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Anti-tumor effects of betulin in a tumor-burden mouse model.
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Summary

We previously screened of natural compounds for the restorative activity on the cytoly-
sis of splenocytes inhibited by TGF-B or PGE2. And we found betulin, a plant constituent,
possessing the activity. In this study, using several kinds of in vivo tumor-burden models
of mice, anti-tumor effects of betulin were examined. As a result, more potent anti-tumor
effect was observed in combination of the three compounds of poly (I:C), an anti-cancer
agent and betulin, compared to the combined effects of poly (I:C) and an anti-cancer agent
in a mouse model of murine CT26 colon cancer, BI6F10 melanoma, or EL4 T lymphoma.
In any of tumor-burden mouse models used, administration of betulin alone did not exhibit
anti-tumor effect. These results suggest that betulin increased the combined effect of anti-
tumor activities of poly(I:C) and an anti-cancer agent via a mechanism different from
direct cytotoxicity.
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Fig. 1 Differential effects of betulin on tumor growth in mice.
B16F10 (A), EL4 (B), CT26 (C), LLC (D), or 4T1 (E) cells were subcutaneously inoculated into mice. An
anti-cancer agent (doxorubicin or oxaliplatin) was administered 7 days after tumor inoculation. Poly (I:C)
was administered on day 8, 11, and 14. Betulin was intraperitoneally administered once daily starting 8
days after tumor inoculation. Tumor volume was evaluated two or three times a week.
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Fig. 2 Betulin had marginal effects on the growth of tumor cells in mice.
CT26 (A) or B16F10 (B) cells were subcutaneously inoculated into mice. Betulin was intraperitoneally ad-
ministered once daily starting 8 days after tumor inoculation. Tumor volume was evaluated two or three

times a week.
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