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Historically, allergic contact dermatitis (ACD) to chemicals encouraged hazard
identification improvements, more sophisticated risk assessment and implementation
of regulatory strategies, including banning of specific sensitising substances. The
validation process applied to hazard identification methods demonstrates their
accuracy; their use to characterise sensitiser potency facilitates quantitative and
transparent risk assessment. Diagnostic patch testing at dermatology clinics worldwide
delivers feedback showing where risk assessment/management has been insufficient or
did not target the exposure of concern, thereby facilitating improvements. When urgent
action to protect human health was required, regulations limited/banned, specific skin
sensitisers. This can be seen in practice with the fragrance industry, a known source of

ACD, thus requiring risk management, usually restrictions to limit allergy induction,
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and very rarely specific bans on ingredients. Experience and development of more
sophisticated tools, e.g. to assess aggregate exposure from multitude of consumer
product types, has led to repeated adaptation of risk assessment and promulgation of
updated fragrance use limits. Although targeted control may not always lead to rapid
change in the overall clinical picture, it is preferable to a blanket undifferentiated
regulatory control of all sensitisers, resulting in unwarranted restrictions for many

uses of no health concern, with consequent substantial socio-economic impacts.
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Background

Seven national medicines regulatory authorities in the East African Community (EAC)
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have embraced regulatory reliance, harmonization and work sharing through the EAC
Medicines Regulatory Harmonization programme. Measuring the performance of
regulatory systems provides key baseline information to build on regulatory system-
strengthening strategies. Therefore, the aim of the study was to evaluate the regulatory
performance of the EAC joint scientific assessment of applications approved between
2018 and 2021.

Methods

Utilising a data metrics tool, information was collected reflecting timelines for various
milestones including submission to screening, scientific assessment and communication
of regional recommendations for biologicals and pharmaceuticals that received a positive
regional recommendation for product registration from 2018 to 2021.

Results

Several challenges as well as possible solutions were identified, including median overall
approval times exceeding the EAC 465-day target and median times to issue marketing
authorisation following EAC joint assessment recommendation that far exceeded the
116-day target. Recommendations included establishment of an integrated information
management system and automation of the capture of regulatory timelines through the
EAC metric tool.

Conclusions

Despite initiative progress, work is required to improve the EAC joint regulatory
procedure to achieve regulatory systems-strengthening and ensure patients’ timely

access to safe, efficacious and quality medicines.
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alpha-Glycosyl isoquercitrin (AGIQ) is a flavonoid that possesses antioxidant and tumor

suppressive capabilities and is marketed as a food additive in Japan. The aim of this
study was to assess the potential for oral chronic toxicity and carcinogenicity of AGIQ in
male and female Sprague Dawley rats following up to 5.0% dietary exposure. In the
chronic toxicity study, rats were exposed to AGIQ or vehicle for one year with a 6-month
Iinterim termination point; for the carcinogenicity study, rats were treated for 24 months.
No signs of AGIQ-related toxicity clinically or histologically were observed for up to one
year except for yellow discoloration of bone. In the carcinogenicity study, a statistically
significant increase in the incidence of malignant glioma of the brain or spinal cord was
observed in female rats exposed to 5.0% AGIQ compared to those exposed to control feed.
A Scientific Advisory Panel of experienced neuropathologists reviewed the gliomas
(routine stains and glial cell markers) and concluded that the gliomas were a rare,
spontaneous, rat-specific neoplasm: malignant microglial tumor. The lesions could not
definitively be attributed to AGIQ exposure and have limited implications with respect

to predicting human cancer risk.
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Goji berry leaf (GL) has been used for medicinal foods for its pharmacological effects,
including anti-oxidative and anti-obesity activities. Nevertheless, toxicological
information on GL is limited for developing health functional ingredient. The aim of the
research was to evaluate the single dose acute, 14-day repeated oral toxicity, and
genotoxicity of standardized roasted GL extract (*GL) rich in kaempferol-3-O-
sophoroside-7-O-glucoside. Tested rGL was found to be stable as kaempferol-3-O-
sophoroside-7-O-glucoside, showing 0.7-2.1% of analytical standard variance. According
to the single dose toxicity for 14 days, the lethal dose of rGL was determined to
be > 2000 mg/kg. Repeated doses of 0—1000 mg/kg of rGL per day for 14 days did not
show any toxicity signs or gross pathological abnormalities. No genotoxic signs for the
rGL treatment appeared via bacterial reverse mutation up to 5000 pg/plate. There was
no significant increase in chromosomal aberration of rGL irrespective of metabolic
activation by using CHO-K1 cells (p>0.05). Regarding carcinogenic toxicity,
chromosomal aberrations were not induced at 2000 mg of rGL/kg by using the in
vivo bone marrow micronucleus test (p > 0.05). Results from the current study suggest
that rGL could be used as a functional ingredient to provide various effects with safety

assurance.
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In this study, the toxicity of ferric oxide nanoparticles (Fe:0; NPs) administered through
gavage to Sprague Dawley (SD) rats for 94 d, consecutively and the recovery after
Fe:03 NPs withdrawal for 30 d were evaluated. The vehicle control group, low-, medium-,
and high-dose groups were administered with the vehicle (0.5% sodium carboxymethyl
cellulose [CMC-Nal), 125, 250, and 500 mg/kg of Fe:0; NPs, respectively, administered
every morning for 94 d. There was no significant difference in the body weight, food
intake, hematological, blood biochemical, and urine indices of SD rats in each
administration group and the control group (P> 0.05). There was no significant
difference in organ weight, organ indices, and the coefficient of the visceral brain
between the SD rats in the different dosage groups and the SD rats in the vehicle control
group (P> 0.05). Histopathological observations showed that there was no correlation
between the pathological lesions of the organs observed in this study and the dose of
Fe:0s NPs (P > 0.05). The no-observed-adverse-effect level (NOAEL) dose of Fe:Os NPs
was initially determined to be 500 mg/kg administered to SD rats through oral gavage
for 94 d, consecutively, followed by recovery after Fe:Os NPs withdrawal for 30 d.
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Toluene is a volatile hydrocarbon with solvent applications in several industries. Acute
neurological effects in workers exposed to toluene have been reported in various
publications. To inform the basis for a toluene Short Term Exposure Limit (STEL),
studies of toluene-exposed workers were modeled using customized exposure scenarios
within an existing physiologically-based pharmacokinetic (PBPK) model to simulate
blood concentrations during individual studies. Maximum simulated blood concentration
ranged from 0.3 to 1.7 (mean = 0.74 mg/L, median = 0.73, upper 95th percentile = 1.07)
at the studies identified No Observed Adverse Effect Concentration (NOAEC). Maximum
simulated blood concentration ranged from 0.7 to 4.1 mg/L (mean = 1.81, median = 1.63,
lower 95th percentile = 0.92) at the studies identified Lowest Observed Adverse Effect
Concentration (LOAEC). The maximum blood concentration for a 100 ppm STEL-like
simulation was 0.4 mg/L, at the lower end of the NOAEC range and below the 95th
percentile of the LOAEC. Therefore, it appears that a STEL <100 ppm would be

unnecessary to protect workers due to peak occupational exposures to toluene.

Research article

Making in silico predictive models for toxicology FAIR

Mark T.D. Cronin, Samuel J. Belfield, Katharine A. Briggs, Steven J. Enoch, ... Despoina
Sousoni

Article 105385

View PDF

BSMFICHTS [n silico FRIETIVICIE, EEREEFMHEAER (QSAR) LAEE P HEE R (PBK) 770
—FHENHY ., YIBILZ AL ADME it EMFZHHR. NEBRELFAT D, COIIBETIVIE,
EZHEDIVRIFHED—BRELT, T—E2F¥ vy T2 EBOL-DIFEASNDG, EHEZD-HODI2TF
BIETIWEHEZRICHIATESLIICL. BRUZHERTILEENEFOTLS, AT, T 2B DT
HIZBAF S 1= FAIR(Findable, Accessible. Interoperable, Reusable) DREIA, 422 )aFBETILIZ
EDESITHEAEINF=AERRD, FFIZ, FAR DRAZEEDISITHEATNIE, COLIBETIVIZESF A
EERAFN LB ZITANPCTLEENERELE T, FAR OH LD 5EIEZEN/N\—7 5 18 ORAIHFHFE
Eht-, BHEZITETS in silico FRIETILE FAIRIET HIET, TOFERAEZBIEMT HEANERS
nTs,

In silico predictive models for toxicology include quantitative structure-activity
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relationship (QSAR) and physiologically based kinetic (PBK) approaches to predict
physico-chemical and ADME properties, toxicological effects and internal exposure. Such
models are used to fill data gaps as part of chemical risk assessment. There is a growing
need to ensure in silico predictive models for toxicology are available for use and that
they are reproducible. This paper describes how the FAIR (Findable, Accessible,
Interoperable, Reusable) principles, developed for data sharing, have been applied to in
silico predictive models. In particular, this investigation has focussed on how the FAIR
principles could be applied to improved regulatory acceptance of predictions from such
models. Eighteen principles have been developed that cover all aspects of FAIR. It is
intended that FAIRification of in silico predictive models for toxicology will increase

their use and acceptance.
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In 2013, the Global Coalition for Regulatory Science Research (GCRSR) was established
with members from over ten countries (www.gcrsr.net). One of the main objectives of
GCRSR is to facilitate communication among global regulators on the rise of new
technologies with regulatory applications through the annual conference Global Summit
on Regulatory Science (GSRS). The 11th annual GSRS conference (GSRS21) focused on
“Regulatory Sciences for Food/Drug Safety with Real-World Data (RWD) and Artificial
Intelligence (AI).” The conference discussed current advancements in both AT and RWD
approaches with a specific emphasis on how they impact regulatory sciences and how
regulatory agencies across the globe are pursuing the adaptation and oversight of these
technologies. There were presentations from Brazil, Canada, India, Italy, Japan,
Germany, Switzerland, Singapore, the United Kingdom, and the United States. These
presentations highlighted how various agencies are moving forward with these
technologies by either improving the agencies’ operation and/or preparing regulatory
mechanisms to approve the products containing these innovations. To increase the
content and discussion, the GSRS21 hosted two debate sessions on the question of “Is
Regulatory Science Ready for AI?” and a workshop to showcase the analytical data tools
that global regulatory agencies have been using and/or plan to apply to regulatory
science. Several key topics were highlighted and discussed during the conference, such
as the capabilities of Al and RWD to assist regulatory science policies for drug and food
safety, the readiness of Al and data science to provide solutions for regulatory science.
Discussions highlighted the need for a constant effort to evaluate emerging technologies
for fit-for-purpose regulatory applications. The annual GSRS conferences offer a unique
platform to facilitate discussion and collaboration across regulatory agencies,

modernizing regulatory approaches, and harmonizing efforts.
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Opinion to be cited as: SCCS (Scientific Committee on Consumer Safety), Opinion on
Acid Yellow 3 — C054 (CAS Number 8004-92-0, EC No 305-897-5), submission II,
preliminary version of 7 May 2021, final version of 23 July 2021, SCCS/1631/21.
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