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IL4-Receptor alpha Q576R 
In vitro, this frequent mutation (about 30 % heterozygotes) is associated with 
increased signalling induced by interleukin - 4. In vivo, association of the interleukin-4 
receptor alpha variant Q576R has been observed with connective tissue disease, in 
particular with progressive systemic sclerosis, systemic lupus erythematosus 
and primary Sjoegren syndrome, with relative risks of 3.3, 3.2 and 2.6. In patients 
with with systemic lupus erythematosus  the Th1/Th2 balance was strongly 
influenced by the Q576R genotype, being less than half in presence of the R allele 
(1). Furthermore, the IL-4 receptor alpha-chain variant Q576R has been found to be 
strongly associated with decreased kidney allograft survival, possibly also because 
of a shift in the Th1 / Th2 balance. Association with IgE and asthma / atopy appears 
dependent on ethnic background (3). However, in mastocytosis, the relative 
overactivity of the Q576R mutant appears  associated with milder disease and lower 
levels of circulating mast cell markers such as tryptase and sCD117 (4). 
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