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Supplementary Table S1. Baseline patient characteristics, concomitant medications, risperidone exposure, and clinical outcomes (n = 352).
	Variable
	All Patients (n = 352)

	Demographics

	Male
	210 (59.7%)

	Female
	142 (40.3%)

	Age — median (IQR), years
	2.8 (0.4–11.2)

	Age — mean ± SD, years
	6.1 ± 6.1

	< 1 year
	126 (35.8%)

	1–5 years
	94 (26.7%)

	5–12 years
	53 (15.1%)

	12–18 years
	79 (22.4%)

	Weight — median (IQR), kg
	12.2 (5.3–29.7)

	Weight — mean ± SD, kg
	21.4 ± 23.6

	ICU Setting

	General PICU
	226 (64.2%)

	Pediatric Cardiac ICU (PCICU)
	126 (35.8%)

	Respiratory Support at Risperidone Initiation

	Invasive mechanical ventilation (ETT)
	183 (52.0%)

	Non-invasive ventilation (NIV)
	46 (13.1%)

	Tracheostomy — ventilated
	23 (6.5%)

	Tracheostomy — non-ventilated
	4 (1.1%)

	No respiratory support
	44 (12.5%)

	Not documented
	52 (14.8%)

	Concomitant Medications

	Ketamine
	155 (44.0%)

	Benzodiazepines
	135 (38.4%)

	Dexmedetomidine
	135 (38.4%)

	Corticosteroids
	126 (35.8%)

	Opioids
	114 (32.4%)

	Risperidone Exposure

	Total administrations
	7,970

	Administrations per patient — median (IQR)
	11.5 (6–24)

	Dose per administration — median (IQR), mg
	0.19 (0.10–0.37)

	Weight-normalised dose — median (IQR), mg/kg
	0.019 (0.012–0.028)

	Cumulative dose — median (IQR), mg
	2.0 (0.9–5.5)

	Clinical Outcomes

	In-hospital mortality — overall
	51/352 (14.5%)

	In-hospital mortality — PICU
	30/226 (13.3%)

	In-hospital mortality — PCICU
	21/126 (16.7%)

	Documented seizures
	11/352 (3.1%)

	ICU LOS — median (IQR), days
	22.2 (13.0–43.0)

	ICU LOS — mean ± SD, days
	31.9 ± 40.3

	ICU LOS — PICU, median (IQR)
	18.6 (11.1–35.4)

	ICU LOS — PCICU, median (IQR)
	31.7 (19.7–53.1)

	Hospital LOS — median (IQR), days
	42.1 (20.8–81.5)

	Hospital LOS — mean ± SD, days
	64.2 ± 82.6


Values are n (%) unless otherwise stated. IQR = interquartile range; SD = standard deviation; PICU = Pediatric Intensive Care Unit; PCICU = Pediatric Cardiac Intensive Care Unit; ETT = endotracheal tube; NIV = non-invasive ventilation; LOS = length of stay. Mortality reflects in-hospital death at any time during the index hospitalisation. Seizures include all documented events during hospitalisation; causal attribution to risperidone was not assessed.

Supplementary Table S2. Missing data and data-quality considerations relevant to interpretation.
	Safety Domain
	Pre Available
	Post Available
	Paired Available
	Interpretation

	QTc interval
	90/352 (25.6%)
	63/352 (17.9%)
	57/352 (16.2%)
	Primary limitation. Reflects incomplete retrievable ECG images and structured QTc fields in earlier study years. Era and subgroup selection bias possible; cardiac and higher-acuity patients may be over-represented among those with available ECGs.

	Routine chemistry (AST, ALT, creatinine, potassium, glucose)
	High (≥90%)
	High (≥90%)
	High (≥90%)
	Suitable for paired safety description across the full cohort.

	Thyroid function (TSH)
	112/352 (31.8%)
	59/352 (16.8%)
	53 pairs
	Exploratory only. Non-systematic testing; results should not be over-interpreted.

	Neurological adverse events (seizures, EPS, dystonia, NMS)
	Chart-documented only
	Chart-documented only
	Not applicable
	Requires prospective adjudication for causal attribution. Reported descriptively; rates may under- or over-estimate true incidence.


AST = aspartate aminotransferase; ALT = alanine aminotransferase; ECG = electrocardiogram; EPS = extrapyramidal symptoms; NMS = neuroleptic malignant syndrome; QTc = corrected QT interval; TSH = thyroid-stimulating hormone.

Appendix S1. STROBE Checklist for Cohort Studies
Adapted from: von Elm E, Altman DG, Egger M, et al. The Strengthening the Reporting of Observational Studies in Epidemiology (STROBE) Statement: guidelines for reporting observational studies. Ann Intern Med. 2007;147(8):573–577.
	Section
	Item No.
	STROBE Requirement
	Location in Manuscript

	Title / Abstract
	1a
	Indicate the study's design with a commonly used term in the title or abstract
	Title and Abstract (Design field)

	
	1b
	Provide an informative, balanced summary of what was done and what was found
	Structured Abstract

	Introduction
	2
	Explain the scientific background and rationale for the investigation
	Introduction, paragraphs 1–5

	
	3
	State specific objectives, including any prespecified hypotheses
	Introduction, final paragraph; Methods (Safety Definitions)

	Methods — Study design
	4
	Present key elements of study design early in the paper
	Methods: Study Design and Setting

	Methods — Setting
	5
	Describe the setting, locations, and relevant dates
	Methods: Study Design and Setting

	Methods — Participants
	6a
	Describe eligibility criteria and sources of selection
	Methods: Population

	
	6b
	For matched studies, give matching criteria and number of exposed and unexposed
	N/A (cohort design, no matching)

	Methods — Variables
	7
	Clearly define all outcomes, exposures, predictors, and confounders
	Methods: Exposure Definition; Safety Definitions

	Methods — Data sources
	8
	Describe data sources and methods of assessment for each variable
	Methods: Data Collection

	Methods — Bias
	9
	Describe any efforts to address potential sources of bias
	Methods: Data Quality and Missing Data; Discussion: Limitations

	Methods — Study size
	10
	Explain how the study size was arrived at
	Methods: Population (all eligible patients); no formal sample size calculation for safety cohort

	Methods — Quantitative variables
	11
	Explain how quantitative variables were handled
	Methods: Statistical Analysis

	Methods — Statistical methods
	12a
	Describe all statistical methods, including those to control for confounding
	Methods: Statistical Analysis

	
	12b
	Describe methods for examining subgroups and interactions
	Results: QTc by ICU Setting and Age Group (Table 4)

	
	12c
	Explain how missing data were addressed
	Methods: Data Quality; Results: QTc Analysis; eTable 1 (SDC)

	
	12d
	If applicable, address cohort-specific issues
	N/A (cohort study)

	Results — Participants
	13a
	Report numbers at each stage of selection; flow diagram if applicable
	Results: Patient Characteristics; Table 1

	Results — Descriptive data
	14a
	Report characteristics of study participants
	Table 1

	Results — Outcome data
	15
	Report numbers of outcome events
	Results: all sub-sections; Tables 1, 3, 4

	Results — Main results
	16a
	Report unadjusted and adjusted estimates and precision
	Results; Tables 3–4 (paired analyses with p-values and effect sizes)

	
	16b
	Report category boundaries for continuous variables
	Methods: Safety Definitions; Tables 3–4

	Results — Other analyses
	17
	Report other analyses (e.g., sensitivity or subgroup analyses)
	Table 4: QTc by ICU Setting and Age Group

	Discussion — Key results
	18
	Summarise key results with reference to study objectives
	Discussion: Principal Findings

	Discussion — Limitations
	19
	Discuss limitations and sources of potential bias
	Discussion: Strengths and Limitations

	Discussion — Interpretation
	20
	Provide cautious overall interpretation considering objectives and limitations
	Discussion; Conclusions

	Discussion — Generalisability
	21
	Discuss the generalisability of the results
	Discussion: Strengths and Limitations

	Other — Funding
	22
	Provide sources of funding and role of funders
	Title Page: Conflicts of Interest and Source of Funding



Supplementary Fig. S1. Institutional Diagnostic and Therapeutic Pathway for Pediatric Delirium in the PICU and PCICU
[Figure to be uploaded as a separate TIF or EPS file at ≥300 dpi. The figure depicts the institutional stepwise algorithm for delirium prevention and management, as described below.]
Figure legend:
The institutional pathway is organized into four sequential domains applied to all patients admitted to the PICU or PCICU: (1) Universal Delirium Prevention Bundle — applied from ICU day 1 in all patients, encompassing early mobilization, sleep-cycle optimization (daytime lighting, noise reduction, nighttime consolidation), family engagement, avoidance of anticholinergic medications, and systematic sedation minimization with analgesia-first strategies; (2) Systematic Delirium Screening — Cornell Assessment of Pediatric Delirium (CAPD) performed twice daily by nursing staff for all patients on mechanical ventilation or receiving opioids, benzodiazepines, or other sedoanalgesic agents, with CAPD ≥9 defining a positive screen for delirium; (3) Evaluation of Reversible Causes — upon positive screen, systematic review for reversible contributors including pain, urinary retention, constipation, electrolyte abnormalities (particularly potassium, calcium, and magnesium), hypoglycemia, medication-induced effects (benzodiazepine accumulation, opioid dysphoria, steroid effect), and withdrawal syndromes; (4) Pharmacologic Intervention — initiated when nonpharmacologic strategies and treatment of reversible causes are insufficient. Risperidone is prescribed at age-stratified starting doses: neonates/infants <6 months, 0.025–0.05 mg once daily; infants 6–12 months, 0.05–0.10 mg once daily; children 1–5 years, 0.1–0.25 mg once or twice daily; children 5–12 years, 0.25–0.5 mg once or twice daily; adolescents 12–18 years, 0.5–1.0 mg once or twice daily. Maximum daily dose: 1 mg for children <5 years, 2 mg for children 5–12 years, and 3 mg for adolescents. A baseline 12-lead electrocardiogram is obtained before initiation in all patients with congenital or acquired cardiac disease, those receiving concomitant QT-prolonging medications (amiodarone, azole antifungals, macrolide antibiotics, or other agents with established QT risk), or those with a personal or family history of channelopathy or unexplained syncope. Repeat electrocardiogram is obtained 48–72 hours after initiation or after dose escalation in the same subgroups. Risperidone is withheld and cardiology consultation is requested if QTc exceeds 500 ms or if QTc increases by >60 ms from baseline. Daily clinical review of response (CAPD trend) and tolerability (neurological adverse effects, sedation level) guides continuation, dose adjustment, or discontinuation.

CAPD = Cornell Assessment of Pediatric Delirium; PCICU = Pediatric Cardiac Intensive Care Unit; PICU = Pediatric Intensive Care Unit; QTc = corrected QT interval.
