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Proposal
Chapter 3.4

34211

Amend to read as follows:
“3.4.2.1.1 Hazard categories

3.4.2.1.1.1 Respiratory sensitizers shall be diaslsin Category 1 where sub-
categorization is not required by a competent auth@r where data are not
sufficient for sub-categorization.

3.4.2.1.1.2 Where data are sufficient and wheraiiredq by a competent
authority, a refined evaluation allows the allocatof respiratory sensitizers into
sub-category 1A, strong sensitizers, or sub-cajedd for other respiratory
sensitizers.

3.4.2.113 Effects seen in either humans or asimall normally justify
classification in a weight of evidence approach fespiratory sensitizers.
Substances are allocated to one of the two sulg@ags 1A or 1B using a weight
of evidence approach in accordance with the caitgiven in figure 3.4.1 and on
the basis of reliable and good quality evidencemfrdiuman cases or
epidemiological studies and/or observations fromprapriate studies in
experimental animals.

Figure 3.4.1: Hazard category and sub-categoriesfoespiratory sensitizers

CATEGORY 1: Respiratory sensitizer

A substance is classified as a respiratory seesiti

- if there is evidence in humans that the substancdead ta
specific respiratory hypersensitivity and/or

- if there are positive results from an appropraténal test

Sub-category 1A:| Substances showing a high frequency of occurreimce

humans; or a probability of occurrence of a highsgezation
rate in humans based on animal or other Zes&everity of
reaction may also be considered.

Sub-category 1B:| Substances showing a low to moderate frequency of

occurrence in humans; or a probability of occureeata low
to moderate sensitization rate in humans basednonaa or
other tests 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. &indertain circumstances data
from animal studies may provide valuable informatio a weight of evidence
assessment.”
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In the first sentence, replace “induce” with “laad

Amend the text of relatémbtnote 2 to read as follows:

“ At present recognized and validated animal modw&ighe testing of respiratory
hypersensitivity are not available. Under certancwmnstances data from animal
studies may provide valuable information in a weiglhevidence assessment.”

Amend to read as follows:
“3.4.2.2.1 Hazard categories

3.4.2.2.1.1 Skin sensitizers shall be classified Gategory 1 where sub-
categorization is not required by a competent auth@r where data are not
sufficient for sub-categorization.

3.4.2.2.1.2 Where data are sufficient and whereuireq by a competent
authority, a refined evaluation according to 32.23 allows the allocation of
skin sensitizers into sub-category 1A, strong seess, or sub-category 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 skin sensitizers as described
in 3.4.2.2.2. Substances may be allocated to ortheofwo sub-categories 1A or
1B using a weight of evidence approach in accorelamth the criteria given in
figure 3.4.2 and on the basis of reliable and gqodlity evidence from human
cases or epidemiological studies and/or observatioom appropriate studies in
experimental animals according to the guidanceegsmprovided in 3.4.2.2.1.4 for
sub-category 1A and in 3.4.2.2.1.5 for sub-cated@y

Figure 3.4.2: Hazard category and sub-categoriesfgkin sensitizers

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 neinds
persons, or

- if there are positive results from an appropratanal test.

Sub-category 1A: | Substances showing a high frequency of occurrence

humans and/or a high potency in animals can beipred to
have the potential to produce significant senditzain
humans. Severity of reaction may also be consitlere

Sub-category 1B: | Substances showing a low to moderate frequency of

occurrence in humans and/or a low to moderate pgten
animals can be presumed to have the potentialduce
sensitization in humans. Severity of reaction ralsp be
considered.
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3.4.2.2.1.4 Human evidence for sub-category 1Aiccde:

(@)

(b)

(©)

positive responses &at500 pg/cri (HRIPT, HMT — induction
threshold);

diagnostic patch test data where there is atively high and
substantial incidence of reactions in a defined ubetmn in
relation to relatively low exposure;

other epidemiology evidence where there idaively high and
substantial incidence of allergic contact dernmiiti relation to
relatively low exposure.

Animal test results for sub-category 1A can incluld¢a with values
indicated in Table 3.4.1 below:

Table 3.4.1: Animal test results for sub-categoryA

maximisation test

Assay Criteria

Local lymph node EC3 value< 2%

assay

Guinea pig > 30% responding & 0.1% intradermal induction dose or

> 60% responding at > 0.1% $£01% intradermal induction
dose

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 sub-category 1Bimelnde:

(@)

(b)

(€)

positive responses at > 500 pgfcfHRIPT, HMT — induction
threshold);

diagnostic patch test data where there is atively low but
substantial incidence of reactions in a defined yteton in
relation to relatively high exposure;

other epidemiology evidence where there islatively low but
substantial incidence of allergic contact derniiti relation to
relatively high exposure.

Animal test results for sub-category 1B can inclddéa with values indicated
in Table 3.4.2 below:
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Table 3.4.2: Animal test results for sub-categoryB

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

342221

342222

3.4.2.2.2.3

Insert “using a weight of evidence apph” after “any or all of the following”;
Add: “(f) Severity of reaction may also be consa&t¥ at the end of the paragraph.

Delete the first sentence.
Add the following sentence at the end of the piaalgr
“For both animal and human data, consideratiorukhbe given to the impact of

vehicle.”

Add a comma after “met” and replacentaot sensitizer” with “skin sensitizer”
twice, in the second and third line.

3.4.2.23 Replace “contact sensitizer” with “skamsitizer” twice, in the third and last line.
3.4.2.2.4.1 In the first line, replace “When anjuadnt type test method” with “For
Category 1, when an adjuvant type test method”;
After the second sentence, insert the followingesece:
“For Category 1, a stimulation index of 3 or m@eonsidered a positive response
in the local lymph node assay.”.
Delete the last sentence.
3.4.2.2.4.2 Delete.
3.4.2.2.4.3 Delete.
3.4.3.1 Replace the last sentence with the follgwin
“(For special labelling required by some competanthorities, see Note 1 to
Table 3.4.3 of this chapter and 3.4.4.2).
3.43.2.3and 3.4.3.24 Insert the following paaphs as new 3.4.3.2.3 and 3.4.3.2.4:

“3.4.3.2.3 Concentration of mixtures of the highesensitizing category/sub-
category
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3.4.3.2.5

3.4.3.3

If a mixture is classified in Category 1 or sulteggory 1A, and the
concentration of ingredients of the mixture that iar Category 1 and sub-category
1A is increased, the new mixture should be classifin Category 1 or sub-
category 1A without additional testing.

3.4.3.2.4 Interpolation within one category/subegaty

For three mixtures with identical ingredients, whé and B are in
the same category/sub-category and mixture C fegasdime sensitizing ingredients
with concentrations intermediate to the concerdregtiof those ingredients in
mixtures A and B, then mixture C is assumed torbéhe same category/sub-
category as A and B.”

Current paragraphs 3.4.3.2.3, 3.4.3.2.4 and 3.5.28come new paragraphs
3.4.3.2.5, 3.4.3.2.6 and 3.4.3.2.7 respectively.

In the first sentence, replace “sengitmaof the batch” with “sensitizing
properties of the batch”. In the last sentence,“atithefore “new classification”.

In the paragraph, replace “Table 3.4.1hWitable 3.4.3”;

Replace the entire table and its six notes witiew table and a single note 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 classified Cut-off values/concentration limits
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)

> 1.0%
Skin sensitizer > 0.1%
Sub-category 1A
Skin sensitizer > 1.0%
Sub-category 1B
Respiratory sensitizer >0.1% >0.1%
Category 1 (Note 1) (Note 1)

21.0% 2 0.2%

Respiratory sensitizer >0.1% >0.1%
Sub-category 1A
Respiratory sensitizer >1.0% >0.2%
Sub-category 1B
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NOTE 1. Some competent authorities may require SDS arglipplemental
labelling only, as described in 3.4.4.2 for mixtsireontaining a sensitizing
ingredient at concentrations between 0.1 and 1%b@iween 0.1 and 0.2% for a
gaseous respiratory sensitizer). While the curmrttoff values reflect existing
systems, all recognize that special cases may regquiormation to be conveyed
below that level.”

In the last sentence, replace “Table 3.4.2” withlile “3.4.4".

In the new Table 3.4.4, add “and Sub-categorieadd 1B” after “Category 1” in
the first row of the two last columns.

In the first sentence, replace “Table 3.4.1” wiltable 3.4.3".
Amend the second sentence to read as follows:
“To protect these individuals, certain authoritreay choose to require the name
of the ingredients as a supplemental label elenvlether or not the mixture as a
whole is classified as sensitizer.”

Delete the last sentence.

Add a footnote 6 to “Category 1” abovefihs exclamation mark, as follows:

“6 See 3.4.2.1.1 for details on use of Category tatelgories

In the last but one box on the left, delete the teferences into brackets and insert
at the bottom of the box: “(See 3.4.3.3 and Tahk33for explanation and
guidance)”.

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

“® See 3.4.2.2.1 for details on use of Category tategoried

In the last but one box on the left, delete thensice into brackets and insert at

the bottom of the box: “(See 3.4.3.3 and Table 33.far explanation and
guidance)”.

Consequential amendmentsto Annexes 1 and 2

Annex 1

Amend the tables for respiratory and skin sengitna(page 254 of the English version to read

as follows:

For respiratory sensitization, atldo columns similar to the first one, but replace
“Category 1” with “Category 1A” in the second colomnand with “Category 1B”
in the third column.
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For skin sensitization, adtivo columns similar to the first one, but replace
“Category 1” with “Category 1A” in the second colorand with “Category 1B”
in the third column.
Annex 2
A2.20 Replace the text under ‘Bor substances and tested mixttiregth:
“(a) if there is evidence in humans that the substacan lead to specific
respiratory hypersensitivity and /or
(b) if there are positive results from an appragianimal test.”
Add the following columns and rows:
Hazard N
o Hazard communication
sub- Criteria
elements
category
1. For substances and tested mixtures
showing a high frequency of occurrence in a
humans; or a probability of occurrence of a higtsymbol L
1A sensitization rate in humans based on animal jor )i g
here dat other tests. Severity of reaction may also be
(where data considered. :
are . . Signal
sufficient | 2. If data for the complete mixture are not available word Danger
and where apply bridging principles (see 3.4.3.2).
required by | 3. If bridging principles do not appjyclassify the May cause
a competent mixture as respiratory sensitizer if it contains at allergic or asthma
authority) least one ingredient classified as sub-categor/Hazard symptoms or
1A 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 L
occurrence of a low to moderate sensitization )i 4
1B rate in humans based on animal or other tests.
(wh(zrr%data Severity of reaction may also be considered. p—
sufficient 2. If data for the complete mixture are not Wl((g:jrr(;a Danger
and where available apply bridging principles (see 3.4.3.2
required by | 3.If bridging principles do not appliclassify the May cause
a competent mixture as respiratory sensitizer if it contains a allergic or asthma
authority) least one ingredient classified as sub-category|.Hazard symptoms or
at the following concentrations: statement breathing
(a) Solids or liquids= 1% w/w difficulties if
inhaled

(b) Gases= 0.2% viv
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A2.21 Replace the text under ‘Bor substances and tested mixttiregth:
(a) if there is evidence in humans that the stz can lead to sensitization by skin
contact in a substantial number of persons, or
(b) if there are positive results from an appragerianimal test.
Add the following columns and rows:
Hazard Criteria Hazard communication
category elements
. For substances and tested mixtures
showing a high frequency of occurrence in humans
1A and/or a high potency in animals, which can be Symbol '
here data presumed to have the potential to produce sigmifica o
w sensitization in humans. Severity of reaction mag a
suf?;::(ieent be considered. _ _
and where . If data for the complete mixture are not available Signal word|  Warning
required by apply bridging principles (see 3.4.3.2)
a competent If bridging principles do not applyclassify the May cause
authority) mixture as skin sensitizer if it contains at lears Hazard allergic
ingredient classified as sub-category 1A at a statement skin
concentratiorz 0.1%. reaction
. For substances and tested mixtures
showing a low to moderate frequency of occurrence
1B humans and/or a low to moderate potency in anima SSymboI '
. . .
(where data whlch_can be'presumed to have the potential toym®d
are sensitization in humans.
sufficient . If data for the complete mixture are not availgble Signal 4 warni
and where apply bridging principles (see 3.4.3.2) Ighal wor aming
required by | 3 if bridging principles do not applyclassify the mixture
acompetent| a5 skin sensitizer if it contains at least oneexdgnt May cause
authority) classified as sub-category 1B at a concentration Hazard allergic
>1.0%. statement skin
reaction




