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WFFERR R OEEE (330) : In this study, we have identified the p.Arg429His mutation in
MBTPS2 encoding membrane-bound transcription factor peptidase, site 2 (S2P) causes
BRESEK/BRESHECK syndrome, which is characterized by brain anomaly, intellectual
disability, growth retardation, ectodermal dysplasia, vertebral (skeletal) anomaly,
Hirschsprung disease, low set and large ears, cryptorchidism, and small-sized kidneys.
Mbtps2 knockdown increased the ratio of abnormal cells stained with an
anti-activated-caspase-3 antibody. Mbtps2 protein transduces ER stress signals by cleaving
and activating the transcriptional factor ATF6. Transfection of activated ATF6 into
Mbtps2-knockdown neurons decreased the number of apoptotic cells demonstrating
caspase-3 activation.
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