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“3.4.2 Classification criteria for substances
3421 Respiratory sensitizers

34.2.11 Hazard categories

342111 Respiratory sensitizers shall be diagsin Category 1 where sub-categorization is not
required by a competent authority or where datanatesufficient for sub-categorization.

3.4.21.1.2 Where data are sufficient and wheraired by a competent authority, a refined evalumatio
[according to 3.4.2.1.1]3allows the allocation of respiratory sensitizersoirsub-category 1A, strong
sensitizers, or sub-category 1B for other respiyagensitizers.

342113 Effects seen in either humans or asimél normally justify classification in a weigldf
evidence approach for respiratory sensitizers. stmses are allocated to one of the two sub-cdtsghA

or 1B using a weight of evidence approach in aced with the criteria given idiure-Table 3.4.1]and

on the basis of reliable and good quality evidefioen human cases or epidemiological studies and/or
observations from appropriate studies in experialeariimals.

[TableFigure 3.4.1]: Hazard category andsub-cakgories for respiratory sensitizers

CATEGORY 1: Respiratory sensitizer

A substance is classified as a respiratory seasitiz

- if there is evidence in humans that the substaanodead to
specific respiratory hypersensitivity and/or

- if there are positive results from an appropratenal test

Sub-category 1A:| Substances showing a high frequency of occurrenberinans; or a
probability of occurrence of a high sensitizatiaterin humans
basedn animal or other tests Severity of reaction may also be
considered.

Sub-category 1B:| Substances showing a low to moderate frequencgafreence in
humans; or a probability of occurrence of a lownderate
sensitization rate in humans basedanimal or other testsSeverity
of reaction may also be considered.

34212 Human evidence

342121 Evidence that a substance can leagettifie respiratory hypersensitivity will normallye
based on human experience. In this context, hgpsitvity is normally seen as asthma, but other
hypersensitivity reactions such as rhinitis/contivitts and alveolitis are also considered. Thaditon

will have the clinical character of an allergicegan. However, immunological mechanisms do natehi@

be demonstrated.

2 At present recognized and validated animal models for the testing of respiratory hypersensitivity are not

available. Under certain circumstances, data from animal studies may provide valuable information in a weight of
evidence assessment.
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342122 When considering the human evidendg néecessary for a decision on classificatiorake t
into account, in addition to the evidence from¢hses:

(a) the size of the population exposed;

(b) the extent of exposure.
3.4.2.1.2.3 The evidence referred to above could be

(@) clinical history and data from appropriate ldagction tests related to exposure to the
substance, confirmed by other supportive evidertaelwmay include:

()  invivoimmunological test (e.g. skin prick test);
(i) invitroimmunological test (e.g. serological analysis);

(i) studies that may indicate other specific Bygensitivity reactions where
immunological mechanisms of action have not be@ven, e.g. repeated low-
level irritation, pharmacologically mediated effgct

(iv) a chemical structure related to substance®wkn to cause respiratory
hypersensitivity;

(b) data from positive bronchial challenge testthuhe substance conducted according to
accepted guidelines for the determination of aifipdtypersensitivity reaction.

342124 Clinical history should include both disal and occupational history to determine a
relationship between exposure to a specific substaand development of respiratory hypersensitivity.
Relevant information includes aggravating factaghbn the home and workplace, the onset and pssgre
the disease, family history and medical historyhef patient in question. The medical history stialso
include a note of other allergic or airway disosdgom childhood, and smoking history.

3.4.21.25 The results of positive bronchial dadle tests are considered to provide sufficierdenge
for classification on their own. It is however ogoized that in practice many of the examinatiosied
above will already have been carried out.

3.4.2.1.3 Animal studies

Data from appropriate animal studieshich may be indicative of the potential of a
substance to cause sensitization by inhalatiomimang may include:

(@) measurements of Immunoglobulin E (IgE) and eptlspecific immunological
parameters, for example in mice;

(b) specific pulmonary responses in guinea pigs.

2 At present recognized and validated animal models for the testing of respiratory hypersensitivity are not available.

Under certain circumstances, data from animal studies may provide valuable information in a weight of evidence
assessment.

®  The mechanisms by which substances induce symptoms of asthma are not yet fully known. For preventative
measures, these substances are considered respiratory sensitizers. However, if on the basis of the evidence, it can be
demonstrated that these substances induce symptoms of asthma by irritation only in people with bronchial
hyperreactivity, they should not be considered as respiratory sensitizers.
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3.4.2.2 Skin sensitizers

34221 Hazard categories

342211 Skin sensitizers shall be classifie@ategory 1 where sub-categorization is not requiea
competent authority or where data are not suffidiensub-categorization.

342212 Where data are sufficient and wheraired by a competent authority, a refined evalumatio
according to 3.4.2.2.1.3 allows the allocation kihsensitizers into sub-category 1A, strong s&est, or
sub-category 1B for other skin sensitizers.

342213 Effects seen in either humans or asimél normally justify classification in a weigldf
evidence approach for skin sensitizers as desciibjgl4.2.224]. Substances may be allocated to one of the
two sub-categories 1A or 1B using a weight of enaeapproach in accordance with the criteria given
figureTable3.4.2 and on the basis of reliable and good quadividence from human cases or
epidemiological studies and/or observations fromprapriate studies in experimental animals according
the guidance values provided [8.4.2.23-42.1 and 3.4.2.2.3.4pr sub-category 1A and i{8.4.2.23.2.25

and 3.4.2.2.3.3for sub-category 1B.

[TableFigure 3.4.3: Hazard category and sub-categories for skin serisiers

CATEGORY 1: Skin sensitizer

A substance is classified as a skin sensitizer

- if there is evidence in humans that the substaandead to
sensitization by skin contact in a substantial neindf persons, o

- if there are positive results from an appropraténal test.

Sub-category 1A: | Substances showing a high frequency of occurrgnlsemans
and/or a high potency in animals can be presumédve the
potential to produce significant sensitization umtans. Severity 0
reaction may also be considered.

Sub-category 1B: | Substances showing a low to moderate frequencgaifreence in
humans and/or a low to moderate potency in anig@ise
presumed to have the potential to produce sensiizan humans.
Severity of reaction may also be considered.

[3.4.2.2:42 Human evidence]

[3.4.2.2.2.1] Human evidence for sub-category 1A can include:
(a) positive responsesa600 pg/cri (HRIPT, HMT — induction threshold);

(b) diagnostic patch test data where there isatively high and substantial incidence of
reactions in a defined population in relation tatigely low exposure;

(c) otherepidaniolegy-epidemiologicalevidence where there is a relatively high and
substantial incidence of allergic contact dermmtith relation to relatively low
exposure.
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[3.4.2.24-52.2] Human evidence for sub-category 1B can include: |

(@) positive responses at > 500 pgf¢RRIPT, HMT — induction threshold):

(b) diagnostic patch test data where there isatively low but substantial incidence of
reactions in a defined population in relation tatigely high exposure;

(c) otherepidemiolegyepidemiologicalevidence where there is a relatively low b|ut
substantial incidence of allergic contact dermgtiti relation to relatively high
exposure.

[3.4.2.243]  Animal studies

[3.4.2.243.1] For Category 1, when an adjuvant type test metbodkin sensitization is used, a respodse
of at least 30% of the animals is considered astipesFor a non-adjuvant Guinea pig test method a
response of at least 15% of the animals is consiblpositive. For Category 1, a stimulation indé8 @r
more is considered a positive response in the LNgalph Node Assay. Test methods for skin sensitizat
are described in the OECD Guideline 406 (the GuitigaMaximisation test and the Buehler guinea psi)t
and Guideline 429 (Local Lymph Node Assay). Othathnds may be used provided that they are well-
validated and scientific justification is givenh&@ Mouse Ear Swelling Test (MEST), appears to tiable
screening test to detect moderate to strong seaisfiand can be used as a first stage in thesassesof
skin sensitization potential.

[3.4.2.2.3.2] Animal test results for sub-category 1A can incluti¢a with values indicated iTable
3.44-3] below:

[Table 3.4:-43]: Animal test results for sub-category 1A

Assay Criteria
Local lymph node | EC3 value< 2%
assay
Guin_ea_l pig > 30% responding &t 0.1% intradermal induction dose or
maximisation test | > 609 responding at > 0.1% $01% intradermal induction dose
Buehler assay >15% responding at 0.2% topical induction dose or

= 60% responding at > 0.2% 4a20% topical induction dose

[3.4.2.2.3.3] Animal test results for sub-category 1B can incluld¢a with values indicated ifTable
3.424] below:

Table [3.4:-2]: Animal test results for sub-category 1B

Assay Criteria

Local lymph node | EC3 value > 2%

assay

Guinea pig > 30% to < 60% responding at > 0.1%=td% intradermal

maximisation test | induction dose or
= 30% responding at > 1% intradermal induction dose

Buehler assay >15% to < 60% responding at > 0.2%<t@0% topical induction
dose or
= 15% responding at > 20% topical induction dose”
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[3.4.2.224]  Specific considerations

[3.4.2.224.1] For classification of a substance, evidence shimgldde any or all of the followingjsing a
weight of evidence approach

(a) Positive data from patch testing, normallyanied in more than one dermatology
clinic;

(b) Epidemiological studies showing allergic caitdermatitis caused by the substance;
Situations in which a high proportion of those esgub exhibit characteristic
symptoms are to be looked at with special conceven if the number of cases is
small;

(c) Positive data from appropriate animal studies;
(d) Positive data from experimental studies in ifs@e Chapter 1.3, para. 1.3.2.4.7);

(e) Well documented episodes of allergic contaetrtitis, normally obtained in more
than one dermatology clinic;

()  Severity of reaction may also be considered

[3.4.2.224.2] Evidence from animal studies is usually much maaléable than evidence from human
exposure. However, in cases where evidence idadlaifrom both sources, and there is conflict leetv
the results, the quality and reliability of the dmce from both sources must be assessed in ordesdlve
the question of classification on a case-by-casésbaNormally, human data are not generated itrotbed
experiments with volunteers for the purpose of hzdassification but rather as part of risk assess to
confirm lack of effects seen in animal tests. @uouently, positive human data a@mntact [skin
sensitization are usually derived from case-cordrabther, less defined studies. Evaluation of Anirdata
must therefore be carried out with caution as tleguency of cases reflect, in addition to the isher
properties of the substances, factors such asxffwsere situation, bioavailability, individual pisposition
and preventive measures taken. Negative humarstatdd not normally be used to negate positivaltes
from animal studiesFor both animal and human data, consideration shbal given to the impact of
vehicle.

[3.4.2.224.3] If none of the above mentioned conditions are mhet,substance need not be classified as a
skin sensitizer. However, a combination of twarmre indicators of skin sensitization as listedbbemay
alter the decision. This shall be considered oas®-by-case basis.

(@) Isolated episodes of allergic contact derisatit

(b) Epidemiological studies of limited power, eahere chance, bias or confounders have
not been ruled out fully with reasonable confidence

(c) Data from animal tests, performed accordingxisting guidelines, which do not meet
the criteria for a positive result described ®¥4.2.243.1], but which are sufficiently
close to the limit to be considered significant;
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(d) Positive data from non-standard methods;

(e) Positive results from close structural anaésgyu

[3.4.2.234.4] Immunological contact urticaria |

Substances meeting the criteria for classificaisrrespiratory sensitizers may in addition
cause immunological contact urticaria. Considenagibould be given to classifying these substanisesze
skin sensitizers. Substances which cause immurealbgontact urticaria without meeting the critefia
respiratory sensitizeshould also be considered for classification as sknsitizers.

There is no recognized animal model available deniify substances which cause
immunological contact urticaria. Therefore, classation will normally be based on human evidencéctvh
will be similar to that for skin sensitization.”



