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Introduction

3. The PDPlus module of GastroPlus was then used
to fit Pharmacodynamic data. An Indirect — Effect
Compartment model explained the sedation score
data for the dose range 20 to 60 mg (p.o.
administration). Six of the immediate release p.o.
formulations had associated PD data, only three
shown in graph for picture clarity. In vitro Kd,
measured as GABA-stimulated CL influx into

Adinazolam has been reported to have anxiolytic and antidepressant properties [1].
Numerous pharmacokinetic (PK) and pharmacodynamic (PD) studies of immediate
release as well as sustained release formulations have been reported in the literature
[2-9]. Some of the studies report PK parameters fitted to intravenous or oral doses.
One provides an in vivo-in vitro correlation relating the % of drug dissolved in vitro to
the % of drug absorbed in vivo [10]. Some PD relationships between the plasma
concentration (Cp) and PD effect have been reported as well [9]. However, these
models are mostly descriptive in nature and can only be used with difficulties to
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5. The dissolution profiles of Adinazolam from polymer matrix tablets
simulated in DDDPIus were used as release profiles in GastroPlus
simulations to predict the Cp-time profile and Pharmacodynamic
response profile (assuming that in vivo Adinazolam release is the
same as in vitro release). The simulation results for the formulations
with the lowest and the highest HPMC content are shown below.
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10 to 60 mg (for picture clarity only 3 doses shown). Fitted FPE (69%) was in
good agreement with experimental value (~ 62%).
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was calculated from AUC after
p.o. and i.v. dosing. AUC for
p.o. doses represents

an average of the dose 02
normalized AUC values

from 14 datasets across doses
10 to 60 mg. AUC for i.v. doses
represents an average
of the dose normalized AUC
values from 7 datasets across o
doses 5 to 20 mg.
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Conclusions

The fitted model can be used
further to optimize the formulation
(adinazolam dose and ratio of
HPMC and lactose) for desired
pharmacodynamic effect -such as
a quick onset of effect that wears
off quickly or a sustained effect
for a longer period of time. This
study also provides the protocol
for creating similar models for
other drugs where less
information from clinical studies is
available.
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