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BACKGROUND & AIMS

< To evaluate the feasibility of delivering transdermally a series of highly lipophilic compounds (log P ~ 4-7), comprising several selective
estrogen receptor modulators (SERMs) and a modified testosterone (danazol).

< To explore whether the fluxes achieved might be sufficient to allow for ‘local’ application and drug delivery to underlying subcutaneous
tissues, avoiding thereby undesirable systemic side-effects when treating breast cancer.

< To compare the in vitro experimental fluxes of the drugs considered with their predicted transport using the Potts & Guy algorithm.

Prediction model & experimental studies
Step 1: Calculation of lipophilicity and aqueous solubility of compounds

% Log P, and aqueous solubilities (log S) of the drugs were estimated with the "ALOGPS 2.1 Programme” [1].
Step 2: Prediction of maximum drug flux (J,.x) across skin
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8 % Calculate permeability coefficient (K 'p) of each drug across skin from aqueous solution using the Potts & Guy equation [2]:
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+%+ Calculate corrected permeability coefficient (K pe,,) following Cleek & Bunge [3] 1+
for highly lipophilic species for which viable epidermis can contribute to rate-control: 2.6
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drug solubility; K ,: permeability coefficient; ecular weight

Step 4: In vitro permeation studies

% In vitro experimental fluxes (J ¢ype) from saturated hydroalcoholic solutions (70:30; ethanol:water) were determined in side-by-side
diffusion cells (area: 0.71 cm2; volume: 3.2 ml) through dermatomed (750 pm) pig skin at 37+0.5°C. Samples were analyzed by HPLC.

Table: Estimated physicochemical properties and predicted skin permeability parameters of KX Experimental values (except droloxifene) were typicaIIy

the compounds considered. ~ ~ ~ greater thanthe predicted fluxes.
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z Compound MW  Model® P (mg.em®) (cm.h?) (cm.h?)  (cm.h?) (ug.cmZh) Texst . . - .
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u logpe. 603 1.77 -0.744 18.00 7.62 1.35
m AlogPs 532 0.09 -1.164 6.85 4.54 0.04 100 -
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% Predicted fluxes were in good general agreement with the experimental L
results (Figure). Figure: Comparison of experimental and predicted fluxes using either

ALOGPs values (orange bars) or average ALOGPs values (red bars).
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