ASSESSMENT OF PROJECT PROPOSAL

(To be completed by all member countries /stakeholders except the submitter)

Country / Organisation:

Representative:
(Preferably NC):

Taking into account the project information, requested above, does this project meet the needs of
the member countries for addition to the workplan of the Test Guidelines Programme

[ Yes O No W Further
information needed

If the response is “No” or “Further information needed”, please provide justification:

Remarks as appropriate, including further information needs, if any:
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SUBMITTED BY (Country / European Commission / Secretariat)

Japan(Dr. |, Japan National Coordinator for the OECD Test Guidelines Program)
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DETAILS OF LEAD COUNTRY/CONSORTIUM

Country /Organisation:

Japan

| Agency/ministry/Other:

Lead Institute: Japanese Centre for the Validation of
Alternative Methods (JaCVAM), National Institute of Health
Sciences (NIHS)

Supporting Ministry: Ministry of Health, Labour and Welfare
(MHLW), Japan

National Institute of Health Sciences,
1-18-1 Kamiyoga, Setagaya-ku, Tokyo 158-5801, Japan

Mail Address: Kasumigaseki 1-2-2, Chiyoda-ku Tokyo, Japan
Phone: +81-3-3700-9874 (Kojima); +81-3-3700-9872(Hayashi)
Fax: +81-3-3700-9874
Phone/fax:
h-kojima@nihs.go.jp (Hajime Kojima, Director, JaCVAM, NIHS)
hayashi@nihs.go.jp (Makoto Hayashi, Head, Div. of
Genotoxicity, NIHS)
Email:

X New Test Guideline

Revised Test Guideline

O o0

Deletion of an existing
Test Guideline

PROJECT OUTCOMES

O Guidance document
O Detailed Review Paper

O] Other, please specify below
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PROPOSED WORK PLAN and RESOURCE NEEDS:

1 Draft workplan for development of the proposal, including any need to establish Ad Hoc
Expert Group and mode of meetings (face-to-face, teleconference; electronic discussion group).
Indicate key milestones, including first and subsequent drafts of documents and timing of
meetings.

JaCVAM, ECVAM (European Center for the Validation of Alternative Methods) and ICCVAM
(Interagency Coordinating Committee on the Validation of Alternative Methods) are currently
managing an international validation study of the comet assay to detect the first stage for
genotoxicity in both in vitro and in vivo test systems. The validation study incorporates essential
test method protocol and more than 40 reference chemicals based on recommendation from
the members of international validation management team. The Phase | in vivo validation study
using three chemicals was finalized in winter 2007. If necessary, we can submit these data in
spring 2008. The in vitro validation study follows from the in vivo study. The final validation
study is scheduled for completion in autumn 2010. A draft test guideline is scheduled for
submission to the OECD secretariat in early 2011.

2. Will additional information, including generation or collection of data, be required?
If yes, please describe the anticipated process and timelines.

The ongoing validation study for the comet assay is scheduled for completion in autumn 2010
and a DRP summarizing the results of this study and any other relevant data and information
will be completed shortly thereafter. The results of the validation study, accompanied with a
draft test guideline, are scheduled for submission to the OECD secretariat in early 2011. The
standardized test method protocol currently being used in the validation study is available as
Attachments 2 and 3 .

3. Indicate the estimated overall resource need (time/money) for member country /
consortium and Secretariat

Funding for the validation study, the costs associated with the meeting and travel expenses
associated with the international validation management meeting is being provided by
JaCVAM. JaCVAM resources will be used for study management and development of the
BRD.

4. Is this proposal intended to replace an existing Test Guideline or lead to the deletion of
an existing Test Guideline?

This project is for the development of a new Test Guideline. We would like to evaluate the use
of the in vitro and in vivo comet assay (multiple tissues) for the assessment of DNA damage by
chemicals in order to investigate the correlation with carcinogenicity data at the target organs.
The in vivo comet assay may be validated as an alternative follow-up assay to the more
commonly used in vivo liver UDS assay.
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ESSENTIAL INFORMATION

In this section, please provide the information required by the Working Group of National
Coordinators of the Test Guidelines Programme to assess the suitability of the project for
the workplan of the Test Guidelines Programme

1 What is the existing or expected regulatory need/data requirement that will be met by
the proposed outcome of the project? Please provide details below or as an attachment.

The proposed Test Guideline will be used to meet the regulatory needs to evaluate genotoxicity
of chemicals, .
or as attachment No.___

2. How will the work contribute to further international harmonisation of hazard and risk
assessment? Please provide details below or as an attachment.

It is proposed that the comet assay be adopted as a second in vivo genotoxicity test in the
revised ICH-S2 draft guidance. A flow chart for the in vivo comet assay for genotoxicity is
provided in Attachment 1.

or as attachment No._1_

3. How will the proposed project address issues and /or endpoints which are of major
human health or environmental concerns? Please provide details below or as an attachment.

The in vitro assay will provide a measure of the ability of a test chemical to directly interact with
DNA to cause the first step of genotoxicity. The in vivo assay can be applied to any tissues in
the body regardless of the mitogenic activity, which is required for the cytogenetic assays. This
advantage of the method is essential for evaluating the mechanism of carcinogenicity at the
target site.

or as attachment No.

4. Will the project have general support from OECD member countries or is the outcome
relevant for just one or a few member countries / stakeholders? Provide details of the countries
and the rationale for this view below.

B Many countries [] A few countries [J Only for the submitting country

The method has already been used in many countries for chemical safety assessment. It is,
however, not authorized for regulatory use, because the standardized protocol has not been
established. Our international validation trial will establish a standard protocol that has been
anticipated by many member countries.

3 If the Test Guideline is not intended for general use, indicate if the Test Guideline would
be intended for:

(] Specific (limited) applications such as pesticide usage, or

[ for specific classes of chemicals (e.g. surfactants) rather than for chemicals in
general.
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6. If the expected outcome of this proposal is a Test Guideline or a Guidance Document,
provide information on the intended use, applicability and limitations of the test method.

The test method is applicable to, as a rule, any kinds of chemical requiring an in vivo screen for
genotoxicity as well as in vivo assays. In the in vivo assay, generally it is applicable to any
species and any tissues regardless of its karyotype and mitotic activity. The method is rather
simple and does not require any sophisticated equipment, but needs electrophoresis
equipment and preferably an image analyzer with image capture unit.

7. Provide supporting information on the validation status (i.e. relevance and reliability) of
the method. Principles for validation of test methods for OECD Test Guidelines are described in
Guidance Document 34.

Provide justification and rationale for the test, including data.

If there are no or limited data available to support the reliability and relevance of the proposed
test, indicate if validation work is included in the project.

If there is no need for validation provide a detailed justification.

JaCVAM, ECVAM, and ICCVAM are currently managing an international validation study of the
comet assay to detect DNA damage in vitro and in vivo and the validation study is conducted in
accordance with the OECD Guidance Document 34. The validation study is scheduled for
completion in autumn 2010. At the moment, we are ready to provide the data of phase 1 study
at any time on request.

ADDITIONAL INFORMATION

In this section please provide further information to allow the Working Group of National
Coordinators of the Test Guidelines Programme to assess the suitability of the project for
the workplan of the Test Guidelines Programme

i If the expected outcome of the project proposal is a Test Guideline and is based on
existing, regional or international documents such as guidelines, protocols or guidance material,
please provide that information here or as an attachment.

JaCVAM, ECVAM and ICCVAM are currently managing an international validation study of the
in vivo and in vitro comet assays. The standardized comet assay protocol for the validation
study proposed by the validation management team is attached as attachment No. 2 and No. 3,
for in vivo and in vitro methods, respectively.

or as attachment No._2__
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2. If Animal Welfare considerations are addressed in the project proposal, provide details
below or as an attachment. Explain if the project is aimed at refining, reducing and/or replacing
the use of animals.

If the project is not specifically developed for animal welfare purposes, indicate if the animal
welfare considerations have been a component of the project proposal.

Indicate if animal welfare considerations are irrelevant to the project, for example for physico-
chemical properties.

The in vitro comet assay, as an alternative to the in vivo comet assay, can provide information
of the direct interaction with DNA as a characteristic of the chemical tested, which is the first
step of genotoxicity. The positive result of the in vitro comet assay might give important
information to indicate the relevancy of any positive outcomes from the other in vitrolin vivo
genotoxicity assays. This reduces the unnecessary follow-up in vivo assays for the chemical
safety evaluation. For the in vivo assay, it is expected to obtain the essential information of
whether carcinogens are genotoxic or non-genotoxic at the target site. The standard test
protocol aims to use the minimum number of animals to obtain results with reasonable
statistical power.

or as attachment No.__

4 Provide information on expected or possible resource savings in member countries as a
result of this project.

The proposed test method enables efficient in vitro genotoxicity screening of large numbers of
chemicals. In addition, results from this method can be used in weight-of-evidence approach to
reduce the number of in vivo tests required, especially with the mechanistic analysis for
carcinogens, which would also result in resource savings.

4. If the expected outcome of the proposed project is a Guidance Document or Detailed
Review Paper, will it be directly linked to the development of a particular Test Guideline or a
series of Test Guidelines?

[(Yes, it is the initial step in the development of a new or revision of existing Guidelines.

[[JYes, additional guidance is needed for the most appropriate selection of the
Guidelines on the subject.

[[]No, the guidance is on issues related to testing or the development of Test
Guidelines in general.

There are __3_ 7atta¢hrhehts'added to this form.
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ASSESSMENT OF PROJECT PROPOSAL

(To be completed by all member countries /stakeholders except the submitter)

Country / Organisation:

Representative:
Preferably NC):

Taking into account the project information, requested above, does this project meet the needs of
the member countries for addition to the workplan of the Test Guidelines Programme

[J Yes [0 No [ Further information needed

If the response is “No” or “Further information needed”, please provide justification:

Remarks as appropriate, including further information needs, if any:

—330—




MEREOFITIZET 5 -5k

RS
HHLH | Y1 BV ERESAO | B OB 4 |kt | e | HRE | -2
LSk
INESEER [RRAEYE - ik el SR HBLNXNT (11 | HK 2007 268-273
DEIEE « |A&TV
i~ +>7 |[/od—
% 2R S
MEEFER | KRR BRI D S | b | A 2007 63-T1
WT {CEE i ==
MEFER SIS arERRRIZ D I ESE | ki | 2007 75-84
WT (LI tih ==
hNEEER |INY)F—iaizD A ESE | | de 2007 267-273
WT {CERE i 2
INERESS | KR R S Al BaEtE e |2 —T 4 |HK 2007 308-314
ik FMRREDOR | —HhR
$HDin vitro
Vg L it
e A2 TP YA
Pl S L
INEEER ({UEREEPRENR D S B EBRNE |>—ILH | 2007 1-5
7= @il A o] EOEDOIN | —HK
fetE 14T T
s THRA X
HERS
REHILA S W %S FE ekt Fo o= Hi R AE
KPP # M sk & 35 {CEF [Biophilia 3 4-5 2007
EANDEEOLEWIZD
T
KPF 2 b Fhip S B (U (A [EIRRBh |Fragrance Jou |10 20-28 2007
) rnal
PNE Y WC6 (55 6 MIEEESHE | ODAEMESR |4 2-4 2007
BCHIEDE) 84T |[ABL¥E2New
s Letter.
KEF R Assessment of the huma |AATEX 13(1) 27-35 2008
n Cell Line Activation
Test (h-CLAT) for Ski
n Sensitization; Resul
ts of the First Japane
se Inter-laboratory St
udy

=331~




UNE SN

AAIZHT 58 ES
AL OB ZEBhA)

Fragrance Jou
rnal

29-34

ANGE FS

I ERBEELON) T

—r g

COSMETIC STA
GE

04-06

UNGE S

AN 58 ER L
DRFE—-KEET OB
1

New Drug Di
scovery

23

ANCE R

BB LEOBIRE
i3]

A A SERF 2
mik

130

205-509

2008

UNE S S

ElizcB T 20 B CE
LD & REACHX R

HE W +—
+I

30(2)

156-162

2008

N RE R

1 AT R U A O
BR

Visual Derma
tology

7(3)

328-331

2008

UNCE TS

Perspectives on valida
tion and regulatory ac
ceptance of animal alt
ernative testings in J
apan

P&G Actives R
1sk Communica
tion

2(

1-4

2008

Validation of human sk
in models for skin cor
rosivity tests in Japa
n

AATEX

36-44

2008

UNSE SS

JaCVAM: An organizatio
n supporting the valid
ation and peer review

of new alternative fo

animal testing

WCé

483-485

2008

FLhdaoPd—VShF
a i

BT LILF
— D

7(1)

2008

—332—




iy 22 3

B22E BFM - RBMER REMFEO b5 TIVEEOIT

B 7 PR Hn fon AR WEZER /B HE G

1. P TNERETORR

AR - BB L VO M b7 7 UARE LR TR, (CHERPEELPSVEEL L
NE, NGO T TLNOREICED T TIUHEVWAVALERNED S EICBWDLLHETTY,
UTOLONPETLILS,

1) R— L= RRA— N, B, FE2ELCLDBEHRDILOEE

2) Ftt, ER EOEFHELENBERI I EEIEH O OBEHET L
3) BEHRERER A & D A%

4) (R1EFr, EL ¥y —, HREL Y ¥ L EOLNERMY S M

5 A2 INLOMWEDLY, FiidHuE

2. RS TADXIn

21 b 7LOBE

WO, YIT, A, EOLNIC(PFTAIEEERTRES o/20h, BMEHTEZ -7
Db, EHEOK B ORE ZORBEWRENEORETH oD THIELRES ). LK,
FHICESLBEENELLD, TFH717F =230 2 2 E0EGORMREND LW
Al2iE, BEECERERICEREMALZZLTHE, HErBEV LATRER LRV, B3
Bilko 7=, WFERIES L OEIR, HHERLR2ICERTRETH LS,

FRUHOBETIE, BEEFIRDICERBMLZE L THL LI BB TLRETH
o P TMZEBHMARWA L ERER L TH RIER 6BV, ERIR LAHEL L
WHELHEDT, L ELNIRGOFERZ LD THELRETHE, b7 T NHEESZ
Hoe¥lR, BE, 1HETOBREMOLVERN b7 7VEE TIRENE, WENRHE SO
HOERRPLFHHEOT ¥ —FKE, #HEHREPBALLAZLICIA2EE0H), KRICB-RDD
WENEv. B, FOL)REFAPBELT, ME LHEGRENRL EOBMOTMHIZK
DL e D, TOHEORFELE LTIR, LN, BEHIZAE HIB/THY, »o
INETML FF TN Lho/zb LTH, BHEMICEM P 700 5 k% +
SHCHRICAN, FHEEME L URGEOWE, HEICL - TIRTP LD X ORI 726 1

268
—333—



5 22 W

WIS REThb.

22 BEBDLOEBEAOHIG
UEBETHL2BEHOI, T CICEFRELELMAbET, REHIEETHEL S5
ETHDo RIKREHLIBHETDLLLIL, 2OHEROUBO-DICHEEZ R 383
CETHD, TORBEICHE, SEMEMRIFELVENHEZIBBLTBE, 320
MEEZMMAL, —HTORERAYUE L THRETHE, HEBROMER, Wy 2 56
KOWTREAEOBENLANLEZ I LPLIITRABREZVTEL, S5ICBEHOES -
LoTix, REHLE, UWHOELEEELREMOBLUREE N THBIME I LELTTS
90 COHES, MEHIBETETIILEENTIRZL LV, RHELTHIEHR» S £
WHATH)BECEToTVA LWV BERTRONZZENSEVOT, BIFNLES 22T
THRBHCHZERGEL 2 UE R 62w, —F, SR K2l 2ERT S HLE T
S &R, ERERITORBLFHLCHMEANS, FREZ-7-HEEFIXM2, HL5B-T
BRERFMZ 1T, BSOS ZFRMIC M2 KET 2, ERZBERTEI2HLTAS
RETHEEELNETHL. TORKMLTHAETI5M. B&ett, THICBITA4EER
R LT NTOLREM<LLELH A9, IS, MBICHHERY T- THSICET2EHE
ERDBLEV) ZENTEILL LN DODOH %, ZDOHEITIEDH HEEOBMER L GEE,
e 25 L T2 ABRENRER, § 2 IIHEIRCEEE N ETLORMER, v A%H
W5 HETHAHA, Local Lymph node assay %) # FAWVTEliT 2 - 2 338804 2. 8
MEBRBEL VI LD, MBS TERE5WizH 2, BEFRG L B L 258
BREfT) LEVIRICLDBELDHD ) 5. KICEZORBRREBEIL, 70574 TICERR R
B 22 T BT L BT L A, AR Sy F 7 A MR BRRIR A EEL
R L TRLTAL I ENEETH S,

23 EAFEEA DX

—%, EFEBESSD NI TAEEIZOVTIR, RSS2 2VICHLLS, HEAYE
WL LREDPZOT, ARLCEETEL, FRERCHHZEVWHLZ LPFETHS,
HEETHLBEROREIBONL 2 61F, HYE BN/ Y F7 2 OB %
BEFLT, Ny FTFAPOE_REBEVT 5, BEROBMKES SI2L), SFLLEEE
BRTEZ2bHTIERVA, Ldnd, HEANLZMESZ )7 TENEBHI Y FFA M %
KL THBLNETHD, 2OBICHBELE L2201, BRCRENLRSETTERENTS
DB, HHVIEFY) —F—=D LI HEMBERTVLEVES ETBE) T 204, Y

269
—334—




,
e
[ €%
6]

T

ELas B2k E{MAZLETHDH. 2612, Lo LI EELMEIL, WA EHE %
RTELVEEIIBWT, WrOAY ZOF FRMNET, HLBREDOMRE THE L 2T % %
I _EZETHL. ROV EIAIZLAE, pHMERTH L KEILA) T LAZZEDF
FEEN LT, HYEAFILLIFEAEHOTIMAN L TEMBELZREILTLE-72ALH
X9 ThHsr, SO HHEMER SLVAHIZIE, KEERTRIEZFARTXETH S,
SWAEAIMA, A EF LB TE I L EEREICEDL, TEavanid, LHEEHK
D5 ~ 10 TRIEHIIBIE R R S 2 VIR ICERS 2 WIid i Ay, MRHRIZLS
FE R G AU L TS RATH S, BB THEE > TLE ) HTIZBVW T, WhifdFoOE
WHAHELZ R LS REHARI LTSy FORBIZI AR DI VE ) REL T
XThd. 37, FHOREFAOL 2, TLAF—REOTREESSVESICEL TR, 1§
WAERML, TFEMBREARBE, LML CTHES 2L LFETH S, TEIUE, By F7
A FOBRIZIE, OAREREN % - RR T LLX -2 RT L7 L L7y > QST L R B
BV TENE, BEBROTLLY D FEEILFHFS L TWVEEIZ TV,

24 AMEE Y23 INOHD

KT, <22 I 260V EbEIIoVTIE, BACESSLAVEHbLT, HEE
BAT L7 R A ROT, ARGEECHEL, BEYELALTZEHE LR TE2H
FREIEHEREEDERETHD, BEICL-oTiR, BRIIESMEEXZTHILELL
BLhnhd, LT, BEAIYL NI Ao BHIE, HoAbEE S I BEEHOKE
RFRIE VLS IR E LR LA IE LT, REERCTILPHETHS I,

3. REMFMORE

O EFEHOREEFMHFURY, LRI TeUABOEMEOBRHEZET, FRIL
HREROREWFMT A F7 142 (F) 2L, ZeBoRRIIBEOTE . BHETRE,
FBIUTT LI EL QBT LY Y (TLVF—HEMERE R, 7L L X — MR
GERWE) DM RoTwa L, HEEIEHHM Y 7 OGRS NTEY, MBERTTH
W, HHEREIRZOBMEELHBELTRATE 2R THL, FITEHTLERL, HWT
SR, HELLRTVERREZoTa,

270
—335—



225

£l FLAX-—MEMERE. 7LLX—HERBRSOBERE 4 3 4{t3E >

gl WH 4
=8 S FATL LY, ANT LT IR, Ry AL
&R =N, yabk, arsnrb, & kR
W5y RN—2NH A Py RUFTFUAATa—N, TEZT L
B A ~FH2oudel, Fard—i
TEESR KAVLTATE R, 2RF LYy EHFET IV, LT FZAFL

FFZOh, 24TV bty AN hAYSFTV—N, P T x
SRPY TR EF L30T 5

(£ BBy FRa=k e
fEbE &H, &%
BRI FIVY, FIVLTAI—A, €F )=, AFTYATA T,

TatrrZYa—n, FYVAR=FLLoSVa—n, R)AF Y
VEH AR AT A, Ivey, 1,37 FLL Y a—, GiERE
B ko ra=g A BESLE = A, SLruL o
AT Py NI R ATAI—R R bh— TFF,

TH — N, REEE

EROYUELHY, ZIHETERNCBIL ) AVFMOEZH LRI EDbo7. &K
TR E BIEROBIEIRE V) BEENB L CPLEOBEA#ECY, &¥ICLI2H0H
EOEXSHNEEL22H5%, —F, FHITHFIBICERL 2o~ BFEOWFEICL Y, E
#in, EEHSG, (LR, ERBHEORE 8AAEFE - RUHECEbo 7, JhICHE,
mmHEHE, RERTROZLLEEROTILERENFESSEEINITO) 2 LIZ4 Y, GVP (Good
Vigilance Practice : 1R A% 28 #) B X U'GQP (Good Quality Practice : %o & B {RHE &)
PHER SN, EROMEFESL OVML ot EEFHEOHPICL S LY, {LiE&%
EEHNRICLIZERLEMEELHEML T, R2IIRT L1, 2004 4~ 2006 4E D
3FEM, FMBMHEILEOBENTHEREL TV, B TRFTENATVSA, BRTIEHTE
BVENVY) BRI R EOERIC L L EILITES THA I D, SOl F 7 IER
B DR b7 7RI D2 { o TV BIRRISIEV 2V, B RRHE & WFge S o i
T, BSGLKHORBE T A2~y FHPRRELZZ %Y, HEAICL2 TR BHGO S 7
MEHMYATLLTED2H 5,

72720, 2009 F TICEHWEBE ARG EBIETE 2V, BHORBAERTX
ZVEWS EU TREIEIZHE) 720", BONLHER TE S (COLIPA) THRIISEA TV 2, E
PRI HEN TORERTE, #5977 » FOEHIEA TV EIES, HERIZBWT L LethiE

271

—336—




PO Th L, HIHMRHEC S A, BT HoTF R B2 S22 B2 VuikinTh s,
RBEOREIE, REEDOLNLE FITAWE LK CH HDY, HABENREEO A TAHY
CEEZ R TE 20D EIMGIRTIE v, 7, BIWERL LI EL L ¢ %
AhbEVoT, B FORBELHIIIT-oTROI ETIE ARV, & MABRTR %3G 2
CEIMRHEMIIEF S NG S b FRERIEEORE I, FERkbEC R 2 GRS S
WEH L 20 uE% o3, MREROPIZEGA Y 7+ —AFare o APREL Y, b b
BEMIZIEN LV — FAA o Twh. W F—2 a Uy REZE0MMFE TS h, 26
IS LN EBRNBETEEMDOA Y ) —= 2 2T, kML AR 2 iEE-
IV RTINS HROTEFMICEINDLZ LIE A9,

#£2 2004 F~ 2006 FIZH 1 3G S L UEEBHSOEIRNE S

i CIEPES

otk {EHE S (= 3B b
2004 24 LS 5
2005 24 28
2006 23 7 6

¥ ZORGOMRSEA, - L RESEMICIEE AR R EORR E 25T EEA
HE#EOBEFNZETELONRVIRRTHA 2 T AN OEE 3T, bAARiC, 7521  &ER
RFRE VR COEEE 20 S BRRICH- Ao,

4. FED

LRLAHBMPL L ATA, ELTTAIIOMRLVERS, BE, @ro b 7VICRE
WKHIB L 20 iE %o 2uEIZhoTwa, HEICL-oTE WREFIESIVCEILH D D
bo 612, FHRZEHLBEIADDEMICT I CRBD L 2R 64w, 7272, RREWL
EHIITELDERNMETH L, HEFOIE, EHREF—ETIZRWI LI2mA, CGHA,
HENZEH O HOHZMLRMETLH ), AEMNIOEREHTESZ S 0ER) Tid v, |
Z)THorb LThH, RAMEFICRKOONDZ LiF, BHERKIZ b 7RI Y S BT
REME T o icBiC AN, BEENAS L OCRGOGED-DIZHBIIMIETAZ EIZDE D,

272
—33T—



2)
3
4)
5)
6)
7)
8)

9)
10)

BRE

2 £ X #®

AREER, T2 - NVARGERICLDLFRMBEE], M@ HMEEN & LESFE]), mabs, 1982,
pp.267-274.

[fefton e EEFHMBREMRE |, BALH S THESS® LS O%L T mI- M 215§
2001), #FEFEHMH, 2001, pp.l-33.

T HE, [MRdsdEd - FMRE] AERMF L ool —2ERFREEEEE M ¥2a0d—] @
AENE. 2002, pp217-218.

Bk Etf, [EMYLVHR OEMY) BN %% .0, #5, 53 (11), 2002, 71-75.

WEEH, (Wil - ZEHCB2PLAEME] 7L77 AV y—+0, 1995-3, 1995, 17-24.
THE, MERORER TNV ERKR - 1T v 2 )L =23 OBEN - |, HHEEE 28(4),
2004, 292-298.

JERIAL, [SOESER S~ (U & - RER B ERFEEFOFE], (bR, HREE,
2006. pp.509-522.

EdE M ERESER S — 42— ¥ (www.infopmdagoip) .

EE4 K+t~ ¥ — (wwwkokusen.gojp/recall/data/s-20061011_1Lhtml) .

Commission Staff Working Documents "Time Tables for the phasing-out of animal testing in the
framework of the 7" Amendment to the Cosmetics Directive (Council Directive 76/768/EEC)". EN,
SEC82004), 2004, 1210.

273
—338—




—

1. EROEDT, REMH

M/ R R D FET A F— 113 1998 45, OECD ' HREXNTVS ", Z0%, 2009
¥ TICBMESRE VUG ZBGETE AV, BEROMBREEMTE 2O E0S EUT X
HAEICBES 7= DIC MK T2 (COLIPA) TRITHER, SO A F — LOREAHEA
TV%, CThETOECD AF—LE &Y, XMETELLDOL LTIREIEEATVS, &
WEHD, ROBREEFTONE L 4EHH 5. TNOELURIORTA, TOEHTRBAREN X
WEHIENZIBE LRI > TAF—LEFRB LT,

in vitro B MHRIMMEAER S, MR EEONNY F—2 3 VEAREBERICH D, BERIC
38 F—a VMR T LEAESAL ML S L Bbh3, T T5RORBEICOVTIR
Ltze 72720, BUEKTIREMHBGRBRISED ) F—2a VAT LEE LTS, MRICK
5AMINHEG ETICEIRHMEET 5, &-T, REMETORBEBHEOHE, BEttori
F-3ETH A ERTHML THEZW,

¥, OECD A¥—LEZAYL L7z Worth DEEE 11TRYT 7, BLAY, EAKLARKC
KR OERA T 3L D TH S, UEDTATOROREKLEEX S AF—LTHS,
B21cRT &3, Botham 73T 0> OECD %% L ICHHBRF— LERLTVS 7, kFE, TD
ZF— LICIZ OECD I 1997 IR I Nz b 4 BRI Sy FOHA B A Y RHUERIA
FNTVLELO0 ", ChLRERIKECHD, BENTEZ, PRI TR ZESICIEH)
WikBRE -l FRBRE B, RIBMICTRIA R D Bh IR AF—LTH %,

2z, ©3 1277 Robinson DR EMAOELMFMEREL THD 7, T hIZRENLZN
BTHD, 1171, ERitk - @EFEED in vio MBI EERHEBETSHS T L, © FRBROA
A Sy FFARTHD ", BERTOMMERBIFMECIET <SDRVALEDOMER S,

ik gkt —_— !;E_h‘?'ﬁ'liﬂiﬂ%o) — R & R
| mogrgsy 7TFB0

2 KIS TERY — R O — KRR & R
{ oA

3 Invitro EMBEYE — Bl — BRI & 90
{ <1150r>2
4 Invivo Wil — ik —» MR & B
{ e
JE R I

B1 OECD Ic & 2 RM#MIEEHEDTR ™

63
—339—



64

eSS A
a) BEoimbsuvite bF—4

b) REEIS AR

ot % 7 L B

) pH E/-i3Me/ 7L A I
d) fioyB{LEHy T — %

"

in vitro Tl AR *2 | ——T—"|t F A BERE(S Ay FT AR *3

¥ PEfisET |

¥ 7%z A Tz B e

RO\ ol 38 (79 3 1)
HE] v

A E T g

2 Botham A*—L

JuR)

[ R o | . AR |

| /

FRE & UIAOT— 26815 © MBEHER, AR08, invitro
F—2BXUE b7—&, (SIS, MESTEHE, WA
7—% (pH, B/ TNAHVE), THER HEEE M

v

VA AR &
€ R RBHORRIEEE? >
oyt T e s

R E L1 in vitro
R R A S A 2

IRV ¢ (E4R
< mrh BEE, MERWEIRCE inviro 38 |
v

> &

ARV
- b R 7

‘l’ =47

VALY &

W24 SiclkELizEa0 L R WBRH (4 MRSy F 7 A,
GRS, O bR UEARR, RECHY B ERRR)

y

p— BT T |

5 B

3 Robinson A% —L

—340—




S WFE—

4/ NBORE TN,

WOEETERIY, BEOT—%, PIB - (L7 — 42

arEofEERRRES N TS L ‘ FeRIE L, AW
R In vitrofiﬁﬂiﬁi@ (A EE D)
WT BB IS 2 il U 7%, & b b HME L2 T P T e A B AR
51 24 ~ 48 BERIFASERG i b b lmm—ummmxwﬁﬁwm
Ny FrF A efHArEaDYE, £BE
ADE 22 & 8

(NS R G 2 ST S X 42

“ s
Lrix->TW5B, f2IEL, HE#EK DK LA
WE 7L CREBRIGEFHE T % e
AN F—r g 3 FEEERM b M E & B
TNTUVIEL, ®4 NBRF—L

2, EENEEEMAER QSAR

IR &b, WIS EETSTEFIRY (QSAR) TTHIT 32 { OMEHIZ T h, BiHH
Frboh s, ZoRE LT, TOPKAT %> DERECK % ¥ OMEIC X b i e#ISE% T
W27 bMANTEN, BOFHIEDSREENTHWS, L, ThEOmBEERISEERGED
EVEWVSHREFS>TWS, AP U—=25E LT, Bt icmBEOMFEEFIETEDT
Fiad, FEEFECUEORBICHVWA RS EHHEREIMRTHS L EX S, L, WGk
MR 8 F—2 3 VST 51 BS54 Y XBRARMENTED, SR I3 RIET ORI
"rixs,

3. BIBREBEECIEEETIV (E FREETIV) ZRAVSHEE

BTl e b EME 7V & LT EPISKIN #5 X U EpiDrem Z W BEERMRE ST h TV 5,
CHLSME, PREDISKIN &#a & N7z, —R3) F—a VT, ROBRBHCEDEH -
2 BUE LROTODEFIVRIK TR E N TV A E L FEMEFILTH S, KT
fiHEhTVwWaL DR, R1ICOMBEYOL FEEEFVERT, £z, BATHR
ETNTVB L FEMEFVOBAEHEAR S IORT, b MEMOBIMELL LT, Ak
Mok L LT, MEmORE, AILHBaE: & ElBEdR SR nwh, SHEFIVICAER %
Vo Ko T, IEHEN & B L CRERING RS, BRI LPTVES THS, WAk
ETHBHIEMMERD> TS, RMRREOTFHIETTEE EX TV 5,

65
=341 —



x1 BEKTHRINTWSELRE FEEET IV

Fv b

T
JL

[k

Apiligraf
EpiDerm

EPISKIN
Neoderm-ED
Lab-Cyte
SkinEthic
TESTSKIN
Vitrolife-Skin

Organogenesis Inc.
Matek

% )

EPISKIN

J-TEC
SkinEthic
g

K
EES
IR
ol
FA
2ZYA
FIA
EES

(c) Vitrolife-Skin (% >/ ¥)

5 EbFEMETIVEE PERRDBEEADILE

4], ALFRRERY 18 REOMIBAL:FH 50% W ERTH -712 0, HEWED ET50 (AHEMEIC
Xt LT 50%Dffifa stz R4 W) 25/ & LT SLS20% /K& ET50 Z#|H, Zofé
MO8 LLFaGHEEL U Tin vivo #REZHET 2 FEAMSNZ, LML, ThEDOAETE
RR—=T AV b F—LORE LT AR, F R, EHMEOThETNORMEE60%%2 7 ) T TET,

WA EOSGENMTb N,

9, 15 HRIRBRMELIE%, 18 FREEGOMILFREISEL L-kitniTbh Y,
X 51T 42 BREREOMMBIER IS L L, 50%MEHAE0 5N BBA% BN L LT 5
HENE > L LAV EREThTVS 7,

66

—342—




