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HEENREEEER (B & B

RABHEEE - LEEERERRFEEERE
(5 B0 & W)

In vitro EEHEBESE (In vitro BEWRINERER) 2{LEE5 - EEIH S0
REMIEICET BIDOH A 52 ALDNT

%, [EEXREOLZEHUFEMICET 2 invitro B (8% o, EpE#
{ERUERIREICE T 5M%] (FRk 28 FFE B AERFERBEHEN AR (BEE RS
FAIFATD - FRMPTFEER, REMEE DRE) )TV T, LEHERLHEROR
ﬁﬁﬁ'fﬂﬁ@f:bﬂﬁb‘%ﬂf%é in vitro Z/E:FERE (in vitro BERILER)

T AU R4 2L, {bis BEERASOLEEEFMICE TS B
T, RBREOHE, BABRABLIGER LOBERESE LHETA LV R E2RED
ERBVIER LD T, BE THEREFICHLCANENET,



hallh S

Invitro RIMERERE (In viro BERINER) %
MG - ERESRORLHEEBRT2HL-H00HI TR

1. #
C AbRER - EESA G OETEMETRICIST ARIT - 5570 - A - YRRV T, EERBO
HERABAKEED LD 2WTE, KA, MERWIR (percutaneous absorption % /213 dermal
absorption) | IZ W T DERIRBE TH B, RN A & 1 A TR Ll SO E BB D Tin virro
B FEIRRE (in virro skin permeation test) F7=iX in viro BEBILRAB(/n vitro percutaneous
absorption test)] @ HANL., FMAFHIIEWT, b F2BBERRACBNRINSG (BASEEE
Ihd) FEERHIERHEORE B2 L Tha, oW (BER £iX. BxoBhHEic-o
WTORERSEEHRBEOESZMER (no observed adverse effect level: NOAEL) & L b lzZ4isk
(margin of safety: MOS) & B+ LTHEE 25 (SCCS/1358/10) 1, |
I A R, AEFWE PR O R ZMEFTFHEO DIV BTV D in virro L ERRER
(in vitro BB RITHB) BT B BRA A FTA 22 Lol L (LB - ERBI R ORESMTHIC
BT 5 HNT, RBEOBE, BARRSLUEALOBEASLE LB bOTHE,

2. F®
AH A F 2 ZNZBNT in vitro FEREFRTRER (in vivo BEBILHRER) (2B 2 RIRE) LX)
ABEERALIERMEDRLIERT S, BERIREBIILLTO I 20OAFT v hbli3,

B %i2% (skin penetration) : LM E O BB DT E 27V, Invitro TR ¢/
< invive ETeid in situ BRI B RV 3B,

%@ (skin permeation) : KEDH BN LROB~OBITEER L., LEWE N EE
ORI SEMNTBEI TS &, In viro BIEIET T2 < in vivo £7213 in sit FERITL A
WA,

TR 7 i3 FRIY (resorption) : In vitro REEBRER (in vitr;o R B I ERER) THL, w==
BENEE (EITEEXRE (viable epidermis) °EKE (dermis)) ICABZZ & 2EEL.
& BIZ, viable epidermis % dermis IZA o LR ITE DR ELBRAICBITTHLE b
Da

[FRFZWRIR (percutaneous absorption & 723 dermal absorption) ) X LIE LiX (/&R (skin
permeation) | %° [RINE 7 IXFWIL (resorption) ] LR UEBRTEDLILAMN, X VST (BE
W), TRRIR], €L T TREER] Z2ERIT20ERS B, iz, [HHFEE (skin penetration)
LRIRREVWTZ SN 2B H B, TZTET, AV A L ATRHWSHGE. #FiC TRERRIR] .

(EEEER, (BFRRI. Z LT r_ﬁ)ﬁ?%‘@] % iz R REEEES (World Health Organization: WHO)
DFHE 2 R Basketter B ¥ ORMBITESE PR LEL S ICEHESIT =,

1



ERSARTH., EFHEO [RIX (absorption) ] & IFLBWRA (FWEBRMIK) Sy
EBRALZERWS, Az, HIEERRERORE LEHHOMEE O 2FBRE (i
TENITY URER) ~OBFTERRLTWS, LER-T, [BRER] bEE LTS8
BEERY 7T —2RTEHRERRICBITT D I LEEWT S, MEBHN TORWEHEER
BEETIHMEESEIL IR i, LrLefs, HERSPERSARICEL T, BRER
IR) XA E NS (viable epidermis <° dermis) IZABZ L 2EBEL, &5IZ, viable epidermis
R dermis (IZA S ML T DR EHEBBRRIBETT2ER ALY T BRIRI LW IXBE
V5, £Z T, WHOPR Basketter b Y1k, ZO%E, T2bb, 2FBRA~OEHEOB
7% Iresorption] & TEFEL TV %, lresorption! ik MERIN) LW ORETHHPEICE > TV S
LEbRDH, RERPEOEADLSH DT, RITE ki ERIX (resorption) | & %5, D
WUE T VSERAR (resorption) | &4 5 RFEI in vivo F7cid in siu IR TOHEDN D RETH B,
ZZTC, BKIA FRATIE linviro RREFRRR] LFHRL, SLZESETTORBLERLT, »
S ZHEE T RN (percutaneous absorption) AER] %245, -

—%., B (skin permeation) | IXREDHDENHROBIZIBL ZBITT B & 2Bk T
riinh, EEOEAINLEAICEMERBETIZ L ERATIHELTE, JIRE
&S XFERRNDT, [RER] 1L in viro FIRIET TR invivo b in situ TRFER S B
W3, .

X 7o, [ BL &R (skin penetration) | FI{LFWHORFHN OB S 2RI 7A2V>, Z 2 T, penetration]
BH5 (i d) OBWRIZEVA, (penetration] ICHHEBEEWVWIBKL DS, LivL, AV
5 ST AHE k LT [lpiercing] F7cit Tpass throughl ZAV 55 penetration] &

Ipermeation] #EZIL29VY, 7233, =@ [skin permeation] & [skin penetration] DR, X b
I E R B OV E WHO % Basketter 5 YDREL L M TH 5, £, [ 5 BIEE (skin penetration) |
13 TERE%EB (skin permeation) | & RHE, in viro BFZRIE1T T/ < invivo E7213 in situ BFRIZ S B
WAHEIZ LRTED,

AR L7 & D 12, MR TV VRV R B R B TR E TR 2 i F R &
NIZVD T, inviro RIEEERERE (in vitro FREWRIGRERIE) 1T in vivo BERINRIRIE & 55810
T3 HO TR,

3. BREZOHE
RUICETA F A2 ERT 2BV BRLIEATA FI A ViCBi) aRBEOEELR
TU ’ '



&1 WBHATAFFA

‘OECD

OB (invitro B IEEEER)

Celi

Rt Flow through/Static cell Flow through/Static cell FroN—( kP—, LET 2~
| ' ) THRERALSO.
/L ORRGWRNRIZ LD
LEe72—H% okt R, AFERHE - ARMHSARTALE BokiE : &R, BFERHE
BBl -FLTE, TRLH | EMCEREEATVWCE BB FTATES, TRELEHE
oFEmiEE - REBRTEEREEHRET | #UM
Bk
x obkbhiSH < R L] EXEsL
2 « O > M (EFORSEREFT) | MAFORI-ATEES, 7
; {x HRMEM | BRSEEN ) g.5YhN)
i [ N Bzl ERazL
72 .M KK, 88
4 ). ! Bk 1 0200- 500 um o ML BIE/MINTR ) / M | o whole, split-thickness skin
(split-thickness) B {200 - 400 um ) (<imm&FBZE)
A 500 - 1,000 pm _ & _full-thickness skin "
(full-thickness skin) x > 1 mm
F& : full-thickness skin
Integrity test PR 0, A7TA, S FECSDWTREREL | 8E  *H0 0B E R,
T aRoERERYE, TEWL %
TER, TEWL
HERBR RIFEAEMOY b (cold & ) | REFAL{LFEAR
LRETREIDHUERY MR TT | REELE
MAR B/ EER: 2-5mgom® | BE:[-5mglem? 2k
HE - 10 pliom? gk ~ 10 plfom? '
8 ]G 4
::?ﬁﬂv7na FreEReET
EREERE 32+1C 3221C 30-32%1C
‘| CREE: 30-70%)
i PR R 24 e - —MERIC I 24 BEA ( EIRAD | 24 BEAD
(B3> BEERMREIDE | KOEBEL LD )
) < WARRTH ST ER
B(ER7O77AILEERY
%)




P EE - BRER - RFE—FrN— - BREE
‘ - AR - BREE - BN
- RRARERS) - BR - REAMERL)
- MR - LEFR-E - XE
c LeTE—E BEC LT, BHHY, X | - L2
o, (R ENEL)., AN,
&5, XRIC2E2
B % 100 £ 15% RIGEAR® AWML, 100=10% | 85% Bk
( &b S MA/BiE ) (ER S BBRERR) { BB s B/ )
= g Le7R—H&, 2R EMEE | LE7R2—#, 2R, EREH | LE72—%, B0 RREES
BRUFF v N—kH BELUEF v NN—%9HE FUF v o N—E
(KM ExL)
Wik 45 ( ppfom® ) ERAROCHRS  EWEER B | £k ( pgiem®)
WAXE ( % of dose ) RAR, L7 2—E0EES | BB of dose)
LURBDVEN—LTF—
o
EEROPE . HARKENR
H, N—trF—SG BN

it U7 OB % BV e in vitro BRMGBERER (in vito IBEORINRBY) OEMMEIL, HHE. i
BRNEFE~DRGOFIN GEE) P DIARIIHTEEAT T —LiRaTnB LN SEECHE
SNTWS (SCCS/1358/10) Y, '

KA MO R EEBIE IOV TIRBEREAY T— L5 Z ERM BN TN B, —F T,
LR EEHZ B W TIXMS S OIEEEL &l b 2 D ORTEE L, T OIS HOR %S
BHECITARIET TR ENUTORRRER b ERANIT—L A3, LEB-T, ABUTD
RN 7—EOFEBRBVBED invitro EEEERE (n vivo BREWIRER) TiX, RT3
V7Y — R EEORESCERERLETCH D, FRBRIER e Y LR AT, &
% 04 BRIERET . EEEBMIHERIC L7 ¥ —RICBAT LI R T o B bR Be
EHIC, ERRTRICIIF T —ELRE (AR, £&hRE, BLUER) TogspaR_L
ET B,

b FEEERRICERINS (ENEICREIND) FREERLH 2 UBRME ORIL, 24 B
KE2 T ETF—RITHIT LR L 24 K B @ viable epidermis & dermis JIZFFHET 2 HHE8M
BOROTILT5 (1M A BH). 24 B B I ABICH 5 WRWH O BIRIR SR & 2T,

FEERBEOZEMEIC2NTIE, SRLUEEATA R4 VB RN, LML, &
o Zettiiesy ﬁﬁﬁ%h’-&ﬂléﬁ’bé FERSEOBRL Ve LA, viable epidermis & dermis
CHET A HBWEOR L ZOBMICEEINS, ZORAE. ERAEOESRAZEE AR
Eeid, ERFOREMRENREORBIC L > THD LEWE (ERAE ; fld, BRENE
RED 10-1001%ElE) 2 8A L., KEEENEEINIEICENE L% O viable epidermis & dermis
PIZFET2#HBRHEOR (ZORREAEEAFLIIEN) BERICRS (HEBSR),

RERF I
(1) EmikL



Flow through B Jobd static BOMBE AL BEAL, FFh—b LET 2 — (Li—n—) Aot
NI E A TERT S, 728, flow through BEBEA TRV 7 & —ERN B AN 3,

(2) vEFFE— (Li—ri—) &

A) BEBAHT. VEFF—RPTHRYEIIRRICERLTRY, £k, LENCERETHS
BEBH B, ' |

B) SUKMLEMORBICIL, —RIO AR EEEERE Ly 7y — kA5, BRI
& LTVvET 2 —REAERN pH XT3, Tha@lid 38R EYLT 2 68N/ S5,

C) {EEMOFEEHI B TiX, MASOREELADR N2 ORFEL, T bITEBEAER
WZIBAR L2V, IEEEEORBTII, LE7AT I R EY R TEEH - HkR%
BNT5ZEBTELHN, 20O, EE/NY 77— (membrane integrity) ZBALERTIIRL
20y, B, WHO 2352 CREEN TV S 50% =% / —VkERE RV BHEAITIL. Zhst
BRI (Sintegrity) KEBERIEERVI LERRLTRMRIER LAY, Hiz, KF—
flic=g /— V5% B TEEND LRERIMICHELRISTHREERLEZ LMD
NTWB Y, A2d8, 50%= & 2 — VKIS Z AT LRVESE., ST bH]L Lk &
LTRYAFTVZF L QA VA NTI—F A ERVAZ LN TEE ED, S FE L
HWEHEO LT F —HREN, BIRLIEEOMRMBRED 10% X820 L,

D) VEFZ KIS REEGELRVL SBIRTHAETHS (SCCS/1358/10) U, 2, B
BHOFREHTERNZNDEE 2LRVWE 2T 5%d, VETF —REEIRNRIZT 5,
RRVAT LAOBROZYERIRBRPESECHATIZ &,

E) ERPOFHOBESTFHMENIHE, ThEMZ 5L 7 ¥ —HICBE L iigsy
RAWd, 2k, V77— B EAIELAER % Emd 2 883K O REL static Bl
NERWD, £, static BIEEE A TIRERP 4R L. flow through BUEREZ LV THEE
ZPRERLTBL,

(3) FEREIE

A) WHO I3FEHEY% (gold standard) & LTk FEBOEREZED TN Y, b h5A, b M E
EEBERINABICELE LR THLR, ThHiIV O EBICAFTTEZ LIIRLE
VW, £Z2TC, bVt FEBLIZEREOEFRM 2 RT B2 bNA 7 FEMRER SR
% (SCCS/1358/10) V. & b, FXRBCMET, Ty MNEEHEHAShS (COLIPA) 9, &

B ER FE Ty MEMAT, MOBBMEESERASND (OECDTG428) Y2 dh
B, Ty MelOWT-WEITAR A 7—BRSTRVWZDERICE NEFOR DY 2idh
LW, HERYEOFERRZRIFEMLTND EELDZ LN TE D HHEELBREEN
TEBLEXZTHERATHZ LBAETHS Y,
A AT, BOREEEEMEFMET 27200RBRICAVSIEE, £ FEEBX
(O 8: 3] Feiis iy b

BRI in vivo BRERICEB W TR D BRMEZ T 28B4, SHLITRNAKETH
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5, HRYEORERMHNEE CHASEITIL, HEREE B invito EERTIL., W5
B2 oM 0RRECOWTHIERBRFRES ARV ENHEOT, FR2EEE
R SN N D) '

B) fE FATTHE72 B2 1, split-thickness skin (200~500 pm) & 72X full-thickness skin (500~1000 pum)
ThB (Sanco/222/2000) ¥, K TiE, #—= h— b THH S NIE split-thickness skin HAAE
TiChd, HALEEEOLBEIHYRFECHAEL, RREEECERT S, .
EMIERAEMISH S X5 CKES2WETS (SCCS/135810) B9,

C) REABEITIT, ks LTOREEBSHERF IS TV, B, 83 EFRABIC L0 RIBEL
TR (R —F) bBAVWBZ LR TES (OECDTG428) ¥, 7272 L, #E—+2EH
THHEIE, FOBRBABKETHS, ERI—MILANIERHY, ZOEFATIET
—TARN) oV TEEDRANT CAFERERTHIERTE RN, REY— FoFER
. B O invivo BRERINZ BRI 2 ATEEERH D Z L biEEsh T3 ),

D) BEEEETAL LS REREEE2 AW RBRIIVERRER L TCHE L@ 7
— AT TS THBE L, TRLEEEAVERBIIER L2 LY,

bt NEERE : JRRI & U C split-thickness skin Z VSRR 1T 5, 727 L., &
 REBEAICEET S RRS DEBREICHTH A 2D,

B LT CIIBABEBELTOIRARDH D, ERNEE

LR T, BEESE LS FMTE VDA Line

& Full-thickness skin °RE ¥ — b & AW 2HEICE, €0H

BRI TOLERD S,

T Z BB LU OMEE . HAITRNIC split-thickness skin OFRRAEE L, FRAIE LT
full-thickness skin & H U = 3RER 21T 5, split-thickness skin o3
Bi— FERWSEEICE, TOBRBEWRICTANERD B,

(4) EWEOREMRER (integrity test) *3)
REDREHEDOTF = v 71X inviro REFBRRBRICUATH 5, Tk, BEL R34 (B
FIFULK, HT7=A, vall) ORBEBEEZRET 25, bLIBREASERE
(Transepidermal water Ioss: TEWL) & ERESIEFL (Transcutaneous Electrical Resistance : TER)
Ep LOYBRRFEIC X - TRERT 5, $iC, TEWL (X387 A RH 0 £ FER RSN A
FIAY NFRAENET—TA M) v EV I BELHAT O LIC RV ABEEHET 5 HEIC
Lind, 2B, BRohcEEOREWLT—4 #iﬁﬁﬂ%%it%ﬂlﬁﬂ‘é o

(5) #%Hmg _
Hg R 75 (Radio Isotope : RI) #ZREERSIT Tl < JHBRELERN S h 5, BRVEIL, =
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ERBA, ERRCONE L EEER (BRI MES RS ENRENE R CERT 3,
728, EEARALSOMA LRV BT, TOEM ERRBE TR 3,

(6) BAE

KEAROEARER SN D, BEOTA K54 2Tk, B, XERRA2ZE 2-5mg/om®
Fbk1-5mgem® 3, Ffo, WESRSEK 10 pliom’ T THERINATRY 1Y, ZOEL2ER
B, BIEREROBEE, 1K & 2H2BALLLOZ 20 mglem” BRT 5V, HRYEIX,
BT BV CERERSRICE IR A X 5 8 mT 5, B, 2RRIL. ERAET
b invitro KEREREIT D Z L AFRETH S, ZOBEE. —RICEEFER LV L ENZEA
%% (permeability coefficient) FEHIT B ((H& CBB),

(7) RERFI%K
EERFIBIIEA L LTS UEY BEE LW,

(8) FIWFMEIBE
RtlcedT b,

(9) HHIRFR :

24 BERASHER SN 5. 24 R LERT 556113, BUEOREILZR2 bRV LS EERY
BEThDH, vy r7—RRERREDY V2R3 T7 RHEBMEIL. HRYEORERMRE, b
LSREERARELY bRVER R ED 30 HMLE) BRTZ & 2H#ET5. Z0k,
KRR L REOFETRERE» DIV T

(10) HEHH
In vitro B & BRBR TIXV 74— BRI 70 7 L CE B RRARIE S 3, ShizHk
B TRAZIZ, R —i, BERE. B (AR, AREIRERR, B V77 —RbRIETS,

(11) y>70y
VeSOV T o TII24BRIBETEMB L. AL L ERPEBA%e (L,
HWRAE%~EAE 30 5ROV LAY T EFE) YTV T TH, Elel U7 Y TERR
LU0 BREIRBREECERT 5. :

(12) #BRHME KT, EIRE

BEEFOFRBE LT/ HE2NRVEFF Y T, kS v FL—va vy —,
Bk 1~ + 77 4 — (high performance liquid chromatography : HPLC), H A7 u=
77— (Gas Chromatography : GC) . & BVMIMOBLRGHHIET, e, WENELTAY
F—hrENEFEZRVWTONT S, bbb AA, DWMFEORE, BHRE, KELIEHRTS
(SCC8/1358/10) V), HERWE O R BEENRBIIFREL RTLENH 58, WRWEOKES
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BV SR A L) R2BTREERS B, PR EBRED 4 o0 FF—
b LS IEAROEESBAA S 8 F (v MEHEED L IZT7 ¥ HHEN) oF—22Rns, &
bnf=y—# (REEREL L IXEBEFEE (permeability coefficient)) DEBMREIE 30%:RHs &
L. b L. BEAFHDSEE LSS, REEEED L RBERREEOFEREEZAVS, &b
I EABOEATIE, TANT VAR ERTHILRBEETHAH I Lo b, EARICHL TS ~
115%DOEMRERSETHD Y, END LEBVEINEEZ R LSS, ERBR2 T80, bL
X FOEBEIZOVTIEAS,

(13) B _
SERRE OB T, B2 EFRRIIHENE (ug/om?) TRFT B, F 7=, WIS (% of dose)
EFRAVEIL b5, ERROER CREIEFCMACEETRSY, ERARCIIEEPRL X
VB R R ¥ (permeability coefficient) ZHMH L, /S—t 7 —VIIFETH S,

(14) Emett, UM, BHME

MOS DFHEIZIL, FHE+ISD 2RV 5, ZHUETRRIZIE L@ Y | inviro SRS AR,
EEEB LU EIC L 5ABOHEOBWCEBFOELIDBWVIZEVIEL2ERKRENLHT
$3B, LT, AFHEREBOBRRMNLELNELOTHD, ASRTYUMRIEZER LD
TRARVWHLTHD, 7o ha—AhbE L{ERLTWARERIL oS REFTREVES
Iit, ZEEOBEHODEHE2SD ZHANW3,

Invitro EEERRRICEEZRIETER

o EEEBLIUMIEC L 3ABOHEOBEN

s IRERRBESLHBOELDEN, #BRHEOHEMARE, FAER X UHEARNS
o EAOTEM (static BYEEEN L flow through BEE -+ 1 45)

o HBMHEOEERSRMY

4. FERBEOHRER

BIRLI=E54, in vivo b T G RERR (WEFB X oY) I2 X 0 AW B R
HRFMRRARICHBITT S (absorption E 71 resorption, BRI A3, in vitro =T Tid, FDHk
ARRAGERRIEER T X R0 (SCCS/1358/10) Y, '
| REINEXTHR, Ak, BEEZSVELTEY, —AYk D H—BAORAEMIERTY B
D, REFTER LB, nviro BRBRIZBIT2EE L. HCABR LBLYEERRTRIEESN
TeBiX, in vivo IZBWVW T, #RENRERDHIWVIIEESWIZE VRV RIS, ZhbDiB
Y inviro THEBRTERN 'Y 0T, inviro HCORKNRER (BRE) FREET invivo L~
AL HBLTHEL 25 (SCCS/1358/10) Y,

ETo, inviro RERTIE, #RYEBREHEET CARAHICKES (B8 7222835558,
b invive KBWTIIEBEROERBICL >~ THREENDZILbHY 55, ZOHSENTHEE
NBEITE, BIORERIC X v ERE LR hid/e b2y (SCCS/1358/10)) 1,
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5. BRI
CARRBRICE D BRI invino FEEERYE (inviro BERINME) BEWEES. IHIBRWINM -
2B ~DBITHEERED B LEINREE ENTVBEEEBIZSVTIE, BB U THMm » A3 -
HE iz OW T ORFEIPBSEIZR D,

6. ¥

T 1:EBRSEAMSORGESIE. TR R E BV TH, TOBEEICIIBRRAN S 3,

B 2: BATHRIE. b MEMZEENICHETE 2EHBB V025 Y, REEHE & RBMER
OEEESBEE CHIITHRTIEL 2o, LLERE, TOBSLREOMEERT, BEEHN
BiELAETHB, Lied>T, BAEMICEWT, Fiflet Ml E AVWT inviro BEEER
BR (in virro BEIRINAER) ZEBEL, RBAHETHOMAIITAZ LIFERICE LW EELS,
Eio, BURPFEEICR T FEE RSN LR, b MR RIERERIETAET S
ZEHLTEDLN, HHELEBRREIZL ) EEEEREDSEENS DT RIHEL B RETH
5.

H O3 HEAN)T—ORENEF Y 7T 5HkE LT OECD TG28 Tl b ) F 7 kDR
EHIELTWD, BAOBERESTEHREICRW TR, BE, EREEECSLEIELRT, b
UVF o LMTRET 1 MBg/g, 3BT 1GBq & TFREL LT, BHEMERNITEHE (radio isotope, RI)

LLTORY RO ERBRT B 2820 TS, LsLad b, ERORERN S, AAOHH
BIZX T 2RI E L 2R3 700, FRAEBERShDZ LIHELAERY, FIFY
LEAVDEEIL. HERORET, LIV RIERE RS,

70, P FUAKRCHRBOREREF = v 7 LIREIE, RIER»OBEHTZ LTk
WZEhb, BOTLHRDEOFEEMNED RIKSANTEET S Z L2 5, #RYEIZHNEE
WiEE AV BB REERVA, HERAOBEATEERT 5841, YUSVHSES RIBICYE
WY HMERH D, LOMSMS, ICPMS E0SHEBERIIhR Y Bl thdizd, HTLY R
RATRBTHIZLBBEZ LRV ARVWOPRIRTH S, TNEBTHHEL LT, KRORE
H RN FOLAKRTFzy s L, ZORBLEFIC, TOEEOEEEZRAVT, RI MR TR
BEAMORRETY, HERG CHBESTEER T3 HEND D,

7. 3IAXE

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, 1. 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: /i vitre method (2004).
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5) Colipa regulatory, Guidelines for percutaneous absorption/pénetration (1997).

6) T. Oshizaka, H. Todo, K. Sugibayashi, Effect of direction (qpidehnis-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).

) R BERARNACERREEMOLDOADENREERBRT A FF 4 v
(http:/f'www.nihs.go.jp/drug/be-guide/GL061124 _hifu.pdf).

10) M. Sugino, H. Todo, T. Suzuki, K. Nakada, K. Tsuji, Y. Tokunaga, H. Jinno, K. Sugibayashi, Safety
evaluation of topically exposed biocides using permeability coefficients and the desquamation rate at

the stratumn corneum, .J. Toxicol. Sci., 39, 474-485 (2014).

%

EHEIITIFIVABREVED2HEVRACBE I A TCHLMBEPTRENSS 25T, BREL
TEETHD LHWEINZPETYH, BEVEETRESRLEF COESNESRENELO0LH
Be UTICRTNIFIA—FERANBZZ LT FEEPICBYBRALIERMEHORLBIZ LBT
&5,

RRERIREERRPROEE, BLUThDEMOASA—F EOBEK
A) RAEEITINE L PR EERERN AR TERE AUC & DBELR
WRWE = LETHEA L EROMPRE (C) 1. HRNWEOLEERA~OHRALE
(—4x/ ) LEBMBEDEEZ VT IR (CLy) BOUTOL I IERDBZLRTES,
~dx

/dt (1)

Cleor
T, -dwd IR R, PR R R T I AUC 1. R (1) OFHORR% 0
MHEERE THA LTUTOL > Bbh B,

Chiood =

ik
2
Clege @)

I, A invino BEEBRBOA 1 K74 LTl
PR &
=24 FFCE - T L2 75 —IRICBAT LIc iR E &
+ 24 BREIFD viable epidermis and dermis H DR EH & 3)

AUC=

&7 5,
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B) FEPIRE

FEEPREOEETIE, Fatt (k) 0BV LLENEE2ARB LSRR - BEA (viable
_epidermis and dermis, ved EBEFET B L& H V) ITHTAHZ LAHEBINTWS, EERRETH
BYOEZEEERA L. EEREROERVEORNSHEZROD L, M1OXSIRTI AT
&30,

Viable epidermis
Stratum and
Donor  corneum dermis Receiver
K. *C, Reuururens a
C
b
Cc
x=-L, x=0 X=Lea

B1 - 2 BEEEHE TR A T AR IR O R R 5

2 BT VBT, R EOLBEE RAFT o) OFBIRE P, I3/ (&
ZFsc) OFEBEE P, LAEFR c EEOBBEEE P TAWTUTO L S5 ITFRENS,

S S
Prot - Py Pyed (4)

Eie. ZHOFTBHREBOBE /P V/Po VP FFHEER Roy Riew R &725DT
Rtat - Rsc + Rved (5)

kb, EHiC, M1DOAKGLAEZ-RELERAETO point abe BT, ab & be Dk
Ry & RugDWTRENDZZ EITAB, T2 point b TOYBRMERE IR TRT Z &A%
Do

C, = K.C, ©)
R

tol

BRI LR - E&ﬁﬁﬁﬁ§ﬁﬂkngm®E%ﬁBmekiT LASHFED, L
o T BTEE Y- ¥ DAE ZRE & ERPOBERYER M., 3RRO L 5 icRTZ Ltk s,

v-ved

! M = to!
ved 9 . ‘ ‘ (7)

Kvedc L Rved
R

E2B,

1



C) BRI A FBEES (permeability coefficient) DB
ERARETCHERYE L EERNT 5 L. REEESERE 0 13 Fick DREBHIICHEVWUTOL 3
R L NTE B,

0="""r(-

DKC L 2KCL&(-1)f Dn’z? |
R L f
L ()2 Z,: 2 P Y

(&)

I, D, K, Cv BXULIZEE Y 7—FiiwdRmik. RV 7—/EEISR0RE, EHhe
B, BIXUCEEAAVT7—0DRELXTHD, T, X B FHEBERETCIARE _EARX Y aicizn,
&K%C%Wt?% 50 :

_ DKC,

e==7

L2 . .
(t_G_D) )
H (9 Lo EFERETOEBEGEE () 13,

dg __ ., _ DKCy
== (10)

TRTZENTE, bl (10) 2ERTEDRE (Ov) THRTZZEICLVEERE P AHE

HTED,

DK
P==" (11)
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