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Abstract : The most recent and international movement regarding to the alterna-
tive methods to animal testing is the 7th amendment of EU Cosmnetic Directive,
By this Directive, testing ban and marketing ban enter into a phased prohibition
in consideration of scientific progress. However, the development of the alterpative
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..
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alternative methods to animal testing, international activities, EU
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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 is a
matter 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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Table 1. Current situation of alternative methods.
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Proposal of the Composite Maximum Contrast
Method and its Application to Toxicological Data
Analysis

Bl 13t - A 22
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*1Biometrics & Data Management, Aventis Pharma Ltd.

*2Graduate School of Engineering, Tokyo University of Science
e-mail: Nishiyama Hireshi@takeda.co.jp

This paper proposes to use the notion, composite maximum contrast method, for
formulating recently proposed decision procedures for judging toxicity of chemical
substaﬁces based on in vitro experiments. It is defined as the composite procedure
which judges the substance in quesnon to be posat.we if and only if two or more max-
imum contrast methods, such as Dunnett test and trend test, simultaneously realized
statistical sngmﬁcance with a certain significance levels. SAS/IML programs are also
introduced for calenlating type I and/or type Il 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 c:omposite maximum contrast

method is applied, is also shown.

Key words: Cell transformation assay, Maximum contrast method, Multiple con-

trasts, Toxicological experiment, True positive probability.
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6 w5, EH

® 1. wHHEREA

PROC IML;

Yinclude ’ (sub.mvt,sas DRFL/IA) ¥submvt.sas’;

Alpha=0,025; Ratio_Alpha=1;

Contrasti={-1 1000,

' -10100,

-10010,

-1000 1};
Contrast2={-26 -1 4 9 14,

-14 -9 -4 1 26};

Expect={0 0.25 0.50 0.75 1.00};

VARIANCE=1; '

N1=17; N_ALLOC={1 t 1 1 1};

ARSEPS=0.0001; Eps1=0.0001;

Al=0; A2=0.1;

Switch=1;

RUN ESTPOVER_CMCM(Switch,Alpha,Ratio_Alpha,Al,A2,N1,Epsl,ABSEPS,Expect,
VARIANCE,CONTRAST1,CONTRAST2,N_ALLOC,N,Power,
Crivall,CrivalQ,Alphal,Alpha2);

IF Switch=1 THEN PRINT N,, Crivall Crival2 'Aiphai Alpha2 Power ;

ELSE PRINT N,, Crivall Crival2 Alphal Alpha2 ;
QUIT; :

HA#ER:
17 17 17 17 17

CRIVALL  CRIVAL2 ALPHAL ALPHA2 POWER
2.2011719 1, 8945313 0.0493146 0.0491975 0.8174153

DT OY S AT, “Yinclude '(submvt.sas DHETFSE/ S R) ¥submvt.sas’y 1, FE BWHERK
L0y S hERRAUIERTH 2. '

“Aipha.:" WITBRETHHEKE o ZAND. “RatioAlpha” i, 2 DDERANLEOHE
KAEDKEZZSOHOBEEE ar=raz (r21) ELTEXLr ZAND.

“Contrastl=" 12}, 1 DHORXMLEOERTIE, &1T% ) TEYD, FIFICAR-Z
EBVWTANS, SEIRsHOF Ry MAERO TR (10) PEZETIEANS. “Contrast2="
71, 2 DD ORI ILEDEEGTFIEANS. “Expect=" & “VARIANCE=" IZi, ®RiLHN%E
SHETEHTRROTEAY MV EABEAND. “NI=" IZI5E 1 HOY T3 XEAN,
CN_ALLOC=" 12135 1 BIcHT 2&H 0 TN ADILE “NAALLOC={11111})" &W
S &I AND, HREBEETEITHRN.
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