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BAZBEERE - AEHERERLEDEHRE
(2~ Fl & B )

In vitro H/EZIERER (In vitro SEWRIVERER) Z{LbEsh « EEES RO
G MEELI G T BT D A H 2 AT ONT '

Ak, TERLSEOZEMEIMIZET % invitro BRER ((VEE) OF%, ERERE
LR OV R AR\ 2 B4 AR50 (CFERY 28 42 H AR EEM FE B S B o 8 (B3RS
REIFEFD - FEmAFZCEE, (AREE DBEE) ) IZBW T, (LERE R O%K
AMEF O DIV STV A in vitro KEFEEAE (in vitro BREZKIGER)
BT AREHA Ro 4 &R L, (bl EERN S OLEEFMICET 2 B
T, REBEOWE, MARAL I OEN LOBERELE L DA F 2 AEHIRO
EBVIER LIZoT, EE TRAGRERICR L TEBRBEVETS, '




SRS

In vitro REFEBHER (In vitro B RRINGRER) %
feitd - ERBAROREMFMICET 5-HOHIF R

1. #E

{bMEsn - BEIEERSNG O 2 MRl LWL - 5340« A - BRI v R
i ERAL A L& D B DDV THE F?HU [#2 WU (percutaneous absorption ¥ 7213 dermal
absorption) W2 DUVNTOEEIR BT D, AN A &0 ATl o B S EB AN BT Tin vitro
S FEE TR (in vitro skin permeation test) F 721X in virro FEEWIGRER(in vitro percutaneous
absorption test)] O BANE, REASFMEICBO T, b hEEERZRICRINENDS (ENDEICIRE
END) ATREMER D D ERMBEOREZHEHZ L ThHhDH, ORI (RE) &k, M owEic->
W T ORI EMEBR o S & (no observed adverse effect level: NOAEL) & & |2 %ca

(margin of safety: MOS) % B35 L CsgiLs /2% (SCCS/1358/10)

KA A K2 AT, ACEWE AR OB PR O 12 DI A BTN D in vitro 4T
(in vitro R ERIGRER) 12T B 8FH A BT A % b U, BB - B3I A L oo 22 A MEREm S
ETHHMT, RBREOBME, SHERABIOHEH LORESEL2FEDELOTHD,

2. ®E
KA A F 2 ZNZBNT invitro F BT ERER (in vitro FRRWLIEER) 12 RS A
i@ A Fnk U g o L EET S, H‘XBLAUB(]!“JL: PIEATF D3 DO AT o vt A,

BUR% (skin penetration) : (LML DEEFALOGE S A b7\, In vitro WFFLIZ1 Tz
< invivo 720 in sin GRS S VD,

&%t (skin permeation) : B?J%%'O) B ABNOSRDBA~OBIT T L AL 2 G
OFAN B EMNZBE T 5 2 &, In vitro WFETEV T < in vivo £7213 in sitn WIECE

WA,

WRUSCSE 72 X PR (resorption) : In vitro FCJ& kR (in vitro FEERINGAER) TlT. b5
WY N (FICAEE =3 (viable epidermis) PELR (dermis)) ICAD T & A EBR L,
X 512, viable epidermis X° dermis IZ A > =WV EHILE DR SHIEBRRAICBITT D L E 2 Hh
50

I

permeation) | < [WRINE 72 13 FIRUL (resorption) | & [l UEBECHlibL 508, & 0ot Thk
Wy, TR, 2 UC TREEIE) 2 KB 508N 55, Ei-. [ER% (skin penetration)
BRI TR SN D ZENB D, £ 2 CET . RUA F 2 TR B FHRE, $ic TR,
CRZ Tl | TR ), 2 UC TR REIR % | 4 -1 LR BB (World Health Organization: WHO)
O HHE 2 R0 Basketter 5 2 OFIRICIES X b L7 Lo WS

M RZIR U (percutaneous absorption F 721X dermal absorption) | 1% LiE LiE TR %8 (skin




BRI L, (L o T (absorption) | &3S HiERR (IS HIBER LaR) iy
HISADZ Exnd, Bzl WIEERUIR O BS L EOMEE N L e IEER (Fi
T ENZY LR) ~OBITEEIRL TS, Lahi-> T, RN bRE EICH T WE
DEJENRY T — B CEFRIRRICBITT 5 2 L 2BIET A, MRV TV AR W G R0 5E
FEZRE IS T DRI SRy, L LR, {ERES-CESSRAMRICB LT, TR
I (ML E MRS (viable epidermis <° dermis) I[CADZ & & EB L, & 612, viable epidermis
X dermis IC A 2 To VBT E OB HIEIRRIZEATY 2008 L& b T AW v )R E
WD, 2T, WHOPR Basketter & ik, Z0#%#K, T/4abh, RAMER~OLFYEDOY
1% fresorptionj EEFEL TS, Tresorption] 13 TFNIN) & W HFRE T HHFBEIZE > T\ D
LEbNAR, GRS OEFL & DT, TRIE 72 IEFEWIL (resorption) | & 975, Zo [
I & 72 iR AY (resorption) | &9 HIREN invivo E 720 insiu PR COIHEDLIND ~NE TH D,

ZC, RAAF L ATH Tinvitro G FHEFER) L, EHICAETORBELBEL T, 2
> ZEE T LWL (percutaneous absorption) #lk| #{f5t9 5

—J5. TR &% (skin permeation) | 1 ZRED H BN HIRDIE] _}HH&-’C?@?T“J‘7 NP S =1 = n
L E0n, REORMNLEMCAFMENBET L 2RET MM ET D, T2k
I &N D RN T, TREFER] 1L in vitro WIETE1 Tl < in vivo E 724X in sind PR S
N5, |

F 7o T RU&ESE (skin penehatlon)J T DRE L O S 2 [l /ey, 2 ZC, [penetration]
(3BH 5 (A D) OBMIZITVAY, Tpenetration | 124 A WEWIERLH D, LL, Hl0k
A ST AR E LC Ipiercing) 721X rpass through) % JHW % J5 728 fpenetxatlonj k

fpermeatlonj ZEALRTV, 22, T [skin permeation) & [skin penetration] DJEFE 5
(2306 0T WHO %0 Basketter 5 YO RKIL & [FECTH 5, T 72, [ RFIEE (skin penet:atlon)J
g TR &7 (skin permeation) ) & [FER, in vitro WFFET20T T 72 < invivo 72403 in situ WFZEIZ 6

WAHZENWTED

[IEI By s N T Jfﬂ%{’ﬁ?iﬁ?ﬁé}h(b\iﬁb MR HA R RO BRI LY TN T i PRI &
NI ND T invitro FE & EFRISE (in vitro BREERINGRTE) 13 in vivo #EEOBMNGGRTE 2 522102
KRBT D b O TRV,

3. HEEOBME
R VNIRRT A Z 2 REAFRT DI HTo DB UGN T A BT A B0 iRk OB 2R
R



el WA RTA O Gnvitro SRR

Guideline scesy OECD® Colipa®
: (1358/10) (TG428,2004.4) 1997)

HEEL Flow through/Static cell Flow through/Static cell FyN—( Rp— LT R~
) CHREBEERALELD.
tnmﬁﬁ@ﬁ%%gt$b

LE72—# Bkt AR, BEEER - NEMEFBRIDE Bk R, BEEER

BB TLT Iy, ARLH | - BRECEREERAVIE BBl 7IUT . ABELEE
[0y i=3a)  RMHRTERBREEEET | BURK
Bt
] okbhITH Eh~ /By R
; < o s (EROBARKETT) @EIORI-LTEEN, 7
. (x BERE | BHEERE) S, Y k)
;102 b B BEE mEREL EaL
PEEL N NN N
HIBE E R 0200 - 500 pm o FREFR( BEFR/EIR ) / 3B | o whole, split-thickness skin

(spht-thickness)
A 500 - 1,000 pm
(full-thickness skin)

7R ¢ fuli-thickness skin

B8 (200 - 400 pm )
A _full-thickness skin

x > I mm

(<Imm&TDE)

Integrity test BE O, W7 T A, BE TR DOVWTREEAL | S8 H0 ORBEBM.
T AaBEORBEBERYE, TEWL &
TER, TEWL
WEME RIKIERBEOY N (cold 4 ) | RI TARILLAEIEN
CHETERDEHHEERT SN T I BELL
EHS B/ EEE . 2-5mglm’ B : 1-5mgem? =S}
B~ 10 pl/em? HAE - 10 pLiem’
=BAI 8 B 4
(Ph<ELE 4 RF—)
nB (/1T
EEXERE 32+1C 32+1C 30-32£1C
CREE 30-70%)
1 A B 24 B[4 © —RREIIC G 24 BER (R | 24 BERS

(BRADBERBEERELCE

)

BOEBMEICED )
CEARPTH TSI TER
B(FEBTO77AILNERRT
3)




B TE BB AL - RERE CRF—=F YN - BIERE

- BB - REBEREAE - AB

- REABERL) - B8 C BEBBERL)
- B CLETE-HE - B

- LR BAICR? T, BHEHM, B | - LETE~H

W, (EABEBL). BE.
®E, BERICDTS

I ES 100 15% RIEABOBEE, 100£10% | 85% BAL
(OB S TR ) (8B 5T & T2 (BB S HABN )
B ER L LE7a—#, RE. KBEE | LE72~%. B8 EBERE | Lt72—K. 8. RERES
. BRUF v o N—HRE BRUF v N—%%H KUF ¥ o N—H8H
(RBWEED)
HiliE HBRE (pg/om?) RABOES  REBERME B | &X&8 (pglom®)
IR URZE ( % of dose ) BRE. LE7Z—B0OEES | BINE% of dose)
LTBHBVE N~ F—
P

HERADBE BBRHEE

B N—trTF-JEBEEV

T U= e R % Ve in vitro F2FETRBRER  (in vitro FEEIRIGARR) oOEXMMEIL, KK, Iz
AN ER~OEY O GRE) LI ALK T HENAY T— Lo TS L) FEICE
SNTND (sccsn358uo)‘)

KA B O K EBRIEIZOWTIEABNRER) T —E D 2 ERmb TS, — T,
fEHE AR JFUEHZ J5W ) Ty 0ﬂwMimA%%ﬁer@ﬁﬁﬂn/ TN BIREI LGV OBIFE
WA TR ENUTORESPEE G ELAY T —2025, LER->T, MELTO
JEDRY 7 —Ren i)\ﬁb‘—?ﬂ)’fg@ in vitro 2 JEHERIER (in vitro BFZRIGRER) 121X, FHT 5
L 7 H iR E O BN CH D, AR VISR U R 2 BRA T 8
24 WFRISER AT 5, &%it% TR L 77 —iRICRBAT LI E O B bR 5,
SBIc, ERETIHC I FF—ik b M (. AEx R, RO oo PR

b NEHHEBRRICRIN SIS (RS ERICEETR S D) FIREMEDN & DRI E O &1L, 24 KA
WWH->TLE 72 —RICBIT L& & 24 Bl H @ viable epidermis & dermis "ZA74E9 5 #E54
HOBOFE 5 (1A BH), 24 R B A R D D05 E O BRI S v & Bz g,

RFERRRR O ZE R DWTIE, SR LTSS A BT A ATIERZRTER D 22, LinL,
JEFAR DL ST B IRE RIZRIR S N H G E OB L VT LA, viable epidermis & dermis H

WS D0 E O L FOREMICEEINE, ZOBEIE, ENEoL a2 0E Ui s
FroEL A S IR LS JFEJO){ W Lo T Udeovar (IERRA & 5 (2 0, i s 52
FHEEO> 10 - 100 f5LL 1) A0l U, R s 23 i i IR B L2 B U 72 %4 0 viable epidermis & dermis
PUCFET DR E OB (2 ORI B AR L 0 &) BEZICR S (8RB &),

SRy s
(1) hidc v



Flow through B & 74 static ROV L 2N L, Fh—L LT 2 — (Li—s3—) ok
VAZRRE AR A G T . 7eds, flow through SMERCE L CIE Lt 77 4 — RS BRI S5,

(2) LT H— (L) i

A) BRAMT, Lt 75— CRBETIL IR L TR Y | £, I E Ch b
DERS B, . |

B) BUKMHLEORBRIZIE, — RN AR S IRE IR A L 72— B, TR
LT 7y —ITERR pH 1295, ZHARRT 28E I ES LT 20ERH 5,

C) ALMERDFEHI B CH SO LE W D30 0 OBIFIE L. 2 O E TR

WITEIR L7, IREMEME OB CIE, MIE 7 V7 2 2 F 1308 2 2wl bl - Akl &
WINT 2 2 EWNTEDN, LD, EAY 7 —he (membrane integrity) %L STkt
7200 B, WHO 23SV CIRES TN S0%x 4 J —/LkiEiE IV 2 BA I, T

R R E (=integrity) IZB88% RIF SV E AR L TEBMAER SR, i, R h—
llc & ) =W 5% 5B X TEEND &R 5B % BT T AIREMEMN b 5 = & 2340 5
NTW5 9, 7235, 50% =2 ) — L KER A I C QIR LA A 1, AT ALAb R &
LTRYFFSTF L QO LA NT—F L EFHND I ENTEE D0 RS2 ER LT
WERME DL 77— RREN . GBIR U EBEOMTIERE D 10% 52 B2 W2 &,

D) LT E IO FEEE LWL )BT 5 & CTh 5 (SCCS/1358/10) Y, 7ok, H
> BRI ] CHEREA 72 ND il & 72 5 700 K 510 2720, L 7 4 — R BT RIS T 5,
RIS AT L OBIRO T Y P BIRS E THIIT 5 2 L,

B) ERHPOZIEORES THMENDLHE, ThEMZ D720 L7 4 —BICHBS Uik %

W s, s, L 72 — RIS EA AT BT D581 3 R O B e static BUL k&
v WD, E T static YRR LV CrEEER B UL flow through Bkt L Cidie
ZTWERL TR <,

(3) K

A) WHO {TREIEHE (gold standard) & LTt MEFOHEREZEOTND Y, bbbA, B MY
FE AR BRI A D3 L =B TR B 08, TN B IEV DB ERIIATCE S LIERE A
V. T, AU IZE bR EREOBRIE G R L B DB T Y RSN S
% (SCCS/1358/10) V. b b FHRPEICNZ T, Ty MEE LSS (COLIPA) ¥, &
iz, & by TH0 Ty MINAT, {LoBREAEN ShD (OECDTG428) "o bbb
Do T MREDT UMY T BFSTRWIEDERICE FEFOMNb DI
SRV, BRI OFE R 2@ RGHl LTV D E B A D ZEMTE DI &R IR
TEDLLEZLTEMT 52 LaiECch S ", ,
RAA B AT, T R & RIS 2 72 0 ORIV 5 54, € R BB &
O 4 R % HESE 5,

WERIELDS in vivo RIS BN TH R 0 G 25 DB-6101E. S BICIRE DL CH
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7o WS O RSN B T h DT WS RS A VT in vitro FEBR T 4B
R DA ORI DT B IE Mﬁ h'} WA H 22N ENHDOT, Hifkie Rk
ﬁj}? 45 [PNEON u;2>0

B) i JA ATRE 22 B2 & VX split-thickness skin (200~500 pm) % 7213 full-thickness skin (500~1000 pm)
T 5 (Sanco/222/2000) ¥, AR TIL, & —= — L THY] S N7z split-thickness skin 53 AF
ARETH B, R Ui f2 5§ oo RO IEIL#E Y 22 7k clllE U, IR H ISRl 2, £,
&@i%%%thhoiock%ézﬁ%¢@(ymy3wnm“%

C) B EICIE, kS U Coim s Shcuniid, e, 8L bFARIZ L0 JBEL
TR (RE—F) bHWLZERTED awaﬂG@w“ fele L, RKE— M ERAEH
THEAIE, TOHBANRBETH D, BEV—MILANZENHD, ZOETFILTIEHT
=T AN U TIREOYANTG P AFERFNT D 2 ERTER, ﬁ&ymk@&%
i, B RO invivo R RGN 2 FREMER B D Z & biEfi STV D

D) REFEEF LG L IIFRES A 2 ORI O E P RIER FThAZ L OAEAY T
—HENARDTHDH 2 Db, ZHLRER IR TER L2z & 1,

v SRR R & LT split-thickness skin 2 HWRERZ1T S, 2L, (KE
BN 2 B B BRI OTN 2 72 8h, )
R Lt)i'th EADEBLTWAEERN DD, BRAEI
U722 G Tk, BtED IE L SR CE W2 Lo
& Full-thickness skin 037 o — M & AW 1013, F 08
2 BT 2 B0 8 5
7B R R X OV MU E BT split-thickness skin U)?u’%?ﬁi)iﬁibb‘f:&)\ FHIE LT
full-thickness skin % W2 il 217 9, split-thickness skin BSE
Fe— b EHWAEEIZIE. COBBEBEICTIMNERD D

(4) BfEREofE MR (integrity test) %)

B RE DR PED T = 24 in vitro FJEEBEIRIZ L CTH D, Zhud, B & e bkt ()
FUF LK, BT A ya%)@&krﬁw*Mm#g# b L <R BOK o B B

(Transepidermal water foss: TEWL) ’{3 - HAURET (Transcutaneous Electrical Resistance : TER)
S 72 EOWIRA R X o THER T 5D, FEIC. TEWL Bt B REEH S 41 oD 4 77 R S5 0 A
FoA 2 NEBMENTT =T A MY v & ZIREGHIT 5 2 L0 X AR ZHEES 2 57k
b0 D, R 8D BEREO RS — 2 RS SRR D

TR 147 5T 2% (Radio Isotope : R1) B A7 C i e < JFEERR IR AT S 5, B ey, 52
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HEINHRIA, F 7k OB & Y RE RS

BRI RS
1085, SERIR LA O 4 T

ILAYAE: o Al

& 70 2 B 7 B A O CET 2
C(/)DE ;U @fn&"}ﬁ{l&ﬁ T_[: (\-—HLIHC j‘_ZDo

(6) i

EMROBA /RS SND ), BEODA K4 Tl

. I, CEETERA 5 2 - 5 mg/em® D
FIE -5 mglem® DA, ETL IR S B kaUmlifmﬂMéhfk@‘”

ET D, BEGEERIOEEE, 1Al 2/Z2RALEZLOR

T OfE % B 7
W R 51 % O A A A

20 mglem BT O, PIRBTL,

CEJIZIEN D £ DS D, Aeds, AR, SRR & C
b invitro BB FERZAT D ZENARETH D, Z DHGIL. mmu&@@@@iwﬁ&@@@
{234 (permeability coefficient) Z®H 32 (fI§k C &),

(7) FERPIEK
ERRBIBUTEAE & LT 8 BLEY 2 E Ly,

32 + lmckj‘é

(9) R

24 FREI DY }ﬂ

a5, 24 KLU BT 284612
YThAH

}/Jﬁ j: }XJ?fa)f)krh
o VY TR EIERIR E DY AL T SRS T wES S o FEE FNERT . b
L<i%@mﬁmibﬁﬁw%m(m@<&%30“%Ut)mmJ“

ERHEEET D, Ok,
FHEHEME L RSO FETHRELLD D IEWET,

(o= DA SYANAWEESRE Y -9 RO

(1.0) BEHERL

In vitro FZ ) é“,li‘l_nrk“’ﬁf U7 i R IR L

T T U R A S, S
A TR, N —i, R, 2 (8. A AIRGER, BUY) | L 2 — b e+ 5,

(11) ¥orFyr

Fi

W% 6 m (7277 L
i) Yoy rTh, Fik,

LS E DY Y imﬁwﬂﬁfkhbd&<&%&’%
W HE % ~B% 30 oYY

L O ORI TR S 2

YooY SRR
EaA AR A RO

(1 >%@%maﬁm\@W$

FosBRELO/ H5

Wikt
IHJ]/f ()ZM\

(At R I SR (3 N R PRV I VR S
(high performance liquid chromatography : HPLC)

7 7 4~ (Gas Chromatography : GC) . VR oD Y Ze ST T E T
MNENETEENNTHWT 5, B A A P TEOREE . T,
(sccsuzssno)‘L IR 00 B REZ5 i PR L

NI 4 — A T
WENZ# LTy
K HE & FEI S %

G T LN DS BRI 0O B i

-1



ST DHHEEG H s LY Eﬂeiﬁ?’a’frﬁﬁ‘é'l‘ﬂfﬁ&)%7";?5/) Dip bR D 4 DD R —
b U< IIEE OB EEAIN S 8 B (b MRS b L X7 ZHHARE) o7 =2 2D, 1
L7 —4& (BEFEE S L ILERRK (permeablhty coefficient) ) DLETHEAEE 30%ATH &
L. b L, SEHRFIE S EE L&, BREEERE S L ORERARORKEEZ VS, &6
Kwﬁmiwﬁﬁfmcvxﬂiyx%%ﬁi7*kﬂi%f& T e b EMREIIILTSS ~
NS%OEEBMETH S Dy B S L@ EIEREZR LEGEE, BlRe4$250, bL
IEEDEAIZHONWTIE RS,

(13) HHE \

S FH B 00 T T I RG22 R 8 BRI (ng/em®) TR T D, F 7RI (% of dose)
EFRWAHZESbHH M, ERBOER CIEATE O A CROE A, MR R T RS RS &
O %% (permeability coefficient) #HH L, /X—k T —VIIARETH D,

(14) iEfet, 240, Bk

MOS DOFFEIZEE, FHME+ISD A5, I TR L2l v | in viro BRE Fns RIS
fE R s L OSBRI 2R K 5 f T8 OB OB R BUE OJEH OFE NI LD IEL DERREVZDT
hh, EBIT, KRFEHEIRBEORBROLELNLLOTHD | ASREYMRGEL E L b0
TRV SETHD, 7r ha— o LH#E ML THA5E0ELOENIEFICREVES
(I, ERBOF O D FHE2SD ZH 5

In vitro J2 JiE R | C%ﬁ’.ﬂ"i’& QRN

o {E{KMIS L UM K D Mg O EE 0E N

. &E%@mw%&@@%&@ﬁw PR O T s J O
o LR (static TYLHE L & flow through BUHHCE /L5E)

. PRIE O RE

4. REEDOBERRA
B U7 1912 in vivo 6T TIRIATEERSR (WER L0 o) 12 L v bE 0 BTG /RED
5AFERRICKITT S (absorption 721 resorption, FFIR) A3, in virro GF T TIL, £ OFk
T WG IIFHT C & 720 (SCCS/1358/10)

SR PR, ML, HE AR DR LTI 0 . — M7 00— 5y oo B 23 L) B
D RFTER LT85 in viro SIRICISHT 2 8 L. B SIS BRI IR O S
hﬁ%@\mekaTu\%h%h%@%@wi&hﬁ F O BnG, GO

B b invitro CIEFFHCERWY O C, invitro 2 CORANY 2R () PREEL invivo L
R LTCEL 725 (SCCS/1358/10) Y,

F 7=, in vitro TR T i\ BRI ISR B D O S (W) D T E DB D,
Il invivo IBW TR ERMOWINC L > TSN 2 Ebd 0 9D, T ORI IRES
ht%ﬁmﬁ\mmmu i@%mb@fﬂikbmw<%QMﬁMM)%

8



5. wmiklc

AR L0 RIS invitro FFEG M Gr vitro BEFCWRILIE) 2SELERS . X O B W U
BH~OBITIE & D DIEEWRER SN T DHEZIZ OV T, :AtZ\i*ii—Ea:J;t:u“cya\m‘f-f{ﬁ’;iw-
PHIHE DUV CORE A LI 2 D, |

6. ;%

PR D A ORI BB L, AT EA HARH DT OWRBEIEICIZBRA D 5 5,
E 2 BARTOEI, b MW A ZEIUGE TE DIEREIBEC-D2H 0 | BRI & R %
O PR DR CHIVIMGATHE L 2o 7o, LM LARRS, ZO%A LIk oORIRE C. Wik RS
MEEAETHD, LENR-T, HARENIZEBWT, JFliE e FEEA T in virro [ EFRE
B (in vitro FEPCRIGRIER) A Efu L, BERHE CHOLMNIT A2 SiddEaiciiLvwe £ 25
Eo. BB IRER BT T e N A D L, b NS A JEBSINIE CATFT S
ZEHTELN, WAIEEEC L0 R EERE D A AHEMN 5 A T DRI T2 5 <X Th
Do

3 RGN T —OREFE AT = v 73T AL LT OECD TG428 VTt + U 7 Lok o ]
AR L TN D, RO S TREEIZRB ik, B, EREEICASbY2EKT, b
UF o LTRET I MBg/g, 208 T 1GBq % FIRMEE LT, MEMERANITESE (radio isotope, RI)
ELTORDPNERERT D Z Lo TS, L LaRS, RN, HADRUR
REWC G 2 Rk A OKRE [ & 138 e 72 AMEREMN SN s - Lzt A iy, MU FY
LA D YEET, HEROBET, R0 RIERE LD,

Elo. PUTF U LKTREORERFEMEEZF = v 7 UL, RI ﬁ@%&%%%‘-%ﬂﬂ*&: LikTcEn
W ENE L BOT EWERWE OB S R RN CERT S o PR UG
W A O D B i M e v s R n&f/M)/r%"“ﬁa%}r&kﬁud“éﬁm X, iﬁ/ﬁ)rh&?% RI Z= L2
Y OMEN D, LCMS/IMS, ICP/MS DS HTHERHI D2 D @i Cdh 572, #9°L & RI M
PSRRI T D 2 E DAL LITV R RV ORBURTHh D, ZhERET 5 HEE LT, RSO
PEIX NV F O LKTTF 7 U, EOREEITINC, ZOEFHORRE % FHVC, RI i sh Tt
AL S OIR 21TV IEEERR IR CREER AT & T 2 HIEN & 5,

7. BN

1) SCCS/1358/10 Basic criteria for the in vitro assessment of dermal absorption of cosmetic ingredients
(2010).

2)  WHO, Environmental Health Criteria 235, Dermal Absorption (2006).

3) D. Basketter, C. Pease, G. Kasting, I. Kimber, S. Casati, M. Cronin, W. Diembeck, F. Gerberick, J
Hadgraft, T. Hartung, J.P. Marty, E. Nikolaidis, G. Patlewicz, D. Roberts, E. Roggen, C. Rovida, J. van
de Sandt, Skin sensitisation and epidermal disposition: the relevance of epidermal disposition for
sensitisation hazard identification and risk assessment. The report and recommendations of ECVAM
workshop 59, ATLA, 35, 137-154 (2007).

4) OECD428 Guideline for the testing of chemicals, skin absorption: /n vitro method (2004).
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5) Colipa regulatory, Guidelines for percutaneous absorption/penetration (1997).

6) T. Oshizaka, H. Todo, K. Sugibayashi, Effect of direction (epidermis-to-dermis and
dermis-to-epidermis) on the permeation of several chemical compounds through full-thickness skin and
stripped skin, Pharm Res., 29, 2477-2488 (2012).

7) W. Diembeck, H. Beck, F. Benech-Kieffer, P. Courtellemont, J. Dupuis, W. Lovell, M. Paye, J.
Spengler, W. Steiling, Test guidelines for in vitro assessment of dermal absorption and percutaneous
penetration of cosmetic ingredients. European Cosmetic, Toiletry and Perfumery Association, Food
Chem. Toxicol., 37, 191-205 (1999).

8) Sanco/222/2000 rev. 7, Guidance document on dermal absorption (2004). .

O BT LEHAMNAMOBRERLSOEZDOEDFHREFLERBRT A FT A4 v
(http://www.nihs.go.jp/drug/be-guide/GL0O61124 hifu.pdf).
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