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Modeling and kimetic analysls on changrolin block of
cardlac Na* chanonels
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ABSTRACT Modeling and kinetic analysis on
changrolin {CRL) blockade of cardiac Na* channels
based on the model of gate—related receptor hypothe-
sis were performed by using computer simulation. A
simple procedure suitable for analyzing steady—state
blocking data was developed and used in the present
studies. CRL blocks activated Na® channels, and
with the onsct rate of 0.0347 AP at driving rate of
1.0 Hz. The time constant of recovery from block at
resting potential of —Bl m¥V was 43.29 s, and 1n-
creased with hyperpolarization, which suggested that
CRL might be trapped in channel by activation gate.
The studies also showed no shift on the ., curve in
the presence of CRL.  All these studies lead us to sug-
gest that the binding site of CRL in Na* channel is
activation gate—related receptor site.
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MATERIALS AND METHODS
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RESULTS
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Fig 3. Predicted use—~dependeat inhibltion of ¥, by
changroline. The curves from bottom to top repre
sented F_,, decline in the presence of changrolin 50
pmol - L™ at stimulstion rate 0.5-2.0 Hz.
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Flg 4. Model—predicted effect of changrolin 50 gmol -

L™? om steady-state inactivation of cardiac Na'

channels. The A, curve: apparent /,, curve in the
presence of changrolin.

DISCUSSION
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ABSTRACT Mebendazole (Meb), salbendazole
(Alb) or albendazole sulfoxide (AIBSO) were taken -
rapidly in vitro by secondary cysté of Echinococcus
granulosus removed out from mice infected with
protoscoleces 89 months previously. The amounts
of the drugs taken by the cysts were spparently in-
creased followed by exposure of the cysts to the drugs
at 10 ug - mI™'. The Alb penctrated into the cysts was
distributed mainly in ¢yst wall, whereas the content
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