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Globotriaosylsphingosine actions on cardiomyocytes: implication for Fabry cardio myopathy

Ching-Yuang Lin, Thing-Rong Su”, Dau-Ming Niu" “China Medical University Hospital, Taichung, Taiwan; "Taipei Veterans General
Hospital, Taipei, Taiwan.

BACKGROUMD Fabry disease leads to Cardiac injury. However, the link between metabolic abnormality and cardiac injury is
poorly characterized. Globotiaosylsphingosine {lyso-Gb3) was a bicactive molecule ac urnulating in Fabry disease. Blocking FGFR
attenuates LVH in a classic animal model of CKD. We hypothesized that lyso-Gb3 could modulaterelease of secondary mediatars and
result in cardiomyocyte injury

METHODS Real time RT-PCR, ELISA and western blot were used to study the biological activity of lyso-Gb32 in cultured
human cardiomyocytes and confirmed either by IHC or IF staining of cardiac biopsy specimens from Fabry patients.

RESULTS In cultured human ¢ ardimyocytes, lyso-Gb3 dose and time dependently increased expression of TGF-E1,
FGFR.TGF-R1mediated lyso-Gb3 effects on extracellular matrix production. In vivo, TGF-R1, and FGFR expression were increase in
cardiac biopsy specimens from Fabry patients,

CONCLUSION Lyso-Gb3 may have a role in cardiac injury in Fabry disease by promoting the release of TGF- &1 and
expression of FGFR of cardiomyopathy




