	Discussion, Limitations and implications for future research: CCA, AMSTAR 2, restriction to RCTs, GRADE low/very low certainty

	Discussion
	22d
	Discuss implications for practice, policy, and future research.
	Discussion: Adverse event signal as principal clinical finding (practice implications); Absence of validated alternative strategy (policy); Limitations and future research (precision medicine, subphenotypes, ML, enriched trial designs); Conclusion

	OTHER INFORMATION

	Registration and protocol
	23a
	Provide registration information for the overview of reviews.
	Methods: "The protocol was prospectively registered on PROSPERO: CRD42024558822." Also stated in Abstract.

	Registration and protocol
	23b
	Indicate where the overview of reviews protocol can be accessed.
	Methods: PROSPERO registration referenced. No separate protocol manuscript was prepared.

	Registration and protocol
	23c
	Describe and explain any amendments to information provided at registration or in the protocol.
	Methods, Information sources: "The search initially covered publications from 2014 to 2024 and was updated on 1 April 2025." No other amendments to the registered protocol were made.

	Support
	24
	Describe sources of financial or non-financial support for the overview of reviews.
	Declarations, Funding: "This research received no specific grant from any funding agency in the public, commercial, or not-for-profit sectors."

	Competing interests
	25
	Declare any competing interests of the overview of reviews' authors.
	Declarations, Competing interests: "The authors declare that they have no competing interests."

	Author information
	26a
	Provide contact information for the corresponding author.
	Title page: Es-Saad Ounci, MD; email: ounci@yahoo.fr; ORCID: 0000-0002-0747-4968

	Author information
	26b
	Describe the contributions of individual authors and identify the guarantor of the overview of reviews.
	Declarations, Authors' contributions: roles described for all authors (EO, LE, YM, OL, AB, HS, SL); EO identified as guarantor

	Availability of data and other materials
	27
	Report which of the following are available and where they can be found: template data collection forms; data collected from SRs; analytic code; any other materials.
	Declarations, Availability of data and materials: "All data generated or analyzed during this study are included in this published article and its supplementary information files."




S2:    Search Strategy

PubMed
("kidney replacement therapy"[Title/Abstract] OR "renal replacement therapy"[Title/Abstract] OR
dialysis[Title/Abstract]) AND ("acute kidney injury"[Title/Abstract] OR "acute renal
failure"[Title/Abstract]) AND ("critically ill"[Title/Abstract] OR "intensive care"[Title/Abstract])AND
(timing[Title/Abstract] OR early[Title/Abstract] OR delayed[Title/Abstract]) AND (systematic
review[Title/Abstract] OR meta-analysis[Title/Abstract])

Scopus
(TITLE-ABS-KEY("Kidney Replacement Therapy" OR "Renal Replacement Therapy" OR "Hemodialysis"
OR "Continuous Renal Replacement Therapy" OR "Intermittent Hemodialysis"))
AND (TITLE-ABS-KEY("Critical Illness" OR "Critically Ill Patients" OR "Intensive Care Unit" OR "ICU"))
AND (TITLE-ABS-KEY("Acute Kidney Injury" OR "Acute Renal Failure" OR "AKI"))
AND (TITLE-ABS-KEY("Timing" OR "Early" OR "Delayed" OR "Initiation"))
AND (TITLE-ABS-KEY("Systematic Review" OR "Meta-Analysis"))

Web of science
TS=("Kidney Replacement Therapy" OR "Renal Replacement Therapy" OR "Hemodialysis" OR
"Continuous Renal Replacement Therapy" OR "Intermittent Hemodialysis")
AND TS=("Critical Illness" OR "ICU" OR "Critically Ill Patients")
AND TS=("Acute Kidney Injury" OR "AKI" OR "Acute Renal Failure")
AND TS=("Timing" OR "Early" OR "Delayed" OR "Initiation")
AND TS=("Systematic Review" OR "Meta-Analysis")

Cochrane library
("Kidney Replacement Therapy" OR "Renal Replacement Therapy" OR "Hemodialysis" OR
"Continuous Renal Replacement Therapy" OR "Intermittent Hemodialysis")
AND ("Critical Illness" OR "Intensive Care Unit" OR "Critically Ill Patients")
AND ("Acute Kidney Injury" OR "Acute Renal Failure" OR "AKI")
AND ("Timing" OR "Early" OR "Delayed" OR "Initiation")
AND ("Systematic Review" OR "Meta-Analysis")



 S3 : Excluded studies and reasons for exclusion
				
			
	Study
	Reason for exclusion

	Zeng et al 2024
	Wrong PICO

	Mylonas et al 2024
	Wrong PICO

	Wang et al 2024
	Wrong PICO

	Lee et al 2024
	Wrong PICO

	Li et al 2024
	Wrong publication type

	Klouche et al 2024
	Wrong publication type

	Sun et al 2024
	Wrong PICO

	Patino et al 2024
	Wrong publication type

	See et al 2023
	Wrong PICO

	Li Y et al 2023
	Not retrieved

	Biswas et al 2023
	Wrong PICO

	Levine et al 2023
	Wrong publication type

	Abramovitz 2023
	Wrong PICO 

	Fuhrman et al 2023
	Wrong PICO

	Reintam Blaser et al 2023
	Wrong publication type

	Wang et al 2023
	Wrong PICO

	Islam et al 2023
	Wrong PICO 

	Pan et al 2022
	Wrong PICO 

	Xu et al 2022
	Wrong PICO 

	Passoni et al 2022
	Wrong PICO 

	Relvas et al 2022
	No available abstract

	Singh et al 2022
	Wrong PICO 



	Hung KY et al 2022
	Wrong PICO 

	Meena et al 2022 
	Wrong PICO 

	Shin et al 2022
	Wrong PICO 

	Zhao et al 2022
	Wrong PICO 

	Gist et al 2022
	Wrong publication type

	Hammouda et al 2022
	Wrong publication type

	Wu et al 2022
	Wrong PICO

	Jayaprakash et al 2022
	Wrong publication type

	Romagnoli et al 2022
	Wrong publication type

	Gaudry et al 2022
	Wrong PICO

	Mishra et al 2022
	Wrong publication type

	Pettit et al 2022
	Wrong PICO

	Huang et al 2021
	Wrong PICO

	Naorungroj et al 2021
	Not retrieved

	Xia et al 2021
	Observational studies in meta analyses

	Chen et al 2021
	Wrong PICO

	Magner et al 2021
	Wrong publication type

	Hellman et al 2021
	Wrong publication type

	Alabbas et al 2021
	Wrong PICO

	Wang et al 2021
	Wrong PICO

	Mitra et al 2021
	Wrong PICO



	Yang et al 2021
	Wrong PICO

	Sun et al 2021
	Wrong PICO

	An et al 2021
	Wrong PICO

	Albert et al 2020
	Wrong PICO

	Hansrivijit et al 2020
	Wrong publication type

	Zarbock et al 2020
	Wrong PICO

	Sedhai et al 2020
	No available abstract

	Saraf et al 2020
	Wrong PICO

	Clark et al 2020 
	Wrong publication type

	Ricci et al 2020 
	Wrong publication type

	Sovic et al 2019
	Wrong PICO

	Li et al 2019
	Wrong PICO

	Zwager 2019
	Wrong PICO

	Kamianowska 2019
	Wrong PICO

	Fayad et al 2018
	Similar study

	Neugarten et al 2018
	Wrong PICO

	Hall et al 2018
	Wrong PICO

	Klein et al 2018
	Wrong PICO



	Douvris et al 2018
	Wrong PICO

	Nishida et al 2018
	Wrong publication type

	Shi et al 2018
	Wrong publication type

	Cui et al 2018
	Wrong PICO

	Al Saadon et al 2018
	Wrong PICO

	Luo et al 2017
	Observational studies in meta analyses

	Zou et al 2017
	Wrong PICO

	Nusshag et al 2017
	Wrong publication type

	Soares et al 2017
	Wrong PICO

	Wang et al 2017
	Not retrieved

	Shiao et al 2017
	Wrong publication type

	Nash et al 2017
	Wrong PICO

	Borthwick et al 2017
	Wrong PICO

	Kashani et al 2017
	Wrong PICO

	Zhang et al 2016
	Wrong PICO

	Edrees et al 2016
	Wrong publication type

	Monti et al 2016
	Wrong PICO

	Pakula et al 2016
	Wrong publication type

	Penny-Dimri et al 2016
	Wrong publication type

	Ichai et al 2016
	Wrong PICO

	Cooper et al 2016
	Wrong publication type




	Pisano et al 2016
	Wrong publication type

	Wierstra et al 2016
	Observational studies in meta analyses

	Liu et al 2016
	Wrong publication type

	Ortega-Loubon et al 2016
	Wrong PICO

	Adu et al 2016
	Wrong PICO

	Pasin et al 2016
	No available abstract

	Wyatt et al 2016
	Wrong publication type

	Xiaoying et al 2015
	Wrong PICO

	Hanafusa et al 2015
	Wrong publication type

	Kindgen-Milles et al 2014
	Wrong PICO

	Chow et al 2014
	No available abstract

	Ronco et al 2014
	Wrong PICO

	Haase et al 2014
	Wrong PICO

	Liu et al 2014
	Wrong PICO

	Bai et al 2014
	Wrong PICO

	Romanovsky et al 2014
	Wrong PICO

	Landoni et al 2013
	Wrong publication type

	Asmar et al 2013
	Wrong publication type

	Nadeau-Fredette et al 2013
	Wrong PICO

	Vanmassenhove et al 2013
	Wrong publication type

	Smith et al 2013
	Wrong publication type

	Borthwick 2013 
	Wrong publication type

	Nigwekar et al 2013
	Wrong PICO



	Ostermann et al 2012
	Wrong publication type

	Wang et al 2012
	Wrong PICO

	Clerico et al 2012
	Wrong PICO

	Negash et al 2011
	Wrong PICO

	Lameire et al 2011
	Wrong publication type

	Karvellas et al 2011
	Wrong publication date

	Kierdorf et al 2011
	Wrong publication type

	Jun et al 2010
	Wrong publication type

	Vanstechelman et al 2010
	Wrong PICO

	Hörl et al 2009
	Wrong publication type

	Bagshaw et al 2009 
	Wrong publication type


		

	Zarbock et al 2009
	Wrong publication type

	Haase et al 2009
	Wrong publication type

	Rabindranath et al 2009
	Wrong PICO

	Pannu et al 2008
	Wrong PICO

	Bagshaw et al 2008
	Wrong PICO

	Alonso et al 2008
	Wrong PICO

	Bouchard et al 2008
	Wrong PICO

	Seabra et al 2008
	Wrong PICO

	Ronco et al 2008
	Wrong publication type

	Bagshaw et al 2007
	Wrong PICO

	Berlot et al 2006
	Wrong publication type

	McCunn et al 2006
	Wrong publication type

	Schetz et al 2005
	Wrong publication type

	Brause et al 2004
	Wrong publication type

	Fuiano et al 2004
	Wrong publication type

	Jörres et al 2002
	Wrong publication type


	  



S4 : AMSTAR 2 Appraisal Table
Coding: Y = Yes; PY = Partial Yes; N = No; NA = Not applicable. Critical domains: 2, 4, 7, 9, 11, 13, 15 (marked with *).

	ID
	1
	2*
	3
	4*
	5
	6
	7*
	8
	9*
	10
	11*
	12
	13*
	14
	15*
	16
	CritW
	NCW
	Overall
	Justification

	Andonovic 2020
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y
	Y
	1
	1
	Low
	no excluded-studies list with reasons.

	Besen 2017
	Y
	Y
	Y
	Y
	N
	Y
	N
	Y
	Y
	N
	Y
	Y
	N
	Y
	Y
	Y
	2
	2
	Critically Low
	no excluded-studies list with reasons; RoB not incorporated into interpretation.

	Bhatt 2017
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	N
	Y
	Y
	Y
	PY
	Y
	Y
	1
	2
	Low
	no excluded-studies list with reasons.

	Bhatt 2021
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y
	Y
	1
	1
	Low
	no excluded-studies list with reasons.

	Castro 2022
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	N
	Y
	Y
	N
	Y
	Y
	Y
	2
	1
	Critically Low
	no excluded-studies list with reasons; RoB not incorporated into interpretation.

	Chaudhuri 2017
	Y
	N
	Y
	Y
	N
	Y
	N
	Y
	Y
	Y
	Y
	N
	Y
	Y
	N
	Y
	3
	2
	Critically Low
	no a priori protocol/registration; no excluded-studies list with reasons; publication bias not assessed.

	Chen 2020
	Y
	N
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	2
	0
	Critically Low
	no a priori protocol/registration; no excluded-studies list with reasons.

	Chen 2022
	Y
	Y
	Y
	Y
	N
	Y
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	1
	1
	Low
	no excluded-studies list with reasons.

	Fayad 2022
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y
	Y
	0
	1
	High
	No critical weaknesses.

	Feng 2016
	Y
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	1
	0
	Low
	no a priori protocol/registration.

	Gaudry 2020
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	1
	1
	Low
	no excluded-studies list with reasons.

	Lai 2017
	Y
	N
	Y
	Y
	N
	Y
	N
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	Y
	3
	2
	Critically Low
	no a priori protocol/registration; no excluded-studies list with reasons; RoB not incorporated into interpretation.

	Lan 2022
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	Y
	Y
	Y
	Y
	PY
	N
	Y
	2
	2
	Critically Low
	no excluded-studies list with reasons; publication bias not assessed.

	Li 2021
	Y
	N
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	Y
	3
	1
	Critically Low
	no a priori protocol/registration; no excluded-studies list with reasons; RoB not incorporated into interpretation.

	Li 2023
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	0
	0
	High
	No critical weaknesses.

	Lin 2019
	Y
	N
	Y
	Y
	Y
	N
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	2
	1
	Critically Low
	no a priori protocol/registration; no excluded-studies list with reasons.

	Pan 2021
	Y
	Y
	Y
	Y
	N
	Y
	N
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	2
	1
	Critically Low
	no excluded-studies list with reasons; RoB not incorporated into interpretation.

	Pasin 2019
	Y
	N
	Y
	Y
	Y
	N
	N
	Y
	Y
	N
	Y
	Y
	N
	Y
	Y
	Y
	3
	2
	Critically Low
	no a priori protocol/registration; no excluded-studies list with reasons; RoB not incorporated into interpretation.

	Qi 2025
	Y
	N
	Y
	Y
	PY
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	PY
	Y
	Y
	1
	3
	Low
	no a priori protocol/registration.

	Wang 2016
	Y
	N
	Y
	Y
	Y
	N
	N
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	3
	1
	Critically Low
	no a priori protocol/registration; no excluded-studies list with reasons; RoB not incorporated into interpretation.

	Xiao 2019
	Y
	Y
	Y
	Y
	Y
	N
	N
	Y
	Y
	N
	Y
	N
	Y
	Y
	Y
	Y
	1
	3
	Low
	no excluded-studies list with reasons.

	Xiao 2022
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	Y
	1
	0
	Low
	no excluded-studies list with reasons.

	Xu 2016
	Y
	N
	Y
	Y
	N
	Y
	N
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	3
	1
	Critically Low
	no a priori protocol/registration; no excluded-studies list with reasons; RoB not incorporated into interpretation.

	Yang 2017
	Y
	N
	Y
	Y
	N
	N
	N
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	2
	3
	Critically Low
	no a priori protocol/registration; no excluded-studies list with reasons.

	Zhang 2020
	Y
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	Y
	Y
	N
	Y
	Y
	Y
	2
	0
	Critically Low
	no excluded-studies list with reasons; RoB not incorporated into interpretation.



High - Zero or one non-critical weakness: The systematic review provides an accurate and comprehensive summary of the results of the available studies that address the question of interest
Moderate - More than one non-critical weakness*: The systematic review has more than one weakness, but no critical flaws. It may provide an accurate summary of the results of the available studies that were included in the review.

Low - One critical flaw with or without non-critical weaknesses: The review has a critical flaw and may not provide an accurate and comprehensive summary of the available studies that address the question of interest.
Critically low - More than one critical flaw with or without non-critical weaknesses: The review has more than one critical flaw and should not be relied on to provide an accurate and comprehensive summary of the available studies.





























S5: GRADE summary of findings Table: 
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        Outcomes  Anticipated   absolute   effects *   (95%   CI)        Relative   effect  (95%   CI)      № of  participants  (studies)      Certainty   of  the   evidence  (GRADE)          Comments  

Risk with late  RRT  Risk with  early   RRT  

mortality   at day   28  (Gaudry   et   al   2020)    44   per   100  44 per   100   (49   to   40)  RR   1.01   (0.91   to   1.13)  1664   (9   RCTs)  ⨁⨁ ◯◯   Low b,c  

28 day   mortality   (Li  et al 2021)    38   per   100  38 per   100   (41   to   36)  RR   1.01   (0.94   to   1.09)  4878   (11   RCTs)  ⨁⨁⨁ ◯   Moderate b  

28   day   mortality   (Qi  2025)    0   per   1   000  0   per   1   000   (0   to   0)    not   estimable    (   RCTs)  ⨁⨁ ◯◯   Low a  

* The   risk   in   the   intervention   group   (and   its   95%   confidence   interval)   is   based   on   the   assumed   risk   in   the   comparison   group   and   the   relative  effect  of the intervention (and its 95% CI).     CI:   confidence   interval;   OR:   odds   ratio;   RR:   risk   ratio     GRADE   Working   Group   grades   of   evidence   High   certainty:   we   are   very   confident   that   the   true   effect   lies   close   to   that   of   the   estimate   of   the   effect.   Moderate   certainty:   we   are   moderately   confident   in   the   effect   estimate:   the   true   effect   is   likely   to   be   close   to   the   estimate   of   the   effect,   but   there  is   a possibility that it is   substantially different.   Low   certainty:   our   confidence   in   the   effect   estimate   is   limited:   the   true   effect   may   be   substantially   different   from   the   estimate   of   the   effect.  Very   low   certainty:   we   have   very   little   confidence   in   the   effect   estimate:   the   true   effect   is   likely   to   be   substantially   different   from   the   estimate   of  effect.       Explanations     a.   Visual   inconsistency   b.   MID   0.2   c.   not   provided  
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        Outcomes  Anticipated   absolute   effects *   (95%   CI)        Relative   effect  (95%   CI)      № of  participants  (studies)      Certainty   of  the   evidence  (GRADE)          Comments  

Risk with late  RRT  Risk with  early   RRT  

All cause mortality  (Pan et al 2021)    466    per    1   000  - 36   per   1   000   (57   to   - 162)  OR   - 0.04   ( - 0.16   to   0.07)  4753   (10   RCTs)  ⨁ ◯◯◯   Very   low a,b  

Mortality (Yang et al  2017)    425    per    1   000  417   per   1   000   (523   to   332)  RR   0.98   (0.78   to   1.23)  1636   (9   RCTs)  ⨁ ◯◯◯   Very   low b,c  

Overall   Mortality  (Wang et al 2016)    431    per    1   000  372   per   1   000   (474   to   283)    OR   0.78   (0.52   to   1.19)    1756   (12   RCTs)  ⨁ ◯◯◯   Very   low b,c,d,e  

28 - day mortality (Lin  et al 2019)    408    per    1   000  387   per   1   000   (469   to   318)  RR   0.95   (0.78   to   1.15)  2242   (11   RCTs)  ⨁ ◯◯◯   Very   low b,c,f  

All cause   mortality  (Lai et al 2017)    425    per    1   000  374   per   1   000   (484   to   289)  RR   0.88   (0.68   to   1.14)  1627   (9   RCTs)  ⨁ ◯◯◯   Very   low b,c,f  

Mortality (Besen et  al   2017)    426    per    1   000  366   per   1   000   (469   to   278)  OR   0.78   (0.52   to   1.19)  1678   (11   RCTs)  ⨁⨁ ◯◯   Low b,c  

Mortality   (Bhatt et al  2017)    414    per    1   000  385   per   1   000   (476   to   311)  RR   0.93   (0.75   to   1.15)  1672   (10   RCTs)  ⨁ ◯◯◯   Very   low b,c,g  

Death at day 30  (Fayad et al 2022)    385    per    1   000  373   per   1   000   (419   to   335)  RR   0.97   (0.87   to   1.09)  4826   (12   RCTs)  ⨁⨁ ◯◯   Low b,c  

* The   risk   in   the   intervention   group   (and   its   95%   confidence   interval)   is   based   on   the   assumed   risk   in   the   comparison   group   and   the   relative  effect  of the intervention (and its 95% CI).     CI:   confidence   interval;   OR:   odds   ratio;   RR:   risk   ratio     GRADE   Working   Group   grades   of   evidence   High   certainty:   we   are   very   confident   that   the   true   effect   lies   close   to   that   of   the   estimate   of   the   effect.   Moderate   certainty:   we   are   moderately   confident   in   the   effect   estimate:   the   true   effect   is   likely   to   be   close   to   the   estimate   of   the   effect,   but   there  is   a possibility that it is   substantially different.   Low   certainty:   our   confidence   in   the   effect   estimate   is   limited:   the   true   effect   may   be   substantially   different   from   the   estimate   of   the   effect.  Very   low   certainty:   we   have   very   little   confidence   in   the   effect   estimate:   the   true   effect   is   likely   to   be   substantially   different   from   the   estimate   of  effect.       Explanations     a.   concerns   regarding   missing   data   b.   visual   inconsistancy   c.   MID   0.2   d.   not   provided   e.   Funnel   plot   missing   f.   concerns   regarding   allocation   and   blinding   of   participants   g.   including   non   critically   ill   patients  
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        Outcomes  Anticipated   absolute   effects *   (95%   CI)        Relative   effect  (95%   CI)      № of  participants  (studies)      Certainty   of  the   evidence  (GRADE)          Comments  

Risk with late  RRT  Risk with  early   RRT  

28 - day   mortality    37   per   100  37 per   100  RR   1.00  5193  ⨁⨁ ◯◯  

(Castro   et   al   2022)   (42   to   33)  (0.89   to   1.12)  (13   RCTs)  Low a,b  

All   cause   mortality    59   per   100  59 per   100  RR   1.00  11250  ⨁⨁ ◯◯  

(Li   et   al   2023)   (61   to   56)  (0.95   to   1.04)  (15   RCTs)  Low c,d  

Mortality (Zhang et  al   2020)    0   per  100  0   per   100   (0   to   0)    RR   0.98   (0.89   to   1.08)    2856   (18   RCTs)  ⨁ ◯◯◯   Very  

     low b,e,f,g  

All - cause   mortality   at  day 28 (Xiao et all  2022)    1   per  100  1   per   100   (1   to   1)    RR   1.00   (0.93   to   1.07)    5423   (9   RCTs)  ⨁⨁⨁ ◯   Moderate b  

Overall   mortality  (Andonovic et al  2020)    47   per   100  47 per   100   (55   to   40)    RR   0.98   (0.84   to   1.15)    1956   (10   RCTs)  ⨁ ◯◯◯   Very   low f,h,i  

Short - term   mortality  (within 31 days)  (Xiao et al 2019)    38   per   100  38 per   100   (45   to   32)    RR   0.99   (0.84   to   1.17)    2207   (11   RCTs)  ⨁ ◯◯◯   Very   low b,j  

Mortality   (Pasin   et   al  41   per   100  41 per   100  OR   0.99  2214  ⨁ ◯◯◯  

2019)   (51   to   31)  (0.66   to   1.50)  (10   RCTs)  Very   low  

* The   risk   in   the   intervention   group   (and   its   95%   confidence   interval)   is   based   on   the   assumed   risk   in   the   comparison   group   and   the   relative  effect  of the intervention (and its 95% CI).     CI:   confidence   interval;   OR:   odds   ratio;   RR:   risk   ratio     GRADE   Working   Group   grades   of   evidence   High   certainty:   we   are   very   confident   that   the   true   effect   lies   close   to   that   of   the   estimate   of   the   effect.   Moderate   certainty:   we   are   moderately   confident   in   the   effect   estimate:   the   true   effect   is   likely   to   be   close   to   the   estimate   of   the   effect,   but   there  is   a possibility that it is   substantially different.   Low   certainty:   our   confidence   in   the   effect   estimate   is   limited:   the   true   effect   may   be   substantially   different   from   the   estimate   of   the   effect.  Very   low   certainty:   we   have   very   little   confidence   in   the   effect   estimate:   the   true   effect   is   likely   to   be   substantially   different   from   the   estimate   of  effect.       Explanations     a.   Concerns   regarding   allocation   concealment   in   randomization   and   blinding   of   participants.   Plus,   they   were   different   studies   weights   b.   Visual   inconsistency   c.   Including   not   critically   ill   patients   d.   funnel   plot   of   all   not   provided   e.   Concerns   regarding   missing   date,   allocation   f.   Mixing   clinical   and   surgical   patients   g.   MID   0.2   h.   Visual   explanation   not   provided   i.   p   0.05   j.   Blinding   of   participants  


image3.emf
        Outcomes  Anticipated   absolute   effects *   (95%   CI)        Relative   effect  (95%   CI)      № of  participants  (studies)      Certainty   of  the   evidence  (GRADE)          Comments  

Risk with late  RRT  Risk with  early   RRT  

28 day mortality  (Chen   et   al  2022)    0   per  100  0   per   100   (0   to   0)  OR   1.001   (0.892   to   1.124)    (10   RCTs)  ⨁⨁⨁ ◯   Moderate f  

all - cause   mortality    55   per   100  51 per   100  OR   0.88  231  ⨁⨁ ◯◯  

(Chen   et   al  2020)   (60   to   43)  (0.62   to   1.27)  (9   RCTs)  Low b,c  

Overall day 30  mortality   (Bhatt et al  2021)    44   per   100  44 per   100   (49   to   39)    RR   0.99   (0.89   to   1.10)    5234   (14   RCTs)  ⨁ ◯◯◯   Very   low a,b,c,e  

30 - day   mortality  (Chaudhuri et al  2017)    40   per   100  37 per   100   (43   to   32)    OR   0.90   (0.70   to   1.15)    1400   (7   RCTs)  ⨁ ◯◯◯   Very   low b,d,e,f,g  

Mortality (Feng et al  2016)    41   per   100  39 per   100   (49   to   31)    RR   0.93   (0.74   to   1.18)    1636   (9   RCTs)  ⨁ ◯◯◯   Very  

     low b,d,e,h  

28 - day mortality rate  (Lan et al 2022)    38   per   100  36 per   100   (41   to   30)    OR   0.92   (0.70   to   1.12)    5169   (12   RCTs)  ⨁ ◯◯◯   Very   low c,e,i,j,k  

Mortality   (Xu et al  2016)    43   per   100  40 per   100   (54   to   29)    RR   0.93   (0.68   to   1.26)    1257   (6   RCTs)  ⨁ ◯◯◯   Very  

     low a,b,c,e  

* The   risk   in   the   intervention   group   (and   its   95%   confidence   interval)   is   based   on   the   assumed   risk   in   the   comparison   group   and   the   relative  effect  of the intervention (and its 95% CI).     CI:   confidence   interval;   OR:   odds   ratio;   RR:   risk   ratio     GRADE   Working   Group   grades   of   evidence   High   certainty:   we   are   very   confident   that   the   true   effect   lies   close   to   that   of   the   estimate   of   the   effect.   Moderate   certainty:   we   are   moderately   confident   in   the   effect   estimate:   the   true   effect   is   likely   to   be   close   to   the   estimate   of   the   effect,   but   there  is   a possibility that it is   substantially different.   Low   certainty:   our   confidence   in   the   effect   estimate   is   limited:   the   true   effect   may   be   substantially   different   from   the   estimate   of   the   effect.  Very   low   certainty:   we   have   very   little   confidence   in   the   effect   estimate:   the   true   effect   is   likely   to   be   substantially   different   from   the   estimate   of  effect.       Explanations     a.   Concerns   regarding   allocation   concealment   in   randomization   and   blinding   of   participants.   Plus,   they   were   different   studies   weights   b.   Visual   inconsistency   c.   Including   not   critically   ill   patients   d.   funnel   plot   of   all   not   provided   e.   MID   0.2   f.   SELECTIVE   REPORTING   AND   BLINDING   g.   including   all   patients   admitted   to   the   ICU   h.   concers   regarding   the   blinding   of   participants   i.   allocation   concealement   j.   p   value   and   Chi   square   k.   Funnel   plot   not   provided  


