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Figure 1. iISPERSE particle engineering. iISPERSE utilizes the
combination of particle engineering by spray drying and novel
excipient combinations to create homogenous particles for
inhalation. ISPERSE particles of different physicochemical
properties and morphologies can be achieved through changes in
process and excipient selection and allow for the delivery of high
drug loads directly to the lung. ISPERSE engineered particles have
a consistent and reproducible normal particle size distribution, with
a Mass Median Aerodynamic Diameter (MMAD) that is both ideal
for distribution throughout the lung, with minimal throat deposition,
but is also very similar in size to Aspergillus conidia and therefore,
in principle, should favor deposition at the site of infection.

Aims
To evaluate the systemic pharmacokinetics and lung
concentrations of itraconazole when PUR1900 is delivered
to the lungs of rats and dogs

To assess systemic and lung accumulation with repeat
dosing and determine lung:plasma exposure ratio

"#$%&'
28-Day Pharmacokinetic Study

Sprague-Dawley rats were dosed daily via nose-only
iInhalation exposure at a target delivered inhaled
doses of 5, 20 and 44mg/kg/day PUR1900 for 28
consecutive days. Exposure was performed using a
rotating brush aerosol generator and directed flow
inhalation system Additional groups of rats were dosed
with placebo or air controls for 28 consecutive days.
Achieved delivered doses are shown below in Table 1.

Table 1. Group mean target and achieved inhaled doses in
rats.
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Purebred Beagle dogs were dosed daily via oronasal
inhalation using a facemask at a target delivered
inhaled doses of 5, 10 and 20mg/kg/day PUR1900 for
28 consecutive days. Exposure was performed using
a rotating brush aerosol generator and directed flow
inhalation system. Dogs were "#$%!&strained with a
harness "'#$% !"# 1"#$%&'!" accept the facemask
Additional groups of I"#$ I"#" I"#3$! with placebo or
air controls for !" !"#$%!&'()% !"#$. Achieved
delivered doses are shown below in Table 2.

Table 2. Group mean target and achieved inhaled doses in
dogs.
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In both studies, blood !"#$%&! !"# "#"'$%&'(#&)' !
"#$%# "#1$4#%&'%("#)!" itraconazole, were collected
from dosed animals on Days 1, 14 and " 1""#$!%&#'(
after the end of "#$%&!"#$ ! "#$"%! "#3$%&'( and 2,
4, 8 and 24 hours after dose.

In addition, lung samples were collected from rats on
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