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Introduction Results

In several previously performed clinical studies, the cutaneous sampling ¥ Pilot study:
technology dermal open flow microperfusion (dOFM) has successfully
demonstrated its capability to accurately and sensitively compare the
cutaneous pharmacokinetic (PK) of various topically applied drug products (from

Results showed that the tested study design parameters were appropriate for the Affiliations
subsequent pivotal study:
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To evaluate dOFM’s capability to assess BE of highly lipophilic and highly

protein-bound drugs, we performed a clinical study using several products Negligible amounts of diclofenac were detected in the untreated Technologies Graz, Austria
L . e sites on the arm compared to the treated application sites and
containing diclofenac sodium. Redistribution e o |
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W determine the optimal study design parameters for the pivotal study (dose). Negligible amounts of diclofenac were detected in the untreated
W characterize the influence of potential confounding factors such as lateral Lateral diffusion ' dOFM probes positioned next to the treated application sites
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diffusion and systemic redistribution. with R and most of the samples were below LLOQ.

W evaluate the suitability of a diclofenac sodium topical solution, 2% to serve as R and T,,,.eq Produced significantly different PK endpoints, log
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negative control. AUC,04n (p <0.0001) and log C,.., (p < 0.0001). 2
The objective of the pivotal study was to assess BE by comparing the _ | Office of Research and
cutaneous PK of the W Pivotal study: Standards,
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B and those from a non-equivalent solution (negative BE control). and Research, U.S. FDA
Silver Spring, MD, USA
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Figure 1: Applied products and doses for the pilot and pivotal studies rosttive Contro [2] K.I. Tiffner et al.
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> Mixed criterion for BE: Control microperfusion verification
» 95% upper confidence bound is < 0 and (Tronequ VS- R) Crnax 22.42 1.18 10.56 N study using lidocaine and

> geometric mean ratios (GMR) for PK endpoints lie within the BE limits prllpcame Comb!‘nanon
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The non-equivalent solution showed an order of magnitude higher diclofenac Guidance on Acyclovir” for

bioavailability than the gel formulations, causing lateral diffusion of diclofenac to These results for diclofenac and those for acyclovir!, lidocaine and prilocaine?  acyclovir cream, 5%.

the aldlja.cent dOF_M probes at the sites treated with the reference gel. A indicate that dJOFM has the potential to support a demonstration of BE for a wide (Recommended Dec 2014;
sensitivity analysis demonstrated that only data from the dOFM probe closest to range of different topical drug products. Understanding the potential impact of Revised Dec 2016)

the adjacent application site (treated with the solution product) on each thigh was local crosstalk, in general, and during pilot studies, can help to optimize the study

affected by lateral diffusion was thus, excluded prior to BE analysis. design of pivotal BE studies.
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