
Table S1: Adjusted risk of death at 90 days (primary outcome)
Multivariable Logistic regression
	Covariate
	Odds Ratio
	95% confidence interval
	P value

	Intercept
	0.06
	0.01 to 0.38
	<0.01

	Late tocilizumab (compared to early)
	3.33
	1.30 to 8.54
	0.01

	Age ≥60 (compared to <60 years of age)
	3.25
	1.35 to 7.81
	0.01

	White (compared to other)
	0.50
	0.15 to 1.62
	0.25

	CPAP, NIV, or HFNO2 (compared to supplemental oxygen)
	4.34
	1.06 to 17.81
	0.04

	Mechanical ventilation (compared to supplemental oxygen)
	1.81
	0.31 to 10.57
	0.51

	CRP ≥125 mg/L (compared to <125mg/L)
	1.74
	0.69 to 4.38
	0.24

	Ceiling of treatment in place (not for Mechanical ventilation or ICU compared to no ceiling of treatment)
	12.96
	1.34 to 125.37
	0.03


Primary outcome of adjusted odds of death at 90 days in the late tocilizumab group compared to early. CPAP: Continuous Positive Airway Pressure; NIV: Non-Invasive Ventilation; HFNO2: High Flow Nasal Oxygen; CRP: C-Reactive Protein; ICU: Intensive Care Unit










[bookmark: _Hlk142941978]Table S2: Adjusted risk of death at 28 days (secondary outcome)
Multivariable Logistic regression
	Covariate
	Odds Ratio
	95% confidence interval
	P value

	Intercept
	0.04
	0.01 to 0.30
	<0.01

	Late tocilizumab (compared to early)
	3.28
	1.23 to 8.75
	0.02

	Age ≥60 (compared to <60 years of age)
	3.30
	1.33 to 8.16
	0.01

	White (compared to other)
	0.78
	0.21 to 2.90
	0.71

	CPAP, NIV, or HFNO2 (compared to supplemental oxygen)
	3.66
	0.91 to 14.77
	0.07

	Mechanical ventilation (compared to supplemental oxygen)
	0.32
	0.03 to 3.67
	0.36

	CRP ≥125 mg/L (compared to <125mg/L)
	1.73
	0.66 to 4.55
	0.27

	Ceiling of treatment in place (not for Mechanical ventilation or ICU compared to no ceiling of treatment)
	2.73
	0.53 to 14.08
	0.23


[bookmark: _Hlk142942747]Secondary outcome of adjusted odds of death at 28 days in the late tocilizumab group compared to early. CPAP: Continuous Positive Airway Pressure; NIV: Non-Invasive Ventilation; HFNO2: High Flow Nasal Oxygen; CRP: C-Reactive Protein; ICU: Intensive Care Unit





Table S3: Adjusted risk of death at 180 days (secondary outcome)
Multivariable Logistic regression
	Covariate
	Odds Ratio
	95% confidence interval
	P value

	Intercept
	0.06
	0.01 to 0.39
	<0.01

	Late tocilizumab (compared to early)
	3.70
	1.45 to 9.45
	0.01

	Age ≥60 (compared to <60 years of age)
	2.95
	1.24 to 7.03
	0.01

	White (compared to other)
	0.52
	0.16 to 1.70
	0.28

	CPAP, NIV, or HFNO2 (compared to supplemental oxygen)
	4.48
	1.10 to 18.34
	0.04

	Mechanical ventilation (compared to supplemental oxygen)
	1.79
	0.31 to 10.50
	0.52

	CRP ≥125 mg/L (compared to <125mg/L)
	1.64
	0.65 to 4.10
	0.29

	Ceiling of treatment in place (not for Mechanical ventilation or ICU compared to no ceiling of treatment)
	12.04
	1.25 to 115.66
	0.03


Secondary outcome of adjusted odds of death at 180 days in the late tocilizumab group compared to early. CPAP: Continuous Positive Airway Pressure; NIV: Non-Invasive Ventilation; HFNO2: High Flow Nasal Oxygen; CRP: C-Reactive Protein; ICU: Intensive Care Unit





Table S4: Death at 90 days including sex in model (sensitivity analysis)
Multivariable Logistic regression
	Covariate
	Odds Ratio
	95% confidence interval
	P value

	Intercept
	0.06
	0.01 to 0.47
	0.01

	Late tocilizumab (compared to early)
	3.33
	1.29 to 8.58
	0.01

	Age ≥60 (compared to <60 years of age)
	3.25
	1.35 to 7.82
	0.01

	Male sex
	1.01
	0.40 to 2.52
	0.99

	White (compared to other)
	0.50
	0.15 to 1.67
	0.26

	CPAP, NIV, or HFNO2 (compared to supplemental oxygen)
	4.34
	1.05 to 17.84
	0.04

	Mechanical ventilation (compared to supplemental oxygen)
	1.81
	0.31 to 10.57
	0.51

	CRP ≥125 mg/L (compared to <125mg/L)
	1.74
	0.68 to 4.41
	0.25

	Ceiling of treatment in place (not for Mechanical ventilation or ICU compared to no ceiling of treatment)
	12.96
	1.34 to 125.72
	0.03


Sensitivity analysis of outcome of adjusted odds of death at 90 days in the late tocilizumab group compared to early with sex added in as another covariate. CPAP: Continuous Positive Airway Pressure; NIV: Non-Invasive Ventilation; HFNO2: High Flow Nasal Oxygen; CRP: C-Reactive Protein; ICU: Intensive Care Unit




Table S5: Missing Values 
	Variable
	Total missing, n (%)
	Early group missing, n (%)
	Late group missing, n (%)

	Age
	0 ( 0 )
	0 ( 0 )
	0 ( 0 )

	Baseline CRP
	1 ( 0.5 )
	0 ( 0 )
	1 ( 1.5 )

	Baseline oxygen or respiratory support
	0 ( 0 )
	0 ( 0 )
	0 ( 0 )

	BMI
	14 ( 6.9 )
	9 ( 6.5 )
	5 ( 7.7 )

	Ceiling of treatment
	7 ( 3.4 )
	6 ( 4.3 )
	1 ( 1.5 )

	Confirmed COVID-19
	0 ( 0 )
	0 ( 0 )
	0 ( 0 )

	Death by 180 days
	0 ( 0 )
	0 ( 0 )
	0 ( 0 )

	Death by 28 days
	0 ( 0 )
	0 ( 0 )
	0 ( 0 )

	Death by 90 days
	0 ( 0 )
	0 ( 0 )
	0 ( 0 )

	Ethnicity
	71 ( 35 )
	47 ( 34.1 )
	24 ( 36.9 )

	ICU admission
	0 ( 0 )
	0 ( 0 )
	0 ( 0 )

	Survivor Length of hospital stay
	0 ( 0)
	0(0)
	0 ( 0)

	Progressed to mechanical ventilation (not vent at baseline)
	0 ( 0 )
	0 ( 0)
	0 ( 0 )

	Sex
	0 ( 0 )
	0 ( 0 )
	0 ( 0 )

	SIMD quintile 2020
	0 ( 0 )
	0 ( 0 )
	0 ( 0 )

	Timing of tocilizumab (from hospital admission)
	0 ( 0 )
	0 ( 0 )
	0 ( 0 )

	Critical care specific variables

	APACHE II
	104 (60.8)
	71 (63.4)
	33 (55.9)

	PF ratio
	118 (69.0)
	74 (66.1)
	44 (74.6)







Table S6: All Recorded Outcomes
	Outcome
	Early Cohort
n=138
	Late Cohort
n=65
	P value

	Days from admission to tocilizumab administration, median (IQR)
	1 (0-1)
	3 (2-4)
	<0.01

	ICU admission, n (%)
	48/138 (34.8%)
	29/65 (44.6%)
	0.18

	Progression to Mechanical Ventilation (for those not ventilated at baseline), n (%)
	36/128 (28.1%)
	21/58 (36.2%)
	0.27

	Survivor Length Of Hospital Stay, median days (IQR)
	9 (6.0-19.6)
	13 (8.0 – 21.8)
	0.08

	Time to death, median days (IQR)
	13 (6.0 – 23.1)
	9.5 ( 3.9-23.2)
	0.56

	[bookmark: _GoBack]28 day all-cause mortality, n (%)
	26/138 ( 18.8)
	25/65 (38.5)
	<0.01

	90 day all-cause mortality, n (%)
	30/138 (21.7)
	29/65 (44.6)
	<0.01

	180 day all-cause mortality, n (%)
	30/138 (21.7)
	30/65 (46.2)
	<0.01


IQR: Interquartile range; ICU: intensive care unit. Please note that when a denominator is presented as part of ‘n’ this represents the number of non-missing values (n/non-missing).
