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President's Message

Hilary Sheevers, PhD
Dear RSESS Members,

Hello, and so nice to be here with you. The RSESS Executive
Committee and | have been BUSY preparing for the Annual Meeting.
There are a surprising number of things our Specialty Section does
prior to the meeting, and | present them to you below, along with the
key Committee member who is carrying the heavy water.

Program Committee: Led by Claire Neilan, these folks decide which
session proposals, with your membership dollars and interests in
mind, should be recommended for the SOT Annual Meeting. This is a
huge job and commitment.

Awards Committee: Led by Senthil (Sehthilkumar) Perumal
Kuppusamy as our VP, the Awards Committee is another huge
commitment to choose the awardees in time for the Annual Meeting.
The RSESS Executive Committee helps choose the awardees, along
with volunteers from the RSESS membership. (For 2024, the
volunteers were April Lake, Kevin French, Kenjie Amemiya, Manoj
Aggarwal—thank vyou!). These awards are funded by your
membership fees, Elsevier's sponsorship, and the RSESS Endowment
Fund.

The RSESS Executive Committee has moved the 3-Minute-Thesis to a
webinar format. This year the 3MT presentations by trainees was
given on February 22, and the winner(s) will be announced at the
RSESS reception during the Annual Meeting.

continued on page 2
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President's Message

continued from page 1

The Great Debate: This is my responsibility as a President, and this year it was made easy by our two great
debaters, Mike Dourson and Ken Hastings. Their debate is entitled “Is an International Harmonization (ICH)
Approach Appropriate for Setting Environmental Standards, Sethods, and Other Considerations?” Mike's for
it, and Ken (who has worked through the ICH process with drugs) is against it.

The debate will include PFAS, a global issue that has emerged as a significant safety issue with tremendous
variation in safety standards. Please see the detailed article below, entitled PFAS Global Scientific and
Regulatory Evolutions for a thorough discussion and presentation of the hugely different (140,000X)
safety levels set across the world.

Annual Meeting Specialty Section Poster and Slide: Many thanks to our Graduate Student, Eric Brown,
and Postdoc Rep, Taylor Carter, for getting these done. It's always a push at the end!

| must acknowledge a few others for doing great work on RSESS tasks: Jessica Sapiro for leading the
Guidance Committee, Sherleen Adamson on the newsletter creations, and the many volunteers that help
plan the webinars, currently Claire Neilan for organizing the upcoming webinar by Kevin Cross titled
“Nitrosamine Potency Prediction: Reviewing the Calculated Potency Categorization Approach” and Bill
Klaren for arranging the most recent webinar, held in December, titled “The Modernization of Cosmetics
Regulation Act and Confirming Cosmetic Safety”.

The SOT Annual Meeting is in Salt Lake City this March, and our reception is Tuesday night, March 12th,
from 6:00-7:30 PM. Please join us for:
e Great conversation and networking
Good food and beverages (the magical 2-drink tickets @
e Live music with a classical guitarist
Awards
The Great Debate

We hope to see you there!

Hilary Sheevers, PhD
2023-2024 RSESS President
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https://aim-hq.zoom.us/webinar/register/WN_f6sM3YftREWTSDwXxyCPIQ
https://www.toxicology.org/groups/ss/RSESS/events/
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2023-2024 RSESS Leadership

President Secretary/Treasurer Councilor
Hilary Sheevers, PhD Sherleen Adamson, MD, PhD, DABT William (Bill) Klaren, PhD, DABT
(hsheevers@akkeri.com) (sherleen.adamson@gmail.com) (william.klaren@gmail.com)
Vice President Past President Postdoctoral Rep.
Senthil Perumal Kuppusamy, Kristina Chadwick, PhD, DABT Taylor Carter, PhD
DVM, PhD, DABT, ERT (kristina.chadwick@bms.com) (Taylor.Carter@uscmed.sc.edu)
(SPerum12@its.jnj.com)
. . Councilor Grad Student Rep.
Vice President-Elect Jessica Sapiro, PhD, DABT Eric Brown
Claire Neilan, PhD, DABT (jmsapiro@gmail.com) (edbrown®@live.unc.edu)

(cneilan@ideayabio.com)
Incoming Officers for 2024-2025

Vice President-Elect:
Manoj Aggarwal, PhD Dr. Aggarwal is a global preclinical safety lead at Merck Animal Health with over 15 years [
of experience in the field of regulatory toxicology and safety pharmacology. He graduated in veterinary |
medicine with a PhD in pharmacology and toxicology from India and spent 4 years in Germany as a research |
scientist at a WHO collaborative research center. He joined the chemical and pesticide industry as a global |
regulatory toxicologist with Dow Chemicals in the UK (2010 - 2018) and in the US (2018 - 2022) before joining the |
animal health industry. He has worked in the regulatory safety evaluation of chemicals, pesticides, and
veterinary pharmaceuticals in diverse cultural and geographical locations (India, Europe, and the USA), and with - -
diverse regulatory agencies such as US, EU, China, India, and Brazil. He has led multiple projects that have Manoj Aggarwal,
ultimately led to the establishment and/or update of guidance from Europe, New Zealand, and the OECD. Along PhD, DABT, ERT
the way, he obtained European (ERT) and American (DABT) certifications. He has authored more than 25 papers,

many of which have been published in regulatory toxicology and pharmacology journals, testifying to Dr.

Aggarwal’s contribution to the field of regulatory and safety evaluation. He has been collaborating with relevant

scientists from academia, industry, and government sectors and organized multiple conference sessions and

workshops at IUTOX, SOT, EUROTOX, ASIATOX, STOX (India), BTOX (Brazil), and many more, allowing him to

develop a rich, broad and diverse network in the field. He has been a member of SOT for over a decade and has

not only attended annual conferences but has also organized outreach work on behalf of the Association of

Scientists of Indian Origin Special Interest Group. Dr. Aggarwal looks forward to using his broad breadth of

diverse experiences as well as his significant network of scientists from different parts of the world to organize

truly global events as well help the committee collaborate with a broad range of partners globally to bring

forward some of the common challenges in regulatory safety evaluation.

Junior Councilor:

Dahea (Diana) You, PharmD, PhD, DABT, is a project toxicologist at Takeda Pharmaceuticals in San Diego,
where she represents the Drug Safety Research and Evaluation in a project team and drives the nonclinical
safety assessment strategies of drug candidates at discovery and development stages to identify and mitigate
potential toxicity liabilities. Previously, Dr. You was a postdoctoral fellow in the Division of National Toxicology
Program at the National Institute of Environmental Health Sciences (NIEHS) where she worked on two Tox21
federal interagency collaborative projects which aimed to understand and quantify how genetic variation
between individuals or cell lines can influence an individual's susceptibility to toxicity upon chemical exposure. %

Dr. You obtained her Doctor of Pharmacy in 2014 and Doctor of Philosophy in Toxicology in 2019 at Rutgers Daheg You,
University, where she investigated the epigenetic regulation of multidrug resistance 1 and breast cancer PhD, DABT
resistance protein transporters at the blood-brain barrier. Dr. You has published multiple papers and given

numerous podium and poster presentations on her research at local, national and international meetings. She

received several awards for her works, including the 2021 RSESS Postdoc Excellence Award. Dr. You has been an

active member and a leader in various professional organizations including SOT. She has served as the
Secretary-Treasurer for the Korean Toxicologists Association in America Special Interest Group for 2021-2022,

and also served as a member of the Podcast Committee at the American College of Toxicology. Previously, she

served as a Graduate Student Representative for the Division of Toxicology at ASPET, as a Postdoctoral

Representative for Mechanisms Specialty Section and Continuing Education Committee at SOT, and as a

Councilor for the SOT Postdoctoral Assembly. Dr. You also supported the postdoctoral community within the

NIEHS by serving as a co-chair for the 23rd NIEHS Biomedical Career Symposium.
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https://toxchange.toxicology.org/network/members/profile?UserKey=cfe98a37-4a13-49f6-b099-627cb1bce7c5
https://toxchange.toxicology.org/network/members/profile?UserKey=37e8ffa4-142c-4ba2-bd5c-59f62f728e67
https://toxchange.toxicology.org/network/members/profile?UserKey=460ea3b0-cffe-41e1-86e2-7e680716ca52
https://toxchange.toxicology.org/network/members/profile?UserKey=f07b2af5-e125-46c5-880b-16b790c3bfba
https://toxchange.toxicology.org/people/jessica-sapiro1
https://toxchange.toxicology.org/network/members/profile?UserKey=9db912a2-f9b3-4627-bfc7-56f23cfda1f2
https://toxchange.toxicology.org/people/jacklyn-kelty1
mailto:edbrown@live.unc.edu
https://toxchange.toxicology.org/people/jacklyn-kelty1

Regulatory Guidance Subcommittee Update—Seeking New Members!
Jessica Sapiro, PhD, DABT and Gina Hilton, PhD

The regulatory guidance subcommittee was formed in the fall of 2022 to alert RSESS membership of new and updated
guidance as well as impactful articles in the field of regulatory and safety evaluation.

Recent additions include:

e In January 2024, the US EPA’s Office of Pollution, Prevention and Toxics (OPPT) issued a new decision framework which
discourages the use of the in vivo rabbit Draize test in favor of approaches using human cells and other non-animal
methods that assess the range of severity of eye irritants from corrosive to non- or minimally irritating substances. The
framework references and is in alignment with the concepts described in a 2021 paper coauthored by the US EPA, the PETA
Science Consortium International, NICEATM, IIVS, and the European Commission Joint Research Center, titled “Human-
Relevant Approaches to Assess Eye Corrosion/Irritation Potential of Agrichemical Formulations”, which shows that tests
that do not use rabbits are more consistent and as or more reflective of human responses.

e PFAS Global Scientific and Regulatory Evolutions (please see separate article on page 6).

RSESS would like to thank the 12 subcommittee members with additional ad-hoc contributors across several sectors and areas
of the globe for their contributions over the last year.

RSESS is seeking new members to begin serving on this Regulatory Guidance Subcommittee beginning May 1, 2024. We are
looking for individuals with expertise in drug development/pharmaceuticals, environmental, in vitro/alternatives, consumer
products, pesticides, and medical devices. The commitment is for 1 year, and the expectation is to write a description for at
least 1 new updated regulatory guidance or research article to the regulatory and safety evaluation field. Please contact Jessica
Sapiro (jmsapiro@gmail.com) if you are interested.

Folders have been created on ToXchange in which new and recently updated guidance and articles of interest are stored.
RSESS Guidances and Articles (Remember to log in on the SOT site to get full access.)

Previous additions over the past year include:
e |CH S1B Final Guideline Released
e Codex Committee on Contaminants Guideline for Rapid Risk Analysis following Detection of Contaminants in Food
e Publication on the Safety of Natural Flavor Complexes
¢ Publication on the Performance of GHS Mixtures Equation for Predicting Acute Oral Toxicity
e EMA 3 Year Workplan for Nonclinical Domain
e |CH M7 (R2) Guideline Reached Step 4 of ICH Process
e |ICH S12 Final Guideline Released
e US FDA Draft Guideline on Human User Safety in New and Abbreviated New Animal Drug Applications
e FAO and WHO Document on Safety Aspects of Cell Based Foods
e EMA Draft Guideline and Q&A Document on Maintaining Personal Data and Company Confidential Information with the
European Union Clinical Trials Information System
e US FDA Modernization of Cosmetics Regulation Act
e US FDA Guidance Snapshot Pilot Program
e US FDA Guideline on Whole Slide Imaging in Nonclinical Toxicology Studies Questions and Answers
e US FDA Draft Guideline on Generally Accepted Scientific Knowledge in Applications for Drug and Biological Products
e US FDA Guideline on Recommended Acceptable Intake Limits for Nitrosamine Drug Substance-Related Impurities
e US FDA Guideline on General Considerations for Animal Studies Intended to Evaluate Medical Devices
e US FDA Guideline on Requests for Feedback and Meetings for Medical Device Submissions: The Q-Submission Program
e Publication on the US FDA Modernization Act 2.0
e US FDA Draft Guideline on Formal Meetings Between the US FDA and Sponsors or Applicants of PDUFA Products
e US EPA Proposed Rule entitled Updates to New Chemicals Regulations under the Toxic Substances Control Act (TSCA)
e US FDA Video Series on Life-Cycle of Drugs

As a reminder, all RSESS members must be logged into ToXchange to view guidances and articles.
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https://www.epa.gov/reviewing-new-chemicals-under-toxic-substances-control-act-tsca/framework-assess-eye-irritation-or
https://www.tandfonline.com/doi/full/10.1080/15569527.2021.1910291
mailto:jmsapiro@gmail.com
https://toxchange.toxicology.org/communities/community-home/librarydocuments?attachments=&communitykey=4f824b8e-7d27-470b-a5c7-d67a19849544&defaultview=&libraryfolderkey=&pageindex=0&pagesize=12&search=&site=sot&sort=most_recent&ssotoken=f23633d6-808f-473f-b032-3547a90664eb&viewtype=row
https://toxchange.toxicology.org/communities/community-home/librarydocuments?attachments=&communitykey=4f824b8e-7d27-470b-a5c7-d67a19849544&defaultview=&libraryfolderkey=&pageindex=0&pagesize=12&search=&site=sot&sort=most_recent&ssotoken=f23633d6-808f-473f-b032-3547a90664eb&viewtype=row

2022-2024 Regulatory Guidance Subcommittee Members

Jessica Sapiro, Jossie Garthoff, Brinda Mahadevan, Kathryn Page, Kevin French,
PhD, DABT MSc, ERT MS, PhD, ERT, ATS PhD, DABT, ERT PhD, DABT

Linval DePass, Logeswari Brittany Baisch, Gina Hilton, Michael Dourson,
PhD, DABT, ATS Ponnusamy, PhD, DABT PhD PhD, DABT, FATS,
DVM, MVsc, PhD, FSRA
DABT, ERT

Society of
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PFAS Global Scientific and Regulatory Evolutions
Jossie Garthoff, Msc, ERT, Michael Dourson, PhD, DABT, FATS, FSRA, and Jessica Sapiro, PhD, DABT

Per- and polyfluoroalkyl substances (PFAS) is a large class of thousands of synthetic chemicals that have been
used throughout society for their grease-, water- & dirt-repellent, and fire-fighting properties since the 1940s.
Besides their useful function in everyday life, the long chain PFAS are of particular concern because of their
persistence in the environment and bioaccumulation in food chains. Consequently, these are increasingly
detected as environmental pollutants, and some are linked to negative effects on human health. PFAS are
therefore the subject of ongoing scientific & regulatory activity in different regions with increasing global
media attention. Unfortunately, restrictions are not harmonized internationally, with potential barriers to
trade as a consequence.

Studies have shown a widespread exposure in humans at very low levels, which are now measurable with
robust & validated methods. Not all PFAS have the same effects, however, which are dependent on the length
of the fluorinated carbon chain. The principal health effects in humans include the immune and endocrine
system. The most sensitive population represents infants and young children, due to their immature immune
and endocrine system & highest exposure on a body weight basis.

Across the globe, regulatory agencies monitor PFAS in food & water. While both the US and EU Food Safety
authorities identified exposure as a concern, they are not aligned on toxicological reference values. WHO and
the US EPA are separately preparing guidelines for drinking water quality. Restriction on intended usage, such
as bans in packaging and other intentional uses, are in effect or expected soon depending on the region and
type of application. In the EU, Maximum limits are established in drinking water & some food stuffs.

Health Based guidance values (HBGVs):

Each PFAS chemical has its own chemical properties, making the safety assessment and regulatory approach
for PFAS as a large class challenging. As a result, different approaches have been adopted between regions,
without a consensus on health-based guidance values and the appropriate chemical grouping. The current
focus of monitoring for their presence in finished food products, safety evaluation and regulatory measures
include mainly: perfluoroalkyl carboxylates (PFCAs/PFOA), sulfonates (PFSAs/PFOS), and others such as
precursors of PFCAs and PFSAs because of their widespread use, persistence in the environment with
widespread environmental contamination as a result. Recently the European Food Safety Authority (EFSA)
adopted a revised opinion in 2020 on the risk to human health related to the presence of PFAS in food. They
considered effects on the immune system as most critical (measured by decreased vaccination response
observed in 2 clinical studies in children), with a group tolerable weekly intake (TWI) of 4.4 ng/kg body weight
per week for the sum of PFOS, PFOA, PFNA and PFHXS. This grouping was based on similar effects observed
in animals, similar kinetics, and concentrations in human blood. It was concluded that the exposure of parts of
the European population to these substances exceeds the TWI, which is of concern.

Other groups outside of the EU have different HBGVs as demonstrated in Table 1 and health advisory levels
for drinking water as shown in Figure 1. These values differ because of the choices of the most critical health
effect (such as immunotoxicity), extrapolation methods, and whether one authority combines PFAS
assessments versus an assessment of individual PFAS. The diverging approaches applied among government
agencies as depicted in Table 1 is noteworthy.

Regulatory Landscape:
Regulatory agencies request the monitoring of PFAS in food & water (EU 2022, US-FDA 2022, CFSA, FSANZ
2021). An increasing number of regulations refer to PFAS in their list of concern/products banned.

continued on page 7
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https://efsa.onlinelibrary.wiley.com/doi/epdf/10.2903/j.efsa.2020.6223
https://eur-lex.europa.eu/eli/reco/2022/1431/oj
https://www.fda.gov/food/process-contaminants-food/testing-food-pfas-and-assessing-dietary-exposure
https://weekly.chinacdc.cn/en/article/doi/10.46234/ccdcw2022.042
https://www.foodstandards.gov.au/news/Results-of-27th-Australian-Total-Diet-Study-released
https://www.foodstandards.gov.au/news/Results-of-27th-Australian-Total-Diet-Study-released

PFAS Global Scientific and Regulatory Evolutions
Continued from Page 6

The World Health Organization (WHO) is preparing a guideline for drinking-water quality with a focus on perfluorooctane
sulfonate (PFOS proposed value 100ng/L) and perfluorooctanoic acid (PFOA also 100ng/L) values.

In the EU, for food contact materials there is no harmonized regulation for PFAS, but some member states have taken
their own actions. In 2020, Denmark banned PFAS in paper & board food packaging unless there is a functional barrier
that prevents migration. Belgium and France published the intention to ban PFAS in FCM and it is expected that more
member states will follow. The European Chemicals Agency (ECHA) has listed in REACH some PFAS as “Substances of Very
High Concern” which triggers immediate legal obligations from manufacturers to be replaced in the long-term by less
dangerous alternatives. Different member states have prepared a proposal for restrictive measures on all PFAS under
REACH, except for a few essential uses. ECHA has reviewed and published the restriction proposal to ban the production,
use and place on the market (including imports) of at least 10,000 PFASs, which reflects the OECD definition of PFAS.
Polymeric forms are also included in this definition, although they are inert, not bioavailable and of low human health
concern (Korzeniowski et al.,_ 2022). They may be a concern, however, because through their lifecycle, they may generate
non-polymeric PFAS forms.

Based on the ECHA opinion, the Commission may decide to draft an amendment to restrict non-essential uses of PFASs
under the REACH Regulation. This is expected at the end of 2024, at the earliest.

OECD definition: PFASs are defined as fluorinated substances that contain at least one fully fluorinated methyl or
methylene carbon atom (without any H/CI/Br/l atom attached to it), i.e., with a few noted exceptions, any chemical with at
least a perfluorinated methyl group (-CF3) or a perfluorinated methylene group (-CF2-) is a PFAS.

A few specific PFAS subgroups have been excluded from the scope of the restriction proposal: substances that only

contain the following structural elements CF3-X or X-CF2-X’

e where X =-OR or -NRR" and X' = methyl (-CH3), methylene (-CH2-), an aromatic group, a carbonyl group (-C(O)-), -OR", -SR” or -NR"R",

e and where R/R'/R"/R" is a hydrogen (-H), methyl (-CH3), methylene (-CH2-), an aromatic group or a carbonyl group (-C(O)-).

¢ and substances shown to fully degrade under environmental conditions. [Fully degrade implies mineralize to CO2, H20, and
HF, leaving no persistent fluorinated organic metabolites that would fulfil the scope definition.]

For PFOS and PFOA manufacture, use, marketing and import as a substance itself as well as in mixtures and
commodities are prohibited in the EU with a few exceptions. Drinking_water & Food: Directive 2020/2184 specifies
maximum limits in drinking water of 100 ng/l for a sum of 20 PFAS compounds “sum of PFAS” and 500 ng/| for total PFAS
“total PFAS” have been established. Regarding maximum levels in food, the directive 2022/2388 amending Regulation
(EC) No 1881/2006 specifies maximum Limits for PFOS, PFOA, PFNA and PFHxS and the sum of these four in certain
foodstuffs (such as egg, fish, crustacean, meat and offal). Regarding monitoring, the Commission Recommendation (EU)
requires that member states, in collaboration with food business operators, test for the presence of PFOS, PFOA, PFNA
and PFHxS, and, if possible extend testing to other PFAS. Monitoring should include a wide variety of foods reflecting
consumption habits, and includes fruits, vegetables, starchy roots and tubers, seaweed, cereals, nuts, oilseeds, food for
infants and young children, food of animal origin, non-alcoholic drinks, wine, and beer.

In the USA, foreseeable changes are anticipated, and include setting max limits in drinking water through the proposed
National Primary Drinking Water Regulation [Draft Regulation established by the US EPA for PFAS in Drinking Water
addressing 6 PFAS: PFOA, PFOS, PFNA, PFHxS and PFBS (perfluorobutane sulfonic acid) & HFPO-DA (hexafluoropropylene
oxide dimer acid also known as ‘Gen-X chemicals’)] with proposed values many times lower than those existing in the
European Directive. The limit for PFOA is 0.004 ng/l, for PFOS it is 0.02 ng/l, for GenX chemicals it is 10 ng/l, and the limit
for PFBS is 2,000 ng/l (Figure 1).The US FDA is closely monitoring foods through US FDA's food surveys and restrictions
on the presence of ‘intentionally added’ PFAS in packaging are ongoing. The FDA (2020) set i a voluntary phase out of
short chain PFAS containing specifically fluorotelomer alcohol (FTOH). The US federal government is banning the use of
‘intentionally added’ PFAS in packaging from 2024 onwards. The so called “safer states” have gone ahead with their own
actions banning PFAS in food packaging and phasing out other uses. The US EPA launched a 3-year strategy for action
starting in 2021 to generate knowledge, restrict PFAS and remediate environmental & human PFAS exposure.

Continued on Page 8
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https://www.who.int/teams/environment-climate-change-and-health/water-sanitation-and-health/chemical-hazards-in-drinking-water/per-and-polyfluoroalkyl-substances
https://echa.europa.eu/-/echa-receives-pfass-restriction-proposal-from-five-national-authorities
https://echa.europa.eu/-/echa-publishes-pfas-restriction-proposal
https://www.oecd.org/chemicalsafety/portal-perfluorinated-chemicals/terminology-per-and-polyfluoroalkyl-substances.pdf
https://setac.onlinelibrary.wiley.com/doi/epdf/10.1002/ieam.4646
https://echa.europa.eu/documents/10162/1c480180-ece9-1bdd-1eb8-0f3f8e7c0c49
https://eur-lex.europa.eu/eli/dir/2020/2184/oj
https://eur-lex.europa.eu/legal-content/EN/ALL/?uri=CELEX:32022R2388
https://eur-lex.europa.eu/eli/reco/2022/1431/oj
https://www.epa.gov/sdwa/and-polyfluoroalkyl-substances-pfas
https://www.fda.gov/food/process-contaminants-food/testing-food-pfas-and-assessing-dietary-exposure
https://www.fda.gov/food/cfsan-constituent-updates/fda-announces-voluntary-phase-out-industry-certain-pfas-used-food-packaging
https://www.congress.gov/bill/117th-congress/senate-bill/3169/text
https://www.saferstates.org/priorities/pfas/
https://www.epa.gov/pfas/pfas-strategic-roadmap-epas-commitments-action-2021-2024

PFAS Global Scientific and Regulatory Evolutions

Continued from Page 7

Canada is prohibiting the manufacture, use, sale & offer for sale/import of 2 specific PFAS (PFOA/PFOS). ML will be set in
drinking water with proposed values for PFOA 200ng/l and for PFOS 600 ng/I.

Australia/New Zealand: In 2016, the Department of Health, Food Standards Australia New Zealand (FSANZ) and the
National Medical Research Council in Australia developed and adopted health-based guidance values for PFOS, PFOA and
PFHXS in drinking water, at 560 ng/l for PFOA, and 70 ng/l for total sum of PFOS and PFHxS. These guidance values are
intended to be used for site investigations into PFAS contamination. Food Standards Australia New Zealand (FSANZ) has
non-regulatory ‘trigger points’ for fish and seafood, animal products (e.g., eggs, meat, and offal). The trigger points may
be used by government authorities to identify whether further investigation may be required if PFAS are detected in
analyzed foods, e.g., whether further farm investigation may be required.

China: specifies the types and amounts of additives allowed in food contact materials & products, including relevant
requirements for the use of some PFAS (GB9685-2016). CFSA monitoring in water & food is ongoing, with a focus on fish
and pork meat.

safe Dose Table 1. Safe Doses of PFOA and PFOS from

ugfkg-day |Peint of Departure (PODp) Uncertainty Factors A .
International Authorities

Various (see text): Animal-human kinetic factor = 1" a. Factor is not needed since PODs are based on serum

4.35 to 23 ugfml of serum animal-hun_mn dynar_ni-; factor ;3 b concentrations.

H toicod tor=3°

001.0.07 S e 8 b. The use of a 3 is the US EPA default position (US EPA, 2014);

Human toxicokinetic factor = 8.4

D -« the IPCS (2005) default is 2.5.
Human clearance = 0.23 mifday-kg ' c. The use of a 3 is both the US EPA and IPCS default positions.

17.5 ngfmL (BMDL;z) - None applied d. This value of 8.4 is derived by dividing the value of 0.79
. BMD derived in sensitive population (infants)and res  m|/day/kg, which is the arithmetic mean clearance of average
0.00063 is risk factor for disease rather than a disease.
Decreased anti-tetanus and anti-diphtheria antbody group from Zhang et al. (2013, Table 2) by a value of 0.094
concentration ml/day/kg, which is the arithmetic 95% lower bound clearance of
0.16 4.9 ugfkg-day Within human variability = 10 sensitive group from Zhang et al. (2013, Table 2).

Animal to human extrapolation = 3

e. Data base factor of 1 was considered appropriate for most
Within human variability = 10

e D Animal to human extrapolation = 2.5 PODs.
: f. This value of 0.23 ml/day/kg is the geometric mean clearance
ion Agency (2022) decreased anti-tetanus antibody concentration from Zhang et al. (2013, Table 2) assuming steady state.
oot uman: g. Sum of four PFAS: PFOA, PFNA, PFHXS, and PFOS

0.000305 ug/kg-day (d ed anti-teta d anti-
gty (decTeased anthietanustand h. US EPA, 2023 is DRAFT RfD in response to SAB comments that

0.00003"  diphtheria antibody concentration), Within human variability = 10
0.000275 ugfkg-day (increased serum cholesterol) EPA consider multiple studies of different endpoints in different
0.000292 mg/kg-day (decreased birth weight) populations to derive an RfD.

WHO made a risk management call of 100 ng/liter

Health Organization This value can be used to estimate the comparable sa
of 0.02 ugfkg-day using 2 liters of water consumption per

60 kg body weight and a 20% relative source contribution.

0.02 Estimated based on PFOA water level of 100 ng/liter

Figure 1. PFOA safe drinking water levels
compared between different agencies.

EFSA not included here as there is the level in the
directive is based on the SUM of PFAS.

PFOA Health Advisories Compared

“1 sugar grain
~ 50 ug
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SOT US FDA Colloquia on Emerging Toxicological Science: Challenges in Food and Ingredient Safety

The Evolving Research Landscape of Low- and No-Calorie Sweeteners

Last December, SOT and US FDA worked in conjunction to host a colloquium on low- and no-calorie
sweeteners, giving particular attention to emerging literature on non-traditional toxicological
endpoints. Sweeteners are required to be safe in order to be used in the food supply and traditional
approaches leveraging standardized toxicity studies are often used. However, recent publications
have explored additional health outcomes and probed novel considerations within the
exposure/outcome relationship. The colloquium surveyed such topics and concluded with a case
study on aspartame demonstrating assessment of the wide array of data available to inform safety.

After a formal introduction by Kristi Muldoon Jacobs, the acting director of US FDA CFSAN Office of
Food Safety, Corey Scott, Principal Nutrition Scientist with Cargill, spoke on the use of low- and no-
calorie sweeteners in food and human consumption. This was followed by an overview of the
available evidence in epidemiological studies on how sweeteners can impact the metabolic and
endocrine systems presented by John Sievenpiper, a Clinical Scientist and Professor within the
Department of Nutritional Sciences and Medicine at the University of Toronto. Next, Daniele Wikoff,
Chief Science Officer with ToxStrategies LLC and Co-chair of the colloquium, provided a survey of
mechanistic and epidemiological evidence on sweeteners and the role that they can have within
safety assessments. Lastly, Diane Benford, Vice-Chair of the EFSA Scientific Committee, discussed the
recent JECFA revaluation of aspartame which took into consideration of number of the topics
presented by the other speakers. Following the talks, a roundtable discussion was moderated by
Anne Macgregor-Das, a Biologist within the Division of Food Ingredients in the Office of Food
Additive Safety and Co-chair of the colloquium.

In all, the colloquium was well attended and presented the key challenges with evaluating no- and
low-calorie sweeteners. Importantly, the issues noted and discussed are not unique to sweeteners
and potentially impact how substances are evaluated to determine safety for a number of non-
traditional endpoints as well as incorporating a wide range of diverse toxicological information into
safety assessments. For additional information on the colloquium, please visit the SOT website.

Additionally, an informational session at the SOT Annual Meeting on Tuesday, March 12, will feature
low-calorie sweeteners, specifically aspartame, and will discuss how these types of evaluations have
changed over time, “Five Decades of Evaluating the Safety of Aspartame Consumption: Has Anything
Changed?".
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RSESS Webinar on The Modernization of Cosmetics Regulation Act and
Confirming Cosmetic Safety

In December, RSESS hosted a one-hour webinar, providing an overview of the Modernization of
Cosmetics Regulation Act (MoCRA). MoCRA was passed in December of 2022 and is the most
substantial overhaul to the regulation of cosmetic ingredients and products in almost 85 years.
Included in the regulatory update were impending deadlines for registration and reporting set for
the end of 2023. In addition, MoCRA imposes new requirements on the cosmetics industry as it
pertains to tracking and reporting adverse events and builds on the requirements for safety
substantiation for cosmetic ingredients and products.

The webinar began with Dr. Kim Norman, Senior Director of Toxicology at the Personal Care Products
Council, providing an overview of the regulatory framework in MoCRA. She pointed out that several
provisions of the rule had statutory dates of December 29, 2023, including facility registration and
product listing; adverse event reporting, safety substantiation, records access; and mandatory recall
authority. However, Dr. Norman noted that US FDA has issued a statement that they are postponing
enforcement activities for 6 months (i.e., until July of 2024). Dr. Norman also addressed additional
future components of MoCRA which relate to publishing testing strategies for asbestos in talc,
development of a report on PFAS in cosmetics, regulations related to labeling and an upcoming
regulation related to good manufacturing practices.

Ms. Lauren Brown, Senior Scientist with ToxStrategies, discussed safety substantiation with a focus
on polymeric ingredients. Her presentation provided an overview of how the Food Drug and
Cosmetic Act has always required cosmetic companies to substantiate the safety of their products
but how the language around this requirement has changed under MoCRA. Building on MoCRA'’s
requirements, Ms. Brown then presented a case study addressing how to substantiate safety for
complex ingredients, with a case study focusing on a polymeric ingredients. Her presentation
stressed the need to utilize existing tools and frameworks from governments, trade organizations
and the scientific literature to build a scientifically defensible process by which to conduct an
assessment process.

The webinar was well attended with more than 100 attendees with several audience questions.
Included in the audience discussion was the consideration of alternate data sources and how to
handle data-poor substances. Overall, the presentation included an overview of the new regulatory
framework, which cosmetics companies must now operate under in the United States, along with
scientific techniques on how to approach safety substantiation for complex ingredients. A recording
of the webinar is available on the RSESS website.

MoCRA =N ge i i REGULATORY &
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Regulation Act Specialty Section
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RSESS Award Update

Senthil Perumal Kuppusamy, DVM, PhD, DABT, ERT

RSESS provides several awards each year, including the RSESS Graduate Student Excellence Award, RSESS Postdoc
Excellence Award, RSESS Elsevier Award: 3-Minute Thesis (3MT), RSESS Best Paper of the Year Award, and RSESS
Outstanding Contribution to Regulatory and Safety Evaluation Award. These awards are given to motivate trainees,
acknowledge good science and contribution to the field of Regulatory and Safety Evaluation. Without your support,
it would not be possible to provide awards to deserving scientists. Thank you, RSESS members!

This year, RSESS received multiple outstanding applications in each award category. The RSESS Executive
Committee along with volunteers from RSESS membership (April Lake, Kevin French, Kenjie Amemiya, & Manoj
Aggarwal) reviewed applications and selected award recipients. Thank you so much for your time and effort.

In the 3-Minute-Thesis Award category, trainees presented their research using one graphical slide in 3 minutes
during the virtual RSESS business meeting on February, 22. Until 2024, 3MT presentations were part of the SOT
RSESS reception during the Annual Meeting, but this year the 3MT presentations were moved to a webinar format,
which allowed all trainees to showcase their presentation skills.

Award recipients will be announced at the SOT RSESS reception during the Annual Meeting, Salt Lake City.
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Join us in 2024 at the RSESS Reception
(March 12th 6:00-7:30 PM) for

Should the ICH Approach to International
Harmonization for Medicines be Brought Forward
to Other Domains Like Foods, Pesticides, and
Environmental Waste?
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SOT 2024 Program Committee Overview

Claire Neilan, PhD, DABT

A total of 40 session proposals for the 2024 Annual Meeting were received for review and endorsement by
the RSESS. Of these proposals, 24 were selected for the program. Congratulations to the organizers of the
following courses and sessions that were endorsed by the RSESS and were accepted into the 2024
program:

Continuing Education Courses:

* Nix the Six: Strategies for Implementing Nonanimal Acute Toxicity Testing (Sunday March 10, 8:15 AM -
12:00 Noon) Continuing Education Course AMO5.

* Weight of Evidence Analysis and Problem Formulation for Chemical Risk Assessment: Fundamental
Principles and Application through Case Examples (Sunday March 10, 8:15 AM - 12:00 Noon).
Continuing Education Course AMO7.

* Benchmark Dose Modeling and Its Applications in Drug, Food, and Chemical Safety Evaluation and
Assessment (Sunday March 10, 1:15 PM - 5:00 PM). Continuing Education Course PMO08.

* Next-Generation Data Transparency and Open Science Policies: What Toxicologists Need to Know
(Sunday March 10, 1:15 PM - 5:00 PM). Continuing Education Course PM11.

Informational Sessions:
* Risk Communication of PFAS: Challenges and Opportunities (Monday March 11, 12:10 PM - 1:30 PM).
* Five Decades of Evaluating the Safety of Aspartame Consumption: Has Anything Changed? (Tuesday
March 12, 8:00 AM - 10:45 AM).
* The Modernization of the Cosmetic Regulation Act: Perspectives on Recent Implementation Activities
and Confirming Safety in Cosmetic Products (Wednesday March 13, 11:00 AM - 12:20 PM).

Symposiums:

* New Approach Methodology and Kinetic Modeling Approaches to Support Read-Across (Tuesday March
12, 8:00 AM - 10:45 AM).

¢ State-of-the-Art In Vitro Immune Modeling: The Beginning of a Journey toward AOPs and Improved
Safety Assessment (Tuesday March 12, 8:00 AM - 10:45 AM).

* Nitrosamines: Mechanistic Evidence to Support Subclasses with Varying Mutagenic Potency (Tuesday
March 12, 4:45 PM - 6:15 PM).

e Take a Deep Breath: Opportunities and Challenges in Toxicology Studies for Inhaled Drug Development
(Wednesday March 13, 8:00 AM - 10:45 AM).

e Current Status, Challenges, and Future Considerations: Advancing NAMs for Assessing Inhalation
Toxicity (Thursday March 14, 8:30 AM - 11:15 AM).

* Error-Corrected Next-Generation Sequencing Strategies for Direct Assessment of Mutagenesis and Early
Identification of Cancer Risk (Thursday March 14, 8:30 AM - 11:15 AM).

* Qualification of Complex In Vitro Models as Drug Development Tools: How Do We Translate Exciting
Science into Regulatory Decisions? (Thursday March 14, 8:30 AM - 11:15 AM).

Workshops:
e Allergies Are More Than Skin Deep: Establishing Regulatory Test Methods for Respiratory Sensitization
(Monday March 11, 1:45 PM - 4:30 PM).
Continued on Page 13

Saciety of Toxicology 2024



Program Committee SOT 2024 Overview

Continued from Page 12:

e On the Edge of the NAMs Frontier: Pioneering Efforts toward Intra- and Internationally Harmonized
Regulatory Applications of New Approach Methodologies (Monday March 11, 1:45 PM - 4:30 PM).

* Into the Unknown: Unique Aspects of Evaluating Potential Reproductive and Developmental Toxicity of
New Pharmaceutical Modalities (Tuesday March 12, 8:00 AM - 10:45 AM).

e Addressing Health Inequities and Susceptibilities via Incorporation of Nonchemical Stressors within
Toxicological Approaches and Cumulative Risk Assessments (Tuesday March 12, 11:00 AM - 12:30 PM).

* It's Not Easy Being Green: Applying Alternatives Assessment to Create Safer Consumer Products
(Tuesday March 12, 11:00 AM - 12:30 PM).

* Reducing Use of Nonhuman Primates in Oncology Drug Development: A 3R-Based 1Q
DruSafe/Industry/US FDA Perspective (Tuesday March 12, 3:00 PM - 4:30 PM).

* Next-Generation Risk Assessment Calls for an Evidence-Based Next-Generation Uncertainty Assessment
(Wednesday March 13, 8:00 AM - 10:45 AM).

* Application of Early Molecular Measurements to Develop Points of Departure for Risk Assessment
(Wednesday March 13, 1:30 PM - 4:15 PM).

* Making Sense of Chaos: Recent Advances in Complex Mixtures Research and Regulation (Thursday
March 14, 8:30 AM - 11:15 AM).

Education-Career Development Session:

* Preparing the Next Generation of Toxicologists: Integrating Practical Applications and Diverse Career
Paths into the Student Experience (Tuesday March 12, 1:00 PM - 2:20 PM).

We are soliciting for volunteers for the Program Committee to review session proposals for the 2025
meeting. This is a very rewarding volunteer opportunity as ultimately, we are helping to shape the agenda
and content of the Annual Meeting. And it is fun to get a sneak-peak into some of the topics that will be
presented and discussed at the next meeting! Volunteering on this committee also provides a great
networking opportunity and a learning opportunity, as you will be reviewing proposals centered around
Toxicology topics that may fall outside of the sector that you currently practice in. Many thanks to our
volunteers who participated in the review of 2024 proposals - Krisa Camargo (Co-Chair), Sherleen
Adamson, Dave Allen, Mimi Huang, Bill Klaren, Matt Taylor, Brent Yamamoto, Joe Zhou, Manoj
Aggarwal, Kristin Noell, Nikolaos Georgiadis, and Deidre Dalmas-Wilk. If you have any interest in
participating on this committee or if you simply have any questions, please contact Claire Neilan

cneilan@ideayabio.com or Krisa Camargo (incoming Committee Chair) agkcamargo21@gmail.com.
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Grad Students & Postdoc Update

Hi Grad Students and Postdocs,

We wanted to give a shoutout to all the amazing graduate and postdocs that we were able
to meet last year in Nashville! Congrats to all the trainees who received RSESS trainee
awards. As we look forward, we want to encourage you all to submit applications for the
RSESS trainee awards as well as considering participating in the Three Minute Thesis (TMT)

competition in 2025. Please note that the deadline for RSESS trainee awards is generally in

November. Should you have any noteworthy opportunities or announcements to share
with the group, please do not hesitate to reach out. Furthermore, if there are specific areas
or topics you would like us to address, we are here to listen and accommodate your needs.

We look forward to seeing you all in Salt Lake City.

Safe travels,

Eric & Taylor

Upcoming RSESS Event & Webinars

2024 SOT RSESS Reception:
6:00 - 7:30 PM, March 12th, 2024
e Live Music, Drinks & Snacks
e The Great Debate
e RSESS Update

The

DEBATES
Webinars:

e Kevin Cross, PhD, from Instem, will be presenting on “Nitrosamine Potency
Prediction: Reviewing the Calculated Potency Categorization Approach” at an
RSESS-hosted webinar on May 13 at 10:00 AM. Be on the look-out for an email
update in the coming weeks or Register Here.

 We are targeting a second webinar this year, to be held in September, on the topic
of the application and implementation of artificial intelligence and machine
learning in drug discovery toxicology. Our speaker will be Yodi Melnikov, PhD,
from Genentech. Details TBD.
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