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PICO steht als Akronym fiir:[]

Population oder Patient, Problem:

Beschreibung der Gruppe von Patienten bzw. des Problems

Intervention = Technologien, diaghostisches/therapeutisches Verfahren:

Welche Intervention ist Gegenstand der gegenwartigen Untersuchung?

Comparison oder Control = Vergleichsintervention:

Was ist die Hauptalternative, mit der die Intervention verglichen werden kann?

Outcome = Zielgrole:

Was soll erreicht werden?

Bsp.:What is the effectiveness of pharmacological interventions for muscle cramps in people with ALS?



For most patients the benefits outweigh the harms. This
means that all or virtually all, patients will want and benefit
from the recommended intervention. Represented as ++ in
the text.

.. It is less clear that the benefits outweigh the harms. Many
Weak recommendation in patients would still benefit and prefer the recommended

favour intervention, but there may be greater individual variation.
Represented as + in the text.

It is less clear that the harms outweigh the benefits. Many

Weak recommendation patients would not benefit and for the intervention, but there
against may be greater individual variation. Represented as = in the
text.

For most patients the harms outweigh the benefits. This means
that all or virtually all, patients will not want and will not benefit
from the intervention. Represented as = = in the text.
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SPECIAL COMMENTARY

The importance of offering early genetic
testing in everyone with amyotrophic lateral
sclerosis
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Riluzole (Rilutek)

— Offer lifelong riluzole to all people with ALS at diagnosis. [++]

Edaravone (Radicava)

— Based on the available evidence, the panel currently does not recommend the use of
intravenous or oral edaravone outside the context of a trial. [- —]

Cell-based therapies (Stammzellen)

— The panel cannot recommend the use of cell- based treatments outside the context of
clinical trials. [ -]

AMXO0035 (Relyvrio)

— Based on the available evidence, the panel does not currently recommend the use of
AMXO0035 outside the cotext of a clinical trial. [-]

Tofersen

— In patients with progressive ALS caused by pathogenic mutations in superoxide
dismutase 1 (SOD1), offer tofersen as first- line treatment. [++]
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Non-motor symptoms affect 99% of pwMND
and are a priority for inclusion in clinical trials

Frequently co-occur and more common in long
survivors and those with worse physical function
Percentage of participants reporting symptoms:
@ Anxiety 45%

© Problematic saliva 43%

® Pain 76%
® Fatigue 76%
@ Gastrointestinal @ Apathy 40%
issues 64% @ Emotional lability 36%
© Disturbed sleep 60% g Sexual dysfunction 33%

® Low mood 50% @ Cognition 33%
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A randomized trial of mexiletine in ALS

Necroloaye 2016861474 1481 Oarety and effects on muscle cramps and progression

Mexiletine 300 mg und 900 mg/Tag ist sicher

1/3 mit 900 mg Einnahme gestoppt wegen Nebenwirkungen
Dosis-abhangige Reduktion der Krampfhaufigkeit und-starke
Mit 300 mg Abnahme:

Haufigkeit 31%
Starke 45%

Kosten in Europe (~ 500 Euro/Monat)
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Neurology. 2017 Aug 15;89(7):710-713. doi: 10.1212/WNL.0000000000004229. Epub 2017 Jul 14.

Open-label trial of ranolazine for the treatment of myotonia congenita.

Arnold WD, Kline D?, Sanderson AZ, Hawash AA?, Bartlett A2, Novak KR?, Rich MM?, Kissel JTZ.

+ Author information

Abstract
OBJECTIVE: To determine open-label, pilot study whether ranolazine could improve signs and symptoms of myotonia and muscle stiffness
in patients with myotonia congenita (MC).

METHODS: Thirteen participants were assessed at baseline and 2, 4, and 5 weeks. Ranolazine was started after baseline assessment (500
mg twice daily), increased as tolerated after week 2 (1,000 mg twice daily), and maintained until week 4. Outcomes included change from
baseline to week 4 in self-reported severity of symptoms (stiffness, weakness, and pain), Timed Up and Go (TUG), hand grip and eyelid
myotonia, and myotonia on EMG.

RESULTS: Self-reported severity of stiffness (p < 0.0001) and weakness (p < 0.01) was significantly improved compared with baseline. TUG
and grip myotonia times were reduced (p = 0.03, p = 0.01). EMG of the abductor digiti minimi and tibialis anterior showed significantly
reduced myotonia duration (p < 0.001, p < 0.01) at week 4. No participant discontinued ranolazine because of side effects.

CONCLUSIONS: Ranolazine appeared to be well tolerated over a period of 4 weeks in individuals with MC, and ranolazine resulted in
improvement of signs and symptoms of muscle stiffness. The findings of this study suggest that ranolazine should be investigated in a larger
controlled study.

CLASSIFICATION OF EVIDENCE: This study provides Class |V evidence that ranolazine improves myotonia in myotonia congenita.
© 2017 American Academy of Neurology.
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Open-label pilot study of ranolazine for cramps in amyotrophic
lateral sclerosis
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1Department of Neurology, University of
Kansas Medical Center, Kansas City, Kansas Abstract

2Department of Neurology, University of Introduction/Aims: Neuronal hyperexcitability (manifested by cramps) plays a
g':f'g;:h::jth Sciences Center, Oklahoma pathological role in amyotrophic lateral sclerosis (ALS), and drugs affecting it may

3Department of Neurology, University of help symptomatic management and slow disease progression. We aimed to

Missouri System, Columbia, Missouri determine safety and tolerability of two doses of ranolazine in patients with ALS and
Correspondence evaluate for preliminary evidence of drug-target engagement by assessing muscle
Swathy Chandrashekhar, Department of cramp characteristics.

Neurology, University of Kansas Medical
Center, Kansas City, 5540 Fairway Road,
Fairway, KS 66205. uals with Al S in twao seanential cohorts: 500 me (cohart 1) and 1000 me (cohort 2) arallv

Methods: We performed an open-label dose-ascending study of ranolazine in 14 individ-




Open-label pilot study of ranolazine for cramps in amyotrophic lateral sclerosis
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« Consider sodium blockers (ranolazine, quinine sulfate,
mexiletine, carbamazepine), gabapentine, pregabalin, and
baclofen for the management of cramps as symptomatic
treatment. [+]

e Start quinine sulfate at low doses (100 to 200 mg per day)
and monitor for cardiac adverse events before and after
prescription. [++]
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Emotionale Labilitat, Speichelfluss, Sprech- und
Schluckstorung
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Neurotherapeutics (2017) 14:762-772
DOI 10.1007/s13311-016-0508-5
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ORIGINAL ARTICLE

Enhanced Bulbar Function in Amyotrophic Lateral Sclerosis:

The Nuedexta Treatment Trial

Richard Smith’
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Abstract The goal of this randomized, blinded, crossover
clinical trial was to determine whether Nuedexta (dextrome-
thorphan and quinidine) enhanced speech, swallowing, and
salivation in patients with ALS. Sixty patients with amyotro-
phic lateral sclerosis (ALS) received either Nuedexta or pla-
cebo for 28 to 30 days, followed by a 10 to 15-day washout
period. Subsequently, patients were switched to the opposite
treatment arm for the remaining days of the trial. The primary
endpoint was a reduction in the self-report Center for

L lnnémnmin crmmlamennéan maatamial Tha awlinn craenine AF dlhin astinla

Neurologic Study Bulbar Function Scale (CNS-BFS) score.
The rater-administered ALS Functional Rating Scale Revised
was the principal secondary endpoint. The CNS-BFS score
improved with active treatment, decreasing from a mean of
59.3 in the placebo arm of the trial to 53.5 during the drug-
treatment arm (p < 0.001). Each of the individual domains of
bulbar function interrogated bv the CNS-BES responded to

treatment with Nuedexta as follows: salivation: 15.8 versus
14.3 (p = 0.004); speech: 24.6 versus 22.2 (p = 0.003);
swallowing: 18.9 versus 17.1 (p = 0.009). Similarly, the bulbar
component of the ALS Functional Rating Scale Revised im-




In people with ALS who experience sleep difficulties, identify and treat the

underlying cause. For example:

* Anxiety

* Respiratory insufficiency

* Pain

* Muscle cramps

« Emotional distress, depression

» Sleep apnoea

« Inability to move/deficient spontaneous mobility at sleep

» Restless legs syndrome (jedes unangenehme Gefuhl: schlimmer in der 2.
Tageshalfte/Nachts; nie beim Erwachen, rasche Besserung durch Bewegung)

* Nocturia

 Stiffness. [++]
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EAN Guideline 6d. Pain H

» Actively assess for pain. [++]

« identify and treat the cause or combination of causes (e.g., cramps, spasticity,
malpositioning, frozen shoulder, stiff joints, joint immobility, pressure on the
joint, sores on the skin, discomfort due to restless legs syndrome). [++]

» For the management of joint pain, consider targeted steroid injections. [+]

8]

Locher, H. Therapeutische Injektionen im Schulterbereich. Manuelle Medizin 47, 434-441
(2009)
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EAN Guideline Chapter 4. Nutrition (Ernahrung) H

» Discuss gastrostomy at an early stage, and at
regular intervals

« taking into account the person's preferences
and issues, such as ability to swallow, weight
loss, respiratory function, effort of feeding and
drinking, and risk of choking.

» Be aware that some people will not want to
have a gastrostomy. [++]

* In case of respiratory insufficiency, first
introduce NIV (Nicht-invasive Heimventilation)

8.September 2024 | www.kssg.ch 20



5¢. Respiratory insufficiency (Atemschwache) H

* NIV (Non-invasive) ventilation (Heimventilation) should be offered to all patients
with ALS with either symptoms, signs, or laboratory investigations supportive of
respiratory insufficiency. [++]

— Erste Symptome
— Frihmorgendliche Kopfschmerzen
— Fehlende Erholung durch Nachtschlaf
— Tagesmudigkeit/Abgeschlagenheit
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onclusion: The landscape of ALS therapies is rapidly changing...
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