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PURPOSE RESULT(S)

In vitro permeation testing (IVPT) may be used along with other characterization studies to Saturation Solubility
support a demonstration of bioequivalence (BE) of topical products (collectively referred to
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The extended study duration and more frequent sampling resulted in complete permeation flux profiles in some
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s “characterization-based BE approach”). An IVPT study may provide information related to E Ruxolitinib Phosphate Sait Ruxolitinib Base cells/replicates.
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available at or near the site of action in the skin. The current research evaluated the local = 400 [ - e T
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M ETHODS Flgurfe 3: Saturation solubilities of ruxolitinib phosphate salt and ruxolitinib base in three candidate receptor Figure 6: Individual cell/replicate and mean (n=4) permeation flux profiles for each of the three donors (“C”, “D”,
solutions. Data are presented as mean * SD, n=3. and “E”)
Ruxolitinib permeation from non-occluded, finite doses of Opzelura (ruxolitinib phosphate) IVPT - Run 1
topical cream, EQ 1.5% base ("Opzelura”) was assessed across dermatomed human cadaver
. : . : IVPT - Run 4
skin samples mounted to vertical diffusion cells (VDCs), as the IVPT parameters were Similar drug levels were detected in PBS alone and PBS containing 0.02% Oleth-20, starting from 8 h for some cells.
developed and optimized. The IVPT parameters used in each IVPT run are listed in Table 1. Slightly higher ruxolitinib levels were observed in PBS containing 4% BSA, but drug levels in this receptor solution were This repeat study was done with manual sampling compared to Run 3 and the results showed promising permeation
o - . . . . not detectable until the last sampling timepoint at 48 h. Adding Oleth-20 or BSA to PBS did not appear to increase the flux profiles that might demonstrate a more obvious declining phase upon further method optimization (e.g.,
I aelelitien, erug salelliies i taree candlglate.receptor sol.u.tlons were studied by using a extent or rate of drug permeation. Based on these results, PBS was selected as the receptor solution for subsequent increasing study duration, or decreasing product dose). These results suggest that evaluation of drug permeation
shakgr flask methoc.i.- The .drug co.ncentratlon in the solubility samples and the receptor studies. using an IVPT may be feasible for comparing the local availability of ruxolitinib phosphate topical creams.
solution were quantified using a validated HPLC-UV method.
Table 1: Testing conditions for developing the IVPT method The IVPT results indicated that it was feasible to detect the drug levels in the receptor solution. However, to better ] ) ) ) . : U
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detectable levels of drug were observed in all samples collected; however, IVPT flux profiles continued to rise with no
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The study duration may not be long enough or there may be a lack of data points between the last few sampling time
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volume 15 mL 6.5 mL 6.5 mL 9 mL ooints to accurately describe the trend of the profile in that area. Figure 7: Individual cell/replicate and mean (n=3) permeation flux profiles for each of the three donors (“F”, “G”,
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n=3, skin replicates per bioavailability from complex cream formulations.
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