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Leukotriene C4 Synthase  A –444 C 
 
 
Leukotriene C4 Synthase is the first committed enzyme in the pathway leading from 
Leukotriene A4 to the Sulfido-Leukotrienes C4, D4 and E4, formerly known as „Slow 
Reacting Substances of Anaphylaxis (SRS-A)“. Leukotrienes C4, D4 and E4 are 
potent stimulators of smooth muscle constriction and strong chemoattractants for 
inflammatory cells and play a major pathogenetic role in inflammation, particularly 
Acute Allergy, Pseudoallergy, Anaphylaxis and Anaphylactic shock. 
 
Recently, the A-444C promoter variant of the Leukotriene C4 Synthase gene has 
been described (1). This variant promoter (-444C) interacts more efficiently with 
transcription factors and thus leads to overexpression of active enzyme and to 
enhanced Leukotriene C4 synthesis in vivo (2). Clinically, an association with Aspirin-
induced asthma has been described (1,3). Importantly, Variant LTC(4) synthase 
allele apparently modifies cysteinyl leukotriene synthesis in eosinophils and predicts 
clinical response to the anti-asthma drug zafirlukast, a cysteinyl-leukotriene-receptor-
antagonist (4). 
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