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Abstract
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The most recent and international movement regarding to the alterna-

tive methods to animal testing is the 7th amendment of EU Cosmetic Directive.
By this Directive, testing ban and marketing ban enter into a phased prohibition
in consideration of scientific progress. However, the development of the alternative
method that has been left is extremely difficult compared with the one that has
been developed so far. A global collaboration is necessary now for accomplishment

of the goal.
Key words : alternative methods to animal testing, international activities, EU
Cosmetic Directive, 7th amendment
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" Global Currents and Problems Concerning the Risk Assessment for Cosmetics

Abstract

Hidekazu TOYODA ™

The safety evaluation methods for the cosmetics products has been established, therefore there is no serious
problem in the market now. The global currents about the safety evaluation methods of special mention is the
Seventh Amendment of EU Cosmetics Directive that provides the animal experiments prohibitions (animal test-
ing ban) and also the sales prohibition of the product that is containing the ingredients which is evaluated by us-
ing the animal (marketing ban). We have only two alternative methods in the current state, that is the eye irrita-
tion test (in only Japan) and the photo-toxicity test, therefore development of a lot of other testing methods isa
maiter of great urgency. They have the official body (ICCVAM or ECVAM) for the alternative method develop-
ment in USA and EU, and they validate and evaluate the alternative methods, and then adapt to the guideline. An
establishment of a similar official body is hoped early in our country.

Key words: safety assessment, cosmetics, global currents, 7th amendment, alternative methods.
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Fig. 1. Concept of safety assessment for cosmetic producis.
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Fig. 2. Procedure for the risk assessment. 1)

BolflWHThbblaERTH LD, FEIHEHER
DEFEHY*FRL, HEBEETIXBWFRTE L
FRETEIAEOETEL L TEERAERETRETH
%9 (Fig.3)o THDZELREETHEE, FHMROE
EHIL, 72AYRZTHEAA Y MIEEE LT, &
BEETEOYA T ABRORBI EDZY AT A Y
AVPELTEZARETHD, EHIL, THTOEH
EHGICHET A EROILEB L ST ETVIEROR
HEDNV A7 a3 a2 —2a VOEBEINLRET
5 (Fig.2)o

2. FEMOREEFHESE & RIK

HHREB A EHROZEEFMIESHREICEL
TiE, 1986 EZHE N7 [k RIEE K UL &
DEEWEERED 2O OEERIE] LETLHELER
EMETOBEEFI LD TAMICTF LD bbb DL
E2oNb, COEREYZTITTEEEI, 19874E6
B IS AMT [FHBEELES L ERORENIZ
WAHECHET T RSB EHOHAILOWT
(F)] 2AFE L, 20D, REWEEROHEL
L TR R — R es, B ERE Lo OFRERIE

Fig. 3. Level that should be guaranteed. ?

EHAEE D AT Tz, X5 (CREREE = & OERERY 725t
Bk e Ry 5 2 & = BEIZ, 1988 ISR AR AT

5 (LM R Mg FRES N,

DI DREFE R, [FLERER W Migst
WIZEEsReE | & LCTIEEMATA Fo4 v (R]) »°L

DELob, FOWMEIZOWTIE [{LHER - EEE
NREERHESA F 7y 7] EEHRET) $%28
UCTAR SNz, BARMMRTEESS (FETE) T
g, EEMEENH.LE %o TIN S DEAREEE
PicEmL, EENLRZeWRET A NI 4 YRR
FEMIICEE L T& 7,

2001 €€ 4 A 1 B3 bR oRIESIE  GREEM)
M EN, {LHEROKRBEBHERRELSIN, Ih
REWARY S (EHERELERE NV F 7y 7] bEIE
ENb7z, HIETE, HEROLREEEFMICEE Y
HIZHEN L ZE Z TR EAML, WY ETAEEFREL
THESL, MEFTHZLMFVLETH S LOBADPSL, L
HE S D EEVEFFEIC BT 5 84t 2001 (FEE H At
) #MBEICERT 5%, {bHEROREEHERIZHEY
BARROB N &IToTEI,

D& hReWREEOERE LIRS, BLT
FEREOBEIORKRE, BE, BHRCIZERZEF
NS TIERE LTV E R LTV,

3. Ja-—-NIVER

EHROEEWEMMICEb A SO —NVEmE LT
DR E LT, BUICBITA{LHERIESOWIETH
5o BU Tld, BIEBRLTERL-EEZEGHMD
BRFE L R BREDFEH * EH - BULERIBSE 6
KYIE (199346 A 14 BAMH) PEROEBERERT
Holre TOLIERIESE 6 RLIEWC LY, EUICIE
B EBRMRBREONY) F— g VRPN e HEE T
572 DNHIRBE Td A ECVAM (Buropean Centre for
the Validation of Alternative Methods) #< 1991 42 3% iE
N, BEREBEO ) F—va v EEliEERLT




290 AMEEEE Vol 28 No. 4 (2004)

72, BU T, {LiERIESE 6 ROIE L D F it
FBRTaH 5200246 A30HEZFET, 200343 11 H
Wik, LRSS 7 RBIELSATE SN T OALKE
eS8 7T KL EOEANETIE, UTOLBNTH
%o

@ 1LHER D BU BN T OB FEERE

CINEBEOEPEGTE A TR ETHEIERR

18 # B ;200449 A)
@ bk SER O BU A TOE EEREIL
CREREDD B AN E O BT R R T
1k, EEREYERZ T EULERIEFREDO
64E#H (200043 A)

@ B ERTERL-EMRTCEEYERE ER
LeER2E& 08RO BUBAORTEEIE (EU
W CEWERE R ENLERBLIUERLE
tr)

CfEEDSS BIBAE, MBEOEMEGTRET

) (MFEIRERA I8 WA ;2004 9 F)

- el BRFEEE IR, {LAE RIS R A O 6 (2009
3 8) LIBE; B4 BUESM, EEEN, EY
BHREEERIC DWW TIZ 2013 £ 3 B4 6 DB

@ BUZEBE4LE, OBCD DN F— 2 a Yy DER
%#RE L7 LT, SCCNFP (Scientific Committee on
Cosmetic Products and Non-Food Products ; 3
SCCP) B L UTECVAM & LT, A DR
DBPSIEEIL I CET AR O TFEELLET
5o

Table 1 |2 &% &M EFE B BRIE (BT AU ED
BZSRIR % R L7245, BURCEATEEZ b O IFERRIS
MW (AR IME IR 2 AR) L AFEERBROA
(CNLOREBICLTOEATELVWYELSH Y, T
LSRRERB LIV THY, 5HORER
BONBHIRIZH S,

KETIE, 1994 EICHBRETHOREZR Y LE
HoN) F—Ta v EFEETAEES (ICCVAM: In-
teragency Coordinating Comunittee for the Validation of
Alternative Methods) SERIE &M, 1R% S N-BRk
IZOWTOBEMRIC L LEEHEZITo TV b, BIEIC-
CVAM, ECVAM &, BELREHRZHRE DL, BEW
AR - RBEIC OV TR O FHili 2 £ L 2%
WEHMRE T O AR BRT 504 % 6F, StEH
% ST 5 720 ORREBERBRI oW T OHRF DN
F—arvEERFTH L,

BERWICEERBRTA FIAVEBREFLTWS
OECD 235\ T b B EDBAMRE SN T &7,

133

Table 1. Current situation of alternative methods.

frEa st {egER | ReL | KEE
(FEPL) | IEZERRSMG
1 HEEBREHES ¥ O A
2| ER-gRE | X0 0 A
3 FE R 1 O O
4 | EETIEEAER N o o
(BADH)

5 AR *1 o X
6 SLREAEMEENER 1 0] X
7 SRR | X 0 X
8 | RS e 0 x
9 | ErwFTAL 1 o —
10 | REEHSHEHHER ®1 o] x
11| ERERAERERE *1 0 X
12| R S35 fRH-Ht | KT o) X

M1 REETE A ANEEREH

OECD PMER L7z in vitro TOEMHEBTA FI 14 >~
EL LT, BEBRBYT S FI4 V43258 B3T3
NRU PT), RGBT A 5 4 > 430 £(TER),
BREEAERET 4 K74 v 431 (e PEFEETIV)
BLUin vitro BERINRERT 1 T 4 ¥ 428 KW D
%o

Vo lE), RIRICBIT HEYEBRRBEENOITERD
AL, BRANSIERER % in vitro ERIAUVE T BE 2
RRET AT LA BIIC, 1990 FCHEBESNEE
B [HRERRA RO ZEMFHED 720
OFEEORZ] (BT Do BRI UEER O
A EM L EAR I E 0B ML, €O
e [ 2 BV O b SRR O BRI % R4
TH2H7o TOIEE] Tk 1999 FITRER LT,
WEOEAER LT (B ERABIEORIE LF
BT 2 A (2001~2003) ) BT, #r
3 in vitro KRN ERE OBISWIFE, OECD &k
SERT A K54 432% (3T3 N3T3 NRU PT) @
N1 F—3g v, 6121 OECD LB UHBRAT 1 K
54V A3 BOTFHELWHRTE AW REMVEIFINS
W SN RRABEOFME L HEE L TE L #H
TETHE, ZelilsCeERREEMNEZRED,
IS OEERFMEFEO T TOFEEIIBVT, &
WMAICSE L TETn5,



FMRVAZTEAA S MIET A 70— ObEm & 291

4. MR - 5B

JE A ER IR IIC B AR 2B L TR AR
FBIZBV BRI S - R, BEAGEEEMEI O
EDITHEEN 2 A A N5 4 VEAORBIE 202w
HIZHDHEEZ D, WRIZBWTIE, TERAOE
B (BCVAM, ICCVAM) DHFRELAA FJ 4 1L
ANEEEUD BRI E SN TWw B DY, REICBWT
13, ITEERMOCBERHMREE 2% <, ARFRIEAMT
BHEORES, SRS L IMERORAERIT 2170 T
WHIZEED, EOWRBRIATA P4 VMERFED
FERZ2 E ) BT T TIl2idvizo Thwizy, BER
REFORMBLFHAORELRH A 720121, FFICB
WTh, ECVAM % ICCVAM IZIEHs 5 ARFME D,
TTBERA OABEEEERES (RFR | JaCVAM: Japanese
Center for the Validation of Alternative Methods) % FRiE
L, A FSALMANERKEODT BT AT LEN DR
BThHoLEELD, T2, ABEREORTZHMET
bE, SHMENLERRENEL, S£ERSORTE

EOEFICHGEISVEEILN, L OREE
ORGPl BEMIHEET 20K, EEEFT
DA% BATZER LAV T OB R FE3R LB
EER B,

ZEH

LW B (LEYEONY— Vi ReEFE 77
V=T, 40: 215219, 2004.

2. TA4 Y () REMEMAMRERT | AFRek
DY A T 2A—PAE (RERLFER) OREKRF
fli—, Web 2003 4 6 F %5 2 JR.

3. BH¥E— EBEFHHFMRENE EXERERE
W) [BWEBRREEORELARICET LR
EWFE], TR 13 FE~FR 15 S5, pEMEREE
MBI D W T OB & 34T, (VRO FFL.

4. BREFE— LHERTERICBT 2 BWERABEOR
DAHDOBR, HARBWERMNEERESE 17 BAE
ER4E, 118-119, 2003.

5. BE¥E— BUNICBIT LM & BB
DBIK, BABWERRBEZRE 16 ARKERE,
45-46, 2002.



ETB AW Vol. 25, No. 1, 1-18 (2004)
IR

HEBAMLLEDREL ZOEEERT — S BTN DIGH

Proposal of the Composite Maximum Contrast
Method and its Application to Toxicological Data
Analysis
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This paper proposes to use the notion, composite maximum contrast method, for
formulating recently proposed decision procedures for judging toxicity of chemical
substances based on in vitro experiments. It is defined as the composite procedure
which judges thg substance in question to be positive if and only if two or more max-
imum contrast methods, such as Dunnett test and trend test, simultaneously realized
statistical significance with a certain significance levels. SAS/IML programs are also
introduced for calculating type I and/or type II error probabilities of composite max-
imum contrast methods. A real example of data analysis in a validation study of in
vitro BALB/c 3T3 cell transformation assay, to which a composite maximum contrast

method is applied, is also shown.
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