[bookmark: _Hlk171087875]Supplementary Methods (EEG). We planned for each participant to have an opportunity for clinical electroencephalogram (EEG) at baseline, 13 weeks, 6 months, 9 months, and 12 months. Following a protocol amendment for COVID-19 safety, each participant had opportunity for clinical EEG at baseline, post-blinded intervention (13 weeks or 6 months), and post-open intervention (9 or 12 months). EEGs were performed using the Cadwell Easy II digital EEG recording unit (Cadwell, Kennewick, Washington, U.S.). All baseline EEGs were interpreted. Subsequent EEGs were interpreted when the baseline EEG was abnormal. All EEGs were interpreted by one neurologist who was blind to allocation (JFF).
Electrodes were placed according to the 10/20 International Convention, with 26 leads. A series of activating procedures were administered 5 minutes apart to optimize the eyes closed alert state, with two cycles of eye opening/eye closure with 10 second intervals between each repetition. 
The electrodes were applied in accordance with the International 10/20 System of Placement with additional electrodes including T1, T2, ECG and eye (left outer canthus and right outer canthus). Digital recording was made from a standard referential montage recording to A1 and A2 locations, followed by recording montage changes to a longitudinal bipolar montage. Wrist electrocardiographic activity was recorded simultaneously for reference of irregular spikes and rhythms. During the 30-minute EEG, each participant completed a series of tasks including: Awake background rhythm with eyes closed and reactivity to eye opening, multiple eyes-open and eyes-closed segments, a mathematical addition exercise, a spelling exercise, and photic stimulation at ﬂash frequencies of 1-25 Hz (placed 12 inches from participants’ eyes).
Standard square-wave calibration, low (1 Hz) and high (70 Hz) frequency ﬁltering, impedances (<5000 ohms), and observation/trouble shooting were accomplished for each EEG by a registered recording EEG technician. To explain or identify various interactions and/or artifacts/problems, the EEG technician tracked the participants’ level of alertness, current state, and head position throughout the recording. The standard photic stimulation regimen was 10 seconds on, 10 seconds off beginning at 3 Hz and escalating by 2 Hz to a maximum of 21 Hz.
For task #1, the participant was asked to state the sum of single digit numbers (5, 7, 4, 9, 3) that were presented verbally by the technician.  For task #2, the participant was asked to state the sentence that the technician spelled out loud (“T-h-e (next word) m-a-n (next word) g-o-e-s (next word) t-o (next word) t-h-e (last word) z-o-o”). 


[bookmark: _Hlk157434473]Supplementary Table 1. 24 months and 36 months Neurobehavioral Symptom Inventory (NSI). Mean within-group difference from baseline at each outcome period (baseline score – follow-up score) and mean between-group difference from baseline at each outcome period (HBO2 – Sham).
	
	24 months
	36 months

	
	n
	Mean within-group difference from baseline
[95% CI]
	p-value
	Mean between- group difference from baseline
[95% CI]
	p-
value
	n
	Mean within-group difference from baseline
[95% CI]
	p-value
	Mean between- group difference from baseline
[95% CI]
	p-
value

	NSI Total
	
	
	
	
	
	
	
	
	

	HBO2
	11
	15.3 [9.4, 21.2]
	<.001
	5.8 [-3.8, 15.5]
	0.22
	7
	17.1 [8.4, 25.9]
	0.003
	3.0 [-10.1, 16.1]
	0.63

	Sham
	7
	9.4 [-0.3, 19.1]
	0.06
	
	
	6
	14.2 [1.5, 26.8]
	0.04
	
	


Lower baseline scores are favorable, positive within-group change scores indicate improvement, and positive between-group mean differences favor the HBO2 group.


[bookmark: _Hlk157432855]Supplementary Table 2. Self-report questionnaires. Baseline scores (mean and standard deviation), mean within-group difference from baseline at each outcome period (baseline score – follow-up score), and mean between-group difference from baseline at each outcome period (HBO2 – Sham).
	
	
	
	Baseline to 13 weeks
	13-week T-test
	Baseline to 6 months
	6-month T-test
	Baseline to 12 months
	12-month T-test

	
	Baseline (SD)
	p-
value
	Mean difference
[95% CI]
	p-value
	Mean difference
[95% CI]
	p-
value
	Mean difference [95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value
	Mean difference
[95% CI]
	p-value

	BAIa
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	11.6 (8.0)
	0.78
	3.0
[0.7, 5.2]
	0.01
	1.6
[-1.9, 5.1]
	0.35
	1.6
[-1.0, 4.2]
	0.22
	0.4
[-3.3, 4.1]
	0.84
	5.1
[2.2, 8.0]
	0.002
	4.5
[0.6, 8.4]
	0.03

	Sham
	12.5 (11.6)
	
	1.3
[-1.5, 4.2]
	0.34
	
	
	1.2
[-1.4, 3.9]
	0.34
	
	
	0.6
[-1.7, 2.8]
	0.59
	
	

	CES-Da
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	22.7 (11.7)
	0.73
	5.2
[1.9, 8.6]
	0.004
	-0.3
[-5.5, 4.8]
	0.89
	3.7
[0.7, 6.7]
	0.02
	0.2
[-4.9, 5.2]
	0.94
	7.4
[3.4, 11.4]
	<.001
	2.7
[-2.9, 8.3]
	0.34

	Sham
	24.0 (14.2)
	
	5.6
[1.4, 9.7]
	0.01
	
	
	3.5
[-1.0, 8.1]
	0.12
	
	
	4.7
[0.9, 8.6]
	0.02
	
	

	GOS-Eb
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	5.3 (1.4)
	0.33
	-0.2
[-0.8, 0.4]
	0.47
	-0.1
[-0.9, 0.7]
	0.83
	-0.08
[-0.6, 0.4]
	0.72
	-0.1
[-0.7, 0.6]
	0.80
	-0.5
[-1.2, 0.2]
	0.13
	-0.2
[-1.3, 0.8]
	0.65

	Sham
	5.6 (1.0)
	
	-0.1
[-0.7, 0.5]
	0.68
	
	
	0.0
[-0.4, 0.4]
	1.00
	
	
	-0.3
[-1.2, 0.6]
	0.54
	
	

	HIT-6a
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	54.4 (12.3)
	0.96
	3.6 [0.9, 6.4]
	0.01
	-0.9
[-5.2, 3.5]
	0.69
	2.1
[-0.1, 4.3]
	0.06
	-1.4
[-6.0, 3.1]
	0.52
	3.4
[0.3, 6.6]
	0.04
	1.1
[-2.4, 4.7]
	0.51

	Sham
	54.2 (12.0)
	
	4.5 [0.8, 8.2]
	0.02
	
	
	3.5
[-1.2, 8.2]
	0.131
	
	
	2.3
[0.5, 4.0]
	0.02
	
	

	MPAI Totala
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	52.8 (7.3)
	0.34
	3.8 [1.3, 6.3]
	0.005
	-0.2
[-4.2, 3.9]
	0.94
	6.8
[3.3, 10.3]
	<.001
	4.8
[-0.02, 9.6]
	0.05
	9.5
[5.1, 13.9]
	<.001
	5.9
[0.2, 11.6]
	0.04

	Sham
	50.5 (8.6)
	
	3.9 [0.5, 7.4]
	0.03
	
	
	2.0
[-1.1, 5.1]
	0.19
	
	
	3.5
[0.7, 6.4]
	0.02
	
	

	MPAI Abilitya
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	53.5 (9.4)
	0.17
	4.3
[1.7, 6.9]
	0.003
	0.3
[-4.8, 5.5]
	0.90
	6.8
[3.1, 10.6]
	<.001
	6.7
[0.4, 12.9]
	0.04
	8.6
[4.2, 13.1]
	<.001
	8.1
[1.1, 15.1]
	0.02

	Sham
	49.1 (12.7)
	
	3.9
[-1.1, 9.0]
	0.12
	
	
	0.2
[-5.4, 5.8]
	0.95
	
	
	0.5
[-5.3, 6.3]
	0.85
	
	

	MPAI Adjustmenta
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	52.7 (8.3)
	0.33
	5.6
[2.4, 8.8]
	0.001
	3.2
[-2.5, 8.9]
	0.27
	6.4
[2.6, 10.3]
	0.002
	6.8
[0.9, 12.6]
	0.02
	10.1
[5.5, 14.7]
	<.001
	8.3
[1.2, 15.3]
	0.02

	Sham
	49.3 (13.9)
	
	2.4
[-3.0, 7.8]
	0.36
	
	
	-0.4
[-5.1, 4.4]
	0.88
	
	
	1.8
[-3.9, 7.5]
	0.51
	
	

	MPAI Participationa
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	47.4 (11.4)
	0.33
	4.5
[1.2, 7.8]
	0.01
	3.8
[-2.4, 9.9]
	0.22
	8.5
[3.5, 13.5]
	0.002
	7.8
[0.6, 15.0]
	0.04
	11.3
[5.0, 17.6]
	0.001
	8.0
[-0.4, 16.4]
	0.06

	Sham
	43.9 (13.0)
	
	0.7
[-5.1, 6.6]
	0.80
	
	
	0.8
[-4.5, 6.1]
	0.76
	
	
	3.3
[-1.5, 8.2]
	0.16
	
	

	PCL-Ca
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	40.2 (16.3)
	0.89
	6.3
[2.4, 10.1]
	0.003
	-0.4
[-6.2, 5.4]
	0.89
	6.2
[2.7, 9.6]
	0.001
	2.3
[-4.1, 8.6]
	0.47
	7.9
[2.8, 13.0]
	0.004
	3.2
[-4.0, 10.5]
	0.37

	Sham
	40.8 (16.0)
	
	6.7
[2.0, 11.4]
	0.008
	
	
	3.9
[-2.2, 10.0]
	0.20
	
	
	4.7
[-0.6, 9.9]
	0.08
	
	

	PGICb
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	3.9 (1.8)c
	0.33 c
	
	
	
	
	
	
	
	
	-1.3d
[-1.8, -0.8]
	<.001
	-0.3d
[-1.2, 0.7]**
	0.55

	Sham
	3.4 (1.7)c
	
	
	
	
	
	
	
	
	
	-1.0d
[-2.0, -0.04]
	0.04
	
	

	PSQIa
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	9.7 (3.9)
	0.39
	1.3
[0.1, 2.6]
	0.04
	0.5
[-1.1, 2.1]
	0.54
	1.4
[0.1, 2.7]
	0.04
	0.8
[-1.2, 2.8]
	0.40
	1.7
[0.2, 3.2]
	0.03
	1.3
[-0.8, 3.5]
	0.22

	Sham
	9.4 (3.2)
	
	0.8
[-0.2, 1.9]
	0.11
	
	
	0.5
[-1.1, 2.1]
	0.50
	
	
	0.4
[-1.2, 2.0]
	0.60
	
	

	RPQ (Rescored) a
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	33.3 (13.3)
	0.31
	8.3
[2.7, 13.9]
	0.005
	0.5
[-8.0, 9.0]
	0.90
	8.9
[4.1, 13.8]
	<.001
	3.4
[-3.8, 10.7]
	0.34
	16.5
[10.0, 23.0]
	<.001
	10.4
[1.8, 19.1]
	0.02

	Sham
	29.0 (15.5)
	
	7.8
[0.9, 14.6]
	0.03
	
	
	5.5
[-0.3, 11.2]
	0.06
	
	
	6.1
[1.2, 10.9]
	0.02
	
	

	Vestibular Symptom Questionnaire a
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	4.1 (2.3)
	0.66
	1.4
[0.3, 2.4]
	.02
	0.9
[-0.6, 2.5]
	0.23
	0.4
[-0.5, 1.4]
	0.37
	-0.3
[-1.8, 1.1]
	0.63
	0.6
[-0.4, 1.7]
	0.19
	0.1
[-1.4, 1.6]
	0.92

	Sham
	3.8 (2.4)
	
	0.4
[-0.7, 1.6]
	0.43
	
	
	0.8
[-0.4, 2.0]
	0.20
	
	
	0.6
[-0.5, 1.7]
	0.26
	
	

	WHOQOL-BREF Physicalb
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	53.5 (17.7)
	0.67

	-7.6 
[-13.1, -2.1]
	0.009
	-0.2 
[-8.6, 8.2]

	0.96

	-4.9 
[-10.6, 0.7]
	0.08
	6.3 
[-2.4, 14.9]

	0.15

	-13.1 
[-20.2, -6.0]
	<.001
	1.2
[-8.8, 11.1]

	0.81


	Sham
	51.0 (21.8)
	
	-7.4 
[-14.3, -0.5]
	0.04
	
	
	-11.2 
[-18.3, -4.1,]
	0.004
	
	
	-14.3
[-21.2, -7.4]
	<.001
	
	

	WHOQOL-BREF Psychologicalb
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	53.7 (19.3)
	0.67

	-3.9 
[-8.7, 1.0]
	0.11
	2.2 
[-5.6, 9.9]

	0.57

	-1.0 
[-7.8, 5.8]
	0.76
	1.2 
[-7.7, 10.1]

	0.79

	-10.3 
[-17.3, -3.3]
	0.006
	-5.3 
[-14.9, 4.2]

	0.27


	Sham
	51.1 (23.1)
	
	-6.1 
[-12.7, 0.6]
	0.07
	
	
	-2.2 
[-7.2, 2.8]
	0.37
	
	
	-5.0 
[-11.1, 1.1]
	0.10
	
	

	WHOQOL-BREF Socialb
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	57.9 (23.5)
	0.88

	-4.0 
[-12.5, 4.6]
	0.35
	-2.6 
[-13.5, 8.4]

	0.64

	-3.1 
[-10.9, 4.7]
	0.42
	-1.7 
[-12.2, 8.8]

	0.74

	-4.0 
[-13.6, 5.7]
	0.40
	-4.5 
[-18.1, 9.1]

	0.51


	Sham
	56.9 (22.1)
	
	-1.4 
[-7.6, 4.9]
	0.65
	
	
	-1.4 
[-8.0, 5.2]
	0.66
	
	
	0.5 
[-9.0, 10.0]
	0.91
	
	

	WHOQOL-BREF Environmentb
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	75.6 (17.2)
	0.58

	-3.8 
[-8.2, 0.6,]
	0.09
	-1.0 
[-7.5, 5.5]

	0.75

	-2.8
 [-7.3, 1.7]
	0.21
	0.03 
[-6.6, 6.7]

	0.99

	-6.5 
[-12.3, -0.8]
	0.03
	-0.3 
[-8.7, 8.2]

	0.95


	Sham
	72.5 (20.5)
	
	-2.8 
[-7.8, 2.3]
	0.26
	
	
	-2.8 
[-7.8, 2.2]
	0.25
	
	
	-6.3 
[-12.7, 0.2]
	0.06
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	


1. [bookmark: _Hlk157432426]Lower baseline scores are favorable, positive within-group change scores indicate improvement, and positive between-group mean differences favor the HBO2 group.
1. [bookmark: _Hlk157432904]Higher baseline scores are favorable, negative within-group change scores indicate improvement, and negative between-group mean differences favor the HBO2 group.
1. 13-week ratings
1. Within and between-group differences from 13-week assessments to 12-month assessments. 


Supplementary Table 3. 6 month Self-report questionnaires. Six- month scores (mean and standard deviation), mean within-group difference from 6 months at each outcome period (baseline score – follow-up score), and mean between-group difference from 6 months at each outcome period (HBO2 – Sham).
	
	
	
	6 to 9 months
	9-month T-test
	6 to 12 months
	12-month T-test

	
	6 months (SD)
	p-
value
	Mean difference
[95% CI]
	p-value
	Mean difference
[95% CI]
	p-
value
	Mean difference [95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value

	BAIa
	
	
	
	
	
	
	
	

	HBO2  
	10.4 (9.7)
	0.84
	1.4 
[-0.8, 3.6]
	0.21
	0.2 
[-2.8, 3.3]
	0.88
	3.5
 [0.6, 6.4]
	0.02
	2.8
 [-0.4, 5.9]
	0.08

	Sham
	9.7 (10.8)
	
	1.2
 [-0.6, 2.9]
	0.18
	
	
	0.7
 [-0.7, 2.1]
	0.31
	
	

	CES-Da
	
	
	
	
	
	
	
	

	HBO2 
	19.5 (12.1)
	0.87
	1.0 
[-3.2, 5.2]
	0.64
	-2.7
 [-8.4, 3.0]
	0.34
	4.2
 [0.5, 8.0]
	0.03
	1.9
 [-4.0, 7.8]
	0.53

	Sham
	20.2 (13.3)
	
	3.7 
[-0.03, 7.4]
	0.05
	
	
	2.4
 [-2.6, 7.3]
	0.32
	
	

	GOS-Eb
	
	
	
	
	
	
	
	

	HBO2 
	5.5 (1.2)
	0.85
	-0.1
 [-0.8, 0.5]
	0.66
	0.4
 [-0.5, 1.3]
	0.33
	-0.5
 [-1.2, 0.2]
	0.17
	-0.3
 [-1.4, 0.8]
	0.61

	Sham
	5.5 (1.1)
	
	-0.6 
[-1.1, -0.1]
	0.03
	
	
	-0.2
 [-1.1, 0.7]
	0.61
	
	

	HIT-6a
	
	
	
	
	
	
	
	

	HBO2 
	51.9 (12.3)
	0.60
	0.9 
[-1.0, 2.7]
	0.34
	1.7
 [-2.6, 6.0]
	0.44
	2.0
 [-0.9, 4.9]
	0.16
	0.4
 [-3.6, 4.4]
	0.83

	Sham
	49.8 (12.5)
	
	-0.8
 [-5.5, 3.9]
	0.72
	
	
	1.6
 [-1.0, 4.1]
	0.20
	
	

	MPAIa
	
	
	
	
	
	
	
	

	HBO2 
	46.5 (12.2)
	0.51
	-1.8 
[-5.3, 1.6]
	0.29
	-3.4
 [-8.4, 1.6]
	0.18
	2.3
 [-0.7, 5.3]
	0.13
	-0.1
 [-4.3, 4.1]
	0.96

	Sham
	48.8 (9.2)
	
	1.6 
[-2.1, 5.4]
	0.38
	
	
	2.4
 [-0.2, 5.1]
	0.07
	
	

	MPAI Abilitya
	
	
	
	
	
	
	
	

	HBO2 
	46.9 (13.5)
	0.65
	-1.9 
[-5.9, 2.1]
	0.34
	-3.5
 [-9.3, 2.3]
	0.23
	1.2
 [-3.0, 5.4]
	0.55
	-0.3
 [-5.9, 5.4]
	0.92

	Sham
	48.7 (10.9)
	
	1.6
 [-2.7, 5.9]
	0.43
	
	
	1.5
 [-1.4, 4.4]
	0.29
	
	

	MPAI Adjustmenta
	
	
	
	
	
	
	
	

	HBO2 
	47.1 (13.0)
	0.54
	0.2
 [-2.7, 3.1]
	0.87
	0.4 
[-3.9, 4.6]
	0.86
	3.6
 [0.8, 6.4]
	0.02
	1.3
 [-2.7, 5.3]
	0.52

	Sham
	49.5 (11.1)
	
	-0.1 
[-3.3, 3.1]
	0.93
	
	
	2.3
 [-0.4, 5.0]
	0.09
	
	

	MPAI Participationa
	
	
	
	
	
	
	
	

	HBO2 
	40.7 (15.3)
	0.51
	-1.3
 [-5.9, 3.2]
	0.55
	-2.5
 [-8.9, 4.0]
	0.44
	2.5
 [-1.7, 6.7]
	0.24
	-1.0
 [-6.5, 4.6]
	0.72

	Sham
	43.5 (9.3)
	
	1.1 
[-3.5, 5.8]
	0.61
	
	
	3.4
 [0.7, 6.1]
	0.02
	
	

	PCL-Ca
	
	
	
	
	
	
	
	

	HBO2 
	33.6 (14.1)
	0.58
	-0.05 
[-2.7, 2.6]
	0.97
	-3.3 
[-8.2, 1.7]
	0.19
	2.7
 [-1.2, 6.6]
	0.16
	-1.4
 [-7.3, 4.4]
	0.62

	Sham
	36.2 (15.6)
	
	3.2
 [-1.6, 8.0]
	0.18
	
	
	4.1
 [-0.5, 8.8]
	0.08
	
	

	PGICb
	
	
	
	
	
	
	
	

	HBO2 
	4.0 (2.0)
	0.37
	-0.2
 [-1.1, 0.6]
	0.58
	1.3
 [0.1, 2.6]
	0.03
	-1.1
 [-1.6, -0.6]
	<.001
	0.2
 [-1.0, 1.4]
	0.72

	Sham
	3.4 (2.0)
	
	-1.6
 [-2.5, -0.6]
	0.003
	
	
	-1.3
 [-2.4, -0.2]
	0.03
	
	

	PSQIa
	
	
	
	
	
	
	
	

	HBO2 
	8.2 (4.3)
	0.67
	0.3
 [-0.9, 1.5]
	0.62
	0.4
 [-1.3, 2.0]
	0.67
	0.4
 [-1.2, 2.0]
	0.59
	0.3
 [-2.1, 2.6]
	0.82

	Sham
	8.7 (3.4)
	
	-0.1 
[-1.2, 1.1]
	0.90
	
	
	0.1 
[-1.7, 2.0]
	0.87
	
	

	RPQ (rescored) a
	
	
	
	
	
	
	
	

	HBO2 
	24.0 (14.4)
	0.87
	1.6
 [-2.8, 6.0]
	0.46
	-3.0
 [-9.1, 3.0]
	0.32
	7.9 
[2.7, 13.1]
	0.005
	5.5
 [-2.4, 13.4]
	0.16

	Sham
	23.2 (16.2)
	
	4.6
 [0.4, 8.8]
	0.03
	
	
	2.4
 [-3.8, 8.5]
	0.42
	
	

	Vestibular Symptom Questionnaire a
	
	
	
	
	
	
	
	

	HBO2 
	3.7 (2.7)
	0.40
	0.8
[-0.04, 1.7]
	0.19
	0.4
[-0.9, 1.6]
	0.54
	0.5 [-0.3, 1.3]
	0.22
	0.4
[-0.9, 1.6]
	0.56

	Sham
	3.1 (2.0)
	
	0.4
[-0.5, 1.4]
	0.35
	
	
	0.1
[-0.8, 1.1]
	0.75
	
	

	WHOQOL-BREF Physicalb
	
	
	
	
	
	
	
	

	HBO2 
	58.4 (19.6)
	0.64
	-1.7 
[-6.4, 3.0]
	0.47
	-2.1
[-9.0, 4.7]
	0.53
	-7.5 
[-13.5, -1.4]
	0.02
	-3.0 
[-12.6, 6.5]

	0.53


	Sham
	61.6 (23.4)
	
	0.5 
[-4.8, 5.8]
	0.85
	
	
	-4.4 
[-12.5, 3.6]
	0.26
	
	

	WHOQOL-BREF Psychologicalb
	
	
	
	
	
	
	
	

	HBO2 
	54.0 (22.5)
	0.94
	-5.4 
[-12.1, 1.4]
	0.11
	-2.4 
[-11.3, 6.4]
	0.58
	-8.7 [
-16.4, -0.9]
	0.03
	-4.6 
[-15.9, 6.6]
	0.41

	Sham
	53.4 (19.8)
	
	-2.9 
[-8.3, 2.4]
	0.26
	
	
	-4.1 
[-12.1, 4.0]
	0.29
	
	

	WHOQOL-BREF Socialb
	
	
	
	
	
	
	
	

	HBO2
	59.6 (26.8)
	0.62
	1.2 
[-5.5, 8.0]
	0.71
	3.6 
[-5.2, 12.5]
	0.41
	-1.4 
[-11.2, 8.4]
	0.77
	-2.4
 [-16.3, 11.5]
	0.73

	Sham
	55.9 (17.6)
	
	-2.4 
[-7.7, 2.9]
	0.35
	
	
	1.0 
[-8.1, 10.1]
	0.82
	
	

	WHOQOL-BREF Environmentb
	
	
	
	
	
	
	
	

	HBO2
	78.2 (17.7)
	0.42
	2.8 
[-4.7, 10.3]
	0.44
	5.3 
[-3.6, 14.3]
	0.23
	-3.8 
[-10.1, 2.5]
	0.22
	0.3 
[-8.4, 9.0]
	0.94

	Sham
	73.6 (17.3)
	
	-2.5 
[-5.4, 0.3]
	0.08
	
	
	-4.1 
[-9.4, 1.1]
	0.11
	
	

	
	
	
	
	
	
	
	
	


a. [bookmark: _Hlk157434896]Lower baseline scores are favorable, positive within-group change scores indicate improvement, and positive between-group mean differences favor the HBO2 group.
b. [bookmark: _Hlk157434726]Higher baseline scores are favorable, negative within-group change scores indicate improvement, and negative between-group mean differences favor the HBO2 group.



Supplementary Table 4. Neuropsychological Tests. Baseline scores (mean and standard deviation), mean within-group difference from baseline at each outcome period (baseline score – follow-up score), and mean between-group difference from baseline at each outcome period (HBO2 – Sham).
	
	Baseline (SD)
	p-
value
	Baseline to 13 weeks
	13 wk T-test
	Baseline to 6 months
	6-month T-test
	Baseline to 12 months
	12-month T-test

	
	
	
	Mean difference
[95% CI]
	p-value
	Mean difference
[95% CI]
	p-
value
	Mean difference [95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value
	Mean difference
[95% CI]
	p-value

	BVMT-R Total Recall
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	45.7 (13.6)
	0.13
	-6.8
[-13.1, -0.5]
	0.02
	-1.8
[-9.7, 6.1]
	0.57
	-3.3
[-9.5, 3.0]
	0.31
	0.8
[-7.6, 9.2]
	0.70
	-7.7
[-13.9, -1.4]
	0.02
	-2.6
[-11.1, 5.9]
	0.51

	Sham
	52.1 (14.1)
	
	-4.9
[-9.3, -0.5]
	0.046
	
	
	-4.1
[-9.3, 1.2]
	0.12
	
	
	-5.1
[-10.9, 0.8]
	0.11
	
	

	BVMT-R Delayed Recall
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	50.5 (13.4)
	0.70
	-2.4
[-8.5, 3.6]
	0.52
	1.3
[-7.1, 9.8]
	0.76
	0.5
[-5.4, 6.3]
	0.92
	3.5
[-5.6, 12.6]
	0.54
	-4.4
[-11.3, 2.4]
	0.26
	1.3
[-9.0, 11.5]
	0.94

	Sham
	52.3 (12.8)
	
	-3.8
[-9.6, 2.0]
	0.12
	
	
	-3.0
[-10.3, 4.3]
	0.36
	
	
	-5.7
[-13.8, 2.4]
	0.17
	
	

	Letter Fluency
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	45.1 (12.0)
	0.98
	-0.6
[-3.5, 2.3]
	0.65
	4.1
[-0.4, 8.6]
	0.08
	-4.9
[-8.0, -1.8]
	0.004
	0.9
[-4.2, 6.0]
	0.73
	-4.8
[-8.3, -1.3]
	0.009
	3.3
[-1.8, 8.5]
	0.20

	Sham
	45.1 (11.5)
	
	-4.7
[-8.5, -0.9]
	0.02
	
	
	-5.8
[-10.3, -1.3]
	0.016
	
	
	-8.1
[-12.3, -4.0]
	<.001
	
	

	Category Fluency
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	44.3 (12.1)
	0.19
	1.5
[-2.9, 6.0]
	0.48
	-5.8
[-12.3, 0.7]
	0.08
	-4.2
[-8.2, -0.3]
	0.04
	-5.5
[-11.6, 0.5]
	0.07
	-7.0
[-11.2, -2.8]
	0.003
	-4.5
[-11.0, 2.0]
	0.17

	Sham
	48.8 (9.9)
	
	7.4 
[2.3, 12.5]
	0.008
	
	
	1.3
[-3.7, 6.3]
	0.59
	
	
	-2.5
[-7.9, 2.9]
	0.33
	
	

	CVLT-II Immediate Recall
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	51.4 (13.5)
	0.27
	-4.4
[-8.1, -0.7]
	0.02
	-3.2
[-8.7, 2.2]
	0.24
	-5.0
[-9.5, -0.4]
	0.04
	1.7
[-4.7, 8.2]
	0.59
	-4.9
[-9.8, 0.1]
	0.06
	1.4
[-5.9, 8.7]
	0.70

	Sham
	56.1 (15.7)
	
	-1.2
[-5.5, 3.1]
	0.57
	
	
	-6.7
[-11.3, -2.1]
	0.01
	
	
	-6.3
[-12.0, -0.6]
	0.03
	
	

	CVLT-II Short Delay Free Recall z-score
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	-0.4 (1.2)
	0.03
	-0.5
[-0.9, -0.1]
	0.02
	-0.6
[-1.2, 0.1]
	0.08
	-0.7
[-1.2, -0.3]
	0.002
	-0.5
[-1.1, 0.1]
	0.13
	-0.5
[-1.1, 0.1]
	0.11
	-0.1
[-1.0, 0.7]
	0.75

	Sham
	0.3 (1.2)
	
	0.1
[-0.4, 0.6]
	0.81
	
	
	-0.3
[-0.7, 0.1]
	0.19
	
	
	-0.4
[-0.9, 0.2]
	0.18
	
	

	CVLT-II Long Delay Free Recall z-score
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	0.3 (1.4)
	0.047
	-0.2
[-0.6, 0.2]
	0.30
	-0.5
[-1.2, 0.2]
	0.18
	-0.4
[-0.9, 0.1]
	0.11
	-0.1
[-0.7, 0.5]
	0.73
	-0.6
[-1.2, 0.03]
	0.07
	-0.3
[-1.1, 0.5]
	0.50

	Sham
	0.5 (1.2)
	
	0.3
[-0.4, 0.9]
	0.40
	
	
	-0.3
[-0.6, 0.1]
	0.10
	
	
	-0.3
[-0.8, 0.2]
	0.26
	
	

	Grooved Pegs Dominant Hand
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	40.9 (11.1)
	0.90
	-4.5
[-9.8, 0.7]
	0.08
	-3.6
[-10.6, 3.4]
	0.30
	-7.8
[-11.9, -3.8]
	<.001
	-4.5
[-9.9, 0.8]
	0.09
	-8.7
[-14.6, -2.8]
	0.006
	0.3
[-7.3, 7.9]
	0.94

	Sham
	40.5 (13.0)
	
	-0.9
[-5.4, 3.5]
	0.66
	
	
	-3.3
[-6.3, -0.3]
	0.03
	
	
	-9.0
[-13.6, -4.3]
	<.001
	
	

	Grooved Pegs Non-dominant Hand
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	41.3 (10.9)
	0.90
	-4.0
[-8.4, 0.5]
	0.08
	-2.7
[-7.7, 2.3]
	0.27
	-5.5
[-10.2, -0.8]
	0.02
	-2.1
[-8.3, 4.2]
	0.50
	-5.1
[-11.1, 0.8]
	0.09
	0.3
[-7.5, 8.1]
	0.94

	Sham
	41.8 (11.7)
	
	-1.3
[-3.8, 1.3]
	0.31
	
	
	-3.4
[-7.2, 0.3]
	0.07
	
	
	-5.4
[-10.3, -0.5]
	0.03
	
	

	STROOP Word
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	38.3 (13.1)
	0.71
	-5.4
 [-9.5, -1.3]
	0.01
	-3.6
[-8.5, 1.4]
	0.16
	-7.8
[-13.0, -2.7]
	0.01
	-6.6
[-13.4, 0.3]
	0.06
	-7.2
[-11.8, -2.6]
	0.004
	-1.8
[-8.3, 4.7]
	0.58

	Sham
	39.7 (12.4)
	
	-1.8
 [-4.3, 0.7]
	0.15
	
	
	-1.2
[-5.6, 3.1]
	0.56
	
	
	-5.4
[-10.4, -0.4]
	0.04
	
	

	STROOP Color
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	39.0 (10.5)
	0.19
	-4.8
[-8.5, -1.1]
	0.01
	-3.7
[-8.9, 1.5]
	0.16
	-2.8
[-6.2, 0.5]
	0.09
	-2.6
[-7.6, 2.4]
	0.31
	-4.6
[-9.3, 0.1]
	0.05
	-3.8
[-9.8, 2.3]
	0.22

	Sham
	43.1 (10.5)
	
	-1.1
[-5.0, 2.7]
	0.55
	
	
	-0.3
[-4.3, 3.7]
	0.88
	
	
	-0.9 [-4.7, 3.0]
	0.63
	
	

	STROOP Color-Word
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	46.8 (9.1)
	0.44
	-2.4
[-5.5, 0.7]
	0.12
	0.5
[-4.2, 5.1]
	0.84
	-4.3
[-7.6, -1.0]
	0.01
	1.1
[-3.4, 5.6]
	0.62
	-3.3
[-6.7, 0.1]
	0.06
	2.0
[-2.9, 6.9]
	0.41

	Sham
	44.6 (10.3)
	
	-2.9
[-6.6, 0.9]
	0.12
	
	
	-5.4
[-8.5, -2.3]
	0.002
	
	
	-5.3
[-9.1, -1.4]
	0.01
	
	

	Trail Making Test A
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	50.4 (11.4)
	0.46
	-7.6
[-13.0, -2.2]
	0.009
	-4.8
[-11.3, 1.7]
	0.14
	-3.6
[-9.2, 2.0]
	0.20
	2.7
[-4.6, 10.1]
	0.46
	-10.4
[-14.8, -5.9]
	<.001
	-2.5
[ -9.3, 4.3]
	0.46

	Sham
	47.2 (17.0)
	
	-2.8
[-6.7, 1.1]
	0.15
	
	
	-6.3
[-10.8, -1.8]
	0.009
	
	
	-7.9
[-13.5, -2.2]
	0.010
	
	

	Trail Making Test B
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	52.9 (11.4)
	0.16
	-1.0
[-3.8, 1.8]
	0.47
	3.3
[-1.0, 7.6]
	0.13
	-5.9
[-9.9, -1.8]
	0.007
	1.5
[-3.8, 6.8]
	0.57
	-6.0
[-12.0, -0.03]
	0.049
	0.5
[-7.7, 8.7]
	0.91

	Sham
	47.7 (11.7)
	
	-4.3
[-7.8, -0.8]
	0.02
	
	
	-7.3
[-10.6, -4.0]
	<.001
	
	
	-6.5
[-11.7, -1.2]
	0.02
	
	

	WAIS-IV Digit Span Scaled Score
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	10.4 (3.4)
	0.95
	-0.4
[-1.5, 0.8]
	0.52
	0.9
[-0.7, 2.6]
	0.25
	-0.4
[-1.9, 1.1]
	0.57
	1.7
[-0.3, 3.7]
	0.10
	-0.7
[-1.8, 0.4]
	0.21
	1.2
[-0.7, 3.0]
	0.20

	Sham
	10.3 (2.7)
	
	-1.3
[-2.5, -0.1]
	0.04
	
	
	-2.1
[-3.3, -1.0]
	0.001
	
	
	-1.9
[-3.5, -0.2]
	0.03
	
	

	WAIS-IV Processing Speed Index (PSI) standard score
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	93.0 (14.8)
	0.75
	-5.5
[-9.7, -1.4]
	0.007
	0.9
[-5.7, 7.5]
	0.53
	-9.0
[-13.6, -4.4]
	<.001
	1.1
[-5.6, 7.9]
	0.63
	-16.6
[-20.5, -12.7]
	<.001
	-1.2
[-8.8, 6.3]
	0.42

	Sham
	94.8 (22.1)
	
	-6.5
[-12.1, -0.8]
	0.02
	
	
	-10.1
[-15.2, -5.1]
	<.001
	
	
	-15.3
[-22.9, -7.8]
	0.001
	
	

	WASI Perceptual Reasoning Index (PRI) standard score
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	106.6 (10.6)
	0.84
	
	
	
	
	
	
	
	
	-3.2
[-7.5, 1.2]
	0.21
	-2.4
[-8.2, 3.4]
	0.44

	Sham
	107.5 (18.8)
	
	
	
	
	
	
	
	
	
	-0.7
[-4.5, 3.1]
	0.81
	
	

	WASI Verbal Comprehension Index (VCI) standard score
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	111.8 (9.2)
	0.73
	
	
	
	
	
	
	
	
	-7.4
[-11.4, -3.3]
	0.002
	0.6
[-5.8, 7.1]
	0.84

	Sham
	113.4 (12.6)
	
	
	
	
	
	
	
	
	
	-8.0
 [-14.2, -1.8]
	0.019
	
	


Higher baseline scores are favorable, negative within-group change scores indicate improvement, and negative between-group mean differences favor the HBO2  group. Unless specified otherwise, scores are written as T-scores.




Supplementary Table 5. Neuropsychological Tests 6, 9, 12 months. Six- month scores (mean and standard deviation), mean within-group difference from 6 months at each outcome period (baseline score – follow-up score), and mean between-group difference from 6 months at each outcome period (HBO2 – Sham).
	
	
	
	6 to 9 months
	9-month T-test
	6 to 12 months
	12-month T-test

	
	6 months (SD)
	p-
value
	Mean difference
[95% CI]
	p-value
	Mean difference
[95% CI]
	p-
value
	Mean difference [95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value

	BVMT-R Total Recall
	
	
	
	
	
	
	
	

	HBO2
	49.8 (14.8)
	0.15
	-3.3 
[-7.7, 1.1]
	0.12
	-9.3 
[-15.4, -3.2]
	0.007
	-6 
[-10.1, -1.9]
	0.008
	-3.8 
[-10.5, 2.9]
	0.31

	Sham
	56.1 (11.7)
	
	6.0 
[2.1, 9.9]
	0.004
	
	
	-2.2 
[-8.2, 3.8]
	0.46
	
	

	BVMT-R Delayed Recall
	
	
	
	
	
	
	
	

	HBO2
	50.8 (15.5)
	0.30
	-3.8 
[-8.7, 1.2]
	0.10
	-6.4 
[-14.5, 1.7]
	0.18
	-5.3 
[-9.3, -1.2]
	0.01
	-4.9 
[-11.1, 1.4]
	0.05

	Sham
	55.7 (12.1)
	
	2.6
 [-4.3, 9.6]
	0.35
	
	
	-0.4 
[-5.5, 4.8]
	0.92
	
	

	Letter Fluency
	
	
	
	
	
	
	
	

	HBO2
	49.5 (12.2)
	0.56
	2.0 
[-0.6, 4.6]
	0.12
	2.9 
[-1.2, 7.0]
	0.16
	-1.3
 [-4.8, 2.2]
	0.44
	0.4 
[-4.4, 5.2]
	0.86

	Sham
	51.8 (11.6)
	
	-0.9
 [-4.5, 2.6]
	0.58
	
	
	-1.7
 [-5.0, 1.5]
	0.28
	
	

	Category Fluency
	
	
	
	
	
	
	
	

	HBO2
	49.5 (12.2)
	0.56
	5.1 
[0.6, 9.6]
	0.03
	0.9 
[-7.2, 9.0]
	0.83
	-1.8 
[-5.3, 1.8]
	0.31
	4.4 
[-2.5, 11.3]
	0.20

	Sham
	51.7 (11.6)
	
	4.2 
[-3.8, 12.3]
	0.27
	
	
	-6.2 
[-13.4, 1.1]
	0.09
	
	

	CVLT-II Immediate Recall
	
	
	
	
	
	
	
	

	HBO2
	56.8 (15.4)
	0.17
	-4.0 
[-8.0, .06]
	0.05
	-6.3 
[-11.9, -0.7]
	0.03
	-1.2 
[-6.9, 4.5]
	0.67
	-0.5 
[-8.2, 7.1]
	0.88

	Sham
	63.6 (15.2)
	
	2.4 
[-1.3, 6.0]
	0.18
	
	
	-0.6 
[-5.5, 4.2]
	0.78
	
	

	CVLT-II Short Delay Free Recall z-score
	
	
	
	
	
	
	

	HBO2
	0.3 (1.3)
	0.30
	-0.1
 [-0.6, 0.5]
	0.77
	.04 
[-0.7, 0.8]
	0.91
	0.2 
[-0.6, 0.9]
	0.66
	0.4 
[-0.4, 1.2]
	0.30

	Sham
	0.7 (1.3)
	
	-0.1
 [-0.5, 0.3]
	0.53
	
	
	-0.3 
[-0.6, 0.1]
	0.19
	
	

	CVLT Long Delay Free Recall z-score
	
	
	
	
	
	
	

	HBO2
	0.1 (1.6)
	0.09
	-0.3 
[-0.8, 0.2]
	0.27
	-0.5 
[-1.2, 0.2]
	0.15
	-0.4
 [-0.9, 0.1]
	0.08
	-0.4 
[-1.0, 0.2]
	0.17

	Sham
	0.8 (1.0)
	
	0.2 
['-0.2, 0.7]
	0.29
	
	
	0.0 
[-0.3, 0.3]
	1.00
	
	

	Grooved Pegs Dominant Hand
	
	
	
	
	
	
	

	HBO2
	48.7 (11.8)
	0.35
	0.3
 [-3.2, 3.8]
	0.86
	1.7
 [-4.2, 7.6]
	0.56
	-0.9
 [-5.1, 3.4]
	0.68
	2.7 
[-2.9, 8.3]
	0.33

	Sham
	44.9 (13.5)
	
	-1.4 
[-6.8, 3.9]
	0.57
	
	
	-3.6
 [-7.0, -0.2]
	0.04
	
	

	Grooved Pegs Non-dominant Hand
	
	
	
	
	
	
	

	HBO2
	46.3 (11.9)
	0.86
	0.4
 [-3.7, 4.4]
	0.86
	2.4
 [-3.3, 8.0]
	0.41
	-0.1
 [-4.5, 4.3]
	0.96
	1.0
 [-5.0, 6.9]
	0.74

	Sham
	45.5 (13.2)
	
	-2.0 
[-5.9, 1.9]
	0.29
	
	
	-1.1
 [-5.0, 2.8]
	0.56
	
	

	STROOP Word
	
	
	
	
	
	
	
	
	

	HBO2
	46.0 (13.0)
	0.24
	-2.3
 [-4.7, 0.1]
	0.06
	-2.0
 [-5.8, 1.8]
	0.29
	-0.9
 [-3.6, 1.7]
	0.46
	1.6
 [-1.7, 4.9]
	0.33

	Sham
	41.4 (11.4)
	
	-0.3 
[-3.6, 3.0]
	0.84
	
	
	-2.6
 [-4.4, -0.8]
	0.009
	
	

	STROOP Color
	
	
	
	
	
	
	
	
	

	HBO2
	42.0 (11.0)
	0.89
	-3.3
 [-7.0, 0.4]
	0.08
	-2.4 
[-7.8, 2.9]
	0.36
	-2.6
 [-6.4, 1.2]
	0.17
	-2.1
 [-6.9, 2.7]
	0.38

	Sham
	42.5 (12.7)
	
	-0.8
 [-4.9, 3.2]
	0.65
	
	
	-0.5
 [-3.2, 2.2]
	0.69
	
	

	STROOP Color-Word
	
	
	
	
	
	
	
	

	HBO2
	51.3 (9.7)
	0.63
	-0.8
 [-3.8, 2.1]
	0.56
	-2.9
 [-7.5, 1.7]
	0.21
	-0.1
 [-3.3, 3.1]
	0.95
	0.7
 [-3.5, 4.9]
	0.74

	Sham
	49.6 (11.8)
	
	2.1 
[-1.9, 6.0]
	0.27
	
	
	-0.8 
[-3.4, 1.9]
	0.53
	
	

	Trail Making Test A
	
	
	
	
	
	
	
	
	

	HBO2
	53.9 (11.8)
	0.79
	-5.4
 [-9.5, -1.2]
	0.01
	-5.7
 [-11.8, 0.4]
	0.07
	-7.8
 [-13.6, -2.0]
	0.01
	-5.3
 [-12.9, 2.3]
	0.17

	Sham
	52.7 (18.0)
	
	0.3
 [-4.2, 4.9]
	0.89
	
	
	-2.5
 [-7.0, 2.0]
	0.26
	
	

	Trail Making Test B
	
	
	
	
	
	
	
	
	

	HBO2
	58.5 (12.0)
	0.23
	-1.6
 [-5.3, 2.1]
	0.38
	-4.7
 [-12.0, 2.5]
	0.19
	-1.4
 [-6.6, 3.9]
	0.59
	-3.9
 [-11.5, 3.6]
	0.29

	Sham
	53.7 (13.0)
	
	3.2
 [-4.5, 10.9]
	0.38
	
	
	2.6 
[-2.5, 7.7]
	0.29
	
	

	WAIS-IV Digit Span Scaled Score
	
	
	
	
	
	
	
	
	

	HBO2
	11.0 (4.4)
	0.50
	-1.1
 [-2.1, 0.04]
	0.06
	-1.1
 [-3.1, 0.8]
	0.25
	-1.0
 [-2.0, -0.04]
	0.04
	-1.1
 [-2.7, 0.5]
	0.18

	Sham
	12.0 (3.6)
	
	0.1 
[-1.9, 2.0]
	0.93
	
	
	0.1 
[-1.4, 1.5]
	0.90
	
	

	WAIS-IV PSI standard score
	
	
	
	
	
	
	

	HBO2
	101.8 (19.1)
	0.78
	-6.0
 [-9.4, -2.6]
	0.003
	-5.0
 [-9.6, -0.4]
	0.04
	-8.6
 [-12.6, -4.5]
	<.001
	-3.2 
[-9.2, 2.8]
	0.16

	Sham
	103.7 (24.1)
	
	-1.0
 [-3.7, 1.7]
	0.45
	
	
	-5.4
 [-10.1, -0.6]
	0.005
	
	


Higher baseline scores are favorable, negative within-group change scores indicate improvement, and negative between-group mean differences favor the HBO2 group. Unless specified otherwise, scores are written as T-scores.




[bookmark: _Hlk157430867]Supplementary Table 6. Automated neuropsychological assessment metrics (ANAM). Baseline scores (mean and standard deviation), mean within-group difference from baseline at each outcome period (baseline score – follow-up score), and mean between-group difference from baseline at each outcome period (HBO2 – Sham).
	
	
	
	Baseline to 13 weeks
	13 wk T-test
	Baseline to 6 months
	6-month T-test
	Baseline to 12 months
	12-month T-test

	
	Baseline (SD)
	p-
value
	Mean difference
[95% CI]
	p-value
	Mean difference
[95% CI]
	p-
value
	Mean difference [95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value
	Mean difference
[95% CI]
	p-value

	Composite z-score
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	- 1.1 (1.1)
	0.35
	-0.6
 [-1.0, -0.2]
	0.002
	-0.1
 [-0.6, 0.5]
	0.68
	-1.2 
[-1.6, -0.8]
	<.001
	-0.3
 [-0.9, 0.3]
	0.20
	-1.1
 [-1.7, -0.6]
	< .001
	0.3 
[-0.6, 1.2]
	0.61

	Sham
	-.6 (2.2)
	
	-0.5
 [-0.9, -0.1]
	0.01
	
	
	-0.9
 [-1.4, -0.4]
	0.002
	
	
	-1.4
 [-2.3, -0.6]
	0.00
	
	

	Simple reaction time
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	90.6 (19.2)
	0.29
	-5.0
 [-12.6, 2.5]
	0.14
	12.3
 [-0.4, 24.9]
	0.11
	-13.5
 [-22.2, -4.9]
	0.007
	5.6
 [-8.7, 19.8]
	0.71
	-16.4 
[-26.1, -6.7]
	0.005
	14.3
 [-6.8, 35.4]
	0.20

	Sham
	80.0 (40.1)
	
	-17.3
 [-28.7, -5.9]
	0.01
	
	
	-19.1
 [-31.7, -6.6]
	0.002
	
	
	-30.7
 [-50.1, -11.3]
	0.01
	
	

	Simple reaction time-repeat 
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	80.0 (25.7)
	0.41
	-6.7
 [-16.0, 2.7]
	0.15
	1.7 
[-10.5, 14.0]
	0.78
	-18.3
 [-29.3, -7.4]
	0.002
	-14.4
 [-29.5, 0.7]
	0.06
	-18.6
 [-32.0, -5.2]
	0.009
	-3.7
 [-25.0, 17.6]
	0.72

	Sham
	88.0 (38.5)
	
	-8.4
 [-16.0, -0.7]
	0.034
	
	
	-3.9
 [-13.6, 5.7]
	0.398
	
	
	-14.9
 [-33.4, 3.7]
	0.107
	
	

	Code substitution learning 
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	94.5 (14.6)
	0.33
	-5.7
 [-12.3, 1.0]
	0.07
	-1.0
 [-9.6, 7.7]
	0.91
	10.8
 [-16.1, -5.5]
	<.001
	0.4
 [-8.5, 9.2]
	0.59
	-14.0
 [-20.5, -7.5]
	0.00
	1.2
 [-9.5, 12.0]
	0.97

	Sham
	100.1 (23.9)
	
	-4.7
 [-10.2, 0.8]
	0.10
	
	
	-11.2
 [-19.1, -3.3]
	0.02
	
	
	-15.2
 [-25.0, -5.5]
	0.01
	
	

	Code substitution delayed recall
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	88.7 (13.1)
	0.05
	-8.6
 [-14.4, -2.9]
	0.008
	-1.9
 [-10.9, 7.2]
	0.94
	-10.5
 [-16.3, -4.6]
	0.001
	4.3
 [-4.3, 12.9]
	0.16
	-10.2
 [-17.0, -3.4]
	0.01
	0.9
 [-10.5, 12.3]
	0.58

	Sham
	100.7 (24.0)
	
	-6.8
 [-14.4, 0.9]
	0.01
	
	
	-14.8
 [-21.2, -8.3]
	<.001
	
	
	-11.1
 [-21.5, -0.7]
	0.03
	
	

	Procedural reaction time
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	85.2 (17.7)
	0.22
	-10.3
 [-19.8, -0.7]
	0.04
	-11.3
 [-23.3, 0.8]
	0.07
	-19.0
 [-27.9, -10.0]
	<.001
	-13.6 
[-25.5, -1.7]
	0.03
	-14.9
 [-24.7, -5.1]
	0.01
	-0.7
 [-15.8, 14.3]
	0.92

	Sham
	94.7 (33.2)
	
	1.0
 [-5.8, 7.8]
	0.76
	
	
	-5.4 
[-11.9, 1.2]
	0.10
	
	
	-14.2 
[-26.6, -1.7]
	0.03
	
	

	Mathematical processing
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	90.1 (15.1)
	0.09
	-1.9
 [-7.6, 3.8]
	0.49
	0.5
 [-7.3, 8.4]
	0.89
	-6.3 
[-10.1, -2.4]
	0.003
	-2.3
 [-8.8, 4.2]
	0.48
	-8.7
 [-14.3, -3.1]
	0.004
	-1.7
 [-9.8, 6.4]
	0.68

	Sham
	97.3 (12.3)
	
	-2.4
 [-8.1, 3.2]
	0.37
	
	
	-3.9
 [-9.9, 2.0]
	0.18
	
	
	-7.0
 [-13.2, -0.8]
	0.03
	
	

	Matching to sample
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	91.7 (15.1)
	0.44
	-7.1
 [-14.5, 0.2]
	0.06
	-4.7 
[-15.4, 6.0]
	0.38
	-10.5
 [-17.0, -4.1]
	0.003
	-1.3
 [-11.8, 9.2]
	0.81
	-0.2
 [-6.6, 6.2]
	0.95
	12.9
 [4.3, 21.4]
	0.004

	Sham
	95.4 (17.22)
	
	-2.4
 [-10.7, 5.8]
	0.54
	
	
	-9.3
 [-18.5, 0.02]
	0.05
	
	
	-13.1
 [-18.6, -7.6]
	<.001
	
	


Higher baseline scores are favorable, negative within-group change scores indicate improvement, and negative between-group mean differences favor the HBO2 group. Throughput (number of correct responses per unit of available response time1) standard scores are written for all subtests. A z-score is recorded for the composite score.




Supplementary Table 7. Automated neuropsychological assessment metrics (ANAM). Six-month scores (mean and standard deviation), mean within-group difference from 6 months at each outcome period (baseline score – follow-up score), and mean between-group difference from 6 months at each outcome period (HBO2 – Sham).
	
	
	
	6 to 9 months
	9-month T-test
	6 to 12 months
	12-month T-test

	
	6 months (SD)
	p-
value
	Mean difference
[95% CI]
	p-value
	Mean difference
[95% CI]
	p-
value
	Mean difference [95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value

	Composite z-score
	
	
	
	
	
	
	
	

	HBO2
	0.1 (1.2)
	0.90
	-0.1 
[-0.7, 0.4]
	0.14
	0.2
 [-0.7, 1.1]
	0.46
	0.1
 [-0.3, 0.6]
	0.59
	0.8
 [-0.1, 1.7]
	0.17

	Sham
	0.0 (2.3)
	
	-0.4
 [-1.1, 0.4]
	0.35
	
	
	-0.6
 [-1.6, 0.3]
	0.17
	
	

	Simple reaction time 
	
	
	
	
	
	
	
	

	HBO2
	103.5 (13.4)
	0.22
	-6.2
 [-12.2, -0.2]
	0.04
	1.4
 [-14.8, 17.6]
	0.49
	-0.5
 [-7.2, 6.1]
	0.93
	11.3
 [-3.0, 25.6]
	0.26

	Sham
	91.2 (38.8)
	
	-7.6
 [-23.0, 7.8]
	0.98
	
	
	-11.9 
[-26.9, 3.2]
	0.16
	
	

	Simple reaction time-repeat
	
	
	
	
	
	
	
	

	HBO2
	97.3 (14.3)
	0.17
	-2.2
 [-15.1, 10.7]
	0.72
	9.9
 [-11.4, 31.2]
	0.35
	3.5
 [-8.8, 15.9]
	0.56
	18.3
 [-2.8, 39.4]
	0.09

	Sham
	85.4 (37.8)
	
	-12.1 
[-31.3, 7.1]
	0.20
	
	
	-14.8
 [-34.6, 5.0]
	0.13
	
	

	Code substitution learning
	
	
	
	
	
	
	
	

	HBO2
	104.9 (20.4)
	0.67
	-0.04
 [-6.0, 5.9]
	0.57
	4.9
 [-3.4, 13.1]
	0.38
	-1.5
 [-8.4, 5.3]
	0.72
	3.3
 [-6.6, 13.3]
	0.50

	Sham
	108.1 (26.6)
	
	-4.9
 [-10.7, 0.9]
	0.09
	
	
	-4.9
 [-12.5, 2.8]
	0.16
	
	

	Code substitution delayed recall
	
	
	
	
	
	
	
	

	HBO2
	98.3 (16.3)
	0.047
	-3.3 
[-9.3, 2.7]
	0.17
	-3.4 
[-12.4, 5.6]
	0.50
	0.2
 [-5.3, 5.6]
	0.60
	0.3
 [-9.2, 9.8]
	0.62

	Sham
	113.7 (26.1)
	
	0.1 
[-7.0, 7.2]
	0.29
	
	
	-0.2
 [-9.3, 9.0]
	0.91
	
	

	Procedural reaction time
	
	
	
	
	
	
	
	

	HBO2
	103.0 (17.7)
	0.20
	3.9
 [-5.3, 13.0]
	0.39
	7.1 
[-7.5, 21.7]
	0.33
	4.3
 [-5.9, 14.5]
	0.39
	14.2 
[-1.2, 29.5]
	0.07

	Sham
	92.8 (32.5)
	
	-3.2
 [-15.8, 9.3]
	0.59
	
	
	-9.8
 [-22.2, 2.5]
	0.11
	
	

	Mathematical processing
	
	
	
	
	
	
	
	

	HBO2
	97.7 (18.0)
	0.64
	-0.7
 [-7.3, 5.9]
	0.84
	2.8
 [-6.1, 11.7]
	0.53
	-2.2
 [-6.2, 1.9]
	0.28
	2.5
 [-4.2, 9.2]
	0.46

	Sham
	100.3 (17.1)
	
	-3.5
 [-9.3, 2.3]
	0.22
	
	
	-4.6
 [-10.8, 1.5]
	0.13
	
	

	Matching to sample
	
	
	
	
	
	
	
	

	HBO2
	101.6 (18.8)
	0.76
	-0.1
 [-6.4, 6.2]
	0.96
	0.3
 [-8.6, 9.1]
	0.95
	8.7
 [2.2, 15.2]
	0.01
	14.3
 [3.4, 25.1]
	0.01

	Sham
	99.7 (21.3)
	
	-0.4
 [-6.8, 6.0]
	0.90
	
	
	-5.6
 [-15.4, 4.3]
	0.24
	
	


Higher baseline scores are favorable, negative within-group change scores indicate improvement, and negative between-group mean differences favor the HBO2 group. Throughput (number of correct responses per unit of available response time1) standard scores are written for all subtests. A z-score is recorded for the composite score.



Supplementary Table 8. Neurological Exam
	
	Baseline
	
	13 weeks
	
	6 months
	
	9 months
	
	12 months
	

	
	n (%)
	
	n (%)
	
	n (%)
	
	n (%)
	
	n (%)
	

	
	Normal
	Abnormal
	p
	Normal
	Abnormal
	p
	Normal
	Abnormal
	p
	Normal
	Abnormal
	p
	Normal
	Abnormal
	p

	Nystagmus - lateral
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	19 (73)
	7 (27)
	0.48
	16 (73)
	6 (27)
	1.00
	20 (83)
	4 (17)
	1.00
	18 (90)
	2 (10)
	0.50
	16 (89)
	2 (11)
	0.50

	Sham
	18 (86)
	3 (14)
	
	14 (78)
	4 (22)
	
	13 (81)
	3 (19)
	
	14 (100)
	0
	
	12 (100)
	0 (0)
	

	Nystagmus - medial
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	19 (73)
	7 (27)
	0.73
	17 (77)
	5 (23)
	0.50
	19 (79)
	5 (21)
	1.00
	19 (90)
	2 (10)
	0.37
	15 (83)
	3 (17)
	0.26

	Sham
	17 (81)
	4 (19)
	
	12 (67)
	6 (33)
	
	13 (81)
	3 (19)
	
	11 (79)
	3 (21)
	
	12 (100)
	0
	

	Nystagmus - rotary
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	24 (92)
	2 (8)
	0.50
	17 (100)
	0
	n/a
	24 (100)
	0
	n/a
	21 (100)
	0
	n/a
	17 (100)
	0
	n/a

	Sham
	21 (100)
	0 (0)
	
	21 (100)
	0
	
	16 (100)
	0
	
	14 (100)
	0
	
	12 (100)
	0
	

	Nystagmus - vertical
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	23 (88)
	3 (12)
	0.24
	18 (100)
	0
	n/a
	23 (96)
	1 (4)
	1.00
	21 (100)
	0
	n/a
	18 (100)
	0
	n/a

	Sham
	21 (100)
	0 (0)
	
	22 (100)
	0
	
	16 (100)
	0
	
	14 (100)
	0
	
	12 (100)
	0
	

	Smooth pursuit
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	20 (77)
	6 (23)
	0.71
	18 (82)
	4 (18)
	0.71
	20 (83)
	4 (17)
	0.08
	20 (95)
	1 (5)
	0.28
	18 (100)
	0
	n/a

	Sham
	18 (86)
	3 (14)
	
	13 (72)
	5 (28)
	
	9 (56)
	7 (44)
	
	11 (79)
	3 (21)
	
	12 (100)
	0
	

	Tracking
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	23 (96)
	1 (4)
	1.00
	16 (89)
	2 (11)
	0.58
	22 (92)
	2 (8)
	0.51
	21 (100)
	0 (0)
	0.40
	17 (94)
	1 (6)
	1.00

	Sham
	18 (100)
	0 (0)
	
	21 (96)
	1 (5)
	
	16 (100)
	0
	
	13 (93)
	1 (7)
	
	12 (100)
	0 (0)
	

	Near point of convergence (cm)
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	17 (68)
	8 (32)
	0.37
	17 (85)
	3 (15)
	0.43
	14 (64)
	8 (36)
	0.22
	10 (50)
	10 (50)
	1.00
	13 (81)
	3 (19)
	0.11

	Sham
	11 (55)
	9 (45)
	
	12 (71)
	5 (29)
	
	7 (44)
	9 (56)
	
	7 (50)
	7 (50)
	
	6 (50)
	6 (50)
	

	Finger rub: Right
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	23 (92)
	2 (8)
	0.22
	20 (91)
	2 (9)
	0.21
	23 (96)
	1 (4)
	0.01
	19 (90)
	2 (10)
	0.04
	17 (94)
	1 (6)
	0.27

	Sham
	16 (76)
	5 (24)
	
	13 (72)
	5 (28)
	
	10 (62)
	6 (38)
	
	8 (57)
	6 (43)
	
	9 (75)
	3 (25)
	

	Finger rub: Left
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	23 (92)
	2 (8)
	0.12
	18 (82)
	4 (18)
	0.71
	22 (92)
	2 (8)
	0.04
	18 (86)
	3 (14)
	0.11
	16 (89)
	2 (11)
	0.36

	Sham
	15 (71)
	6 (29)
	
	13 (72)
	5 (28)
	
	10 (62)
	6 (38)
	
	8 (57)
	6 (43)
	
	9 (75)
	3 (25)
	

	Tremor
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	21 (84)
	4 (16)
	1.00
	17 (77)
	5 (23)
	0.73
	20 (83)
	4 (17)
	1.00
	19 (90)
	2 (10)
	0.51
	17 (89)
	2 (11)
	0.63

	Sham
	17 (85)
	3 (15)
	
	13 (72)
	5 (28)
	
	13 (81)
	3 (19)
	
	14 (100)
	0
	
	10 (83)
	2 (17)
	

	Finger to nose: Right
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	26 (100)
	0 (0)
	0.19
	22 (100)
	0
	0.45
	21 (87)
	3 (13)
	1.00
	21 (100)
	0
	0.40
	18 (100)
	0
	0.40

	Sham
	19 (91)
	2 (9)
	
	17 (94)
	1 (6)
	
	14 (87)
	2 (13)
	
	13 (93)
	1 (7)
	
	11 (92)
	1 (8)
	

	Finger to nose: Left
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	24 (92)
	2 (8)
	0.39
	21 (95)
	1 (5)
	0.58
	20 (83)
	4 (17)
	1.00
	20 (95)
	1 (5)
	1.00
	17 (94)
	1 (6)
	1.00

	Sham
	17 (81)
	4 (19)
	
	16 (89)
	2 (11)
	
	14 (87)
	2 (13)
	
	13 (93)
	1 (7)
	
	11 (92)
	1 (8)
	

	Rapid supination/pronation: Right
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	25 (96)
	1 (4)
	0.31
	21 (95)
	1 (5)
	1.00
	24 (100)
	0
	0.15
	21 (100)
	0
	0.40
	19 (100)
	0 (0)
	0.39

	Sham
	18 (86)
	3 (14)
	
	17 (94)
	1 (6)
	
	14 (87)
	2 (13)
	
	13 (93)
	1 (7)
	
	11 (92)
	1 (8)
	

	Rapid supination/pronation: Left
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	25 (96)
	1 (4)
	0.08
	20 (91)
	2 (9)
	1.00
	23 (96)
	1 (4)
	0.28
	19 (90)
	2 (10)
	1.00
	18 (95)
	1 (5)
	1.00

	Sham
	16 (76)
	5 (24)
	
	16 (89)
	2 (11)
	
	13 (81)
	3 (19)
	
	12 (92)
	1 (8)
	
	11 (92)
	1 (8)
	

	Romberg
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	22 (85)
	4 (15)
	0.68
	21 (95)
	1 (5)
	1.00
	22 (100)
	0
	0.17
	20 (100)
	0
	1.00
	18 (95)
	1 (5)
	1.00

	Sham
	19 (91)
	2 (9)
	
	17 (94)
	1 (6)
	
	14 (87)
	2 (13)
	
	14 (100)
	0
	
	11 (92)
	1 (8)
	

	Pronator drift
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	21 (81)
	5 (19)
	0.72
	20 (91)
	2 (9)
	1.00
	20 (91)
	2 (9)
	1.00
	18 (90)
	2 (10)
	1.00
	17 (94)
	1 (6)
	1.00

	Sham
	18 (86)
	3 (14)
	
	16 (89)
	2 (11)
	
	14 (93)
	1 (7)
	
	13 (93)
	1 (7)
	
	11 (92)
	1 (8)
	

	Sharpened Romberg: Left foot posterior
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	10 (39)
	16 (62)
	0.76
	5 (23)
	17 (77)
	0.50
	6 (25)
	18 (75)
	0.49
	9 (43)
	12 (57)
	0.74
	7 (39)
	11 (61)
	0.46

	Sham
	9 (43)
	12 (57)
	
	6 (33)
	12 (67)
	
	6 (38)
	10 (62)
	
	5 (36)
	9 (64)
	
	7 (58)
	5 (42)
	

	Sharpened Romberg: Right foot posterior
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	6 (23)
	20 (77)
	0.02
	10 (45)
	12 (55)
	0.53
	5 (21)
	19 (79)
	0.48
	8 (38)
	13 (62)
	0.78
	5 (28)
	13 (72)
	0.27

	Sham
	12 (57)
	9 (43)
	
	6 (33)
	12 (67)
	
	5 (31)
	11 (69)
	
	6 (43)
	8 (57)
	
	6 (50)
	6 (50)
	

	Sharpened Romberg: Either foot normal
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	13 (50)
	13 (50)
	0.41
	11 (50)
	11 (50)
	0.73
	7 (29)
	17 (71)
	0.58
	10 (48)
	11 (52)
	0.78
	9 (50)
	9 (50)
	0.47

	Sham
	13 (62)
	8 (38)
	
	8 (44)
	10 (56)
	
	6 (38)
	10 (63)
	
	6 (43)
	8 (57)
	
	8 (67)
	4 (33)
	

	Tandem gait
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	20 (80)
	5 (20)
	0.31
	15 (68)
	7 (32)
	1.00
	20 (83)
	4 (16)
	0.08
	17 (81)
	4 (19)
	0.07
	13 (68)
	6 (32)
	1.00

	Sham
	14 (67)
	7 (33)
	
	12 (67)
	6 (33)
	
	9 (56)
	7 (44)
	
	7 (50)
	7 (50)
	
	9 (75)
	3 (25)
	

	Entire exam normal
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2
	0 (0)
	26 (100)
	0.08
	2 (9)
	20 (91)
	1.00
	2 (8)
	22 (92)
	0.51
	0
	21 (100)
	n/a
	3 (17)
	15 (83)
	0.66

	Sham
	3 (14)
	18 (86)
	
	2 (11)
	16 (89)
	
	0
	16 (100)
	
	0
	14 (100)
	
	3 (25)
	9 (75)
	


p-values are pearson chi-square (asymptotic significance, 2-sided) unless there is a cell size of 5 or less, in which case Fisher's exact test is written.





Supplementary Table 9. Sharped Romberg by Participant
	HBO2 Group
	
	
	
	
	Sham Group
	
	
	
	
	

	Study ID
	Baseline
	13 weeks
	6 months
	9 months
	12 months
	Study ID
	Baseline
	13 weeks
	6 months
	9 months
	12 months

	Mild3
	Both
	Both
	Both
	Both
	Both
	Mild7
	Both
	Both
	Both
	Both
	Both

	Mild20
	Both
	Both
	Both
	Either
	 
	Mild25
	Both
	Both
	Both
	 
	Both

	Mild15
	Either
	Either
	Either
	Both
	Both
	Mild23
	Either
	Both
	 
	Both
	Both

	Mild10
	Either
	Both
	Abnormal
	Both
	 
	Mild24
	Both
	Both
	Both
	 
	 

	Mild26
	Either
	Either
	Abnormal
	Both
	Both
	Moderate4
	Either
	Either
	Abnormal
	Both
	Both

	CO3
	Either
	Either
	Abnormal
	Both
	Either
	Mild29
	Either
	Either
	Abnormal
	Both
	 

	Mild16
	Either
	Either
	Abnormal
	Either
	Either
	Moderate5
	Both
	Either
	Abnormal
	Abnormal
	Abnormal

	Mild19
	Either
	Either
	Abnormal
	Abnormal
	 
	Mild18
	Both
	Abnormal
	Both
	Abnormal
	Both

	CO4
	Either
	Abnormal
	Either
	Both
	Abnormal
	Mild1
	Both
	Abnormal
	Abnormal
	Either
	 

	Mild28
	Either
	Abnormal
	Abnormal
	Abnormal
	Either
	Severe2
	Either
	Abnormal
	Abnormal
	 
	 

	CO1
	Either
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Mild8
	Either
	Abnormal
	Abnormal
	Abnormal
	Either

	Severe1
	Either
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	CO6
	Abnormal
	Either
	Either
	Both
	Either

	Mild2
	Abnormal
	Both
	Both
	 
	 
	Mild4
	Abnormal
	Abnormal
	Both
	Abnormal
	 

	Mild12
	Abnormal
	Either
	Both
	 
	 
	Mild5
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Either

	CO5
	Abnormal
	Either
	Either
	Abnormal
	 
	Hypoxic1
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Abnormal

	Severe5
	Abnormal
	Abnormal
	Abnormal
	Either
	Either
	Mild17
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Abnormal

	Mild6
	Abnormal
	Abnormal
	Abnormal
	 
	Either
	Moderate3
	Abnormal
	Abnormal
	Abnormal
	 
	 

	Mild11
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Moderate2
	Abnormal
	Abnormal
	 
	Abnormal
	Abnormal

	Mild13
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	CO2
	Both
	 
	 
	 
	 

	Mild14
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Moderate1
	Both
	 
	 
	 
	 

	Severe3
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Severe4
	Abnormal
	 
	 
	 
	 

	Mild22
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	Abnormal
	 
	 
	 
	 
	 
	 

	Mild27
	Abnormal
	 
	Abnormal
	Both
	Either
	 
	 
	 
	 
	 
	 

	Severe6
	Abnormal
	 
	Abnormal
	Abnormal
	Abnormal
	 
	 
	 
	 
	 
	 

	Mild21
	Both
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Mild9
	Abnormal
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	Both
	3
	4
	4
	7
	3
	 
	8
	4
	5
	5
	5

	Either
	10
	7
	3
	3
	6
	 
	5
	4
	1
	1
	3

	Abnormal
	13
	11
	17
	11
	9
	 
	8
	10
	10
	8
	4


Both=Participant normal on both right and left foot back. Either = Participant normal on either right or left foot back. Abnormal=Participant not able to complete with either foot back.


Supplementary Table 10. Dynavision, UPSIT, and 6MWT. Baseline scores (mean and standard deviation), mean within-group difference from baseline at each outcome period (baseline score – follow-up score), and mean between-group difference from baseline at each outcome period (HBO2 – Sham).
	
	
	
	Baseline to 13 weeks
	13 wk T-test
	Baseline to 6 months
	6-month T-test
	Baseline to 12 months
	12-month T-test

	
	Baseline (SD)
	p-
value
	Mean difference
[95% CI]
	p-value
	Mean difference
[95% CI]
	p-
value
	Mean difference [95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value
	Mean difference
[95% CI]
	p-value

	Dynavision Self-Paced Hitsb
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	52.6 (14.6)
	0.91
	-4.2 
[-7.4, -0.9]
	0.01
	-2.9
 [-7.4, 1.6]
	0.20
	-6.3
 [-10.5, -2.1]
	0.005
	-0.7
 [-6.3, 4.9]
	0.81
	-8.8 
[-13.0, -4.7]
	<.001
	0.4 
[-7.1, 7.9]
	0.91

	Sham
	52.1 (15.6)
	
	-1.3
 [-4.5, 1.9]
	0.41
	
	
	-5.6
 [-9.3, -2.0]
	0.005
	
	
	-9.3
 [-16.4, -2.2]
	0.01
	
	

	Dynavision Self-Paced Reaction Time secondsa
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	1.2 (0.4)
	0.66
	0.1
 [-.002, 0.2]
	0.05
	0.05
 [-0.1, 0.2]
	0.58
	0.1 
[-0.1, 0.3]
	0.27
	-0.1 
[-0.3, 0.2]
	0.61
	0.2
 [0.1, 0.4]
	0.007
	-0.1
 [-0.4, 0.2]
	0.55

	Sham
	1.3 (0.8)
	
	0.1
 [-0.1, 0.2]
	0.30
	
	
	0.2
 [.02, 0.3]
	0.03
	
	
	0.3
 [-0.008, 0.7]
	0.06
	
	

	Dynavision Forced Choice Hitsb
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	43.7 (15.3)
	0.90
	-6.4
[-9.5, -3.4]
	<.001
	-0.1
[-4.7, 4.5]
	0.96
	-6.5
[-10.5, -2.5]
	0.003
	0.6
[-4.8, 5.9]
	0.83
	-9.0
[-12.8, -5.2]
	<.001
	2.1
[-3.9, 8.1]
	0.48


	Sham
	43.1 (15.7)
	
	-6.3
[-10.0, -3.0]
	0.002
	
	
	-7.1
[-10.3, -3.9]
	<.001
	
	
	-11.1
[-16.3, -6.0]
	<.001
	
	

	Dynavision Forced Choice Reaction Time secondsa
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	1.7 (1.0)
	0.70
	0.4
 [0.1, 0.6]
	0.007
	-0.002
[-0.4, 0.4]
	0.99
	0.4
 [0.1, 0.7]
	0.03
	-0.1
 [-0.6, 0.4]
	0.64
	0.5
 [0.2, 0.8]
	0.003
	-0.2
 [-0.8, 0.4]
	0.53

	Sham
	1.8 (1.4)
	
	0.4
 [0.06, 0.7]
	0.02
	
	
	0.5
 [0.05, 0.9
	0.03
	
	
	0.6
 [.07, 1.3]
	0.03
	
	

	UPSIT Total (Raw Score) b
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	33.2 (5.3)
	0.83
	-1.7 
[-3.2, -0.2]
	0.03
	-3.2 
[-5.3, -1.1]
	0.004
	-1.8 
[-3.4, -0.1]
	0.04
	-4.2 
[-6.6, -1.7]
	0.001
	0.5
 [-1.2, 2.2]
	0.52
	0.3
 [-4.2, 4.8]
	0.88

	Sham
	32.9 (6.5)
	
	1.5
 [-0.1, 3.1]
	0.07
	
	
	2.4
 [0.5, 4.3]
	0.02
	
	
	0.2
 [-4.4, 4.8]
	0.93
	
	

	6MWT meters walkedb
	
	
	
	
	
	
	
	
	
	
	
	

	HBO2 
	543.7 (108.4)
	0.74
	-10.3
 [-40.1, 19.5]
	0.48
	-10.8
 [-50.9, 29.3]
	0.59
	-15.1
 [-44.8, 14.6]
	0.30
	-9.8
 [-49.4, 29.8]
	0.62
	-12.5
 [-51.9, 26.8]
	0.51
	10.3 
[-36.5, 57.2]
	0.66

	Sham
	553.4 (77.8)
	
	0.5
 [-27.7, 28.8]
	0.97
	
	
	-5.3
 [-31.5, 20.9]
	0.67
	
	
	-22.9
 [-49.5, 3.7]
	0.09
	
	


1. Lower baseline scores are favorable, positive within-group change scores indicate improvement, and positive between-group mean differences favor the HBO2 group.
1. Higher baseline scores are favorable, negative within-group change scores indicate improvement, and negative between-group mean differences favor the HBO2 group.



Supplementary Table 11. Dynavision, UPSIT, and 6MWT. Six-month assessment scores (mean and standard deviation), mean within-group difference from 6 months at each outcome period (baseline score – follow-up score), and mean between-group difference from 6 months at each outcome period (HBO2 – Sham).
	
	
	
	6 to 9 months
	9-month T-test
	6 to 12 months
	12-month T-test

	
	6 months (SD)
	p-
value
	Mean difference
[95% CI]
	p-value
	Mean difference
[95% CI]
	p-
value
	Mean difference [95% CI]
	p-
value
	Mean difference
[95% CI]
	p-
value

	Dynavision Self-Paced Hitsb
	
	
	
	
	
	
	
	

	HBO2
	59.3 (14.3)
	0.47
	-3.3
 [-5.4, -1.2]
	0.003
	-3.9
 [-8.4, 0.5]
	0.08
	-2.1
 [-5.4, 1.2]
	0.19
	1.0
 [-4.6, 6.7]
	0.71

	Sham
	55.8 (15.2)
	
	0.6
 [-4.3, 5.5]
	0.79
	
	
	-3.1
 [-8.4, 2.1]
	0.22
	
	

	Dynavision Self-Paced Reaction Time secondsa
	
	
	
	
	
	
	
	

	HBO2
	1.1 (0.6)
	0.64
	0.1
 [0.01, 0.1]
	0.02
	0.01
 [-0.2, 0.2]
	0.94
	0.1
 [-0.05, 0.3]
	0.16
	-0.02 
[-0.3, 0.2]
	0.85

	Sham
	1.2 (0.6)
	
	.06
 [-0.1, 0.2]
	0.56
	
	
	0.1 
[-0.1, 0.3]
	0.16
	
	

	Dynavision Forced Choice Hitsb
	
	
	
	
	
	
	
	

	HBO2
	50.0 (14.5)
	0.68
	-3.6
 [-7.4, 0.3]
	0.07
	-3.3
 [-9.1, 2.4]
	0.25
	-3.1
 [-6.3, 0.2]
	0.06
	2.1
 [-2.7, 6.9]
	0.38

	Sham
	48.1 (15.7)
	
	-0.2
 [-4.5, 4.1]
	0.91
	
	
	-5.1 
[-8.9, -1.3]
	0.012
	
	

	Dynavision Forced Choice Reaction Time secondsa
	
	
	
	
	
	
	
	

	HBO2
	1.3 (0.4)
	0.45
	-.006
 [-0.3, 0.2]
	0.96
	-0.02
 [-0.4, 0.3]
	0.88
	0.06 
[-0.1, 0.2]
	0.43
	-0.1
 [-0.3, 0.1]
	0.32

	Sham
	1.5 (0.8)
	
	.02 
[-0.1, 0.2]
	0.81
	
	
	0.2 
[.02, 0.3]
	0.03
	
	

	UPSIT Total (Raw Score)b
	
	
	
	
	
	
	
	

	HBO2
	35.2 (3.4)
	0.02
	1.8
 [0.6, 3.0]
	0.005
	4.3 
[-0.6, 9.3]
	0.08
	2.4
 [0.8, 3.9]
	0.006
	4.8 
[0.7, 8.9]
	0.02

	Sham
	30.2 (7.8)
	
	-2.5
 [-7.4, 2.4]
	0.28
	
	
	-2.4
 [-6.8, 1.9]
	0.25
	
	

	6MWT meters walkedb
	
	
	
	
	
	
	
	

	HBO2
	567.7 (96.7)
	0.88
	-13.7
 [-29.7, 2.2]
	0.09
	-11.4
 [-37.4, 14.6]
	0.38
	1.5
 [-12.9, 16.0]
	0.83
	18.4 
[-8.7, 45.5]
	0.18

	Sham
	563.4 (74.4)
	
	-2.4
 [-25.5, 20.8]
	0.83
	
	
	-16.9
 [-43.2, 9.5]
	0.19
	
	


a. Lower baseline scores are favorable, positive within-group change scores indicate improvement, and positive between-group mean differences favor the HBO2 group.
b. Higher baseline scores are favorable, negative within-group change scores indicate improvement, and negative between-group mean differences favor the HBO2 group.



Supplementary Table 12. Clinical electroencephalography (EEG) results of participants with abnormal results at baseline.
	Study ID
	Group
	Baseline
	13 weeks
	6 months
	9 months
	12 months

	CO1
	HBO2
	Abnormal: Left hemisphere demonstrates alpha dropout with more than 50% reduction in amplitude compared to right hemisphere. 
	Participant declined.
	Abnormal: No change.
	Abnormal: No change.
	Abnormal. No change.

	Mild2
	HBO2
	Abnormal: EEG demonstrated diffuse multi-focal brain dysfunction, with 4-7 second polymorphic theta waves and 2 runs of 2-3 seconds, 6 per second spike/wave equivalent discharge.
	Abnormal: Alpha dropout, diffuse 4-7 per second theta waves, 1-2 second rare runs, monorhythmic 5-7 per second, anterior theta waves with high amplitude.
	Abnormal but improved: Alpha dropout with less pronounced diffuse 4-7 per second theta waves. The anterior high amplitude monorhythmic theta waves have resolved.
	Participant withdrew.
	 

	Severe1
	HBO2
	Abnormal: The posterior dominant rhythm was 9-11 per second alpha wave activity interspersed with 3-7 per second delta and theta slow wave activity. Intermittent 3 per second spike wave discharges with frontocentral predominance exhibited left-sided predominance or right-sided predominance, and occasionally bilaterally. A 3 second run of spike wave equivalent discharges was identified shortly after hyperventilation. In addition, the EEG showed abnormal awake state characterized by diffuse background slow wave activity interspersed with spike wave equivalent epileptiform discharges with frontocentral predominance and variable focality.
	Abnormal but improved: The posterior dominant rhythm was 8-10 per second alpha wave activity interspersed with 3-7 per second polymorphic theta slow wave activity.  Intermittent spike wave equivalent discharges were seen rarely throughout the record. In comparison to the baseline study there was marked interval improvement in slow wave activity and spike wave equivalent irritable discharges.
	Abnormal but remains improved compared to baseline: The posterior dominant rhythm was 8-10 per second alpha wave activity interspersed with 3-7 per second polymorphic theta slow wave activity. There were intermittent 3 per second spike wave discharges with frontocentral predominance. There were bilateral runs up to 5 seconds. There was interval improvement in background slowing compared to baseline, with continued irritable 3 per second spike wave discharge equivalents with frontocentral predominance and runs up to 5 seconds. 
	Abnormal but in comparison to prior studies, definite interval improvement is present. The 3 per second spike wave equivalent discharges were not identified. The posterior dominant rhythm was 8-10 per second alpha wave activity interspersed with 3-7 per second delta and theta slow wave activity. There were occasional sharp transients in the left frontotemporal region. This EEG continues to be abnormal, characterized by background slow wave activity and left frontotemporal sharp transients. 
	Abnormal but in comparison to prior studies, there was significant improvement in background slow wave activity and irritable 3 per second spike wave equivalent discharges. The posterior dominant rhythm was 8-10 per second alpha activity interspersed with 4-7 per second polymorphic theta and delta slow wave activity. Two episodes of consolidated 3 per second spike wave equivalent discharge were present over the left frontotemporal region. Other episodes of high amplitude brief delta disorganized slow wave activity occasionally with sharp transients were also present over the left frontotemporal quadrant. 

	Mild20
	HBO2
	Abnormal: There was alpha wave dropout and diffuse low amplitude 2-7 per second delta and theta waves.
	Unavailable due to COVID-19 pandemic.
	Unavailable due to COVID-19 pandemic.
	Abnormal: No change from baseline.
	Post-protocol amendment for COVID-19 safety; therefore, not done.

	Mild21
	HBO2
	Abnormal: Intermittent theta slow wave activity was present primarily over the right posterior quadrant, most pronounced during photic stimulation, consistent with focal or multifocal brain dysfunction. The posterior dominant rhythm was 9-11 per second alpha wave activity. The fast background activity was 20-30 per second beta.  Intermittent 3.5-5 per second theta slow wave activity was present over the right posterior quadrant, intermittently, most pronounced during photic stimulation.
	Participant withdrew.
	 
	 
	 

	Severe6
	HBO2
	Abnormal: Left theta waves at 4-7 per second were present. Frontotemporal small, sharp spikes, most pronounced with photostimulation were present. Also, mid-temporal small sharp spike waves were present.
	Post-protocol amendment for COVID-19 safety; therefore, not done.
	Abnormal: No change from baseline.
	Within normal limits.
	Post-protocol amendment for COVID-19 safety; therefore, not done.

	Mild4
	Sham
	Abnormal: Diffuse background theta waves at 4-7 per seconds, alpha wave dropout, and intermittent monorhythmic waves at 4-7 per seconds with frontal predominance that increased with photo stimulation were present.
	Abnormal: No change from baseline.
	Abnormal: No change from baseline. 
	Abnormal: No change from baseline.
	Within normal limits.

	Mild5
	Sham
	Abnormal: Left temporal theta wave bursts up to 1 second in duration were present.
	Abnormal: No change from baseline.
	Abnormal: Compared to baseline, EEG demonstrated less frequent left temporal theta slow wave bursts.
	Abnormal: No change from baseline.
	Within normal limits.

	Severe2
	Sham
	Abnormal: Diffuse alpha wave dropout with low amplitude, and 3-7 delta and theta waves were present.
	Abnormal: No change from baseline.
	Abnormal: No change from baseline.
	Participant withdrew.
	 

	Moderate5
	Sham
	Abnormal: Diffuse alpha wave dropout and diffuse 4-7 per second theta waves were present during alerting and photostimulation.
	Abnormal: No change in alpha wave dropout. The diffused theta waves resolved. Theta waves remained in the left temporal region but were improved: single focus and higher amplitude. 
	Post-protocol amendment for COVID-19 safety; therefore, not done.
	Abnormal: Compared to prior studies now alpha waves are normal. The single focus 4-7 per second monorhythmic theta waves persisted.
	Post-protocol amendment for COVID-19 safety; therefore, not done.





Supplementary Table 13. Number of participants reporting chamber-related adverse events
	
	Blinded Intervention
	Open Intervention

	
	HBO2 Group
	Sham Group
	HBO2 Group
	Sham Group

	Anxiety/Depression (n=4)
	2
	2
	0
	2

	Barotrauma (n=11)
	3
	1
	3
	5

	Breathing through mask difficult (n=1)
	0
	0
	0
	1

	Dizziness/vertigo (n=4)
	3
	0
	1
	0

	Fatigue (n=2)
	1
	1
	0
	0

	Gastric distension (n=1)
	0
	1
	0
	0

	Headache (n=3)
	0
	3
	0
	0

	Pain, musculoskeletal (n=2)
	1
	0
	1
	0

	Vision worsened (n=1)
	1
	0
	1
	0


All potential adverse events were documented. A physician who was blinded to randomization condition determined the relationship to study participation with five choices: Definite, probable, possible, unlikely, and unrelated. Participants are included in the table if the attribution assigned was definite, probable, or possible.


Supplementary Table 14. Per-protocol analysis of Neurobehavioral Symptom Inventory (NSI) on participants who completed 40 chamber sessions and all NSI questionnaires to indicated outcome period. Baseline scores (mean and standard deviation), mean within-group difference from baseline at each outcome period (baseline score – follow-up score), and mean between-group difference from baseline at each outcome period (HBO2 – Sham).
Lower baseline scores are favorable, positive within-group change scores indicate improvement, and positive between-group mean differences favor the HBO2 group.


a)
	
	
	Baseline
	13 weeks

	
	n
	Mean (SD)
	p-
value
	Mean within-group difference from baseline
[95% CI]
	p-value
	Mean between- group difference from baseline
[95% CI]
	p-
value

	NSI Total
	
	
	
	
	

	HBO2
	22
	35.6
(15.8)
	0.24
	11.0
[6.3, 15.8]
	<.001
	7.4
[2.0, 12.8]
	0.009

	Sham
	18
	29.5
(16.1)
	
	3.6
[0.7, 6.5]
	0.02
	
	


Participants who are included in main analyses, but not the per-protocol analysis:
HBO2 group: : Incomplete chamber sessions n=1
Sham group: No change

b)
	
	Baseline
	6 months

	
	n
	Mean (SD)
	p-
value
	Mean within-group difference from baseline
[95% CI]
	p-value
	Mean between- group difference from baseline
[95% CI]
	p-
value

	NSI Total
	
	
	
	
	

	HBO2
	22
	35.6
(15.8)
	0.31
	 10.5
[6.9, 14.0]
	<.001
	7.4
[2.2, 12.6]
	0.006

	Sham
	17
	30.1 (16.3)
	
	 3.1
[-0.9, 7.0]
	0.12
	
	


Participants who are included in main analyses, but not the per-protocol analysis:
HBO2 group: Incomplete chamber sessions n=1; not administered NSI at 13 weeks due to tester error n =1. 
Sham group: No change



c)
	
	
	Baseline
	9 months

	
	n
	Mean (SD)
	p-
value
	Mean within-group difference from baseline
[95% CI]
	p-value
	Mean between- group difference from baseline
[95% CI]
	p-
value

	NSI Total
	
	
	
	
	

	HBO2
	19
	33.7 (16.0)
	0.60
	7.7 
[3.8, 11.7]
	<.001
	3.5 [-2.3, 9.3]
	0.20

	Sham
	13
	30.5 (18.3)
	
	4.2 
[-0.1, 8.6]
	.06
	
	


Participants who are included in main analyses, but not the per-protocol analysis:
HBO2 group: Incomplete chamber sessions during blinded intervention and missed open intervention n=1; not administered NSI at 13 weeks due to tester error n =1; missed 9-month assessment n=1
Sham group: Missed 6-month assessment and open intervention n=1; incomplete open intervention n=2












d)
	
	
	Baseline
	12 months

	
	n
	Mean (SD)
	p-
value
	Mean within-group difference from baseline
[95% CI]
	p-value
	Mean between- group difference from baseline
[95% CI]
	p-
value

	NSI Total
	
	
	
	
	

	HBO2
	19
	33.7 (15.9)
	0.61
	14.9
[9.3, 20.5]
	<.001
	10.1
[2.1, 18.0]
	0.02

	Sham
	12
	30.4 (19.1)
	
	4.8
[-0.7, 10.4]
	0.08
	
	


Participants who are included in main analyses, but not the per-protocol analysis: See Supplementary Table 15.

Supplementary Table 15. Per-protocol analysis of Neurobehavioral Symptom Inventory (NSI) from 6 months to 9 or 12 months on participants who completed 80 chamber sessions and all NSI questionnaires to indicated outcome period. Baseline and six- month assessment scores (mean and standard deviation), mean within-group difference from 6 months at each outcome period (baseline score – follow-up score), and mean between-group difference from 6 months at each outcome period (HBO2 – Sham).
Lower baseline scores are favorable, positive within-group change scores indicate improvement, and positive between-group mean differences favor the HBO2 group.
Participants who are included in main analyses, but not the per-protocol analysis for Tables a and b:
HBO2 group: Incomplete chamber sessions during blinded intervention and missed open intervention n=1; not administered NSI at 13 weeks due to tester error n=1; missed 9-month assessment n=1
Sham group: Incomplete open intervention n=2
a)
	
	
	Baseline
	6 months
	9 months

	
	n
	Mean (SD)
	p-
value
	Mean (SD)
	p-
value
	Mean within-group difference from 6 months
[95% CI]
	p-value
	Mean between- group difference from 6 months
[95% CI]
	p-
value

	NSI Total
	
	
	
	
	
	
	

	HBO2
	19
	33.7 (16.0)
	0.60
	25.0 (16.4)
	0.48
	-0.9
[-5.8, 3.9 ]
	0.69
	-4.2
[-10.6, 2.2 ]
	0.19

	Sham
	13
	30.5 (18.3)
	
	29.5 (18.8)
	
	 3.2 
[-0.4, 6.9 ]
	0.08
	
	



b)
	
	
	Baseline
	6 months
	12 months

	
	n
	Mean (SD)
	p-
value
	Mean (SD)
	p-
value
	Mean within-group difference from 6 months
[95% CI]
	p-value
	Mean between- group difference from 6 months
[95% CI]
	p-
value

	NSI Total
	
	
	
	
	
	
	

	HBO2
	19
	33.7 (15.9)
	0.61
	25.0 (16.4)
	0.48
	6.2
[1.4, 11.0 ]
	0.01
	2.1
[-4.9, 9.1 ]
	0.54

	Sham
	12
	30.4 (19.1)
	
	29.7 (19.6)
	
	4.1
[-1.1, 9.2 ]
	0.11
	
	





Supplementary Table 16. Qualitative exit interview results
	
	Total n (%)
	HBO2 n (%)
	Sham n (%)

	Completed Survey
	37 (78.7)
	22 (84.6)
	15 (71.4)

	Any Benefit from study participation*
	34 (91.9)
	19 (86.4)
	15 (100)

	No Benefit from study participation*
	3 (8.1)
	3 (13.6)
	0 (0)

	Attributed own benefit(s) to
	
	
	

	Chamber sessions
	28 (75.7)
	16 (72.7)
	12 (80)

	Assessments
	8 (21.6)
	6 (27.3)
	2 (13.3)

	Social interactions
	16 (43.2)
	10 (45.5)
	6 (40)

	Daily structure or sense of involvement
	5 (13.5)
	2 (9.1)
	3 (20)

	Type of benefits
	
	
	

	Affective symptoms improved
	30 (81.1)
	18 (81.8)
	12 (80)

	Cognitive symptoms improved
	25 (67.6)
	15 (68.2)
	10 (66.7)

	Neurological symptoms improved
	20 (54.1)
	12 (54.5)
	8 (53.3)

	Somatic symptoms improved
	14 (37.8)
	9 (40.9)
	5 (33.3)

	Miscellaneous symptoms improved
	4 (10.8)
	4 (18.2)
	0 (0)

	Onset of improvements
	
	
	

	Sessions #1-40 (during sessions, or around 13 wk. or 6 mo. assessments)
	19 (51.4)
	13 (59.1)
	6 (40)

	Sessions #41-80 (during sessions or around 9 mo. or 12 mo. assessments)
	23 (62.2)
	13 (59.1)
	10 (66.7)

	Symptom relief
	
	
	

	Decrease medications
	14 (37.8)
	8 (36.4)
	6 (40)

	Decrease therapeutic devices- No longer needed CPAP or prism glasses
	2 (5.4)
	2 (9.1)
	0 (0)

	Symptoms didn't change
	26 (70.3)
	14 (63.6)
	12 (80)

	Family or friend commented on improvements
	22 (59.5)
	13 (59.1)
	9 (60)

	Sacrifices or challenges
	
	
	

	Time
	23 (62.2)
	12 (54.5)
	11 (73.3)

	Decreased or changed work schedule or stated that doing the study negatively affected work.
	14 (37.8)
	9 (40.9)
	5 (33.3)

	Transportation
	13 (35.1)
	7 (31.8)
	6 (40)

	Structure of day/ timing of sessions
	11 (29.7)
	7 (31.8)
	4 (26.7)

	Learned through participation in study
	23 (62.2)
	16 (72.7)
	7 (46.7)

	Safety and recommendation to others
	
	
	

	Felt safe - always or mostly
	36 (97.3)
	22 (100)
	14 (93.3)

	Would do study again
	35 (94.6)
	21 (95.5)
	14 (93.3)

	Recommend this study to others - Definitely or under certain criteria
	37 (100)
	22 (100)
	15 (100)

	Want more HBO2- Definitely or with stipulations
	35 (94.6)
	21 (95.5)
	14 (93.3)


Unless denoted by an asterisk, items are not mutually exclusive.
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