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Supplemental Fig.1 The relationship among lipid profiles in each sex. HDL was negatively associated with TG in both sex (b, €), and LDL
did positively with TG in males(c). There was no relationship between HDL and LDL in both sex (a,d), and between LDL and TG in

females (f). Rs means Spearman's rank-correlation coefficient. P-value is based on Spearman's test.
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Supplemental Fig.2 Comparison of lipid profiles between the first blood test and the follow-up blood test. P-value is
based on Wilcoxon signed-rank test. HDL significantly decreased in both sex (a,d), and LDL did in females (e). The
others did not significantly change (b,c.f).
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Supplemental Fig.3 The relationship between lipid profiles and ABMI/month in each sex. Mann—Whitney U test showed that the decline rate
of BMI was significantly higher in males with low TG (c). Males with high HDL (a) and females with low LDL (e) demonstrated the same

trend, although not significant. There was no significant relationship in the other groups (b, d, f).
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Supplemental Fig.4 The relationship between lipid profiles and AALSFRS-R in each sex. Mann—Whitney U test showed that AALSFRS-R
was significantly higher in males with high HDL (a). Males with low TG showed the same trend, although not significant (c). There was no

significant relationship in the other groups (b, d, e, ).
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Supplemental Fig.5 The relationship between lipid profiles and %VC in each sex. Mann—Whitney U test showed that %VC was significantly
lower in males with low TG (c). This trend was also seen in males with high HDL (a) and females with low LDL (d), although not significant.

There was no significant relationship in the other groups (b, e, f).
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Supplemental Fig.6 The relationship between lipid profiles and mREE/LSTM in each sex. There was no significant

relationship between them in all groups (a- f).
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Supplemental Fig.7 The association between serum lipids and BMI-muscle metabolism index (BMM index) in
each sex. BMM index was significantly higher in males with high HDL (a) and low TG (c). There was no

significant relationship in the other groups (b, d, e, f).
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Supplemental Fig.8 Comparison of lipid profiles and the survival at the cut-off value similar to the study of Ingre, et al. Males with HDL >
55 mg/dl had longer survival than those with HDL < 44 mg/dl (a). Females showed the same trend, although not reaching significance (b).
Males with LDL < 100 mg/dl did not have a significant shorter survival than those with LDL > 100mg/dl (c¢).
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Supplement Fig.9 The relationship between LDL and hypermetabolism on the survival. Kaplan-Meier analyses and the log-rank tests
showed that patients with low LDL had a shorter survival than patients with high LDL in patients with hypermetabolism (a), although not
significant, and did not in the patients with normal metabolism (b). Patients with hypermetabolism did not have a significantly shorter

survival than patients with normal metabolism in the low LDL group (c).
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Supplement Fig.10 The relationship between TG and hypermetabolism on the survival. Kaplan-Meier analyses and the log-rank tests

showed that patients with low TG did not have a shorter survival in patients with hypermetabolism (a) and normal metabolism (b). In the

low TG group, patients with hypermetabolism did not have a significantly shorter survival than patients with normal metabolism (c).



Supplemental Fig.11

(a) Fasted overnight

1.0
©
>
S 08" |
-
U) 1
% 0.6
=
= 04 LLRA
o — Low (n=9)
© 0.2 — High (n =2)
O p=0.001
0-0 | I I I I I

0 10 20 30 40

50

1.0
0.8 |
0.6 |

0.4

0.2 |

0.0 |

(b) Using the Friedewald equation
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Supplemental Fig.11 Significance of lipid-linked risk for ALS (LLRA) as a predictive factor for poor prognosis. in

patients fasted overnight or using Friedewald equation. Kaplan-Meier analyses and the log-rank tests showed that

high lipid-linked risk for ALS (LLRA) was also a significant poor prognostic factor in patients fasted overnight (a)

and patients using Friedewald equation (b), although the number was very small.
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Supplemental Fig.12 The effect of statin on the survival. Kaplan-Meier analyses and the log-rank test showed that the survival did not
differ regardless of using statin or not (a). Patients with high HDL did not have a significantly shorter survival in patients using statin (b).

Low LDL was also a significant poor prognostic factor in women using statin as well as without statin (c).



Supplemental Table. Lipid profiles in patients stratified by using statin

Men Women
using statin without statin ~ p* using statin without statin ~ p*
HDL (mg/dl) 58 [47, 60] 63 [49, 74] 0.169 64 [58, 72] 66 [53, 80] 0.54
LDL (mg/dl) 114 [78,118] 110 (81, 127] 0.57 109101, 133] 135[110, 143] 0.169
TG (mg/dl) 126 [105, 148] 109 [72, 171] 0.46 114[81,131] 94[72, 143] 0.62
All
using statin without statin ~ p*
High HDL 2/21 (10%) 21/57 (37%) 0.024
Low LDL 5/21 (24%) 14/57 (25%) 1
Low TG 2/20 (10%) 18/57 (32%) 0.077
High LLRA 4/21 (19%) 27/57 (47%) 0.036

Data represent the median value [interquartile range]. *p < 0.05, by Fisher's exact test or the Mann—Whitney U test.

HDL, high-density lipoprotein; LDL, low-density lipoprotein; TG, triglycerides.
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