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(Vinax, Kum) 7& Hanes-Woolf plot % F\»
THEW L /2., Hanes-Woolf plot 1% (1) &
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potassium dihydrogen phosphate=45 : 55,
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WME®D P& Kolw 270y hU7#
RZ/_7. LSE-high Ti3. 1L ME D log
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2a)., BOHNIZEIZTXTE MEED log P
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B4~ OLLEIOFE (Watanabe et al., 2001)
M HR/FSHITNS, —H4, EpiDerm Tl
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O P ELIFFFUMEZ~RLZ (Fig. 2b).
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HALFIED PHE FOKRED PE O BIE
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7L = EA D log Koiw 1218 5§ Piliz &
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Figure 3 {7, #tdhichs&LfE, #Hahic &
NEEEN L2 FWED log P% 7
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FZf& & LSE-high #RI T, & 10 R
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Table 1 Physicochemical properties of the chemical compounds used in experiment

Drug Abbreviation Log Ko/w M.W.
Antipyrine ANP -1.507 188
Isosorbide-5-mononitrate ISMN -0.151 191
Caffeine CAF -0.123 194
Aminopyrine AMP 1.065 231
Isosorbide dinitrate ISDN 1.2_25 236
Benzoic acid BA 1.410 122
Flurbiprofen FP 2.179 224

Table 2 Permeabilty coefficient of ISMN, ISDN and FP through each layer and

the resistance to the drug permeation

Hairless rat skin

P (Cm/S) P (Cm/S) Rye Rued Rye/Ruo Ryed/ Riot

ISMN 1.50x 107 1.25%x10° 6.65%10° 8.01 x 10* 0.988 0.012

ISDN 1.85x10°  379%x10°  542x10° 2.64x10* 0.951 0.049

FP 135x10°  2.63x10° 7.41 %10 3.80%10* 0.486 0514
EpiDerm
P (Cm/ S) Py (crn/s) Ry Rued Rse/Rio Rued/ Riot

ISMN 1.55x107  9.57%x107 6.46 x 10° 1.05 x 10° 0.838 0.162

ISDN 442x10°¢  2.18x107 1.80%10°  4.60x10* 0.800 0.200

FP 3.48x10° 7.52%x10° 287x10° 1.33%x10° 0.537 0.463
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Table 3 Enzymatic parameters for hairless rat skin, human skin and cultured

human skin models

Kn Vimax Vimax/Kn
(pmol/mL) (umol/min/mg protein) (min/mg protein)
Hairless rat skin 1.406 223 x 10" 0.158

Human skin 7.73 2.50 x 107 2.65x%10°
LSE-high 12.7 6.46 %1073 5.10%x 107
EpiDerm 12.1 1.81x103 1.45x% 10
LabCyte 14.0 1.02x10° 7.29% 107
Vitrolife-skin 12.0 1.07x 107 891x10°
Episkin 13.0 3.13%107 240%10*
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Fig. 6. Relationships between ClogP of chemical compounds and false-positive or
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Fig. 7. Relationships between ClogP of ester derivatives and false-negative ratio.
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