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methodologies (NAMs).

* Moving to NAMs could provide an opportunity to improve
established methods of conducting toxicology testing and
research. However, incentives are needed to encourage
investigators to actively seek out, validate, or research NAMs.
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* The Interagency Coordinating Committee on the Validation of
Alternative Methods (ICCVAM) established its Consideration of
Alternative Methods Workgroup (CAMWG) to explore
opportunities to encourage scientists to consider using NAMs
that could replace, reduce, or refine tests using live animals.

+ Between May 2022 and May 2023, the CAMWG held a series
of informational meetings with different stakeholder groups to
document their perspectives on the consideration and use of

NAMs in their respective organizations.

CAMWG Scope

» Work with stakeholders to develop incentives that could be used to
encourage proposals for NAMs in conjunction with existing in vivo test
methods.

» Review current requirements for considering NAMs, and how those might be
modified or expanded to foster additional consideration by stakeholders.

» Consider how efforts could be broadened beyond toxicology testing to other
areas of testing and research that involve animal use.

CAMWG Charges

« Work with stakeholders to publish a white paper on Stakeholder Discussion Questions
approaches that could potentially be used to foster the

consideration and use of NAMs to replace or reduce live
animal use in painful/distressful procedures or refine the work,
so it is less painful/distressful, by organizations currently using
animals for testing.

n Barriers to implementing NAMs?
n Suggestions to overcome those barriers?
Areas where NAMs are currently unavailable?

» Foster collaborations with authorities outside of the U.S. to
share ideas and progress to promote greater harmonization for
considering NAMs.

n Areas where NAMs are used but are inappropriate?

« Refer the community to available grants devoted to the

n Funding opportunities to research or validate NAMs?
development of alternatives to live animal use.

n Does your group consider or employ the use of NAMs?

 |dentify/improve communication efforts/opportunities that help
promote the use of NAMs.

Methods to prescreen drug or substance candidates? Examples?
u Thoughts on the availability of NAMs (in academia, pharma, etc.)?

General

« Where appropriate and feasible, encourage agencies to
promote avenues (i.e., suggestions for improvement of best
practices) where NAMs can be better considered and
leveraged.

u Thoughts on the current state of NAMs in toxicology testing?

n Examples of successfully using an alternative approach?

n Suggestions on communication to promote the use of NAMs?

Are NAMs used for down selection of product or dose range
assessment? Is this information included in the IAUAC protocol,
including number of animals not used because of NAMs?

Subscribe to NICEATM News

n How do IACUC members stay up to date on NAMs?
u Does IACUC or institution offer NAMs training? Kind? Frequency?

To get announcements of NICEATM activities, visit the
NICEATM News mailing list page at
https://list.nih.gov/cgi-bin/wa.exe?SUBED1=niceatm-
I&A=1 and click “Subscribe” or by scanning the barcode
on the right.

IACUC*

n NAMs subject matter experts to consult when reviewing protocols?
n Ways IACUC ensures NAMs were considered and documented?
n Resources for Pls and IACUC to improve their NAMs knowledge?

*Institutional Animal Care And Use Committee (IACUC)

To learn more about NICEATM, visit the website at
https://ntp.niehs.nih.gov/go/niceatm.

Stakeholder Groups

« Early screening during chemical or drug
Consumer Products ] Agrochemicals development.

 Internal decision making for safety, risk

assessment, hazards characterization (e.g.,
(Bio)Pharmaceuticals ] assigning exposure limits).
guty « Supporting data in regulatory submission or
smininh : :
A 2 Indust — safety assessment (weight of evidence).
v IACUC Representatives w University Researchers E - Y Y . : (welg : )
> > ¥ « Non-testing options: regulatory waivers of

testing requirements; read-across or other
computational approaches to predict toxicity.

] _ * In vitro approaches to predicting chemical
Common Themes, Barrlers, and Solutions metabolism or acute endpoints (e.g., eye or
skin irritation or sensitization, skin
penetration).

Perception Education Scientific Regulation Funding - Mechanistic research, using approaches

such as in vitro models, small model
® & Q/, organisms, microphysiological systems or

ﬂ:&: K N\ P microfluidic systems (MPS).
Concerns Lack of Different « Limited » As complements to whole animal studies.
about knowledge high-quality NAMs funding to
regulatory on NAMs reference acceptance develop - Justify in animal protocols on why
acceptance data and harm- NAMs alternatives cannot be used

Lack of onization :
Comfort training or Hard to criteria Many
with time for advance NAMs are
traditional training NAMs Inconsistent expensive

in vivo technology acceptance and so is
methods Hard to find risk of
and relevant Limited data Inconsistent NAM
hesitancy to information for validation failure
adopt NAMs on NAMs chemical levels prior

mixtures to NAMs use High cost : : :
Uncertain of togentry for * In general, NAMs are available for certain endpoints and are used by

applicability Inconsistent Unspecific some NAM a Variety of stakeholders.

to complex & hard to frameworks models o ,

endpoints interpret for NAMs and There are areas and application domains where NAMs are not yet
_ NAMs data platforms suitable, while some areas (e.g., topical toxicities) have ample supply

Mis- and results Unclear of NAMs.

conception regulatory

that NAMs Lack of needs and Increased communication is needed on the wins, limitations and

must ma i
directly s ;lo:nlljlztf - expectations needs between stakeholders, regulators, NAMs developers, and end

familiar some users.
endpoints endpoints

» Basic science questions and studies.

» Protocol approval; literature search on
alternatives often required for approval.

There is a need to target non-NAMs users for support and education
on using NAMs.

SOLUTIONS

Increased funding would support development and incorporation of
NAMs in research and regulatory applications.

Increase and
broadcast
funding

Increase
training

Clarify needs
and
expectations

Clarify NAM fit
for purpose and
Broaden limitations

« The CAMWG aims to publish a white paper with stakeholder
responses and recommendations to implement solutions.
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stakeholders

gold standard use for validation

Harmonize regulatory
acceptance criteria

Reassure NAMs as
complementary

*D.G. Allen’s current affiliation is with the International Collaboration on Cosmetics
Safety, New York, NY.
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