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Abstract

Previously, we reported the antitumor activity of several kinds of crude drugs including
Avrtemisiae capillaris HERBA in a syngeneic system of BALB/c mice-Meth A sarcoma. It
has been also evidenced that Avrfemisiae capillaris HERBA shows the antitumor activity
mainly through a direct cytotoxic action. In the present paper, capillarisin was isolated
from Artemisiae capillaris HERBA as an antitumor principle having cytocidal activity against
L-929 and KB cells iz vitro. Oral administration of the final fraction containing capillarisin
inhibited the growth of Meth A tumor in BALB/c mice. A synthesized compound relat-
ed with capillarisin, 5,7 - dihydroxy - 2 —(4'- hydroxyanilino)- 6 - methoxychromone (Capi - N),
showed the cytocidal activity in wvitro stronger than capillarisin did. However, Capi- N
did not show any antitumor activity 7» vivo probably because of its low absorbability. A
water soluble derivative of Capi-N, 7-L-lysinyloxy-5-hydroxy-2-(4"-L-lysinyloxyanilino)-
6 - methoxychromone tetrahydrochloride (Capi- N -lys), inhibited the growth of Meth A tu-
mor significantly. Capi-N-lys also augmented the Meth A-induced delayed type hypersensi-
tivity in BALB/c mice as well as OK~432 did. Both mechanisms of enhancing antitumor
immune response and direct tumoricidal action can be considered for the antitumor activity
of Capi-N-lys in vivo.

Key words Avtemisiae capillavis HERBA, Inchinko (Intin-kd), antitumor activity, capillarisin,
tumoricidal action.
Abbreviations Meth A-DTH, Meth A tumor-induced delayed type hypersensitivity.
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Fig. 1 Chemical structures of capillarisin, Capi-S, Capi-N and Capi-N-lys.
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Fig. 2 Protocol for fractionating cytotoxic substance from Artemisae capillaris HERBA,
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Animals, 9 weeks old, were transplanted with 10° Meth A cells s.c. into their flanks.
Capi-N-lys and 5-FU were given i.p. for 20 days from the transplantation, respectively.
Each point indicates the mean+S.E. of 7 or 8 animals. O— . Control, &+ Capi-N-lys 50
mg/kg, o--: Capi-N-lys 100 mg/kg, ®-- . 5-FU 13 mg/kg. *t  Statistical significance
from the control at p <0.05 and p <0.01, respectively.
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Fig. 8 Effect of capillarisin, Capi-N-lys, and

0OK-432 on tumor growth and Meth A-induced
delayed type hypersensitivity (Meth A-DTH) in
BALB/c mice.

Drugs were given i.p. for 10 days from the
tumor transplantation. On the day after the
final drug-treatment, tumor size was measured
and Meth A-DTH was elicited by the s.c. injec-
tion of mitomycin C-treated Meth A cells into
footpad. A : Capillarisin 50 mg/kg, B : Capi-
N-lys 100 mg/kg, C : OK-432 0.5 KE/animal.
* | Statistical significance from the control at
p <0.05.
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