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Supplementary Table S1. Summary of Findings for Secondary, Exploratory, and Observational Outcomes. The assumed risks for mortality outcomes were calculated from the aggregate event rate in the control groups. When an upper confidence limit generated a predicted risk greater than the maximum possible value, the absolute risk was capped at 1,000 per 1,000. CI: confidence interval; GRADE: Grading of Recommendations Assessment, Development and Evaluation; ICU: intensive care unit; RCT: randomized controlled trial; RoM: ratio of means; RR: risk ratio.

	Outcome
	Studies and participants
	Risk with control
	Effect with pharmacological therapy
	Relative effect (95% CI)
	Certainty of the evidence (GRADE)
	Interpretation

	Hospital length of stay—randomized evidence
	3 RCTs; 309 participants
	—
	Hospital stay was approximately 6.8% shorter (30.9% shorter to 25.6% longer)
	RoM 0.93 (0.69 to 1.26)
	Very low ⨁◯◯◯ᵃ
	The evidence is very uncertain regarding the effect of pharmacological therapy on hospital length of stay.

	Mortality during follow-up—randomized evidence
	2 RCTs; 224 participants; 31 deaths
	186 per 1,000
	Approximately 108 per 1,000 (<1 to 1,000); 78 fewer per 1,000 (186 fewer to 814 more)
	RR 0.58 (<0.001 to 23,303.59)
	Very low ⨁◯◯◯ᵇ
	The evidence is very uncertain regarding the effect on mortality during follow-up.

	ICU mortality—observational evidence
	2 observational studies; 165 participants; 33 deaths
	350 per 1,000
	Approximately 61 per 1,000 (<1 to 1,000); 289 fewer per 1,000 (350 fewer to 650 more)
	RR 0.18 (<0.001 to 213.81)
	Very low ⨁◯◯◯ᶜ
	The evidence is very uncertain, and the estimate should not be interpreted causally because both studies were at critical risk of bias.

	ICU length of stay with amantadine—observational evidence
	2 observational studies; 220 participants
	—
	ICU stay was approximately 13.0% longer (29.4% shorter to 81.0% longer)
	RoM 1.13 (0.71 to 1.81)
	Very low ⨁◯◯◯ᵈ
	The evidence is very uncertain regarding the association between amantadine and ICU length of stay.

	Hospital length of stay with amantadine—observational evidence
	2 observational studies; 220 participants
	—
	Hospital stay was approximately 34.3% longer (85.8% shorter to more than 10-fold longer)
	RoM 1.34 (0.14 to 12.66)
	Very low ⨁◯◯◯ᵉ
	The evidence is very uncertain regarding the association between amantadine and hospital length of stay.



ᵃ Downgraded one level for serious risk of bias because the contributing evidence included a trial at high risk of bias. Downgraded two levels for very serious imprecision because the confidence interval included both a substantial reduction and a clinically important increase in hospital length of stay. Exclusion of the study requiring conversion from median and interquartile-range data produced an even wider confidence interval.
ᵇ Downgraded for serious risk of bias, serious inconsistency, indirectness, and very serious imprecision. The studies used nonidentical follow-up periods, statistical heterogeneity was substantial (I² = 80%), only 31 deaths occurred, and the confidence interval was compatible with extremely large effects in either direction.
ᶜ Downgraded for critical risk of bias and very serious imprecision. Both studies had important confounding by indication, delayed treatment initiation, and potential immortal-time or survivor bias, and neither reported an adjusted effect estimate. The confidence interval was compatible with virtually any effect.
ᵈ Downgraded for serious or critical risk of bias and very serious imprecision. Treatment allocation was nonrandomized, no adjusted estimates were available, treatment initiation occurred after ICU admission, and all continuous data required conversion from nonparametric summaries.
ᵉ Downgraded for serious or critical risk of bias, serious inconsistency, and very serious imprecision. Both studies were unadjusted and vulnerable to confounding by indication and treatment-timing bias. Statistical heterogeneity was substantial (I² = 84.8%), and the confidence interval included extreme effects in both directions.


Supplementary Table S2. PRISMA 2020 (Preferred Reporting Items for Systematic Reviews and Meta-Analyses) statement and checklist. 
	Section/Topic
	Item #
	Checklist item
	Location where item is reported

	TITLE
	1
	Title
	Title page

	ABSTRACT
	2
	Abstract
	Abstract (p.1)

	INTRODUCTION
	3
	Rationale
	1. Introduction, 1–2

	
	4
	Objectives
	1. Introduction, final paragraph

	METHODS
	5
	Eligibility criteria
	2.2 Eligibility criteria

	
	6
	Information sources
	2.3 Search strategy and study selection

	
	7
	Search strategy
	2.3 Search strategy and study selection

	
	8
	Selection process
	2.3 Search strategy and study selection

	
	9
	Data collection process
	2.4 Data extraction and outcomes

	
	10a
	Data items – outcomes
	2.4 Data extraction and outcomes

	
	10b
	Data items – other variables
	2.4 Data extraction and outcomes

	
	11
	Risk of bias assessment methods
	2.5 Risk of bias and certainty of evidence

	
	12
	Effect measures
	2.6 Statistical analysis

	
	13a–13f
	Synthesis methods
	2.6 Statistical analysis

	
	14
	Reporting bias assessment
	2.5 / 2.6 (Holm adjustment, funnel considerations — confirm/add if not explicit)

	
	15
	Certainty assessment (GRADE)
	§2.5 Risk of bias and certainty of evidence

	RESULTS
	16a
	Study selection results
	3.1 Study selection; Figure 1 (PRISMA flow diagram)

	
	16b
	Excluded studies
	3.1 Study selection / Figure 1

	
	17
	Study characteristics
	3.2 Characteristics of included studies; Table 1

	
	18
	Risk of bias in studies
	3.3 Risk of bias assessment

	
	19
	Results of individual studies
	3.4 Quantitative synthesis (subsections 3.4.1–3.4.5)

	
	20a–20d
	Results of syntheses
	3.4 Quantitative synthesis (subsections 3.4.1–3.4.5)

	
	21
	Reporting biases
	3.6 Certainty of the evidence / Table 2 (confirm explicit mention)

	
	22
	Certainty of evidence
	 3.6 Certainty of the evidence; Table 2

	DISCUSSION
	23a–23d
	Discussion (interpretation, limitations, implications)
	 4. Discussion (4.1–4.9)

	OTHER INFORMATION
	24a
	Registration
	 2.1 Study design and registration — PROSPERO CRD420261325880

	
	24b
	Protocol availability
	2.1 Study design and registration (confirm if protocol link/DOI is provided; add if not)

	
	24c
	Amendments
	No amendments

	
	25
	Support/funding
	no funding received

	
	26
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	Title page, Conflict of Interest statement

	
	27
	Availability of data, code, materials
	Data extraction forms and the dataset used for meta-analysis are available from the corresponding author upon reasonable request
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