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Countries/Economies Engaged in Working
Relationships with the OECD
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Council

—
Ad Hoc Expert Groups TGP
*Mammalian, Eco and Non-Animal __

VMG-eco: Validation Management Group for Ecotoxicity Testing

VMG-non ammal: Validation Management Group for Non Ammal Testing
VMG-mammalian: Validation Management Group for Mammalian Toxicity Testing

WNT: Working Group of the National Coordinators for the Test Gmdelines Programme ©
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Proposal for Test
Member TG/GD/DRP
Countries

WNT ::> Draft document
Secretariat SPSF

decision By Lead country(ies)

Essential Criteria IL

Desirable Criteria
Re-drafting of EDTA AG
document &D| EAGMST
VMGs- Expert groups

Draft TG/GD @
Revision
Publication @{2 )

WNT Commenting

Round(s)
+ public review

Expert
Meetings

Final draft
WNT
Approval =] TG/GD/DRP

Implementation
FINAL TEST (i @'7
GUIDELINE

EPOC/IM
Endorsem
ent

Council
Adoption
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Secretariat

Member Countries

ICAPO

BIAC

NGOs

Test Guideline (TG)
Development
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Int’l Orgs.

Int’l Sci. Societies
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Series Testing and Assessment (>200 publications):

IImI

— Guidance Document 1 for the Development of OECD
Guidelines for Testing of Chemicals (last updated 2009)

— Guidance Document 34 on the Validation and International
Acceptance of New or Updated Test Methods for Hazard
Assessment (2005)

— Guidance Document 150 on Standardised Test Guidelines
for Evaluating Chemicals for Endocrine Disruption (2012)

— +Numerous Guidance Documents and testing strategies
for several hazard endpoints
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Section 1 (Projects related to Test Gumdelines on physical-chemucal properties)
Section 2 (Projects related to Test Guidelines on effects on biotic systems)
Section 3 (Projects related to Test Guidelines on environmental fate)

Section 4 (Projects related to Test Gudelines on health effects)

Section 5 (Projects related to other Test Guidelines)
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Numbers of OECD Test Guideline (2019)

1 Physical-Chemical properties 1981-2013
2 Effects on Biotic Systems 1984-2019 48
3 Degradation and Accumulation 1981-2018 22
S Other Test Guidelines 2007-2009 9
Total 172
&) OECD

BETTER POLICIES FOR BETTER LIVES
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APPLY INTEGRATED APPROACHES TO
TESTING AND ASSESSMENT

Al of the work on altemathve methods s
undartaken al the OECD with the aobjectve of
conlfuling B mone Alegralsd approsches o
iesting and assessment. In practice, nlegraled
approachas, which take inlo accound the tools
oullined above, are mead in Be OECD Exsting
Chamicalks Prajramiea wihich {jarsaranak
inlarmatonally agresd initial hazard assossmants
of chesmicals.

This practical application of inegraied
approsches improves heir rsgulalony acoaplancs
ared facdilales thair implemaniain g nascnal
ard regicnal chamecal assesmmant sohamaes D
QOECD msmbes couniries.

SWOID DUPLICATION OF TESTING

The DECD Musual Accapiance of Data (ML)
framarecrk hias had a major impact on festing
practioes. MAD guaranbses thal data generaied in
tha wmstng ol chamicals m an DECD meenbar
conlry, oF adhanng non-mesmbes coundny, in
pocordancs with OECD Test Guidelines and
GECDH Principles of Good Laboratory Praclics
shall be accepbad in olher member of slharng
couniies B purposes o chemecal assassmeanl
@ndl oihar Sas relating 1o tha proiection of man
and e emaronment This poacive Samework
saves housards ol animals every year and ils
impac] increases a8 nor-OECD economiss join
i MAL sysiam

Furihesrore., The OECD has  developad  tho
Globial Porial to Imformaticn on  Chemical
Substamnces (cChemPortal). eChemPorta oMers
free public sccess 1o information on propeties of
chamicals through 8 simadtanecis search of
mullipls dalabasss, Sharahy iImproving e aooess
o a¥ising inst results and reducing e sk of
unmenEssary lesling

WHERE CAN | FIND QECD TOOLS RELATED
TO CHEMICAL SAFETY AND AMNIMAL
WELFARE 7

|Q)SARs, Grouping of Chemicals and the
@) SAR Application Toolbox

| T —

Test Guidelines, In witro test methods,
molacular screaning and loxicogenomics

www, 0aed. orgienyitesiguidelings

integrated Approaches to  Testing and
AssaRsMAnt

£ Prnica

Lty g, ST
Fu'¥ i Ok O

For more nformabion corlsc
thie QECD Secretaral of
shsconficecd.ong

& OECD 2009 |

Chemical
Safety and
Animal
Welfare

Progress made
at the OECD

{

OECD
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(‘ AATJuhns Hopkins University Center for Alternatives ta Animal Testing

The Transatlantic Divide

Top-down development
of new toxicological tools

e

Center for Nltermnativ L2
to Animal Testing

TOXICITY TESTING IN THE 21ST

CENTURY: A VISION AND STRATEGY

A '.ﬂv ¥ f @ $, R 4
M PN L \' ¥,
Caring for animals
aifming for better sci

3Rs

Bottom-up support to :
alternative methods and §

- - R )i PROJECT EVALUATION AND
legislative pressure SR P
OHNY HOPK N m—tel & )
@ BLOOMBERG
- ‘ . 2009, Johns Hoplkons Unwersty. All Rights Reservad
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TG _No.

TG F5

RIEEEMHER (3RERE, TGA3LZIISEHEETILAEEND)

Invitro R BER 1% R EIE R (TER)

430
431 Invitro REB B ENREETILHE
435 REFEEMHEI @D =0 Din vitrofZ/\") 7 iR &%

RIERSMHER (158K TGAVIZIX6REETILAEZEND)

439 In vitrofZ FE RIE M : BAERE MR EAERE
SEMERER CHERE)

432 In vitro 3T3 NRU FH M iLER

495 ROS7vtA4

BRI 145 BR (6ERBRIE, TG492IC(F4ET L EEND)

) RIS DEEGEBEBEZSISECI LR M. HXW) RRIFMEF(ZRISH T 2EETRG LIS

437 FEREDORMEERERET 200, Y AEEAVSRBESLUBBERERE
18 ) ERICHT A EELBBEEL =R b2 m. BEU) RAEEE - LRIC AT 2 BLEEEC
T EABEQHMEERERET 300 . =7 ) HERE A SRR E

260 BEBEYNERLVRI-NT 8B BENEERET 50D I LAt/ RERRE

41 DRI A EBLEE L =R Tt M. BEOi) BRI S E XN 2 EBLEEEIZS
FTEZBREDEMEERERET B0 0. in vitro jGEIRE%

2 EE%IJ%%é'riif:liﬁEl:*ﬁ?éE%mﬁ M C BT AN ENRIMEERERET 2100 . BREER
e

494 Vitrigel-EIT

REREMHER GH73ERE TG442EICII3HBENEFEND)

442C In ChemicofZ 8§ B4R 1 : RTFREE & 15 ER (ADRA,DPRA)
442D In vitrofZ & A 14 : AL Atk L R—A2—7 v+ 1 (KeratinoSens, LuSens)
442E In vitro &2 J& B AE 14 - ENMRRRRIE 145 ER (h-CLAT, U-SENS, IL-8 Luc assay)
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TG No. TG& TR
AR AD)—=2% (TERE&E, TG455(ZIEX3 DD RERE. TGA93IZIE 2 ERENEEND)
PERESSYETG (LB O A v r 7 =2 MNEEOKRHEZ B E Lz, [CIEEBA S
455 b FmR b v b R R K- aD BT (STTA)#BR
456 H295RHMIIEA T 1 A RAEGKT vt A1k
458 T Rag ok (AR) B8 - AL E N7 A7 =7 N T U ATEME(E (STTA) Bk
493 PERERYETG LM HE O b MEAMZ =2 b/ L7 ¥ —(ER) invitroik  ER BT 7 4 =
T4
BEEEHEER GERERE)
471 AR IR 22 IR B
473 W FLEE Din vitroy a4 B i 2 B
476 Hprtis{n - & xprtifs+-& O 2 W FLEE MR Oin vitrois (s 285848 SR
487 N LA AR A 22 F O 7= in vitro/ Mz R BR
490 F IV UF T —BEETEHOEEIEMIEOIN vitroiE {5 7 22982 LR

R R IRERER (1

ABRIE)

428

In vitro 57 & W I a2

OECD:http://www.oecd.org/env/ehs/testing/oecdguidelinesforthetestingofchemicals.htm
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SOV AM ) Interagency Coordinating Committee on the Validation of Alternative Methods

Historical Accuracy of Animal Tests Against
Human Data

LLNA GPMT / Buehler

-

Hazard Potency (GHS) Hazard Potency (GHS)

12%-82%  54% - 60% ~12% ~60%

ICCVAM. 1999. NIH Publication No. 99-4494
ICCVAM. 2010. NIH Publication No. 11-7709
Urbisch et al. 2015. Reg Tox Pharm 71:337-351.
Hoffmann et al. 2017 in preparation



AQOP and alternative animals in human health assessment

Toxicant Molecular Cellular

Organ Individual Population
Initiating event Responses Responses Responses Responses
Computational Receptor screening assays, Whole animal,

: Population
chemistry, Cell line assays, genomics, In vitro models, Whole modeling,
QSAR proteomics, metabolomics, Compuiaional animal <:> field
biochemistry models, omics, Toxicology

l l l metabilumics l l

Impalred
vitellogenesis
- Aromatase | "

Yig synthesis
LU inhibition I rm\
.-[-._ o i s - [ oy
r [P o "1 | 3

Reduced E2, Reduced facundity
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' i S T = A ReTe = e
Screening for -~ : '

T %f fois Pathway and Mechanistic Predicted Population
oxicological effects an : ; :
g : network impacts modeling effect impact
chemicals



Chemical
Structure/
Properties

Electro-
philic
Chemicals

MIE Cellular Level — Organ
Level Level
T-cell
Keratino- Dendritic 3 Activa-
cyte 3 Cell tion and
Activation Activation Proli-
feration

Figure 1: Flow diagram of the pathways and the intermediate steps associated with skin sensitisation
(adapted from OECD. 2012a).
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BETTER POLIGIES FOR BETTER LIVES
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|ATA (integrated approach on testing and assessment)
framework

|s the info available sufficient to be used in

Existing information pre-defined ways of data
In vitro, in silico, in chemico, » evaluation/integration that are fit for purpose
in vivo, phys.-chem. for the regulatory need, e.g. through STS or

properties, exposure, eic.

ITS? If yes, take decision

Weight of Evidence * Decision, if possible

Generation of new

information | Apply STS or ITS for decision making if fit
required to take a | for purpose for the regulatory need

final decision

h 4

Weight of Evidence Decision
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Defined Approach(DA)GFFE

(Q)SARs
ITS / STS
>_
Non- standard tests |
Test Gwdellne Dev A
Element n T
| Exposu:e —2>| A

| ADNIE }-"——>

Others e.g. Use, Nor.-Mechanistic M
(Q)SAR, other MoA / Mechanistic @» OECD
reasoning BETTER POLICIES FOR BETTER LIVES
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Skin sensitization assay, LLNA : DA, TG 442A (2010)
Skin sensitization assay, LLNA : BrdU-ELISA , TG 442B (2010)
In vivo comet assay TG 489 (2014)

Skin irritation assay with LabCyte EPI-MODEL 24, TG 439 (2013)
Performance-based Test Guideline for stably transfected transactivation in vitro
assays to detect estrogen receptor agonists and antagonist, Revised TG 455
(2016)

Short time exposure (STE) assay for eye irritation testing, TG491 (2015)

h-CLAT assay for in vitro skin sensitisation testing, TG442E (2016)

Stable transfected transcriptional activation (STTA) assay for androgen
disruptor screening (AR-Ecoscreen), TG458(2016)

IL-8 Luc assay for in vitro skin sensitisation testing , TG442E (2017)
LabCyte CORNEA-MODEL for eye irritation testing, TG492 (2018)
Vitrigel-Eye Irritancy Test Method for Identifying Chemicals Not Requiring
Classification and Labelling for Eye Irritation or Serious Eye Damage, TG494
(2019)

Ros (Reactive Oxygen Species) Assay for Photoreactivity, TG495 (2019)

In Chemico Skin Sensitisation Assays addressing the Adverse Outcome
Pathway key event on covalent binding to proteins, TG442C (2019)

In vitro skin corrosion: reconstructed human epidermis (RHE) test method,
TG431 (2019)



Health effects

Test Guideline No. 442C
In Chemico Skin Sensitisation

Assays addressing the Adverse Outcome Pathway
key event on covalent binding to proteins

24| 442C OECD/OCDE

APPENDIX 11

In Chemico Skin Sensitisation: Amino acid Derivative Reactivity Assay
(ADRA)

24
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ENT(FIJaCVAM : Japanese Center for the
Validation of Alternative Methods (HAENY)EERES
BRI > —) HY. ERBREY)ERRE ERFEDE
#0AH TdHBDICATM : International Cooperation on
Alternative Test Methods (B EHGNDEIFESE
CEEL. FVIERRBECEITDIFEIRZED X E6H.
E/c. TR NROSTE SNIcE)ERRB IR EDE
é&&ﬁ%ﬁm ZOFHIFEREFZ AR U TLET,

= EREBINRODFEGRERSEERIOVERK (CH UL TIE. JaCVAM
@ﬁ—AN—D(J%ﬂaéﬂtm%Iﬁﬁﬁi—?‘%%d)t E ]

RERZVERNR L. £AbEROMNTS T U X MRIEE
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Office : New Testing Method Assessment, Divizion of Pharmacology,
MWational Binlogical Safety Rezearch Center (NBSRC),
Mational Institute of Health Sciences (NIHS)

B&E - English (_lm:g[i:' -:- wow @ jaciam.jp

Lpdate on JaCWAaM Academic activities Submission of Alternative  International Cooperation
Methods to JaCVAM

About JaCVAM

Policy and Mission: JaCVAM's policy and mission is to promote the 3Rs in animal experiments for the
evaluation of chemical substance safety in Japan and establish guidelines for new alternative experimental

methods through international collaboration.
the 3Rs in animal experiments—Reduction (of animal use)

TS TR ESDEUNELTE

lower species)
(OECD GD34)
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