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Chronic Treatment of Hematopoietic PGD Synthase Inhibitor Improves Skeletal
Muscle Function and Cardiac Function in DMD

ARITAKE, Kosuke

12,400,000
- (mdx)
PGD (HPGD) PGD2
HPGDS mdx
HPGDS PGD2

DMD HPGDS DMD

We found that the hematopoietic PGD synthase (HPGDS) catalyzed PGD2

production, estimated by its urinary metabolite (tetranor-PGDM), was significantly enhanced in mdx
mice, a model for DMD. We also found that HPGDS expressed on the accumulated mast cells or
macrophages around the damaged muscle cells in mdx mice. Chronic treatment with an inhibitor for
hematopoietic PGD synthase efficiently decreased inflammatory cell migration in muscles and
grouped-necrosis of skeletal muscle, and improved the decrement of locomotor activities, and also
ameliorated the isolated skeletal muscle contraction of mdx. HPGDS inhibitor treated mdx hearts were

less fibrotic, reductions in left ventricular mass and ejection fraction and fractional shortening
were also observed. These results demonstrate that over production of PGD2 catalyzed by HPGDS
accelerate the DMD pathology and the pharmacological inhibition of hematopoietic PGD synthase might
provide functional benefit to DMD patients.
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