Table S1.	List of Institutional Review Boards and Independent Ethics Committees – ASPIRE I and ASPIRE II
ASPIRE I

BULGARIA
Ethics Committee for Clinical Trials

ESTONIA
Tallinn Medical Research Ethics Committee

GERMANY
Ethikkommission der Medizinischen Fakultät der Albert-Ludwigs-Universität Freiburg
Ethik-Kommission des Fachbereichs Medizin der Johann Wolfgang Goethe-Universität
Landesamt für Gesundheit Und Soziales Berlin Geschäftsstelle der Ethik-Kommission des Landes Berlin

HUNGARY
Central Ethics Committee Medical Research Council Ethics Committee for Clinical Pharmacology

KOREA
Chonnam National University Hospital IRB
Samsung Medical Center IRB
Kyung Hee University Medical Center IRB
Seoul National University Hospital IRB
Korea University Ansan Hospital IRB

MALAYSIA
Medical Research and Ethics Committee, Kompleks Institut Kesihatan Negara
Medical Research Ethics Committee, University Malaya Medical Centre

SOUTH AFRICA
Pharma Ethics

SPAIN
CEIC Hospital Universitari Vall d Hebron

TAIWAN
Institutional Review Board of Tri-Service General Hospital
Chung Shan Medical University Hospital IRB
Taipei Medical University Joint Institutional Review Board
Institutional Review Board, Taipei Veterans General Hospital

UNITED STATES
New York State Psychiatric Institutional Review Board (New York, NY)
Office of Research Integrity (Charleston, SC)
Rush University Medical Center Institutional Review Board (Chicago, IL)
Sterling Institutional Review Board (Atlanta, GA)
Univeristy of Louisville, Medical Center Institutional Review Board (Louisville, KY)
University at Buffalo Institutional Review Board (Buffalo, NY)
UT Southwestern Medical Center Institutional Review Board (Dallas, TX)
Western Institutional Review Board (Puyallup, WA) 

ASPIRE II

ARGENTINA*
Comité de Ética e Investigación del Sanatorio, Cordoba
Comite de Ética del Instituto Medico Platense CEDIMP, Buenos Aires
Comité de Ética en Investigación Clínica Privada de Salud Mental Stanta Teresa de Avila, Buenos Aires
Comité de Ética de CER Investigaciones Clínicas – CECIC, Buenos Aires
Comité de Ética en Investigacion Burzaco Comité de Etica en Investigacion Burzaco, Buenos Aires
Comité de Ética en Investigaciones FLENI, Buenos Aires

AUSTRIA
Ethikkkommission der Med. Universität Wien, und des Allgemeinen Krhs. der Stadt Wien, Wein
Kepler Universitätsklinikum Ethikkommission des Landes Oberösterreich, Linz

BELGIUM*
Ethisch Comité g UZ Gent, Gent
O.L.V. Ziekenhuis IRB, Aalst
Toetsingscommissie Ethiek GGZ Broeders van liefde, Bierbeek

BRAZIL*
National Committee of Ethics in Research (CONEP), Brasilia
Comite de Etica em Pesquisa da UFMG – COEP, Belo Horizonte
Comitê de Ética em Pesquisa do Investiga - Instituto De Pesquisas, Campinas
Comitê de Ética em Pesquisa da Faculdade de Medicina do ABC, Santo Andre
Comite de Ética em Pesquisa do Hospital Universitário, Salvador & Fortaleza
Comitê de Ética em Pesquisa do Hospital São Carlos, Fortaleza, Ceará
Comissao de Etica para analise de projetos de pequisa - CAPPesq-HCFMUSP, San Paulo

CANADA
St. Michael’s Hospital Research Ethics Board, Toronto, Ontario

CZECH REPUBLIC*
Eticka komise Ustredni vojenske nemocnice Praha, Prague
Eticka komise IKEM a Thomayerovy nemocnice, Prague
Fakultni nemocnice Brno IRB-EC, Brno

FRANCE
CPP Sud-Ouest et Outre-Mer III, Service de Pharmacologie Clinique, Leon

LITHUANIA
Lithuanian Bioethics Committee, Vilnius

POLAND
Niezalezna Komisja Bioetyczna do Spraw Badan Naukowych przy Gdanskim Uniwersytecie Medycznym, Gdansk

SPAIN
Hospital de Navarra - Ceic de Navarra, Pamplona

TURKEY
Uludag University Medical Faculty Clinical Research Ethics Committee, Bursa

UNITED STATES
Biomedical Research Alliance of New York IRB (Lake Success, NY)
Chesapeake IRB (Columbia, MD)
John Hopkins Medicine IRB (Baltimore, MD)
Sharp HealthCare Institutional Review Board (San Diego, CA)
Springfield Committee for Research Involving Human Subjects (SCRIHS) (Springfield, IL)
Sterling Institutional Review Board (Atlanta, GA)
UCSD Human Subjects Research Protection Program (La Jolla, CA)
University of Conneticut School of Medicine IRB (Farmington, CT)
University of North Carolina at Chapel Hill - Office of Research Ethics, Chapel Hill, NC 
Western Institutional Review Board (Puyallup, WA) 
	

*	Two or more Independent Ethics Committees approved the study protocol/amendments at sites in Argentina, Belgium, Brazil, and Czech Republic.
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Table S2.	Change in MADRS from Basline to 24 hours Post-First Dose by Benzodiazepine Use
	
	Esketamine + Standard-of-Care
	Placebo + Standard-of-Care
	Esketamine + Standard-of-Care
	Placebo + Standard-of-Care

	
	Benzodiazepine Use Between Day -2 and Day -1
	No
Benzodiazepine Use
	Benzodiazepine Use Between Day -2 and Day -1
	No
Benzodiazepine Use
	Benzodiazepine Use Between Day 1 and Day 2
	No
Benzodiazepine Use
	Benzodiazepine Use Between Day 1 and Day 2
	No
Benzodiazepine Use

	Baseline
	
	
	
	
	
	
	
	

	N
	148
	77
	140
	85
	145
	80
	134
	91

	Mean (SD)
	40.1 (5.54)
	40.7 (5.73)
	40.7 (5.94)
	39.9 (6.21)
	40.4 (5.62)
	40.3 (5.61)
	40.9 (5.86)
	39.8 (6.28)

	Change from baseline
	
	
	
	
	
	
	
	

	N
	148
	76
	140
	85
	145
	79
	134
	91

	Mean (SD)
	-15.5 (11.18)
	-17.1 (12.75)
	-12.7 (10.12)
	-12.4 (11.30)
	-15.6 (11.35)
	-16.8 (12.44)
	-12.7 (9.98)
	-12.3 (11.41)

	Difference LS Means (SE)a,b Esketamine vs. Placebo
	-3.6 (1.24)
	-4.3 (1.68)
	
	
	-4.2 (1.27)
	-3.4 (1.64)
	
	

	95% CI
	-60.5, -1.16
	-7.60, -1.01
	
	
	-6.72, -1.73
	-6.59, -0.16
	
	

	Difference LS Means (SE), Benzodiazepine vs. No Benzodiazepine
	1.2 (1.61)
	
	0.5 (1.60)
	
	1.0 (1.60)
	
	1.8 (1.57)
	

	95% CI
	-1.92, 4.40
	
	-2.61, 3.69
	
	-2.15, 4.14
	
	-1.23, 4.93
	


Abbreviations:  ANCOVA, analysis of covariance; CI, confidence interval; LOCF, last observation carried forward; LS, least‑squares; MADRS, Montgomery-Asberg Depression Rating Scale; SE, standard error
a. Based on ANCOVA with study number, treatment, standard-of-care antidepressant as randomized, benzodiazepine group, and treatment-by-benzodiazepine group as factors, and baseline MADRS total score as a continuous covariate.
b. Esketamine + standard-of-care minus placebo + standard-of-care in each benzodiazepine group.
Notes: MADRS total score ranges from 0 to 60; a higher score indicates a more severe condition. Negative change in score indicates improvement.  Negative difference favors esketamine.


