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Abstract — Pedunculagin is an ellagitannin purified from Alnus hirsuta var. microphylia, Betulaceae. The
effects of pedunculagin on the immune system have been characterized to induce enhancement of NK (nat-
ural killer) cell cytotoxicities against tumor cells. The present study investigated whether pedunculagin can
enhance macrophage cytotoxicity against P815 tumor cells. Macrophage cultured with pedunculagin
enhanced cytotoxicity in a dose dependent manner. In addition, the same treatments increased NO pro-
duction, which plays important roles in the immune system. Taken together, these results demonstrate that
pedunculagin significantly enhances cytolytic activities of macrophage.
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Fig. 1 —The structure of pedunculagin.(C;,H,,0,, M.W.=
784.55)
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Fig. 2 - Effects of pedunculagin on cytolytic activity of
macrophage in vitro. Thioglycolate-elicited macro-
phages were collected by peritoneum lavage.
Peritoneal macrophage were cultured with
pedunculagin for 20 hrs in various concentrations.
After culture, cells were harvested and macro-
phage cytotoxicity was determined by MTT
assay. P815 cells were used as target cells and
the Effect cell : Target cell ratio was 10:1.(**
p<0.01).
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Fig. 3 — Enhancement of macrophage cytotoxicity in mice
treated with pedunculagin. To examine macrophage
activity iz vivo, various concentrations of pedun-
culagin were injected ip. to mice. After 20 hrs
later, macrophages were isolated and used to
determine macrophage cytotoxicity against P815
cells. The Effect cell : Target cell ratio was 10 :
1 (**p < 0.01)
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Fig. 4 —Effects of pedunculagin on NO production of
macrophage in vitro. Thioglycolate-elicited macro-
phages were collected by peritoneum lavage.
Macrophages were cultured with media(control)
or pedunculagin for various concentrations as
indicated. After 20 hr incubation, culture
supernatants were harvested and used to
determine NO production (**p<0.01, *p<0.05)
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Fig. 5 — Enhancement of NO production in mice treated
with pedunculagin. To examine NO production in
vivo, various concentrations of pedunculagin
were injected i.p.. After 20 hrs later, macrophage
were collected and incubated for various time
periods as indicated. Culture supernatants were
harvested to measure NO production (**p<0.01,
*p<0.05)
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