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Figure 1 shows the dosage sites and probes location on the dorsum of an animal
(n=3). Two dMD probes were inserted under each site. Probes were perfused with
0.04 pg/ml solution of D3-MTZ in Lactated Ringer solution as an internal standard
(1S) to calculate the correction factor. Dialysate samples were collected every hour
and analyzed with a validated UPLC-MS-MS method (LLOQ 0.4 ng/mL)?.
Formulations studied were 0.75% Metronidazole Cream (Fougera, Melville, NY)
and 0.75 % Metronidazole Gel (Tolmar, Fort Collins, CO). The 10 mg/cm2 dose was
accurately measured with a Distriman Positive displacement pipettel and applied
for 10 seconds with a circular motion to the 4.9 cm2 area. Formulations were
wiped off (W.0.) at predetermined times (6hr, 12hr, and no wipe off) by using 3
cotton pads with the following scheme: dry, wet (100ul water), dry. Two probes,

Regardless of the W.O. time, the gel vs. the cream products
had clearly different bioavailability.

The point estimate for the 90% Cl for the C_,, plots were
outside the 80-125% acceptable values for the gel vs. cream
(Figure 4).

The point estimates were also outside the 90% Cl for the
AUC plots for the acceptable 80%-125% ratio (Figure 5).
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Figure 3: Average skin-concentration profiles (mean + SEM) sorted by formulation and WO scheme (left) and
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the average dermis concentrations for probes at depth greater than 0.2 cm (right).

l

ff

AuUucC All

PharmSci®

/l[]V/—\N[ING

1. Benjamin Kuzma, Sharareh Senemar, Tannaz Ramezanli, Priyanka Ghosh, Sam G Raney, Grazia Stagni. Evaluation of |ocal
bioavailability of metronidazole from topical formulations using dermal microdialysis: preliminary studies in Yucatan mini-
pig, AAPS Annual Meeting 2018, Washington D.C., November 2018.

2. Benjamin Kuzma, Sharareh Senemar, Richard DePinto, Grazia Stagni. LC/MS/MS method for the quantification of
Metronidazole in skin dialysate, AAPS Annual Meeting 2018, Washington D.C., November 2018. (Poster# 508892)

Cmax
per study, were perfused with MTZ (0.02 ug/ml ) for a predetermined time and
then switched to LR solution with 0.04 pg/ml of D3-MTZ in Lactated Ringer. ! !
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Figure 4: 90% confidence intervals for the ratios of In transformed Cmax. The
dashed lines indicate the bioequivalence limits 80-125% ClI. The number next
to WO indicates the Wipe Off time (ie. WO 6 indicates wipe off at 6hrs, etc). Figure 5: 90% confidence intervals for the ratios of In transformed AUC. The dashed lines indicate the

GT 0.2 indicates probes that were more superficial than 0.2cm were excluded
from this analysis. Cream is the reference while gel is the test.

bioequivalence limits 80-125% CI. The number next to WO indicates the Wipe Off time (ie. WO 6 indicates
wipe off at 6hrs, etc). GT 0.2 indicates probes that were more superficial than 0.2cm were excluded from
this analysis. Cream is the reference while gel is the test.
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Figure 1: Example scheme for formulation removal times.
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