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Novel therapeutic sgrategg for brain metastasis of lung cancer using herpes
simplex thymidine kinase bearing Muse cells.
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Wild-type HSV-TK was transfected into SHED, cytotoxicity associated with
hypermetabolism of thymidine appeared, so we introduced a mutation that makes it less likely to
metabolize thymidine. We demonstrated that the HSV-TK gene can be safely transduced into SHED using
the modified HSV-TK, and that SHED-TK is sensitive to GCV and has an anti-tumor effect due to the
bystander effect. In the treatment model, the increase in tumor luminescence was suppressed as in
the co-transplantation model, and the survival period of mice was prolonged. Suicide gene therapy
with TK-expressing SHED was also shown to be effective in lung cancer brain metastases.
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Efficacy of the HSV1-TK/GCV suicide gene therapy against brain metastasis of non-small cell lung cancer usin stem cells from
human exfoliated deciduous teeth (SHED) expressing HSV-TK
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Efficacy of HSV-TK/GCV system suicide gene therapy using stem cells from human exfoliated deciduous teeth (SHED) expressing
“ modified” HSV-TK against brain metastasis of non-small cell lung cancer
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