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Amyotrophic Lateral Sclerosis Background

« Is relatively rare 2.5 cases per 100 000 person years

« ALS leads to death within 3-4 years after diagnosis

« Higher BMI is associated with better prognosis
« Blood lipids may be associated with prognosis
« Incidence may be lower in diabetes patients

« Inflammation may play a role
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Study population

Ncases ALS-cases Ncontrotls  Control subjects
Age (years), mean (SD) 289 65.7 (10.5) 506 66.3 (9.8)
Sex
2

Male, N (%) 89 172 (59.5) >06 301 (59.5)
School education, N (%)

< 10" grade 289 161 (55.7) 503 226 (44.9)

> 10" grade 128 (44.3) 277 (55.1)
Smoking

Ever, N (%) 286 132 (46.2) 244 (48.3)
BMI (kg m'z), mean (SD) 589 24.6 (4.1) 404 26.5 (4.0)

Overweight (= 25 kg m™), N (%) 115 (39.8) 303 (60.2)
Family history of ALS, N (%)

Positive 284 11 (3.9) >06 2 (0.4)
Leptin (ng mL™) , median (Q1, Q3) 287 7.3(3.7,13.1) 504 9.7 (5.3, 19.9)
Adiponectin (ug mL'l) , median (Q1, Q3) 289 9.6 (6.2, 15.0) 506 7.5(5.2,12.7)
hs-CRP (mg L"), median (Q1, Q3) 289 1.29(0.64, 3.22) 505 1.14(0.65, 2.80)
Diagnostic delay (month), median (Q1, Q3) 288 5.0(2.8,9.0)

Diagnosis to baseline visit (month), median (Q1, Q3) 289 3.6(2.1,5.9)
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Figure 1. Adjusted Odds Ratios (ORs) for ALS with sex specific quartiles of leptin, adiponectin and CRP

a stratified for age and sex

b additionally adjusted for school education, occupational work intensity, smoking (ever), family history of ALS
¢ as P but mutually adjusted for leptin, adiponectin and hs-CRP

d as ¢ but additionally adjusted for Body mass index (BMI) ¢ p-value for trend over quartiles
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Patients by survival status

Age (years), mean (SD)
Sex
Male, N (%)

BMI (kg m'z), mean (SD)

Leptin (ng mL'l) , median (Q1, Q3)
Adiponectin (ug mL‘l) , median (Q1, Q3)
Hs-CRP (mg L™), median (Q1, Q3)
Diagnostic delay (month), median (Q1, Q3)
ALS-FRS, median (Q1, Q3)

Npeceasea Deceased (N=104) Ngyniveda Survived (N=175)
104 68.9 (10.3) 175 63.9 (10.2)
104 56 (53.9) 175 114 (65.1)
104 24.0 (4.2) 175 24.8 (4.0)
104 7.2 (3.5,13.3) 173 7.3(3.8,12.3)
104 10.2(7.5, 15.2) 175 9.2 (5.8, 14.5)
104  1.64(0.70, 3.18) 175  1.17(0.61, 3.29)
104 3.0(2.0, 6.0) 175 6.0 (3.0, 9.0)
103 36 (32, 41) 175 41 (37, 43)
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Figure 2. Hazard ratio for mortality by sex specific quartiles of leptin, adiponectin and hs-CRP among ALS patients
a Stratified for sex

b additionally adjusted for age, diagnostic delay, site of onset and ALS-FRS

¢ as P but mutually adjusted for leptin, adiponectin and hsCRP

d as ¢ but additionally adjusted for Body mass index (BMI) ¢ p-value for trend over quartiles
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Figure 2. Median survival time (95% confidence band) of ALS patents after

baseline visit in month by leptin level. Adjusted for age and sex, diagnostic delay,
site of onset and ALS-FRS.
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Main findings

« Leptin and adiponectin were independently associated with odds of
ALS

« Higher leptin levels were further associated with longer survival of
ALS patients
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Limitations

« Cross sectional association in case-control study (samples taken
after diagnosis)

« Participation rate lower in controls (19% vs. 65% in cases)
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ALS - Meldungen pro Klinik

N=1751 ALS-MeIdungen (enthalt Mehrfachmeldungen)

Meldende Klinik Anz.
Aalen Ostalb-Klinikum i 17
Allensbach Singen Heg B-Klinikum, Schmieder Klinik [T 41
Augsburg Klinikum CTT TN i7
Bad Mergentheim Caritas-KH Wi 20
Bad Wimpfen 1
BWEK Ulm Il 17
Dietenbronn Fachklinik fir Meurologie T 24
Esslingen Klinikum ] 16
Friedrichshafen m 12
Géppingen Christophsbad C T 7
Glanzburg Bezirkskrankenhaus m 7
Heidenheim Kliniken Landkreis gGmbH m 13
Heiloronn SLK Klinikum am Gesundbrunnen (T T 50
Kaufbeuren Bezirkskrankenhaus (LTI 33
Klinik Memmingen I 16
Klinikum Kempten ] 6
Klinikum Reutlingen 1
Konstanz Kliniken Schmieder In] 7
LMU Minchen / FBI I 15
Ludwigsburg Meurologische Klinik [T 1A 53
Praxis Dr. Freund i} ]
Ravensburg Oberschwabenklinik [T 21
Rottweil Vinzenzvon Paul Hospital gGmbH 1] 19
Schwabisch Hall Diakonie-Klinikum gGmbH [T 28
Sigmaringen Kliniken Landkreis GmbH (i1} 18
Sindelfingen-Béblingen Klinikum =1 28
Singen EMSA Meuroradiolog. Praxis m 7
Stuttgart Burgerhospital Klinikum T TN a8
Stuttgart Marienhospital T [ Tl 122
TU Minchen m 10
Tiibingen Meurologische Universitatsklinik CT 1T 80
Ulm Universitatsklinikum | | | 752
LIni Freiburg | 1
Uni Heidelberg m g8
Uni Wirzburg m g
W3 Schwarzwald Baar Klinik 11 28
Wangen Fachklinik (Waldberg-Zeil Kliniken) | 4
Winnenden Klinik fir Meuralogie m___ e — 8
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ALS - Meldungen pro Klinik (ohne Ulm-Uni)

N =999 ALS-MeIdungen (enthalt Mehrfachmeldungen)
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