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Key Event 4
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- *, S\ Adverse
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* Proliferation of o J
. activated T cells | J. Appl. Toxicol. 2016
— N Integrated decision strategies for skin
(_;__LLNA__) sensitization hazard

Judy Strickland®, Qingda Zang®, Nicole Kleinstreuer®, Michael Paris®,
David M. Lehmannb, Neepa Choksi®, Joanna Matheson®, Abigail Jacobsd,
Anna Lowit®, David Allen® and Warren Casey'*

Figure 1. Adverse outcome pathway for skin sensitization initiated by covalent binding to proteins. DPRA, direct peptide reactivity assay; h-CLAT, human
cell line activation test; LLNA, murine local lymph node assay. Note: Although KeratinoSens, h-CLAT and LLNA are aligned with single key events, these assays

also recapitulate the prior key events.
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Process of AOP development at OECD

Basically, the process comprises 5 steps:
1. Project proposal for development of an AOP

2. OECD/EAGMST review: if positive, proposal
Included in AOP work plan

3. Developed AOP entered into AOP Knowledge Base
(AOP-KB)

4. Thorough review of AOP (expert committee,
OECD/EAGMST, OECD/TFHA, OECD/WNT)

5. AOP endorsed published in OECD Series on Adverse

Outcome Pathways
@)) OECD

BETTER LICIES FOR BETTER ll-'-;'--.




The AOP-KB modules

AOP Wiki
Collaborative development
of AOP descriptions &
evidence

@

OECD

Detailed development of
structured & computational
AOPs

Intermediate

Effects DB | OECD
Put
chemical-related e.AOP.Portal
AOP componenis
in a regulatory

context
R Third party
ammissisn Applications,
plugins

Joint Research Centre

European
Commission



AQOP projects by Endpoints

| [Hazard ___________________[No.ofprojects

Sensitization 2
Genotoxicity 2
Carcinogenicity 30
Reproductive Toxicity 29
g Developmental toxicity 13
§ Liver toxicity 11
L Neurotoxicity 8
% Hematotoxicity 1
T Immunotoxicity 2
Renal toxicity 4
Respiratory toxicity 3
Cardiovascular toxicity 3
Other Health Hazards 47
Percellome toxicogenomics approach for 1

AOP building AOP building
AOP Handbook 1



PROJECTS COMPLETED in 2016

Project 1.1 |The Adverse Outcome Pathways for Skin Sensitisation Initiated
by Covalent Binding to Proteins.
Project 3.2 | Glossary of the Terminology Associated with Adverse Outcome

Pathways.

Project 1.14

The Adverse Outcome Pathway from protein alkylation to liver
fibrosis.

Project 1.22

The Adverse Outcome Pathway from Binding of Antagonists to
NMDAR During Brain Development (Synaptogenesis) Induces
Impairment of Learning and Memory Abilities.

Project 1.23

The Adverse Outcome Pathway from Binding of Agonists to
NMDAR in Adult Brain Causes Excitotoxicity that Mediates
Neuronal Cell Death, Contributing to Reduction of Cognitive
Function.

Project 5.1

In vitro test method development strategy for the OECD Skin
Sensitisation AOP.




AOPs proposed by Japanese colleagues

Project 2.5 Percellome Toxicogenomics Approach for AOP Building: Case study on
Pentachlorophenol

Project 2.6 Immunosuppression initiated by metal

Project 1.36 The Adverse Outcome Pathway of cytotoxicity leading to nasal tumors

Project 1.38 The Adverse Outcome Pathway on binding of FK506-binding protein 12
(FKBP12) by calcineurin inhibitors leading to immunosuppression

Project 1.46 The Adverse Outcome Pathway on Hand1 gene dysregulation leading to
embryotoxicity

Project 1.48 The Adverse Outcome Pathway on Dysregulation of IL-2 transcription
leading to immunotoxicity

Project 1.49 The Adverse Outcome Pathway on ROS induces phototoxic reactions

Project 1.52 The Adverse Outcome Pathway on Histone deacetylase inhibition
leading to testicular toxicity
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