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Progress on role of lactylation in pathogenesis of amyotrophic lateral sclerosis”
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[ Abstract ] Amyotrophic lateral sclerosis (ALS) is a neurodegenerative disease characterized by upper
and lower motor neuron damage,and its pathogenesis remains unclear. Recent studies have revealed that lacty-
lation may play a vital role in the pathogenesis of ALS. Lactate accumulation and abnormal lactylation have
been observed in both ALS animal models and ALS patients. Lactylation contributes to neuroinflammation,
protein homeostasis disruption,and mitochondrial dysfunction by regulating histone and non-histone proteins.
Targeting lactate metabolic enzymes, lactate transporters, and modifying enzymes can alleviate disease pro-
gression. As a key link connecting metabolic reprogramming and neurodegeneration, lactylation holds great
potential as a novel biomarker or therapeutic target for ALS. This article reviews the potential metabolic-epi-
genetic crosstalk regulatory mechanism of lactylation modification in the pathogenesis of ALS.
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