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Figure S1 Distribution of duration from onset to endpoint events or last visit 
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Note: For patients who did not reach endpoint events, duration from onset to last visit (months) was presented.


Figure S2 Scatter plots for correlations between duration from onset to endpoint events (months) and selected variables
[image: ]                                                                                     
Abbreviations: FRS = (ALSFRS-R at assessment– 48) / Disease duration at assessment; Lab-Pro, Laboratory supported clinically probable; UMN, upper motor neuron; LMN, lower motor neuron; DNR, duration from onset to next region.
Note: Endpoint events refer to decease, tracheotomy and permanent NIPPV.


Figure S3 Correlations between age at onset and age at endpoint events (years)
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Figure S4 DNR cut-off points for each clinical phenotype (months)
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Abbreviations: DNR, duration from onset to next region; UMN, upper motor neuron; LMN, lower motor neuron.
Note: Cut-off points were obtained by maximum selected log-rank statistics in R software (packages: maxstat, minprop=0.2, maxprop=0.8)


Table S1 Univariate and multivariate COX regression for survival analysis (Total n = 441)
	
	Univariate
	
	Multivariate
	

	Variables
	HR (95%CI)
	P value
	HR (95%CI)
	P value

	Gender Female
       Male
	0.770 (0.588, 1.009)
1
	0.058
	0.837 (0.571, 1.227)
1
	0.362

	Onset age (years)
	1.021 (1.007, 1.035)
	0.002
	1.027 (1.007, 1.047)
	0.009

	ALSFRS-R
	0.997 (0.972, 1.023)
	0.816
	-
	-

	FRS
	0.432 (0.354, 0.526)
	<0.001
	0.600 (0.443, 0.812) 
	0.001

	DNR
	0.877 (0.846, 0.910)
	<0.001
	0.912 (0.874, 0.951)
	<0.001

	Phenotype UMN
          LMN
     UMN+LMN
	0.358 (0.218, 0.591)
0.660 (0.480, 0.906)
1
	<0.001
0.010
	0.313 (0.116, 0.846)
0.802 (0.476, 1.350)
1
	0.022
0.406


Abbreviations: FRS = (ALSFRS-R at assessment– 48) / disease duration at assessment; DNR, duration from onset to next region; UMN, upper motor neuron; LMN, lower motor neuron.
Note: Survival referred to decease, tracheotomy and permanent-NIPPV.
Table S2 Comparisons with previous studies
	
	PUMCH
	PUTH [1-3]
	PLAGH [4]
	Italy [5, 6]
	Northern Ireland [7]
	Oxford [8]
	India [9]
	Australia [10]

	Cases with 
bulbar onset
	441
	227 [1], 154 [2], 115 [3]
	96
	653 [5], 
456 [6]
	102
	49
	312
	429

	Time period of data collected
(years) 
	2014-2023
	2003-2012 [1]
2009-2013 [2, 3]
	2015-2018
	2009-2013 [5]
1995-2004 [6]
	2015-2019
	2003-2009
	1976-2005
	2005-2015

	Female: Male
(n or ratio)
	242:199
	98:129 [1]
	53:43
	374:279 [5], 1:0.98 [6]
	N.A.
	1.7:1
	119:193
	1:1

	Age at onset (years)
	57 (27, 78)
56.6±10.3
	53 (22, 79) [1]
	56 (28, 77)
	69.9 (N.A.) [6]
68.8±9.7 [6]
	N.A.
	N.A. (43, 90)
68±11
	N.A. (18, 85)
52.9±11.6
	66 (N.A.)

	Definition of
endpoint events
	Decease
Tracheotomy
P-NIPPV
	Decease
Tracheotomy
	Decease
Tracheotomy
	Decease
Tracheotomy
	Decease
	Decease
	Decease
	Decease

	DNR (months)
	6 (1, 48)
	9 (1, 39) [3]
	7 (0, 38)
	N.A.
	N.A.
	11 (1, 41)
	N.A.
	N.A.

	DOE (months)
Overall
DNR≥7
DNR < 7 
	
29 (6, 89)
41 (16, 89)
24 (6, 61)
	
48 (N.A.) [1]
38.5 (12, 80) [2]
29 (11, 89) [2]
	
N.A.
52 (N.A.)
31 (N.A.)
	
33[5], 24 [6] (N.A.)

	
23 (20, 26)
	
27 (6, 84)
	
56 (N.A.)
	
24 (N.A.)


Abbreviation: P-NIPPV, permanent non-invasive positive pressure ventilation; DOE, duration from onset to endpoint events; DNR, duration from onset to next region.
Note: Data are shown as median (range) or mean±SD; PUTH and PLAGH are two MND centers in China.
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