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proach to improve solubility, brain bioavailability and thera-
peutic efficacy
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Figure S1. A — Transmission electron microscopy image of the optimized duloxetine microemulsion;
B - Cumulative drug permeation profiles of the developed duloxetine microemulsion and a
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duloxetine suspension; C - Plasma drug concentration vs time profile of the developed duloxetine
microemulsion and duloxetine suspension; adapted from Sindhu et al. [41], reproduced with per-
mission from Elsevier [License Number 5430881485045].
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"m" : mucosa, "c": underlying
cartilage, "o": lamina propria of
the mucosal layer and "v": blood
vessels in lamina propria.
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Figure S2. A — Transmission electron microscopy images of the developed buspirone (hydrochlo-
ride) microemulsions F1 [non-mucoadhesive, (a)], F2 [mucoadhesive, (b)] and F3 [mucoadhesive
with cyclodextrins, (c)]; B - Mean buspirone (hydrochloride) concentrations, in rat brain, after in-
tranasal administration of the developed microemulsions [F1 (non-mucoadhesive), F2 (mucoad-
hesive) or F3 (mucoadhesive with cyclodextrin)], an intranasal drug solution or an intravenous drug
solution; C - Light photomicrograph of an untreated rat nasal epithelium (a), and rat epithelium
treated with normal saline pH 6.8 (b), or the developed buspirone (hydrochloride) microemulsions,
F1 [non-mucoadhesive, (c)], F2 [mucoadhesive, (d)] and F3 [mucoadhesive with cyclodextrins, (e)];
adapted from Bshara et al. [47], reproduced with permission from Elsevier [License Number
5430180908852].
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Distribution of clobazam in blood

Distribution of clobazam in brain
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Figure S3. A — Mice blood (a) and brain (b) clobazam concentrations after intranasal administration
of the developed non-mucoadhesive microemulsion (CZME IN), mucoadhesive microemulsion
(CZMME IN) or drug solution (CZS IN), or intravenous administration of a drug solution (CZS IV);
B — Brain/blood ratios of clobazam concentrations after intranasal administration of the developed
non-mucoadhesive microemulsion (CZME IN), mucoadhesive microemulsion (CZMME IN) or
drug solution (CZS IN), or intravenous administration of a drug solution (CZS IV), at all studied
time points; C - Gamma scintigraphy images, in rabbits, after intravenous administration of a drug
solution (a), intranasal administration of a drug solution (b), or intranasal administration the devel-
oped non-mucoadhesive microemulsion (c) or mucoadhesive microemulsion (d); adapted from
Florence et al. [49], reproduced with permission from Elsevier [License Number 5430190254854].



