STROBE Statement—checklist of items that should be included in reports of observational studies

	[bookmark: bold1][bookmark: italic1][bookmark: bold2][bookmark: italic2][bookmark: bold3][bookmark: italic3][bookmark: bold4][bookmark: italic4][bookmark: italic5]
	Item No.
	Recommendation
	Page 
No.
	Relevant text from manuscript

	[bookmark: bold5][bookmark: italic6]Title and abstract
	1
	(a) Indicate the study’s design with a commonly used term in the title or the abstract
	1,3
	Case Series (title)
Retrospective cohort (abstract)

	[bookmark: bold6][bookmark: italic7]
	
	(b) Provide in the abstract an informative and balanced summary of what was done and what was found
	3
	

	[bookmark: bold7][bookmark: italic8]Introduction
	

	[bookmark: bold8][bookmark: italic9][bookmark: bold9][bookmark: italic10]Background/rationale
	2
	Explain the scientific background and rationale for the investigation being reported
	4
	Utilizing ketamine to treat RSE in patients without respiratory compromise represents a treatment option with potential to avoid intubation and reduce overall morbidity.

	[bookmark: bold10][bookmark: italic11]Objectives
	3
	State specific objectives, including any prespecified hypotheses
	4
	The purpose of this study is to describe the efficacy and safety of the use of ketamine infusions for non-intubated patients with RSE.

	[bookmark: bold11][bookmark: italic12]Methods
	

	[bookmark: bold12][bookmark: italic13]Study design
	4
	Present key elements of study design early in the paper
	4-6
	

	[bookmark: bold13][bookmark: italic14]Setting
	5
	Describe the setting, locations, and relevant dates, including periods of recruitment, exposure, follow-up, and data collection
	4
	Patients admitted to the neurocritical care unit at Methodist University Hospital between November 1, 2018 and December 31, 2022.

	Participants
	6
	(a) Cohort study—Give the eligibility criteria, and the sources and methods of selection of participants. Describe methods of follow-up
Case-control study—Give the eligibility criteria, and the sources and methods of case ascertainment and control selection. Give the rationale for the choice of cases and controls
Cross-sectional study—Give the eligibility criteria, and the sources and methods of selection of participants
	5
	Patients were included if a ketamine infusion was administered as the first CIA for RSE without being intubated at the time of initiation. Adult patients were identified for screening via an order for continuous infusion ketamine ordered through the status epilepticus treatment plan, cross-referenced to the time of intubation, if applicable. Patients were considered to be in RSE if they failed first and second line therapy including those who were having recurrent focal seizures without returning to baseline. Patients were excluded if care was deemed futile prior to initiation of the ketamine infusion, especially anoxic brain injury or hospice patients.

	[bookmark: bold14][bookmark: italic15]
	
	(b) Cohort study—For matched studies, give matching criteria and number of exposed and unexposed
Case-control study—For matched studies, give matching criteria and the number of controls per case
	
	

	[bookmark: bold16][bookmark: italic17]Variables
	7
	Clearly define all outcomes, exposures, predictors, potential confounders, and effect modifiers. Give diagnostic criteria, if applicable
	4-6
	The primary objective of the study was to assess response to ketamine. Responders were defined as patients with documentation of resolution of seizures or status epilepticus within 24 hours of initiation without the need for intubation or additional CIA. Non-responders were defined by worsening of or lack of resolution of seizures or status epilepticus within 24 hours following ketamine initiation, requiring intubation or other CIA after ketamine initiation, or withdrawal of care. 
Secondary objectives included hemodynamic safety and an assessment of factors affecting ketamine response and hemodynamics. Patients were assessed for hypotension (SBP < 90 mmHg), hypertension (SBP > 200 mmHg), bradycardia (HR < 55 bpm), and tachycardia (HR > 120 bpm) any time during the infusion.

	[bookmark: bold17][bookmark: italic18][bookmark: bold18][bookmark: italic19]Data sources/ measurement
	[bookmark: bold19]8*
	 For each variable of interest, give sources of data and details of methods of assessment (measurement). Describe comparability of assessment methods if there is more than one group
	4-6
	Seizure onset was defined as the time of first clinical seizure or, for patients with non-convulsive status epilepticus, the time of first seizure per EEG report or the time of initiation of EEG monitoring for patients in status epilepticus at EEG initiation. Time from seizure onset to ketamine initiation and time from ketamine initiation to seizure cessation were subsequently calculated per EEG report. 
Hemodynamic disturbances were assessed any time during the ketamine infusion. 

	[bookmark: bold20][bookmark: italic20]Bias
	9
	Describe any efforts to address potential sources of bias
	11
	Acknowledge limitations: single-center, observational nature of the study; inability to control for multiple simultaneous interventions due to rapid escalation of therapy giving the emergent nature of RSE; no comparison group nor adequate sample size to demonstrate statistical significance

	[bookmark: bold21][bookmark: italic21]Study size
	10
	Explain how the study size was arrived at
	4
	All patients meeting inclusion/exclusion criteria from the time this practice was first started to current date. 


[bookmark: bold22][bookmark: italic22]Continued on next page 

	[bookmark: bold23][bookmark: italic23]Quantitative variables
	11
	Explain how quantitative variables were handled in the analyses. If applicable, describe which groupings were chosen and why
	6
	Statistics are presented as median (25-75% interquartile range) or mean ± standard deviation.

	[bookmark: italic24][bookmark: italic25]Statistical methods
	12
	(a) Describe all statistical methods, including those used to control for confounding
	6
	

	[bookmark: bold24][bookmark: italic26]
	
	(b) Describe any methods used to examine subgroups and interactions
	6
Table 2
	Comparisons between responders and non-responders for time and dose variables were compared using a Wilcoxon-Mann-Whitney test. A Bayesian regression model was used to explore the difference in time from seizure onset to ketamine initiation for responders and non-responders using the brms program with default priors.

	[bookmark: bold25][bookmark: italic27]
	
	(c) Explain how missing data were addressed
	N/A
	N/A

	[bookmark: bold26][bookmark: italic28]
	
	(d) Cohort study—If applicable, explain how loss to follow-up was addressed
Case-control study—If applicable, explain how matching of cases and controls was addressed
Cross-sectional study—If applicable, describe analytical methods taking account of sampling strategy
	N/A
	N/A

	[bookmark: bold27][bookmark: italic29]
	
	(e) Describe any sensitivity analyses
	N/A
	N/A

	Results

	[bookmark: bold29][bookmark: italic31]Participants
	[bookmark: bold30]13*
	(a) Report numbers of individuals at each stage of study—eg numbers potentially eligible, examined for eligibility, confirmed eligible, included in the study, completing follow-up, and analysed
	6
	We screened 110 patients who received ketamine for status epilepticus and identified 29 that met inclusion criteria. One patient was excluded as care was deemed futile prior to initiating ketamine.

	[bookmark: bold31][bookmark: italic32]
	
	(b) Give reasons for non-participation at each stage
	N/A
	N/A

	[bookmark: bold32][bookmark: italic33]
	
	[bookmark: OLE_LINK4](c) Consider use of a flow diagram
	Figure 1
	Figure 1

	[bookmark: bold33][bookmark: italic34][bookmark: bold34][bookmark: italic35]Descriptive data
	[bookmark: bold35]14*
	(a) Give characteristics of study participants (eg demographic, clinical, social) and information on exposures and potential confounders
	6-7
Table 1
	Fifteen patients (52.6%) had an epilepsy history and the majority (82.1%) had structural seizure etiology, primarily due to ischemic stroke, intracerebral hemorrhage, or brain tumor. 

	[bookmark: bold36][bookmark: italic36]
	
	(b) Indicate number of participants with missing data for each variable of interest
	N/A
	N/A

	[bookmark: bold37][bookmark: italic37]
	
	(c) Cohort study—Summarise follow-up time (eg, average and total amount)
	N/A
	N/A

	[bookmark: bold38][bookmark: italic38]Outcome data
	[bookmark: bold39]15*
	Cohort study—Report numbers of outcome events or summary measures over time
	7
	20 (71.4%) patients were assessed to be ketamine responders. 
Overall, hypotension occurred in 12 patients within the total 28-patient cohort (42.9%).

	
	
	Case-control study—Report numbers in each exposure category, or summary measures of exposure
	N/A
	N/A

	
	
	Cross-sectional study—Report numbers of outcome events or summary measures
	N/A
	N/A

	[bookmark: italic40][bookmark: bold41]Main results
	16
	(a) Give unadjusted estimates and, if applicable, confounder-adjusted estimates and their precision (eg, 95% confidence interval). Make clear which confounders were adjusted for and why they were included
	N/A
	N/A

	[bookmark: italic41][bookmark: bold42]
	
	(b) Report category boundaries when continuous variables were categorized
	7-8
	Time from ketamine initiation to seizure cessation was shorter for responders compared to non-responders (7.3 ± 9.2 vs. 35.5 ± 24.7, p=0.001). While not statistically significant, responders were started on ketamine approximately 16 hours sooner that non-responders (19.6 ± 18 vs. 36 ± 44.5, p=0.78). No significant difference was identified in the maximum ketamine infusion rate (15.7 ± 7.9 vs. 15.3 ± 7.4, p=0.91) or duration (39.9 ± 17.1 vs. 39.5 ± 18.7, p=0.96) between those experiencing hypotension and those who did not.

	[bookmark: italic42][bookmark: bold43]
	
	(c) If relevant, consider translating estimates of relative risk into absolute risk for a meaningful time period
	N/A
	N/A


[bookmark: italic43][bookmark: bold44]Continued on next page 

	Other analyses
	17
	Report other analyses done—eg analyses of subgroups and interactions, and sensitivity analyses
	7-8
	Time from ketamine initiation to seizure cessation was shorter for responders compared to non-responders (7.3 ± 9.2 vs. 35.5 ± 24.7, p=0.001). While not statistically significant, responders were started on ketamine approximately 16 hours sooner that non-responders (19.6 ± 18 vs. 36 ± 44.5, p=0.78). No significant difference was identified in the maximum ketamine infusion rate (15.7 ± 7.9 vs. 15.3 ± 7.4, p=0.91) or duration (39.9 ± 17.1 vs. 39.5 ± 18.7, p=0.96) between those experiencing hypotension and those who did not. By Bayesian regression, the probability that responders received ketamine five or more hours earlier than non-responders was 0.80.

	[bookmark: italic44][bookmark: bold45]Discussion

	[bookmark: italic45][bookmark: bold46]Key results
	18
	Summarise key results with reference to study objectives
	9-11
	Ketamine initiation resulted in successful seizure termination within 24 hours without need for intubation and additional anesthetic use in the majority of patients (71.4%). Our study demonstrated that hypotension was more likely than hypertension in this population not receiving other continuous infusion anesthetics; however, vasopressor initiation was low at 4.5% when ketamine was used alone.

	[bookmark: italic46][bookmark: bold47]Limitations
	19
	Discuss limitations of the study, taking into account sources of potential bias or imprecision. Discuss both direction and magnitude of any potential bias
	11
	Limitations include the single-center, observational nature of the study and inability to control for multiple simultaneous interventions due to rapid escalation of therapy giving the emergent nature of RSE. There was also no comparison group nor adequate sample size to demonstrate statistical significance.

	[bookmark: italic47][bookmark: bold48]Interpretation
	20
	Give a cautious overall interpretation of results considering objectives, limitations, multiplicity of analyses, results from similar studies, and other relevant evidence
	12
	[bookmark: _GoBack]This case series of RSE patients demonstrates the safe and effective use of continuous ketamine infusions with a response rate of 71.4%. This practice of early use of a ketamine infusion may potentially reduce the morbidity associated with intubation and mechanical ventilation. Adverse effects were minimal and manageable without the need to adjust or interrupt ketamine. 

	[bookmark: italic48][bookmark: bold49]Generalisability
	21
	Discuss the generalisability (external validity) of the study results
	12
	This can be used to support the feasibility of future trials with ketamine monotherapy and earlier use in the status epilepticus treatment protocol. 

	[bookmark: italic49][bookmark: bold50]Other information
	

	[bookmark: italic50][bookmark: bold51]Funding
	22
	Give the source of funding and the role of the funders for the present study and, if applicable, for the original study on which the present article is based
	N/A
	N/A



*Give information separately for cases and controls in case-control studies and, if applicable, for exposed and unexposed groups in cohort and cross-sectional studies.

Note: An Explanation and Elaboration article discusses each checklist item and gives methodological background and published examples of transparent reporting. The STROBE checklist is best used in conjunction with this article (freely available on the Web sites of PLoS Medicine at http://www.plosmedicine.org/, Annals of Internal Medicine at http://www.annals.org/, and Epidemiology at http://www.epidem.com/). Information on the STROBE Initiative is available at www.strobe-statement.org.
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