7 /’ 1:1 correlation
P 4 121 correlation - 17 I
g 17 PPABA @QPPABA B ‘
g L7 BA P S .. @PPABA
o 0 /ISDN-— gl = / Sprar
g S By £ 0 g e
- ) / . =
\_g 1 - ‘ /,/ AMP, C ‘M”PABA S ,/ 5 LC ,_PABA
X i @ANP 7 3 -1 7 AMP QA
< @@Ep ’ ) ’ 2 4 > )
S (= AF ¢ - . ANP & BP
| 2 Pors . | Epi » @ 'pp
7 ISMN_~ Sl @ v
= 4 4 2 Cle CAE“
239 . s “Dopa e
5 ’ 5 g ISMN ~
w b w _3 o 7
=24 / = ’
] s < Ve
v ’ ey s
=34] 7/ gb ’
5 -.5 T { T T T 1 ’_J '4 ¥ - T ¥ ¥ L}
S04 03 2 10 1 -4 -3 -2 -1 0 1
Log (calculated C; ,, /donor conc.) Log (calculated C , /donor conc.)

c) d)

~ 1 - 7 1:1 correlation ~~ 1 ]}1 correlation
< ’ BP 3 y
£ AN 74 g s,
S 0 JAPABAGER o2 P-PABA._&EP ,
g E-PABAZEBA g E-PABAGRSR BPABA
g - 0 Pppasa S o1 - g PBA
= 4 AN 7 = /LC I\/f,]fABA
X - ;7 CAF® &BLc 7 Y AMP, ;
S -2 |Dopa . MP =2 Epi OAFG/ANDY
| U’ 3 @ //ECD' 4 ] O 3 //
- pl 7 - 7/
] s ’ = ’
@ - , o op ,
3 -4 . 3 491 7 it
@ / @ K 7’
o e < / P
S/ -5 // \?, -5 A /
2 ’ 2 al
[ -6 T 1’ T T T T 1 - -6 ' T T T T T Y
6 -5 4 3 -2 -1 0 1 6 -5 -4 3 2 -1 0 1
Log (calculated C ,, /donor conc.) Log (calculated C; ,,/donor conc.)

Fig. 2. Relationship between calculated and observed Css in hairless rat skin (a, b) or pig ear
skin (c, d). Two-layered diffusion membrance model was used to obtain calculated stady-state
skin concentration of chemical compounds. Full-thickness skin (a, ¢) and viable epidermis
and dermis (b, d).

Data range: 122.12<M.W.<234.30, -5.54<ClogP<3.57. Dotted lines show the 95% confidence

interval. Each data point represents the mean + S.E. (n = 4).
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logk ,, Mean + S.E. (n=3)

Fig. 3 Relationship between logKos and permeability coefficient through Strat-M™, human
skin and hairless rat full-thickness skin. ~ Symbols: o; Strat-M™, A; human skin, o; hairless

rat full-thickness skin. Each point represents the mean + S.E. (n = 3).
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*P < 0.05 by Pearson’s correlation coefficient. Mean * S.E. (n=3)

Fig. 4 Relationships between logP values of human skin and hairless rat skin or Strat-M™,
All results are expressed as the means + S.E. (n = 3). Pearson’s correlation coefficient showed

significance (P < 0.05).
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LA GICERE I NS, Bk ATP HIE
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keratinocyte cell line Pam212 BR & (10min, 1%) 12L&
extracellular ATP (eATP)EE B BRI H DR F R M E O 745

Group I (eATP ; 1.0-10.0 pM)

*2-tert-Butylphenol, *Carvacrol, *1,2-Diaminopropane, *n-Heptylamine, *Potassium
Hydroxide, *3-Methoxypropylamine, *N,N-Dimethylisopropylamine, *Octanoic Acid,
Cetyltrimethylammonium Bromide, Eugenol, N,N-Dimethyl-n-dodecylamine

Group II (eATP ; 0.1-1.0 uM)

*#1-(2-Aminoethyl) piperazine, *Methacrolein, Benzalkonium chloride , 1-Decanol,
Laurtyimonium chloride, Steartrimonium chloride, TEA-laureth sukfate, Croton oil,
Cetypyridinium chloride, Sodium lauryl sulfate, N,N-Dimethylglycine,

Group IIT (eATP ; <0.1 uM)

Ethyl phenylpropiolate, Lactic Acid, Isopropanol, Propylene glycol, Xanthan Gum,
Phenethyl bromide, #2,4,6-Trinitrobenzenesulfonic acid, #Oxazolon Gum

* [EE AR & A BRI, # T T
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