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gesundheit

Von GIUSEPPE DI GRAZIA und
JAN SCHWEITZER

einen Italiener unfassbar leise. Er

ist ein zierlicher kleiner Mann mit
Brille, Staatsanwalt am Turiner Gericht,
zustindig fiir Umwelt und Gesundheit.
»Grofinquisitor* nannte der ,Corriere
della sera”™ den 62-Jihrigen wegen seiner
gestrengen Verhore italienischer Sportler.

Seit fiinf Jahren ermittelt Guariniello in
der Welt der Kicker wegen Betrugsver-
dachts. Dabei stief er auf die Nerven-
krankheit ALS. Es schien eine mysteriése
Hiufung von Fillen zu geben. Vom For-
schungsinstitut des italienischen Gesund-
heitsministeriums hatte der Ermittler die
Biografien von 24000 Spielern der drei
Profi-Ligen aus den Jahren 1960 bis 1996
sichten lassen. Spezialisten stoberten in
Krankenakten und Spielberichten, sogar
in Fuflball-Sammelheften, die sie auf
Flohmirkten erstanden.

»Die Ergebnisse waren fiirchterlich®
erzihlt Guariniello. Demnach sind Fuf3-
baller fiir gewisse Krankheiten weit anfilli-
ger als der Durchschnitt der Bevolkerung.
Die Forscher fanden 420 anormale Todes-
fille — darunter acht ALS-Opfer. ,,Laut
Statistik hitten es aber nur 0,61 sein
diirfen sagt Guariniello, ,nicht einmal ei-
ner! In ganz Italien leiden 4000 Patienten
an ALS.

Die Experten beschlossen, auch die Zeit
nach 1996 zu untersuchen. ,,Bis heute sind
28 weitere Puflballer an ALS erkrankt, acht
davon sind gestorben®, sagt Guariniello.
Zu den Opfern zihlen Giorgio Rognoni, er

Raffaele Guariniello spricht leise, fiir
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In den lta"ilénrschen Prefi-Ligen
erkrankten auffallig viéle FuBbalier an ALS. /
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links), hier 1993
mit seiner Mann-
schaft Sampdoria
Genua, starb 2002
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Lebenszeitrisiko
Frauen 1:1200
Manner 1:800

Erkrankungsgipfel um das 60. Lebensjahr
Sporadische ALS
Familiare ALS (5-10%)
Beginn:
Extremitaten (spinal) oder
Sprech/Schkluckstdérung (bulbar)

Neuerkrankungen pro Jahr: 2/100000

Krankenstand: 5-9/ 100000
20.000 USA
28.000 Europa
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Kantonsspital H““ Muskelzentrum/ALS Clinic
St.Gallen

AMYOTROPHE LATERALSKLEROSE (ALS)

eine neuromotorische Erkrankung

NEURON=NERVENZELLE
MOTORIK= BEWEGLICHKEIT
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. Gewichtsverlust

- vegetative Symptomatik (Schwitzen, Jucken)
Kein Dekubitus

- Selten Parkinsonsymptome

Demenz (10%)

- kognitive Storungen (60%)

Verlust an Wortgewandtheit

Emotionale ,Abgestumpftheit"

Gestorte Entscheidungsfahigkeit

Verlust an Planungsfahigkeit
Verlust der Einsichtsfahigkeit
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Neues = Forschung

= Ursache

= Modelle

= Zellkulturen
= Tiermodelle
= Klinische Forschung

= Therapie
= Tiermodelle

= klinische Studien

= Symptomatische Therapie = Symptomkontrolle
= Krankheitsverzégerung/-stop

= Verschiedenes
= Epidemiologie
= Lebensqualitat
= Spiritualitat
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Anryotrophic Lateral Sclevosiz, 200125 13: 351-356 informa
haalhrane
REVIEW ARTICLE

Is head trauma a risk factor for amyotrophic lateral sclerosis?
An evidence based review

CABRMEL ARMON! & LORENE M. NELSON®

" Tifts University School of Medicine Baystate Medical Genter, Springficld, Massachusetts, and 2 Stanford Unizersity
School of Medicine, Stanford, Califormia, USA

Abstract

Our ohjective was to evaluate the epidemiological litersture regarding the association between trauma to the head and
ALS, in order to determine if rauma to the head is a risk factor for ALS. A Medline literature search was conducted for
the pericd between 1980 and October 2010 using the search terms: ("head trauma’ OR “head imjury”) AND (ALS OR
‘amyotrophic lateral sclerosis” OR MND OR *motor neuron disease’). The references of primary articles and reviews were
checked to assure completeness of the search. Articles with primary data and referemce groups were reviewed. The
American Academy of Meurology evidence based method for classification of evidence for inferming causality and assigning
level of conclusion was used. Twelve of 14 articles publshed since 1980 met the mchusion criteria. One class 1T article and
three class IT1 articles showed an sssociation hetween a single mstance of head trauma and ALS that did not exceed what
might be seen due to chance alone. Eight class IV evidence articles could not inform conclusions. We concluded that
evidence based analysis of the epidemiclogic litersture does not permit concluding that a single instance of head trauma
is & risk factor for, or causes, AlS (Level U conchasion).

Key words: Amyotrophic lateral sclerosis, analytic epidemiology, evidemce based revies, assaciation, causation
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Toshio Shimizu et al. Reduction rate of body mass index predicts prognosis for survival in
amyotrophic lateral sclerosis: A multicenter study in Japan
June 2012, Vol. 13, No. 4 , Pages 363-366
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Anryotrophic Lateral Sclerosis, 2012; 13: 372-377

informa

hieakhirane

ORIGINAL ARTICLE

Reducing systemic hypermetabolism by inducing hypothyroidism
does not prolong survival in the SOD1-G93A mouse

JTA LI, JILL M. PAULSON, FELIX D.YE, MINHEE SUNG, ANTHONY N. HOLILENBERG
& SEWARD B. RUTKOVE

Deparoment of Newrology and Departmient of Medicine, Division of Endocrinologry, Beth Ierael Deaconess Medical Center,
Boston, Massachusetts, U%A

Abstract
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Bernadett Kalmar et al. Treatment with a coinducer of the heat shock response delays muscle
denervation in the SOD1-G93A mouse model of amyotrophic lateral sclerosis
June 2012, Vol. 13, No. 4 , Pages 378-392
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Muscle Nerve. 2010 Sep;42(3):379-84.

Motor unit number index (MUNIX): a novel neurophysiological technique to follow disease
progression in amyotrophic lateral sclerosis.

Neuwirth C, Nandedkar S, Stalherg E, Weber M.

Neuromuscular Diseases Unit and Kantonsspital St. Gallen, St. Gallen, Switzerland. Christoph.neuwirth@kssg.ch

Abstract

Motor unit number estimation techniques in amyotrophic lateral sclerosis (ALS) patients are technically challenging and time-consuming. The Motor
Unit Number Index (MUNIX) is a novel technique based on surface-EMG recordings and requires only 3-5 minutes per muscle. The objective was to
explore the feasibility of longitudinal MUNIX measurements in ALS patients. In seven patients enrolled in a clinical trial, eight muscles were studied
every 2 months for up to 15 months in addition to the revised ALS-functional rating scale, slow vital capacity, and compound muscle action
potentials. The method was well tolerated and easy to perform. Initial MUNIX measures were significantly reduced compared to controls (487 +/-
194 vs. 1459 +/- 113; P < 0.001). Relative drop from baseline paralleled the clinical course and was greater than the drop of other markers of
disease progression. MUNIX measurements in multiple muscles are suitable for serial neurophysiologic investigations in ALS. Further longitudinal
data are needed for reliability validation.

PMID: 20589888 [Publded - indexed for MEDLINE]
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ORIGINAL RESEARCH ARTICLE
published: 25 Dctobar 2012
doic W0.3380Mpsyg 2012.00443

Attitudes toward assisted suicide and life-prolonging
measures in Swiss ALS patients and their caregivers

Ralf Stutzki™*, Ursula Schneider?, Stella Rerter-Theil " and Markus Weber?
T Clinicai Ethics Sypport and Accompenying Reseasrdh, Lniversity Hospits BssefPsychistic Uniersity Hospials Bssel, inssiut 10 Gio- und MedEin Ctfk, Unkersity

o Basel, Base| Switzeriand

? MusieizeRLmALS Cibic, Ksmonsspital 5t Galen, 5t Gailen, Switzetand

Eiited by
Francesco Fagrini, Cathalic University
of NAisn, sl

Rewlewed by

Elan Maum Marzon, [sitwo
Auxoiogico isilano IRCCS, Raly
Francesco Fagrini, Cathalic University
of NAlisn, sl

*Comespondence:

Raif Stutad, Cihical BEnEs Sugport
and A Coompanying ReseaEitn,
Lniversitdre Psyctistische Kiinlken,
Schanzenstmsse 13, 4058 Base|
Switreriand

e-mail: rait st SunbEs. o

Objectives: In Switzerland, assisted suicide (AS] is legal, provided that the person sesking
assistance has decisional capacity and the person assisting is not motivatad by reasons
of salfinterast. However, in this particular satiing nothing is known about patients’ and
their caregivers’ attitudes toward AS and life-prolonging measures. Methods: Data was
retrieved through validated questicnnaires and personal intarviews in 33 patients and their
caregivers covering the following domains: physical function according to the revised Army-
otrophic Lateral Sclerosis Functional Rating Scale (ALSFRS-A], demographic data, guality of
lifa, anxiety, deprassion, social situation, spirituality, burden of disease, life-prolonging, and
life-zhortening acts. Results: In patients the median time after diagnosis was 9 months (2-
90) and the median Amyotrophic Lataral Sclarosis (ALS) FRS-A score was 37 (22-48). The
rmajority of patients [(24%; n =231) had no dasire to hasten death. Pationts” and caregivers’
attitudes toward Percutaneous Endoscopic Gastrostomy (PEG) and Non-InvasiveVentilation
{MIV) differed. Significanthy more patients than caragivers (21.2 varsus 3.1%) stated that
they were against NIV {p = 0.049) and against PEG (273 varsus 3.1%; p =0.031). Answears
regarding trachectomy weare not significantly differant (p=10.139). Caregivers scored sig-
nificanthy higher levels of "suffering” (p=0.007], "lonaliness” (p=0.008], and “srmotional
distress” answering the guestionnairas (p <= 0.001]. Suffering (p = 0.026) and loneliness
o = 0.018} were related to the score of the Hospital Anxiaty and Depression Scale (HADS)
in patients. Conclusion: A liberal legal =atiing does not necassarily promote the wish for
A5, However, the dasire to discuss AS is prevalent in ALS patients. Thera is a higher lewal
of suffering and loneliness on the caregivers’ side. A longitudinal study is warranted.

Keywords: ALS, motor neuron disease, quality of ife, depression, end of Iite
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Tetrahydrocannabinol (THC) for cramps in
JNNP amyotrophic lateral sclerosis: a randomised,
double-blind crossover trial
M Weber, B Goldman and S Truniger

J Neurol Neurosurg Psychiatry 2010 81: 1135-1140 originally published
online May 24, 2010

doi: 10.1136/jnnp.2009.200642
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Table 1.

Summary of Studies Manipulating the Endocannabinoid Svstem in fnn Virre and In Five Models of ALS

Manipulation of

Dose and Onset of

Smg'kg presymptomatically

=

CB; receptors but with lower affinity than A’ THC

Endocannabinoid Potential Mechanism of Action Effects in ALS Models Ref.
Treatment
System
- In vive- o Delayed disease progression in SOD1 muce | [87]
WIN-55,212-2 P Activation of CB, and CB: receptors. . o _
Fmg/kg from symptom onset 4% mcrease in lifespan of SOD1 mice [B4]
o ke Extended lifespan of S0D1 mce by 11%
AM-1241 _ dnvivo:3mglkg Selective CB; receptor agonist = EEE 84
0.3mg/kg from symptom onset Extended lifespan of SOD1 mice by 7%
AM-1241 fnvivo: 1_mg-’_l-:g presympte- Selective CB, receptor agomnist Delayed disease progression m S0D1 muce | [38]
matically
APTHC In vivo: Activation of CB, and CB, receptors, also recep- | Delayed disease progression in SOD1 nuce [85]
20mgkg from symptom onset tor ndependent anh-oxidative actions and extended lhifespan by 3% )
APTHC b vitro: 0 5uM Acm'ntmjn of CB, and C ]?l; rtt-tep.mrs_ ﬂl.m Tecep- -_"‘I-E"L]Iﬂpll'll'fl'E'E?li'E' ngﬂmsrl-:amalje mledjated (53]
tor mdependent ant-oxidative actions toxicity In motor neurons in vitre
In vivo: Non-psychoactiv bmoid. Binds to CB, and
Cannahinol e Ofi-pEycliaactive canabmole. Smes o L= Delayed disease onset in 50D1 mice [143]

Faah ablation

In vive: From conception

Elevated AEA levels

Delayed disease progression in S50D1 mice

[87]

CB, receptor
ablation

In vivo : From conception

Ablates potential nenroprotective contmbution of
CB, receptors

Extended lifespan i SOD1 mice by 13%

[87]

Several manipulztions of the endocannabinmd system havve been tested m models of ALS, with varving results. This table summmanses the results of these studies to date.

Bilsland LG, Greensmith L. Curr Pharm

Des. 2008;14(23):2306-16. Review
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AM-1241 (0.3 mg/kg)

An.nm?‘“

0 5 10 15 20 25 30 35 40 45 50 55 60

AM-1241 (3.0 mgikg)

ﬁ-: 0.0005***

0 & 10 15 20 25 30 35 40 45 50 55 60
Survival interval

___(Days after symptom onset)

naritJrsspiialr oL

J Neurochem. 2007 Apnl ; 101(1): 87. do1:10.1111/5.1471-4159.2006.04346 x.

The CB2 cannabinoid agonist AM-1241 prolongs survival in a
transgenic mouse model of amyotrophic lateral sclerosis when
initiated at symptom onset

Jennifer L. Shoemaker, Kathryn A. Seely, Ronald L. Reed, John P. Crow, and Paul L. Prather
Department of Pharmacology and Toxicology, College of Medicine, University of Arkansas for
Medical Sciences, Litlle Rock, Arkansas, LSA

CB2-mRNA CB1-mRNA
(a) Go3A spinal cord (age in days)
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18F_ Amyloid tracer
177Lu-DOTATATE (SSR)

18F-Folate (FR-receptor
8 F-ABP (mGIuR5)
18F-RGD (integrin) é

77l u-Folate (FR-receptor)

é %3Ga-DOTATATE (SSR)
Na'®F (bone scan)
18F-Fallypride (D2-R) 18F-FDG (cell proliferation)
'8F-Altanserin (5HT,4-R) 18F_Cholin (cell proliferation)
6 18BF-MISO (hypoxia) 18F_-DOPA (Dopmain pool)
18F-FECNT (DAT) 18F-FET (cell proliferation)
'®F-PBR06 (TSPO) NC-ABP (mGIuR5)
o 177Lu-Anti L1cam mAb MC-PIB (p-Amyloid)
"""Lu-FAP mAb C-Raclopride (D2 receptors)
11C-CB2 ligands "C/'%F-vulnerable plaque tracer 150-H,0/13N-NH;, (flow)
Pre-clinical in clinical Clinically Clincal
development development aproved routine
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Ursache fiir Nervenerkrankung ALS gefunden
Forscher wollen die Ursache flr die amyotrophe Lateralsklerose ARTIKEL EMPFEHLEN

gefunden haben. Das kénnte zu wirksameren Medikamenten fihren und

der Krankheit den Schrecken nehmen. 3 0
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ggﬁ)es Gen (1993) Superoxiddismutase
Weitere Gene: ALSIN (ALS2), VAPB,
Dynactin, TDP-43, FUS, Optineurin,
UBQLN2,C90RF72, Profilin und andere.
Bei sporadischer ALS Suche nach
sogenannten Risikogenen (susceptibility
genes)
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Genetische Mutationen in der Schweiz

= SOD

= TDP 43

= Optineurin
= Ubiguinin 2
= C90ORF72

26.10.2012 Kantonsspital St.Callen — ein Unternehmen, drei Spitaler. St.Gallen Rorschach Flawil Referent / Bereich



Kantonsspital H H H Muskelzentrum/ALS Clinic
St.Gallen

SUPEROXIDDISMUTASE (SOD)

= Enzym katalysiert die Umwandlung von giftigen Anionen zu
Wasserstoffperoxid (H,O,)

= 156 unterschiedliche SOD Mutationen



Fehlen der Superoxiddismutase (SOD) erzeugt keine
ALS
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