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Fig. 1. In vitro cytotoxicity of surfactants in rat intes-
tinal IEC-6 cells. LDH leakage, a surrogate
marker for cytotoxicity, from IEC-6 cells was
measured after incubation for 24 h with vari-
ous concentrations of polysorbate 80 (@) or
poly[MPC-co-BMA] (O). Data represent mean
+S.E. of 4 experiments.
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Fig. 2. Dissolution and pharmacokinetic properties of CsA samples. (A) Dissolution profiles of amorphous CsA
(¥), SMSD/CsA (O), and SMSD/CsA stored at 40°C/75% RH for 4 weeks (@) in distilled water. Each
bar represents mean + S.E. of 3 experiments. (B) Systemic exposure of CsA in fasted rats after oral
administration of amorphous CsA (¥) and SMSD/CsA (O) suspended in distilled water (1 mL). Data

represent mean £ S.E. of 5 experiments.
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Fig. 3. Dissolution profile of amorphous CsA (¥) and
SMSD/CsA () in simulated lung fluid. Data
represent mean * S.E. of 3 experiments.
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Fig. 4. Anti-inflammatory effect and plasma concentration-time profile of CsA after intratracheal admin-
istration of CsA formulations (100 pug-CsA/rat). (A) MPO activity in lung after intratracheal admin-
istration of respirable powder of amorphous CsA (CsA-RP) and SMSD/CsA-RP in OVA-sensitized
rats. Data represent mean = S.E. of 5—6 experiments. * p<0.05 with respect to OVA with vehicle
group. (B) Systemic exposure of CsA in rats after oral administration of Neoral® (@) at a toxic dose
(10 mg-CsA/kg) or intratracheal administration of SMSD/CsA-RP () at a pharmacologically ef-
fective dose (100 pug-CsA/rat). Data represent mean = S.E. of 5-6 experiments.
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