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Agenda

C Tour de table
C Approval of the conclusions of the last call
C Questions on the last update sent on the 27.11

C Update on the EHS strategy
A In vitro inhalation study
A Genotoxicity studies
A PSLT workshop
A Dashboard to communicate on EHS progress

C Next meetings
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EHSstrategy update

Substance Evaluation

Evaluation

1.1 Substance
Evaluatiomn

In the context of the Substance Evaluation, i2a continues to share with
BAuA the progress of the research program aiming to tackle the
remaining knowledge gaps around the toxicology of Sb substances.
An update of the strategy developed under COLLA will be sent to BAUA
by end of the year. It will list all the actions i2a has already taken:

- Setup of the in vivo reproductive toxicity study plan

- Setup of the tests for the lung toxicity assessment:

o \alidation of the methed for determination of the total
antimony dissolved amd antimony Y and Il in
simulated physiclogical media

= Big-elution testing on the 10 antimony substances in
simulated gastric fluid and simulated gastric fluid +

proteins
= In vitre inhalation study on alveolar cells (see in vitro
inhalation test section)
- Setup of genotoxicity testings:

= Tox tracker assay on 12 antimony substances
= Assay to interpret micronucleus observed in vivo in
the NTP study
- Setupof a workplace monitoring campaign aiming to generate
workplace air exposure data.
- Contacting the Belgian Federal Police to collect exposure data
from indoor shooting ranges.

BAuA will be able to comment the strategy but will not issue an official
document to agree or disagree on i2a's plan.

A Towicologists Task Force and a Monitoring Task Force have been
set up to enable more in-depth discussions on the reprotoxicity study,
in vitre inhalation study amd workplace monitoring pregram among
scientific experts of i2a members . Conference calls, webinars or
mestings  are scheduled every G/8 weeks on these specific topics.
EHS participants are invited to notify i2a their interest to be included in
these two TF.

Registrants of the trivalent substances are expecting the formal Draft
SEw decision from ECHA in April 2019

i2a's COLLA/SEw plan is also being used to satisfy i2a's commitment
to the Metals and Inorganics Sectorial Approach (MISA). MISA aims
to facilitate a more systematic improvement of Registration Dossiers
by asking associations te inform ECHA about their internal update
plans. By submitting i2a's dossier update work plan through MISA,
i2a’s planned SEv work becomes visible to the broader ECHA
structure and other Member States, thereby decreasing the nsk that
Shb substances are picked up in parallel REACH or CLP processes.
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EHS strategy update
Scientific publications

3 | EHS strategy

3.1 Status of scientific
publications

The tox tracker report “Genofoxic properfies ssoessed by
ToxTracker" is finalized (Annex 1). 12 substances have been now
tested (the 10 i2a substances having a Reach dossier amd 2
additional substances typically reported in reference literature:
antimony triacetate and antimony potassium tarrate). Mone of the
tested antimony compounds showed genotoxic properties in the
ToxTracker assay in absence or presence of a metabolizing
system. Significant levels of oxidative stress were cbserved for
muost of the compounds, but there was no indication that oxidative
stress led to indirect genctoxicity. Activation of the unfolded protein
response was also observed for most tested compounds. There
was no indication for any of the tested antimony compounds that
their toxicity was increased due to metabolism by the liver.

R. Corvrindt will now start the drafting of the aricle analyzing
these results through a publication. i2a will need to revert on the
identification of the scientist joumnal to publish.

The second genctoxicity article on “Analysis and synthesis of
genotoxicity data on antimomy substances” will be drafied by C.
Boreiko as main author im 2018,

Mo new action has been taken on the aricle on: "The presence of
Sb in consumer products”. The Sb Day howsver revealed that
information could be cellected with Br and PVC producers and
users, who have generated leaching data.

The potential article on the reprotoxicity study plan will be placed
on the agenda when the planned reprotox study will be finalized
{mid-2018)
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EHS strategy update
Reprotoxicity Study

3.3 Reprotoxicity
study As discussed at the last tox TF a Combined Repeated Dose Toxicity
Study with the Reproduction/Developmental Toxicity Screening
[(DECD 422) has been designed to generate information coneerning
the effects of antimony substances crally administrated om male and
female rats reproductive performance such as gonadal function.
mating behaviour, conception, development of the conceptus and
parturition. It has been designed to clarnfy two questions of specific
relevance to 5b substances: the link between the observed foetus

toxicity amd the maternal toxicity, and the effect of Sb and possible
i /) /_X reversibility of the delayed ossification observed in previous studies.
L= — .

This study is coordinated by Lindsay Aweyard, expert in
reprotoxicology and will be performed by Envigoe. The study will last 28

days + 3 weeks to cbserve the effects on offspring reared to weaning
and selected offspring treated at least from weaning is planned to be; . 9 .

C The proposal has been sent for review and comments and is now
OE D accepted. The contract with ENVIGD will be signed by the end of
BETTER POLICIES FOR BETTER LIVES Mowember, formalities and laboratory capacity secured in December,
amnd the study will be performed in Q1 2018
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EHS strategy update

3.5 Quantification and
speciation method

VITO has finalized the report on the validation of the method for the
determination of Sb in several bioelution fluids (Annex 2).

The bioelution samples in gastric fluids wil be now analyzed through
these methods. The Total dissoived antimony will be measured
through the ICP-MS method whereas the antimony Il and V will be
measured through the more complex method, HPLC ICP-MS, able 1o
distinguish both species, antimony Il and antimony V.

However, & has been shown that the method to identify antimony V in
the simulated gastric fluid with proteins was not fully reliable. 2a is
investigating what are the implications in the interpretation of the future
measurements of this species.

- vito
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Sample Introduction

Pump

™~

Liquid Sample
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3.4 Bioelution test

ECTX has received from the lead registrants the 10 substances to be
tested in the 2 simulated gastric fluids (with and without proteins). The
protocol will follow the SOP procedure developed by Eurometaus and
ECWAM.

The study plan with a timeline and a quote will be addressed to i2a
beginning of December and will be shared at the next EHS call. The
plan is to collect the bicelution samples 1%t half of January and to
measure them at Vito site 2™ half of January. These resulis will allow
to inform the choice of the test itemn for the reproductive toxicity study.
and refine the read-across justification for the oral chronic endpoints.

The potential need fo test on other bicfluids (e.g. alveolar, lysosomal
or imterstitial} is still under assessment. |dentification of the relevant
proteins for the inhalation route, and the walidation of the Sb
determinations from these fluids will be needed before these follow-up
bicelution tests are launched.
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EHS strategy update
Workplace air monitoring

3.6 Workplace  air
EeXposure monitoring Following the i2a communication, through the Task Force and the
recent antimany days, iZ2a received a lot of interest in the warkplace air
exposure monitoring campaign.

I10OM, selected partner of the program, has presented the different
ste |:|5 of the projects during the antimeny days (Annex 3)
Development of the monitoring guidance decument for
collection of inhalation and respirable samples and supporting
contextual information
Caollection of respirable and inhalable personal samples and
measure particle size distribution (P30} at producer and DU
sites
Development and population of an exposure database
Appropriate agreed statistical analysis of the collected
exposure measurement data and reporting

At its recent conf call, the Monitoring TF was invited to comment the
segond draft version of the Monitoring Guidance and companies were
invited to come forward and express their interest to participate in the
Campaign. First confirmed companies will have the possibility to
exchange with 10M to define their specific monitoring strategy and
budget requirements, and may also be able o lean the monitoring
equipment from 1OM, instead of purchasimg it A minimum of two
producers and two users of each main use of Sb substances (not only
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EHS strategy update
T25

41 AQB

- T25 analysis for ATO has been calculated. The assessment of the
applicability of the method is in the hands of Eurometaux and the
Cobalt institute. i2a's input and the input of other sectors has been
used to cbtain recognition that the T25 approach may not be
applicable fo metals. A dedicated Work Group is being set up by
ECHA to further discuss what the best solution would be.

Pharmacol Toxicol. 1997 Jun;80{6):272-9
T25: a simplified carcinogenic potency index: description of the system and study of correlations
between carcinogenic potency and species/site specificity and mutagenicity.

Dybing E‘, Sanner T, Roelfzema H, Kroese D, Tennant RW

Author information

Abstract

A simplified carcinogenic potency index, the T25, is proposed as a practical method for the inclusion of potency considerations in carcinogen
classification systems. The T25 is the chronic daily dose in mg per kg bodyweight which will give 25% of the animals tumours at a specific
tissue site, after correction for spontaneous incidence, within the standard life span of that species. Calculated T25 values of a set of 113 US
National Cancer Institute/National Toxicology Program (NC/NTP) carcinogens showed excellent correlation (correlation coefficient 0.96, P <
0.0001) with the carcinogenic potency index TD30 of Peto et al. (1984). The mean of T25 values for 51 transspecies, multiple common site
NCI/NTP carcinogens were 10-fold lower than those for 62 NCI/NTP single species, single site carcinogens. For these 113 carcinogens, the
mean T25 values were approximately 3-fold lower for agents that were also mutagenic in Salmonella compared to the non-mutagenic agents.
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