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Abstract - The effects of Bezoar Bovis on immune responses of ICR mice were
studied. In the present study, the Jerne hemolytic plaque assay (PFC) was used
to evaluate the humoral immune response to sheep red blood cells, and ma-
crophage regulatory function was measured by quantitating the production of
molecules secreted by macrophages. Bezoar Bovis was given in single daily p.o
doses for short term (1, 2 days) or long term (7, 14 days). PFC response for taken 3
days after short term exposure to Bezoar Bovis was increased. The production of
nitirc oxide in macrophages was also stimulated. In contrast, long term exposure
to Bezoar Bovis resulted in inhibitory effect of Bezoar Bovis on nitirc oxide, TNF-a.
and IL-6 production in macrophages. These findings suggest that treatment with
Bezoar Bovis may result in differential immunological effect depending on treat-

ment schedule.
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Fig. 1. Effects of Bezoar Bovis on PFC response
after exposure. ICR mice were administered p.o
for days as indicated with daily dosages of 10
ml/kg of Bezoar Bovis. Splenocytes were obtain-
ed from mice on day 1, day 2, day 7 or day 14. 0.5
ml of 5% SRBC was injected ip to all mice 4 day
before the PFC assay was performed. Significant
difference from the control, *p<0.01.
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Fig. 2. Effects of Bezoar Bovis on PFC response
for taken 3 or 7 days after drug exposure. ICR
mice were administered p.o for days with daily
dosages of 10 mg/kg of Bezoar Bovis. Spleno-
cytes were obtained from mice on 3 days (1 day
or 2 days-treated group) or 7 days (14 days-tre-
ated group) later. 0.5 ml of 5% SRBC was inject-
ed ip to all mice 4 day before the PFC assay was
performed. Significant difference from the con-
trol, *P<0.01.
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Table IL Effect of Bezoar Bovis on the production
of NO; in peritoneal macrophages obtained from
mice on 3 or 7 days later

NO, production (uM)

Treatment

1+3 days 2+3 days 14+7 days
None 5.30+£0.17 5.39£0.17 5.12+0.26
B.B* 4874006 7.47+0.14* 457+0.26
None+LPS
+IFN-y 11.134£0.20 11.1320.20  9.62=0.46
B.B*+LPS
+IFN-y 20.13+0.14" 25.88-+0.21" 11.87+0.19

ICR mice were administered p.o for 1, 2 or 14
days with daily dosages of 10 mg/kg of Bezoar
Bovis. Peritoneal macrophages were harvested 3
days or 7 days later after drug exposure. After
macrophages were incubated with medium alone
or were treated with IFN-y (10 U/ml) plus LPS (1
pug/ml) for 20 hours, the supernatants were col-
lected for NO, assay. The results are mean+S.
E. for quintuplicates from a representative experi-
ment. *Significantly different from control (no ad-
ministration): p<0.05. 'Significantly different
from group administered with Bezoar Bovis: p<0.
001. B.B*:Bezoar Bovis.

Table L Effect of Bezoar Bovis on the production of NO,

NO, production (uM)

Treatment
1 day 2 day 7 day 14 day
None 4.44+0.25 5.75+0.33 4.03+0.18 5.62%0.09
B.B* 4.50+0.38 6.000.47 3.41+0.02" 5.30+0.23"
None+LPS+IFN-y 9.16+0.29 10.58+0.29 5.95+0.08 7.70+0.04
B.B+LPS+IFN-y 10.16+0.32" 12.66+0.28" 8.480.23" 7.82+0.09

ICR mice were administered p.o for days as indicated with daily dosages of 10 mg/kg of Bezoar
Bovis. Peritoneal macrophages were harvested 3 days or 7days later. After macrophages were in-
cubated with medium alone or were treated with IFN-y (10 U/ml) plus LPS (1 pg/ml) for 20 hours, the
supernatants were collected for NO-2 assay. The results are mean+S.E. for quintuplicates from a
representative experiment. *Significantly different from control (no administration): p<0.05. Sig-
nificantly different from group administered with Bezoar Bovis: p{0.01. *Bezoar Bovis
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Table IIL Release of TNF-o by macrophage induced by Bezoar Bovis as determined by 1929 fibroblast

bioassay
TNF-o production (U/ml)
Treatment

1 day 2 days 7 days 14 days
None 43.04+1.68 24.25+0.83 6.691+0.17 1.11£0.07
B.B* 41.54+1.59 21.07+0.19 0.01+0.01" 0.01%0.01
None+LPS+IFN-~y 34.43+5.04 16.92+0.76 6.631+0.05 0.01+0.04
B.B*+LPS+IFN-y 51.74+0.30" 18.36+0.63 14.49+0.18' 0.01+0.02

ICR mice were administered p.o for days as indicated with daily dosages of 10 mg/kg of Bezoar
Bovis. Peritoneal macrophages were harvested 3 days or 7 days later. After macrophages were in-
cubated with medium alone or were treated with IFN-y (10 U/ml) plus LPS (1 pg/ml) for 20 hours, the
supernatants were tested on 1929 indicator cell for TNF-o activity. The results are mean+S.E. for
qumtuphcates from a representative experiment. *Significantly different from control (no administration):
p<0.001. Slgnlﬁcantly different from group administered with Bezoar Bovis: p<0.001. *Bezoar Bovis .

32 A5 Fo A& o, 3] resident
macrophageE 941 Eo gA vH8 & F e res-
ponsive(inflammatory) macrophageZ W3t
A7 EA] Goti 7] Aot ZF 2T FofFoil A
28 A 2=E [FN-y 10 u/mlz LPS 1pg/
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Table IV. Effect of Bezoar Bovis on the production
of TNF-a in peritoneal macrophages obtained from
mice on 3 or 7 days later as determined by 1929
fibroblast bioassay

TNF-o production (u/ml)

Treatment

1+3 day 2+3 day 14+7 day
None 43.33+6.03 26.17£1.65 25.78+0.89
B.B* 43.46+4.62 4.06+0.15* 2.93+0.02*
None+LPS
+IFN-y 30.45+£3.01 12.19£3.62 0.01+0.02
B.B*+LPS
+IFN-y 28.37+0.01 14.60£1.02 0.34+0.04

ICR mice were administered p.o for 1, 2 or 14
days with daily dosages of 10 mg/kg of Bezoar
Bovis. Peritoneal macrophages were harvested 3
days or 7days later after drug exposure. After
macrophages were incubated with medium alone
or were treated with [FN-y (10 U/ml) plus LPS (1
ng/ml) for 20 hours, the supernatants were col-
lected for NO, assay. The results are mean=S.
E. for quintuplicates from a representative ex-
periment. *Significantly different from control
(no administration); p<0.05. *Bezoar Bovis.
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