Annex 10
FanvuaLiENUINAIFINTaYaaSLANN HEANIBYILEN

TulSsnaaauns 1000 AuwrsaxINNIN

lu Column 91 1 waamarmnnfiidudayasnasgpruiifvueduduiuarseiinnaining

a ) o v

NanWIR1NN luUSinaaawe 1000 eudull Tesdaaraasnuinas 12(1)(e) lagwmmwzasaga

H
v Il

dayafiaaamsly Column 9 1 wesmewwinil Wusduiinehluluduninmssassly Column
N 1 209M0AKUIN 7,8 war 9 diudayadu 1 NauRusHuUAlMEMn Aing wasling
a a & o ° [ L] a P St a
winenuuiansnihanldlumsiamla dnluy Column 71 2 sasmearnnil Wunemsngi
wwzgasdamuuenaspunaazlasumseniugmgnunuiiansdayedu 9 leagniamanly
& P [ < ) 2 YV ' v v a t:?
uapunenuninh lWldlunedy 9 Hannzen 9 admeld Column #1 2 waamewwani

v ° v o ¥ o v v = = 3 = [ =
ayanaldiinah gl lumaihdamwualuldnudaenzidaumsazionugaruiinnuiuas

waziimauamealaanumnzanluenasmsaansiisoy

lumsiisdaimnuammisil Hranziisuaaaziauamslddayainasgrunaaimsly
Column # 1 wasmewnniliaaandssnungmivlumenunn 11 Taglunandaisiivewuan
Fawulumsdadululddayamnespueaamanzanlumsaansdauenaslaggndenguamsly

column 1 2 ¥isa lumanuIN11

naunmanasaulva 9 asgniheennivuansazidaaysinmante lumenin
iaya in vitro 28ya in vivo 78183IN(Q)SARs waztayaNNMILANNENRUSIY (read-across
approach) fimanlananueasnazyszdiududuauusn MsNAFaUNY in vivo agastaiing
1 d' % v Vv a d' o Y a a % | d' = d' 1
nspUNIEAUANNENIU/USinani Itiamsiiamsnansauashaznanides Taanaums

nagaumsthamuuzihlumenuniludnen



8. TOXICOLOGICAL INFORMATION

COLUMMN 1
STANDARD INFORMATION
REQUIRED

COLUMMN 2
SPECIFIC RULES FOR ADAFTATION FROM COLITMN 1

8.4

If there is a positive result in any of the in vitro genotoxicity studies in Annexes VII or VI, a second in
vivo somatic cell test may be necessary, depending on the quality and relevance of all the available data.

If there is a positive result from an in viv somatic cell .stud}r available, the P(m_'uti.al for germ cell muta-
genicity should be considered on the basis of all available data, including toxicokinetic evidence. If no
clear condusions about germ cell mutagenicity can be made, additional investigations shall be considered.

5.6.3

A long-term repeated toxicity study (= 12 months) may be proposed by the registrant or required by the
Agency in accordance with Articles 40 or 41 if the frequency and duration of human exposure indicates
that a longer term study is approprate and one of the following conditions is met:

— serious or severe toxicity effects of particular concern were observed in the 28-day or 90-day study for
which the available evidence is inadequate for toxicological evaluation or risk characterisation, or
effects shown in substances with a dear relationship in molecular structure with the substance being
studied were not detected in the 28-day or 90-day study, or

the substance may have a dangerous property that cannot be detected in a 90-day study.

B.7.

Reproductive toxicity

8.7.2. Developmental toxicity study,

8.7.3.

one species, most appropriate
route of  administration,
having regard to the likely
route of human exposure
(OECD 414).

Two-generation  reproductive
toxicity study, one species,
male and female, most
appropriate route of adminis-
tration, having regard to the
likely route of human expo-
sure, unless already provided
as part of Annex X require-
ments

8.6.4.

8.7.

Further studies shall be proposed by the registrant or may be required by the Agency in accordance with
Articles 40 or 41 in case of:
toxicity of particular concem (e.g. seriousfsevere effects), or

— indications of an effect for which the available evidence is inadequate for toxicological evaluation and)
or risk chamcterisation. In such cases it may also be more appropriate to perform specific toxicological
studies that are designed to investigate these effects (eg. immunotoxicity, neurotoxicity), or

particular concern regarding exposure (e.g. use in consumer products leading to exposure levels which
are cose to the dose levels at which toxicity is observed).

The studies need not be conducted if:

— the substance is known to be a genotoxic carcinogen and appropriate risk management measures are
implemented, or

the substance is known to be a germ cell mutagen and appropriate risk management measures are
implemented, or

the substance is of low toxicological activity (no evidence of toxicity seen in any of the tests available),
it can be proven from toxicokinetic data that no systemic absorption occurs wia relevant routes of
exposure (e.g. plasma/blood concentrations below detection limit using a sensitive method and
absence of the substance and of metabolites of the substance in urine, bile or exhaled air) and there is
no or ne significant human exposure,

If a substance is known to have an adverse effect on fertility, meeting the criteria for dassification as Repr
Cat 1 or 2: R60, and the available data are adequate to support a robust risk assessment, then no further
testing for fertility will be necessary. However, testing for development toxicity must be considered.

If a substance is known to cause developmental toxicity, meeting the criteria for classification as Repr Cat
1 or 2: R6l, and the available data are adequate to support a robust risk assessment, then no further
testing for developmental toxicity will be necessary. However, testing for effects on fertility must be
considered.




COLUMN 1
STAMDARD INFORMATION
REQUIRED

COLUMMN 2
SPECTFIC RULES FOR ADAFTATION FROM COLUMM 1

8.9.1. Carcinogenicity study 8.9.1. A carcinogenicity study may be proposed by the registrant or may be required by the Agency in accord-
ance with Articles 40 or 41 if:
— the substance has a widespread dispersive use or there is evidence of frequent or long-term human
exposure, and
— the substance is classified as mutagen category 3 or there is evidence from the repeated dose study (ies)
that the substance is able to induce hyperplasia and{or pre-neoplastic lesions.
If the substances is classified as mutagen category 1 or 2, the default presumption would be that a geno-
toxic mechanism for carcinogenicity is likely. In these cases, a carcinogenicity test will normally not be
required.
9, ECOTOXICOLOGICAL INFORMATION
COLUMM 1
COLUMN 2
STANDARD INFORMATION SPECTFIC RULES FOR ADAPTATION FROM COLUMN 1
REQUIRED
9.2. Degradation 9.2, Further biotic degradation testing shall be proposed if the chemical safety assessment according to Annex [
indicates the need to investigate further the degradation of the substance and its degradation products.
The choice of the appropriate test(s) depends on the results of the chemical safety assessment and may
include simulation testing in appropriate media (eg. water, sediment or soil).
9.2.1. Biotic
9.3. Fate and behaviour in the
environrment
9.3.4. Further information on the | 9.3.4. Further testing shall be proposed by the registrant or may be required by the Agency in accordance with
environmental fate and beha- Articles 40 or 41 if the chemical safety assessment according to Annex I indicates the need to investigate
viour of the substance andf/or further the fate and behaviour of the substance. The choice of the appropriate test(s) depends on the
degradation products results of the chemical safety assessment.
9.4. Effects on terrestrial organ- | 9.4. Long-term toxicity testing shall be proposed by the registrant if the results of the chemical safety assess-
isms ment according to Annex I indicates the need to investigate further the effects of the substance andfor
degradation products on terrestrial organisms. The choice of the approprate test(s) depends on the
outcome of the chemical safety assessment,
These studies do not need to be conducted if direct and indirect exposure of the soil compartment is unli-
kely.
9.4.4. Long-term toxicty testing on
invertebrates, unless already
provided as part of Annex IX
requirements.
9.4.6. Long-term toxicty testing on
plants, unless already
provided as part of Annex IX
Tequirements.
9.5.1. Long-term  toxicity to sedi- | 9.5.1. Long-term toxicity testing shall be proposed by the registrant if the results of the chemical safety assess-
ment organisms ment indicates the need to investigate further the effects of the substance andfor relevant degradation
products on sediment organisms, The choice of the appropriate test(s) depends on the results of the
chemical safety assessment.
9.6.1. Long-term  or reproductive | 9.6.1. Any need for testing should be carefully considered taking into account the large mammalian dataset that

toxicity to birds

is usually available at this tonnage level.




