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SUPP. FIG. 1. CONSORT diagram demonstrating flow of patient data through eligibility assessment and allocation.
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PRO-ACT, Pooled Resource Open-Access ALS Clinical Trials; ALS, amyotrophic lateral sclerosis; MND, motor neuron disease.


SUPP. TABLE 1. Patient demographic information: 11 baseline predictors and additional survival and disease progression rate information.
	
	DEVELOPMENT
	VALIDATION

	
	PRO-ACT
	Answer ALS
	Oxford MND Centre
	Overall

	
	N=3289
	N=298
	N=104
	N=402

	Age (years)
	
	
	
	

	Median (IQR)
	56.0 (16.0)
	60.0 (15.0)
	64.0 (16.3)
	61.0 (15.0)

	Missing
	20 (0.6%)
	0 (0%)
	0 (0%)
	0 (0%)

	Gender
	
	
	
	

	Female
	1214 (36.9%)
	109 (36.6%)
	38 (36.5%)
	147 (36.6%)

	Male
	2075 (63.1%)
	189 (63.4%)
	66 (63.5%)
	255 (63.4%)

	Missing
	0 (0%)
	0 (0%)
	0 (0%)
	0 (0%)

	Time since symptom onset (years)
	
	
	
	

	Median (IQR)
	1.18 (0.671)
	1.13 (0.750)
	0.861 (0.786)
	1.06 (0.776)

	Missing
	0 (0%)
	0 (0%)
	0 (0%)
	0 (0%)

	Diagnostic latency (years)
	
	
	
	

	Median (IQR)
	0.646 (0.501)
	0.679 (0.474)
	0.767 (0.510)
	0.702 (0.533)

	Missing
	1051 (32.0%)
	240 (80.5%)
	46 (44.2%)
	286 (71.1%)

	Onset site
	
	
	
	

	Bulbar
	488 (14.8%)
	101 (33.9%)
	35 (33.7%)
	136 (33.8%)

	Non-bulbar
	1516 (46.1%)
	197 (66.1%)
	69 (66.3%)
	266 (66.2%)

	Missing
	1285 (39.1%)
	0 (0%)
	0 (0%)
	0 (0%)

	Body mass index (kg/m2)
	
	
	
	

	Median (IQR)
	25.6 (5.52)
	26.4 (6.60)
	25.1 (4.32)
	25.9 (6.07)

	Missing
	0 (0%)
	1 (0.3%)
	0 (0%)
	1 (0.2%)

	Forced vital capacity (%)
	
	
	
	

	Median (IQR)
	79.2 (23.0)
	83.0 (25.8)
	88.5 (29.3)
	85.0 (24.8)

	Missing
	1686 (51.3%)
	160 (53.7%)
	4 (3.8%)
	164 (40.8%)

	ALSFRS-R bulbar subscore
	
	
	
	

	Median (IQR)
	11.0 (3.00)
	10.0 (4.00)
	12.0 (2.00)
	11.0 (4.00)

	Missing
	691 (21.0%)
	4 (1.3%)
	29 (27.9%)
	33 (8.2%)

	ALSFRS-R fine motor subscore
	
	
	
	

	Median (IQR)
	9.00 (4.00)
	9.00 (4.00)
	11.0 (3.00)
	9.00 (4.00)

	Missing
	694 (21.1%)
	4 (1.3%)
	29 (27.9%)
	33 (8.2%)

	ALSFRS-R gross motor subscore
	
	
	
	

	Median (IQR)
	8.00 (5.00)
	8.00 (5.00)
	10.0 (2.50)
	9.00 (5.00)

	Missing
	691 (21.0%)
	4 (1.3%)
	29 (27.9%)
	33 (8.2%)

	ALSFRS-R respiratory subscore
	
	
	
	

	Median (IQR)
	12.0 (2.00)
	12.0 (3.00)
	12.0 (0)
	12.0 (3.00)

	Missing
	691 (21.0%)
	4 (1.3%)
	29 (27.9%)
	33 (8.2%)

	Survival from onset (years)
	
	
	
	

	Median (IQR)
	2.91 (1.37)
	2.90 (1.00)
	2.53 (1.95)
	2.86 (1.41)

	Progression rate (ΔFRS-R/month)
	
	
	
	

	Median (IQR)
	0.691 (0.603)
	0.844 (0.826)
	0.488 (0.452)
	0.727 (0.805)

	Missing
	694 (21.1%)
	4 (1.3%)
	29 (27.9%)
	33 (8.2%)



PRO-ACT, Pooled Resource Open-Access ALS Clinical Trials; ALS, amyotrophic lateral sclerosis; MND, motor neuron disease; IQR, interquartile range; ALSFRS-R, Revised Amyotrophic Lateral Sclerosis Functional Rating Scale.

SUPP. TABLE 2. Cox proportional hazards and random survival forest model summaries.
	[bookmark: RANGE!A1:D13] 
	Cox proportional hazards
	Random survival forest

	
	Hazard ratio (95% CI)
	p-value
	Variable importance

	Age (years)
	1.02 (1.01-1.02)
	<0.01
	7.82

	Gender (male)
	1.15 (1.00-1.32)
	0.05
	0.09

	Onset site (non-bulbar)
	0.63 (0.51-0.80)
	<0.01
	2.68

	Body mass index (kg/m2)
	1.00 (0.99-1.02)
	0.62
	0.47

	Time since symptom onset (years)
	1.00 (1.00-1.00)
	0.01
	1.55

	Diagnostic latency (years)
	1.00 (1.00-1.00)
	0.14
	1.74

	Forced vital capacity (%)
	0.99 (0.98-0.99)
	<0.01
	8.92

	ALSFRS-R bulbar subscore
	0.95 (0.91-0.98)
	0.01
	11.39

	ALSFRS-R fine motor subscore
	0.95 (0.92-0.98)
	<0.01
	2.84

	ALSFRS-R gross motor subscore
	0.98 (0.95-1.01)
	0.23
	4.32

	ALSFRS-R respiratory subscore
	0.98 (0.94-1.03)
	0.45
	5.84



Cox proportional hazards data are multivariable raw hazard ratios. CI, confidence interval; ALSFRS-R, Revised Amyotrophic Lateral Sclerosis Functional Rating Scale.

SUPP. FIG. 2. Complete case (top) and zero imputation (bottom) sensitivity analyses in validation data.
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WLS, weight loss score.
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