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3.4.2.11

PROPOSAL FOR REVISING CHAPTER 3.4 OF THE GHS

Replace the entire section with theofwihg new section 3.4.2.1.1

“3.4.2.1.1 Hazard categories

342111 Respiratory sensitizers shall be iladsin Category 1 where
subcategorization is not required by a competetiaaity or where data are not
sufficient for subcategorization.

342112 Where data are sufficient and where required byompetent

authority, a refined evaluation allows the allogatiof respiratory sensitizers into
subcategory 1A, strong sensitizers, or subcategbiBy for other respiratory
sensitizers.

342113 Effects seen in either humans omals will normally justify
classification in a weight of evidence approachréspiratory sensitizers. Substances
are allocated to one of the two subcategories 1ABwusing a weight of evidence
approach in accordance with the criteria givenigure 3.4.1 and on the basis of
reliable and good quality evidence from human casegpidemiological studies
and/or observations from appropriate studies iregrpental animals.

Figure 3.4.1: Hazard category and subcategories faespiratory sensitizers

CATEGORY 1: Respiratory sensitizer

A substance is classified as a respiratory seesiti

- if there is evidence in humans that the substaacelead tg
specific respiratory hypersensitivity and/or

- if there are positive results from an appropritémal test

Subcategory 1A:| Substances showing a high frequency of occurreimce
humans; or a probability of occurrence of a highsgi&zation
rate in humans based upon animal or otherteSsverity of
reaction may also be considered.

Subcategory 1B:| Substances showing a low to moderate frequencgaircence
in humans; or a probability of occurrence of a kmamoderate
sensitization rate in humans based upon animather dest&
Severity of reaction may also be considered.”

Add the following footnote :2

“2 At present recognized and validated animal models the testing of

respiratory hypersensitivity are not available. émdcertain circumstances
data from animal studies may provide valuable infation in a weight of
evidence assessment.”
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3.4.2.1.2.1In the first line, replac&nduce” with “lead to”.

3.4.2.1.3

3.4.2.21

Replace the text of the old footnotevith the same text as the new footnote 2 (cross-

reference)

“2 At present recognized and validated animal modmigie testing of respiratory
hypersensitivity are not available. Under certaimcamstances data from animal
studies may provide valuable information in a weigihevidence assessment.”

Replace the entire section with the following resetion 3.4.2.2.1;

“3.4.2.2.1 Hazard categories

342211 Skin sensitizers shall be classified Category 1 where
subcategorization is not required by a competetiicaity or where data are not
sufficient for subcategorization.

3.4.221.2 Where data are sufficient and whemguired by a competent
authority, a refined evaluation according to 32.2.3 allows the allocation of skin
sensitizers into subcategory 1A, strong sensitjizarsubcategory 1B for other skin
sensitizers.

3.4.2.2.1.3 Effects seen in either humans or asimaill normally justify
classification in a weight of evidence approach gkin sensitizers as described in
3.4.2.2.2. Substances may be allocated to oneeotwio subcategories 1A or 1B
using a weight of evidence approach in accordante twe criteria given in figure
3.4.2 and on the basis of reliable and good quaNigence from human cases or
epidemiological studies and/or observations froprapriate studies in experimental
animals according to the guidance values provide8i4.2.2.1.4 for Subcategory 1A
and in 3.4.2.2.1.5 for Subcategory 1B.

Figure 3.4.2: Hazard category and subcategories fakin sensitizers

CATEGORY 1: Skin sensitizer

A substance is classified as a skin sensitizer

- if there is evidence in humans that the substarere lead ta
sensitization by skin contact in a substantial neind$ persons, or

- if there are positive results from an appropraianal test.

Subcategory 1A: | Substances showing a high frequency of occurrembamans and/or
a high potency in animals can be presumed to haeotential tg
produce significant sensitization in humans. Sévef reaction may
also be considered.

Subcategory 1B: | Substances showing a low to moderate frequencycotfircence in
humans and/or a low to moderate potency in aniceatsbe presume
to have the potential to produce sensitizationumans. Severity 0

O

reaction may also be considered.
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3.4.2.2.1.4 Human evidence for Subcategory 1Aicelude positive responses at
<500 pg/cm2 (HRIPT, HMT — induction threshold); gh@astic patch test data where
there is a relatively high and substantial incidernaf reactions in a defined
population in relation to relatively low exposuteeh that is indicative of a strong
sensitizer; other epidemiology evidence where thesrea relatively high and
substantial incidence of allergic contact dermstith relation to relatively low
exposure then that is indicative of a strong sizesit

Animal test results for Subcategory 1A can ineluthta with values
indicated in Table 3.4.1 below:

Table 3.4.1: Animal test results for Subcategory 1A

Assay Criteria
Local Lymph EC3values 2%
Node Assay
Guin_ea_t Pig > 30% responding at 0.1% intradermal induction dose or
Maximisation > 60% responding at > 0.1% t 1% intradermal induction
Buehler Assay | >15% responding at 0.2% topical induction dose or

= 60% responding at > 0.2% $020% topical induction dose

3.4.2.2.1.5 Human evidence for subcategory 1B pelude any positive response
at > 500 pg/ch (HRIPT, HMT — induction threshold); diagnostic glattest data

where there is a relatively low but substantialideace of reactions in a defined
population in relation to relatively high exposuten that is indicative of a skin
sensitizer of subcategory 1B; other epidemiologg@&we where there is a relatively
low but substantial incidence of allergic contaetrdatitis in relation to relatively

high exposure then that is indicative of a skinsgezer of subcategory 1B.

Animal test results for Subcategory 1B can incluld¢a with values
indicated in Table 3.4.2 below:

Table 3.4.2: Animal test results for Subcategory 1B

Assay Criteria
Local Lymph EC3 value > 2%
Node Assay
Guinea Pig > 30% to < 60% responding at > 0.1%<dl% intraderma
Maximisation induction dose or
Test > 30% responding at > 1% intradermal induction dose
Buehler Assay | >15% to < 60% responding at > 0.2% <020% topical
induction dose or
> 15% responding at > 20% topical induction dose”
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3.4.2.2.2.1 Addtusing a weight of evidence approach” after “amylb of the following”;
Add: “(f) Severity of reaction may also be consideratithe end of the paragraph.

3.4.2.2.2.2 _Deletthe first sentence;
Add the following sentence at the end of the paragrdptr both animal and human
data, consideration should be given to the impaeebicle.”

3.4.2.2.2.3Add a comma after “met” and replac¢eontact sensitizer” with “skin sensitizer”
twice, in the second and third line.

3.4.2.2.3 _Replackontact sensitizer” with “skin sensitizer” twici, the third and last line.

3.4.2.2.4.1 In the first line, repla¢®/hen an adjuvant type test method” with “For Crtey 1,
when an adjuvant type test method”;

After the second sentence, ingé following sentence: “ For Category 1, a
stimulation index of 3 or more is considered a fissiresponse in the Local Lymph
Node Assay.
Deletethe last sentence.

3.4.2.2.4.2Deletethe entire paragraph

3.4.2.2.4.Deletethe entire paragraph.

3.43.1 Replacéhe last sentence with the following: “(For spé@aelling required by some
competent authorities, see Note 1 to Table 3.4tBisfchapter and 3.4.4.2).

3.43.23, 3.43.24and34.325

Renumbethe three paragraphs: 3.4.3.2.5, 3.4.3.2.6, ah8.2.7, and insetvo new
paragraphs as follows:

“3.4.3.2.3 Concentration of mixtures of the highest sensijzi
Category/subcategory

If a mixture is classified in Category 1 or suleg@ry 1A, and the concentration of
ingredients of the mixture that are in Categorynd aubcategory 1A is increased, the
new mixture should be classified in Category 1ulrcaitegory 1A without additional
testing.

3.4.3.2.4 Interpolation within one category/subcategory
For three mixtures with identical ingredients,ersdn A and B are in the same

category/subcategory and mixture C has the samsitigerg ingredients with
concentrations intermediate to the concentratidrihase ingredients in mixtures A
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and B, then mixture C is assumed to be in the seategory/subcategory as A and
B.”

3.4.3.2.5 In the first sentence, repldsensitization of the batch” with “sensitizing jperties
of the batch”. In the last sentence, ddtbefore “new classification”.

3.4.3.3 In the paragraph, replddable 3.4.1” with “Table 3.4.3";

Replacehe entire table and its six footnotes with a nalle and a single footnote 1,
as follows:

“Table 3.4.3: Cut-off values/concentration limitsof ingredients of a mixture
classified as either skin sensitizers or respiratgrsensitizers that would trigger
classification of the mixture

INGREDIENT Cut-off values/concentration limits
CLASSIFIED AS: triggering classification of a mixture as:
Skin sensitizer Respiratory sensitizer
Category 1 Category 1
All physical states | Solid/Liquid Gas
Skin sensitizer >0.1%
Category 1 (Note 1)
21.0%
Skin sensitizer >0.1%
Subcategory 1A
Skin sensitizer >1.0%
Subcategory 1B
Respiratory sensitizer >0.1% >0.1%
Category 1 (Note 1) (Note 1)
21.0% 20.2%
Respiratory sensitizer >0.1% 20.1%
Subcategory 1A
Respiratory sensitizer >21.0% >0.2%
Subcategory 1B

NOTE 1. Some competent authorities may require SDS aralipplemental
labelling only, as described in 3.4.4.2 for mix@ireontaining a sensitizing
ingredient at concentrations between 0.1 and 1%béiween 0.1 and 0.2% for a
gaseous respiratory sensitizer). While the curmirttoff values reflect existing
systems, all recognize that special cases may regufiormation to be conveyed
below that level.”

3.4.4.1 Inthe last sentence, replad@able 3.4.2” with “Table “3.4.4".
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In the new Table 3.4.4, addnd Subcategories 1A and 1B” after “Categoryrithe
first row of the two last columns.

In the first sentence, replat&able 3.4.1” with “Table 3.4.3".

Replacethe second sentence with “To protect these indal&l certain authorities
may choose to require the name of the ingredienta aupplemental label element
whether or not the mixture as a whole is classifisgensitizer.”

Deletethe last sentence.

Adda footnote 6 to “Category 1” above the first exaddion mark, as follows:

“® See 3.4.2.1.1 for details on use of Category tatelgories

In the last but one box on the left, deldte two references into brackets and inaert
the bottom of the box: “(See 3.4.3.3 and Table33fdr explanation and guidance)”

_Adda footnote 6 to “Category 1” above the first exaddion mark, as follows:

“6 See 3.4.2.2.1 for details on use of Category taelgories

In the last but one box on the left, del#te reference into brackets and insdrthe
bottom of the box: “(See 3.4.3.3 and Table 3.4r¥fplanation and guidance)”

Consequential amendments to Annexes 1 and 2

Annex 1

GHS (second revised version) page 254 (of the Emgiersion):

Annex 2

A2.20

For respiratory sensitization, atldo columns similar to the first one, but replace
“Category 1” with “Category 1A” in the second colamand with “Category 1B” in
the third column.

For skin sensitization, addio columns similar to the first one, but replaCategory

1” with “Category 1A” in the second column and witGategory 1B” in the third
column.

Respiratory sensitizer
Replacehe text under “1For substances and tested mixttregth:
“(a) if there is evidence in humans that thessaihce can lead to specific respiratory

hypersensitivity and /or
(b) if there are positive results from an appiate animal test.”
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Add the following columns and rows:
Hazard sub- Criteria Hazard communication
category elements
1. For substances and tested mixtures
showing a high frequency of occurrence in a
humans; or a probability of occurrence of a high Symbol L
sensitization rate in humans based upon animal or \ 4
1A other tests. Severity of reaction may also be
considered. Signal
(where data |, "1 4243 for the complete mixture are not available  \yorg Danger
are sufficient I bridging principles (see 3.4.3.2)
and where apply naging p P s
required by a P L : May cause
3. If bridging principles do not applclassify the allergic or
competent mixture as respiratory sensitizer if it contains at asthma
authority) least one ingredient classified as subcategory jL‘Hazard symptoms or
at the following concentrations: statement breathing
(a) Solids or liquids= 0.1% w/w difficulties if
(b) Gases: = 0.1% v/v inhaled
1. For substances and tested mixtures
showing a low to moderate frequency of a
occurrence in humans; or a probability of Symbol * 9
occurrence of a low to moderate sensitization rate \ 4
1B in humans based upon animal or other tests.
Severity of reaction may also be considered. .
(where data . . Signal Danger
are sufficient 2. If data f_or t_he co_mp_lete mixture are not available  \ord
apply bridging principles (see 3.4.3.2).
and where
required by a g " . May cause
3. If bridging principles do not applyclassify the allergic or
competent mixture as respiratory sensitizer if it contains at asthma
authority) least one ingredient classified as subcategorytlBHazard symptoms or
the following concentrations: statement breathing
(a) Solids or liquids:= 1% w/w difficulties if
inhaled

(b) Gases:= 0.2% v/v
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A2.21 Skin sensitizer
Replacethe text under “1For substances and tested mixtiresth:
(a) if there is evidence in humans that the sutust can lead to sensitization by skin
contact in a substantial number of persons, or
(b) if there are positive results from an appiateranimal test.
Add the following columns and rows:
Hazard o Haza_rd .
Criteria communication
category
elements
. For substances and tested mixtures
showing a high frequency of occurrence imans and/or
1A a high potency in animals, which can be presumdthie | SYMPO! '
here d the potential to produce significant sensitizaiion o
(w (er?e ata | hymans. Severity of reaction may also be considered
sufficient f Qatg for t_he'complete mixture are not availgladpply Signal Warning
and where bridging principles (see 3.4.3.2) word
required by . If bridging principles do not applyclassify the mixture as
a competent skin sensitizer if it contains at least one ingeedi Hazard May cause
authority) classified as subcategory 1A at a concentration %. stateme | allergic skin
nt reaction
. For substances and tested mixtures
1B showing a low to moderate frequency of omure in
humans and/or a low to moderate potency in animals, | Symbol '
(where data which can be presumed to have the potential toymed e
are sensitization in humans.
sufficient . If data for the complete mixture are not availakdeply Signal )
and where bridging principles (see 3.4.3.2) word Warning
required by . If bridging principles do not applyclassify the mixture as
a competent skin sensitizer if it contains at least one ingeedi Hazard | May cause
authority) classified as subcategory 1B at a concentratitr0%. stateme | allergic skin
nt reaction




