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Some proteins, including
enzymes, can induce allergic
sensitization of various types,
including allergic
sensitization of the
respiratory tract. There is now
an increased understanding of
the role that the skin plays in
the development of IgE-
mediated allergy and this
prompts the question whether
topical exposure to enzymes
used widely in consumer
cleaning products could result
in allergic sensitization. Here,
the evidence that proteins can
interact with the skin immune
system and the way they do so
is reviewed, together with a
consideration of the
experience gained over
decades of the use of enzymes
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in laundry and cleaning
products. The conclusion
drawn is that although
transcutaneous sensitization
to proteins can occur
(typically through
compromised skin) resulting
in IgE antibody-mediated
allergy, in practice such skin
contact with enzymes used in
laundry and cleaning
products does not appear to
pose a significant risk of
allergic disease. Further, the
evidence summarized in this
publication support the view
that proteins do not pose a
risk of allergic contact
dermatitis.
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cause toxicity to the testes and
fetotoxicity and that this is
caused by the common
metabolites methoxy and
ethoxyacetic acid,
respectively. There have been
numerous published claims
that EGE fall into the category
of ‘endocrine disruptors’ often
without substantiated
evidence. This review
systematically evaluates all of
the available and relevant in
vitro and in vivo data across
this family of substances
using an approach based
around the EFSA/ECHA 2018
guidance for the identification
of endocrine disruptors. The
conclusion reached is that
there is no significant
evidence to show that EGE
target any endocrine organs
or perturb endocrine
pathways and that any toxicity
that is seen occurs by non-
endocrine modes of action.
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Derisking is not a
pharmaceutical industry
strategy to reduce time, effort,
or costs in drug development.
Derisking strategies
originated within the National
Institutes of Health as a
predicate to good science.
There is a growing sentiment
within drug development
programs to diminish the
importance of behavioral
measures in toxicological
studies and in the Tiered
Safety assessment plans of the
U.S. Regulatory Agencies and
the International Commission
on Harmonization. The
validity and reliability of the
Functional Observational
Batter (FOB) is critically
dependent on consistency and
technical quality in each risk
assessment plan. US Federal
and International drug
approval organizations have
universally adopted the
concept of principles of test
construction rather than
delineating specific behavioral
assay endpoints for inclusion
of the FOB in nonclinical
safety protocols. The validity
and reliability of behavioral
observations in standardized
neurotoxicity screening is
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critically dependent on the
FOB developed by the Study
Director with the Sponsor
throughout all stages of
testing.. The individual risk
factors selected for
observation to be included in
the early Tier 1 safety program
should be determined by the
mechanism and mode of
action of the test article. The
results of Tier I testing are the
basis for Tier II testing
designs. Critical to the
compliance with Good
Laboratory Practices is the
documentation of training of
the operational staff
scheduled to conduct all
aspects of the established
protocol.
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associated with exposure to
these cobalt substances
include oxidative stress and
genotoxicity. Some, but not
all, cobalt substances

induce in vitro clastogenicity
or an increase in micronuclei.
As a result, these substances
are classified genotoxic
carcinogens, having major
impacts on their risk
assessment, e.g. assumption
of a non-thresholded dose
response. Here, we
investigated the potential of
nine cobalt substances to
cause genotoxicity and
oxidative stress using the
ToxTracker assay, with an
extension to measure
biomarkers of hypoxia. None
of the nine tested substances
activated the DNA damage
markers in ToxTracker, and
five substances activated the
oxidative stress response
reporters. The same five
substances also activated the
expression of several hypoxia
target genes. Consistent with
the lower tier of testing found
in the preceding paper of this
series, these compounds can
be grouped based on their
ability to release bioavailable
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cobalt ion and to trigger
subsequent key events.
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Bioelution tests measure in
vitro the release of metal ion
in surrogate physiological
conditions (termed
“bioaccessibility”) and
estimate the potential
bioavailability relative to that
of a known reference metal
substance. Bioaccessibility of
cobalt ion from twelve cobalt
substances was tested in three
artificial lung fluids
(interstitial, alveolar and
lysosomal) to gather
information about the
substances’ fate and potential
bioavailability in the
respiratory tract after
inhalation. The results can be
used as one line of evidence to
support grouping and read-
across for substances

lacking in vivo data, and
where in vivo testing is not
readily justifiable. Strong
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differences were observed in
the dissolution behaviour of
the substances in the different
fluids, with the cobalt
substances generally being
less soluble in neutral pH
fluids and more soluble in the
acidic pH fluid. The resulting
database, presented with its
strengths and limitations, was
used to support the
formulation of an initial
grouping of these cobalt
substances into three
categories.
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Some events of hepatotoxicity
have been linked to
consumption of green tea
supplements. The association
between consumption of
green tea or green tea
supplements and abnormal
liver biomarkers in adults was
investigated using cross-
sectional data from the 2009—
2014 United States National
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Health and Nutrition
Examination Survey (U.S.
NHANES). Individuals with
levels of either bilirubin or
GGT, ALT, AST, and/or ALP
in excess of the age- and
gender-specific upper limits
of normal ranges were
classified as having abnormal
liver biomarkers. Associations
between green tea or green
tea supplement use
(consumption vs. not) and
liver function were
determined using multiple
logistic regression modelling.
12,289 persons were included
in the green tea analyses and
12,274 in the green tea
supplement analyses. The
odds of having one or more
abnormal liver biomarkers
were significantly reduced

(p = 0.01) with consumption
of green tea (OR: 0.49; 95%
CI: 0.28, 0.85), while no
significant association

(p = 0.78) was determined for
consumption of green tea
supplements (OR: 0.92; 95%
CI: 0.52, 1.64). Based on data
from the 2009—2014 U.S.
NHANES, green tea
consumption was associated
with reduced odds of having
one or more abnormal liver
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biomarkers; whereas, no
significant association was
determined with consumption
of green tea supplements.
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Per- and polyfluoroalkyl
substances (PFAS) are
persistent, man-made
compounds prevalent in the
environment and consistently
identified in human
biomonitoring samples. In
particular, perfluorooctane
sulfonic acid (PFOS),
perfluorooctanoic acid
(PFOA), and perfluorohexane
sulfonic acid (PFHxS) have
been identified at U.S. Air
Force installations. The study
of human toxicokinetics and
physiologically based
pharmacokinetic (PBPK)
modeling of PFHxS has been
less robust and has been
limited in scope and
application as compared to
PFOS and PFOA. The primary
goal of the current effort was
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in humans that can be applied
to retrospective, current, and
future human health risk
assessment of PFHxS. An
existing model developed for
PFOS and PFOA was modified
and key parameter values for
exposure and toxicokinetics
were calibrated for PFHxS
prediction based on human
biomonitoring data,
particularly general
population serum levels from
the U.S. Centers for Disease
Prevention and Control (CDC)
National Health and Nutrition
Examination Survey
(NHANES). Agreement
between the model and the
calibration and evaluation
data was excellent and
recapitulated observed trends
across sex, age, and calendar
years. Confidence in the
model is greatest for
application to adults in the
2000-2018 time frame and
for shorter-term future
projections.
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Sialyllactoses (SL) are an
abundant component of
human milk. There have been
many studies on the biological
effects of SL in humans. SL
can be produced using an
economical method of enzyme
synthesis. Although the
European Food Safety
Authority has published the
human safety and appropriate
intake dose of 6’-SL sodium
salt as a novel food, it has
suggested that the
appropriate dose for
particular medical purposes
be judged on a case-by-case
basis. Also, as revealed in the
same report, there are no data
on toxicity when 6’-SL is used
in human intervention.
However, clinical studies have
only confirmed the safety of
3’-SL for therapeutic
intervention in humans, and
the safety for therapeutic use
of 6’-SL, which is more
abundant than 3’-SL in
human milk, has not been
confirmed. In this study, to
determine the safety of 6’-SL
use in humans, participants
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were randomly assigned to
the placebo (maltodextrin)
and 6’-SL groups, and then

3 g of powder was orally
administered twice a day for
12 weeks. There were no
serious adverse reactions,
such as life-threatening
complications requiring
hospitalization, causing
disability, or causing
deformity during the use of
6’-SL. There were no clinically
significant differences among
the baseline, sixth, and
twelfth week clinical
chemistry tests, such as
aspartate aminotransferase,
alanine aminotransferase, and
creatinine. Most of the
adverse reactions were
gastrointestinal problems
such as diarrhea, abdominal
discomfort, and bloating, with
no significant difference in
the proportions between the
placebo and 6’-SL groups.
These results support the
safety of the 6’-SL for human
use.
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Several public efforts are
aimed at discovering patterns
or classifiers in the high-
dimensional bioactivity space
that predict tissue, organ or
whole animal toxicological
endpoints. The current study
sought to assess and compare
the predictions of the Globally
Harmonized System (GHS)
categories and Dangerous
Goods (DG) classifications
based on Lethal Dose (LD50)
from several available tools
(ACD/Labs, Leadscope,
T.E.S.T., CATMoS,
CaseUltra). External
validation was done using
dataset of 375 substances to
demonstrate their predictive
capacity. All models showed
very good performance for
identifying non-toxic
compounds, which would be
useful for DG classification,
developing or triaging new
chemicals, prioritizing
existing chemicals for more
detailed and rigorous toxicity
assessments, and assessing
non-active pharmaceutical
intermediates. This would
ultimately reduce animal use
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and improve risk
assessments. Category-to-
category prediction was not
optimal, mainly due to the
tendency to overpredict the
outcome and the general
limitations of acute oral
toxicity (AOT) in vivo studies.
Overprediction does not
specifically pose a risk to
human health, it can impact
transport and material
packaging requirements.
Performance for compounds
with LD50 < 300 mg/kg
(approx. 5% of the dataset)
was the poorest among all
groups and could be
potentially improved by
including expert review and
read-across to similar
substances.
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recently been modified and is
described in detail. Materials
demonstrating significant
absorbance in the ultraviolet
and visible light (UV/VIS)
range (290—700 nm) may
present a concern for
photoirritation and require
further investigation. If there
are no photoirritation data or
data are insufficient, then
data on read-across materials
are considered before a tiered
approach for testing begins.
The hazard-based 3T3-
Neutral Red Uptake (NRU)
Phototoxicity Test (OECD TG
432) is used as a first-tier
assay; if it predicts
photoirritation, it is followed
by the reconstructed human
epidermis (RhE) phototoxicity
assay (OECD TG 498). The
RhE phototoxicity assay is
used to determine a No
Observed Effect Level (NOEL)
for photoirritation that is used
in a confirmatory human
photoirritation test. Data are
presented on 108 fragrance
materials exhibiting
significant UV/VIS
absorbance and evaluated in
the 3T3-NRU Phototoxicity
Assay. Twenty-one materials
were predicted to be

PHYET, RRBEDOT—20 G HBNET—
AR+ 210EE | BRENAGHERA EERET 48T
IS U—R7IRRMBEOT—2ERELET NP —
FICED< 3T3-h i FRIMRIR (NRU) S 4 ER
(OECD TG 432) " E— R OHERELLTRHLS
N ARIBEDFRSNDIEEICIE. BEBECIRK
(RhE) 3315 8% (OECD TG 498) A Z N IZ#i<,
RhE JtEMRREE. EFERIBIERERRABRTHAL
SHFHEDEEZEL NIL(NOEL) FRET B
HIZERASN D, 3T3-NRU L EMHHER CEHEL =
B UVIVIS RIEEZRY 108 EEDFHHZE
TET—ANREINTIND, 21 BEOFHANES
ERETHEFHRSN, 20 EEOFRE RhE £EH
FHERTEHMML . NOEL 3R E L 1=, RIZ. 14 DHE
2oL TEMEE R CTRENEE Tz, 20
BRI R, FRICEOARB DA
F/NRIZTH-ODORFHIER HWEHETHS.




phototoxic; twenty were
evaluated in the RhE
Phototoxicity Assay to
establish a NOEL. Fourteen
materials were then evaluated
in a confirmatory human
phototoxicity test. The tiered
testing approach presented
represents a scientifically
pragmatic method to
minimize the likelihood of
photoirritation from fragrance
materials.
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This paper provides a
systematic weight-of-evidence
method for read-across
analyses of data-poor
chemicals. The read-across
technique extrapolates toxicity
from analogous chemicals for
which suitable test data are
available to a target chemical.
To determine that a candidate
analogue is the ‘best’ and is
sufficiently similar, the
evidence for similarity of each
candidate analogue to the target

RBXTIE, T—2DZLLMERMED)—R-7
YRR D=8 NIRRT E A 11F5%
Bt 5, U—F-7HORE, EYLRRHERT—
ANBLNTLRELULEMEDE TR R
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PIRZRRTHY ., +7ITFEBLTL S EHIIT S
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BRI OCRERT . RIFMZEILO B A fF
(THEERTT B COHEIE, 53— VL
EEPOEE. MEBILFHFE. FFoaFRT
DR SFDAFAFIHORICET HEEFRE IR
£TH2LDTHD, RIZ. ChoDIEREIETY
REATEHTRATITHHEL. T DM (BE M,
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is weighed. We present a
systematic weight of evidence
method that provides
transparency and imposes a
consistent and rigorous
inferential process. The method
assembles relevant information
concerning structure,
physicochemical attributes,
toxicokinetics, and
toxicodynamics of the target
and analogues. The information
is then organized by evidence
types and subtypes and
weighted in terms of properties:
relevance, strength, and
reliability into weight levels,
expressed as symbols. After
evidence types are weighted,
the bodies of evidence are
weighted for collective
properties: number, diversity,
and coherence. Finally, the
weights for the types and bodies
of evidence are weighed for
each analogue, and, if the
overall weight of evidence is
sufficient for one or more
analogues, the analogue with
the greatest weight is used to
estimate the endpoint effect.
We illustrate this WoE
approach with a read-across
analysis for screening the
organochlorine

contaminant, p,p’-

BE. FEM EZEICEAFITETV. S TR
B9 5, TETUVRIAMTOEHF T HTHhNT-
® IETURRTADEHTITA, 8, SHHE,
—BEV SR EMEREICL>TITHhNS.
w=EZIT. HFELUKIC DL T, SELOFEFELEARAD
EANFHESN ., 1 DU EDFEFIZDOVNTEAER
RARDEADN+ATHNE RLEADH D
BINTURRA VPR OHEEICERASND, ZD
WoE 770—F%. AHIERRIEEMETHD
p,p'-dichlorodiphenyldichloroethane (DDD) M 3E
PARRBOFERY) =T D=0 —K-7
IO TEHRBAT 5.




(DDD), for noncancer oral
toxicity.

dichlorodiphenyldichloroethane
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Artemisinin-
hydroxychloroquine sulfate
tablets (AH) are considered a
relatively inexpensive and
novel combination therapy for
treating all forms of malaria,
especially aminoquinoline
drugs-resistant strains

of P.falciparum. We aim to
carry out acute and subacute
oral toxicity studies in rats to
acquire preclinical data on the
safety of AH. Acute toxicity
was evaluated in Sprague-
Dawley (SD) rats at a single
dose of 1980, 2970, 4450,
6670, and 10000 mg/kg. A
14-days subacute toxicity was
assessed in SD rats at doses of
0, 146, 219, 328, and

429 mg/kg. The median lethal
dose (LD.,) of acute oral
administration of AH in rats
is found to be 3119 mg/kg,

FIUTILZo-ERRF /00X UHRERIESE (AH)
X, HoWBBEDIIT, FHIZFI/F/IRE
FImttE P.falciparum QAEFELL T, LEMRMT
HLOBERABRELEZON TV S, KAIXAH DR
EHICEY SRR T —4Z G T 57012, Svb
ZRAV-AMRIUVEREAMEOSHRAREERT S
ZEEBMELTLNS, Sprague-Dawley (SD) 5wk
#FLVT, 1980, 2970, 4450, 6670 H KU 10000
mg/kg DEEIRES TRMSEEETMEL-, EREE
1%, SD FwhkZ 0, 146, 219, 328 KU 429
mg/kg % 5L, 14 BREOSFERBETo. Fvb
?D AH 2RO EICKHHIEE D R{E(LD50)
(% 3119 mg/kg THY, FMHAEK I ERFEED
BT, iR, BIE RE EE B2 THEH L
AHhotz. AH DREREF. SvbOMER, K
. Mik%. g, EReICERBICSHEERER
9. THBURISIF, BE =5, BHEE, &
EEMBLVREEDED, MKFHELIVELE
BINSA—BDEAL, FICAE Bils VBB OR
B2MHBEETHS. AH O NOAEL (no-observed-
adverse effect level) I& 219 mg/kg, LOAEL (low-
observed-adverse effect level) [& 328 mg/kg &&
ns.
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and toxic symptoms include
decreased spontaneous
activity, dyspnea, bristling,
soft feces, spasticity, and
convulsion. Repeated doses of
AH have toxic effects on the
nervous system, skin, blood
system, liver, kidney, and
spleen in rats. The main toxic
reactions include epilation,
emaciation, mental
irritability, decreased body
weight gain and food
consumption, changes in the
hematological and
biochemical parameters,
especially pathological lesions
in the liver, kidney, and
spleen. The no-observed-
adverse-effect level (NOAEL)
and lowest-observed-adverse-
effect level (LOAEL) of AH are
considered to be 219 mg/kg
and 328 mg/kg, respectively.
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ingredients or their
metabolites need to be
evaluated for their genotoxic
potential. The European Food
Safety Authority recommend
a tiered approach focussing
assessment and testing on
classes of similar chemicals.
To characterise similarity and
to identify structural alerts
associated with genotoxic
concern, a set of chemical
sub-structures was derived for
an example dataset of 74
sulphonyl urea agrochemicals
for which either Ames,
chromosomal aberration or
micronucleus test results are
publicly available. This
analysis resulted in a set of
seven structural alerts that
define the chemical space, in
terms of the common parent
and metabolic scaffolds,
associated with the sulphonyl
urea chemical class. An
analysis of the available
profiling schemes for DNA
and protein reactivity shows
the importance of
investigating the predictivity
of such schemes within a well-
defined area of structural
space. Structural space alerts,
covalent chemistry profiling
and physico-chemistry

%, MM B RTEHEAIL. ELUOILFEYE R ICFHE
EHBREE TS IRMENAT IO—FEHRLTL
5, SEUHOHMERSHICL ERSHEICEETS
BENLGZEEEESTET D20, T—LRRR. 26
FREERR. IMEHEBROVThLOHEENARSH
TWBRIKRZIIRFRE 74 BOT—2tvbE
B ALEVMEORMABEDEYMEREEHLEL
Tzo COBHDIER. RILKRZILRFDILENDEE
([ZEEET 5. £BOBRERBOBIHLEVSEH RIS,
EREMERMEEET S 7 DOEEZED VIS
BhFELT=, DNA VLAV EDRISHEICEY 570
T7AI T FREMTLIAER . BT ORI
ERSNFEBICEWNT, ZOXILFEDOTRIMEE
RETHEDEEMNRSINEL, EETRD
B HERSLCFEOTOTFAILY  MEILEN
HHEEASHOE T LEDEDBEIBLA 128
Li-fbZATI3)—aRRBLEL-, COFEE. 2O
K3 —F-7OAXF DO DRBETHERMED
BWTITO—FTHY . FELHBRET RO T AIREMED
HYVES . COFEDOTHFREL BEERMTI—
FROERLLIBREISABAFORBT—2D %
ERTHICENHERSINEL,




properties were combined to
develop chemical categories
suitable for chemical
prioritisation. The method is a
robust and reproducible
approach to such read-across
predictions, with the potential
to reduce unnecessary testing.
The key challenge in the
approach was identified as
being the need for pesticide-
class specific metabolism data
as the basis for structural
space alert development.
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of these substances in human
were predicted using the
GastroPlus® program.
Predicted dermal uptake and
absorption of the three MDI
monomers from an acetone
vehicle was 84—-86% and 1.4—
1.5%, respectively, with lower
uptake and absorption
predicted for the higher MW
analogs. Lower absorption
was predicted from exposures
in a more lipophilic vehicle (1-
octanol).

Modeled inhalation exposures
afforded the highest
pulmonary absorption for the
MDI monomers (38—54%),
with 3—27% for the MW range
of 381—751, and <0.1% for the
remaining, higher MW
derivatives. Predicted oral
absorption, representing
mucociliary transport, ranged
from 5 to 10% for the MDI
monomers, 10—25% for
constituents of MW 381-751,
and <3% for constituents with
MW > 9o00.

These in silico evaluations
should be useful in category-
based, worst-case, Read-
Across assessments for MDI
monomers and modified MDI
substances for potential
systemic effects. Predictions

ETNALSNIZRARETIL, MDI E/7—DHfilk
IREARHEC(38-54%), MW381-751 DEFTI
3-27%, KYDE MW FEATIZ 0.1%KETH-
f=. MR ERZE LR T FRARORINEE, MDIE
/X—T 5~10%, MW381~751 D5 T 10~
25%, MW>900 D5 T 3% LA R Tho7=,
M5O in silico 5%, MDI E/Y—E K UMESR
MDI M EDEE~DFEDREMIZDONT, A7
1) —R—Z DT —RIr—2X Read-Across FHliZ1T
SEICERATHEEB OIS, -, HIEHESED
FRE COHTIT—DILEYOROSHERERIC
BEIIBT X vy T BRI D LTILEATHDLE
EZzonb.




of appreciable mucociliary
transport may also be useful
to address data gaps in oral
toxicity testing for this
category of compounds.
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Piper amalagO L. Piper amalago L. (Piperaceae) (&. $iXiE. EiE.
(Piperaceae) is traditionally IR B4 RIEADH D10 EHMIERSA
used due to its anti- TWET, UL, TOBHEAISEE LERRIGIEE
inflammatory, analgesic, AER REGFIABBLEDN TS, KB T
diuretic, and antiparasitic I Piper amalago ED T4/ — Liiti#1 (EEPA) O
properties. However, few SHPHREME RXIEAV-BEARSHRR
studies have focused on its BEUEEEERBRCHEL:, BREEERRT
adverse effects, compromising | i&. 100. 200. 300 mg/kg & EEPA % Wistar 5
its safe use. This study M 28 AR, ROBRS LT EEEERBRTIE, M
evaluated the toxicological DRAARTHRIZ 17.5, 175 Ft=I 1750 mglkg D
safety of ethanolic extract EEPA O 5L, JAvk, Ik BREHEBRTY
from Piper amalago leaves A ZEFHEL -, BRMEEICH T AHYIHE
(EEPA), through subacute S8R0, FROENEROEM, D
toxicity and genotoxicity LEBOIRAN EROBMEFR LI, EEPA £, §F
assays in rodents. In subacute | BOBRBEGFUATELVAILIYIMEET L
toxicity, 100, 200 or TIVEOFEL . MR DM, 7ILHYKRRT74E
300 mg/kg of EEPA were —EEaL AT A—LEOEMNAE O MRE L2
tested in female Wistar rats, | /$5*—40Z{ttHfELL. LAL, EEPA [Zilifa
by gavage, for 28 days. For BHBLUERRMETIEA . EEPA [F. 5
genotoxicity test, female Swiss
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mice were orally treated with
17.5, 175 or 1750 mg/kg of
EEPA and the comet,
micronucleus, and splenic
phagocytic assays were
evaluated. In subacute
toxicity, the extract induced
an increase in the food and
water intakes, as well as in the
liver absolute weight, and in
the heart and kidney relative
weights. EEPA also provoked
alterations in
histopathological analysis of
liver and in hemato-
biochemical parameters,
evidenced by a decrease in
hematocrit levels and albumin
levels, and an increase in the
number of platelets and in
alkaline phosphatase and
cholesterol levels. However,
EEPA did not presented
genotoxic nor mutagenic
properties. EEPA showed
hemato-biochemical toxicity
profile in rats and should be
used with caution, especially
when for prolonged period.

FOMKBEILEMBEETOI7AILERLEZOT, 5
[CREBEERYTHESTENDETHD,
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Tattoos have grown in
popularity in recent years
with over 60 million
Europeans having a tattoo
nowadays. Currently, there is
no harmonized legislation in
Europe but from 2022 on,
tattoo inks will be regulated
through a REACH
Amendment implementing
compound-specific
restrictions.

Methodology

A screening method based on
LC-QqQ-MS was developed
and validated for screening 40
substances of high concern in
tattoo inks. An additional
quantification method was
validated to quantify 5-nitro
toluidine and 4-chloroaniline
in tattoo inks with high
accuracy. The method was
validated according to the
total error approach with an
acceptance value of £20%
Results

The methodology was applied
to 86 samples of which 26 are
violating the current
Resolution ResAP (2008). 5-
nitro toluidine was found in
16 samples, all of them having
an unacceptable health risk,
with an average concentration

BE A —DARAEFL>THY, BE. I—AY
/XTIE 6000 HALLED AN ER—FANTINE
T A M TIEFE—Sn BRI HYFEREAD,
2022 L&, Zh—AU I FIEEMT LD FHIREE
9 % REACH S EEKBICK>THHFIShSFET
ElS

DHTHE

LC-QqQ-MS [ZE DRI —= T ixZEFFL., 2k
H—AVVICEFNLEBSWE 40 WEERY—
Zo0F BN T—avERBLELZ, 2+
Y—AUYIZEEND 5-=FAMLAIDU B LY 4-00
A7) EBWEETEE T 2O DEBMEE:
ERREELFELT=. AVURIE, SFBEX20%D 5L
IZ—7FTA—FIf>T/\)T—rENELT=,
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AFiE%E 86 AWBHIHEAL. TD>H 26 HMHAH
TMiRE ResAP (2008) ITERL TSI EAHIEA
LTz 5-=hERLADUIE 16 B DRESN. T
DEHREIL 29 nglg R—I99814FLyk

10, R—=I9PLwk 1.4-987=2)0 R—v)
Lyk 9 BEhZh 8.7.4,.3 EEHIN, LVTHh
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SEOHEREMS BREDIS— A IO DHE
BEICBRBICAFARETHAES MY FEL =, X
BE—BT DL, [FEAEDRERFFIFZBDAY
JTHEINFELEZN ChoDBRIIBEADERE
LRVEFICEHELTOADT, INITERETLT
FHYEEA,




of 29 ug/g basic violet 10,
basic red 1, 4-chloroaniline,
and basic red 9 were detected
8,7, 4, and 3, times
respectively. Counterfeit
products with lower quality
were observed.

Conclusion

Our results show that low-
quality tattoo inks are easily
available to the European
consumer. In line with
literature, most infringements
were observed with
red/brown inks which is not
surprising since these colors
are most often associated with
adverse health effects.
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The toxicological effects of
DS-7309, a glucokinase
activator, on pregnancy and
embryo-fetal development in
rats and rabbits and maternal
blood glucose levels were
examined. DS-7309 was
administered at 3, 10, or

JaxF—EEMHEEH DS-7309 DI VrE LU
YXOIIRSLPIE-FREOKE .. BIAOMEEEIC
g BEMERERE LIz, DS-7309 5 vM(E
3, 10, 100 mg/kg THEIR 7~17 HEIZ, DY FIC
(% 10, 30, 100 mg/kg TR 6~18 ABEICHZEL,
BADMIEMEZERFELL. SYRTI, 38KV 10
mg/kg TRHAEMm#E (£9 50 mg/dL) ARHHNT=
M, BE 7 EMRICIEEEL SHEELEEROLN
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100 mg/kg to rats from Days
7—17 of pregnancy or at 10,
30, or 100 mg/kg to rabbits
from Days 6—18 of pregnancy.
In rats, maternal
hypoglycemia (approximately
50 mg/dL) was seen at 3 and
10 mg/kg, but it recovered 7 h
after dosing, leading to no
toxic changes. In contrast,
continuous severe maternal
hypoglycemia (approximately
40 mg/dL, =7 h), fetal eye
anomalies, and decreased
fetal body weight were noted
at 100 mg/kg. In rabbits, no
fetal anomalies were seen at
10 and 30 mg/kg where
maternal blood glucose level
dropped to approximately
60—90 mg/dL, but recovered
by 7 h after dosing at the
latest. In contrast, at

100 mg/kg, severe
hypoglycemia (around

60 mg/dL) was maintained
and did not recover until 24 h
after dosing; it resulted in
decreased fetal viability and
increased fetal skeleton
anomalies. These findings
indicate that DS-7309 could
lead to embryo-fetal toxicity
in rats and rabbits, with such
toxicity considered to be

otz —7, 100 mg/kg TlLkeE: B4 BRE M
#5 (3 40 mg/dL, 7 BFRELIE), BRIRDIREKEE, s
RAERONROONTz, VHFTIE, BAMLKEE
HH9 60~90 mg/dL FTETLIA, BLLERES 7
R ETIZIZEIE LIz 10 B&U 30 mg/kg TlE,
BIREBIH OGN, —F, 100 mg/kg TlZ,
EEOEMYE (60 mg/dL F2E) MRS h, k5%
24 BEFETREE T, MEDEFEDETE LY
fREDEREREDOEMEL oL, UEDIEM
5, DS-7309 [FZYRBIUIHFICHTIE- IR
~DEMERIAREELNHY, TOEHEITRETHLG
BAEMBEICAETHEFEA NS




related to continuous severe
maternal hypoglycemia.
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Asterarcys

quadricellulare (AQ) is a
microalgal species with
potential applications in
improving the quality of
animal feed, and safety
studies on this species are
lacking. Therefore, this study
presents safety data on an
industrially cultivated strain
of AQ tested using the
following Organisation for
Economic Co-operation and
Development (OECD)
guidelines: acute skin
irritation in rabbits; skin
sensitisation in guinea pigs;
acute eye irritation in rabbits;
acute oral fixed-dose
procedure in rats; and
bacterial reverse mutation
using the B.N. Ames
technique. Results showed
that AQ is non-irritant and
non-sensitising to skin. AQ

Asterarcys quadricellulare (AQ) I%. En#& D
BR EADQISANAFEN TV SHBEETHS
M. ZOREHITONTIF+2ERE D GEIN TLY
B, ZIT, KPR TIE, TEMITHEEINTS AQ
DREMUT—5% OECD HARSA2 (U XDAN
REFIHME, EILEVFDOREREN, vHFDA
HERREE, SYbORMEOBEEREX B.N.
Ames LI MBS EEM) AV THERL, ®E
5. TDHRER, AQ [FREITHL TIERIHMEADE
RAEMETHAIEORENT-. AQ (F—BMEDHEIETE
MmEFRILID, ChHDERRERDRITIE, BRE
BHERHAMES, AQ (FERICHL TIERIEMETH DL
SISz AQ DEMEENOHRE (2000 mg/kg) T
(X, SRR, KREBEMOELE IV AR, HaER
BIUHEITHNGERKBIREED NG 1=
Salmonella typhimurium @ 5 DO E#KIZEVT,
AQ IZ& BB (FEIBIO=——RICEMEMNE LU
M PRICHEBRLERILZL0EENoT=2EMD,
AQ FZEERMBUERIGVNIEMNREINS. K
MR RERBEHICEEIN-AQ DRELMEE
FEL. ZEMOESLAEAMEMELTOFBAEXE
T5LDOTHD,
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caused transient conjunctival
lacrimation and redness;
however, the scores for these
clinical signs translated into
low ocular irritation indices
and classification of AQ as
non-irritant to the eyes. An
acute oral dose of AQ

(2000 mg/kg) did not cause
mortality, change in body
weight gain, or any general,
functional, and
neurobehavioral clinical signs.
In five strains of Salmonella
typhimurium bacteria,
treatment with AQ did not
cause biologically or
statistically significant
changes in the number of
revertant colonies, indicating
that AQ does not cause
mutagenic toxicity. This study
demonstrates the safety of a
heterotrophically-produced
strain of AQ and supports its
use as a safe and non-toxic
feed ingredient.
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In 2020, the European
Commission up-classified
metal cobalt as Class 1B
Carcinogen (presumed to
have carcinogenic potential)
based primarily on data from
rodent inhalation
carcinogenicity studies. This
up-classification requires an
assessment under the Medical
Device Regulations of cobalt
cancer risk from medical
devices. We performed a
systematic review and meta-
analysis to evaluate site-
specific cancer risks with
cobalt exposure from either
total joint replacement (TJR)
or occupational exposure
(OC). Results were stratified
by exposure type (OC or TJR),
exposure level (metal-on-
metal (MoM) or non-MoM),
follow-up duration (latency
period: <5, 5—10 or >10
years), and cancer incidence
or mortality (detection bias
assessment). From 30 studies
(653,104 subjects, average
14.5 years follow-up), the
association between TJR/OC
and cancer risk was null for
22 of 277 cancer sites, negative
for 3 sites, and positive for
prostate cancer and myeloma.
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Significant heterogeneity and
large estimate ranges were
observed for many cancer
sites. No significant increase
in estimates was observed by
exposure level or follow-up
duration. The current
evidence, including weak
associations, heterogeneity
across studies and no
increased association with
exposure level or follow-up
duration, is insufficient to
conclude that there exists an
increased risk for people
exposed to cobalt in TJR/OC
of developing site-specific
cancers.
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This paper presents a 10-step
read-across (RAX) framework
for use in cases where a
threshold of toxicological
concern (TTC) approach to
cosmetics safety assessment is
not possible. RAX builds on
established approaches that

KBTI EEROTEMTMICH T, HiEFH
BEORBE(TC) 77a—F NI Al gem & 12AL
% 10 ATy I DY—F-7HAR(RAX) IL—LT—
DERBNT D, RAX (.20 EYULRINSGEAET S
EZRMEL insilico BEFRICKIBEISNT
TO0—FEEIC. YEOEHFHBELIEICET K
BEILICEIIL, EMFEMB LU AERMERIC
BIFBHLLWTTO—FFE(NAM) EHELI-HD



https://www.sciencedirect.com/science/article/pii/S027323002100235X
https://www.sciencedirect.com/science/article/pii/S027323002100235X
https://www.sciencedirect.com/science/article/pii/S027323002100235X

have existed for more than
two decades using chemical
properties and in

silico toxicology predictions,
by further substantiating
hypotheses on toxicological
similarity of substances, and
integrating new approach
methodologies (NAM) in the
biological and kinetic
domains. NAM include new
types of data on biological
observations from, for
example, in vitro assays,
toxicogenomics,
metabolomics, receptor
binding screens and uses
physiologically-based kinetic
(PBK) modelling to inform
about systemic exposure.
NAM data can help to
substantiate a
mode/mechanism of action
(MoA), and if similar
chemicals can be shown to
work by a similar MoA, a next
generation risk assessment
(NGRA) may be performed
with acceptable confidence for
a data-poor target substance
with no or inadequate safety
data, based on RAX
approaches using data-rich
analogue(s), and taking
account of potency or
kinetic/dynamic differences.
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