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Abstract
. Importance:
Eey Points Huntington’s disease (HD) is a fatal autosomal dominant neurodegenerative disease with
uestion:

‘What causes Huntington’s
disease, and how can it be
effectively treated?

Findings:

HD results from expanded CAG
repeats in the Huntington gene,
producing toxic protein.

Splicing modulators are
emerging therapies aimed at
halting toxic protein synthesis.
FDA-approved drugs effectively
treat chorea, HD’s most common
symptom.

Meaning:

Research on splicing modulators
and symptom management offers
hope for better HD treatments,
addressing  both  causes and
symptoms of the disease.

profound impacts on individuals and families. It is caused by an expansion of CAG repeats
in the Huntington gene, leading to toxic protein production that damages neurons.

Objective:
To explore the causes of HD and evaluate current and emerging treatments, including
splicing modulators and symptom management strategies.

Evidence Review:

The Huntington gene encodes the Huntington protein, essential for neuronal function.
Excessive CAG repeats result in mutant Huntington protein, causing neuronal
dysfunction and death. Emerging therapies like splicing modulators aim to reduce toxic
protein production, while symptom management focuses on FDA-approved drugs for
chorea.

Findings:

HD manifests when CAG repeats exceed 40, intermediate repeat ranges influence risk and
inheritance. Mutant Huntington protein disrupts neuronal networks and gene regulation.
Splicing modulators introduce stop codons in RNA to halt toxic protein production. FDA-
approved drugs effectively manage chorea, the most common HD symptom.

Conclusions and Relevance:

Advances in HD research highlight promising treatments targeting the disease’s root causes
and symptoms. While splicing modulators are under investigation, current therapies
effectively manage symptoms, offering hope for improved patient care.
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