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History of the BfR y"-‘)( BfR
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» Imperial Health Agency (1876-1919)
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The BfR since February 2009
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BfR New Department 9

General Mission:

In the BfR,
Toxicology goes
In VvItro

and molecular

9

Experimental Toxicology and
ZEBET

91 *

ZEBET - Database and
Information Procurement

Dr. Grune

92 *

ZEBET - Alternative Methods
to Animal Experiments

Dr. Liebsch

93 *

Molecular Toxicology

Dr. Gétz )

94

Nanotoxicology
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Contribution of BfR to OECD Work

1996
2002

2002

2004
2004
2004
2004
2004
2004
2005
2008
2008

TG 423 Acute Oral Toxicity: ATC Method

TG 404 Skin irritation / corrosion
(BfR & U.S. EPA: in vitro/in vivo strategy)

TG 404 Eye irritation / corrosion
(BfR & U.S. EPA: in vitro/in vivo strategy)

TG 427 Skin Absorption (in vivo)

TG 428 Skin Absorption (in vitro)

GD 28 on Skin Absorption Testing

TG 430 Skin Corrosion: TER

TG 431 Skin Corrosion: human 3D skin model
TG 432 In Vitro Phototoxicity: 3ST3SNRU-PT

GD 34 on Validation and Acceptance

TG 436 Acute Inhalation Toxicity: ATC Method
GD 39 on Acute Inhalation Testing
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Contribution of BfR to OECD Work

...currently ongoing

= Implementation of BfR SAR Expert System
DSS (skin and eye) into OECD QSAR toolbox

= Completion of consolidation process on new
Test Guideline 4xx: Skin Irritation In Vitro
Reconstructed human Epidermis (RhE) Model

= Further work on revision of TG 415: extended
One Generation Study

= Co-chair of OECD WPMN Steering Group 7
(Alternative Methods to be used in Assessment
of Manufactured Nanomaterials)
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Development of a New OECD Test Guideline

Standard Project Submission Form

SPSF =
WNT = Warking Group of the Mational Coordinators for the Test Guidelines Programme
M = Joint Meeting (CECD EMNV/EHS)

EFCC Environment Policy Council



A hurdle? The OECD needs 100% Consensus !

majority decisions, like in
the EU Test Guidelines
Program possible,

don’t pass

Okays
So it looks like ¥
three in Tavour |
and ong

orcD ({ @ ocpE
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OECD TG 404 (updated 2002)

OECD/OCDE 404

Adopted:
24™ April 2002

OECD GUIDELINE FOR THE TESTING OF CHEMICALS

Acute Dermal Irritation/Corrosion

INTRODUCTION

1. OECD Guidelines for Testing of Chemicals are periodically reviewed to ensure that they reflect
the best available science. In the review of thus Gudeline spa:uil atteutmn was g,rl.rerl to pﬂsih]e
improvements in relation to animal welfare concerns 3

the test substance in order to avoid unnecessary testing in lﬂbmmw aru.mals Thls updﬂted version of
Meadalina AMA Fadasdad dn 1021 and fect sormecad an 100 anelndac the rarnmnondatinn thiad owes #n

New since 2002: Tiered Testing Strategy
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OECD TG 404, Annex: STRATEGY (1)

Activity Finding Conclusion
1 | Existing human andfor ammal data Comrozive Apical endpoint; considered
showing effects on skin or nmcons commosive. No testing is needed.
. - membranes
Use of existing human and Iitating [P e e
umitant. No testing iz needed.
animal data Not corrosivelnot Apical eadpoict, considered oot
uritating comosive of mitating. Mo testing is
needed.
+
Ne information available, or availabls
ivﬁxmﬁmﬁfnfm&mva’
2 | Perform SAR evaluation for skin Predict Considered ive. i ing i
Use Of SAR . m R eV nation g severe damage to commosive. No teshing 15
Predict irritation o skin Considered an irritant. No testing iz
needed.
1
pradictions are not conclusive or
nagativa
+
Use of pH 3 [Measure pH (consider buffering pH<2or>115(with  Assume comosivity. No testing is
capacity, if relevant) tnghbﬂi;hmgmpmtynf needed
(& acid / alkaline reserve) I
2<pH< 115 orpH<20or 211.5
with low/no uffering capacity, if
{
4 | Evalnate sys:%minmxinitydalavia Highly toxic Mo further testing is needed.
dermal route
Use of acute dermal tox data ot cooniv o g Asoune ot emetve o i
when tested to it doze Mo firrther tesiing is needed.
of 2000 mg/kg body
weight or higher, using
T rabbits
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OECD TG 404, Annex: STRATEGY (2)

Such information is not available or is
non-conclusive

Accepted 4
EU_B% 5 | Perform validated and accepted in Corrosive response
i pmlp| Vitro of ex vive test for skin corrosion
OECD 430 1
OECD 431 Substance is not corrosive, or
nternationally validated in vitro/
(OECD 435) wTa tﬁﬁn:‘amgﬁiﬁr sh: :anﬂ:;n
are not yet available
1
_Accepted 6 | Perform vahdated and accepted in Irmtant response
in EU only | vitro or ex vivo test for skin irritation
EU B.46 .
Substance is not an irvitant, or
...not yet internationally validated in vitro or ex
by OECD vivo testing methods for skin irritation
are not yet available
1
7 | Perform initial in vive rabbat test using | Severe damage to skin
one animal
L
No severe damage
1
3 | Perform confirmatory test using one or | Comrosive or imitating

two additional ammals

Not corrosive or uritating

Assnme comosivity in vive. No
farther testing 15 needed.

Aszsume irritancy in vive. No forther
testing is needed.

Considered cormosive. No further
testing is needed.

Considered comrosive or imtafing. No
farther testing 15 needed

Considered not corrosive of
umitating. No further testing is needed
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Trust & consensus building: Review Documents

[ EpiSkin J [EpiDermJ [SkinEthic}

1.  VALIDATION 1 (2003-2007)

Validated Validated
ECVAM SIVS . o
2007 > ESAC statement 2007: Scientific validity | 25 Stand-alone | | for identification
EU DSD of EpiSkin & original EpiDerm test method of positives only
2. ECVAM Performance Standards (v1) 2007
system
Modified (SOP)
VALIDATION 2 (2008):
Equivalence validation studies on the basis of Validated Validated
2008 Performance Standards as stand-alone | | as stand-alone
» ESAC statement 2008: Scientific validity of test method* test method*
modified EpiDerm & SkinEthic
1. Re-evaluation of all three methods under Satisfactory Satisfactory Satisfactory
UN GHS (Recalculation of predictive values) under under under
UN GHS 2009 » ESAC statement 2009: UN GHS UN GHS UN GHS
system Satisfactory performance of EpiSkin,

Modified EpiDerm and SkinEthic under UN GHS
2. ECVAM Performance Standards (v2) 2009




Summary

The OECD has policies, but no opinion

The “opinion” of the OECD is always the consensus reached
among the 30 Member Countries

Consequently, the OECD is 100% open to the change of
paradigm associated with the vision of Tox-21

...you just need 29 more to convince

An OECD policy that supports this vision, is the general OECD
commitment to reduce the need of animals wherever possible

An OECD policy that may become a problem, is the
requirement of non proprietary OECD methods available for
everyone and everywhere

THANKS FOR YOUR ATTENTION!
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