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Abstract

AIM: To investigate the anti-diarrhea effect
of EA303 (an estrone derivative) in mice and
explore the mechanisms involved.

METHODS: Diarrhea was induced in mice by
cathartics (castor oil, magnesium sulfate or lig-
uid paraffin). At various time points following
oral administration of a single dose of EA303
(14.87, 29.74 or 59.48 mg/kg) , the diarrhea index
was determined. The effect of EA303 on intesti-
nal propulsion was evaluated using the charcoal
meal method. The effect of different concentra-
tions of EA303 (10°, 3 x 10” and 10* mol/L) on
isolated intestinal smooth muscle of rabbits was
also evaluated.

RESULTS: Compared with normal saline,
EA303 at various doses tested could signifi-
cantly decrease diarrhea indices at various time
points following dosing; high-dose EA303 (59.48
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mg/kg) could significantly reduce the intestinal
propulsion rate of charcoal meal in mice (58.53%
+14.12% vs 78.41% +15.91%, P < 0.01); and
EA303 at various doses tested (high-, medium-
and low-dose) could significantly postpone the
defecation of mice (116.40 = 17.69 min, 114.40
* 45.76 min and 101.50 = 50.02 min vs 78.10
15.98 min, respectively; all P < 0.01). Compared
with pretreatment baseline values, EA303 at
concentrations of 3 x 10° mol/L and 10™ mol/L
significantly inhibited the contraction amplitude
of isolated intestinal smooth muscle from rab-
bits (43.26% + 14.83% and 16.70% + 10.89% vs
100.00% * 0.00%, respectively; both P < 0.01),
while EA303 at a concentration of 10™ mol/L
significantly decreased the contraction tension
of isolated intestinal smooth muscle from rabbits
(58.94% + 7.16% vs 100.00% + 0.00%, P < 0.01).

CONCLUSION: EA303 can exert an anti-diarrhea
effect perhaps through lowering contraction am-
plitude and tension of intestinal smooth muscle.
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