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iInsert or suppository product to its brand name drug is
typically established using a comparative clinical endpoint
BE study. The development of in vitro characterization-based
BE approaches for vaginal inserts and suppositories may
enhance patient access to generics for these vaginal dosage
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Figure 8. Cumulative release of MN per area versus square root of time (1-4 hours) from
two batches of the MN insert core and one batch of the MN suppository obtained using a
vertical diffusion method (contact area: 1.77 cm?) at 37°C in SVF containing 0.45% (w/v)
sodium laureth sulfate (n=3 or 5, meantSD).

characterization-based BE approach for such drug products.
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Monistat 3 miconazole nitrate (MN) vaginal suppository, 200
mg, which includes a “core” encapsulated by a gelatin shell, s
was chosen as the gelatin-coated formulation (referred to as Q

“MN insert”). Monistat 3® MN vaginal suppository, 200 mg, Eﬂ” SEREd W3 %k
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spectrometry  (GC-MS) to analyze the hydrocarbon s 156 13.4 prepare and characterize laboratory-made MN inserts with a comparable
composition of the MN insert core and MN suppository; c10 10.4 11.6 > Surface Dissolution Imaging hydrocarbon composition to the MN insert core are ongoing. Finally, future
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range; and 3-D X-ray microscopy (XRM) to characterize the C20 ND ND
inner structure of MN insert core and MN suppository and ND: Not detected Monistat 3

the gelatin coat thickness of the MN insert. Moreover, MN Suppository

particles were imaged using polarized light microscopy
(PLM) and particle size distribution (PSD) was analyzed
using Imaged. Surface dissolution imaging (SDi2) was
utilized to understand the impact of the gelatin coating on
drug dissolution from the MN insert and MN suppository.
Disintegration time (DT) of the MN insert and MN
suppository was determined using an automatic
disintegration tester at 37°C. The in vitro release of MN from

the insert core and suppository were evaluated using a _ | _ o
tical diffusi ! tact .1 77 2) at 37°C with Figure 3. Representative 3D X-ray microscopic images of the (1)
vertical diffusion cell (contact area: 1. cm?) a LN @ MN insert showing the gelatin coat thickness; and transverse

receptor solution of simulated vaginal fluid (SVF) containing section from the mid part of (2) MN insert and (3) MN suppository.
0.45% (w/v) sodium laureth sulfate.
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Figure 6. Representative SDi2 images of the MN insert and MN suppository during a
24-hour dissolution study in the SVF at 37°C (open-loop, 20 mL/ min for 1 hour followed
by closed-loop, 5 mL/min for 23 hours).
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