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Supplemental Table 1. Sex specific biomarker quartiles

Leptin (ng mL’l) Adiponectin (ug mL'l) hs-CRP (mg L'l)

Men
Bottom quartile -3.58 -4.50 -0.55
2" quartile >3.58-6.91 >4.50-5.99 >0.55-1.13
3™ quartile >6.91-11.69 >5.99-8.84 >1.13-2.89
Top quartile >11.69- >8.84- >2.89-
Women
Bottom quartile -9.01 -7.12 -0.64
2" quartile >9.01-18.59 >7.12-11.99 >0.64-1.17
3™ quartile >18.59-30.89 >11.99-15.89 >1.17-2.65
Top quartile >30.89- >15.89- >2.65-




Supplemental Table 2. Association of selected sociodemographic and clinical variables with leptin,

adiponectin and hs-CRP serum values

Leptin (ng mL™Y)

Adiponectin (pg mLY)

hs-CRP (mg L)

N geometric mean p-value geometric mean p-value geometric mean p-value

Age (years)

<65 336 7.8 7.2 1.17

265 455 9.0 %0.11 9.2 *<0.001 1.49  ?0.004
Sex

Male 469 5.8 6.6 1.38

Female 322 14.8 °<0.001 11.5 <0.001 1.29 ®0.36
BMI (kg m?)

<25 373 5.4 9.8 1.00

225 418 12.7 °<0.001 7.2 °<0.001 1.76  <0.001
School education

< 10" grade 385 8.3 8.3 1.61

> 10" grade 403 8.6 0.92 8.3 0.21 1.13  °<0.001
Smoking

Never 415 8.8 8.7 1.33

Ever 372 8.1 0.25 7.8 0.75 1.33 0.98
Occupational work intensity

Light 331 8.6 8.5 1.25

Moderate to heavy 443 8.4 0.40 8.1 0.19 1.43 0.20

¢ adjusted for case-control status, and sex
® adjusted for case-control status, and age
¢ adjusted for case-control status, sex and age



Supplemental Table 3. Pearson correlations of age at baseline, ALS-FRS and diagnostic delay with
biomarkers

Leptin® Adiponectin® hs-CRP*

r 0.027 0.281 0.150
Age
p 0.65 <0.01 0.01
r -0.126 -0.117 -0.227
ALS FRS
p 0.03 0.05 <0.01
. . r 0.040 0.068 -0.012
Diagnostic delay
0.50 0.25 0.84

® Log transformed

Supplemental Table 4. Univariate associations with survival in ALS cases

HR (95% confidence interval)

Sex

Male 0.72(0.49, 1.06)
Age (years) 1.04 (1.02, 1.06)
ALS FRS 0.94 (0.92, 0.96)
Onset site

Bulbar 0.99 (0.66, 1.48)

Diagnostic delay (month) 1.00 (0.96, 1.05)
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Supplemental Figure 1. Unadjusted survival probability by sex specific quartiles of leptin (N=277),
adiponectin (N=279) and hs-CRP (N=279) ALS patients
% log-rank test p-value for equality over quartiles
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Supplemental Figure 2. Median survival time (bold line) (with 95% confidence band (dotted lines)) of ALS

patents after baseline visit in month by leptin levels, adjusted for age, diagnostic delay, site of onset and

ALS-FRS.



