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President's Message
Hilary Sheevers, PhD

Dear RSESS Members,

| am writing this letter on September 11, a somber day in our times. So
much loss and destruction, and so many innocent victims. Then we were
met with the pandemic and lock down. A natural disaster, probably, but
also so many innocent victims and loss. And now the terrible situation in
the Middle East. So, it is hard to not feel shell shocked sometimes, and
wonder what is next. Frankly, among many things, my time with RSESS
has helped me look forward to the future. We have a wonderful
executive committee; we have met the minimum and continue to grow
our Endowment; and it is always so encouraging to see the students and
postdocs applying for awards with enthusiasm, looking forward to the
future. We've also offered two successful regulatory presentations by Jan
van der Laan from the Netherlands and David Jones from the UK. Going
forward, these webinars will replace the regulatory breakfast at the SOT
Annual Meeting to allow meeting attendees to get a bit more sleep and
to maximize their time attending scientific sessions.

In December, we will offer another webinar presentation on the
Modernization of Cosmetics Regulation Act (MoCRA)—the first cosmetic
act update in almost 85 years! (See Bill Klaren's note below for more
detail.) In all, we continue to try to have interesting events for all RSESS
members. Please remind students and postdocs to apply for our awards.
We also need best paper and lifetime achievement applicants. (Contact
Senthil, your RSESS VP, for more information or go to the awards page.)
For the 2024 Annual Meeting, | have been organizing a Great Debate (see
below) which is always fun. And we have confirmed our entertainment
again with Armin Wolf and Kenjie Amemiya—thanks so much for the
offer again, guys! We need to name the band! Members, please put your
thinking caps on and be ready to submit names for our RSESS
entertainment duo at the reception.

continued on page 2
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President's Message

continued from page 1

We are pleased to let you know of a new award this year
for University of Arizona (UA) students and postdocs. As
a UA alumni, | created this endowment fund at the UA,
which adds to the number of awards offered to trainees
of RSESS. It is hoped that other UA alumni will donate to
this endowment fund to increase the size of the trainee
awards. Most importantly, we hope alumni from other
colleges and universities will consider funding a similar
endowment at their alma mater.

As usual, | would love to get your suggestions about
what you'd like to see in your Specialty Section events.
All leaders on the executive committee are here to
serve: Kristina Chadwick (Past President), Senthilkumar
(Senthil) Perumal Kuppusamy (Vice President), Claire
Neilan (Vice President-Elect), Sherleen Adamson
(Secretary/Treasurer), Jessica Sapiro (Sr. Councilor), and
William Klaren (Jr. Councilor), along with our two trainee
representatives Taylor Carter (Postdoctoral
Representative) and Eric Brown (Graduate Student
Representative).

The following Committees would love to hear from you:

e Endowment Committee: Annette Koerner, former
RSESS president, is charged with leading the
Committee and growing the Endowment Fund.
Please reach out to volunteer or donate funds.

e Awards Committee: This Committee is led by our
RSESS VP, Senthilkumar (Senthil). The deadline for
submission this year is November 17, 2023. Senthil
needs at least 3 RSESS member volunteers to help
the RSESS Executive Committee review award
applications, so please contact Senthil if you'd like to
help out.

e Guidance Committee: Councilor Jessica Sapiro has
done a fabulous job getting this Committee up and
running. See the numerous Guidance Committee
articles below.

e Past Presidents Committee: Past RSESS presidents,
this is your chance to continue to lead RSESS into
the future. If you are a RSESS past president, please
reach out to Annette Koerner to learn more.

e Program Committee: Each year this Committee is
tasked with reviewing Annual Meeting session
proposals from authors seeking RSESS endorsement.
Participation in this Committee is a wonderful way to
gain exposure to areas of Toxicology practice outside
of your functional domain expertise, and to help
shape the scientific content of future Annual
Meetings. Contact Claire Neilan if you would like to
become a reviewer on this Committee.

Please volunteer for a Committee; write an article for the
newsletter; make us aware of new or draft guidances;,
contribute to the Endowment Fund; or run for an officer
role. Contact me or any of our officers for more
information on how to get involved.

Enjoy the fine Autumnal weather, and RSESS hopes to see
you at our annual reception in March 2024. It's a beautiful
time of year in Salt Lake City.

Hilary Sheevers, PhD
2023-2024 RSESS President
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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@puertallc.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)

Call for Officer Candidates

We are inviting you to take an active role in the Regulatory and Safety Evaluation Specialty Section by running for
an Officer role on the Executive Committee.

Open positions include: Junior Councilor (3-year commitment) and the presidential track as Vice President-
Elect (4-year commitment). We would be delighted to receive your nomination, including a short biosketch and
headshot prior to October 31, 2023.

If you have any questions or would like to know more about the above positions please do not hesitate to
contact myself or any member of our RSESS Executive Committee directly.

Introduction of RSESS Subcommittees

Within RSESS, we have formed below subcommittees, some of them are seeking for volunteers from our RSESS
membership community. If you are interested in participating, please feel free to reach out the subcommittee chairs.

RSESS Program Committee: Claire Neilan (Chair), seeking RSESS member volunteers.

e RSESS Award Committee: Senthil Perumal Kuppusamy (Chair), RSESS officers, seeking 3 RSESS member volunteers.

e RSESS Endowment Fund Committee: Annette Korner (Chair), Taylor Carter, Eric Brown.

e RSESS Regulatory Guidance Committee: Jessica Sapiro (Chair), please see the Regulatory Guidance Subcommittee
Update article for all members.

e RSESS Communication Committee (Newsletter & Webinars): RSESS officers, chaired by Sherleen Adamson with
contributions from guest authors and speakers. Seeking RSESS member volunteers to build RSESS LinkedIn Page.
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Toxicology Across Industry Sectors: Similarities and Differences
Emerge at the 62nd Annual Meeting
Stephanie Brocke and Madelyn Huang

The knowledge and skillsets of toxicologists are useful in a
wide range of industry sectors, such as food and cosmetics,
medical devices, pharmaceuticals, occupational health, and
environmental science. To highlight the diversity of industry
sectors that employ toxicologists and get a peek into what the
jobs entail, we asked six toxicologists to describe their typical
workday at the 62nd Annual Meeting in Nashville, TN during
the Education and Career Development Session “A Day in the
Life of an Industry Toxicologist”. While we found that though
there is no “typical workday” for these toxicologists (each day
is different!), what is typical is active communication, rigorous
science and risk assessment, and a love of the craft.

Dahea You, a Project Toxicologist at Takeda Pharmaceuticals,
described the roles of toxicologists contributing to discovery,
development, and investigative toxicology in the drug
development pipeline. Dahea discussed the way she would go
about a target safety review for a new drug candidate or class.

Dami Adebambo works in the medical device space as a
toxicologist for Philips. In her role, she designs and oversees
the assessment of product safety through tests both in-house
and at contract labs and quantifies exposure and risk any
chemicals customers may be exposed to by the devices sold
by Philips. She also investigates any post-market consumer
complaints.

As a Director of Product Safety and Toxicology for Estée
Lauder, Phillip Wages develops safety plans for new cosmetic
ingredients. He starts with conducting literature searches to
get a sense of the data that is already available for the
compound. Then he will design and hire out a contract
research company to conduct any necessary experiments to
fill remaining knowledge gaps. The final product is a report
indicating the toxicity at the desired concentrations of the
compound considering the average and extreme users of the
product.

Allison Franzen works as a consultant at ToxStrategies
specializing in flavorings and food additives. In this role she
interfaces with clients from many sectors including
governments, industry, and academic institutions. One of her
projects involved developing margins of safety for smoke
flavoring compounds (e.g., in BBQ potato chips) considering
toxicity to multiple organ systems and by a variety of routes
of exposure. This project involved systematic literature
reviews as well as supplemental studies performed through
contract research organizations.

An Environmental Consultant and Risk Assessor at GHD,
Tamara House-Knight emphasized the importance of
tailoring scientific communication to the background of
the audience. When environmental exposure to a
chemical is possible due to spills or leaks, not only does
she provide litigation support as an expert witness but
she directly interacts with individuals at risk in the vicinity,
communicating key toxicological information in a way that
is as accessible as possible.

Agnes Karmaus is a Principal Toxicologist at Integrated
Laboratory Systems, a contract research organization. As
a computational toxicologist, she works on finding
associations between specific chemical classes and health
outcomes for her clients, primarily from industry and
government. She highlighted differences that come with
working at a contract research organization, such as being
mindful of scope, budget, and time, as well as managing
client expectations.
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Regulatory Guidance Subcommittee Update

Elaine Freeman, MS, DABT, Pamella Gann, PhD, Pramila Singh, PhD, DABT,
Annette Koerner, PhD, DABT, ERT, and Jessica Sapiro, PhD, DABT

The Regulatory Guidance Subcommittee was formed in the Fall of 2022 to alert RSESS membership of new and updated
guidances as well as impactful articles in the field of regulatory and safety evaluation. The subcommittee has 12 members with
additional ad-hoc contributors across several sectors and areas of the globe. Members include Jessica Sapiro (Chair), Brittany
Baisch, Linval DePass, Michael Dourson, Elaine Freeman, Kevin French, Jossie Garthoff, Gina Hilton, Brinda Mahadevan, Kathryn
Page, Logeswari Ponnusamy, and Pramila Singh. Pamella Gann and Annette Koerner have contributed on an ad-hoc basis.
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 to ToXchange to gain access.)

Some recent additions include:

e Drugs: In August 2023, the Food and Drug Administration finalized and released a guidance document for drug products
titled “Recommended Acceptable Intake Limits for Nitrosamine Drug Substance-Related Impurities” for immediate
implementation. This guidance provides a recommended framework for predicting the mutagenic and carcinogenic
potential of nitrosamine drug substance-related impurities (NDSRIs)—including deriving acceptable intake (Al) limits and
provides guidance on the implementation of the framework. The 2023 guidance document provides further clarification and
updates to the nitrosamine guidance document that US FDA released in 2021. Key aspects include establishment of a
Predicted Carcinogenic Potency Categorization Approach which is a standardized rule-based approach for deriving Als for
NDSRIs with limited to no mutagenic or carcinogenic data. The approach relies on structural-activity relationships common
across the nitrosamine chemical class that are predictive of mutagenic and carcinogenic potential. Based on these key
structural features, an NDSRI is assigned to a potency category and each category is associated with a specific Al (i.e., 26.5,
100, 400, or 1,500 ng/day). In addition, for NDSRIs that were not considered in previous risk assessments, manufacturers
and applicants should reevaluate the risk within three months of publication of the new guidance, with a recommended
completion date of November 1, 2023. Manufacturers and applicants should ensure that any NDSRIs in their drug products
meet US FDA-recommended Al limits by August 1, 2025. And, lastly, the US FDA notes that if a batch of drug product in
distribution has NDSRI above the recommended limit, and manufacturing changes are likely to lead to a disruption in the
drug supply, then the agency would evaluate the circumstance on case-by-case basis, including consideration of an interim
Al.

e Medical Devices: In March 2023, the US FDA issued the following Guidance: “General Considerations for Animal Studies
Intended to Evaluate Medical Devices”. The new guidance document provides the US FDA's recommendations on animal
studies intended to assess medical device safety, which may include performance and handling, when a suitable alternative
to an animal study is not available as determined by a risk analysis. This guidance provides recommendations for various
elements of animal studies, including the credentials for study personnel, and the study planning and conduct process (e.g.,
selecting an appropriate animal model, study monitoring, study evaluation, etc.). The new US FDA guidance also provides
recommendations on testing facility selection, animal housing, records and reports, and how to prepare an animal study
report for premarket submissions to US FDA. Furthermore, the new guidance provides recommendations on incorporating
principles of experimental methodology to minimize bias or the perception of bias and to control variation. The
recommendations in this US FDA guidance reflect current review practices and are intended to promote consistency and
facilitate efficient review of medical device submissions that include animal study data.

e Medical Devices: In June 2023, the US FDA updated the following Guidance: “Requests for Feedback and Meetings for
Medical Device Submissions: The Q-Submission Program”. As part of the Medical Device User Fee Amendments of 2022
(MDUFA V), industry and the US FDA further refined the previously agreed upon changes to the Q-Sub Program, including
scheduling of Pre-Submission (Pre-Sub) meetings and performance goals on the timing of US FDA feedback for Pre-Subs.
The 2023 US FDA guidance provides minor procedural updates and clarifications, including additional information to assist
applicants and review staff in identifying the circumstances in which an applicant’'s question is most appropriate for informal
communication instead of a Pre-Sub.
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Regulatory Guidance Subcommittee Update (Cont.)

e Food, Drugs, and Cosmetics: A bipartisan bill was signed into law on December 29, 2022, amending the Federal Food, Drug
and Cosmetic Act (FFDCA) of 1938 that mandated animal toxicity testing for every new drug before use in human clinical
trials. The new law changes the FFDCA (Section 505) statutory reference to “preclinical tests” broadly including various
“nonclinical” testing approaches: cell-based assays, microphysiological systems, computer modeling, artificial intelligence
and machine learning approaches, nonhuman or human biology-based methods (ie. bioprinting and organoids) and animals
tests. The substitution of animal testing for nonanimal methods remains a work in progress but this new law is seen as
federal encouragement to use less animals in drug research and testing. The new law is viewed as part of an international
movement toward reduction and replacement of animal testing in favor or alternative methods for safety and efficacy
testing of regulated products. For additional information, there are open access articles including one authored by Adashi et
al 2023.

e Drugs, Biologics,_ and Advanced Therapies: In September 2023, the US FDA released the following draft guidance: “Formal
Meetings Between the US FDA and Sponsors or Applicants of PDUFA Products.” This guidance describes the different types
of meetings that can be requested; meeting formats; best meeting management practices; and procedures for requesting,
preparing, scheduling, conducting, and documenting such formal meetings. Details are provided around the newer Type D
meeting and INTERACT meeting objectives and examples of questions/topics/scenarios are listed. Clarity is provided on the
meeting formats post pandemic, including a hybrid component of an in-person, face-to-face meeting where core attendees
attend in person and individuals with a peripheral role participate virtually. Lastly, for meeting requests that are granted,
information is provided on Agency response timelines and meeting package timelines.

e Chemical/Environmental: On May 16, 2023, US EPA released a “Proposed Rule entitled Updates to New Chemicals
Regulations under the Toxic Substances Control Act (TSCA).” These amendments are intended to align the regulatory text
with the 2016 amendments made by the Lautenberg Act to TSCA's new chemicals review provisions and improve the
efficiency of US EPA’s review processes. Changes include 1) US EPA is proposing that Amendments to Low Volume
Exemptions (LVE) and Low Release and Exposure Exemption (LoREX) occur before manufacture may commence and 2)
submitters cannot commence manufacture before US EPA approves the LVE or LoREX. In addition, clarifications were added
for the requirements of additional data for new chemical submissions including, but not limited to, physical and chemical
properties, environmental fate characteristics, categories of use, details concerning manufacturing, processing and use,
worker exposures, environmental releases, and pollution prevention information. The new rule adds a definition for the
2016 Amendment term “potentially exposed or susceptible subpopulation” as a group of individuals within the general
population identified by US EPA who, due to their greater susceptibility or greater exposure, may be at greater risk than the
general population of adverse health effects from exposure to a chemical substance or mixture, such as infants, children,
pregnant women, workers, the elderly, or overburdened communities.

e Drugs: In September 2023, the US FDA's Center for Drug Evaluation and Research (CDER) released a video series to provide
patients and consumers education on the US FDA's role in the life-cycle of drugs. They answer questions on 1) the US FDA's
role in regulating prescription drugs, 2) what the US FDA's drug approval process looks like from beginning to end, and 3)
how the US FDA continues to monitor drugs after they are approved.

Previous additions over the past year include:

e |CH S1B Final Guideline Released

¢ Codex Committee on Contaminants Guideline for Rapid Risk Analysis following Detection of Contaminants in Food

¢ Publication on the Safety of Natural Flavor Complexes

e Publication on the Performance of GHS Mixtures Equation for Predicting Acute Oral Toxicity

e EMA 3 Year Workplan for Nonclinical Domain

¢ |CH M7 (R2) Guideline Reached Step 4 of ICH Process

e |ICH S12 Final Guideline Released

¢ US FDA Draft Guideline on Human User Safety in New and Abbreviated New Animal Drug Applications

¢ FAO and WHO Document on Safety Aspects of Cell Based Foods

¢ EMA Draft Guideline and Q&A Document on Maintaining Personal Data and Company Confidential Information with the
European Union Clinical Trials Information System

¢ US FDA Modernization of Cosmetics Regulation Act

e US FDA Guidance Snapshot Pilot Program

¢ US FDA Guideline on Whole Slide Imaging in Nonclinical Toxicology Studies Questions and Answers

¢ US FDA Draft Guideline on Generally Accepted Scientific Knowledge in Applications for Drug and Biological Products

As a reminder, all RSESS members must be logged into ToXchange to view guidances and articles.
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RSESS Program Committee Update

Claire Neilan, PhD, DABT

A total of 40 session proposals for the 2024 Annual Meeting were
received for review and endorsement by the RSESS Program
Committee. Session proposals comprised Continuing Education,
Informational, Education-Career Development, Workshops, and
Symposia. The RSESS Program Committee provided the SOT
Scientific Program Committee with written reviews and rankings, and
we endorsed 34 submissions. 24 were selected by SOT for the
program. A huge thank you to all the RSESS Program Committee
members (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) for their hard work reviewing these proposals.

If you have any interest in participating on this committee or if you
simply have any questions, please contact myself, Claire Neilan,
(Committee Chair) at cneilan@ideayabio.com.

s
nashyille |
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Best,

Claire Neilan, PhD, DABT
RSESS Program Committee Chair
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Join us in 2024 at the RSESS Reception
for
THE GREAT DEBATE

Should the ICH approach to international harmonization for
medicines be brought forward to other domains like foods,
pesticides, and environmental waste?

g
|

Kenneth Hastings (con) & Michael Dourson (pro)
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Endowment Fund Update

Annette Koerner, PhD

The future of safety and regulatory science needs your support!

It was a fantastic achievement that the RSESS Endowment Fund reached
permanency in 2022, which would not have been possible without your strong
support and commitment.

Now we need to keep it going to maximize the value this can create to
support our common goal: advancing the science of safety evaluation and
regulatory toxicology to create a safer and healthier world.

Please consider donating this year to support the future generation of safety
scientists. Donations count both small or large! Please also consider any

matching support your company or institution may offer.

Only a strong endowment fund will enable us to create much-needed funding
opportunities for early career safety and regulatory scientists.

Thank you!

Annette Korner, PhD, DABT RSESS Endowment Fund Chair

Grad Students & Postdoc Update

Hi everyone,

It was an absolute pleasure being able to meet so many of you
during the 2023 SOT Annual Meeting. Can you believe that it has
almost been a year since then? Congratulations again to the RSESS
graduate student and postdoc award recipients. With that, as you
are finishing your research, please plan on submitting an application
to our awards for next year and/or participating in the Elsevier
Award: Three-Minute Thesis (TMT) Competition for 2024. As a
reminder, the deadline to apply for an award ahead of the 2024 SOT
Annual Meeting is November 17, 2023. I would like to extend a warm
welcome to new trainee RSESS members! Please feel free to email
me with any opportunities you would like to share with the larger
group, and we will be sure to share them. Additionally, if there are
any specific things as trainee that you would like us to cover, let me
know as well. I look forward to meeting many of you throughout the
year.

Stay well and stay safe,

Eric Brown Jr.

RSESS Graduate Student Representative
Taylor Carter, PhD

RSESS Postdoctoral Representative
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RSESS Awards

Senthil Perumal Kuppusamy, DVM, PhD, DABT, ERT

Its time of the year... RSESS recognizes students, postdocs and regulatory/safety scientists with several awards,
including monetary benefits. The deadline for the submission of applications is November 17, 2023. Please

consider applying/nominating for the below awards. For more details, please visit our website.

RSESS Graduate Student Excellence Award

RSESS Postdoc Excellence Award

RSESS Elsevier Award: Three-Minute Thesis (TMT)

RSESS Best Paper of the Year Award

RSESS Outstanding Contribution to Regulatory and Safety Evaluation Award

s W =

We also invite you to apply for the University of Arizona Trainee Award if you qualify. Contact the department of

Toxicology at UofA for more information.

Upcoming RSESS Webinar

The Modernization of Cosmetics Regulation Act and Confirming Cosmetic Safety
(Organized by William (Bill) Klaren, PhD, DABT)

Speakers:

Kim Norman, PhD, DABT, ERT, Senior Director of Toxicology, Personal Care Products
Council

Lauren Brown, DABT ToxStrategies Senior Scientist

Register Here

Mark your calendars for December 4, 2023 from 12:00 Noon to 1:00 PM EST!

In December of 2022, the Modernization of Cosmetics Regulation Act (MoCRA) was passed. This is the most substantial
overhaul to the regulation of cosmetic ingredients and products in the United States in almost 85 years. Several major
MoCRA provisions have statutory dates for implementation by US FDA at the end of 2023. This webinar will have two
presentations that will address the topic of MoCRA.

The first presentation will be given by Dr. Kim Norman, Senior Director of Toxicology at the Personal Care Products
Council. Dr. Norman will provide an overview of the regulatory framework in MoCRA. Several provisions of the rule have
statutory dates of December 29, 2023, including facility registration and product listing; records access; mandatory recall
authority; publication by the US FDA of a proposed rule for testing method for asbestos in talc-containing cosmetic
products as well as safety substantiation; and reporting of serious adverse events. Dr. Katz will provide up-to-date
information for the topics of interest to the Society prior to their implementation at the end of the year.

The second presentation will be given by Ms. Lauren Brown, Senior Scientist with ToxStrategies, who will present on the
topic of safety substantiation under MoCRA. Substantiation of safety prior to marketing cosmetic products in the United
States has been a requirement under the Food and Drug and Cosmetics Act. The onus of this requirement is on industry.
Unlike in the EU, which has a prescribed process, (as laid out in the Scientific Committee on Consumer Safety Notes of
Guidance) and documentation (the product information file), to follow in substantiating safety, similar guidance has not
been provided in the United States. The purpose of this presentation is to explore what toxicologists in this space
consider “adequate” with “reasonable certainty”. The presentation will touch on different approaches to substantiate
safety and how existing methods from both cosmetics and standard risk assessment can be integrated when
considering different ingredient types. The presentation will be given within the context of the most up-to-date
information from US FDA on MoCRA.
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