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Online resource 1. List of codes related to esketamine, MDD, and other conditions

	Name
	Codes

	Esketamine
	HCPCS: G2082, G2083, SS0013
ICD-10-PCS: XW097M5
NDC: 5048-0028-00, 5048-0028-02, 5048-0028-03

	Esketamine 56mg
	HCPCS: G2082
NDC: 5048-0028-02

	Esketamine 84mg
	HCPCS: G2083
NDC: 5048-0028-03

	MDD
	ICD-10-CM: F32.X [excluding F32.8 and F32.A], F33.X [excluding F33.8]

	Bipolar disorder
	F31.xx

	Psychosis, schizophrenia, schizoaffective disorder, 
and other non-mood psychotic disorders
	F06.0x, F06.2x, F20.xx, F21.xx, F22.xx, F23.xx, F24.xx, F25.xx, F28.xx, F29.xx


Abbreviations: HCPCS = Healthcare Common Procedure Coding System; ICD-10-PCS: = International Classification of Diseases, Tenth Revision, Procedure Coding System; ICD-10-CM = International Classification of Diseases, Tenth Revision, Clinical Modification; MDD = Major Depressive Disorder; NDC = National Drug Code
2

Online resource 2. Patient selection
	Patients in the Optum Clinformatics® Data Mart with ≥1 MDD diagnosis during the study period (01/01/2016 - 06/30/2022)1
	 

	N= 5,839,192
	 

	 
	 
	
	 
	 

	First claim for esketamine during a continuous period of eligibility and on or after 03/05/20191
	 

	N= 1,970 (0.03%)
	 

	 
	 
	
	 
	 

	≥1 claim for esketamine on or after evidence of TRD during the MDE in which therapy is initiated1
	 

	N= 657 (33.4%)
	 

	 
	 
	
	 
	 

	≥1 claim with a diagnosis for MDD during the MDE in which esketamine is initiated1
	 

	N= 657 (100.0%)
	 

	 
	 
	
	 
	 

	≥18 years of age on the index date
	 

	N= 657 (100.0%)
	 

	 
	 
	
	 
	 

	≥12 months of continuous health plan eligibility before the index date (baseline period)
	 

	N= 621 (94.5%)
	 

	 
	 
	
	 
	 

	Exclusion criteria - Patients with ≥2 claims on separate days during the baseline period with a diagnosis for: 
Bipolar disorder1
	 

	
	 

	N= 115 (18.5%)
	 

	Psychosis, schizophrenia, schizo-affective disorder and other non-mood psychotic disorders1
	 

	N= 11 (1.8%)
	 

	 
	 
	
	 
	 

	Eligible patients after the application of exclusion criteria
	 

	N= 500 (80.5%)
	 

	 
	 
	
	 
	 

	Induction completer cohort (completion of 8+ esketamine sessions)
	 

	N = 322 (64.4%)
	 

	 
	 
	
	 
	 

	Prior acute healthcare user subgroup (≥1 baseline MH-related IP admission or ED visit)
	 

	N = 111 (34.5%)
	 


Abbreviations: ED = emergency department; IP = inpatient; MDD: major depressive disorder; MDE = major depressive episode; MH = mental health; TRD = treatment-resistant depression
Note:
[1] See Online resource 1 for a list of codes.
Online resource 3. Summary of health resource utilization and costs
	
	Induction completer cohort
	Prior acute healthcare user subgroup

	Mean (SD) [median] or n (%)
Reported per-patient-per-month 
	N = 322
	N = 111

	
	Baseline
	Follow-up
	Baseline
	Follow-up

	All-cause resource utilization
	
	
	
	

	  Acute Care resource utilization
	
	
	
	

	Number of IP days
	0.22 (1.06) [0.00]
	0.21 (1.13) [0.00]
	0.64 (1.74) [0.00]
	0.46 (1.81) [0.00]

	Number of ED visits
	0.13 (0.24) [0.08]
	0.15 (0.40) [0.00]
	0.26 (0.28) [0.16]
	0.24 (0.59) [0.06]

	  OP resource utilization
	
	
	
	

	Number of OP visits
	3.29 (2.34) [2.79]
	5.06 (2.92) [4.50]
	4.24 (2.89) [3.53]
	5.47 (3.23) [5.11]

	MH-related resource utilization

	  Acute Care resource utilization

	Number of IP days
	0.22 (1.06) [0.00]
	0.20 (1.12) [0.00]
	0.63 (1.74) [0.00]
	0.44 (1.80) [0.00]

	Number of ED visits
	0.04 (0.09) [0.00]
	0.06 (0.32) [0.00]
	0.12 (0.11) [0.08]
	0.14 (0.52) [0.00]

	OP resource utilization
	
	
	
	

	Number of OP visits
	2.14 (1.97) [1.48]
	4.02 (2.79) [3.35]
	2.81 (2.33) [2.30]
	4.35 (3.19) [3.99]

	All-cause healthcare costs (US $2021)
	
	
	
	

	Acute healthcare costs
	837 (2,930) [20]
	770 (2,562) [6]
	2,323 (4,644) [564]
	1,423 (3,668) [64]

	OP costs
	1,208 (2,178) [601]
	2,338 (4,549) [1,402]
	1,602 (1,707) [971]
	2,550 (5,555) [1,481]

	MH-related healthcare costs (US $2021) 
	
	
	
	

	MH-related acute care cost 
	648 (2,770) [0]
	577 (2,267) [0]
	1,880 (4,478) [315]
	1,139 (3,400) [0]

	OP costs
	594 (1,000) [232]
	1,660 (3,524) [956]
	921 (1,271) [508]
	1,986 (5,372) [1,034]


Abbreviation: ED = emergency department; IP = inpatient; MH = mental health; OP = outpatient


