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Hyper-inflammation and gene therapy for chronic granulomatous disease
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Chronic granulomatous disease (CGD) is a rare inherited disorder
characterized by an inability of phagocytes to produce reactive oxygen species (ROS), leading to
life-threatening infections and aseptic granulomatous colitis (AGC). In this study, we assessed the
function of a novel mutation of gp9lphox, which causes decreasing of gp9lphox expression because of
instability of mutant gp9lphox mRNA, leading to a slight reduction of ROS generation in phagocytes.
This suggests that the slight attenuation of neutrophil and monocyte ability to produce ROS could
affect the ability to kill pathogens and affect regulation of inflammatory responses in the patient.
In current gene therapy for CGD, it is difficult to achieve high gene marking for long term after
gene therapy; however, gene modified phagocytes could produce ROS reaching to that of healthy
subjects. This indicates that gene therapy would improve clinical feature in CGD.
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