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Human exposure to manufactured nanomaterials (MNs) used In
consumer products may occur during several phases of their life
cycle.

The lack of scientific knowledge make regulation difficult. The JA
general objectif Is to support and add value to the Member
States’ policies and to contribute to increasing the safe use of
MNSs In the European Union.

To obtain detailed physicochemical properties for each MN at the bulk powder and individual
particle level

To determine the influence of exposure media on MNs dispersability and to identify the
optimum preparation protocols for the specific MNs

To generate In vitro genotoxicity data on MNs

To determine relevant doses and sampling time for biodistribution and in vivo genotoxicity
studies, and to identify MN accumulation in organs for in vivo genotoxicity tests

To perform a round robin test on in vitro genotoxicity testing of MNs

To generate data from In vivo genotoxicity selected tests, and to assess the correlation
between In vivo and In vitro results taking into account the kinetic results

Main Partner: Afsset (Fr)

16 Associated Partners (11 countries):
ISS(IT), CLMC/IMB-BAS (BULG), FIOH (Fin), NRCWE(DK), BfR (DE), NIOM
(PL), RIVM (NL), UAB (ESP), VAR/IPH(BE), INSA (PT), and
AFSSA/IPL/INRS/CEA (FR)

NANOGEN®TOX

| _ _ | | 12 collaborating partners:
Tests will follow the avallable international guidance 7 ministries (FR, IT, NL, DE, FI, ESP, BE)

documents 5 Institutes JRC (CE), HPA (UK), UCD (IR), LNE (FR), AFSSAPS (FR)

Characterisation: NRCWE (DK)
SOP for full characterisation of NMs including MN
suspension in test media
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WP4 - characterisation

Primary Chracteristics

In vitro genotoxicity: FIOH (FI) SR
Comet and micronucleus assays + specific tests e
(M LA and Iymphocytes mlcronucleus assay) SOPs for chracterization of selected MMNs
Different cell lines : pulmonary, intestinal for all MNS N data sets with requested physicochemical properties
and human skin model for TiO,
A ring teSt Wlth the mOSt prOmiSing assays on In vitro genotoxicity studies {comet and micronucleus on intestinal, lung and skin cells)
selected MN s In vitro ring test
Evaluation of the results from the in vitro and in vivoe tests for correlation and used to formulate a strategy for genotoxicity testing of MNs
In vivo genotoxicity: ANSES (ex-Afssa) (Fr) WP7 - Toxicokinetic
On ra'[, 3 dOseS, 5 anima|5/d()se, Analytical techniques for determination of MNs in blood and tissue (with WP4)
Gavage and instillation pilot dose range studies (ADME)
O target organs pivotal biodistribution studies
Correlation with in vitro tests and toxicokinetics PR ST

In vivo genotoxicity assays (oral and instillation exposure)

Toxicokinetics: RIVM (NL)
Performed before in vivo genotoxicity testing 1 - . . i - . i, .
Oral route and IV (TiO2 and Si102), only IV (CNT) Months
Dose range finding for genotoxicity tests:
development of sample preparation and detection
method.
Determination of organ at risk for MN accumulation
and genotoxicity tests
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Qualitative analysis of the correalation between in vitro and in vive genotoxicity data
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