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Improving human relevance are
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« Guided by the priorities of agencies

« Paired with implementation plans
will be tracked and publically
reported
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Um roteiro

de novas abordagens de avaliacao da
seguranga de produtos quimicos e de produtos
hospitalares nos Estados Unidos
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Interagency Coordinating Committee on the Validation of Alternative Methods

Implementation Plan Outline

Coordinate activities via ICCVAM Workgroups

A Strategic Roadmap for Establishing
New Approaches to Evaluate the Safety

Draft a scoping document to identify U.S. agency G
requirements, needs, and decision contexts

Coordinate efforts with stakeholders

|dentify, acquire, and curate high quality data from
reference test methods

|ldentify and evaluate non-animal alternative approaches

Gain regulatory acceptance and facilitate use of non-
animal approaches
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Implementation Plan:

[- Coordinate activities via ICCVAM Workgroups ]
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ICCVAM Workgroups

* Acute Systemic Toxicity

— Oral
— Dermal
— Inhalation
* Eye and Skin Irritation
- Skin Sensitization
- Developmental and Reproductive Toxicity
- Ecotoxicology
- Nanomaterials
- IVIVE

 Read Across
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Implementation Plan:

 Draft a scoping document to identify U.S. agency
requirements, needs, and decision contexts for toxicity
data




UNITED STATES

Advancing Alternatives
to Animal Testing

CUTANEOUS AND OCULAR TOXICOLOGY
2019, VOL. 38, NO. 2, 141-155
https://doi.org/10.1080/15569527.2018.1540494

Taylor & Francis
Taylor & Francis Group

I ) Check for updates

Regulatory Toxicology and Pharmacology 94 (2018) 183-196

—| REVIEW ARTICLE
Contents lists available at ScienceDirect

wi| United States regulatory requirements for skin and eye irritation testing
Regulatory Toxicology and Pharmacology
Nee})a Y. Choksi®, James Truax?®, Adrienne Laytonb, Joanna Matheson®, David Manied,_Timothy Varney®, Jenny
journal homepage: www.elsevier.com/lacatelyrtph | Tao', Krystle Yozzo!, Andrew J. McDougal?, Jill Merrill", Donnie Lowther!, Joao Barroso, Brenda Linke*, Warren
Casey' and David Allen?
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Aberdeen Proving Ground, MD, USA; Office of Pesticide Programs, U.S. Environmental Protection Agency, Washington, DC, USA; %Center for
Drug Evaluation and Research, U.S. Food and Drug Administration, Silver Spring, MD, USA; "Dermatologic and Dental Drug Products, U.S.

Status of acute systemic toxicity testing requirements and data uses by U.S.
regulatory agencies

Judy Strickland®*, Amy J. Clippinger”, Jeffrey quwn", David Allen®, Abigail Jacobs™!, ]
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12233, Research Triangle Park, NC 27709, USA
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Archives of Toxicology (2019) 93:273-291
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REGULATORY TOXICOLOGY
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Skin sensitization testing needs and data uses by US regulatory
and research agencies

Judy Strickland'® - Amber B. Daniel’ - David Allen’ - Cecilia Aguila? - Surender Ahir*® - Simona Bancos* -
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Abstract

United States regulatory and research agencies may rely upon skin sensitization test data to assess the sensitization hazards
associated with dermal exposure to chemicals and products. These data are evaluated to ensure that such substances will not
cause unreasonable adverse effects to human health when used appropriately. The US Consumer Product Safety Commis-
sion, the US Environmental Protection Agency, the US Food and Drug Administration, the Occupational Safety and Health
Administration, the National Institute for Occupational Safety and Health, and the US Department of Defense are member
agencies of the Interagency Coordinating Committee on the Validation of Alternative Methods (ICCVAM). ICCVAM seeks
to identify opportunities for the use of non-animal replacements to satisfy these testing needs and requirements. This review
identifies the standards, test guidelines, or guidance documents that are applicable to satisfy each of these agency’s needs;
the current use of animal testing and flexibility for using alternative methodologies; information needed from alternative
tests to fulfill the needs for skin sensitization data; and whether data from non-animal alternative approaches are accepted
by these US federal agencies.

Keywords Skin sensitization testing - Alternative approaches - Non-animal methods - Regulatory requirements

emical regulation authorities
s risks for exposure to skin-
pnd interest in implementing
f non-animal skin- and eye-
on-animal replacements for
data at US. regulatory and

.S. Interagency Coordinating
r skin and eye irritation test-
tion data required by each
classification, or risk assess-
E acceptable. Information on
llected.

der non-animal or alternative
cy in designing their testing
r local skin and eye irrita-

hods, a dialog on the confi-
pnt must be undertaken at

Food and Drug Administration, Silver Spring, MD, USA; 'Office of Cosmetics and Colors, U.S. Food and Drug Administration, University
Station, MD, USA; ’EU Reference Laboratory for Alternatives to Animal Testing, Institute for Health and Consumer Protection, Ispra, Italy;
Health Effects Division 1, Health Evaluation Directorate, Health Canada’s Pest Management Regulatory Agency, Ottawa, Canada; 'National
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ICCVAM Agency Needs and Decision Contexts

* Acute Systemic Oral, PMID: 29408321

* Acute Systemic Dermal, PMID: 29408321

 Acute Systemic Inhalation, PMID: 29408321

 Eye Irritation, PMID: 30418044

- Skin Irritation, PMID: 30418044

- Skin Sensitization, PMID: 30377734 (U.S.) / 29518484 (Int.)
* Read Across, just accepted (no PMID yet)

PMID — PubMed ID
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ICCVAM Agency Needs and Decision Contexts

* Acute Systemic Oral, PMID: 29408321

* Acute Systemic Dermal, PMID: 29408321

 Acute Systemic Inhalation, PMID: 29408321

 Eye Irritation, PMID: 30418044

« Skin Irritation, PMID: 30418044

« Skin Sensitization, PMID: 30377734 (U.S.) / 29518484 (Int.)

"4 - Read Across, just accepted (no PMID yet)

Completed for all "6-Pack” tests!

PMID — PubMed ID
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Implementation Plan:

[- Coordinate efforts with stakeholders ]
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Predictive Models for Acute Oral Systemic Toxicity

o Ap r| I 2 O 1 8 WO rkS h O p : Computational Toxicology & (2018) 21-24

Contents lists available at ScienceDirect mmmma;l\ﬁ
* Workshop attendees in-
person : 89; Webcast: 2 1 5 f"f SEVIER journal homepage: www.elsevier.com/locate/comtox
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around the globe representing |5 from rescarch to regulation -
. . Nicole C. Kleinstreuer”, Agnes L. Karmaus®, Kamel Mansouri®, David G. Allen®,
academia, industry, and Jerem M. Fspare’, Grace Falevicr”
) 4 # National Toxicology Program Interagency Center for the Evaluation of Alternative Toxicological Methods (NICEATM), National Institute of Environmental Health
. Sciences, Research Triangle Park, NC, USA
overnment contributed T T e T
€ National Center for Computational Toxicology (NCCT), Office of Research and Development, U.S. Environmental Protection Agency, 109 TW Alexander Dr, Research
Triangle Park (RTP), NC 27711, USA
+ 139 Models total

ARTICLEINFO ABSTRACT
Keywords: In early 2018, the Interagency Coordinating Committee for the Validation of Alternative Methods (ICCVAM)
QSAR published the “Strategic Roadmap for Establishing New Approaches to Evaluate the Safety of Chemicals and
Read-across » Medical Products in the United States” [1]. Cross-agency federal workgroups have been established to imple-
Acutte oral toxicity ment this roadmap for various toxicological testing endpoints, with an initial focus on acute toxicity testing. The
:"\i:r\licilﬂp ICCVAM acute toxicity workgroup (ATWG) helped organize a global collaboration to build predictive in silico

models for acute oral systemic toxicity, based on a large dataset of rodent studies and targeted towards reg-
ulatory needs identified across federal agencies. Thirty-two international groups across government, industry,
and academia participated in the project, culminating in a workshop in April 2018 held at the National Institutes
of Health (NIH). At the workshop, computational modelers and regulatory decision makers met to discuss the
feasibility of using predictive model outputs for regulatory use in lieu of acute oral systemic toxicity testing. The
models were combined to yield consensus predictions which demonstrated excellent performance when com-
pared to the animal data, and workshop outcomes and follow-up activities to make these tools available and put
them into practice are discussed here.
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Review of Mechanisms of Acute Inhalation Toxicity,
Dosimetry, and Non-Animal Methods

Toxicology in Vitro 52 (2018) 131-145

Contents lists available at ScienceDirect
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SEVIER journal homepage: www.elsevier.com/locate/toxinvit

Review
Pathway-based predictive approaches for non-animal assessment of acute )
inhalation toxicity -

Amy J. Clippinger™", David Allen”, Holger Behrsing®, Kelly A. BéruBé“, Michael B. Bolger®,
Warren Caseyf, Michael DeLorme®, Marianna Ga:;ah, Sean C. Gehen', Kyle Glover,

Patrick Hayden", Paul Hinderliter', Jon A. Hotchkiss™, Anita Iskandar”, Brian Keyser®,

Karsta Luettich”, Lan Ma-Hock”, Anna G. Maione", Patrudu Makena®, Jodie Melbourne®,
Lawrence Milchak®, Sheung P. Ng° Alicia Paini’, Kathryn Page’, Grace Patlewicz', Pilar Prieto’,
Hans Raabe“, Emily N. Reinke", Clive Roper”, Jane Rose", Monita Sharma®, Wayne Spoo”,
Peter S. Thorne*, Daniel M. Wilson™, Annie M. Jarabek”
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Review of Mechanisms of Acute Inhalation Toxicity, Dosimetry, and Non-Animal Methods

* NIEHS, NICEATM

* U.S. Environmental Protection Agency
* U.S. Army Public Health Center

» U.S. Defense Threat Reduction Agency

 European Commission, Joint Research
Centre (JRC)

* RAI Services Company
» Charles River

* Procter & Gamble Co

* The Clorox Company

- BASF

 DuPont Haskell Global Center for Health
Sciences

* Institute for In Vitro Sciences

L= e

PETA International Science Consortium
Cardiff School of Biosciences

University of lowa College of Public Health
Integrated Laboratory Systems
Simulations Plus, Inc

3M

British American Tobacco f

Dow AgroSciences

MatTek Corporation
Syngenta

The Dow Chemical Company
Philip Morris International

RAI Services Company

=

Honorable Mention winner, Best Paper of 2018, Society of Toxicology
Biological Modeling Specialty Section
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Implementation Plan:

* |dentify, acquire, and curate high quality data from
reference test methods
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Integrated Chemical Environment

ICE provides data to support
development of new approaches

for chemical safety testing.

Data Sets

Acute Oral Toxicity

Acute Dermal Toxicity

Acute Inhalation Toxicity

Recently Added: Erdocring

All Tox 21 Data

Eye Irritation-Corrosion ST
ER In Vitro Skin Irritation
UterOtrophiC Skin Sensitization
AR In Vitro

Hershberger Tox21

PhysChem Properties

Details to be presented under NICEATM update


https://ice.ntp.niehs.nih.gov/
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Implementation Plan:

(. |dentify and evaluate non-animal alternative approacheg

« Gain regulatory acceptance and facilitate use of non-
9 animal approaches )
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EASA Validation Study Objectives

* To characterize the usefulness and limitations of the Electrophilic
Allergen Screening Assay (EASA), to classify the allergic contact
dermatitis hazard of products and chemicals

— Optimize and standardize the test method protocol
— Assess intra- and inter-laboratory reproducibility

— Assess accuracy for classification of hazard

 Study update and timeline to be presented later today by NIST.



Phase Activities

Formation of VMT - composed of ICCVAM agency scientists
and international representatives

Pre-

re-Study Selection of naive laboratories

Phase
Finalization of documents, reporting forms, and performance
criteria
Qualification and training of naive laboratories

Phase | Testing of all practice chemicals by lead and naive
laboratories

Phase Il Testing of 30 chemicals by lead and naive laboratories

Phase lll Testing of 60 chemicals by lead laboratory

Reporting . I

Phase Preparation of validation report

« |ICCVAM ODIWG members serve as the Validation
Management Team
* Report finalized — manuscript in preparation
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Progress on Implementation can be followed here:

fr———— Strategic Roadmap:
Implementation

Implementation

View details of ongoing and planned activities for implementation of the Strategic
Acute Systemic Toxicity Roadmap in the following areas:

LA 2l * Acute Systemic Toxicity
* Eye and Skin Irritation

Skin Sensitization

« Skin Sensitization

Development
ICCVAM establishes temporary ad hoc workgroups to perform specific tasks identified
Contributors by the committee as being important for the development or validation of new
approach methodologies, and it is envisioned that ICCVAM workgroups will play a key
References role in implementing the goals of the strategic roadmap. The workgroups are chaired

by representatives from agencies that use or require data from the topic of interest.
The chairs are responsible for developing the group’s scope and charge, which is then
reviewed and approved by ICCVAM. ICCVAM member agencies and partners in the
International Cooperation on Alternative Test Methods (EURL ECVAM, JaCVAM,

https://Intp.niehs.nih.gov/go/838279
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Thank you!

Questions?
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