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Fig. 1 Log Kp (permeability coefficient) versus log K,
(octanol/water partition coefficient) for Compounds of
Constant MW (400 Da, molecular weight)
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Fig. 2 Strategy for assessing percutaneous absorption by ECYAM
(European Centre for the Validation of Alternative Methods)
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Fig. 4 Relationship between log Kp of artificial
membrane and human skin

IPH: isoproterenol hydrochloride, ANP: antipyrine, DPH: dopamine hydrochloride,
AMP: aminopyrine, LC: lidocaine
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Fig.6 Semilog plot of permeability coefficients for heat-processed hairless
mouse membranes and normal hairless mouse skin as a function of alkyl
chain length. All data were obtained at 37°C
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Fig.7 Effect of glucose-free and oxygen-free conditions on
PD and Isc : (a) glucose-free, (b) oxygen-free condition

Each point represents the mean + S.E. (n=3)

Arrow show change to glucose-free or oxygen-free condition.
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Table 1 Comparison of models on pig skin*

IMC]-oc(yl I"‘C]-bcnzophcntme [MC]-saﬁcylic acid
methoxycinnamate % applied dose % applicd dose
% applied dose
full split- full split- full split-
thickness | thickness thickness thickness thickness thickness
skin skin skin skin skin skin
96.53 8L.16 92.10 92.65 70.59 68.65
Skin surface E> + * t * *
0.68 6.48 8.43 1.18 3.84 L72
Epidermis 11.05 7.43 2.41 2.11 12.98 783
(stratum corneum + E * * E + +
viable epidermis) 0.12 1.35 0.92 1.52 3.27 3.53
093 4.03 0.22 1.7 6.47 6.22
Dermis** Y + £ + * *
0.23 0.49 0.14 075 257 1.20
0.12 0.49 0.004 0.21 2.93 6.72
Receptor fluid + + * + + S
0.04 0.03 0.002 0.09 1.37 1.63
Biological recovery 12.10 11.94 2.63 403 18.46 20.77
(epidermis + dermis + + + x| % + +
receptor fluid) 091 145 1.05 22) 5.88 2.01

*values are the mean + SE of 3 determinations

**upper dermis for split-thickness skin and full dermis for full-thickness skin

(overall percentage recoveries = 100 + 15%)
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Fig. 8 Relation between fluxes of ethyl nicotinate and
nicotinic acid through full-thickness skin and initial donor
concentration of ethyl nicotinate

Solid lines illustrate predicted value calculated by differential
equations using obtained permeation and enzymatic parameters.
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