Supplementary information
Supplementary Table S1. Baseline characteristics before and after propensity score matching according to the presence or absence of weight loss.
	
	Before matching
	After matching

	
	With L-arginine 
(N = 20)
	Without L-arginine
(N = 34)
	p value
	With L-arginine
(N = 15)
	Without L-arginine
(N = 15)
	p value

	Age, years
	62.0 ± 6.9
	67.3 ± 8.8
	0.024*
	61.9 ± 6.6
	61.5 ± 8.5
	0.867

	Sex (female), n (%)
	8 (40.0)
	18 (52.9)
	0.358
	6 (40.0)
	6 (40.0)
	1.000

	Disease duration, years
	1.9 (0.4, 4.8)
	1.6 (0, 8.2)
	0.995
	1.8 (0.4, 4.8)
	1.7 (0.2, 7.2)
	0.744

	Initial symptom, n (%)
	
	
	0.827
	
	
	0.186

	Bulbar onset
	5 (25.0)
	11 (32.4)
	
	3 (20.0)
	0
	

	Limb onset
	14 (70.0)
	21 (61.8)
	
	11 (73.3)
	14 (93.3)
	

	Respiratory failure
	1 (5.0)
	2 (5.9)
	
	1 (6.7)
	1 (6.7)
	

	ALSFRS-R score
	38.4 ± 6.5
	36.7 ± 9.4
	0.492
	38.7 ± 6.1
	36.8 ± 9.1
	0.501

	Body weight, kg
	59.7 ± 12.5
	54.0 ± 14.2
	0.143
	58.9 ± 13.7
	57.9 ± 16.8
	0.863

	Body mass index, kg/m2
	22.3 ± 3.4
	21.2 ± 4.2
	0.352
	21.8 ± 3.7
	21.5 ± 4.4
	0.817

	PEG, n (%)
	1 (5.0)
	6 (17.7)
	0.182
	1 (6.7)
	3 (20.0)
	0.283

	NPPV, n (%)
	1 (5.0)
	3 (8.8)
	0.604
	1 (6.7)
	3 (20.0)
	0.273


Abbreviations: ALSFRS-R, revised ALS Functional Rating Scale; PEG, percutaneous endoscopic gastrostomy; NPPV, noninvasive positive pressure ventilation.
The data are expressed as the mean ± standard deviation or median (minimum, maximum) for continuous variables and as frequencies and percentages for discrete variables. *p <0.05


Supplementary Table S2. Comparison between patients who experienced increased weight with those who experienced weight loss during L-arginine hydrochloride administration
	
	Weight increase
(n = 7)
	Weight loss
(n = 12)

	Age, years
	62.6 ± 2.5
	60.6 ± 1.9

	Sex (female), n (%)
	3 (42.9)
	4 (33.3)

	Disease duration, years
	2.7 (0.8, 4.4)
	1.3 (0.4, 4.8)

	ALSFRS-R score
	41.3 ± 4.2
	37.9 ± 6.0

	ΔALSFRS-R score
	0 (-4, 2)
	1 (-11, 1)

	ΔBody mass index, kg/m2
	0.8 ± 0.7
	-0.7 ± 0.5

	ΔSoft lean mass, kg
	1.0 ± 2.7
	-1.2 ± 1.8

	ΔBody fat mass, kg
	1.3 ± 3.0
	-0.5 ± 2.3

	ΔMNA score
	1.9 ± 1.9
	-0.3 ± 4.9

	Plasma arginine at baseline, nmol/ml
	82.5 ± 10.9
	70.2 ± 17.5

	Plasma arginine on day 90, nmol/ml
	198.6 ± 138.7
	101.7 ± 79.2

	Increased plasma arginine level on day 90, n (%)
	4 (57.1)
	1 (8.3)

	Plasma Arginine Ratio (Day 90/baseline)
	2.3 ± 1.3
	1.4 ± 0.6

	Urinary arginine at baseline, μmol/g・cre
	21.3 ± 12.2
	19.5 ± 17.9

	Urinary arginine on day 90, μmol/g・cre
	324.5 ± 508.5
	90.2 ± 230.2

	Increased urinary arginine level on day 90, n (%)
	4 (57.1)
	1 (8.3)

	Urinary Arginine Ratio (Day 90/baseline)
	11.5 ± 11.9
	2.4 ± 2.8

	ALS-related events during the intervention period, n (%)
	0
	1 (8.3)

	Any TEAEs, n (%)
	3 (42.9)
	3 (25)


Abbreviations: ALSFRS-R, revised ALS Functional Rating Scale; MNA, Mini Nutritional Assessment; TEAE, treatment-emergent adverse event.
[bookmark: _Hlk164581983]Data are expressed as the mean ± standard deviation or median (minimum, maximum) for continuous variables and as frequencies and percentages for discrete variables.
The univariate analysis comparing the groups with increased and decreased body weight during L-arginine hydrochloride administration yielded the following variables with p<0.10: ΔBody Mass Index, ΔSoft Lean Mass, Plasma Arginine on Day 90, Increased Plasma Arginine Level on Day 90, Plasma Arginine Ratio, Increased Urinary Arginine Level on Day 90, and Urinary Arginine Ratio.
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