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Abstract—The nitric oxide (NO) produced in large amounts by inducible nitric oxide synthase is
known to be responsible for the vasodilation and hypotension observed in septic shock. We have
found that 8-epi-xanthatin from Xanthium strumarium L. inhibited the production of NO in LPS-activated
RAW 264.7 cells (ICx, value was 1.5 uM). This activity was resulted from the suppressing of inducible ni-

tric oxide synthase enzyme expression.
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Fig. 1 — Structure of 8-epixanthatin (1) isolated from
Xanthium strumarium ..
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Fig. 2— 8-epi-xanthatin inhibits the production of NO
released into the media of LPS-activated RAW
264.7 cells. Conditioned media were collected
after 20 hr activation and the NO, levels were
assayed. Results represent the mean®S.D. of
three experiments.
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Fig. 3— Effects of 8-epi—xanthatin (5 pM), L-NMMA (0.1
mM) and aminoguanidine (AG, 1 mM) on the
NO production in LPS-activated RAW 264.7
cells, All the media was exchanged by fresh one
after 18 hr LPS-activation. The NO, levels
were determined after another 18 hr incubation
with fresh media and/or effectors. °Incubation
with 8-epi-xanthatin during 18 hr LPS-ac-
tivation. ® Incubation with effectors for 18hr aft-
er LPS-activation. Results represent the mean+
S.D. of three experiments. Significantly diffe-
rent from LPS control, *p<0.001.
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Fig. 4— Time course of inhibition of NO production by
8~epi-xanthatin (5 uM) in LPS-activated RAW
264.7 cells. 8-epi-xanthatin was treated to
RAW 264.7 culture media at different times
before/after activation with LPS. LPS:LPS
alone. (=) 2hr : treated at 2 hr before LPS-ac-
tivation. (-) 2 hr/w:treated at 2 hr before
LPS-activation and the media was exchanged
by fresh one. 0 hr : co-treated with LPS. 3 hr (6
hr. 18 hr) : treated at 3 hr (6 hr. 18 hr) after
addition of LPS into culture media. After 20 hr
LPS-activation, NO, assay was performed.
Results represent the mean®S.D. of three ex-
periments. Significantly different from LPS
control, *p<0.05.
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