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PART E — RISK CHARACTERISATION

1 Corrigendum to Regulation (EC) No 1907/2006 of the European Parliament and of the Council of 18 December 2006
concerning the Registration, Evaluation, Authorisation and Restriction of Chemicals (REACH), establishing a European
Chemicals Agency, amending Directive 1999/45/EC and repealing Council Regulation (EEC) No 793/93 and
Commission Regulation (EC) No 1488/94 as well as Council Directive 76/769/EEC and Commission Directives
91/155/EEC, 93/67/EEC, 93/105/EC and 2000/21/EC (OJ L 396, 30.12.2006); amended by Council Regulation (EC)
No 1354/2007 of 15 November 2007 adapting Regulation (EC) No 1907/2006 of the European Parliament and of the
Council on the Registration, Evaluation, Authorisation and Restriction of Chemicals (REACH) by reason of the
accession of Bulgaria and Romania (OJ L 304, 22.11.2007, p. 1).
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E.3.4.2 Health endpoints for which a qualitative assessment may be necessary 11

Irritation/corrosion

For irritation and corrosion, usually the available in vitro and in vivo studies tend to provide only
qualitative (yes or no) or semi-quantitative/potency information (for example, corrosive after 3
minutes or 4 hours exposure; higher or lower scores for erythema, oedema and other irritative
effects), as explained in Appendix R.8-9. It should be noted, however, that if there are data suitable
for deriving a DNEL for these effects, especially for respiratory tract irritation, the qualitative
approach should not be applied.

Substances classified as Skin corrosive Category 1A according to CLP (or as Corrosive with the R-
phrase R35 according to DSD), which relates to strong corrosive effects, are allocated to the high
hazard band on the basis that exposure to such extreme corrosive substances should be strictly
contained.

Substances classified for

- Skin corrosion Category 1B/1C in CLP (Corrosive with R34 in DSD)

- Serious eye damage Category 1 in CLP (Serious eye damage with R41 in DSD) or

- Skin, eye and respiratory irritation simultaneously (i.e. with H315, H319 and H335) in CLP
(Irritating to eyes, respiratory tract and skin with R36/37/38 in DSD),

which relate to corrosive or severe irritant effects to the eye or irritant effects to the eyes, respiratory
tract and skin simultaneously, are allocated to the moderate hazard band on the basis that exposure
to such corrosives, eye damaging or irritant substances should be well-controlled.

11 Both hazard classes, categories and statements according to CLP and corresponding “type of effect” and risk phrases
according to DSD are used in this section, as well as in the table E. 3-1. The DSD will be repealed at 1 June 2015.
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Substances classified in one or two of the categories for skin, eye or respiratory irritation (i.e. with
H315, H319 or H335) in CLP (with R-phrases R36, R37 or R38 in DSD), which relate to irritant
effects, are allocated to the low hazard band on the basis that effects due to such moderately irritant
substances are anticipated at higher concentrations when compared to the high and moderate hazard
band irritants.

For these effects, it should be noted that the potency normally decreases with lowering
concentration of the substance. This may therefore be a good first approach to manage the risks.
The generic C&L concentration limits of 10% for skin or eye irritants (Category 2), 5 % for skin
corrosives (Category 1/1A/1B/1C) and 3% for substances causing serious eye damage (Category 1)
according to CLP (20 % for irritants, 10% for corrosives and 5% for strong corrosives according to
DPD) should however not be used as defaults for control of risks as these levels do not
automatically ensure that effects will not occur. Such an approach should therefore only be applied
when substance-specific information allows the identification of a specific concentration limit with
no effects. However, as noted above, dilution to these levels would be a good first approach for
controlling risks before considering further risk management.

It should be verified whether or not the RMMs/OCs proposed are sufficient to also cover for other
relevant effects for which DNELs can be derived (e.g. reproduction toxicity or repeated dose
toxicity). Exposures should be controlled at least to these levels. This is especially important when
dilution results in a situation that RMMs/OCs to control irritation/corrosion no longer apply.

Example: when a substance is a skin irritant, the RMMs/OCs may not be sufficient to cover for
systemic dermal effects. This is also likely to be true for effects occurring after inhalation or oral
exposure. So, what is needed for this substance are (to the extent the relevant DNELSs are available):
a quantitative risk characterisation to address systemic dermal effects, a quantitative risk
characterisation for the inhalation and oral routes of exposure, where relevant, as well as a
qualitative risk characterisation for the local dermal irritation.

Skin sensitisation

For substances classified as skin sensitisers (Category 1/1A/1B) according to CLP (or with R43 in
DSD), several studies (see criteria in 3.4.2.2.3, Annex I, CLP, section 3.4.2.3 in ECHA Guidance on
the Application of the CLP Criteria, and Appendix R.8-10) provide potency information, by which
substances can be divided into extreme, strong and moderate 12 sensitisers Extreme and strong skin
sensitizers (classified in Sub-category 1A in CLP) are allocated to the high hazard bandon the basis
that exposure to such potent skin sensitising substances should be strictly contained and dermal
contact avoided. Moderate skin sensitisers (classified in Sub-category 1B in CLP) are allocated to
the moderate hazard category band on the basis that exposure to these moderate skin sensitising
substances should be well-controlled. In cases where the available data does not allow potency
categorisation of a sensitising substance, the substance should be classified as Category 1, thus, the
RMMs and OCs applicable to high hazard band should be considered.

Since sensitisation is essentially systemic in nature, it is important for the purposes of risk
management to acknowledge that skin sensitisation may be acquired by other routes of exposure

12 For skin sensitisation, potency division based on human data as well as on LLNA, Guinea pig maximisation test and
the Buehler test, include division into strong and other sensitisers (in Category 1A or 1B, respectively). Strong
sensitisers may be further divided into extreme and strong sensitisers for the purpose of setting specific concentration
limits as outlined in section 3.4.2.3 in Guidance on the Application of the CLP Criteria (see also Appendix R.8-10)
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than dermal. There is therefore a need for cautious use of known contact allergens in products to
which consumers or workers may be exposed by inhalation.

It should be verified whether or not the RMMs/OCs proposed are sufficient to also cover for other
relevant effects for which DNELs can be derived (e.g. reproduction toxicity or repeated dose
toxicity). Exposures should be controlled at least to these levels, not only for the dermal route of
exposure, but also for the inhalation and oral routes of exposure (when relevant).

Respiratory sensitisation

Substances classified as respiratory sensitisers according to CLP (with R42 in DSD), may be
allocated into sub-category 1A (strong sensitisers) or 1B (other sensitisers) on the basis of weight of
evidence considerations mainly based on human data if available (see criteria in 3.4.2.1.2, Annex I,
CLP, section 3.4.2.3.1 in ECHA Guidance on the Application of the CLP Criteria). However,
currently there are no available methods to determine thresholds and DNELs for respiratory
sensitisers (see also Appendix R.8-11). Therefore, substances classified as a respiratory sensitizer
(Category 1/1A/1B/IC) in CLP (assigned R42 in DSD )should normally result in a qualitative
assessment for the hazard level of concern . Respiratory sensitisers according to CLP (with R42 in
DSD) are allocated to the high hazard band on the basis that exposure to such substances should be
strictly contained because they may cause serious health effects for which a dose threshold is not
usually identifiable.

There is evidence from both human and animal studies, which indicate that effective sensitisation of
the respiratory tract can result from dermal contact with a chemical respiratory allergen (see Section
R.7.3). Thus, it is thought, that the effective prevention of respiratory sensitisation requires
appropriate protection of both respiratory tract and skin. The generic advice is that appropriate
strategies to control the risk of sensitisation to chemical allergens will require consideration of
providing protection for all routes of exposure.

With the strict control needed for a respiratory sensitizer, the RMMs/OCs may be sufficient to also
cover for other relevant effects for which DNELs can be derived. In that case, a qualitative risk
characterisation for the respiratory sensitising effect may suffice, and there is no need to conduct a
quantitative risk characterisation, unless control of all risks cannot be demonstrated.

Acute toxicity

The data required under REACH for acute toxicity should in principle enable the establishment of
a (semi-)quantitative level for use in quantitative risk characterisation. However, usually
quantitative risk characterisation is not possible for acute toxicity. In parallel, a qualitative risk
characterisation for this endpoint could be performed for substances of very high or high acute
toxicity classified in Category 1, 2 and 3 according to CLP (as T+ and T with R26, R27, R28, R23,
R24 or R25 in DSD) when the data are not sufficiently robust to allow the derivation of a DNEL
(see also Appendix R.8-8). This may e.g. apply when the lethality data have been obtained for a
different route of exposure than the relevant route of human exposure.

Substances classified for acute toxicity in Categories 1 and 2 according to CLP (or with R26, R27
or R28 in DSD) are allocated to the high hazard band on the basis that exposure to such very
(acutely) toxic substances should be strictly contained. Substances classified for acute toxicity in
Category 3 according to CLP (with the R-phrases R2313 | R24 or R25 in DSD) are allocated to the

13 Please note that R23 corresponds to Acute toxicity Category 2 for vapours according to CLP criteria
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moderate hazard band on the basis that exposure to such acutely toxic substances should be well-
controlled.

It should be verified whether or not the RMMs/OCs proposed are sufficient to also cover for other
relevant effects for which DNELs can be derived (e.g. reproduction toxicity or repeated dose
toxicity). Exposure should be controlled at least to these levels.

Specific target organ toxicity after single exposure (STOT-SE)

STOT-SE is defined as “specific, non-lethal target organ toxicity arising from a single exposure to a
substance or mixture” (Guidance on the Application of the CLP Criteria, ECHA 2009). The
standard animal studies that provide information for this classification are normally acute toxicity
studies or effects may be observed after single exposure in repeated dose toxicity studies. However,
acute DNELSs are usually not derived, since there is no established accepted methodology and since
acute DNELs are not necessary, as the long-term DNEL is normally sufficient to ensure that acute
effects do not occur. According to R.8, “DNEL for acute toxicity should be derived if an acute
toxicity hazard (leading to C&L) has been identified and there is a potential for peak exposure”.
Therefore, for STOT-SE effects DNEL would not be expected as acute toxicity C&L is generally
characterised in terms of lethality.

Carcinogenicity / Mutagenicity

There may be cases when neither a DMEL nor a DNEL can be set for a carcinogen, because no
suitable (semi-)quantitative animal or human data are available to establish relevant dose
descriptors. In such circumstances, a qualitative assessment should be performed!4. Carcinogens
classified in Category 1A and 1B in CLP (Category 1 or 2 in DSD), are allocated to the high hazard
band on the basis that exposure to such substances should be strictly contained because they may
cause serious health effects based on sufficient evidence of carcinogenicity derived from human or
animal data and for which a dose threshold is not usually identifiable for many of these carcinogens.
. Non-genotoxic carcinogens which are classified in Category 2 in CLP (or in Category 3 in DSD)
are in principle allocated to the moderate hazard band, because they are regarded to represent a
lower concern than Category 1A and 1B carcinogens according to CLP (Category 1 or 2 in DSD)
as there may be only limited evidence of carcinogenicity based on human or animal data. On the
other hand, if the mode of action or carcinogenic potency remains unclear then these Category 2
carcinogens according to CLP (Category 3 in DSD) could be assigned to the high hazard band, on a
case by case basis.

It is to be noted that for many carcinogens (whether Category 1A, 1B or 2 according to CLP or
Category 1, 2 or 3 according to DSD), the qualitative approach as outlined above would not be
applied, because in order to classify, information allowing the derivation of a DN(M)EL would be
available.

For in vivo mutagens with no relevant dose-response information and no cancer data, neither a
DMEL nor a DNEL can be derived. In such circumstances, a qualitative assessment should be
performed. Mutagens classified in Category 1A, 1B or 2 in CLP (Category 1, ,2 or 3 in DSD) are
allocated to the high hazard band on the basis that exposure to such substances should be strictly
contained because they may cause serious health effects for which a dose threshold is not usually
identifiable. It should be noted that even the Category 2 mutagens in CLP (Category 3 in DSD)
should be assigned to the high hazardband, with respect to the RMM/OCs needed, on the basis that

14 As already noted, also the Carcinogens and Mutagens Directive (2004/37/EC) shall be complied with in the
workplace. See Section E.3.3.3
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they are usually considered as suspected germ cell mutagens i.e. suspected category 1B mutagens (
suspected category 2 mutagens in DSD) and treated as suspected genotoxic carcinogens i.e.
suspected category 1B carcinogens (suspected category 2 carcinogens in DSD). However, when it
is shown in the assessment of the toxicokinetic behaviour that the substance does not reach the germ
cells and shown in a carcinogenicity study that the substance does not cause cancer (locally or
systemically), the Category 2 mutagen according to CLP (Category 3 mutagen in DSD) can be
assigned to the moderate hazard band

With the strict control needed for mutagens (Cat 1A,1B or 2 in CLP/ Cat. 1, 2 and 3 in DSD) and
carcinogens classified in Category 1A, 1B or in Category 2 if potent, according to CLP (Cat 1, 2 or
3, if potent in DSD), the RMMs/OCs aimed at avoidance of exposure will likely be sufficient to
also cover for other relevant effects for which DNELs can be derived, for all routes of exposure. In
that case, a qualitative risk characterisation will suffice, and there is no need to conduct a
quantitative risk characterisation.

The information that is used for assignment of the substance to the appropriate hazard category
needs to be in line with the REACH information requirements, which in some situations may
require further information (see Annex VII through X of REACH and Section R.7.7).

||
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—

E.3.4.4  Use the principles in Table E.3-1 to adjust the RMMs/OCs on iteration

As noted above, the level of control (and therefore implemented and recommended RMMs and
OCs) should be higher the more hazardous the substance.

The table reflects the following general observations:

It needs to be emphasised that technical measures, such as closed systems, control of releases,
and local ventilation are the primary RMMs to be used in controlling exposure. The use of
PPE in the working environment should be seen as last resort when deciding on control
measures and should only be used when all other options have been exhausted;

All of the recommended RMMs/OCs associated with a specific hazard band should be
considered in developing the exposure scenarios for the manufacture and the identified uses of
the substance through the supply chain. As the RMMs/OCs recommended in this section are
fairly generic, these may have to be adapted to the specific exposure scenarios.

For substances categorised as having a high hazard profile (i.e. in CLP: category 1A and 1B
carcinogens potent category 2 carcinogens, category 1A, 1B and 2 mutagens, very (acutely)
toxic substances classified in Category 1 or 2, strong corrosives (Category 1A),
extreme/strong skin sensitizers and respiratory sensitizers), a very high level of containment,
automatic dosing/feeding to the process, and appropriate PPE are recommended in
occupational settings (see Table E.3-1) in order to avoid exposure;

For substances in the moderate hazard band (i.c., category 2 carcinogens!s, acutely toxic
substances (Category 3), corrosives, strong irritants and moderate sensitizers), the suggested
general risk management measures are less strict. This implies that for example, very high
levels of containment or automatic loading/feeding would not be the default RMMs, but good
standard of general ventilation, minimisation of manual phases, segregation of the emitting
process, minimising number of staff exposed and containment as appropriate should be
considered/applied. It is emphasised that before the risk management measures are selected,
risk characterisation should take place, to relate exposure and the hazard properties. For
example, a frequent and high exposure to a moderate sensitizer would require efficient risk
management measures, whereas infrequent use of very low volumes of a rather hazardous but
non-volatile substance may trigger less stringent risk management;

15 Category 2 carcinogens according to CLP.
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For substances in the low hazard band (i.e. moderate irritants), the suggested general risk
management measures are less stringent; they include minimisation of manual work, use of
work procedures that minimise splashes and spills and avoidance of contact.

For all hazard band, the appropriateness of the RMMs/OCs should be demonstrated (see Part
D), not only to control the risk for the ‘qualitative’ endpoint in question, but also that of the
‘quantitative’ endpoints, should they be more critical.

Risk management measures for corrosive or sensitising substances in consumer mixtures are
limited. Since the actual implementation of technical controls and PPE is usually difficult to
achieve in practice, product-integrated measures (such as the maximum volume of the bottle,
high viscosity of the product, child resistant fastening) are often the only appropriate RMMs.
Placing on the market of such mixtures should in general be discouraged. There may,
however, be cases where the mixture can be safely diluted before use and potential contact
with the skin or the eyes avoided (e.g. strong alkaline as toilet cleaners). Diluted mixtures,
child-resistant fastenings and product formulation, which prevent splashes (e.g. viscous or
paste-like formulation of the oxidative hair bleaching products) as well as labelling and use
instructions are commonly recognised RMMs for consumer products (See Section R.13.2.3).

Concerning the exposure of "*humans via the environment™ no risk management measures
are normally needed for irritant, corrosive and moderate skin sensitising substances, because
when the substances are released to the environment they are diluted and the risk is thereby
efficiently reduced;

The persistency and liability to bioaccumulation has to be taken into account when assessing
the exposure via the environment and defining the necessary risk management measures and
operational conditions for handling of carcinogens.

The prevention of the "human via the environment" exposure to acutely toxic substances and
strong sensitizers should be based on a case by case assessment.

All RMMs and OCs identified above should be documented in the final ES in the CSR and
communicated as Annex to the SDS.
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Table E.3-1 Hazard band of systemic and local effects, suggestions for general risk management measures and operational
conditions (RMMs/OCs) and PPE to be considered when developing exposure scenarios #

Note that these hazard bands only apply when no DNEL or DMEL can be set.

Category of R phrase Type of effect/ Hazard Exposure Risk Management Measures and Operational
danger/Type of hazard statement statement route Conditions
effect/ Risk code code
phrase (CLP)
(DSD)
General PPE
High Hazard
Carcinogens Carcinogenicity - Any measure to eliminate - Substance/task appropriate
Category 1 and 2 Category 1A and exposure should be respirator;
Category 1B considered; )
- Substance/task appropriate
May cause cancer | R45 May cause cancer H350 respiratory, - Very high level of gloves;
oral, skin containment required, except ) )

for short term exposures e.g. | - Full skin coverage with
May cause cancer | R49 May cause cancer by H350i respiratory taking samples; appropriate barrier material;
by inhalation inhalation .

- Design closed system to - Chemical goggles.
Mutagens Germ cell mutagenicity allow for easy maintenance;
Category 1 and 2 Category 1A and 1B ;

respiratory, - If possible keep equipment

May cause R46 May cause genetic H340 oral, skin under negative pressure;
heritable genetic defects
damage - Control staff entry to work

area;
Mutagens Germ cell mutagenicity

- Ensure all equipment well
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Category. 3* Category 2* respiratory,
skin, oral

Possible risk of R68 Suspected of causing H341
irreversible effects genetic defects
Strong corrosive Skin corrosion Category

1A
Causes severe R35 Causes severe skin burns | H314 respiratory,
burns and eye damage skin, oral
Acute toxicity Acute toxicity

Categoryl and Category

2
Very toxic R26 Fatal if inhaled H330 respiratory
Very toxic R27 Fatal in contact with H310 skin

skin
Very toxic R28 Fatal if swallowed H300 oral
Extreme/strong Skin sensitization
skin sensitizer™** Category 1 or 1A***
May cause R43 May cause an allergic H317 Skin

sensitisation by
skin contact

skin reaction

Respiratory
sensitizer

Respiratory sensitization
Category 1, 1A or 1B

maintained;

- Permit to work for
maintenance work;

- Regular cleaning of
equipment and work area;

- Management/supervision in
place to check that the
RMMs in place are being
used correctly and OCs
followed;

- Training for staff on good
practice;

- Procedures and training for
emergency decontamination
and disposal;

- Good standard of personal
hygiene

- Recording of any 'near
miss' situations.

Sensitizers - Without
prejudice to relevant national
legislation, pre-employment
screening and appropriate
health surveillance

- Face shield;

- Substance/task appropriate
gloves;

full skin coverage with
appropriate barrier material;

- Chemical goggles.

- Substance/task appropriate
respirator;

- Substance/task appropriate
gloves;

full skin coverage with
appropriate barrier material;

- Chemical goggles.

- All skin and mucous
membranes with potential
exposure protected with
appropriate PPE

- Appropriate respirator
mandatory unless complete
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May cause R42 May cause allergy or H334 Respiratory containment is verified for
sensitization by asthma symptoms or all phases of the operation;
inhalation breathing difficulties if
inhaled
Very serious Specific Target Organ Substance/task appropriate
irreversible Toxicity-Single respirator;
effects-single Exposure Category 1 )
exposure - Substance/task appropriate
gloves;
zifery toxic: R39/26 Causes damage to H370 respiratory full skin coverage with
anger of very organs . : -
: appropriate barrier material;
serious
irreversible - Chemical goggles
effects through
inhalation
Very toxic: R39/27 Causes damage to H370 skin
danger of very organs
serious
irreversible
effects in contact
with skin
Very toxic: R39/28 Causes damage to H370 oral
danger of very organs
serious
irreversible
effects if
swallowed
Toxic: danger of | R39/23 Causes damage to H370 respiratory

very serious
irreversible
effects through

organs
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inhalation
Toxic: danger of | R39/24 Causes damage to H370 Skin
very serious organs
irreversible
effects in contact
with skin
Toxic danger of | R39/25 Causes damage to H370 oral
very serious organs
irreversible
effects if
swallowed
Moderate hazard
Carcinogens CarcinogenicityCategory - Containment as - Substance/task appropriate
Category3** 2%* appropriate; loves;
sory R40 H351 respiratory, Pprop g
Limited evidence Suspected of causing skin, oral - Minimise number of staff - Skin coverage with
of carcinogenicity cancer exposed; appropriate barrier material
: _ . . based on potential for
Corrosive Corrosivity Category - Segregation of the emitting | .ontact with the chemicals;
1B and Category 1C ) process;
Causes burns R34 H314 respiratory, - Substance/task
Causes severe skin burns skin, oral - Effective contaminant

and eye damage

Acute toxicity

Acute toxicity Category
3

extraction;

- Good standard of general
ventilation;

appropriate respirator;
- Optional face shield,;

- Eye protection.
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Toxic R23 Toxic if inhaled H331 respiratory
Toxic R24 Toxic in contact with H311 skin
skin
Toxic R25 Toxic if swallowed H301 oral
Possible risk of Specific Target Organ
irreversible Toxicity-Single
effects-single Exposure Category 2
exposure
Harmful: H371 respiratory
possible risk of M d ¢
irreversible R68/20 | 0 IS GAASET0
effects through &
inhalation
Harmful: H371 skin
possible risk of
irreversible R68/21 | May cause damage to
: organs
effects in contact
with skin
Harmful: H371 oral
possible risk of
irreversible Reg/y | Moy cause damageto
effects if g
swallowed
Irritants Eye and skin irritation
) Category 2 and Specific
to éhe eyes, skin Target Organ Toxicity-
and respiratory Single Exposure
R36/37/38
system Category 3 (respiratory
simultaneously irritation)****

- Minimisation of manual
phases;

- Avoidance of contact with
contaminated tools and
objects;

- Regular cleaning of
equipment and work area;

- Management/supervision in
place to check that the
RMMs in place are being
used correctly and OCs
followed;

- Training for staff on good
practice;

- Good standard of personal
hygiene.
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Causes serious eye
irritation
H319 eyes,
) respiratory,

May cause respiratory H335 and

irritation skin

Causes skin irritation

H315
Moderate skin s Skin sensitiszationr
ensitizer®** category 1B***
May cause May cause an allergic
sensitisation by skin reaction )
skin contact R43 H317 Skin
Eye damage Eye damage Category 1 - Chemical goggles
Risk of serious R41 Causes serious eye H318 Eyes
damage to eyes damage
Low hazard

Eye Irritant Eye irritantion Category Minimisation of manual - Chemical goggles

2 phases/work tasks,
Irritating to the R36 Causes serious eye H319 Eyes - Work procedures
eyes irritation minimisaing of splashes and

spills;

Skin Irritant Skin irritantion Catego . . - Face shield;

2 gory - Avoidance of contact with

contaminated tools and - Substance/task appropriate
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Irritating to skin R38 Causes skin irritation H315 Skin objects; gloves;
- Regular cleaning of - Full skin coverage with
equipment and work area; appropriate light-weight

barrier material.
- Management/supervision in
place to check that the
. RMMs in place are being
IHltgnt to the STOT SE 3 used correctly and OCs
respiratory system followed:

- Substance/task appropriate
Irritating to the R37 respirator

respiratory system

May cause respiratory H335
irritation

Respiratory - Training for staff on good

practice.

- Good standard of personal
hygiene.

* DISCLAIMER: the general RMMs/OCs and PPE mentioned are suggestions only. The appropriateness of the RMMs/OCs used should always be
demonstrated. Also, the exposure estimate resulting from the incorporation of these RMMs/OCs into the exposure scenario should be compared with the
critical DNEL or DMEL for the quantitative endpoints, in order to demonstrate control of risks for these effects as well, in case they are more critical than
the qualitative endpoint under discussion.

* Category 2 mutagens according to CLP (Category 3 mutagens according to DSD) are in principle allocated to the high hazard band on the basis that they are usually
considered as suspected germ cell mutagens (suspected Muta. 1B according to CLP/Muta. Cat. 2 in DSD) and treated as suspected genotoxic carcinogens (suspected Carc. 1B

OO0 N L kA~ Wi —

according to CLP/ Carc. 2 according to DSD). However, when it is shown in the assessment of the toxicokinetic behaviour that the substance does not reach the germ cells
and shown in a carcinogenicity study that the substance does not cause cancer (locally or systemically), the category 2 mutagen (Muta. 3 according to DSD) can be assigned

to the moderate hazard band.

** Non-genotoxic carcinogens which are classified in Category 2, CLP (Carc.3 according to DSD) are in principle allocated to the moderate hazard band, because they are
regarded to represent a lower concern than Category 1A and 1B carcinogens (Carc. 1 and Carc. 2 in DSD) as there may be only limited evidence of carcinogenicity based on
human or animal data. On the other hand, if the mode of action or carcinogenic potency remains unclear, then these Category 2 carcinogens (Cat.3 according to DSD) could
be assigned to the high hazard band, on a case by case basis.

*** For skin sensitisation, potency categorisation based on human data as well as on LLNA, Guinea pig maximisation test and the Buehler test, include categorisation into strong and
other sensitisers (in Category 1A or 1B, respectively) in CLP. Strong sensitisers may be further divided into extreme and strong sensitisers - for the purpose of setting specific

concentration limits - as outlined in section 3.4.2.3 in Guidance on the Application of the CLP Criteria (see also Appendix R.8-10)
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*%%* Only if the 3 hazard statements are attributed to the substance simultaneously, “moderate hazard” is assigned, otherwise “low hazard” is assumed.
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500 - 150

4000 - 600
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