Introduction

Amyotrophic lateral sclerosis (ALS) is a progressive, neurodegenerative, and fatal syndrome involving both upper and
lower motor neurons, throughout which ubiquitinated proteinaceous inclusions may be found. Although the disease is
characterized primarily by motor symptoms, cognitive and/or behavioral deficits may also occur in up to 50% of patients
with ALS. There is generally a significant variation in clinical presentation, site of onset, and distribution of upper and
lower motor neuron involvement.'?

The incidence of ALS is about 1 to 2 individuals per 100,000 per year, and the prevalence is about 4 to 8 individuals per
100,000.>* The prevalence is projected to increase by 69% by 2040.° The lifetime risk of an individual developing ALS is
about 1 in 400.% Men are impacted more commonly than women, and the peak age at which the disease presents is in
the 50s and 60s.2* The impact of this disease is demonstrable, as individuals with ALS progressively lose many of their
functional abilities, and their lifespan is truncated.’

Screening and Diagnosis

ALS is underrecognized and underdiagnosed, and it may take 10 to 16 months between symptom onset and definitive
diagnosis.! A prompt referral to an ALS specialist is appropriate for patients who present with progressive and
asymmetric muscle weakness in the absence of pain or sensory loss. The ALS Association provides an efficient tool,
ThinkALS, to aid clinicians in recognizing and referring suspected cases of ALS for further evaluation and diagnosis.’
While awaiting referral to an ALS specialist, it is vital that clinicians provide symptomatic treatment to improve patient
quality of life.°

Treatment Options

The management of ALS is comprehensive, multifaceted, and holistic. A treatment plan may be comprised of
symptomatic management, disease-modifying therapy (DMT), interprofessional/multidisciplinary care, and clinical trial
enrollment, all of which may improve quality of life, prolong survival, and reduce hospitalization for patients with
ALS.Y210 |n addition, the American Academy of Neurology recommends that cognitive and behavioral screening,
interventions for respiratory insufficiency, fall interventions, end-of-life planning, communication support, and
nutritional interventions be incorporated into the treatment plan as well.1?

To date, 3 DMTs have been approved by the United States Food and Drug Administration (FDA) for the treatment of
ALS: riluzole, edaravone, and tauroursodeoxycholic acid/sodium phenylbutyrate (TUDCA/NaPB), all of which have
demonstrated significant benefit and acceptable safety in patients with ALS.}*'* In addition,
dextromethorphan/quinidine is FDA-approved for the treatment of pseudobulbar affect, a potential symptom of ALS.*

Key Considerations

Interprofessional, multidisciplinary, team-based care is the standard of care for managing patients with ALS.
Symptomatic management is a cornerstone of treatment for patients with ALS. However, DMTs are also incorporated
into the treatment plan.’®'”18 Rational polypharmacy, that is, the combined use of DMTs, may be considered to optimize
outcomes for patients with ALS.*®

Access to an ALS clinic providing multidisciplinary, team-based, and specialized care is a critical challenge for patients
affected by the disease, with approximately half of patients living more than 50 miles from an ALS specialty center.
Telemedicine and remote monitoring may mitigate this problem and should be considered for some patients.'9
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