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references prepared by the oversight committee.
a peer review panel evaluates a new or revised
test method. The roles of this ad hoc panel consist
of the principles and criteria as laid out in OECD
guideline No. 34. The members of the oversight
committee and the peer review panel assigned to
evaluate a new test method are selected by the
JaCVAM steering committee. They include five or
six specialists selected from academia, industry, the
JaCVAM regulatory acceptance board, and the NIHS
supporting system.

JaCVAM and its steering committee have a
regulatory acceptance board for new or revised
methods. This board is comprised of ten members
who are either biostatisticians or dermatologists or
who are delegates of JST. JSAAE, JPMA, JCIA.
the Pharmaceuticals and Medical Devices Agency
(PMDA), or the NIHS. These members are reelected
every two years. The meeting of this board is held at
the NIHS on a case-by-case basis if necessary. This
board reviews new or revised test methods based on
the reports of the peer review panel and prepares a
report and statement on the test method for regulatory
agency.

5. International coordination

Significant progress has been made in validating
alternatives to animal testing in collaboration with
international organizations. Particularly important
is the JaCVAM cooperation with the European
Center for the Validation of Alternative Methods
(ECVAM), and NICEATM (NTP Interagency Center
for the Evaluation of Alternative Toxicological
Methods)/ICCVAM (Interagency Coordinating
Committee on the Validation of Alternative Methods).
These three centers are closely united and this may
increase international cooperation. Together. our
three organizations validated and peer reviewed a
new test method which has been approved by OECD
guidelines.

Table 1. Current validation and peer review conducted by
JaCVAM

l Test method Material Current activities

Photoxicity Yeast-RBC Peer Review in progress

Skin sensitization | LLNA-DA Peer Review in progress

LLNA-BrdU Validation in progress

h-CLAT Planning

Regulatory acceptance in

Corrosivity Culture moglel progress

Skin irritation Culture model Planning on Peer Review
| Lumi-cell, CER-

5:;:3:;2? estrogen reporter Validation in progress
assay
Comet assay (in vivo

Mutagenicity or in vitro) Validation in progress

6. Conclusion

JaCVAM is currently coordinating validation
studies and peer review for several test methods
(shown in Table 1). Most of the test methods are to be
used in the safety assessment of cosmetic products.
JaCVAM's goals are to facilitate the validation of
alternative methods with domestically developed
test methods and to conduct peer review of these and
internationally certified test methods. and promote
practice of the 3Rs in the area of animal testing to
accomplish our mission.

References

1. OECD (2005) OECD Series on testing and assessment
Number 34, Guidance document on the validation and
international acceptance of new or updated test methods
for hazard assessment. ENJ/IM/MONO 14.

2. ICCVAM (1997) Validation and regulatory acceptance
of toxicological test methods: a report of the ad hoc
Interagency Coordinating Committee on the Validation
of Alternative Methods. NIH Publication No: 97-3981,
National Institute of Environmental Health Sciences
(NIEHS).

—443— 485



7Zindnoy —
vs SO0y —

HbhbhZMYE(REICIE, RERIEEBESAIDHEIZ(FEL
TW3, F0LHT, 7Lirdny—idd 2RV EAI3ERL TE L
P, FF2a0Y -2 TR+F R AN EEhTEALERVZ
zW, SEER, ZLrdory—ebF2000 -0OBESLVERZH
BLELEYS, RMECEIZJ[ESEORBEICOVTEATHLL,

bAEIC BT,

v '2,2= 4= A | e
b an Y =T 5 kA

FEEREERRNTT

SROBMRZEERB KU
)

pEVZ X
]

[ EiFS
WFEHTF (srem) W& (FE) — M7 L LE—0kt] 1220024817
BRERES X PESEERES %8 PREARRITIN, §ETTLAF-ICHTEE
T S $XF R MA R LT A S L, AR L F—
7 EZ3THORE TR Oh, ZOTWEDY
85 #th CsmE) A7 % FHET 2 HEEBEL S ETERATV 0,
i i HROWHIL LS 20D, BLTHHEIRET <&
INg B (Csma) B DD, FEIZFENCHLYEDL) LRI
EUEERRRWEHRT EERY TIFTAHALL, REFREOHEZHLIIT
e e R AT S 2 & O YRR R OB
(REW, BH8E) TIERONE BEEEXRZT[TLAIOI—
vs h¥dapy—| rELTHBL-WERBWET,

\ o8 WS FlLrdaod—Ek bF oo d—HiversusPrandD B

BHIC2oWVTIEVWAWAEREZIRHALEBRVET
P, FTHBEEICTLILIIO Y —22oWT ORI

1 | 2008% a7 LILE—DR —444—



praree

scaslb sl si suu

e,

Wl

FBEVLET,
18 ——Allergology (7L Tud—) Lwnw) i,
*-ology" EWVIABRAFVTWAEZEDLS [TLI
¥—a2WE+T2%M] THH, BEMZE7TLLY—
DL L UBW - B LIloWTHIET A0k
WEATLLE). HETLAF—Lw) X [
OOKHLTTLAF—DHE] v &) RET—
BOHEL LTV ETY, TLELEFHBEEL
TOTVAX—I%, ARABEEFFEICHIE L TE
LALTHFIAEPIgENAKTHS L RRE IS
6% 1, Coombs & Gelld® (7 L b ¥ — = @G )
ELTEDORIERBOENIZL Y 4 BUIERIEL -2
EPLTLAX—DOBREVIENo2 L) ICBnE 4,
AETLLF—LiX, "HO™ (W3 288506 T
HLACRERB L IHBHLRET, Bt
HEPLEAOMED 5 Wit EYH L L “EHE"
CHLTBBRICRIET 2IKBLEERSh, THhEE
KT BT LI ToY—HrEZOLNE T, 8
BEIERZ ZERIZIIREVRERSXEELT
fFEL, REFOEEIIMNF--TTLALX—DFELS
LbEEBLTELDIITTA, BEIEyZ2RELT
HhHiFoshTuvdDHregulatory THIRE (HIEHET
ML) T, RIEHE T AT AIZB W TTHIKL A, @
Fy bTI—2EMETLII AL TV E T2,
ZOTHRAHCHBZEEL 2L S ICH#EL Tw
% DHregulatory THIRRTH H, Foxp3: fidh b
master gene regulatoriZ X DHlE I T3, oD
regulatory THIf2A:, HORIEDAL LT T LILX—
CHFELABMELTwEOTREVWILELZLR, &
BEOMEICHEFEIFELATVE T,
AR — W T/ABEAE, FFYaod-oRsR
BRHLZVIZPE Yy 7 ZZOWTBHEWEELW
ERWIET,
pB——Toxicology X BWF - LR L LIRS R,
b0l ch2 33 5FoHEWERRELTE
DIFR S 2V ITAEMEE L L2 R T 2 EE, ¥
HZ FHEELEEZREBELAZMTT. whidks
MESO LD o> TWAIGHAMENT, KET
BIES ORI RENTEMEIELHF->T S
DTTH, bEEICBVWTR Mooy —Ind
HEMPELFTEEOIKRNTY, WEEAE L TH,
197348 O HE S & 19764 & L O HE MR
ZEPIBUEIZEARLTHEHRFEEERD, Th
AI9974EIC AR N F L auy—¢4&] L8kSh

1

¥

=

m.!'
r

(]
4

T RS |
| ERANGE

;;
ALY SN o o T b\

oK ETEF

FOEH - BRI

.o

Profile

1976 X BB AR EEMER, =8
BEBRARMBEE, 1977ERAAYE
MEAR, HEE. 1978~1980F %
AERRAUETA¥EELXEMEGHTF,
L1980~ 19 ESX R AL EFHHE
FARELUSRER, 1991~2000%
BREERAEAFEXBEMEEN
Bfi . 2000% ~EHIR. 2007 E~BAHE

CEh S D HE R i S - —

P
-’

HrH

EMTUAY —, EMEREOFEEN
o - B

St T N pudily

—445—

X

THREIZE-TVET. PFanV—iCl¥T 5%
i, BARGBEFRESS, HAREREFS, BHE
E#RAEELELDD, Z2{OBFEEF DS T
WETH, RELVPOEVHIRELRFT TV VE
ghHY ET,

FERTaaod—it, ) HERYI 7000 L
PHEEFEILLZTNIEFEHENZVWGH T, L
L, fbdkan, Efa, Saifnd, BE, €&,
b3, REGRME, EEREY, RMEDR,
fLFERGLELBLRAREARELTED, BHT

2008% EM7LIE-OR | 2



fH%  Eith

HULIT - BDOP

Profile

1980 F WAt AYEFHBERE, RXT
EMEAR, 1983FMIHBIFE,, 1987~
1990 X EELMHARA EWiEEP
W 19N ENEAPEFEEATN
Bh. 1998 FEBNIR. 2003 F Witk
FPAEREZEMTHRE - BEER
B ERBTSFNE,

Hl’ﬂﬂﬂi

W, TrE-MHERE, EMEL,
EMEREL STICRAESERERD
REMFEOME, ERT SN2
HER O S EF I

3 | 2008 EMTLILE-DR

d

-

.‘!l 5 w
W aR s S

-l O FFEMANAID TN T A pudiT et BE:

i
B
5

FTHﬁEQH?EBU*n

e e e Lt e A

EELER2F-TVWEIEILRATIZI A
THHY) EIFoh2BEPE{hoTE F L7

T —FAIF2007 E 7~ 8 HO 2 AMEUZ N, #
MR ESLEMTLLF—-BonidbFand—%
HMIZL TV ABRASFHBELCEELL. TO%
PCHECRVAZ LR, AYz—FrOMalmok¥
mﬁmﬁmﬂ7u:v7*Tur):%muumu
LOBESRE, SHEENDY, THRBE L2 L LR
ﬁib’%ﬂ)a’b%ﬁbE. narrow band UVB& % \»l&broad
band UVB% ED L —F —iEMERHORME 7 U H M
Hho TDOZ Y =v ¥ kidhliZoccupational derma-
tology (BEEMEMES) ZEL3520 =9 750
KL EBICHFESNTE Y, MG CHBMIZE -1k
FUHEEXF->TWEEBIIOHK - Ml L THEEs o
T F77ELTERE - BH - GE#RDSVIT TR HE
CHEETESLEH107% s 2FH, TLAIT
Ol—BIUMF oo d—IIHERIHEREIN, K
MEEICAHRIEFEOMIEEIF VT % TAYx—
T/G')Hﬁi%c’)l"‘i%ﬂﬁ BIEEICETEL LI oT

Jmffo%wxq&muwﬁ&béé;t&#
b, FITERBYTo-TWwAEAREBEOA LD
HRETL-00) A7 EHRANME I TWEZ LI
bErEhF LA, FOATROLAEIIIZILERT
BY, HEMIIIEEOKaEHELHL Lk
DTLEHD, RRCTELZZEOD 0%
ThidebhwtEzsvohT L, BEREA >~
y—F2y PbbNITMEETMHIZLOE XL L

LD LL,\

LbTEFET0OT, EAFEMNLZERZEZLZ L L
Tlt9e

Malmo A 5mbE

’gw:,“--..} ’v’_",-"'—"-".‘-ﬁ'_' 75 2 F YO LEICAE2 FEED
-;-wug_. ¢ £ ko TWVD

HEEANIE, Magnus Bruze¥id, filR{L¥EH

52 hTAZ



PRI,

ROV~ &RIESE
_— -7y S Rk T
) srores

= 15

ek —bAE O MEERTIE, TLAyTdod—IZ
DVWTRELOEMAM+7ERLTMYMATE
L7=#% FFyaoody—ilMLTiRhMTRITh
B ohwEESHTHL L) BERMEED 2ho
EHBwIET, SBIhEBERTABLELT
THAEMT LV X— - Mgl &Ea] e Lwy
DTRZVIPELEZTVWETH, KEHICOME
EontenlicBEELTCLEIDN?
HE—BE IS EE T 2SO <,
200740 (O ARSI EBABEFR] TBWTLBY
EENTELL AT ENKELFEEEZ>TVEL
f2o AXI R OBPHEBIZMEZRRTIE, KIZ
PR 5D A B = X LAHDH 6% THRIEERER
IZATRETLL, vHFoOBRE M- TH#MHILE RS
SELWRET LI, EZAD, BPEBEORKLELT
in vitrodh B WIINAL AN—FT Y PAZ )V - T
fAidZEEL L5 ETHiE, HRTHE2AH=L LD
bhrbhn EIZiIMbEFLVWDTYT., LA L, A
eV ORBENBNTHEETLZL0T, BihES
BTERL D ERTSTBERICAH =L LBHIC
WO MAMRELIES) LR HEERL, T C
PRBELEOFFICBLLANVWEZIATY, b F
vagd—{ionTid, BPOHFEREEZALLITTR
B, BUARBTEA DA LR HRIIERT S
LARNMIZETWB ERBWET.

[T, LBz, ABMERUCEREDLIS
FNTRIEAAZ WS T T v 7Ky 7 ARICHAM
TH2OTTA, RBEEOHSIEHBRFLTTIIHL
DI o TV AR TR 257l L 20 ud
HhFdA. RIEFEROMESLVIEFFoud—
OB, TOFRABROBMHPEELFHTHY,

1N 1

SHFLVARFE NI E ST G TT,

THAEMT L V¥ — - EMEMRFER] CBWTIE,
PO V-0, FICEMMF 20T —I1I8
VB AIE - I - G TR EOMREED L LT
TWREnwEBunEd,

—447—

$ 3 T oo ™ =
Y we La g

P
NCIP e g R

)

=

L

W - DO

>

NS BB

2 TUE - 13US
A Profile
(] & &
-?r 1983 F B A% - REBRZL¥EHE
- ®. FEEXLF- F{eSHBRaH

-

A%, 1984~1986F B MZHMR
i - BRI E¥. 1006 F R A%
EYBCTHLEME. 2005FEIE
LR EHRA AR,

¥2E0 . BANNREBRAKBEYS
MR (EH - 2B, 28, FRR)
BAME 0 -%2 BRER
BAEMERLYE ITMA - £EH

NOk~l st

)

I =
b ol

3 RER. LHER
'Z'- L 1 bk 3]
3’- Wity TREME, AMRER, /)7 -
a3
o]

HE—EMEVS DRKELHMEZEATEY, 7
LAF—HoEmEMEiZdbAADI L —KEl#
HOBEMEMETTOFDOA X AIZHLLTIE
HhITHA, “FEME CREERLER DY, BE
BELELZNWIEEShBZYA PHA Y - ¥ EHA
YOLARLLRED ET . BIZIL-1a O ERMTT
Tyt AETHRMMENLALZTTIIHHLE
Luwrk I aNdh, Ziud o — Bt M %
CHYHEGOLEABL LAV LATEAR,

max—HBEE, &9 L TREFEEOAISHES

2008 W7 LIVE—OR |

4



5 | 2008% mMLILE—-OR

Mbohd Loz TTH?

B —RMICEBRERICM b 222 L TL LD P
BB RIZBT A BB EEZ W52 L T,
FTHOEHRMME > TROLREZTBIE LB
YHEMNAMROFE L SICHEST R, 7, b
W’ % D0 A 7B in vivoTIEPEIL T 2 BRI A5 4
ENTTFUVBRNTH o EIZBOr ST L
RHTin vitroTH BHIRMROMENTE L LR
Y, FERd B 9 O FESERIF % BRI & o TR L
TE&F LA —H, FA—E¥NI TV BEERMNTR
AN YAREROTHES X OTHROEERT
KBXIZTERIODVWTLRITLTEE LA, TOM
¥ 47:A%h-CLAT (human Cell Line Activation Test)
DHBIZOLHo7-DTT, (F2),

ZzTAHaNE, B-brAs i Twa{L®
WMEAIPRLORBERCEOBEREEZSA TV
PiRELKAMEVSTVY,, FA—¥NT Y B
HEME T ORELHENICET LBz L %L, &
RHEORBENDEEIHDOE L DILEWEI AL
KO EMRTTOVR WV, RN Y R I K
LiZo>Twh, TREEYHRLICZ>TVADON
EVziE, ZLORERDDIZE DO ERE
MBHICHET LT v M v TTh £0D
TyEeAEEMRET L0101, REHFHEOR -
TLABFE2EZRThELY) THA, REFHENED
AKX, HEEDERIMb-> -BIZEERZ X
% ML Dstress response’HIERICHEES5 2 5
TETT, 120LoDLEYRIZE D EHRNED
DE42, EEXHICEEDL S LHIEDstress
response # #I#l 35 = L THRIERIGH & OREdHd
PRZLNZOTREZVRLEZTVET,
Mxk—dYhLH)ITEET, BT, MEEEN
REZEoOMRICHbLONLERB L UBHRKO WT D
B 22&w,

PERE—AREL IERBYOHEHME BB L L723Rs
(Reduction, Refinement, Replacement) D% Hd
ReplacementiZd 725 B ERFNARE| 0Z & T,
B ERTREIEBSATVWE T, KRKTIIR
Fiha ) UMITBRMATI991 ~ 1997412 L X h
FLA, EHICEUTIX, [MEBMmoRESEF MO
OB ERELFRA L LT20094EF TICE&BET L L
EHIC, BWERET - RO E TS
gk sh7zoTd, {EEmIIwmASATHE
FTL, EBEN—FFAE¥—Taromnsodbbht
ELTHELXRL Z2vbiFiizvwd ¥, 20054 E
VEEMEMEENER LD RBHE L ~
¥ —HAFLNIZJaCVAM (Japanese Center for the
Validation of Alternative Methods) A%i& . &4, {8

BHEOFMAEDHDTH I EIchh F LA, #3220
FIRE-MEFEICHEHL TV T LA, JaCVAME
VLR HEIN, BEREAEFRXEEBLIY
EPERA PP T 2 0ECDRICHZ & L 0% A ) %
Ao, RBRCHTLIMELY y—0f#lZiEoT
EHLTVET (B3),

WD H 2 WEH
7T NVAGER TICERIT A
BT UAF—RICDAEIS

BlbhoTEET i

ARSI =E Pl IO
—/ DERESEORE

Wk TLidod=tk rxiaod—nih=X
LAEEZIHE, MECIEMALHEAKALN
T35 HBELERYDESIZBELTTH?
HS—bF oo d-—-0FfRTHIEEHEIZOV
T, ZOYWHEHisignal transduction® 3 FIZ{EHT 5%
PEPVET LA —RIEOERICHbTE T T,
PlZ X, WikMR;EEILEND OISR YT
FN5F £ LTNFkBRMAPX F - ¥p38dtdh b 4
2, BEMEM LRI NT T o R EOBHEDEH
¥ Fohoond VI LgTFicEBERIZT L
PEZLN, CORGTIFya0Jy—-LT7LA T
V-t REAEXFOILICRD T %, DR
DEDE S IFEFEMAIBUCHEL TWDEHhIco
WTI, REDELEZAEKRALELBVE T,
INE—PIZITEMDSRL D EREHL L LT T,
ZOREHEP b RTNIE T ERERVET L
) ETHh6, ThELOWRHOEMFIFST L
ME—IIHTHRIEERE L2TER) €A,
EZAHH, TLVXF—p MR8 & TR W A5 <
ZAOABREOMEICREISOXEMIILALED T
HAL, RBELFHOLLWHHIZRHFENFE T
Ao EMIZMApERZRITHWRITAEKIZD X H
LREWERIZTTHO LT, ERRICHREE W R
FEPRZ>THHFry vy FLTWAEDTIE, A4
TR TOLELHEOHRIITE TEA,

BE— MBI OBERRAB BV TR, ERRBIV
ALHBEOMBEL 61y FF A PPEDWMRIZITS
ZENTEITVA. MEREILTRE Ny F TR
FEDSFEHRIRDON, BEEFHETTLHRAD

—448—



EhhwHDIOVWTIRVIVETL AT RE
EXTHEAEMEIIHNICARO S5 2133, EHRICHE
bBEAICES>THBREICL-THHFLWEHRLEI
EERVIRRICH Y2230 £3,

¥AK L) RROPTR, TLIVTaI—R
bEyaad—tMI ALY AT AL HUliERR
THALTAHAIEIFHLL, TBREBRI HILT
ZEA v FEHELLYDY THA. TET 1 BT
R LTy 7 kT hid, Ho-BHERHR,
bR ENETD, BBLAAYz—F X OENE
2NV DL BBRITEIEBVTTH, M
BMIFHTY.

P B—bYREOFHHER S LRI LTAT = —F
LEIZE-oTwabITIEHhETEAL, £EANR
FHTHICHDb-> T LML ORI &R 2
KREVARBBONTET., [HAEMT L V¥ — - il
KM &¥a] PAREFETERELIAA PO Y-
MAERAMBZELETFHBI YR T —OETY
A797LTWLIET, YAFAEY O REHES

HEZTLBDTIELEWTL LI D
hr—hEBEER, oL BIRCBVWTHLHE
BEDL) BERAEREELLBEZTTN?

P E—RBEICMLTREUEATEMIh TV
TOT, HRONF L ADOHThOABEORLTRE
BEABELTVWRLEIATY, FlAE, HEXAE
DR ENzin vitroB{EtE B (h-CLAT) (it
ROERERD 1 2TTH 6, ZORERTHLIE
HRE) - FTEhEHHL T L VY —RIEO R
RERAICBVWTEELZBE#HZH> TWITLDTIE
BTWTLEI Do 28, (EEROBEITLLXF—
PERASHSELZVWEVWFIEZHTVVDTT N,
MEIEELTT. FH0H2LDICTLALF -8
HoltbkLTH, ThiFHTHREEDLE VDT
iRy, BPERFTELTEREBEICE
LbITTTA, h-CLATEZG TRV AZTEAA Y b
ELTORESEFMCRERKFEEFHEL TEEEAD
T, TOHRERBETIHEEZRICARL T2 2T
e h THA. B, BEREIRE D AA TN

H
i

NN

DNCB MBT Eugenol PPDA Pt
3uM

|

LA AR — i
MS SDS DMSO 1%
100uM 1,000:M 10xM 100xM 1,000xM 100xM

trol

(EEBMOTHP- | SICDBERRICHT DR E
(h-CLAT)

FNEFNOLES (F 7 INIZLLNAL L 5855 M) % THP-
R4 MBR L, CORORBARF 70—F A/ FA Y-S
EVMELTa bO-LERBLE. TORREENEWRIZL
D 120% U EORBFEE R L7z

DNCB : 2,4-Dinitrochlorobenzene (extreme) , MBT : 2-Mercaptobenzothiazole
(moderate) , Eugenol (weak) , PPDA : 1, 4-Phenylenediamine (strong) ,
PT : Ammonium tetrachlroplatinate (sensitizer) , MS : Methyl salicylate
(non-sensitizer) , SDS : Sodium dodecy! sulfate (non-sensitizer) , DMSO
(non-sensitizer, vehicle)

(Ashikaga T, et al : Toxicology in Vitro 16:711-716, 2002 & 1) 2 %)
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