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The Scientific Committee on Health,
Environmental and Emerging Risks
(SCHEER) was requested by the
European Commission (EC) to provide a
scientific opinion on the safety of breast
implants in relation to anaplastic large
cell lymphoma (ALCL). There are several
types of textured breast implants;
surface textures of breast implants are
not all manufactured in the same way,
and breast implants with diverse surface
textures may also present different
benefits. The magnitude of the risk per
type of textured implant is difficult to
establish due to the low incidence of the
breast implants associated anaplastic
large cell lymphoma (BIA-ALCL).
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Therefore, risk assessments per implant
type are needed.

Overall SCHEER considers that there is
a moderate weight of evidence for a
causal relationship between textured
breast implants and BIA-ALCL,
particularly in relation to implants with
an intermediate to high surface
roughness.The pathogenic mechanisms
are not fully elucidated; current
hypotheses include genetic drivers,
chronic inflammation resulting either
from bacterial contamination, shell
shedding of particulates, or shell surface
characteristics leading to friction, or by
implant associated reactive compounds.
Reporting of new BIA-ALCL cases by the
national clinical registries is critically
important to obtain a better estimate of
the risk of BIA-ALCL for patients with a

breast implant.
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Depression is the world's predominant
mental health problem and a leading
cause of disability. Neuropharmacological

research has not yet advanced

treatments to sufficiently meet clinical
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need, largely due to the failure of animal
models to predict clinical efficacy. The
forced swim test (FST) has been
extensively used in the field of
antidepressant research but has been
under scrutiny due to its perceived
severity to animals. Any use of animals
in experiments and testing must have a
scientific or regulatory purpose and
researchers need to ensure that there is
no scientifically valid alternative.
However, regulatory requirements have
been incorrectly cited as a reason to
support the use of the FST. More
research is required on tests that do not
involve stressing animals as
replacements for the FST. Non-
behavioural neurochemical measures
might provide a means to advance
neuropharmacological developments
while reducing animal suffering. For

example, brain-derived neurotrophic

factor (BDNF) may be promising.
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Until now, the Draize test on rabbits has
been the only test performed to

anticipate ocular toxicity of

pharmaceutical compounds, mainly
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irritation. The OECD is urging the
scientific community to develop and
validate alternative methods to reduce
the need for animal testing. Since the
models and tests used cannot reflect the
entire biologic response, it is necessary to
combine them into integrated approaches
to testing and assessment (IATA) to
obtain robust data. IATAs, along with
adverse outcome pathways (AOP) that
encompass molecular cascades and key
events, require the best combinations of
tests. This commentary manuscript
describes these OECD tools and proposes
original approaches for ocular surface
AOP and an IATA for toxicity-induced
dry eye (TIDE).
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Omics methodologies are widely used in
toxicological research to understand
modes and mechanisms of toxicity.
Increasingly, these methodologies are
being applied to questions of regulatory
interest such as molecular point-of-

departure derivation and chemical

grouping/read-across. Despite its value,
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widespread regulatory acceptance of
omics data has not yet occurred. Barriers
to the routine application of omics data
in regulatory decision making have been:
1) lack of transparency for data
processing methods used to convert raw
data into an interpretable list of
observations; and 2) lack of
standardization in reporting to ensure
that omics data, associated metadata
and the methodologies used to generate
results are available for review by
stakeholders, including regulators. Thus,
in 2017, the Organisation for Economic
Co-operation and Development (OECD)
Extended Advisory Group on Molecular
Screening and Toxicogenomics
(EAGMST) launched a project to develop
guidance for the reporting of omics data
aimed at fostering further regulatory
use. Here, we report on the ongoing
development of the first formal reporting
framework describing the processing and
analysis of both transcriptomic and
metabolomic data for regulatory
toxicology. We introduce the modular
structure, content, harmonization and
strategy for trialling this reporting
framework prior to its publication by the
OECD.
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In this study, total arsenic (As), inorganic
arsenic (1As), cadmium (Cd), lead (Pb),
mercury (Hg), pesticides, and aflatoxins
(B1, B2, G1, G2) in Indian rice (Oryza
sativa) and their dietary exposure risks
for the general Saudi population were
evaluated. A total of 483 samples were
acquired from various ports and
supermarkets throughout the country.
Average elemental concentrations were
found to be in the following order: As
(0.1 + 0.024)>1As (0.038 + 0.015)>Pb
(0.023 + 0.008)>Cd (0.019 + 0.005)>Hg
(0.002 + 0.0004), and results did not

exceed maximum residue limits (MRLs).
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Out of the 294 analyzed pesticides, 15
were detected in rice, of which six were
fungicides, and nine were insecticides
with a detection frequency of 22% and
26%, respectively. Eight of the detected
pesticides were non-approved by the
European Union (EU) commission, but
their detection frequencies were low.
Surprisingly, rice samples analyzed for
aflatoxins were below the limit of
quantification (LOQ). Risk assessment
coupled with Monte Carlo simulation
based on the hazard quotient (HQ) and
incremental lifetime cancer risk (ILCR)
approaches revealed that exposure to
metal(loid)s and pesticides in rice were
below levels that might pose a health

risk.
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In 2019, the Dutch Food and Consumer
Product Safety Authority performed a
market surveillance for toy-slime (23
samples) and putty (16 samples). For
35% of the toy-slimes and 13% of the
putties, the migration of boron exceeded
the European legal limit of 300 and
1200 mg/kg respectively. In 36% of the
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toy samples, methylisothiazolinone (MI)
and chloromethylisothiazolinone (CMI)
were detected in levels up to 25 and

38 mg/kg, respectively, much higher than
the European legal limit for aqueous toys
intended for children younger than three.
59% of the toys contained other
preservatives such as 2-phenoxyethanol,
p-hydroxybenzoic acid and parabens. In 2
toy-slimes and 2 putties N-
nitrosodiethanolamine (NDELA) was
found in amounts up to 2.3 mg/kg. A risk
assessment was performed for boron and
NDELA. The estimated exposure to
boron did not exceed the health based
guidance value. The estimated exposure
to NDELA from 2 toy-slimes may pose a
health risk. For 2 putties the estimated
exposure to NDELA was somewhat
lower, but health risks could not be
excluded. The presence of
isothiazolinones may lead to skin
sensitisation. It is recommended to
extend the legal limit for NDELA, MI
and CMI in finger-paint and labelling

requirements to other aqueous toys.
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Apremilast is an oral, selective small
molecule inhibitor of phosphodiesterase-
4 (PDE4) that has been approved for the
treatment of active psoriatic arthritis,
moderate to severe plaque psoriasis, and
for patients with oral ulcers associated
with Behget's disease. Apremilast
modulates the inflammatory cascade in
cells by inhibiting PDE4, thus preventing
the degradation of cyclic adenosine
monophosphate, resulting in the
upregulation of interleukin (IL)-10 and
the downregulation of proinflammatory
cytokines, including I1.-23, interferon
gamma (IFNy), and tumor necrosis factor
alpha (TNFa). Here, we evaluated the
genotoxic and carcinogenic potential of
apremilast using Good Laboratory
Practice (GLP)-compliant in vitro and in
vivo studies. Apremilast was not
genotoxic in the genetic toxicology
battery, as evaluated for mutagenicity in
the Ames test up to concentrations of
5000 pg/plate, clastogenicity in cultured
human peripheral blood lymphocytes up
to concentrations of 700 ug/mL was in
excess of the solubility limit in culture
medium and not able to assess; and
negative for the induction of micronuclei
in the bone marrow micronucleus test in
mice up to doses of 2000 mg/kg/day.
Furthermore, apremilast did not increase
the incidence of tumors in lifetime rat or
mouse carcinogenicity studies up to the

maximum tolerated dose. In summary, in
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non-clinical studies, apremilast is not

genotoxic and is not carcinogenic.
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The paper aims to propose a new method
to evaluate the occupational exposure
risk for examiners involved in dynamic
olfactometry. Indeed, examiners are
possibly exposed to hazardous pollutants
potentially present in odorous samples. A
standardized method to evaluate the
examiners' occupational safety is not yet
available and the existing models
present some critical aspect if applied to
real odorous samples (no uniform
reference concentrations applied and
presence of compounds for which no
toxicity threshold is available). A
deepening of assessment procedure to
evaluate the occupation exposure risk for
olfactometric assessors is necessary. This
paper proposes a standardized approach
for risk assessment in dynamic
olfactometry. The proposed approach
allows the quantification synthetic and
conservative risk indices. In this model,

the use of the hazard index for the

AGwiE, B4 LT 77 R A MU —IZ
B3 %A E OREREY 27 Z27HIT 5
BFLWHIEEZRETHAZEAHME LT
Do FEEE, FEAEITRWY VT VITHFET
LA B 5B/ ERGMEIZE b S
LAREMEDN Y £, FEE OB L
P9 D RERE L SN TIEILE AT TR
T BEFEOET VL, EBRORKY 7L
CHEA SN DG, W< OO EE I
ERORLET A RRERESEH SN
T wBmHEREAS O TWRWMEAR I OTF
1E)y ANT 77 FA N v 7 EEEDR
¥RTE ) A ZFAMT D 72D OFHEFIED
FILPLETH D, AwL Tk, #ryA v
Z7 7 hA RN —IZBTDH U AT FHEOT-
DO SN T T o —F2RET D,
BESNET o —F1%, BB L OST
72 ) A7 e a BBt 75 2 &N TEE
To ZOETNTIX, HEREBAMEY 27 %
P % 72 DIZ RKIRE W D~ — R
DEABREZESNE Lz, AU 27 O
BUIRNAMEY 27 Z2HEET 572018 M
Ihic, BEINEHEEAN— RIS T,



https://www.sciencedirect.com/science/article/pii/S0273230021001446
https://www.sciencedirect.com/science/article/pii/S0273230021001446
https://www.sciencedirect.com/science/article/pii/S0273230021001446

Google transledion] AETC Triad

odorous mixture was proposed to assess
the non-carcinogenic risk; the calculation
of the inhalation risk was applied to
estimate the carcinogenic risk. Different
databases can be used to retrieve proper
occupational exposure limits, according
to the proposed hierarchical basis. These
implementations allow obtaining the
complete characterization of real samples
which can be used to calculate the
minimum dilution factor for protecting

the panellists’ health.
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The ICH M7 (R1) guideline recommends
the use of complementary (Q)SAR
models to assess the mutagenic potential
of drug impurities as a state-of-the-art,
high-throughput alternative to empirical
testing. Additionally, it includes a
provision for the application of expert
knowledge to increase prediction
confidence and resolve conflicting calls.
Expert knowledge, which considers
structural analogs and mechanisms of

activity, has been valuable when models

return an indeterminate (equivocal)
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result or no prediction (out-of-domain). A
retrospective analysis of 1002 impurities
evaluated in drug regulatory applications
between April 2017 and March 2019
assessed the impact of expert review on
(Q)SAR predictions. Expert knowledge
overturned the default predictions for
26% of the impurities and resolved 91%
of equivocal predictions and 75% of out-
of-domain calls. Of the 261 overturned
default predictions, 15% were upgraded
to equivocal or positive and 79% were
downgraded to equivocal or negative.
Chemical classes with the most
overturns were primary aromatic amines
(46%), aldehydes (45%), Michael-reactive
acceptors (37%), and non-primary alkyl
halides (33%). Additionally, low
confidence predictions were the most
often overturned. Collectively, the results
suggest that expert knowledge continues
to play an important role in an ICH M7
(Q)SAR prediction workflow and triaging
predictions based on chemical class and

probability can improve (Q)SAR review

efficiency.
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Acute oral toxicity classifications are
based on the estimated chemical dose
causing lethality in 50 % of laboratory
animals tested (LDso). Given the large
number of pesticide registration
applications that require acute toxicity
data, an alternative to the in vivo test
could greatly reduce animal testing. The
United Nations Globally Harmonized
System of Classification and Labelling of
Chemicals (GHS) Mixtures Equation
estimates the acute toxicity of mixtures
using the toxicities of mixture
components. The goal of this study was
to evaluate the concordance of LDsos
predicted using the GHS Mixtures
Equation and LDsos from the in vivo test
results. Using the EPA classification
system, concordance was 55 % for the full
dataset (N = 671), 52 % for agrochemical
formulations (N = 620), and 84 % for
antimicrobial cleaning products (N = 51).
Most discordant results were from
substances LDso > 2000 mg/kg (limit
test) or 2000 < LDso < 5000 mg/kg that
were predicted as LDso > 5000 mg/kg. A
supplementary analysis combining all
formulations with an LDso > 500 mg/kg
produced a concordance of 82 %. The lack
of more toxic formulations in this dataset
prevented a thorough evaluation of the
GHS equation for such substances.
Accordingly, our results suggest the GHS
equation is helpful to predict the toxicity
of mixtures, particularly those with

lower toxicity
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A decision-scheme outlining the steps for
identifying the appropriate chemical
category and subsequently appropriate
tested source analog(s) for data gap
filling of a target chemical by read-across
1s described. The primary features used
in the grouping of the target chemical
with source analogues within a database
of 10,039 discrete organic substances
include reactivity mechanisms associated
with protein interactions and specific-
acute-oral-toxicity-related mechanisms
(e.g., mitochondrial uncoupling).
Additionally, the grouping of chemicals
making use of the in vivo rat metabolic
simulator and neutral hydrolysis.
Subsequently, a series of structure-based
profilers are used to narrow the group to
the most similar analogues. The scheme
is implemented in the OECD QSAR
Toolbox, so it automatically predicts
acute oral toxicity as the rat oral LD50
value in log [1/mol/kg]. It was
demonstrated that due to the inherent

variability in experimental data,
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classification distribution should be
employed as more adequate in
comparison to the exact classification. It
was proved that the predictions falling in
the adjacent GSH categories to the
experimentally-stated ones are
acceptable given the variation in
experimental data. The model
performance estimated by adjacent
accuracy was found to be 0.89 and 0.54
while based on R2. The mechanistic and

predictive coverages were >0.85.
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Electronic Nicotine Delivery Systems
(ENDS), i.e., electronic-cigarettes (e-cigs)
and Tobacco Heating Products (THPs),
are rapidly growing in popularity.
Nonetheless, comprehensive quality and
safety requirements for regulatory
purposes are still under development.
Cytotoxicity studies are important initial
steps in appraising the potential ENDS
toxicity. The aim of the present study
was to screen different in vitro
cytotoxicity methods for the assessment
of ENDS toxicity. We evaluated NRU,
MTT, Annexin V apoptosis (AN-V), High-
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Content Screening (HCS) assays and
Real-Time Cell Analysis (RTCA), to
compare two e-cigs and two THPs with
the 1R6F reference tobacco cigarette.
Human adenocarcinoma lung epithelial
cells (H292) were exposed to tobacco
smoke and ENDS vapor at air-liquid
interface. All tests showed reduced cell
viability following 1R6F smoke exposure
and slight or no reduction with ENDS at
24 h. AN-V and RTCA exhibited a
further significant reduction in cell
viability following 1R6F exposure. AN-V
allowed to discriminate viable cells from
those in early/late apoptosis. RTCA and
HCS being time-resolved analyses
elucidate the kinetic dependency
parameter for toxicity of smoke/vapor
chemicals on cell viability. In conclusion,
NRU assay may be considered a suitable
test, especially when combined with a
time-resolved analysis, for assessing the

kinetic of cytotoxicity induced by these

products.
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The estimated concentrations for a

stimulation index of 3 (EC3) in murine
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local lymph node assay (LLNA) is an
important quantitative value for
determining the strength of skin
sensitization to chemicals, including
cosmetic ingredients. However, animal
testing bans on cosmetics in Europe
necessitate the development of
alternative testing methods to LLNA. A
machine learning-based prediction
method can predict complex toxicity risks
from multiple variables. Therefore, we
developed an LLNA EC3 regression
model using CatBoost, a new gradient
boosting decision tree, based on the
reliable Cosmetics Europe database
which included data for 119 substances.
We found that a model using in
chemico/in vitro tests, physical
properties, and chemical information
associated with key events of skin
sensitization adverse outcome pathway
as variables showed the best
performance with a coefficient of
determination (R2) of 0.75. In addition,
this model can indicate the variable
importance as the interpretation of the
model, and the most important variable
was associated with the human cell line
activation test that evaluate dendritic
cell activation. The good performance
and interpretability of our LLNA EC3
predictable regression model suggests
that it could serve as a useful approach
for quantitative assessment of skin

sensitization.
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A cross-industry survey was conducted
by EFPIA/IQ DruSafe in 2018 to provide
information on photosafety evaluation of
pharmaceuticals after implementation of
ICH S10. This survey focused on the
strategy utilized for photosafety risk
assessment, the design of nonclinical (in
vitro and in vivo) and clinical
evaluations, the use of exposure margins
in risk assessment, and regulatory
interactions. The survey results
indicated that a staged approach for
phototoxicity assessment has been
widely accepted by regulatory authorities
globally. The OECD-based 3T3 NRU
Phototoxicity Test is the most frequently
used in vitro approach. Modifications to
this assay suggested by ICH S10 are
commonly applied. For in-vitro-positives,
substantial margins from in vitro ICso
values under irradiation to Cmax (clinical)
have enabled further development
without the need for additional
photosafety data. In vivo phototoxicity
studies typically involve dosing rodents

and exposing skin and eyes to simulated
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sunlight, and subsequently evaluating at
least the skin for erythema and edema.
However, no formal guidelines exist and
protocols are less standardized across
companies. A margin-of-safety approach
(based on Cmax at NOAEL) has been
successfully applied to support clinical
development. Experience with dedicated
clinical phototoxicity studies was limited,

perhaps due to effective de-risking

approaches employed based on ICH S10.
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The aim of the study was to use multiple
In vitro assays to assess the effects of a
model irritant, sodium dodecyl sulphate
(SDS) (<10 mM (0.29 %, w/v)), on an in
vitro model of the airway, MucilAir™,
The use of MucilAir™ in recovery studies
was also explored.

A 24 h exposure increased IL-8 release at
an SDS concentration >0.63 mM

(0.018 %, w/v). Mucin secretion increased
and transepithelial electrical resistance
(TEER) decreased at SDS concentrations
>1.25 mM (0.04 %, w/v). Cytotoxicity
(lactate dehydrogenase (LDH) release

into basolateral chamber) was observed
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at SDS concentrations of >2.5 mM

(0.07 %, w/v). The sensitivity of the
assays was IL-8 release > TEER = mucin
secretion > LDH release.

After 7 days, full or partial recovery was
observed for intermediate concentrations
of SDS using all assays but not at 5 and
10 mM SDS. Morphologically, erosion
and cell loss were observed at these
concentrations. Resazurin metabolism at
7 days tended to decrease in a dose-
dependent manner at SDS
concentrations above 2.5 mM (0.07 %,
wiv).

Together, these data support a No
Observable Effect Level of 0.31 mM
(0.009 % w/v) SDS and the use of
MucilAir™ as a relevant model for

airway toxicity studies.
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Although the 3Rs are broadly applied in
nonclinical testing, a better appreciation
of the 3Rs is needed in the field of
differentiated or value-added
pharmaceutical generics because the
minor changes in formulation, dosage

form, indication, and application route

3R IFFEEEARBR CTIA < WA S E 923,
RIKI, A, WISE, BLOT 7Y r—v
3 L b— hODLTNREIL, £< D
&, BN ENE L LT
D, ZERUEE T IS EESE S Y = R Y
v 7 DLy T 3R O LY BWEHliA %I T
9, K[E FDA & EUEMA L, fWHE. 76%



https://www.sciencedirect.com/science/article/pii/S0273230021001574
https://www.sciencedirect.com/science/article/pii/S0273230021001574

Google transledion] AETC Triad

often do not require additional safety
testing. The US FDA and the EU EMA
have comprehensive regulations for such
drugs based on quality, therapeutic
equivalence, and safety guidelines.
However, no scientific publications on
how the concept of replacement and
reduction from 3Rs principles can be
applied in the safety assessment of
differentiated generics were found in the
public domain. In this review, we discuss
the application of 3Rs in nonclinical
testing requirements for differentiated
generics. Practical examples are provided
in the form of case studies from
regulated markets. We highlight the
need for utilization of existing data to
establish equivalence (differentiated
generic vs innovator) in efficacy and
safety. The case studies indicate that
data requirements from animal
experiments have been reduced to a
large extent in some major markets
without compromising quality and safety.
In this context, we also highlight the
problem that on a global scale, a true
reduction of animal experiments will
only be achieved when all countries

adopt similar practices
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Historical control data (HCD) consist of
pooled control group responses from
bioassays. These data must be collected
and are often used or reported in
regulatory toxicology studies for multiple
purposes: as quality assurance for the
test system, to help identify toxicological
effects and their effect-size relevance and
to address the statistical multiple
comparison problem.

The current manuscript reviews the
various classical and potential new
approaches for using HCD. Issues in
current practice are identified and
recommendations for improved use and
discussion are provided. Furthermore,
stakeholders are invited to discuss
whether it 1s necessary to consider
uncertainty when using HCD formally
and statistically in toxicological
discussions and whether binary
inclusion/exclusion criteria for HCD
should be revised to a tiered information
contribution to assessments.

Overall, the critical value of HCD in
toxicological bioassays is highlighted
when used in a weight-of-evidence

assessment.
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In 2020, the European Commission up-
classified pure cobalt metal to a Category
1B hazard, based primarily on data from
rodent inhalation carcinogenicity studies
of metallic cobalt. The European
Commission review did not evaluate
cobalt-containing alloys in medical
devices, which have very different
properties vs. pure cobalt metal and did
not include a systematic epidemiologic
review. We performed a systematic
review and meta-analysis of published,
peer-reviewed epidemiologic studies
evaluating the association between
overall cancer risk and exposure to
orthopedic implants containing cobalt
alloys or cobalt particulates in
occupational settings. Study-specific
estimates were pooled using random-
effects models. Analyses included 20
papers on orthopedic implants and 10
occupational cohort papers (~1 million
individuals). The meta-analysis
summary estimates (95% confidence
intervals) for overall cancer risk were
1.00 (0.96-1.04) overall and 0.97 (0.94—
1.00) among high-quality studies.
Results were also similar in analyses
stratified by type of exposure/data
sources (occupational cohort, implant

registry or database), comparators
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(general or implant population), cancer
incidence or mortality, follow-up duration
(latency period), and study precision. In
conclusion, meta-analysis found no
association between exposure to
orthopedic implants containing cobalt
alloys or cobalt particulates in
occupational settings and overall cancer
risk, including an analysis of studies

directly comparing metal-on-metal vs.

non-metal-on-metal implants.
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In 2017, the European Union (EU)
Committee for Risk Assessment (RAC)
recommended the classification of
metallic cobalt (Co) as Category 1B with
respect to its carcinogenic and
reproductive hazard potential and
Category 2 for mutagenicity but did not
evaluate the relevance of these
classifications for patients exposed to Co-
containing alloys (CoCA) used in medical
devices. CoCA are inherently different
materials from Co metal from a
toxicological perspective and thus

require a separate assessment. CoCA are

biocompatible materials with a unique
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combination of properties including
strength, durability, and a long history of
safe use that make them uniquely suited
for use in a wide-range of medical
devices. Assessments were performed on
relevant preclinical and clinical
carcinogenicity and reproductive toxicity
data for Co and CoCA to meet the
requirements under the EU Medical
Device Regulation triggered by the
ECHA re-classification (adopted in
October 2019 under the 14th Adaptation
to Technical Progress to CLP) and to
address their relevance to patient safety.
The objective of this review is to present
an integrated overview of these
assessments, a benefit-risk assessment
and an examination of potential
alternative materials. The data support
the conclusion that the exposure to CoCA
in medical devices via clinically relevant
routes does not represent a hazard for
carcinogenicity or reproductive toxicity.
Additionally, the risk for the adverse
effects that are known to occur with
elevated Co concentrations (e.g.,
cardiomyopathy) are very low for CoCA
implant devices (infrequent reports often
reflecting a unique catastrophic failure
event out of millions of patients) and
negligible for CoCA non-implant devices
(not measurable/no case reports). In
conclusion, the favorable benefit-risk
profile also in relation to possible

alternatives presented herein strongly
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support continued use of CoCA in

medical devices.
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Next generation risk assessment (NGRA)
1s an exposure-led, hypothesis-driven
approach that has the potential to
support animal-free safety decision-
making. However, significant effort is
needed to develop and test the in vitro
and in silico (computational) approaches
that underpin NGRA to enable confident
application in a regulatory context. A
workshop was held in Montreal in 2019
to discuss where effort needs to be
focussed and to agree on the steps
needed to ensure safety decisions made
on cosmetic ingredients are robust and
protective. Workshop participants
explored whether NGRA for cosmetic
ingredients can be protective of human
health, and reviewed examples of NGRA
for cosmetic ingredients. From the
limited examples available, it is clear
that NGRA is still in its infancy, and
further case studies are needed to

determine whether safety decisions are

sufficiently protective and not overly
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conservative. Seven areas were identified
to help progress application of NGRA,
including further investments in case
studies that elaborate on scenarios
frequently encountered by industry and
regulators, including those where a ‘high
risk’ conclusion would be expected. These
will provide confidence that the tools and
approaches can reliably discern differing
levels of risk. Furthermore, frameworks
to guide performance and reporting
should be developed.
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In cosmetic products, the
ingredient propylparaben (CAS No
94-13-3, EC No 202-307-7) with the
chemical names Propyl 4-
hydroxybenzoate and 4-
Hydroxybenzoic acid propyl ester is
currently regulated as a
preservative in a concentration up
to 0.14% (as acid) (Annex V/12a).
In addition, a safe concentration
was established for mixtures of
parabens, where the sum of the LY,

individual concentrations should

not exceed 0.8% (as acid). However,
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in such mixtures the sum of the
individual concentrations of butyl-
and propylparaben and their salts
should not exceed 0.14%.
Propylparaben was subject to
different safety evaluations in 2005
(SCCP/0874/05), 2006
(SCCP/1017/06), 2008
(SCCP/1183/08), 2010
(SCCS/1348/10), 2011
(SCCS/1446/11), and in 2013
(SCCS/1514/13).

On the basis of the safety
assessment of propylparaben, and
considering the concerns related to
potential endocrine disrupting
properties, the SCCS has
concluded that propylparaben is
safe when used as a preservative in
cosmetic products up to a
maximum concentration of 0.14%.
The available data on
propylparaben provide some
indications for potential endocrine
effects. However, the current level
of evidence is not sufficient to
regard it as an endocrine
disrupting substance, or to derive a
toxicological point of departure
based on endocrine disrupting
properties for use in human health
risk assessment.

The SCCS mandate does not
address environmental aspects.
Therefore, this assessment did not

cover the safety of propylparaben
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for the environment. Link to the
Opinion (SCCS/1623/20):
https://ec.europa.eu/health/sites/def

ault/files/scientific_committees/con

sumer_safety/docs/sces_o 243.pdf
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