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1 Announcements

|2 Weloome to the Collaborative Adverse Outcome Pathway Wiki (ADF-Yiki)

L
3 How

3
3
3
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3
3

1 Disclaimer

to add a new AP

1 Before Yeou Start
2 0ECD Vser Handboolk
3 Commenting on AOFs

Contents [hide]

4 To create a new AOF

5 To edit ADP wiki pages

f To edit other wiki pages (key’ events, MIE 5, eto )

Announcements

Read View source

View history
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#2023 166.32.2 Talk for this IF address Create account ®*Leg in

There was a minor software upgzrade for the A0FHiki on 2/13/2016. A list of the buz fixes and new features iz available here: Release Wotes#BRelease 1 5_ 231 2F17 ZF2016. 25 If

vou notice any problems, please email aopwiki@zoozlesyoups. com# andfer report here: Bugz Reports.

Welcome to the Collaborative Adverse Outcome Pathwa}l,_r Wiki (AOF—4¥1ki)

If you are interested in contributing A0P—related knowledze to the AODP-EE, pleaze follow the instructions laid out at the 0ECD Adverse Outcome Fathways, Molesular Screening and

Toxicozenomioss page. The Guidance on Developing and Assessing A0Fse document is the basis for all work related to contributing and sharing a0F-—related knowledge. & Users

Handbook Supplements to this Guidance has been written to aid systematic development and transparent assessment of Adverse Outcome Pathways (A0Fs). The handbook contains a

template to guide AOF deseription and provides focused and practical instruetions for developers and assessors intended to assist in identifwving organizing and evaluating

eritical infermation on key events and linkages i1 e, key event relationships {EEE)) within the ADP, as well as guidance on how to assess the weight of evidence supporting the
overall AOF.

we. HUMANE SOCIETY
4}1' INTERNATIONAL

HEEL o St

Adverse

Outcome
athway

S/

OECD




AOP-Wiki (http://aopwiki.org) EE?E

AOP list
Adverse Outcome Pathways

Back to Top
AP AOPs Ready for Commenting
Search ACPs Search
OECD Endorsed (WNT and TFHA)
AOPs Ready for Commenting e s
OECD Endorsed (WNT and TFHA) SAGHIST Under Reven

. : : : AOPs Under Development
Click here for links to the official OECD versions

EAGMST Under Development

SAAQP AOP Under Development

Covalent Protein binding leading fo Skin Sensitisation

Recently Added
EAGMST Approved
Click here for links to the EAGMST approved versions
L
Alkylation of DNA in male pre-meiofic germ cells leading to heritable mutations
Androgen recepior agonism leading fo reproductive dysfunction
Aromatase inhibition leading fo reproduciive dyvsfunction (in fish)
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http://www.oecd.org/chemicalsafety/adverse-outcome-pathways-molecular-screening-
and-toxicogenomics.htm#AOP_wiki
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ENVITAMRIONO2013)6

USERS' HANDBOOK SUFPLEMENT TO THE GUIDANCE DIOCTUME
AND ASSESSING AOF:

ABOUT THIS DOCTUMENT

This document 15 a = to the (udsnce Document for developimg and
Pathweays (A0Ps) [ENVIMMONO(2013)6] (AOP uidance hereafter).

The AOP Gudance, published i 2013, cxly one year afier the OECD mogra
AOP: was initiated. was considered a first version which would be revizad a:
coumbies zaired experience m developing and assessing AOPs. The AOP gu
parts: (1} advice on the development of AOPs meluding early assessment of
imoartainties and (2) 2 template mm@dmmdmﬂoper in assembling
supporting an AOP m a consistent manner that would facilitate transparent. fit-
stakeholders.

Soon after publication, the OECD sought feedback from users on their experie
Whilzt feedback from the lnmted number of imbal users was generally
shorteomings were identified. Specifically. refinements to the template were
redundancy, to strezmbine its complefion and to ensiwe conststency with the fiox
developed as a platform for aggregatimg and dissemmnating AQP Inowledge. I
foensed and practical imshuctions was abo identified and as a result it w
memual handbook would be beneficial. As a result, a drafing zroup was est
compnsed members from the Extended Advisory Group oo Molecular Sew
wihuch itzalf mcluded axperts in AOP development who were tasked with devel
a5 3 supplement to the first AOP pmdance document (JE2V/IMMIONO0(2013)

Thes handbook contains an updated template for AOP development and pro
mstruchons for both AOP developers and reviewers and 15 mtended to asaist o
evaluating entical mformation oo key events (KE) a5 well as linkages betwes
AOQP development). It also provides more evolved and explimit suidance on
evidence (WOE) (degree of confidence) supporting the overall AOP and s
and taxononry (1 e., ADF evaluation).

The handbook 15 mtended to be used as a supplement to the AOP guidance am
Tenplate (Part IT of the pmdance) and evaluation for which provement w:
pudanee document itself, this handbook 15 not mtendad to provide a review
informung the AOP concept. Instezd. 1t focuses on practical aspects of AOP des

The present supplement 15 not intended to provide gwndance on deter
nappropriate regulatory application of AOPs. However, by following the fen
m the Users " Handbook, AOP developers should be in a position to systematc
mformation pertment to thewr AQP (the focus of sections 1-8), and evaluate the
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Correlative/qualitative
= mechasnlstic understanding of MIEJSKE
{Chuantitathee oF MRot]
= gimple statistical oorrelations with soms
biolaogical plausibiity betwesen MIESKES
afeel A

Qualitative
= wpeme mechanistic wnderstanding of
Enkages betweesn MIESKE and AD
= spome ewvedence for caussl linkages

Semi-quantitative
« some guantitatve understanding

= dose-responss information,
toakcolinetics, metabolism

Quantitative
= Predictve cautslly-linked quantitative
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= Dose relatonships
= Sormes understanding of intersecting
o b mys

Predictive system
= OQuentitative understandimg of
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__________________
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AQOP Title: Covalent Protein binding leading to Skin Sensitisation

Short name: Skin Sensitisation AOP

Summary of the AOF

Flease follow link to widszet paze to edit thiz section.

If vou manmally enter text in this section, i1t will get amtomatically altered or deleted in subsequent edits using the widgets.

Molecular Initiating Event

Mol ecul ar Initiating Event ¢ |Support for Esszentiality +

Frotein, Covalent Binding Strong

Eey Events O@CD

Event ¢+ |Support for Essemtiality ¢
Keratinocwtes, Activation Strong
Dendritic Cells, Activation Strong

T—cells, Activation/Froliferation Strong

Adverse Dutcome

Adrerse Outcome @

skin, sensitisation

Relati onships Anong Key Events and the Adrerse Outcome

a

Weight of Evidence ¢ Quantitative Understanding ¢
Strong
Strong

Moderate

Event ¢ Description =+ Triggers
Protein. Covalent Binding Directly Leads to|Eeratinoeywtes, Activation
Frotein, Corvalent Binding Directly Leads to|lendritie Cells, Activation
ﬁ; HUMANE SOCIETY Keratinocvtes, Activation Directly Leads to|Dendritic Cells, Activation
\I !u}*f INTERNATICHNAL T : : I ; ; ] i
Rl WA R e Dendritic Cells, Activation Directly Leads to|T—ecells, Activation/Froliferation Strong
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Annex VIl 2016 4E4 /5 152 %

Annex VII (>1 T) The(se) test(s) do not need to be conducted if

8.3.1 Skin sensitisation, in vitro/in chemico |- an in vivo study according to point 8.3.2. is available, or
Information from in vitro/in chemico test - the available in vitro/in chemico test methods are not
method(s) recognised according to article applicable for the substance or are not adequate for

13(3), addressing each of the following key | classification and risk assessment according to point 8.3.
events of skin sensitisation If information from test method(s) addressing one or two
(a) Molecular interaction with skin proteins | of the key events in column 1 already allows classification
(b) Inflammatory response in keratinocytes | and risk assessment according to point 8.3, studies

(c) Activation of dendritic cells addressing the other key event(s) need not to be conducted.
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HMECHA

EUROPEAN CHEMICALS AGEMCY Advanced search

About Us Regulations Addressing Chemicals Information on Chemicals in our Life Support
of Concern Chemicals

ECHA > News and Events > £ [w]=]=] +

£

About Us REACH annexes amended — registrants to use alternative test methods

+ Regulations ECHA/NA/16/20
+ Addressing Chemicals of

£ The REACH requirements for skin corrosion firritation, serious eye damage/eye irritation, acute dermal toxicity
oncern

and skin sensitisation are changing, making non-animal testing the default requirement. ECHA reminds

| inifaination sn Chmeals registrants of their obligations to consider and, where possible, use alternative methods.

Helsinki, 6 June 2016 — The amended REACH annexes concerning skin and eve irritation and acute dermal toxicity have
been published in the Official Journal of the European Union and will enter into force on 20 June. In addition, the
amendments for skin sensitisation are expected in autumn 2016, In many cases, the information needed under REACH for
the classification or risk assessment of a substance will now be obtained through non-animal methods.

+ Chemicals in our Life

+ Support

Companies need to take the changed requirements into account when submitting information to ECHA. To pass the
completeness check of registration dossiers, registrants need to give information according to the new legal requirements as
of 21 June 2016, This is the date when the new version of REACH-IT is launched. For skin sensitisation, the new
requirements will be implemented in the completeness check in the autumn.

Registrants who have already submitted studies conducted in accordance with the previous requirements do not need to
modify their registration dossiers immediately. However, when updating their dossier, they need to follow the new
requirements. Those registrants who, for example, met the previous reguirements with an in vive study do not need to
carry out additional in vitro studies, However, a justification for not submitting the in vitro study needs to be included at the
time the dossier is updated.

To help companies, ECHA is updating its guidance on information reguirements in the autumn. The Agency will also shortly
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