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ALS treatment is evolving from symptom

management to disease-modifying

strategies gene therapies, antisense

drugs, & neuroprotective agents promise

real impact

AUSTIN, TX, UNITED STATES, July 2,

2025 /EINPresswire.com/ --

Amyotrophic Lateral Sclerosis (ALS),

often known as Lou Gehrig’s disease, is

a fatal neurodegenerative disorder that

progressively destroys motor neurons,

leading to paralysis and death. It

remains one of the most complex and devastating neurological diseases, with a prognosis of just

2 to 5 years post-diagnosis for most patients. However, the landscape in 2025 reflects significant

progress. With deeper genetic insights and a diversified therapeutic pipeline, ALS is transitioning

from symptom management toward disease modification.

ALS, once incurable, is

seeing remarkable progress.

With gene interventions and

neuroprotective molecules

entering late-stage trials, the

vision of slowing or halting

progression is closer than

ever.”
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ᾞ� Disease Overview

ALS causes the degeneration of both upper and lower

motor neurons, disrupting voluntary muscle activity. This

leads to severe muscle wasting, difficulties in swallowing

and breathing, and ultimately, respiratory failure. While

about 90% of ALS cases are sporadic, the remaining 10%

are familial, frequently linked to mutations in genes such

as SOD1, C9orf72, TARDBP, and FUS.

Diagnosis is typically clinical, supported by electromyography (EMG), nerve conduction studies,
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and exclusion of mimicking conditions. Biomarker development is ongoing, aiming to enable

earlier diagnosis and patient stratification for clinical trials.

ἰ� Epidemiology & Market Landscape

Globally, ALS affects an estimated 2–5 people per 100,000, with an annual incidence of 1–2 per

100,000. The disease is more common in individuals aged 55–75 and is slightly more prevalent in

men. Due to its high mortality and lack of curative therapies, ALS qualifies for orphan drug status

in major markets. This regulatory incentive, combined with strong advocacy and rising R&D

investment, is accelerating the therapeutic pipeline.

The ALS treatment market, valued at around USD 2 billion in 2024, is projected to grow steadily

with the entry of novel disease-modifying therapies over the next five years.

Ὀ� Current Treatment Paradigm

The current standard of care is limited to supportive and symptomatic therapies. These include:

-  Riluzole: Approved in 1995, it modestly extends survival by a few months by reducing

glutamate-mediated excitotoxicity.

-  Edaravone: Approved in 2017, it acts as a free radical scavenger, slightly delaying functional

decline in early-stage ALS.

-  Nuedexta: Although not approved specifically for ALS, it is commonly used to manage

pseudobulbar affect (PBA), improving emotional stability.

While helpful, these therapies do not halt or reverse the disease, highlighting a clear unmet need

for disease-modifying approaches.
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ὒ� Pipeline Innovation and Competitive Momentum

The ALS pipeline in 2025 is driven by a multi-pronged approach, including gene silencing,

neuroprotection, immunomodulation, and cellular therapies. Key areas of innovation include:

Gene-Targeted Therapies

-  Biogen’s Tofersen, an antisense oligonucleotide (ASO) targeting SOD1 mutations, has shown

promise in reducing SOD1 protein levels and slowing disease progression in familial ALS. It

represents the first real attempt at targeting a genetic driver in ALS with precision.

-  Another gene-targeted agent, BIIB100, is in early-phase trials to treat C9orf72-associated ALS, a

common cause of familial and sporadic cases. These therapies are designed to address root-

cause mutations and could revolutionize ALS management in genetically stratified patients.

Neuroprotective and Combination Therapies

-  AMX0035, a fixed-dose combination of sodium phenylbutyrate and taurursodiol, showed

significant survival benefit and slower functional decline in late-phase trials. With a favorable

safety profile and oral administration, it’s emerging as a strong candidate for broad use across
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ALS populations.

-  Other agents in this class aim to support mitochondrial function, reduce ER stress, or modulate

excitotoxicity-core mechanisms implicated in ALS pathogenesis.

Immuno-inflammatory Modulators

-  Masitinib, a tyrosine kinase inhibitor, targets neuroinflammation and microglial activation. Now

in Phase III, it could become the first oral immune-modulating agent with broad applicability in

ALS if efficacy is confirmed.

-  Avonex (interferon-beta) and other repurposed immune therapies are being evaluated to

address inflammatory aspects of ALS, particularly in patients showing elevated biomarkers of

immune activation.

Stem Cell and Cellular Approaches

Stem cell infusions, particularly mesenchymal stem cells (MSCs), are under evaluation for their

potential to protect or repair damaged motor neurons. These approaches remain experimental

but are gaining attention for their regenerative promise.

ὐ� Competitive Intelligence – Descriptive Landscape

Tofersen is leading the field in genetically targeted therapy for SOD1-mutated ALS. Its ability to

slow functional decline and reduce neurofilament biomarkers puts it ahead in terms of precision

and biological targeting.

In the broader ALS population, AMX0035 offers a disease-modifying option with strong survival

data and ease of use. It stands out as the first combination therapy likely to gain global traction

for sporadic ALS.

Masitinib, still under evaluation, represents a promising oral option for patients with

inflammatory phenotypes. Its oral route and broad immunologic targeting could position it as a

foundational therapy if efficacy and tolerability are confirmed.

Meanwhile, stem cell therapies and early-stage gene-editing solutions such as BIIB100 are

advancing with hopes of establishing novel, durable interventions. These will likely serve as

adjuncts or niche solutions depending on patient genotype and disease stage.

Ἲ� Target Opportunity Profile (TOP): What Success Looks Like

For any new therapy to thrive in the ALS market, it must deliver across a range of clinical and

strategic attributes:

-  Clinical Efficacy: Demonstrated improvement in survival and/or functional endpoints such as

ALSFRS-R or time to tracheostomy.

-  Safety and Tolerability: Minimal systemic side effects, especially critical in a fragile patient

population with reduced physiological reserve.

-  Mechanism Differentiation: Gene-targeted therapies should address known mutations; other

candidates must tackle neuroinflammation, oxidative stress, or neuronal energy failure.



-  Ease of Administration: Oral or infrequent dosing regimens are preferred. Intrathecal

administration may be acceptable for precision therapies like ASOs.

-  Payer & Access Considerations: Orphan status, cost-effectiveness, and robust real-world data

will be vital for widespread adoption and reimbursement.

-  Patient Stratification: Success depends on biomarker-driven selection, especially for genetic or

inflammatory subtype-specific therapies.
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ὒ� Market Outlook: 2025 and Beyond

The years ahead will witness critical inflection points:

-  Tofersen is expected to reshape treatment in genetically confirmed SOD1-ALS, catalyzing

greater adoption of genetic testing.

-  AMX0035 will likely establish itself as the first broadly used disease-modifying therapy.

-  Masitinib may expand treatment choices for sporadic ALS if it confirms efficacy in ongoing

trials.

-  Gene therapies and cell-based innovations will push the envelope toward true disease reversal

or stabilization.

✅ Conclusion

After decades of frustration, the ALS field is entering a breakthrough era. New therapies are

moving beyond symptomatic support to targeting the underlying biology of the disease. From

gene silencing to neuroprotection and immunomodulation, the coming years hold

unprecedented potential to extend and improve lives. For patients, caregivers, and industry

stakeholders, ALS is no longer a closed chapter-it’s a rapidly unfolding story of innovation.
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