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Research for a sensitizer of molecular targeted therapy by a regulation of
extra-cellular matrix in bone and soft tissue sarcomas
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Hyaluronan (HA) is known to have pivotal roles in the growth, migration and
invasion of malignant tumors. We initially investigated the prognostic value of HA in patients with
malignant peripheral nerve sheath tumors (MPNST). In multivariate analysis, large tumor size was an
independent prognostic factor for overall survival, and HA expression and tumor size were independent
prognostic factors for disease-free survival. We also investigated the effects of 4-Methylumbelliferone
(MU) on bone and soft tissue sarcoma cell lines. MU treatment inhibited extra-cellular matrix, HA
accumulation, cell growth, cell motility, and cell invasiveness. In vivo, administration of MU inhibited
the tumor growth in isograft models of Rat chondrosarcoma cells. These data suggest that MU might be a
therapeutic candidate for sarcomas via suppression of HA synthesis and accumulation. HA-targeting therapy
may have potential as a sensitizer of molecular targeted therapy.
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Hyaluronan expression as a significant
prognostic factor in patients with
malignant peripheral nerve sheath tumors.
Ikuta K, Urakawa H, Kozawa E, Arai E,
Zhuo L, Futamura N, Hamada S, Kimata
K, Ishiguro N, Nishida Y.
Clin Exp Metastasis.
2014 Aug;31(6):715-25.

doi: 10.1007/s10585-014-9662-5.

Hyaluronan synthesis inhibitor supplements
the inhibitory effects of zoledronic acid on bone
metastasis of lung cancer.

Futamura N, Urakawa H, Arai E, Kozawa
E, Ishiguro N, Nishida Y.

Clin Exp Metastasis.

2013 Jun;30(5):595-606.

doi: 10.1007/s10585-012-9563-4.
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Hyaluronan is a Useful Prognostic
Marker and a Possible Therapeutic Target
in Patients with MPNSTSs.

Ikuta K, Futamura N, Urakawa H, Arai E,
Kozawa E, Hamada S, Tsukushi S,
Ishiguro N, Nishida Y.

2014 Annual Meeting of American Academy

of Orthopaedic Surgeons,
2014.3.11-15 New Orleans (USA)

Roles of hyaluronan as a significant

prognostic factor and a potential therapeutic
target in patients with malignant peripheral
nerve sheath tumors.
Ikuta K, Futamura N, Urakawa H, Arai E,
Kozawa E, Hamada S, Tsukushi S, Nishida Y.
9th International Conference on Hyaluronan,
2013. 6. 2-7 Oklahoma city (USA)
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