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Development of a novel conservative therapeutic modality for patients with bone meta
stasis focusing on hyaluronan network
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We established mouse bone metastasis model of breast and lung cancer, and revealed
that metastatic lesion in bone had marked expression of hyaluronan in both malignant cells and stromal ce
Ils_including tumor-associated fibroblasts. 4- Methylumbelliferone (4-MU), an inhibitor of hyaluronan synt
hesis significantly suppressed the hyaluronan synthesis of breast and lung cancer as well as stromal fibro
blast, resulting in the suppression of metastatic lesion in bone. 4-MU also affected the cellular event vi
a suppression of hyaluronan synthesis, that co-localization of CD44, a cell surface receptor of hyaluronan
, ezrin, and actin was_abrogated by 4-MU.
4-MU had synergistic inhibitory effects on the progression of bone metastasis, with zoledronic acid, a bi
sphosphonate, which is allowed to use for patients with bone metastasis in Japan. 4-MU also had synergisti
c effects with radiotherapy, a conventional anti-bone metastatic treatment.
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