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I11. Do not approve publication of the draft notice in the Federal Register.
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[Billing Code 6355-01-P]
CONSUMER PRODUCT SAFETY COMMISSION
[CPSC Docket No. CPSC-2012-0036]
16 CFR Part 1500
Hazardous Substances and Articles; Administration and Enforcement Regulations:
Revisions to Animal Testing Regulations
AGENCY: Consumer Product Safety Commission.
ACTION:  Final Rule
SUMMARY:: The U.S. Consumer Product Safety Commission (CPSC or Commission)
amends regulations on the CPSC’s animal testing methods under the Federal Hazardous
Substances Act (FHSA).
DATES: This rule is effective on [insert date that is 30 days after publication in the
Federal Register].
FOR FURTHER INFORMATION CONTACT: Leslie E. Patton, Ph.D., Project
Manager, Office of Hazard Identification and Reduction, U.S. Consumer Product Safety
Commission, 4330 East West Highway, Bethesda, MD 20814; telephone (301) 504-7848;

Ipatton@cpsc.qov.

SUPPLEMENTARY INFORMATION:
A. Background

The Federal Hazardous Substances Act (FHSA), 15 U.S.C. 1261-1278, requires
appropriate cautionary labeling on certain hazardous household products to alert
consumers to the potential hazards that a product may present. Among the hazards

addressed by the FHSA are products that are toxic, corrosive, irritants, flammable,



combustible, or strong sensitizers. The FHSA and the Commission regulations at 16
CFR part 1500 provide certain definitions and test methods related to testing on animals
to determine the existence of the hazards addressed by the FHSA.

On June 29, 2012, the Commission issued a notice of proposed rulemaking to
amend and to update regulations on the CPSC’s animal testing methods under the FHSA.
77 FR 38754. The Commission proposed amendments to the regulations that interpret,
supplement, or provide alternatives to definitions of animal test methods used to aid in
the classification of hazardous substances under the FHSA.

In addition, on June 29, 2012, the Commission proposed to codify its statement of
policy on animal testing to reflect new methods accepted by the scientific community as
replacements, reductions, or refinements to animal tests including recommendations and
test methods of the Interagency Coordinating Committee on the Validation of Alternative

Methods (ICCVAM,; http://iccvam.niehs.nih.gov/home.htm) approved by the

Commission. 77 FR 38751. The proposed codification at 16 CFR 1500.232 would
make the ICCVAM recommendations and the Commission’s animal testing policy more
accessible and transparent to interested parties. The Commission has also established a

Web page on the CPSC’s website at http://www.cpsc.gov/library/animaltesting.html

regarding the ICCVAM recommendations and new developments in test methods that
avoid or further reduce or refine animal testing. The final statement on the CPSC’s
animal testing policy is published elsewhere in this Federal Register.

B. Response to Comments on the Proposed Rule

In the Federal Register of June 29, 2012, we published a proposed rule on

revisions to the animal testing regulations (77 FR 38754). We received three comments



on the proposed rule. Two of the comments were from individuals and the third
comment was submitted jointly by the Alternatives Research and Development
Foundation, American Anti-Vivisection Society, Humane Society of the United States,
People for the Ethical Treatment of Animals, and the Physicians Committee for
Responsible Medicine.

1. Non-animal Testing Alternatives

Comment: All three commenters urge the Commission to more strongly consider
non-animal testing alternatives. One commenter suggests that the NPR underemphasizes
in vitro and in silico alternatives to animal testing throughout relevant sections of 16 CFR
part 1500. The commenter gives examples of in vitro tests to support this assertion.

Response: The Commission agrees that in vitro and in silico tests should be
mentioned in the regulation as general options in a testing strategy and the rule has been
revised accordingly.

2. Alternatives

Comment: One commenter notes that the Commission’s stated preference for
human data/experience over animal testing results is not referenced in the relevant
sections of 16 CFR part 1500. The commenter also provides a number of examples
where in vivo test methods were detailed while the preference for alternatives was
mentioned only briefly.

Response: The FHSA direct that reliable human experience data take precedence
over differing results from animal tests. 15 U.S.C. 1261(h)(2). Therefore, the
Commission would always consider human experience with products and substances

first, when it exists, followed by a thorough examination of the existing animal database.



The Commission likewise recommends this approach to manufacturers who are labeling
substances to indicate a hazard. Accordingly, the proposed rule has been revised to make
the preference for human data clearer in the regulatory text.

3. Invivo testing

Comment: One commenter suggests that the regulations uncouple definitions of
toxic effects from specific animal test results and that these animal tests are “enumerated
with such detail as part of the definition [as to be] problematic.” The commenter urges
the Commission to remove nearly all references to the in vivo tests that comprise the
existing text of 16 CFR 1500.3(c)(1-4), 1500.40, 1500.41, and 1500.42.

Response: The Commission disagrees that the hazard definitions using animal
test methods are problematic. The test methods currently described in the FHSA and
relevant sections of 16 CFR part 1500 are intended to show how the Commission would
make a hazard determination in the absence of human experiential data, existing animal
data, or another acceptable alternative, and are not mandatory or even necessarily
recommended test methods for manufacturers. These methods set a baseline standard for
hazard testing against which alternative tests can be compared for validity and reliability.
They serve as the baseline because they have been used traditionally in hazard testing,
not because they are considered superior to other methods. Therefore, while we
understand the need to be clear on the discretionary nature of in vivo testing, these
methods cannot be removed from the regulations altogether. However, the proposed rule
has been revised to emphasize the use of in vitro and other alternative test methods and
prior human experience throughout the relevant sections of 16 CFR part 1500.

Other Comments



Comment: One commenter states that CPSC’s animal testing guidelines website
should not be limited to listing ICCVAM test methods, but should include new methods
than can replace animal-based tests. In addition, this commenter requests that the website
contain a process that would allow the public to propose changes to the test methods on
the website.

Response: We address these comments in further detail in response to the
comments on the Final Statement on Animal Testing Policy published elsewhere in this
Federal Register. In that policy statement we indicate that alternative test methods
beyond those reviewed and recommended by ICCVAM may be acceptable. If a
manufacturer or other entity performs a hazard test for FHSA labeling purposes that has
not been previously approved by the Commission (i.e. an ICCVAM-recommended test
method or one of the tests described in the current FHSA), the CPSC staff will review
such data on a case-by-case basis before it will post any changes on the animal testing
policy website. Although the Commission welcomes input from the public regarding
new test methods, proposed changes to the test methods will be posted on the animal
testing guidelines Web page only after review of the data regarding the proposed test
method by CPSC staff.

C. Revisions to Animal Testing Regulations

1. Definition of highly toxic. Currently, the test methods in section
1500.3(c)(2)(ii) A—C, used in the definitions of oral, inhalation, and dermal toxicity,
respectively, each describe a method for defining a substance as highly toxic. The
definition of highly toxic in the regulation is:

(i) A substance determined by the Commission to be highly toxic on the basis of
human experience; and/or (ii) A substance that produces death within 14 days in



half or more than half of a group of: (A) White rats (each weighing between 200
and 300 grams) when a single dose of 50 milligrams or less per kilogram of body
weight is administered orally; (B) White rats (each weighing between 200 and
300 grams) when a concentration of 200 parts per million by volume or less of
gas or vapor, or 2 milligrams per liter by volume or less of mist or dust, is inhaled
continuously for 1 hour or less, if such concentration is likely to be encountered
by man when the substance is used in any reasonably foreseeable manner; and/or
(C) Rabbits (each weighing between 2.3 and 3.0 kilograms) when a dosage of 200
milligrams or less per kilogram of body weight is administered by continuous
contact with the bare skin for 24 hours or less by the method described in
81500.40. The number of animals tested must be sufficient to give a statistically
significant result and shall be in conformity with good pharmacological practices.

Because there are other Commission-approved test methods that may be used by
CPSC staff or the public for toxicity testing and defining a substance as highly toxic, as
reflected in the ICCVAM recommendations and outlined in the CPSC’s statement of
policy on animal testing published elsewhere in this Federal Register, the proposed rule
added language (in underline) under new section1500.3(c)(1)(iii) as follows: A substance

that produces a result of “highly toxic’ in any of the approved test methods described in

the CPSC’s animal testing policy set forth in 16 CFR 1500.232.

In response to comments that request that the rule contain more references to
human experience or in vitro or in silico tests as non-animal testing alternatives, the final
rule provides additional language (in underline) to section 1500.3(c)(1) as follows:

To provide flexibility as to the number of animals tested, and to emphasize in

vitro testing methods, the following is an alternative to the definition of “highly
toxic” in section 2(h) of the act (and paragraph (b)(6) of this section).

In addition, the final rule provides additional language (in underline) to section
1500.3(c)(2) (iii) as follows:

A substance that produces a result of *highly toxic’ in any of the approved test
methods described in the CPSC’s animal testing policy set forth in 16 CFR
1500.232, including data from in vitro or in silico test methods that the
Commission has approved; or a validated weight-of-evidence analysis comprising




all of the following that are available: existing human and animal data, structure
activity relationships, physicochemical properties, and chemical reactivity data.

2. Definition of toxic. Currently, the test methods in section 1500.3(c)(2)(i) A-C,
used in the definitions of oral, inhalation, and dermal toxicity, respectively, each describe
a method for defining a substance as toxic. The definition of toxic in the regulation is:

(i) any substance that produces death within 14 days in half or more than half of a
group of: (A) White rats (each weighing between 200 and 300 grams) when a
single dose of 50 milligrams to 5 grams per kilogram of body weight is
administered orally. Substances falling in the toxicity range between 500
milligrams and 5 grams per kilogram of body weight will be considered for
exemption from some or all of the labeling requirements of the act, under
§1500.82, upon a showing that such labeling is not needed because of the physical
form of the substances (solid, a thick plastic, emulsion, etc.), the size or closure of
the container, human experience with the article, or any other relevant factors;
and/or (B) White rats (each weighing between 200 and 300 grams) when a
concentration of more than 200 parts per million but not more than 20,000 parts
per million by volume of gas or vapor, or more than 2 but not more than 200
milligrams per liter by volume of mist or dust, is inhaled continuously for 1 hour
or less, if such concentration is likely to be encountered by man when the
substance is used in any reasonably foreseeable manner; and/or (C) Rabbits (each
weighing between 2.3 and 3.0 kilograms) when a dosage of more than 200
milligrams but not more than 2 grams per kilogram of body weight is
administered by continuous contact with the bare skin for 24 hours by the method
described in 81500.40. The number of animals tested must be sufficient to give a
statistically significant result and shall be in conformity with good
pharmacological practices.

Because there are other Commission-approved test methods that may be used by
CPSC staff or the public for toxicity testing and defining a substance as toxic, as reflected
in the ICCVAM recommendations, and outlined in the CPSC’s statement of policy on
animal testing, the proposed rule added language (in underline) under new section
1500.3(c)(2)(iii) as follows:

Toxic also applies to any substance that can be labeled as such, based on the

outcome of any of the approved test methods described in the CPSC’s animal
testing policy set forth in 16 CFR 1500.232.




In response to comments that request that the rule contain more references to
human experience or in vitro or in silico tests as non-animal testing alternatives, the final
rule provides additional language (in underline) to section 1500.3(c)(2) as follows:

To give specificity to the definition of “toxic” in section 2(g) of the act (and
restated in paragraph (b)(5) of this section), the following supplements that
definition. “Toxic” applies to any substance that is “toxic” (but not “highly
toxic™) on the basis of human experience. The following categories are not
intended to be inclusive.

In addition, in the final rule, the Commission is moving the text from proposed section
(iii) to section (i) to more accurately reflect that the text applies to the section on acute
toxicity, rather than to create a separate section. Accordingly, the last sentence in section
1500.3(c)(2)(i) has been revised (in underline) as follows:

Toxic also applies to any substance that can be labeled as such, based on the
outcome of any of the approved test methods described in the CPSC’s animal
testing policy set forth in 16 CFR 1500.232, including data from in vitro or in
silico test methods that the Commission has approved; or a validated weight-of-
evidence analysis comprising all of the following that are available: existing
human and animal data, structure activity relationships, physicochemical
properties, and chemical reactivity data.

3. Definition of corrosive. 16 CFR 1500.3(c)(3) currently states that: Corrosive
means “a substance that causes visible destruction or irreversible alterations in the tissue
at the site of contact. A test for a corrosive substance is whether, by human experience,
such tissue destruction occurs at the site of application. A substance would be considered
corrosive to the skin if, when tested on the intact skin of the albino rabbit by the
technique described in §1500.41, the structure of the tissue at the site of contact is
destroyed or changed irreversibly in 24 hours or less. Other appropriate tests should be

applied when contact of the substance with other than skin tissue is being considered.”



The proposed rule added the following text (in underline) to section 16 CFR
1500.3(c)(3):

Corrosive means a substance that causes visible destruction or irreversible
alterations in the tissue at the site of contact. A test for a corrosive substance is
whether, by human experience, such tissue destruction occurs at the site of
application. A substance would be considered corrosive to the skin if a weight-of-
evidence analysis suggests that it is corrosive or if, when tested by the in vivo
technique described in §1500.41, the structure of the tissue at the site of contact is
destroyed or changed irreversibly in 24 hours or less. Other appropriate tests should
be applied when contact of the substance with other than skin tissue is being
considered. A substance could also be labeled corrosive based on the outcome of
any of the approved test methods described in the CPSC’s animal testing policy set
forth in 16 CFR 1500.232.

In response to comments that request that the rule contain more references to
human experience or in vitro or in silico tests as non-animal testing alternatives, the final
rule provides additional language (in underline) to section 1500.3(c)(3) as follows:

Corrosive means a substance that causes visible destruction or irreversible
alterations in the tissue at the site of contact. A test for a corrosive substance is
whether, by human experience, such tissue destruction occurs at the site of
application. A substance would be considered corrosive to the skin if a weight-of-
evidence analysis suggests that it is corrosive, or validated in vitro test method
suggests that it is corrosive, or if, when tested by the in vivo technique described in
81500.41, the structure of the tissue at the site of contact is destroyed or changed
irreversibly in 24 hours or less. Other appropriate tests should be applied when
contact of the substance with other than skin tissue is being considered. A
substance could also be labeled corrosive based on the outcome of any of the
approved test methods described in the CPSC’s animal testing policy set forth in 16
CFR 1500.232, including data from in vitro or in silico test methods that the
Commission has approved; or a validated weight-of-evidence analysis comprising
all of the following that are available: existing human and animal data, structure
activity relationships, physicochemical properties, and chemical reactivity data.

4. Definition of irritant, primary irritant, and eye irritant. Currently, 16 CFR
1500.3(c)(4) provides that the test methods for irritant, primary irritant, and eye irritant
reference 16 CFR 1500.41 and 1500.42, which each describe a specific animal test

method and outcome. For example, 16 CFR 1500.41 states that primary irritation to the



skin is measured by a patch-test technique on the abraded and intact skin of the albino
rabbit, clipped free of hair. A minimum of six subjects are used in the skin tests. To test
for eye irritants, 16 CFR 1500.42 requires the use of six albino rabbits. Such tests require
the test material be placed in one eye of each animal, while the other eye remains
untreated, to serve as a control to assess the grade of ocular reaction.

The proposed rule added the following language (in underline) to section
1500.3(c)(4):

The definition of irritant in section 2(j) of the act (restated in paragraph (b)(8) of this
section) is supplemented by the following: Irritant includes primary irritant to the
skin, as well as substances irritant to the eye or to mucous membranes. Primary
irritant means a substance that is not corrosive and that human experience data
indicate is a primary irritant; and/or means a substance that results in an empirical
score of five or more when tested by the method described in 1500.41; and/or a
substance that can be considered a primary irritant based on the outcome of any of
the approved test methods described in the CPSC’s animal testing policy set forth in
16 CFR 1500.232. Eye irritant means a substance that human experience data
indicate is an irritant to the eye; and/or means a substance for which a positive test
is obtained when tested by the method described in 1500.42; and/or means a
substance that can be considered an eye irritant based on the outcome of any of the
approved test methods described in the CPSC’s animal testing policy set forth in 16
CFR 1500.232.

In response to comments that request that the rule contain more references to
human experience or in vitro or in silico tests as non-animal testing alternatives, the final
rule provides additional language (in underline) to section 1500.3(c)(4) as follows:

The definition of irritant in section 2(j) of the act (restated in paragraph (b)(8) of
this section) is supplemented by the following: Irritant includes primary irritant to
the skin, as well as substances irritant to the eye or to mucous membranes. Primary
irritant means a substance that is not corrosive and that human experience data
indicate is a primary irritant; and/or means a substance that results in an empirical
score of five or more when tested by the method described in 1500.41; and/or a
substance that can be considered a primary irritant based on the outcome of any of
the approved test methods described in the CPSC’s animal testing policy set forth in
16 CFR 1500.232,_including data from in vitro or in silico test methods that the
Commission has approved; or a validated weight-of-evidence analysis comprising

10



all of the following that are available: existing human and animal data, structure
activity relationships, physicochemical properties, and chemical reactivity data.
Eye irritant means a substance that human experience data indicate is an irritant to
the eye; and/or means a substance for which a positive test is obtained when tested
by the method described in 1500.42; and/or means a substance that can be
considered an eye irritant based on the outcome of any of the approved test methods
described in the CPSC’s animal testing policy set forth in 16 CFR 1500.232,
including data from in vitro or in silico test methods that the Commission has
approved; or a validated weight-of-evidence analysis comprising all of the
following that are available: existing human and animal data, structure activity
relationships, physicochemical properties, and chemical reactivity data.

5. Method of Testing Toxic Substances

The method of testing toxic substances is set forth under 16 CFR 1500.40. This

method details an acute dermal toxicity assay using rabbits. The method is referenced in

8 1500.3(c)(2)(ii)(C) and 81500.3(c)(2)(C). The proposed rule added the following text

(in underline) to § 1500.40 immediately after the heading titled, “Method of testing toxic

substances™:

Guidelines for testing the toxicity of substances, including testing that does not
require animals, are presented in the CPSC’s animal testing policy set forth in 16
CFR 1500.232. A weight-of-evidence analysis is recommended to evaluate
existing information before in vivo tests are considered. This analysis, when
deemed necessary to carry out, should include any of the following: existing human
and animal data, in vitro data, structure activity relationships, physicochemical
properties, and chemical reactivity. When in vivo testing is necessary, a sequential
testing strateqy is recommended to reduce the number of test animals.

In response to comments that request that the rule contain more references to human

experience or in vitro or in silico tests as non-animal testing alternatives, the final rule

modifies the language (in underline) to § 1500.40 as follows:

Guidelines for testing the toxicity of substances, including testing that does not
require animals, are presented in the CPSC’s animal testing policy set forth in 16
CFR 1500.232. A weight-of-evidence analysis, including any of the following:
existing human and animal data, structure activity relationships, physicochemical
properties; and chemical reactivity, or validated in vitro or in silico testing are
recommended to evaluate existing information before in vivo tests are considered.

11



If in vivo testing is conducted, a sequential testing strategy is recommended to
reduce the number of test animals.

6. Method of Testing Primary Irritant Substances
The method of testing primary irritant substances is set forth under 16 CFR 1500.41.
This method details an acute dermal toxicity assay using rabbits. The method is
referenced in 88 1500.3(c)(3) and 1500.3(c)(4). The proposed rule added the following
text (in underline) to §1500.41 immediately after the heading titled, “Method of testing
primary irritant substances”:

Guidelines for testing the dermal irritation and corrosivity properties of
substances, including testing that does not require animals, are presented in the
CPSC’s animal testing policy set forth in 16 CFR 1500.232. A weight-of-
evidence analysis is recommended to evaluate existing information before in vivo
tests are considered. This analysis should include all of the following that are
available: human and animal data, structure activity relationships,
physicochemical properties, and dermal toxicity. When in vivo testing is
necessary, a sequential testing strateqgy is recommended to reduce the number of
test animals. The method of testing the dermal corrosivity and primary irritation
of substances referred to in 881500.3(c)(3) and (4), respectively, is a patch-test
technique on the abraded and intact skin of the albino rabbit, clipped free of
hair...

In response to comments that request that the rule contain more references to human
experience or in vitro or in silico tests as non-animal testing alternatives, the final rule
modifies the language (in underline) to § 1500.41 as follows:

Guidelines for testing the dermal irritation and corrosivity properties of substances,
including testing that does not require animals, are presented in the CPSC’s animal
testing policy set forth in 16 CFR § 1500.232. A weight-of-evidence analysis or a
validated in vitro test method is recommended to evaluate existing information
before in vivo tests are considered. This analysis should include all of the following
that are available: human and animal data, structure activity relationships,
physicochemical properties, and dermal toxicity. If in vivo testing is conducted, a
sequential testing strategy is recommended to reduce the number of test animals.
The method of testing the dermal corrosivity and primary irritation of substances
referred to in 881500.3(c)(3) and (4), respectively, is a patch-test technique on the
abraded and intact skin of the albino rabbit, clipped free of hair . . ..
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7. Test for Eye Irritants
Section 1500.42 of 16 CFR provides a detailed animal test for eye irritation. The
method is referenced in §1500.3(c)(4), which defines irritation. The proposed rule added
the following text (in underline) to 8 1500.42 immediately after the heading titled, “Test
for eye irritants™:

Guidelines for in vivo and in vitro testing of ocular irritation of substances,
including testing that does not require animals, are presented in the CPSC’s
animal testing policy set forth in 16 CFR 1500.232. A weight-of-evidence
analysis is recommended to evaluate existing information before in vivo tests are
considered. This analysis should include any of the following: existing human
and animal data on ocular or dermal irritation, structure activity relationships,
physicochemical properties, and chemical reactivity. When in vivo testing is
necessary, a sequential testing strateqy is recommended to reduce the number of
test animals. Additionally, the routine use of topical anesthetics, systemic
analgesics, and humane endpoints to avoid or minimize pain and distress in ocular
safety testing is recommended.

(a)(1) In the method of testing the ocular irritation of a substance referred to in
81500.3(c)(4), six albino rabbits are used for each test substance...

In response to comments that request that the rule contain more references to
human experience or in vitro or in silico tests as non-animal testing alternatives, the final
rule modifies the language (in underline) to § 1500.42 as follows:

Guidelines for in vivo and in vitro testing of ocular irritation of substances,
including testing that does not require animals, are presented in the CPSC’s
animal testing policy set forth in 16 CFR 1500.232. A weight-of-evidence
analysis or a validated in vitro test method is recommended to evaluate existing
information before in vivo tests are considered. This analysis should include any
of the following: existing human and animal data on ocular or dermal irritation,
structure activity relationships, physicochemical properties, and chemical
reactivity. If in vivo testing is conducted, a sequential testing strategy is
recommended to reduce the number of test animals. Additionally, the routine use
of topical anesthetics, systemic analgesics, and humane endpoints to avoid or
minimize pain and distress in ocular safety testing is recommended.

(@)(2) In the method of testing the ocular irritation of a substance referred to in

8§ 1500.3(c)(4), six albino rabbits are used for each test substance...

8. Editorial changes.
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The proposed rule eliminates the reference in §1500.42(c) to the “Illustrated
Guide for Grading Eye Irritation by Hazardous Substances,” and the accompanying note.
The referenced guide is out of print, and photocopies are rare. Accordingly, the proposed
rule amended 81500.42(c) to reference guidelines from the U.S. Environmental
Protection Agency (EPA) and the Organisation for Economic Co-operation and
Development (OECD) as follows:

To assist testing laboratories and others interested in interpreting ocular irritation

test results, the CPSC animal testing policy Web page at

http://www.cpsc.gov/library/animaltesting.html will contain the scoring system

defined in the U.S. EPA’s Test Guideline, OPPTS 870.2400: Acute Eye Irritation®
or the OECD Test Guideline 405: Acute Eye Irritation/Corrosion.”

The only change made to this section was to update the Web page link for the
CPSC animal testing guidelines.
C. Impact on Small Businesses

The Commission certifies that this rule will not a have a significant impact on a
substantial number of small entities under section 605(b) of the Regulatory Flexibility
Act (RFA), 5 U.S.C. 605(b). The Commission’s Directorate for Economic Analysis
prepared an assessment of the impact of amending the regulations on animal testing.
That assessment found that there would be little or no effect on small businesses and
other entities because the amendments will not result in product modifications in order to
comply, and they will not result in additional testing or recordkeeping burdens.

D. Environmental Considerations

1 EPA. 1998. Health Effects Test Guidelines, OPPTS 870.2400 Acute Eye Irritation. EPA 712- C-98-195.
Washington, DC: U.S. Environmental Protection Agency. (Available:
http://iccvam.niehs.nih.gov/SuppDocs/FedDocs/EPA/EPA 870 2400.pdf)

2 OECD. 2002. OECD Guideline for the Testing of Chemicals 405: Acute Eye Irritation/Corrosion. Paris:
Organisation for Economic Co-operation and Development. (Available:
http://iccvam.niehs.nih.gov/SuppDocs/FedDocs/OECD/OECDtg405.pdf )
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Generally, CPSC rules are considered to “have little or no potential for affecting
the human environment,” and environmental assessments and environmental impact
statements are not usually prepared for these rules (see 16 CFR 1021.5(c)(1)). The
Commission does not expect the rule to have any adverse impact on the environment
under this categorical exclusion.

E. Executive Orders

According to Executive Order 12988 (February 5, 1996), agencies must state in
clear language the preemptive effect, if any, of new regulations. The preemptive effect of
regulations such as this proposed rule is stated in section 18 of the FHSA. 15 U.S.C.
1261n.

F. Paperwork Reduction Act

This rule would not impose any information collection requirements.
Accordingly, this rule is not subject to the Paperwork Reduction Act, 44 U.S.C. 3501-
3520.

G. Effective Date

The Administrative Procedure Act generally requires that a substantive rule be
published not less than 30 days before its effective date, unless the agency finds, for good
cause shown, that a lesser time period is required. 5 U.S.C. 553(d)(3). The final rule will
take effect 30 days after publication in the Federal Register.

List of Subjects in 16 CFR Part 1500
Consumer protection, Hazardous substances, Imports, Infants and children, Labeling,
Law enforcement, Reporting and recordkeeping requirements, and Toys.

Accordingly, 16 CFR part 1500 is amended as follows:
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PART 1500—[AMENDED]
1. The authority citation for part 1500 continues to reads as follows:
Authority: 15 U.S.C. 1261-1278
2. Section1500.3 is amended by revising paragraph (c)(1) and adding new

paragraph (c)(1)(iii) , revising paragraph (c)(2) and the last sentence of paragraph
(©)(2)(i), and revising paragraphs (c)(3) and (c)(4), to read as follows:
§ 1500.3 Definitions

(c)* >~

(1) To provide flexibility as to the number of animals tested, and to emphasize in
vitro testing methods, the following is an alternative to the definition of “highly toxic” in
section 2(h) of the act (and paragraph (b)(6) of this section); Highly toxic means: * * *

(iii) A substance that produces a result of “highly toxic’ in any of the approved test
methods described in the CPSC’s animal testing policy set forth in 16 CFR 1500.232,
including data from in vitro or in silico test methods that the Commission has approved;
or a validated weight-of-evidence analysis comprising all of the following that are
available: existing human and animal data, structure activity relationships,
physicochemical properties, and chemical reactivity data.

(2) To give specificity to the definition of “toxic” in section 2(g) of the act (and
restated in paragraph (b)(5) of this section), the following supplements that definition.
“Toxic” applies to any substance that is “toxic” (but not “highly toxic) on the basis of

human experience. The following categories are not intended to be inclusive. * * *
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(1) Toxic also applies to any substance that can be labeled as such, based on the
outcome of any of the approved test methods described in the CPSC’s animal testing
policy set forth in 16 CFR 1500.232, including data from, including data from in vitro or
in silico test methods that the Commission has approved; or a validated weight-of-
evidence analysis comprising all of the following that are available: existing human and
animal data, structure activity relationships, physicochemical properties, and chemical
reactivity data. * * *

(3) Corrosive means a substance that causes visible destruction or irreversible
alterations in the tissue at the site of contact. A test for a corrosive substance is whether,
by human experience, such tissue destruction occurs at the site of application. A
substance would be considered corrosive to the skin if a weight-of-evidence analysis
suggests that it is corrosive, or validated in vitro test method suggests that it is corrosive,
or if, when tested by the in vivo technique described in §1500.41, the structure of the
tissue at the site of contact is destroyed or changed irreversibly in 24 hours or less. Other
appropriate tests should be applied when contact of the substance with other than skin
tissue is being considered. A substance could also be labeled corrosive based on the
outcome of any of the approved test methods described in the CPSC’s animal testing
policy set forth in 16 CFR 1500.232, including data from in vitro or in silico test methods
that the Commission has approved; or a validated weight-of-evidence analysis
comprising all of the following that are available: existing human and animal data,
structure activity relationships, physicochemical properties, and chemical reactivity data.

(4) The definition of irritant in section 2(j) of the act (restated in paragraph (b)(8) of

this section) is supplemented by the following: Irritant includes primary irritant to the
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skin, as well as substances irritant to the eye or to mucous membranes. Primary irritant
means a substance that is not corrosive and that human experience data indicate is a
primary irritant; and/or means a substance that results in an empirical score of five or
more when tested by the method described in 1500.41; and/or a substance that can be
considered a primary irritant based on the outcome of any of the approved test methods
described in the CPSC’s animal testing policy set forth in 16 CFR 1500.232,_including
data from in vitro or in silico test methods that the Commission has approved; or a
validated weight-of-evidence analysis comprising all of the following that are available:
existing human and animal data, structure activity relationships, physicochemical
properties, and chemical reactivity data. Eye irritant means a substance that human
experience data indicate is an irritant to the eye; and/or means a substance for which a
positive test is obtained when tested by the method described in 1500.42; and/or means a
substance that can be considered an eye irritant based on the outcome of any of the
approved test methods described in the CPSC’s animal testing policy set forth in 16 CFR
1500.232, including data from in vitro or in silico test methods that the Commission has
approved; or a validated weight-of-evidence analysis comprising all of the following that
are available: existing human and animal data, structure activity relationships,
physicochemical properties, and chemical reactivity data.
N

3. Amend section 1500.40 by revising the introductory text to read as follows:
§ 1500.40 Method of testing toxic substances.

Guidelines for testing the toxicity of substances, including testing that does not

require animals, are presented in the CPSC’s animal testing policy set forth in 16 CFR
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1500.232. A weight-of-evidence analysis, including any of the following: existing
human and animal data, structure activity relationships, physicochemical properties; and
chemical reactivity, or validated in vitro or in silico testing are recommended to evaluate
existing information before in vivo tests are considered. If in vivo testing is conducted, a
sequential testing strategy is recommended to reduce the number of test animals. The
method of testing the toxic substances referred to in § 1500.3(c)(1)(ii)(C) and (2)(iii) is as
follows:

Nap—

4. In section 1500.41, add five sentences at the start of the introductory text to
read as follows:

§ 1500.41 Method of testing primary irritant substances.

Guidelines for testing the dermal irritation and corrosivity properties of
substances, including testing that does not require animals, are presented in the CPSC’s
animal testing policy set forth in 16 CFR 8§ 1500.232. A weight-of-evidence analysis or a
validated in vitro test method is recommended to evaluate existing information before in
vivo tests are considered. This analysis should include all of the following that are
available: human and animal data, structure activity relationships, physicochemical
properties, and dermal toxicity. If in vivo testing is conducted, a sequential testing
strategy is recommended to reduce the number of test animals. The method of testing the
dermal corrosivity and primary irritation of substances referred to in §81500.3(c)(3) and
(4), respectively, is a patch-test technique on the abraded and intact skin of the albino

rabbit, clipped free of hair. * * *
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5. Amend section 1500.42 by adding introductory text, revising paragraph (a)(1),
and revising paragraph (c) to read as follows:
§ 1500.42 Test for eye irritants.

Guidelines for in vivo and in vitro testing of ocular irritation of substances,
including testing that does not require animals, are presented in the CPSC’s animal
testing policy set forth in 16 CFR 1500.232. A weight-of-evidence analysis or a
validated in vitro test method is recommended to evaluate existing information before in
vivo tests are considered. This analysis should include any of the following: existing
human and animal data on ocular or dermal irritation, structure activity relationships,
physicochemical properties, and chemical reactivity. If in vivo testing is conducted, a
sequential testing strategy is recommended to reduce the number of test animals.
Additionally, the routine use of topical anesthetics, systemic analgesics, and humane
endpoints to avoid or minimize pain and distress in ocular safety testing is recommended.

(@)(1) In the method of testing the ocular irritation of a substance referred to in
81500.3(c)(4), six albino rabbits are used for each test substance * * *

N

(c) To assist testing laboratories and others interested in interpreting ocular

irritation test results, the CPSC animal testing policy Web page at

http://www.cpsc.gov/library/animaltesting.html will contain the scoring system defined in
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the U.S. EPA’s Test Guideline, OPPTS 870.2400: Acute Eye Irritation® or the OECD

Test Guideline 405: Acute Eye Irritation/Corrosion.*

Dated:

Todd A. Stevenson, Secretary
U.S. Consumer Product Safety Commission

3 EPA. 1998. Health Effects Test Guidelines, OPPTS 870.2400 Acute Eye Irritation. EPA 712- C-98-195.
Washington, DC: U.S. Environmental Protection Agency. (Available:
http://iccvam.niehs.nih.gov/SuppDocs/FedDocs/EPA/EPA 870 2400.pdf)

* OECD. 2002. OECD Guideline for the Testing of Chemicals 405: Acute Eye Irritation/Corrosion. Paris:
Organisation for Economic Co-operation and Development. (Available:
http://iccvam.niehs.nih.gov/SuppDocs/FedDocs/OECD/OECDtg405.pdf )
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[Billing Code 6355-01-P]

CONSUMER PRODUCT SAFETY COMMISSION

[Docket No. CPSC-2012-0037]

16 CFR Part 1500

Codification of Animal Testing Policy

AGENCY: Consumer Product Safety Commission.

ACTION: Final Statement on Animal Testing Policy

SUMMARY: The Consumer Product Safety Commission (CPSC or Commission)
codifies its statement of policy on animal testing that provides guidance for
manufacturers of products subject to the Federal Hazardous Substances Act (FHSA)

regarding replacement, reduction, and refinement of animal testing methods.

DATES: The codification is effective [insert date that is 30 days after publication in
the Federal Register].
FOR FURTHER INFORMATION CONTACT: Leslie E. Patton, Ph.D., Project
Manager, Office of Hazard Identification and Reduction, U.S. Consumer Product Safety
Commission, 4330 East West Highway, Bethesda, MD 20814; telephone (301) 504-7848;
Ipatton@cpsc.gov.
SUPPLEMENTARY INFORMATION:
A. Background

On June 29, 2012, the Commission issued a notice of proposed rulemaking to
amend regulations on the CPSC’s animal testing methods under 16 CPR part 1500 to
clarify alternative test methods that replace, reduce, or refine animal testing. 77 FR

38754. The final rule on the Commission’s regulations on animal testing under 16 CFR



part 1500 is published elsewhere in this Federal Register. The final rule on revisions to
the animal testing regulations is effective 30 days after publication of the rule in the

Federal Register.

In addition, on June 29, 2012, the Commission also proposed to codify its
statement of policy on animal testing to reflect new methods accepted by the scientific
community as replacements, reductions, or refinements to animal tests including
recommendations of and test methods of the Interagency Coordinating Committee on the
Validation of Alternative Methods (ICCVAM; http://iccvam.niehs.nih.gov/home.htm). 77
FR 38751. Codification at 16 CFR 1500.232 would make the ICCVAM
recommendations and Commission’s animal testing policy more accessible and
transparent to interested parties. Although the Commission proposed to make the animal
testing policy effective on the date of publication in the Federal Register, because the
animal testing policy references sections of the animal testing regulations in 16 CFR part
1500, we will make the statement of policy effective on the same date, 30 days after
publication of the policy in the Federal Register. The Commission has also established a

Web page on the CPSC’s website at http:// www.cpsc.gov/library/animaltesting.html

regarding the ICCVAM recommendations and new developments in test methods that
replace, reduce, or refine animal testing. After consideration of the comments, the
Commission codifies its final statement of policy on animal testing.
B. Response to Comments on the Proposed Policy

In the Federal Register of June 29, 2012, we published a proposed statement of
policy on animal testing (77 FR 38751). We received two comments on the proposed

statement. One commenter was an individual and the other comment was submitted



jointly by the Alternatives Research and Development Foundation, American Anti-
Vivisection Society, Humane Society of the United States, People for the Ethical
Treatment of Animals, and the Physicians Committee for Responsible Medicine. Both
commenters support the use of alternative test methods to eliminate or reduce the use of
animals.

1. Alternative Test Methods

Comment: One commenter states that alternative test methods approved for
testing potentially hazardous substances were too limited as laid out in the Commission’s
proposal, and requests that the CPSC broaden its recommendations to in vitro and in
silico tests beyond those already approved by the Commission through ICCVAM.
Specifically, the commenter recommends adding methods that were already approved by
other regulatory bodies, such as the Organisation for Economic Cooperation and
Development (OECD) or the European Centre for the Validation of Alternative Methods
(ECVAM EURL). The commenter further suggests that § 1500.232(b) should include
any “scientifically acceptable” non-animal alternative that is “fit for the purpose,” not
limited to those expressly approved by the Commission, nor to those that had undergone
an official regulatory validation process.

Response: The Commission agrees that alternatives outside of those which
ICCVAM has approved may be acceptable for hazard testing. For hazard testing for the
purpose of labeling under FHSA, alternative test methods beyond those reviewed and
recommended by ICCVAM may be acceptable because ICCVAM’s purview is not
exhaustive. In addition, data derived from scientifically valid testing methods can be

used to make hazard determinations for substances regulated under FHSA, assuming tests



are reliable, reproducible, and accurate. The Commission encourages hazard testing that
supports the replacement, reduction, and refinement of animal test methods while
simultaneously maintaining a high degree of scientific integrity. Therefore, if a
manufacturer or other entity performs a hazard test for FHSA labeling purposes that has
not been previously approved by the Commission (i.e., an ICCVAM-recommended test
method or one of the tests described in the current version of the FHSA), CPSC staff will
consider the data on a case-by-case basis and, upon review, determine whether to post the
test method on the animal testing website.

In the final statement of policy, we refer to in vitro and in silico methods, in
general, as alternative test methods that a manufacturer may wish to consider in lieu of
animal testing. We also refer generally to methods that have been deemed acceptable by
other national or international organizations, but do not refer to them specifically in the
regulations on animal testing under 15 CFR 1500.3, 1500.40-42. The CPSC animal
testing webpage at http://www.cpsc.gov/library/animaltesting.html is the platform on
which the CPSC will list alternative methods.

Comment: One commenter states that the guidance should explicitly state that
“when faced with a decision between a non-animal or animal-based approach, the non-
animal approach must be taken.”

Response: Although the Commission is issuing this guidance in part to encourage
non-animal alternatives to testing, it cannot require manufacturers to adhere to its
guidelines. As stated in the CPSC Chronic Hazard Guidelines (57 FR 46626, October, 9,
1992), the Commission does not enforce guidelines as mandatory requirements for

manufacturers. A manufacturer may follow a different but scientifically supportable



analysis to determine the potential hazard of a substance as reflected in the alternative test
methods posted on the CPSC animal testing webpage at
http://www.cpsc.gov/library/animaltesting.html.

2. Invivo tests

Comment: One commenter requests that all details on in vivo testing procedures
be deleted from § 1500.232, including the LD50/LC50 assays at 1500.232(b)(1)(a), the
method of testing dermally toxic substances at 1500.232(b)(1)(b), and the ocular irritation
assay at 1500.232(b)(1)(c).

Response: The FHSA currently defines acute hazards based on animal test
results and identifies irritation and toxicity tests that use animals. Although they are not
superior, these in vivo test methods remain the baseline to which alternative methods are
compared and therefore should remain in the text. Furthermore, the in vivo testing
described in sections of CFR part 1500 does remain an option to manufacturers
performing hazard testing of substances. However, the Commission will emphasize that
the use of in vitro and other alternative test methods, including a weight-of-evidence
approach, and prior human experience are recommended over in Vivo tests whenever
possible throughout the statement of policy. Furthermore, the Commission reiterates its
preference for reliable human experience over animal test data. These changes are
reflected throughout the summary and statement of policy.

3. Dermal Sensitization Test

Comment: One commenter requests the addition of section 1500.232(b)(1)(d) on

alternative test methods for dermal sensitization testing.



Response: The Commission agrees and will add the following section to the
statement of animal testing policy:
Dermal sensitization — An acceptable in vitro test method (examples of valid in
vitro tests are identified on the Commission’s animal testing website at:
http://www.cpsc.gov/library/animaltesting.html), or weight-of-evidence analysis
is recommended before in vivo animal sensitization testing is considered to
determine appropriate cautionary labeling. The weight-of-evidence analysis
should incorporate any existing data on humans and animals, validated in vitro or
in silico test results and any other relevant physicochemical properties that
indicate the substance might be a dermal sensitizer. If there is any indication
from this analysis that the substance is sensitizing to the skin, the substance
should be labeled appropriately.
4. Other Comments
Comment: One commenter requests that we reorder the paragraphs in
§ 1500.232(a) to ensure that manufacturers first consider the most human-relevant data
and methods in determining appropriate labeling
Response: The Commission has already stated a preference for human over
animal data throughout the statement of policy, and will maintain the current order of the
paragraphs in the animal testing policy.
List of Subjects in 16 CFR Part 1500
Consumer protection, Hazardous substances, Imports, Infants and children, Labeling,
Law enforcement, Reporting and recordkeeping requirements, and Toys.
For the reasons given above, the Commission amends 16 CFR part 1500 as follows:
PART 1500 -[AMENDED]
1. The authority for part 1500 continues to read as follows:
Authority: 15 U.S.C. 1261-1278, 122 Stat. 3016.

2. Add a new section 1500.232 to read as follows:

§ 1500.232 — Statement on Animal Testing Policy



(a) Summary.

(1) The U.S. Consumer Product Safety Commission issues this statement of
policy on animal testing and alternatives to animal testing of hazardous substances
regulated under the Federal Hazardous Substances Act (FHSA). The FHSA requires
appropriate cautionary labeling on certain hazardous household products to alert
consumers to the potential hazard(s) that the products may present. Among the hazards
addressed by the FHSA are toxicity, corrosivity, sensitization, and irritation.

(2) In order to determine the appropriate cautionary labeling, it is necessary to
have objective criteria by which the existence of each hazard can be determined. Hazards
such as toxicity, tissue corrosiveness, eye irritancy, and skin irritancy result from the
biological response of living tissue and organs to the presence of the hazardous
substance. One means of characterizing these hazards is to use animal testing as a proxy
for the human reaction. In fact, the FHSA defines the hazard category of “highly toxic”
in terms of animal toxicity when groups of 10 or more rats are exposed to specified
amounts of the substance. The Commission’s regulations under the FHSA concerning
toxicity and irritancy allow the use of animal tests to determine the presence of the hazard
when human data or existing animal data are not available.

(3) Neither the FHSA nor the Commission’s regulations requires animal testing.
The FHSA and its implementing regulations only require that a product be labeled to
reflect the hazards associated with that product. If animal testing is conducted,
Commission policy supports limiting such tests to a minimum number of animals and
advocates measures that eliminate or reduce the pain or discomfort to animals that can be

associated with such tests. The Commission has prepared this statement of policy with



respect to animal testing to encourage the manufacturers subject to the FHSA to follow a
similar policy.

(4) In making the appropriate hazard determinations, manufacturers of products
subject to the FHSA should use existing alternatives to animal testing whenever possible.
These include: prior human experience (€.9., published case studies), in vitro or in silico
test methods that have been approved by the Commission, literature sources containing
the results of prior animal testing or limited human tests (€.9., clinical trials, dermal patch
testing), and expert opinion (e.g. hazard assessment, structure-activity analysis). If a
manufacturer or other entity performs a hazard test for FHSA labeling purposes that has
not been previously approved by the Commission, CPSC staff will consider the data on a
case-by-case basis and, upon review, determine whether to post the test method on the
animal testing website. The Commission recommends resorting to animal testing only
when the other information sources have been exhausted. At this time, the Commission
recommends use of the most humane procedures with the fewest animals possible to
achieve reliable results. Recommended procedures are summarized in the following
statement and can be accessed on the Commission’s Webpage at:
http://www.cpsc.gov/library/animaltesting.html. If a manufacturer or other entity
performs a hazard test for FHSA labeling purposes that has not been previously approved
by the Commission (i.e., an ICCVAM-recommended test method or one of the tests
described in the current version of the FHSA), CPSC staff will consider the data on a
case-by-case basis and, upon review, determine whether to post the test method on the

animal testing website.



(b) Statement of policy on animal testing.

(1) Neither the FHSA nor the Commission’s regulations requires animal testing.
Reliable human experience always takes precedence over results from animal data. In the
cases where animal tests are conducted, the Commission prefers test methods that reduce
stress and suffering in test animals and that use fewer animals while maintaining
scientific integrity. To this end, the Commission reviews recommendations on alternative
test methods developed by the scientific and regulatory communities. Current
descriptions of test method recommendations approved by or known to the Commission
can be accessed via the Internet at: http://www.cpsc.gov/library/animaltesting.html. The
Commission strongly supports the use of scientifically sound alternatives to animal
testing. The following parts of this section outline some of these alternatives. Testing
laboratories and other interested persons requiring assistance interpreting the results
obtained when a substance is tested in accordance with the methods described here, or in
following the testing strategies outlined in the section, should refer to the Commission’s
animal testing Web page at: http:// www.cpsc.gov/library/animaltesting.html.

(a) Acute toxicity. The traditional FHSA animal test for acute toxicity determines
the median lethal dose (LD50) or lethal concentration (LC50), the dose or concentration
that is expected to kill half the test animals. Procedures for determining the median
LD50 /LC50 are described in section 2(h)(1) of the Act and supplemented in
§ 1500.3(c)(1) and (2) and the test method outlined in § 1500.40. The Commission
recommends in vitro alternatives over in vivo LD50/LC50 tests, or using modifications of
the traditional LD50/LCS50 test during toxicity testing that reduce the number of animals

tested whenever possible. Data from in vitro or in silico test methods that have not been



approved by the Commission may be submitted to the Commission for consideration of
their acceptability. Commission-approved testing alternatives are identified on the
website at: http://www.cpsc.gov/library/animaltesting.html and include:
(1) In vitro and in vivo test methods that have been scientifically validated and
approved for use in toxicity testing by the Commission;
(1) Valid in vitro methods to estimate a starting dose for an acute in Vvivo test;
(ii1) A sequential version of the traditional LD50 /LC50 tests described in §
1500.3(c)(1) and (2) and the test method described in § 1500.40, in which dose
groups are run successively rather than simultaneously;
(iv) A limit-dose test where the LD50/LC50 is determined as a point estimate,
which can still be used to categorize a hazard, although it gives no information on
hazard dose-response. In the limit test, animals (10 rats) each receive a single
dose of product at 5g per kilogram of body weight. If not more than one animal
dies in 14 days, the product is considered to have an LD50 of greater than 5g/kg,
and thus, deemed to be nontoxic. Only if two or more animals die is a second
group of 10 rats tested (at a lower dose). This procedure reduces the number of
animals tested from the 80 to 100 animals involved in a full LD50 test to,
typically, 10 to 20 rats per product. This reduction in the number of animals tested
is justified because an exact LD50 is not required by either the FHSA or the
regulations. The FHSA requires only a categorical determination that the toxicity
is greater than 5g/kg, between 50 mg/kg and 5g/kg, or less than 50 mg/kg.
(b) Dermal irritation/corrosivity. An acceptable in vitro test method or weight-of-

evidence analysis is recommended before in vivo dermal irritation testing is considered to
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determine appropriate cautionary labeling. The weight-of-evidence analysis should
incorporate any existing data on humans and animals, validated in vitro or in silico test
results (valid tests are identified on the Commission’s animal testing website at:
http://www.cpsc.gov/library/animaltesting.html), the substance’s dermal toxicity,
evidence of corrosivity/irritation of one or more structurally related substances or
mixtures of such substances, data demonstrating low or high pH (<2 or > 11.5) of the
substance, and any other relevant physicochemical properties that indicate the substance
might be a dermal corrosive or irritant. If there is any indication from this analysis that
the substance is either corrosive or irritating to the skin, the substance should be labeled
appropriately. If the substance is not corrosive in vitro, but no data exist regarding its
irritation potential, human patch testing should be considered. If in vitro data are
unavailable, human patch testing is not an option, and there are insufficient data to
determine the weight-of-evidence, a tiered in vivo animal test is recommended.
(1) In a tiered in vivo dermal study, a single rabbit is tested initially. If the
outcome is positive for corrosivity, testing is stopped, and the substance is labeled
appropriately. If the substance is not corrosive, two more rabbits should be patch-
tested to complete the assessment of skin irritation potential.
(i1) If a tiered test is not feasible, the Commission recommends the test method
described in § 1500.41. Note that in any in vivo dermal irritation test method, the
Commission recommends using a semiocclusive patch to cover the animal’s test
site and eliminating the use of stocks for restraint during the exposure period,

thereby allowing the animal free mobility and access to food and water.
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(c) Ocular irritation. A weight-of-evidence analysis is recommended to evaluate
existing information before any in vivo ocular irritation testing is considered. This
analysis should incorporate any existing data on humans and animals, validated in vitro
or in silico test data (identified on the Commission’s animal testing website at:
http://www.cpsc.gov/library/animaltesting.html), the substance’s dermal
corrosivity/irritation (primary skin irritants and corrosives are also usually eye irritants
and therefore do not need to be tested in the eye), evidence of ocular irritation of one or
more structurally related substances or mixtures of such substances, data demonstrating
high acidity or alkalinity of the substance, and any other relevant physicochemical
properties that indicate the substance might be a dermal corrosive or irritant or ocular
irritant.

(1) When the weight-of-evidence is insufficient to determine a substance’s ocular

irritation, a Commission-approved in vitro or in silico assay for ocular irritancy

should be run to assess eye irritation potential and determine labeling. Examples
of Commission-validated in vitro assays are identified on the Commission’s
animal testing website at: http://www.cpsc.gov/library/animaltesting.html). If no
valid in vitro test exists, the test strategy for determining dermal
corrosion/irritation outlined in section (b)(ii) above can be followed to determine
ocular irritation.

(i1) If the dermal test strategy outlined in section (b)(i1) leads to a conclusion of

not corrosive, a tiered in vivo ocular irritation test should be performed, in which a

single rabbit is exposed to the substance initially. If the outcome of this initial test

is positive, testing is stopped, and the substance is labeled an eye irritant. If the
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outcome of this initial test is negative, one to two more rabbits are tested for
ocular irritation, and the outcome of this test will determine the label. If a tiered
test is not feasible, the Commission recommends the test method described in §
1500.42.
(ii1) When any ocular irritancy testing on animals is conducted, including the
method described in § 1500.42, the Commission recommends a threefold plan to
reduce animal suffering: (1) the use of preemptive pain management, including
topical anesthetics and systemic analgesics that eliminate or reduce suffering that
may occur as a result of the application process or from the test substance itself
(an example of a typical preemptive pain treatment is two applications of
tetracaine ophthalmic anesthetic, 10—15 minutes apart, prior to instilling the test
material to the eye); (2) post-treatment with systemic analgesics for pain relief}
and (3) implementation of humane endpoints, including scheduled observations,
monitoring, and recording of clinical signs of distress and pain, and recording the
nature, severity, and progression of eye injuries. The specific techniques that
have been approved by the Commission can be found at:
http://www.cpsc.gov/library/animaltesting.html.
(d) Dermal sensitization. An acceptable in vitro test method (examples of valid in
Vitro tests are identified on the Commission’s animal testing website at:
http://www.cpsc.gov/library/animaltesting.html), or weight-of-evidence analysis is
recommended before in vivo animal sensitization testing is considered to determine
appropriate cautionary labeling. The weight-of-evidence analysis should incorporate any

existing data on humans and animals, validated in vitro or in silico test results, and any
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relevant physicochemical properties that indicate the substance might be a dermal
sensitizer. If there is any indication from this analysis that the substance is sensitizing to
the skin, the substance should be labeled appropriately.

Dated:

Todd A. Stevenson, Secretary
Consumer Product Safety Commission
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EXECUTIVE SUMMARY

On June 29, 2012, the U.S. Consumer Product Safety Commission (CPSC, Commission)
proposed to revise its regulations that have provisions covering animal testing in sections of 16
CFR part 1500 (Federal Register (FR) Volume 77, Number 126). At the same time, the
Commission proposed to codify an updated agency policy on animal testing. Staff received three
comments on the former proposal (CPSC Docket No. CPSC-2012-0036) and two comments on
the latter (CPSC-2012-0037). None opposed the proposed rule or the proposed codification of
the policy statement.

The Federal Hazardous Substances Act (FHSA), 15 U.S.C. 12611278, requires appropriate
cautionary labeling on certain hazardous household products to alert consumers to the potential
hazards that a product may present, including toxicity, irritation, and sensitization. Recent
innovations in hazard testing by the scientific community focus on the reduction or replacement
of animals in testing and the refinement of techniques that alleviate or minimize pain, distress,
and/or suffering to animals, while maintaining scientific quality and protecting public health.

The revisions to the FHSA regulations and codification of the statement of policy are not
expected to have a significant impact on a substantial number of small businesses or have
environmental effects. No comments were received from small businesses on these proposals.

CPSC staff believes that amending the CPSC’s regulations on animal testing and codifying an
updated policy on animal testing that provides for the use of new technologies and advances in
science is important because many people outside the agency, including other federal and
international regulatory bodies, are unaware of, or misunderstand, the CPSC’s current policy on
the use of animals in toxicity testing. Therefore, CPSC staff recommends modifying the relevant
sections of 16 CFR part 1500, and codifying its guidance on animal testing under 16 CFR part
232 and in an agency Web page, in order to set forth clear explanations of the agency’s animal
testing policy.
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Memorandum

TO: The Commission
Todd A. Stevenson, Secretary

THROUGH: Mary T. Boyle, Acting General Counsel
Kenneth R. Hinson, Executive Director
Robert J. Howell, Deputy Executive Director for Safety Operations

FROM : J. DeWane Ray, Assistant Executive Director,
Office of Hazard Identification and Reduction
Leslie E. Patton, Ph.D., Toxicologist, Directorate for Health Sciences

SUBJECT: Revision of Animal Testing Sections of 16 CFR Part 1500 and Codification of
Animal Testing Policy

. BACKGROUND

On June 29, 2012, the U.S. Consumer Product Safety Commission (CPSC, Commission)
proposed to revise regulations that refer to animal testing in sections of 16 CFR part 1500 (TAB
A). The Commission also proposed to codify an updated agency policy on animal testing (TAB
A). Detailed information concerning these issues was provided to the Commission in a briefing
package in June 2012."

1. PUBLIC COMMENTS

The Commission requested comments on the notice of proposed rulemaking (NPR) on
Revisions to Animal Testing Regulations, 16 CFR part 1500 (CPSC Docket No. CPSC-2012-
0036), and the Codification of Animal Testing Policy, Proposed Statement of Policy, 16 CFR
Part 1500 (CPSC Docket No. CPSC-2012-0037). The Commission received three comments on
the NPR and two comments on the policy codification (TAB B). Changes made to the NPR and
proposed animal testing policy based on these comments can be found at TAB C.

A. Public Comments on the NPR

Comments on the NPR were received from two individuals and from an amalgamation of
advocacy groups comprised of the Alternatives Research and Development Foundation,
American Anti-Vivisection Society, Humane Society of the United States, People for the Ethical

! Patton, Leslie. 2012. Memorandum: Revision of Animal Testing Sections of 16 CFR Part 1500 and Proposed
Codification of Animal Testing Policy.
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Treatment of Animals, and the Physicians Committee for Responsible Medicine. The comments,
in their entirety, can be found in TAB B of this briefing package.

All three commenters urge the Commission to consider more strongly non-animal testing
alternatives. One commenter states that the NPR underemphasizes in vitro and in silico
alternatives to animal testing throughout relevant sections of 16 CFR part 1500. The commenter
gives examples of in vitro tests to support this assertion. Staff agrees that in vitro and in silico
tests can be mentioned in the regulation as general options in a testing strategy, and the staft’s
draft final rule revises the proposed rule accordingly.

A commenter notes that the Commission’s stated preference for human data/experience over
animal testing results is not referenced throughout the relevant sections of 16 CFR part 1500.
The commenter also provides a number of examples where in vivo test methods were detailed in
the proposed rule, while the preference for alternatives was mentioned only briefly. The FHSA
directs that reliable human experience data take precedence over differing results from animal
tests; therefore CPSC staff would always consider human experience with products and
substances first, when it exists, followed by a thorough examination of the existing animal
database. Staff likewise recommends this approach to manufacturers who are labeling substances
to indicate a hazard. Staff makes this preference for human data clearer in the text of the draft
final rule revising 16 CFR part 1500.

A commenter urges the Commission to remove nearly all references to the in vivo tests that
comprise the existing text of 16 CFR §§ 1500.3(c)(1-4), 1500.40, 1500.41, and 1500.42. Staff
attests that test methods currently described in the FHSA and relevant sections of 16 CFR part
1500 are intended to show how the Commission would make a hazard determination in the
absence of human experiential data, existing animal data, or another acceptable alternative, and
are not mandatory—or even necessarily recommended test methods for manufacturers. Staff
believes that these methods set a baseline approach for hazard testing, against which alternative
tests can be compared for reference, validity, and reliability. They serve as the baseline because
they have been used traditionally in hazard testing, not because they are considered superior to
other methods. Therefore, while we understand the need to be clear on the discretionary nature
of in vivo testing, these methods cannot be removed from the regulations altogether. At the same
time, staff agrees that the use of in vitro and other alternative test methods and prior human
experience could be emphasized throughout the relevant sections of 16 CFR part 1500.
Similarly, the commenter suggests that the regulations uncouple definitions of toxic effects from
specific animal test results and that these animal tests are “enumerated with such detail as part of
the definition [as to be] problematic.” Staff disagrees that hazard definitions using animal test
results are problematic because, as just stated, these results are one way to define hazards and
therefore have a place in the regulatory definition as do alternative test results.

One commenter states that CPSC’s animal testing guidelines website should not be limited to
listing test methods of the Interagency Coordinating Committee on the Validation of Alternative
Methods (ICCVAM), but should encompass new methods than can replace animal-based tests.
In addition, this commenter requests that the website contain a process that would allow the
public to propose changes to the test methods on the website. These comments are addressed in
further detail in the staff’s response to comments on the final statement on animal testing policy,
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which can be found in the next section of this memorandum. CPSC staff agrees that, for hazard
testing for the purpose of labeling under the FHSA, alternative test methods beyond those
reviewed and recommended by ICCVAM may be acceptable because ICCVAM’s purview is not
exhaustive. CPSC staff encourages hazard testing that supports the replacement, reduction, and
refinement of animal test methods, while simultaneously maintaining a high degree of scientific
integrity. Therefore, if a manufacturer or other entity performs a hazard test for FHSA labeling
purposes, which has not been previously approved by the Commission (i.e., it is not an
ICCVAM-recommended test method or one of the tests described in the current FHSA), CPSC
staff will consider these new data on a case-by-case basis upon review. While CPSC staff
welcomes input from the public to its Web page and its animal testing policy, in general,
suggestions on proposed changes to the test methods should be made directly to the CPSC via
the telephone number or email address provided on the website at:
http://www.cpsc.gov/about/contact.html.

B. Public Comments on the Proposed Statement of Policy on Animal Testing

Comments on the proposed statement of policy on animal testing were received from one
individual and from the aforementioned amalgamated advocacy group comprised of members of
the Alternatives Research and Development Foundation, American Anti-Vivisection Society,
Humane Society of the United States, People for the Ethical Treatment of Animals, and the
Physicians Committee for Responsible Medicine. Most comments referred to here are from this
group. Comments in their entirety can be found in TAB B of this briefing package.

One commenter requests that we reorder the paragraphs in §1500.232(a) “to ensure that
manufacturers first consider the most human-relevant data and methods” in determining
appropriate labeling. Staff sees no strong reason to reorder the paragraphs, having clearly stated
a preference for human over animal data throughout the statement of policy, and will maintain
the current order of the paragraphs in the animal testing guidance.

One commenter expresses concern that alternative test methods approved for testing potentially
hazardous substances were too limited, as laid out in the Commission’s proposal, and they
request that staff broaden its recommendations to in vitro and in silico tests beyond those already
approved by the Commission through ICCVAM. Specifically, the commenter recommends
adding methods that were already approved by other regulatory bodies, such as the Organisation
for Economic Cooperation and Development (OECD) or the European Centre for the Validation
of Alternative Methods (ECVAM EURL). The commenter further suggests that §1500.232(b)
should include any: “scientifically acceptable” non-animal alternative that is “fit for the
purpose,” not limited to those expressly approved by the Commission, nor to those that had
undergone an official regulatory validation process.

CPSC staff agrees that for hazard testing for the purpose of labeling under the FHSA, alternative
test methods beyond those reviewed and recommended by ICCVAM may be acceptable because
ICCVAM’s purview is not exhaustive. Staff further agrees that data derived from scientifically
valid testing methods could be used to make hazard determinations for substances regulated

4
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under the FHSA, assuming tests are reliable, reproducible, and accurate. CPSC staff encourages
hazard testing that supports the replacement, reduction, and refinement of animal test methods,
while simultaneously maintaining a high degree of scientific integrity. Therefore, if a
manufacturer or other entity performs a hazard test for FHSA labeling purposes that has not been
previously approved by the Commission (i.e., if it is not an ICCVAM-recommended test method
or one of the tests described in the current FHSA), CPSC staff will consider these data on a case-
by-case basis. Staff will add text to the website and guidelines to indicate this policy.

In the final statement of policy, we refer to in vitro and in silico methods, in general, as
alternative test methods that a manufacturer may wish to consider in lieu of animal testing. We
also refer generally to methods that have been deemed acceptable by other national or
international organizations, but do not refer to them specifically in the regulations on animal
testing under 15 CFR 1500.3, 1500.40-42. The CPSC animal testing webpage at
http://www.cpsc.gov/library/animaltesting.html is the platform on which the CPSC will list
alternative approved methods.

A commenter requests that the Commission, “when faced with a decision between a non-animal
or animal-based approach, (take) the non-animal approach ...” Although the staff recommends
that the Commission issue the draft policy statement, in part to encourage non-animal
alternatives to testing, the Commission cannot require manufacturers to adhere to its guidelines.
As stated in the CPSC’s Chronic Hazard Guidelines (57 FR 46626 1992-10-09), the Commission
does not enforce guidelines as mandatory requirements for manufacturers. A manufacturer may
follow a different, but scientifically supportable analysis, to determine the potential hazard of a
substance.

One commenter wants to see all details on in vivo testing procedures deleted from §1500.232,
including the LDso/LCsg assays at §1500.232(b)(1)(a), the method of testing dermally toxic
substances at §1500.232(b)(1)(b), and the ocular irritation assay at §1500.232(b)(1)(c).
Traditionally, the FHSA has defined acute hazards based on animal test results and called for
irritation and toxicity tests that use animals. Although they are not superior, these in vivo test
methods remain the baseline to which alternative methods are compared, and therefore, staff
believes they should remain in the CFR. Furthermore, the in vivo testing described in sections of
CFR part 1500 remains an option to manufacturers performing hazard testing of substances. At
the same time, staff agrees that the use of in vitro and other alternative test methods, a weight-of-
evidence approach, and prior human experience could be emphasized throughout §1500.232.
Furthermore, in the draft final policy statement staff includes more explicit language on the
Commission’s preference for reliable human experience over animal test data.

A commenter suggests we add a § 1500.232(b)(1)(d) on alternative test methods for dermal
sensitization testing. CPSC staff agrees to this addition.
I1l. REGULATORY IMPACT ANALYSIS

In the memorandum prepared for the NPR, the Directorate for Economic Analysis determined
that the amendments to the Hazardous Substances and Articles; Administration and Enforcement
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Regulations (16 CFR part 1500) recommended by CPSC staff are not expected to result in
benefits from reductions in the number of injuries or deaths, nor are they anticipated to increase
costs to manufacturers (TAB D). Conclusions drawn from the regulatory analysis of the
proposed rule have not changed since that time. Similarly, the original analysis of the
environmental impact of the proposed rule, which concluded no adverse environmental
consequences of the rule, has not changed with the finalization.

IV. COMMISSION OPTIONS

The following options are available for Commission consideration.
With respect to the FHSA regulations:

1. The Commission may vote to issue a rule finalizing changes, as stated in the staff
draft final rule, to the regulations at 16 CFR part 1500.

2. The Commission may decline to issue a rule.
With respect to the codification of the animal testing guidelines:

1. The Commission may vote to codify the animal testing guidelines as recommended in
the staff’s draft Statement of Policy on Animal Testing, 2012.

2. The Commission may decline to codify these guidelines.

V. STAFF RECOMMENDATIONS

The FHSA requires that a product be labeled to reflect the hazards it presents. It does not require
animal testing. The Commission policy, whenever possible, is to evaluate product hazards by
using alternatives to animal testing. Staff recommends that the Commission vote to finalize the
proposed rule, along with the changes made to it by staff, based on public comments.

In addition, staff recommends that the Commission vote to codify an updated policy on animal
testing at 16 CFR §1500.32 that provides for the use of new technologies and advances, as well
as existing methods. Updating this policy will clarify the agency’s animal testing policy and will
describe recent innovations in hazard testing by the scientific community. Those innovations t
focus on the reduction and replacement of animals in testing, as well as the refinement of
techniques that alleviate or minimize pain, distress, and/or suffering to animals, while
maintaining scientific quality and protecting public health.
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aautengr i lbeling on certain
honzehold to alert consEmETS
to the potersial hagardiz) that the
procucts my present. Armong the
hazards addressed by the FHSA 20e
toodaity, comosivity, sensitzation, and
imitaticn

() In o cher 10 clerter rrine the
appropriate cantionar v labaling, it s
recessary o hawe objective ariteria by
which the exastence of each hazsadeon
be determmimed Haerrd: such o= toomicty,
tssne comosivene:ss, eye iTritaney, and
slan imitaney result from the bicdogeal
T sporse of i tissue and crgans 1o
th pnmm haardow
stibetance. One memns of characteriang
thete hazards is D 12 ammal testng 2=
a proegy for the homan reaction. In fact,
the FHAA defines the hazard cotegony of

J‘Jjg'h}y foac” In ter e of amirnal

toedaity when groups of 10or morerats
are exposed o specified armmoumis of the
jubitance. The mé.mmma
requiations under the FHSA conosming
toedaity and tmitaney allow the useof
anirmal tests w0 determine the presemnce
of the hazaed when himan data o
exfisting animmal dat are not arailable.

(3] Meither the FELSA nor the
Corrorission’s repulatiomns raguieE
anirmal testing. The FHSA and it
irrplermenting repulations only requine
that a prodact be labeled to reflect the
hazards assocated with that prodact.
Thile amrmal testng may be necessary
in sorme czses, Commmission policy
supports hmmating ch tests toa
ronrirrmrmn memher of anirmals, and the
policy alsoadwooate: measmes that
elirminate or reduce the pain o

atsodigted wath such tests. The
Cormmrission has prepared this statement
of policy with respect toammal testing
toenzomage the mamifacturers subject
to the FHEA to Dllow a sitmlay policy.
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(4] In makdmyg the approprigte harard
e terrmimations, mamtfacturers of
procucts subjeat 10 the FHSA should
1 adeting alternatives to ammal

'dﬂ:rl'lnvu pessible, These

prioe huoman exparisnce,
literature sourees that record the results
of pricr amimal testing or lirmited hman
tests, and erpertopimon. The
Cormmrrission rezormmends resoring o
anitrgl testing only when the other
intfor roation souwoes have been
ethausted. At this tirme, the Commissdon
reocrrmnencs we of the modt hiamane
prosachines with the fewest amimals
poresible o achieve reliable results.
Recormmended procedures are
smmrmanzed in the following stofemment
and zan be accessed on the
Corrorission’s Web page at; hiip i
ﬁmc}u a0 g sinfoy
o eshn g fbmd,
() Staterrent of Policy on Amimal
Testing

(1] The Commmission reviews staif
Tecormme nckasons. on altermatie st
methodk deweloped by the soentific and
requlaory comemurite s, Currem
e sy iptions of te st method
e oorrne nelafions. approved by the
Comrrissionean be aonersad via the
Irternet ot hifp Sfmneopae gow
businfodanimalesting himd. Cheapall, the
Cormorissiomprefers test methods that
rechice stress and suffaring in test
anitrals and that wee none or fewe
anitrgls wiile maintaiting sdentific
irdegrity. The Cormrmission stoongly
1-1.w:pmhh i of validated
alternative+ o ammal testing, The
following parts of this section outline
somme of these alternatives. Testing
Laboratories amd other interested )
PeTs0ME TeqIETing assistance irteTpreting
the results obtEned when a substomee is
tested inacsoedance with the methods

&E}ihd here, or mﬂ.i:ldin the

beting sirabegies o

ttaterment of and the re +
imder 16 CFE part 1500, refer 1o

the Cormmission’s ammal testing Web
ape at i #p sy o pae gewbusinis’
g il

onmoiiss .

fo} Aculs The Taditonal
FHS A amirnal test for acwute toodaty
e terrrine s the median lethal deoss

(LD ) of lethal aonoemration (L0, the
dora or omeentration that s expected 1o
Kill half e fest anirmals. Procediases for
e ter g the median LIk LCw are
decoribed im section 2(H) (1) of the FHEHSA
and supplemenged in 51800, 3 () f1) and
(2] and the test method ontlined in
§1500, 40, The Cormmizsion

e acrrome nos wing modifications of the
traditional LIu Ll s, tiat curing sosdcity
tetting that rechaoe the marmber of
anitnals tested, whenener possible

Approrred modificotion: are idersified
cm the Website at: fifp. i cpse govs
businfainimaliesing himd and imcduds

(i) In wibrmand in vive test methods

that have been wcie ally walidiaed
and approved fior 1se in toedaity testing
by the Commmsact,

[ii] Walid im witre methods toestimate
:I.‘E-‘t:ll"l:ll'bi'li:lﬁeﬁ:ﬂ' an acite in Wvo test,

A sequential version of the

1::1-:1111-:::1:! LD LTy, tests desaibed in
#1500, 3 1) and (2] and the test
rrlﬂ'm:l&-.alhdmiirm 40, in

are nm11.:-muut
Iﬂ.ﬂ'!:l' than m o

(vl & lirmatdose test, wl‘!mﬂz LI

20 15 d = a point estimate,
which cam s8ll be nsed to cateporize g
hazard, dlihowghit gives no indormation
Dnl'um:dﬂ:msesg

(b} Dermad irriln 'ﬂnﬁ:mms'm’ff—h
wiaight-of evidenos analysis is
reoorrrnenced 10 e valuats exdeting
infor mation befire in e dermal
iritation testing it coreiderad o
e teT ITine IPPIopTiate ¢ ationary
labeling . Thes amalysis should
incorporate oy exsting data om
hurmans and amimmal s, validated in wirz
test results Pvalid tests are identified on
the Cormamission s ammal teting Web
Hite at: b Hpoiaem o pao gow businfol
animalieshing himd , the substance’s
dermal toescity evidence of comosnaty’
irritaticm of one or mone struchmally
1elated substomees or mmxtares of such
substances, data demometrating kow or
high pH (=205 211.5) of the substance,
and any othes selevart physiooshermical
propertes tha indioate the subitanos
nﬂEh a derrmal aom otive oF mitan.
If there is amy indication from s
analy:is that the substanoe is either
coTTosive o Trrtating to the skan, the
substanee shomld be labeled
approprizedy. I the substance s mot
ooTTosive in witne, bt o data east
regarding its imtation potertial, man
patch testing should b considered I in
vitro data are umavailable , and human
ratch testing is not an opton, adered
in vy ammal test it recormmenided.

[i] Ina ered in wive dermal shody,a
zingle rabbit is tested initially. Ethe
cuboorme 15 podtive for comosiaty,
testing is stopped, and the subsance is
labeled appropriately, If the substanoce is
ot oo o, Two TToTe rabbits should
be patch-tested 1o oo late the
aesassment of slan Irritaton potemhal.

[11) If a theved test 12 nuot fegsible, the
Cormmrission recormends the fest
method desaibed in § 1500, 1. Hote
that in arey & wive dermmal irritamon test
method, the Comrmission resommends
wing a semi-cozlusive patch o oower
the ardrmal’s st wite, and elirmnating
the uge of stocks for redtraint duwing the
afpoeire penod, theraby allow ing the

10
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anitrgl Hes mobdlity and ancess o food
and weates

(e} CowlarirnioHen—A weight- -.f
envicence aralysis is reccrremended
enraluate edinng irformation H:u any
inwve ocular imitaon testing i
comsidered This ataly:is shoubd
inoorporate any exishing dataon
Tommames amd ammals, validaded in wilre
test data fderdified on the
Corrorission's ammal testing Web site
at; b Hpfisse.op so, gov b singod
sinaining b ubmors

comotivity, [primmary
skin irritants and oornotives are also
usually eye irritard:, and theredione, do
ot nesd o be tested in the eyel.
enidence of ooular iritadion of one or
more stochmally ralated substonses or
mixhoes of such substances, daga
demorenating highagidity cr alkalinity
of the wubstance, and any othes relewarn
Eﬁuhmﬂ propertes tha

the mubstamnos might bea

dermal comosive of irritard o ocular
imitant.

(i) Whemn the weight-cfevidence iz
insnfficiens to deter mine 2 substance's
coular irvitaton, 2 Corrrssion:
appromed in vitrg assay for ooolay
irritancy should b rum to s by
iritation tial and determine
labeling. in vite tays e
idertified ot h!‘-:u Ao pac o’
businfoianimaliestn g himd. Fnowalid
in wiro estemdsts, the test srzegy for
e termmiming denmal corrosionirntaton
cutlined in section (b) (ii) aboee can be
follovied wo determine coulay Dyitanon,

(id) If the cerrmal test strapegy outlined
in weation (b leack toa eoncluion of
ned cormave, a tered in vie
irritation fest should be performed, in
which a single rabhit is exposed tothe
substanee mmatially. If the ooboome of
this imiteal et is positive, testng is

ad, and the substance is labeledan
e lrmitang, If the onocrme of this imital
Bt i4 TP, O 10 two TToee rablits
ara tested for ooular iritation, and the
oitecrme of this test will determine the
labe]. Ifa teredtestis not feasible, the
Cormmmission recormnends the test
mmethod desaibed in 150042

[idi) When amy coular imitmcy testing
on anirmals is considered necessay,
inzluding the method desoribed in
H1500. 42, the Cormurission masmomincs
a thresfiold plan to rechice armal
suffering: (1) The ue of preamptive
pein mamagerme i, including fopical
anesthetios and systerme tht
elirminate or reduce suffering bun=yif
oo 25 2 result of the ap
processof fomthe test substamce itself,
13) post-meatmert with systemsc

ridct $or pain melief, and ()
mentation of lnrmane endpoints,
including schedulad obearvatons,
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moritoring and recording of climseal
-:1antrd'r!5‘i__'lg-;p: and Pmﬂ'ﬂ_ﬂi!mm
the nanire uw:’q.r.md.pu' widon of
h'l.jtmu The spacifis te e
t hapre been approved by the
Cormmissioncan be found at: o
W oo e, g sin oo’
onimaliEsstnghim.
Dated: Juma 2€ 2012,
Todd A & vasmin,
Secrmbry, O rawner Produe ! Sa iy
b mimis aian
[FR Doe 2002- 19088 Filad £-00-12; B45 ==
EILLING CODE &85 iH-F

COMSUMERPRODUCT SAFETY
COMMISSION

[CPEC DOk Mt HO, C P5SC-2012-0005]
16 CFR Pam 1500

Hazardows Substances and &rckes;
Adrninistration and Enfoncement
Ea ulations: Hoticeof Proposad
i@ kineg; Revisions to Animal

Tutmg Regulations

AGEE V. Comsurmer Prochict Safety

o e

LG MON: Motee of proposed rulemalang .
S UMMARY: The TS Consumer Froduoct
Safety Cormmission (CPAC or
Cormrrission) proposes toamend and 1o
upcate reqiations on the CPECS
anirmal testing mmethods under the
Federal Haszdous Substances Act
[FHZA).

O TES : Wiritien commmments et e
Teceived by Septernber 12, 2012
ADORESSES: You rmay submmit comements
idermified by Docket Mo, CPSC-2012-
O0IE, by amy of the following methocds:

Hectronds Submissions
Subrmit eectrome cormuments in the

waIy:
Legera) sRuvdamaking Fornd- hiffpai
Wiy B don s gov, Follow the
iretuotons for subomitting cormmenss,
Toersure tmely processing of
ooromme s, the Cormrrission is no longer
agcepting comments subrmitted by
alactyome mml (ermail) & xoept theough
Wi rEg Son s go
Written Submmis=inms
Subemit writien subrmissions m the

mqu-h Courier (o

paper, didk,or CD submaisiond),
preferably in Sve copiet, to: Office of
the Secretay, .5 Consumer Product
Safety Commmussion, 4330 Exst West
Highweay, Bethesda, MDD 2061 4;
telephone [$00] S04-7223.

Insirue dions: Al subrmssions received
et inclode the apenay marme and

dooket mumber for this proposed.

milerralkbne A1 acrmrmeTis eosieed oy

B e SRR ISR WA e SwERT

b posted without o %, inchoding

m?ﬂmﬂ u.‘tnﬂ.ﬂﬂ Aot
mation, of other perscnal

infor mation provided, to il A

Wi gl Son s gov. Do not subomt

confidersial busnes: information, rads

sacret information, or other sensitgwe or

otested information &lestondeally,

information should be subomned

iri wiTd
Leoket: For aocess 1o the doclet 1o

read tackground docimments o
cormments Feceivwed, goto Hlp s
Wi iEged Son s gov

FO R FURT HER: IMFORM A, TIOM COMTACT:
Leslie E. Panon, PR D, Project hianager,
Ciffice of Hazad Identification and
Reducticon, 175, Comsurmer Product
Safety Commisdon, 4730 East West
Highway, Eethesda D 2087 4,
tale phore [$00) S04-748 48,

Jpa Hon i par g

S LP PL B BNTARY 1M FD FMATIOM:

A, Buckpround

The Federal Harardow Substanoe
Ast (FHSA),AETTS L. 1281-1278,
Tequires ppropriate cautionary labeling
on certain haardons howsehold
prodncts o alert consimmers o the
poteriial horgrds that a procdoct may
preent. Among the hazands addeessed
by the FHSA are prochuts thatae woeda,
aor o , i it farromable,
cortibustible, of strong sensitisers. The
FHSA and the Commmizsion regulations
at 1€ CFR pat 1500 provide certan test
methods relsed to testing on amEmals 1o
determine the exdstenos of the haznds
addreszed by the FELSA.

O ey 30, 150 4, the Cormemission

d an ardrmal tey policy that

e the murnber of test animals
required for toodaity tetting andclarified
when amimal testing rmight be needed
(1904 Policy] (4= FR 22£22). These
quidelines advised produst
ramufaciurers s alternatiees i
arvirmal testing whenever possible,
including: (1) Pricy Inuman T .
(4] exdating amrmal of Hrrdted hismen
test results, and [:I] axpert opinion. The
1904 Palicy stated

E is imy
tha FH

kmpm:lmrl.d.lhtmﬂl.m’

mor tha Commision's regaltions
Taquite any frm to perfarm animal teew . Tha
sty and i implamanting regulitions anly
Taruire thata peaduct ha lahalad w seflar i tha
hapards svwemid with that pradust Whils

testing may ba nacawany in sams
cawas , Cammamion paliry su
mhumhﬁnhw:t% E
taldng arary Easible stap to alimmats or
radura the min or dEcomfort thatcam ha
awociated wath such tasts. * * * Tha
Commidan leart o animal wstimg anby
whan the ot infrmation wuees ava
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hean axhanestad  Furtharmo re, thaFHSS

repulations at 1€ OFF 1800.% clasly sita

that ralishls human evparisncs tall wks

E‘ﬂﬂi" diffarantrenulis S animal
.

I at 22523, Thea 1504 Policy also
stated that if monrammal test systeme for
ediction of toedoity and irrtoncy are
ﬂueptedlg am.;'ilrih.ﬁﬂ COTTETETHLY a5
adunets or altermatives to whols-ammal

testing, "TThe CPSC Directorate for
Health Scienoes will incorporate the
tea bmdques into the Commmmesion's
Lnce program to the edent
feazible amd will recormmend oy
changes o the Cormmission’s stahmes or
requlations that may become
Ip proprime n-iﬂleres.ultn:i:ﬂmsm
testing methods that ‘Id,
S:I.l'l.glt the IHiFn]iu:.r. Nﬁ
bean mew method astepted by the
sdenhfc comrmmity & replasements of
admncts o animal tests for predctos
nf%-::ilj:ni irfitmayr. Such
developmments in testing hawe been mode
in recemt years, particularly since the
IMaticmal Iretitute: of Health
Pevitalistion Act wai pasied in 1592
(Pub. L. 100=43, Section 1301, disecting
the Mational Institute of Ermasommertal
Health Sciences (ITIEHS) to establisha
method and ariteria for the validation
and requlsory acceptance of altermative
testing method:s. The NIEHS oegted the
Irmengemyl’.‘.mrinmu Comemites on

Walidanon of Alternative Methods
EEI:W..H Ao . ruehs b, govd
heme bybrd, which was made pesmanertd

bor the IDCVAM Authorzation Actof
2000, Public Law 106—E4E. T]I!l:ll'ﬂ.EE-

of ICCW AR are to Teview, Jand
validate mew , Tevized, or :thumnve st
methods that enocmoage the

recinction,
refinement, of replacement of the e of
anirmals in wtng, ICCVAM has
represartatives from 1l federal
requlatcry and retedrch agendes,
including the CPSC. These agenciss
fenerate, nse, or provide information
from toedaty test methods for risk
sse s5Iment puposes, In additon,
ICCVAM provides Bt
recorremendations 1o federal apencie
and other stakeholders to ol
approprise interagenay and
internationgl hammorm eation of

ta}uc::-]‘ﬁl'hest protooals.

ICCWAR subrmts recormmendations
for a test method 1o federal agemdes that
Tequire of Fecormrmend acute or chyomic
tostionlogioal weating, Agcording
Public Law 108=E 45, thete agencie
chould promote :ndemmqe the
development and use of altermnatives o
anitnal test method: for regulatony
purpioses, and ensire that amy new or
Tevizaed aome or chrormie tosdeiny st
method is walid £7 its proposed es.
Federal agencies have 140 days Fomthe
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tirne of subrmiszion to iderdify aror Fabhits [earh wadighing batween £ 3and 30 tara shin for 22 hours by tha mathed
televart test methods for which the Mlograms] whan 2 domge of200 milligams demrrihed i § 1500 90. mumhbar of

ICCVAT test recormmme nodation s may be
added or mbstinmed, rewiew such test
Tecormmendation:, and notify ICCWATH
if thear will adopt the ISCWAT fesct
Tecormrendations. Since 2003, the
Comomissionha: approwed, where
plicable  the recormme ndation s made
Toy ICEWV AT to rechice and refine amimmal
testing applicable totest methods mmder
the FHSA. In order to make the
ICCWAT recormmendations: and
Cormamission's anitmal testing polioy
more accessible and transparert to
imterested parties, the Commmizsion
proposes to oodify its npdated armmmal
testing policy at 16 CFR 1800232,
publizhed elsew here in this Federal
Pegister, and establish 2 Web page cn
the CFAC"s Wieh <ite at fpad
oo s go D sinfey”
animaliEsingh imd reparding the
ICCWAT reccrmme ndations: and new
development in test methock that
hwrther redice or refine armrmal testing.
In additiom, to reflect more accurately
the ICCV A recormmmendation: and
updated test methods approwed by the
Comomission, this proposed mile amends
the Comomizsion's regulation: that
imerpret, pplement, or provide
dltermatives to definitions cnarmal test
method:s 1ead to gid in the classification
of hazardos substanoes 1mder the
FHEA,

E. Propo=d Amrendments

AN of the proposed amendments o1&
CFR part 1800 clarify or addlangiage to
explain that altermative test methods
exgst that awoid or reduce ammal
tezting, wiich have been approved by
the Cormrmission
1. Definibien of Highly Taxic

Cirrently, the test methods in <ecticm
1E00.30a] (1) A-C . wed in the
defimticns of oral, intalaficn and
dermual toedaity, respectively, each
desoribe amethod for defining a
substance 2= highly foxic. The defimition
of highly toede is:

[i] A subetanca detarminad by tha
CommEdon o ba highly tovi on thabasis
of human exparianee; andfor [ii] A subsanca
that pradures daath within 12 days in half
or mara than half ofa group of: [A)] Whik ras
[earch waighinghataan 200 and 300 grams]
whan 2 singla dosa of 50 milligrams ar lew
par Hlogram ofbody watght is adminis torad
arally; (E] Whitk ik [each weighing habe aan
200 and 300 grams] whan 2 concantation of
200 parts millionby wolume or laws ofms
or vapar, g; :'nJJ].l.'gnmhF: mar Litarby mhu'E
or less of mEt ar dust, & inhalad
cantmuwcusly for 1hour ar lees if such
cancantation is hkaly o ba ancountrad by
man whan tha sibsanca is used in amy
raasanahly fromes ecahlea mannar; andfar (5]

OR ACCEPTED BY THE COMMISSION.

or ket par Miogram afbody waight &
administerad by continuous coantart with tha
e dun for 23 hours or lews by tha mathad
deribad in § 1500 90, Tha numbar of
animals s tad mustbe sufficiant to graa
satistcally sipnificant recult and shallbain
conformity with pood phammacolagical
practices.

The proposed amendment makes
clear that the anitnal tests are not the
only mearns totest or define a product's
toedcity umder the FHS A, nor are they
the only method: 1=ed by the CPAC to
assess product toedaity. Becaee thers
are other Cormmission-approwved test
method: that oy be w=ed Ty CPSC staff
or the public for toedaity testingand
defiming a substanes as highly toede, as
reflected in the ITCWV AT
reoormmmendations and cutlined in the
CPSC staternerd of policy on arimal
testing published el:awhers in this
Federal Register, the proposed rule
add: Lmpuage under new secton
1800 3 (2] (1) (ifi] 2= follows: A subshnes
o producesa resuliaf Tughly foxc'
inany of heapprved tostmeiods
aesoribed in e CPE0s animal eshng
policy setferthin 16 (PR 1500232,

2 fefintion of Taxc

Currently, the test methods in <ection
1500321021 (i) A-C, uzed in the
definitions of oral, inhalation, and
dermmal toedcity, respeatively, each
desoribe 2 method for defining a
substamce 2= bxic. The defimtion of
toede is

[i] Any mubstance that produres death
within 12 days in halfor maora than half of
a group of: [A] Whita ats [sach waighing
et aan 200 and 300 grams] whan a dngla
dosa of E0milligams & & gams par Hagam
cfbody waightis administerad amlly.
Sultetanras G1ling in tha wxirity mnge
hatwaan 50 milligams and & gams par
Jilogram ofbody waight will ba consdarad
for examption From soma or all aftha
lahaling reguiramants of tha act, undar
§ 1800.82, upan a showing that such lahaling
is notneaded bamusa of tha physial farm
of tha mibsanres [salid, a thirk plastic,
amukinn et ] ,tha dzaor closura of tha
confainer, human avpariena with theartick,
or ary othar ralevant Bcors; andfor [E]
White mts [each weighing batyaan 200 and
300 grams] whan 2 concantaton ofmana
than 200 pars par million but nat mons than
20 (o0 parts par milliom by waluma of gas ar
1apar,af mara than 2 but not mora than zo0
milligams par liwr by whimeof mEt or
dust,is mhalad continuously for 1 hour ar
Lo Jifsuch concantration & likaly toba
wnccuntarad by man whan tha swbstanca is
usad in any reasonably fomes acahls mannar;
andfor (] Fabhits [each warghing batiaan
2.3 and 3.0 kilograms] whan a dowpe of mona
than 2oo milligams but nat mona than =
grams par Mlogram afbady waight is
administarad by continuous coantart with tha
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animak testad musthe sufficient to ghraa
shtetrally sfmificant recult and shallhain
canformity with pood pharmacological
practras.

The cead arrendment mmakes
clear arirmal tests are not the
omly meare totest or define 2 prodhct's
toedaity under the FHSA , nor are they
the omly methods meed by the CPEC to
a=sess produst tredaty. Becnike there
are other Cormrmission-approwed test
method: that rmay be 12ad by CPAC staff
or the public for toedaity testing and
defiming a substancs as fxic,as
meflected in the ICCWAM
recorrrmendations, and cutlined in the
CPEC"s stabement of policy on anitnal
testing published elzewhers in this
Federal Register, the proposed rule
add: lamguage 1mder newr section
15003 (3]1(2) [iii) as follows: Toxic alse
applies iz any subsiince 0é can be
fnbsladas such, bosed on e cuboms
of any of le opprved st metods
oescribed in ihe CPSC s animal Esing
podicy set forlly in 26 (R 1000232,

2. Definitian of Comosive

16 CFR 1500, 300 (9] currerdly states
that: Corrceive means a substanes that
e s visible destruction or irreversible
alteration: in the tissue at the site of
comtact. A test for a cornosive substonoe
iz whether, by Inmman experience, such
tizse destructicnocors ot the site of
application. A substance would be
considered corrosive to the <kdn if,
when tested on the intact <kdn of the
albino rabbit tay the techmgne desaibed
in 5180041, the stmotre of the fisne
at the site of comtact is destroyed or
changed imreversibly in 24 hours or kss.
Chther appropriate tests should be
applied when cormtact of the substance
with cther than <}dn tissne is being
considered

The method of Esting deseribed in
515000, 41 is 2 test for aoate dermal
toedaity. The pr Tule amends this
definitiom 1o rmke exrplicit that the
anirmal testing is not the only testing
method used or accepted b the CPAC,
or the preferred method. Accordingly,
the proposed rule adds the following
textt (in mmderline) to <ection 1ECFR
1500.3(2]1(3):

Camosiva maans a subsanra that causes
vishla destrurtion or itrevars i le abarations
in tha imuaat tha sita afcoantact. & tost for
2 carmosive nubsanca is whather by human
avparianra,surh i us destrurtian cccurs at
tha g of appliratian A substnra would ha
considanad camosiva to tha skn fa weight-
of-audarca aradrss s ugaests that it &
corros 5@ ar i whar: ks kg i r tha ik wjiso
tar mima dascribad in 5180021, tha
structune of tha tissue at the dte of contact
it destrayed or chanpad frravarshlby in 22
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wmh:&cﬂ';ﬂﬂ ﬂnh:u:h:ﬁ“u S1500 3 (2)0C), Althoogh the method The method is regrenced in

with ather than ddn tesus & heing
caneidanad. A sub fance could ale be
hbaled cormouyw basad on the oulcomeof
aryrof ha apmrowed best mathods desnbad
Ik the P5C s anamal bastiry podicyset brh
in i¢ OFR ISam 22z,

4. Definibionof Imiond, Frimary Irndond,
and Eve Irnikunt

Currenily, 16 CFR 1500, 34l
provices that the tedt msthods for
iriond, pml:l[él:mﬁ:lnt and eye imiant
reference 16 CFR 1800, 41 and 100043,
which eachdescnbe g specific ammal
test method and cuteome . For esarmple,
16 CFR 150041 staes that primmary
initation o the <ldn is messwmead by a
m~m1 techumque on the abraded and

shemof the albino rabbit, clipped

free of hair, A mmimirmarmef sie subjects
are wEad @ the slan tests. Totest for eye
imitmts, 15 CER 180042 requres the
e of sizealbino rabbits. Such tests
require the test material be placed in
cme eye of each ammal, while the other
e Termains urireated, toserve @ a
acmitnol to s the grads of ooula
g tar

The proposed mile clanfies that the
method for testing for irntant substances
shonld not be based solely on these
specific armmal tests beomise theve are
other soersifically valid ways of testing

for irritants, including rmethods that do
not e ammels, Aooor ¥, th
proposed nde add: the et

[in umderkine) o section 1500 3kc(4):
Tha dafmition of rritant in secfom Zj of
tha art [resfaied m mragraph (b5 ofthis
war ton) & sepplamaniad by tha ol ing:
Irptart inchedas primary irriant o the <kin,
a5 wall sz vdwmnces rnmnt o the ayeor to
MUEGus masmbzanes , Fr, i und mears o
rubietane s fat it not cormodve and that
human expenamrs data indrats isa promary
rrant andfer maans a substancs thatremults
in an an priral won of e or mosewhan
o tad by tha mathod described in 1200.81;
ardyor a5 ubsbnoe thaf car be considered a
p.r,t'n:nr}rjn]'lma‘!bmm’m tha oudcowms o arr
of tha approwad st mahods descnbad in the
B anjimal issting .H':j.rui'hri in e
(FR 1520337 Emm‘ﬂ. o S——
that human expanenca dat md.z:hn an
irmtant o the aye; andfor means 2 webs ancs
fir whith a poatha it is abtamad whan
o tad by tha mathod described in 1200.82;
ardfor menss o2 ubs b roe thal con:be
coRs Hamed an @ ritard bosed on e
outcoma o anyre [ tha oo sed el methods

deacribed jn e CPEC
et If CF R Lo g e bing polky

L. vethadof Testing Toxic Subsinnoe;
The method of testing tosdc
substanees i et fiorth under 16 CFR
1500 40, The method details onacue
dermal toedaty assay nsing rabbits. The
meithod is referenced in
H1E00. 36 () IC) and

desaribed in §1500.401s one way of
Seiiing 2 subdtance’s oo dermal
toschaty, this method s not mandatony,
and it 1: not the only or preferred
method fior evaluating dermal tosdaity.
HAccopdingly, the proposed mile add: the
following et (in underline) to
1500 #0 irmmme date Ly after the heating
titled, “Melethod of testing oot
substanoe’

7 udadira for ba bing the bascityof
subslorces, inciud g besdiry ol doss ro l
eguie arimals, e presertd 1k the PSCs

arimad fssling poyowsat forth jn 2F FR
Ea2 222 A weishto fovdescs araliis &
meoommaErsted i vl ke
Irforma fon before 'k ww bl ae
MM This analys i, v deamad

aut, lh:uh‘ -n-.ﬂ.d'l af
froyy il arime)
d'uh mwiodab, & iwvn:ﬁvmr

mhbtorships, phisicochamical poparties,
ard champon! eactwity. Whas = w0 h&ﬁng

a weriind ks st
mﬂ Eﬂ:?mﬂ,: Hm.lu.‘fﬁ.ra
arjmals.
€. Msthod of Teshing Primary Irilont
Subsbrces

The method of testing prumany irritamnt
substamees is <ot forth under 12 CFR
1E00.#1. This method detmls anacte
dermal woedcity 2ssay using rabbits. The
method is referenced in 51900, 3(51(3)
and 1900 7 62) (4], Although the metod
ey ibed in §1500, 41 s one way of
sweving g substance’s dermal
iritationfcorrceivity, this method 15 not
mmancatony, and it 1= not the only or
prefemad method for evaloeabing g
substance’s der rmal irmtation

m&lhndh‘&m 11 umd:.wgy

testing primary irTitant f_-n'lrshrms

i udadnes for bs ling the deomal irntolor
ard oo it popariies o fs s besas,
IR udiieg festing thol doss rod meguine
u.mmnk.nﬂpmmba’_m the OP5Cs arimal
taaling podcy st forth ik 0 OFR IS0 232,
Ampﬂ'-ﬂfﬁ'ﬂm nmisnt i
mcommarsdad o evaluo te anabing
irforma o befone [k v el o
cons darad. The arate i sho wll inc’ude all
of tha b Bmwany tha t ame g woubide: humar
ma:’u.nﬁnfn’uh.aﬁwtmnmﬁﬂy
mhifionzh ?s , phigjcochamyjcal pm s,
arad b}.’j:_l tr. Whar jm ww mﬂ

raceaary, o seguar i b fnr sty s

:lv.'amni'ld' fo reduca the mumbar of taal
an/mals. The mathod of alieg de dermal
corma Wi and primane imil bon o f
subsinmoas mfnrrn:’ b in S8 =0 el 3 and
4], k& 2 patch test tar e on
._f m.!“-"”’“'-ﬁ-’ mt:rr::lcn'l. of thaalbing }unq_
n]:l:m Loipped fea afhair * = =

7. Test for Eyve Imianis

Section 1500, 43 of 16 CFR provides a
e tailed anirmal test for eye imittion

13

THIS DOCUMENT HAS NOT BEEN REVIEWED

OR ACCEPTED BY THE COMMISSION.

1500, 33 (4), whichdefines [mibnban.
Although the method described in

H1500.42 it cme way of ssessing a
substance's proper ties of ocular
imitation, this method is not mandatary,
and itis not the only or prefered
method of 253e::ing 2 substance 'z
properties of omular imitation.

et (in Limee | 1
51500, 42 drrooe ciately afier the heading
tithed, “Test for eve irmitants":

rudedines for ik v ond Ik wtm B iy
off ocuhr imybio k of subsioncas, facfud Ry
teafimy that doss rot eg e arimak, am
;:-—:him the CPSCs angmad ks dry podicy
sl fordh in 18 PR 2EQO2 2T, .lmj,gl tof-

yere wf ' b I"ra:r.-uuf

@i o), [-0].T) LR
Mmﬂu,l'ﬁ:ﬂﬁ;:: anals s shoull
e lude aryof he folbwaeg elos h uman
:Iuinn.u'nu'!.l?rn’u'rh annﬂilfl.il.l'ﬂ' %
Jrnfafior, & trucfume ocfj wir elafbrehim,
phymicocham)cal P.I'D‘I:-'h and :}n.rmn.-u.i'
mocfiwitr, Whar kv beiing s macass
a saguentinl bs iry stmobey &
o mfvica the numbaro | e f animak,
Addibiorally, he o ule uwe of bpisal
arss el & o bmjc arslme i, and
humane andpoink toa or mikim £a pain
md'd'p:!.rm Ik ocuwlar safedyr b ling 5

Ir: ﬂm n',nhan’ q"hluag tha ocular
mﬁu

rofa subsiorrs mfemed bk
§ Ean.3icy4), viv albing rabists ane wead for
carh wetwibetanca ® " "

& Editenal Changes

The propceed rule slirmnate: the
reference in § 15004160 1o the
“hetrated Cuide for Crading E
Dritation by Hazardons .‘.‘n'l.t'l:rstangee‘a_“
and the accormparring mote. The
rehmmdfui& isontof print, and

fes are rare. Instead, the
proposed nile armenck § 1500, 444 o
references guidaline: fromthe U5,
El'[‘li.le‘l.‘El.‘Lt‘.‘ll Protecthon Agenay (EPA)
and the Crgamsation for Econorme Co

n:!w_fnncm and Development (OECD) as

T awist tavting labomicrias and o thars
H‘Hmh’umuﬂurrhﬁnul
reaadin, tha CPIC weting palicy Wb
e at hfpyvmencme go s nfof
arpmali tiegh tmd will comtain the Toring
ﬁmndnﬁ:ndmﬂu'ﬂill?.k % Tamt

OFFTS a702em: Aruk Eya
Irmiom? ar tha OECD Tast Cuidaling 305
Arwta Fya ImistonCormosion 4

SIFA 190 Huo kh Efets Tes Gulddlinas,
CFFTHAD.2400 Acula Dy Briston. IFA Fl3-0-
B vaskimgbon, B WS Dnviranmanial
mn'gniy (rvailable - hifp /7 LEP
iecvemmmahs . - ol
EFA,_&70 7430 poocst

O T002. OECD Cadalme firtha Teubimg of
Chemimk 405 Aruta Eya BristioniCorraion
Pamia- misation £ Fromessir C oo = Hon and
Davalopmarnt, | ivaibba: Wi
e cwzm iahs 1w h oS uppdoe oF alboc &' ESEY
s pffl
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C. Irmp act en Small Ensiresss
TTnddar the 'I'.'mﬂﬂ'h'wtr 'I.T'Imnh'lr!u Bt

(RFA), ¥ \Elnmhan apency issuesa
Propone it penerally rmist prepare
an indtial reg ility aralysis
daa-:n'mrqﬂzma:tthe proposad rule
iz expected o hawe on small entites. ©
TSLC. 603 The FFA does not Tequse a
requlatcry fesabality analysis F the head
of the agency certifies that the role will
not have asgmficant effect ona
subptarmial reamber of 4rmall entities

The Cormmission's Dinectorate fior
Ecomormic Analysis prepareda
prelimmnary Esessment of the impact of
testing. Tharassessment found thas
there wionld be little or noeffecton
srrall businesses and other entities
bimase the propoed ame
not result in produst modifications in
order to cormpdy, and they will not result
in addhitiomal testing of recondkesping
twdens. Bzsed on the forepoing
F=sessment, the Cormmizsion
prelitmnarily fimds that the proposed
mile would mot have a siprficars immpact
cn @ substaniial murber of amall
Entities.

D. Emdranrental Corslderations

Cenerally CPSC miles are consaderad
to " have litile or no potertial for
affecting the Imman emiTormment, ” and
environmenta assessmerts aud
envirormenta impact staterme s ae
not wually prepared for these rules (see
18 CFE 1021 £i2)(1)). The Commurdssion
doas niot ecpact the propocedrule wo
have any adwerse immpact onthe
envitonoment mmder this categomoal
exps lsiom.

E Expoulive Orders

n&mmdnq uEm-:mw Chrder 12088
LIPAT LA LS |m.|.qnu.wn- ITRE i
in clear ﬁuuqe the preeropive effect,
if arpy, of new regulation:. The
preammptive effect of regulations such as
thiz p:rEEc;'uLimle iz stated in secton 14
of the 1T TTEC. 12810

F. Paperwork Peduction Aot

This mule would not irmpese amy
Enﬂma@lﬁh:ﬂﬁfqﬂtm
Jthis rule i+ not sul )
&E%g'wut]’ Reduction Act, Hﬂ.ﬁ.ﬂ.
AEC1-3E20.

G. Fective Daie

The Adminismative Procedums Ao

T wesﬂutasubmuvelme
E ﬂyﬂ'ﬂm‘th“

w its effective cdate, 1.n'|.1m

agenay finds, for emdl:ﬂme shown, that
a lezzar time period is required. £1.5.C.
££3(d)(3). We propoze that the mle
wronld take efect 30 dars after

OR ACCEPTED BY THE COMMISSION.

publicaticn of 2 fimal rule in the Federal
Register.
List of Subjects in1¢ CFR Part1500

Corsumer protestion, Hasrdows
subetances, Imports, Infarnt: and
children, Labeling , Law enforcement,
Reporting and recordkesping
requiremerds, and Toys.

MAogordingly, & CFR part 15001
proposed tobe amended as follows

PART 1500—[AMENDED]

1. The augthonty citahon for part 1000
contimmies toreads as followrs:

Authoobp: 12 WELC, 17E1- 12 7, 127 St
3015 tha Comswmaer Produr t Safty
Improvemant Actofzo08, Fub. L. 110314,
5 10, 122 Sat J00E ([ August 14, 2004)

4, Armend section 1500,
new paragraphe (2101 Hid) AR ]
and revise paragraphs (2)(9) and i),
toread = follows:

415002 Defmitions.
a A & & a
1 R

1..1

A vobatnos that prochicet a
result of ‘Hghly toedae’ in any of the
appronned test method: desaribed in the
CP3C's animal festing policy set forthin
‘].E“-[E]FF EEEIJ_IH

(iii) Temic also applies to atoy
substance thatcan be labelad as soeh,
basad on the cwscorme of ary of the
ﬁgmrd terst ethock. chesaribed in the

C's andmmal testing poliay et forth in
1ECFR 1800 232,

4] Cornosiwe mean: a <ubstanoe that
cakes visible destmction or irreversible
dlteratioms im fhe tesue at the site of
comtact. A westfor a corrosive substance
is whether, by hurman experience such
Hlllu .-'ll.l'lll TETER mememins b ﬂlu. -ll.l.L.A-r
npp:lium A mhu.mt w:n.ild. h

acnisidered corsosive tothe skinffa
weight-of evpdencs analy=is suggests
that it is comosive or if, when tested by
the in vive techmgue desaribed m
41500, 41, the stocre of the tsswe at
the: site of commact is destr
ahanged imewersibly in 34 o Jess.
Crther appropeise ety should be
applied when contast of the subsance
with other than slan tssue 16 being
considered A sabstanee could alsobe
labeled comosive based on the oucome
of aryy of the approved test methods
desaribed in the CPAC s amimal tesing
p-:-hc setforthin 1€ CFR 1800232,

dm&hm :&fiﬂm m;cnm

act e stated in paragra

ft-[}][a] of this section) is supplemensed
by the following : Imiont includes
primary irmtant to the <kdn, 2= well =
substances Imitand 1o the eye or to the

14
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oo memieanes. Frimarny irobnd
mmeate 3 substance that is not comoawe
and that hismam experiance dat
indicate it 3 primmary irritant, anclics
meatk 3 substance results inan
ermpinical seore of fwe of mone when
tezted by the method dezcrited in
51500, 41, anadfor 2 subetancs that cn
b comsidered o primary imitant based
on the cutooeme of amy of the approwed
test methods desaribed in the CP3C"s
anirmal testing policy st forth in 16 CFR
1500493, Eye irnont meam a substanos
that hurman experience data indicate &
an irritant o theeye; and/or means a
substance fior which a pocitive testis
obtained when tested by the method.
decaribed im & 100042 . and’or means a
substance that can be considered an eye
irritant based on the cutocome of oy of
th approred et misthods decribed o
the CPAC s arsmal teiting policy st
forth in 18 CFR 1900.23.

3. Amend section 1500, 40 by revising
the introductony tewt to read a5 followrs:

S1500,40  Method of Esting 1o i
U bt RS,

i Line-s for tepting th tosdad
substance:, including testing that
ot require andmals, are presemed inthe
CPSC's animal testing policy sat forthin
1 CFR 1500 232, A weight-ofevidence
analysis is recommended to evaluate
easting information before in wrowas
are oonzidered Thi analysiz, when
deerned necessay o carry out, showld
include any of the » adating
Tarman and armmal data, /n wirsdaa,
stmichune activity melatiomehips,
physicochemmical propertia:, and
chermical reactivity. When in v
testing is necessary, a sequential testung
smategy is recommended o reduce the
ruarriber of test arimals, The method of

Piriting the toac subitande mbged o
i.ni'lm:l Figh (G C) and (2) (i) sae
fallowes:

¢ In 51850021, add five cemtences ot
the start of the introduc tony tet toread
2= follows:

fﬁl:l:l.'ﬂ Method of BSting primary
PRV LS U BT £

Cruice lines for testing the dermal
i itahiom and comoavity propertesof
substances, incinding testing that does
ot Tequire animmals, are presemed mthe
CPSC"s animmal testing policy sat forth in
1CFR 1500 232, .ﬁ.werght of-evidence
analysis is recomuended to evaluxte
edating irdormonon before JJ'I VD s
are coniiddered Thi analyais thould
inclide all of the fiollowing that e
arailable: Huoman and amimal data,
stmucture activity relationships,
physicochemical propertes, and dermal
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toedizity. When in wve testng is
Tecessary, 3 sequerntal tesing sma
11:|'||:|n:l.'rIl'lqul-:l:II : =] udummﬂanmw:;
of test ardrnals. The methodof testing
the dermal comcsivity and prmay
irritation of substancss refemed toin
551500 33 and (4], respectiwly, iza
atch-test techmque on the gbvaded and
irtact skdmof the albing rabiat, clipped
free of haiy, = * *

E. Armend section 1500, 42 by adding
irttrachustory e, adding 2 semmenos at

the beginming of paragraph @), and
1evizing paagaph (6] toreadas follows:

150042 Testhr &y iBns.
Guidelines for /in wveand in wire
tepting of ooular irritation of substance:,
including testing that doss not s 1.1.1.11
anirmals, are presented in the CPSC:
anitnal testing poligy <&t forth m 1ECFR
1500232 A weight-of evidence amalysis
iz recommended to evalugte edsting
irfor mation before in wrs tess @e

considered Tln-; anal
inglude an Hﬁmt Bxdsting
Tnarnan :u:ml data mn:ﬂa: or

dermmal irfitation, stnictine activity
relationslaps, plorsicochermcal
propertes, and chermcal regchvity.
When in vive testing is necessay,a
sequential estng soateqy is
recormmencded 1o reduce the mumber of
it andemals, Additicmally, the soutine
1 of topieal anesthatios,
analgesics, and hurmane eré;mm o
anoid or mEmmice pain addistess in
ooular safety testing is recommemended
(@101) Inthe method of testing the
ooular ivntshon of 2 substanee refermed
toin § 1500031 (4], six dlbino xabbits are
wad for exch st substance * = *

# - - & #

(2] Toassist testing labor ztomie s and
cthers imferested In irteTpretng ocular
imitabiom fest results, the CPSC amirmal
testing policy Web page at hffp S
wie.op so g sinfal
anuma esding S b will comvesn the

syt cdefined in the TS,
EPA's Test Cundeline, OPFTS & 702400
Amite Eye Imitohon® or fhe OECD Test
Cidelime 408 Acute Fye Intshon!
Comosion ®

TEFA, 150 Haalth FRc Task Cuidalings,
CFF TS G0 3400 Acula Ty Fristcn IFA 712 -0-
W17, D7 L% Envimeomental
Frike tin Agere v, (A2 : iy
fecvam mighsah Suppioes Fadboe o Faf
EFA 070 7400

" OECDL 2002 OV ECD Cuidaling frorthae Tiekimp of
Chamig k. #0#-fouta 3 Irria bion Comeion.
Fams: Drpmﬁ:un:mnmi: Coopmationand
Danva lopmant. | Avaikila; W
e vam mnmsummrmmw
RSO0 pd

Dafed - Juna 25,2012
Todd & Slnanmn,
Secmibiry, U5, Consumer Product Safelr
o memmzion.
[FR Doc 2009~ 15009 Filad £-38-13 ;845 am]
BALLIBG CO0E #4855 P

DEPARTMENT OF THE TREASURY

Alcobol and Tobaooo Tax and T mde
Bl

27 CFR Parts

[ DociEt Ho. TTE-2012-0002; Hotice Ho.
12TA; Fe: Hotice HO, 127

RIM #5124 232

P o pio g A rsmnd rrsmnt 80 ths
Standards of ldantity for Diztilled
Spints; Comment Penod Extenzion

AGEECT: Aloohol and Tobacso Tx: and
Trade Burean, Treasumy.

AcTiore: Motse of proposed rule makdng,
esctension of oorroment period

Summary: The Alochol and Tobazoo Tae
and Trade Buneau (TTE) s extending
the commment period for Hotice Mo, 127,
Proposed Amendment o the Stmdards
of Identity for Diztilled Spirits, for an
addittonal 10 day:. In Motice Mo, 127,

amotice of p

mﬂldmﬁhumﬂq

pril 30, 2003, TTR propoe tnm:d.
the standarde of identity requlation: for

distilled spirits to include "Tachaga™ as
a type of mmdistinctee o Brazil.

DT B Winitten cormments om Iotice Io.
127 are mow due on or bedore Tuly 9,
0.2,

ADDRESS B You may send oorTITeIt: on
Moticee No. 127 to one of the following
addresses:

« Iflp Sifany reg wiodons gov: To
submmat cormmmme s wia the Inbemet, 152
the commment form fior Motice o, 127as
posted within Docket Mo TTE-2012-
0002 on " Regulations gow,” the Federal

Tl

« U5 Ma .-Dmm.ﬁquhﬂnmud
Ruling: Divizsion, Alechol and Totaseo
Txe and Trade Pirean, PIO. Boor 14412,
Wehington, OC 200444412

« Hand Dalivrany’Cowrer in Liew of
Ivini- Alzohol Tokaoeo Taxand
Trade Burean, 1310 G Sweet W, Suite
200-E, Wa: DC 30008,

See the Public Participation seation of
this notice for specific inetruction: and
requiraments for subrmiting commments,
and fior irfor mmation om bowr 10 request
a public hearing,

o moay view copies of ll

donuments, supporting
materials, andary cormements i lated to

15
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this proposal withinm Docket ITo, TTE-
200 2-0002 at hifpa
v B0 Ben s gov, A Link 1o the
docket 1t potted on the TTE Wab wite an
Idtp A . g draguda Hans_bivs
off rwaraking. & md under Motuee Bo.
127 You alzo may view copies of all
related mlsmakdng docimments,
supporting materials, and any
cormuments felated o this proposal by

pointrment at the TTE Tmaticn

@ Camber, 1330 C Streat 10,

Washington, OC 20008, Fleass call 20d-
A03-20 70 t0 make anappioiTtme .

R FURT HER: MO TR GO R T A T
Christopher I . Thiemarm, Repulations
and Rulings Division, Aleohol and
Tobazas Taw and Trade Bwrean, 11105
Srrest ITW ., Sudte 200F , Washing tom, [IC
20005, tale phone 200-489-1099, &t
138,

S0P FLEM B TARY WA RMATION: In Iotice
Ho. 127, publishedin the Federal
Fegister on April 30, 2012, at 77 FR
20342, the Alzohol and Tobacoo Taz
and Tradke Bumeas (TTE) propoie w©
amend it nequlstions oonos tha
standands of idersity for dis Lpirins
at 3FCFR £.22 toinclude "Cachaga™as
2 type of mmand 2= a distinctive
prodnct of Brazil TTE wndertook thes
mulemmalhng action n Jesponse toa
petiton fom the Covernoment of Brazl,
and in e iponie © 3 agresment
betwes . the United States and Eral
setting ot a procedure that aould lead
each party to recogmise cartain
ﬁsu:f:ug dlin.lh:lspnta produced in
the other party'’s ®miory. The
agrecmert provices in part that if,
followring the publication of a notee of
pr d nulermaking  the Urmited Swmes
publishes 2 final role that lats Cachaca
& atype of amdistinctive vo Braal,
then Eradl, within 30days thereafter,
will recogrze Bowhon Whiskey and
Tennesse: Whiskey as distinotive
products of the Uinited States.

The E0-day cormement pericd for
Notos Mo, 127 cnginally was st o
ot om June 29, 2012, Un June 15,
2012, TTE receiveda cormment from the
Ewropean Unnon requesting an
extersion of the comment pericd i
ooder 1o hawe time o analyze and
mepare cormmernts” on the proposal fee
Cormment ¢ within Diocket Mo, TTE-

200 2-0003), I pes 1o this request,
TTE i3 aate GOTTETRIE pariod
for an addi 10 Land, thenefore,

cormmme s on Motkee Mo, 127 anre now
e on o7 before fuly S, 2003,

Dirafting Informatien
Iichael D, Hooeess of the Re
and Ruling: Division drafted this notios
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TAB B: PUBLIC COMMENTS

The Commission published a request for comments in the Federal Register on two issues: the
notice of proposed rulemaking (NPR) on Revisions to Animal Testing Regulations (77 FR
38754) and the Codification of Animal Testing Policy, Proposed Statement of Policy (77 FR
38751). The Commission received three comments on the NPR and two comments on the policy
codification. The original comments are reproduced in the following section.
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Comments on CPSC Docket No. CPSC-2012-0036: Notice of Proposed Rulemaking (NPR)
on Revisions to Animal Testing Requlations, 16 CFR Part 1500

17

THIS DOCUMENT HAS NOT BEEN REVIEWED CLEARED FOR PUBLIC RELEASE
OR ACCEPTED BY THE COMMISSION. UNDER CPSA 6(b)(1)



seplember 12, 2012

Leslie E. Patton, Ph.D

Project Manager

Office of Hazard Iden ffication and Peduction
LS. Consumer Product Safety Commission
4330 East West Highway

Bethesda, MD 20514

| patton @ Ccpac. gqoy

Cear Or. Patton,

The following comments a e submitted on behaf of the Alternatives Fesearch &
Development Foundaion, American Anti-Vivisection Society, Huimane Sodety of he
United States, People for the Ethicd Treatment of Animds, and the Physicians
Committee for Pesponsible Medicingin response to CPEC Dodket Mo, CPSC-2012-
0036, announced in the Federal Bedister on June 29, 2012, The parties to his
sUbmission arenatond anima protection, hedth, and sdentific advocany arganizations
with acombined consttuency of more than 10 million meambers who share the comman
goal of promoting reliable and relevant regulatory testing methods and strategies that
protect human hedth and the environment while reducing, and ultimately elimin ating,
the use of animas.

Gener d Cormments

W agree that the Consumer Product Safety Cormmission's (CPSC o the Commission)
proposd to amend end update its definitions and meth ods & intended for
manufacturers of products su bject to the Federal Hazardou s Substances Act (FHEA) is
impartant and overdue . We appreciate CPSC's stance th at manufacturers should use
dternatives to animd testing and reduce the number of animd tests under FHSA. We
sUpport e dew stated in the 1934 policy that, "The Commission resorts to animal
testing only when the other information sources have been exhalsted.” Furthermaore,
the FHSA requlations, &t 16 CFR 1500 4, dealy state th at "religble human experience
shal take precedence over different results from animd data”

Although the revised definitions provide some darity that data from nonanima methods
are dlowed, CPSCrequlations maintan an emph asis on anima-dataderived definiions
of toxicity that do not ully capture the current spectrum of approaches of | awe room for
future sdentific advances. A mare appropr e approach would uncouple definiions of
toxic effects rom spedfic anima testrezults, 1n 2007, the MNationd Academies
recommended nothing short of acomplete overhiaul in the way chemicas areroutinely
esessed for potentid hazardous effects in its report Toxieiy Testing in the 215t
Ceniury: A Vision and a Sirategy. We encolurage CPSC to followthis vision and harmess
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the momentum of "Tosdcology in the 21% Century” by mowing entirely away from relisnce
on animd data to define product toxcities,

Addiion dly, we tawor the establishment of he CPSC-proposaed web site hat would list
test methods acce ptable to the Commission, however it appears that it will include only
"ICCVAM recommendations and new develo pments in test methods that reduce or
refine anima testing.” While the web ste is agoodidea because it will diowtor

confinu & update of accessible mehods, we suggest th al he website dsoinclude new
methods that cen replase animd-basaed tests in keeping with the spint of the “three B
which aim toreplace, reduce, and refine the use of animas. Further, we request hat e
we b site contan a process thal would alow the public to transparen iy propose changes
to the test methods detaled on the web dte, such & amonitored forum or web form.

The following amendments to fie definifons proposed by CPSCimprowve e
Commission's policy with respect to reducing the relignce on animd testing. Below we

offer specific suggestions that would dlow for amore complete application of existing
animd reducion approaches and amore expedited u ptake of fufure developments,

1. Detiniion of Highly Toxic

While we appredide that aknown toxc aubstance based on human experience qudifies
a& amethod o determine toxdcity, he fact hat animal toxddity is enumerated with such
detdl as part of he definifion is problematc. A more holistic definition of toxidty based
on human experience and i wiro data while utiizing exdsting anima data, it avalabe, is
the more appropriate approach . The proposed addiion d sentence & point (i) in itdics
below simply informs the reader to visit the new porfion of 16 CFR 1500 o see alist of
approved test methods described in the animd testing policy, despite the fact that he
rest of the definifon isintringcally linked to animd tosdcity. We suggest the following:

"(i) A substance determined by the Gommission to be highly toxc on the basis of
human experience, andfor (i) -0f-

enim d data i wivo datg stucture activity relanmshlns mwamchemlca
Dro;:erles and chemica reactluwf s i) | e T da oty
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g@@dph—a—ma;ol@gmal—ptacﬂces |f ||]| A Subﬁrance mar pmduce& a re&u.fr r:lJ‘ mgh.fy
Iaxis' i any of e apprared fest mefinas deschibed in e CPS0°s animal

testing policy set forth in 16 CFR 15030.232"
2. Definitian of Toxic

After the three in wvamethods are described to determin e whether asubstance is toxic
viathe ord, inhd ation, or dermd routesitis stated in the Federal Pegister notice that,
"The proposed amendment makes clear hat he animd tests arenot e only means to
test or define a product's toxicity under FHSA, nor are they the anly methods used by
the CPEC0 aesess product foaddty.” Howewer, we find noreference to human
expetience of in vira methods, both of which can serve a5 viable altern afives to anim
testing. As above, there is only ohe sentence added to the end of the definion
infarming the reader o vew the animal testing policy stated in 16 CFR 1500, The
definition of "toxic,” axcording to the language proposed, is exdusively based on animal
toxcity. As explaned above, spedfic descripion of anima tests should be removed
from the regulations. We suggest the following:

|[j| A SU b@tence determlned bw the: C@mmlsaon o be tomc oh the bagis of human
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{iil) Toxic also applies to any subsiance that can be labeled as such, based on
the oulcome of any of the amproved lest methods described in fle CR5Cs
animal testing policy set forth in 16 OFR 1500.232"

2. Definifion of Corrosive

We support the indusion of weight-of-evidence andyssin the definion of a corrosive
substance. We find it darming, however, tha the proposed amended text mantans a
primeary definition based on anima test results and there is no explicit menton of in vitro
approaches. Given the current state of the art, most chemicas can be assessed for
corrosivty i wito, and no or extremely rare anima testing should be done for his
endpoint. For example, that in vifro methods using Reconstructed Human Epidermis
(BhE) exist to determine cormosivty &8 detaledin OECD Test Guideline 431, In \itro
Skin Corrosion: Human Skin Model Test'. EpiDerm?, SkinEthic®, EpiSkin?, and
CellSystern EST1000° @re al vdidated FhE models that can be used o evauae
corrosivty. OECD Test Guideline 435, In Witro Membrane Barrier Test Method for Skin
Corrosion®is a physico-chemical test that assesses corrosive potentid by measuring
the ime it takes for achemicd to break through a synthetic macromolecula membrane.
For these reasons we amend the following text to read:

"Corrosive means asubstance that causes visible destrucion or irreversible
dierafionsin the tissue a the ste of contact. Atest for acorrosive substance is
whether, by human experience, such fissue destruction occurs & the site of
applicafion. A substance would be considered corrosive o the skin i a weight- o
ewidence analysis ot In witro study sugge sts that | Is corrosive eef—whendostod

B L T e B e o e [ L L

appropriate tests should be applied when contact of the substance with other
fhan skin fissue is being considered, A substance could also be labeled corrosive
based on the outcome of any of the apnroved fest methods deschbed inthe
CPSC's animal festing policy setf forth in 16 CFR 1500.232"

4. Oefinifion of frvitant, Primary kritant, and Eye frmitant

We are agan pleased fo see thal human experience datais listed. However, agan the
proposed text indudes a primeary definition based on animd data and there is no explict
mention of in vifro approaches, For most chemicds, dermal intancy can be evdualed
using a completely non-animd approach (& detaled by OECD TG 439 In Mtro Skin
Irritation : Feconstructed Humean Epidermis Test Method), therefore, and with

consider aion fo the above arguments, we suggest the following revisions. We suggest
the following:
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"The definition of irritantin secton 2()) of the act (restated in paragraph (b)(8) of
this section) is su pplementad by the following: drriftantincudes primary irritant to
the skin, & well & substancesimitant to he eye or to mucous membranes.
Frimary iritantmeans asubstance that is not corrosive end that humean
experlenoe daiamu:ilcaie isa mmaylrntmt mrﬁeaﬁsﬂal-beimee-hat

m-‘lﬁﬂﬁl—d—‘l- anf:cfar a subsrance rnar Gan be aansadered o pnmary Jrnranr based

on the outcome of any of the approved fest methiods described in the CFSC's
ahimal festing policy set forth in 16 OFR 1500 232 Eye irrifant Means a

SUbS‘[E’I(E Ihat hurnan emerlence deiamdloeie IS a |rr|tsnt o the E}l‘& m

mem@desmm@nqém& a.r‘.ldfr:lr maeans a subsrance mar can ne cansadered
an eye irritant based on e outsome of any of the approved fest methods
described in the OPSC's animal festing policy set forth in 16 OFR 1504.232"

5. Method of Testing Toxic Substances

We appredate hat CPSC states multiple nonanima techniques, however this resision
should delete reference o in wvo testing methods, We suggest the following,

Guidelines for festing the foxicity of substances, Incliding festing that does nat
require animals, are presented inthe CPSCs animal festing policy set forifi in 16
OFR 1500232 A weight-of-evidence analysis is recommended fa evaluate
exIshing informanton Befere-n-retesis-are-censidered—This analysis, when
deemed necessary fo carny oul, should include any of the Tolfowing: existing
hurman and animal data, in vitra data, structure activity relationships,
physicochemical properties, and chermiical reactivify. MWhea if In vivo testing is
HBosassan~conducted, 3 sequential testing strategy is recomimendead 10 reduce
the number of fest animals.

Furthermore, fhe text below ot £1500.40 should be deleted from the regulation and
provided elsewnere (&.q. the web site) until suitable dternatives are avalable and
spedfic procedures can be modified or deleted dtogether:
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6. Method of Testing Primary frtitant Subsiances

Asmenfoned above, five FhE models exist and are currently avalable for commerdd
use to assess skin immtation potentid: EpiDerm, SkinEthic, CellSystem EST 1000,
LabCyte EPIMODEL-24%, and EpiSkin. In-depth information on e development and
vdidation of three of these models, which can be used in OECD Test Guideline 433, In
\itro Skin Irritation: Peconstucted Human Epidermis Test Method®, are avalable.
Potentid use of in witro appro aches should be menfoned explicly andnot only
referenced in the new section of 16 CFR 1500. Spedificaly, in vitro approaches should
be recommended preferentidly. Given the current state of he at, most chemicas can
be assessed for corrosivity and irritation dn wivo, and no or extremely rare animd tesing
should be done for these endpoints.

Guidefines for testing the dermal iritation and corrosivity prope riies of
substances, Including festing that does nat require animals, are presented in the
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COPSCs animal testing policy sef forth in 16 CFR 1500.232. A weight-of-evidence
analysis and in vitrd methods & are recommended 1o e 1/1afuate existing

information Soferoa-Wpetosts gro considered. This analysis should include aif of
the following that are avaiabie. human and animal dala, structure activity
refationships, physicochemical properties, and dermal toxicily. Mbens I in vivo
festing is wesessays-conducted, a sequential festing s#afegy is remmmended ra
redjce e number aOf fest animals. Fhermeathod of tas -

[Table omitted]
7. Testfor Epe krrifants

Agan, there isno menfion of in vitro techniques, which can be usad to assess the
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ocula iritation potential of many consumer products. Examples indude the Bovine
Corned Opadity and Perme akility assay'®, 3Dhuman tissue constucts', the Isolated
Chicken Eye assay™, the Cytosensor Microphysiometer assay™, the Short Term
Exposure assay™, the Fluorescein Leskage assay'®, and the EpiOcular Model '8,

Cue fo the plethoraof currently aval able Jn vitro techniques, and he inevitable fulure
advancements in nonanima technology, animd testing for eye irmitation should be rare.
Furthermore, should a company choose to testusing i vive methods, no more than
three rabhbits should be used (the current language proposes six). Therefore, we
suggest he following:

Guadennes for fa-wva-and in Wi resnng of ocular iritation of subsiances;
= are presented in the CPSC's

animal testing policy set forfh jn 16 CFR 1560 232 A weight-of-evidence analysis
is recommendead 1o eralugle exisning informatio n berroayirotasic aro
capsigarad. This analysis should include any of the following: existing human and
animal data on ocular or dermal irritation, structure achivity relationships,
physicochemical properties, and chemical reactivity. Whea i in vivo testing is
Hecessan~conducted, a sec‘,a..renﬂa.r resrmg sfraregy is remmmenﬂed o recﬂ..rr:.'s
e number Of fest animals. Addiion: ;
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“fe) To assist iesting faboratories and otfiers inferested in interpreling ocular
irritation test results, the CPSC animal testing policy Web page at hiip 4/
WWW_cpsc go wWhisintos animalte sting. it wil contain e scaring systom defined
inthe U.S. EPA’s Test Guideline, OPPTS 870.2400: Acute Eye imitation” or the
OECD Test Guideline 405 Acute Eye irritations Corrosion. "

\We appreciate your consicer alon of these suggestons. Please direct any questions to
the undersigned at abirdie @ parm.org.

Sincerely,

Aryenish Brdie

Feseach Associale

Fhysidans Commitiee for Fesponsible Mediane
5100 Wisconsin Ave, NW, Suite 400
Washington, DC 20016

(785) 760-2935

r j.{..'i'_k i ...'. L.

Kristie Sullivan, MPH

Oirector, Requlatory Testing 1ssues

Physidans Commities for Responsitle Mediane

o B Jrany

Sue A Leay, MS
President
Alternaives Peseach & Development Foundation

Vutke falina®

Wickl Katrinak

Policy Analyst

American Anfi-Misection Sodety
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p- . -
[T
Catherine Willett, PhD

Oirector, Regulatory Toxcology, Ask Assesament and Alternatives
The Humane Society of he United States

v?f‘f. S&wtfh.

Jessica Sandler, MHS
Senior Director, Requlatory Testing Civision
People for the Ethicd Treament of Animals

' OECD. 2004. Test Guideline 431, In Mtro Skin Corrosion: Hurman Skin Model Test,

Fublic web site accessed on September 11, 2012 &t hitpc s oecd-
ilikr & y.orgienvironmentitest-no-4314n-vtro-skin-corrosion-human-skin-model-
test_9789264071148-en.

2 pardemahdl ef a 2010, Intemationd prevalidaton studies of the EpiDerm 30 human
reconstructed skin micronudeus (RSMN) assay: tansferability and reproducibility. Mutat
Res. f01{2).123-31.

* Cotovio J ef &/, 2010. In wtro assessment of eye rriitancy using the Reconstructed
Human Corned Egithelid SkinEthic HCE model: apglicaiion fo 435 substances from

consumer products industry. Toxicol in Vitro. 24(2).523-37.

4 BECWAM Skin Irritation Vdidaion Study. 2005, Vdidation of the EpiSkin skin irritaion
test 42-hours assay for the prediction of acute skin imritation of chemicas. Public web
site accessed on September 11, 2012 at

hitp: A ecwam jre itft_doc/BEPISKIN _IL1 d ph &242050P42002 padf.

* Glest R eras 2008, An initid evauation of the CellSystemns EST-1000 reconstucted
human skin model for distinguishing F34 and B35 corrosives in vtro. Public web site

accessed on Septemnber 11, 2012 &
wivwy Zet o &l lspool i pfloadfzetiKongress2008/Abstractss. /Guest pdf.

® OECD. 2006. Test Guideline 435, In Mtro Membrane Barrier Test Method for Skin
Corrosion Pubiic web site accessed on September 11, 2012 & hitp: Mwww oecd-
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As of: 9/13/12 3:44 PM
PUBLIC SUBMISSION Tracking No. 81081b63
Comments Due: September 12, 2012

Docket: CPSC-2012-0036

Hazardous Substances and Articles: Administration and Enforcement Regulations: Notice of
Proposed Rulemaking; Revisions to Animal Testing Regulations

Comment On: CPSC-2012-0036-0001

Hazardous Substances and Articles: Revisions to Animal Testing Regulations

Document: CPSC-2012-0036-0002

Comment from Skyler Roth

Submitter Information
Name: Skyler Roth

General Comment
Dear Sir or Madam:

I commend the CPSC for encouraging alternatives to animal testing of hazardous substances.
However, I believe that there are two areas where the proposed rule could be modified, to make
clearer the importance of avoiding animal testing whenever possible.

First, the references to the CPSC's new animal testing policy in 1500.3(c)(1)(iii) and
1500.3(c)(2)(iii) are hampered by their vagueness and positioning. They mention the policy, but
only refer to its "approved test methods". Since they also come after a long description of animal
testing, this might be misinterpreted to suggest that the only alternatives are other animal tests. In
contrast, 1500.3(c)(3) is more effective, as it mentions the value of "a weight-of-evidence
analysis" prior to in vivo tests (though its reference to the new policy is similarly vague). |
recommend that all three paragraphs mention weight-of-evidence analysis, and briefly emphasize
the animal testing reduction goals of the new policy by mentioning that the "approved test
methods" include non-animal tests.

Second, while the Commission's proposed additions to 1500.40 and 1500.41 are excellent, they
are not as strong as the addition to 1500.42, which also includes specific guidelines to "avoid or
minimize pain and distress". While tests involving the eyes are likely to be particularly harmful,
toxic substances and skin irritants can also cause considerable distress to an animal. The report
The Ethics of Research Involving Animals by the Nuffield Council on Bioethics states that
toxicity testing can cause "external and internal bleeding," among other serious effects.
Whenever possible, the pain of such effects should be alleviated. If the specific
recommendations for eye irritants are inappropriate to the other tests, I suggest developing more
appropriate recommendations or including general language urging the minimization of pain and
distress.

Thank you for the opportunity to comment.

Sincerely,
Skyler Roth
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As of: 9/13/12 3:45 PM
PUBLIC SUBMISSION Tracking No. 81073c8b
Comments Due: September 12, 2012

Docket: CPSC-2012-0036

Hazardous Substances and Articles: Administration and Enforcement Regulations: Notice of
Proposed Rulemaking; Revisions to Animal Testing Regulations

Comment On: CPSC-2012-0036-0001

Hazardous Substances and Articles: Revisions to Animal Testing Regulations

Document: CPSC-2012-0036-0003

Comment from Jean Public

Submitter Information

Name: Jean Public

Submitter's Representative: None
Organization: None

General Comment

RABBITS SHOUDL BE TAKEN FROM THE LIST OF ANIMALS THAT ARE USED FOR
ANY TESTING. NO MORE RABBITS SHOULD BE USED AT ANY TIME. ALSO THI
SCHANGE SHOULD REFLECT THAT THIS AGENCY PREFERS OTHER TEST
METHODS THATN ABUSIVE TESTS ON ANIMALS. TESTS ON HUMAN CELLS OR
ONPEOPLE ARE PREFERRED. IT IS ALSO CLEAR THAT TESTS TESTS ON ANIMALS
ARE DECEPTIVE AND NOT REALLY RELEVANT OR MEANINGFUL IN APPLICATION
TO WHAT THE PRODUCT WILL DO TO A PERSON. AGAIN, GET THE RABBITS
ENTIRE OUT OF THIS TESTING CYCLE. THIS TEST METHOD STARTED IN MIDIEVEL
TIMES 1500 AD. WE HAVE MUCH MORE RELIABLE METHODS OF TESTING TODAY
THAN ABUSING AND PAINFULLY INJURING AND KILLING RABBITS. More rabbits are
used for research in the U.S. than any other covered species. In 1987, an all-time high of 554,385
rabbits were exploited for research and testing. Over the past two decades, rabbit use has
gradually declined, with the latest reports indicating that over 200,000 rabbits are utilized
annually.

Rabbits are widely used for experimentation and testing mainly due to practical rather than
scientific considerations. They are small and usually docile, easily restrained, cheap to maintain,
and breed prodigiously.

Most people associate the use of rabbits in laboratories with toxicity testing for cosmetic,
personal, and household products. The best known tests are the Draize eye and skin irritancy
tests, which are extremely painful and cruel. While being experimented upon, rabbits are also
often locked into full-body restraints to prevent them from touching eye or skin sores. These tests
are not very reliable, and increasing attention is being paid to the development of alternatives to
replace the use of rabbits for these categories of toxicity testing.

For medical products such as vaccines, drugs, and medical devices, rabbits are used to test pyrogenicity

(the ability of the product to induce a fever). Additionally, because of their high rate of reproduction,
rabbits are also used to test developmental/embryotoxi [SiC]
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Comments on CPSC Docket No. CPSC-2012-0037: Codification of Animal Testing Policy,
Proposed Statement of Policy, 16 CER Part 1500
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September 12, 20132

Leglie E Patton, Fh.D

Project Manager

Office of Hazard Identi fication and Feduction
1.5, Conswmer Product Safety Commission
4330 East West Highway

B ethesda, MD 20814

Ipatton@cpsc.gov
Dear Dr. Patton,

The following comiments are subtritted on behal f of the Altematives Research & Development

Foundation, Amencan Anki-Vivisection Sodety, Humane Society of the United States, People
for the Ethical Treatment of Animals, and the Physcans Commitiee for Responsible Medicine
in response to the Federal Eegster notice published on June 29, 2012 (Docket No. CPSC-2012-
0037). The partiesto this submmission are national animal protection, and health and scientific
advocacy organizations with a combined constituency of more than 10 milion members. We
share the common goal of promoting reliable and relevant regulatory testing methods and
strategies that protect human health while reducing, and ultimately eliminating, the use of
anmals,

General Comments

We agree that the Consumer Product Safety Commission’s (CPSC or the Cotnrmission) proposal
to codify its statement on animal testing into a Statement on Animal Testing Policy (Policy) as
intended for marmifacturers of products subject to the Federal Hazardous Substances Act (FHEA)
15 important and overdue. We appreciate CPSC"s explicit stance that manufacturers should use

alternatives to anmal testing and aim to minimize the mumber of animal tests conducted to mest
FHSA requirements. We strongly support the wewthat “the Commi sson prefers tests methods

that reduce stress and suffering in test animals and that use none or fewer animal s while
maintaining scientific integrity.”™

We also favor itnplementation of the CPSC -proposed web site, but are concetned that it
apparently will include only “ICCVAM recommendati ons and new developments in test
methods that reduce or refine animal testing ™ While the web site 15 necessary to allow for
frequent update of available approaches, it should also include new approaches that can replace
anmal-based tests in keeping with the spirit of the “three R.s,” which aim to replace, reduce, and
refine the use of anitrals. The proposed revisions retain an excess of language that supports
animal-based testing, our comments are intended to align CPSC policy wath curent trends in
toxicology being adopted by other U3 agencies, as well as internationally, that move amir fram
a list of empincal animal data toward more integrated testing and assessient strategies. L13

! Watioral Research Council. 2007, Towde ity Testing in the 215t Cenfury: & Vision and a 5 trategy in 2007,
Washington, DC: National Academies Press, Pablic web site accessed on Augast 29, 2012 at
httpffarorer yap edulcatalos phpfrecor d=11970,
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spedfic Text Suggestions to the “Statetnent on Aritnal Testing Policy™

Appendiz A Specific Text Suggestions — redlined and Appendiz B Specific Text Suggestions —
clean, iz below We offered the latter for easy reference to the changes we proposed. Those
changes are based on the following discussion.

At its core, as etrphasized in the 1984 policy, the FHEA 1= intended to protect huraan consurners,
and “reliable hrnan experience shall talze precedence over different results from animal data ™
Therefore, we suggest rewising the order of the Surrrary paragraphs (51500 232 a)) to ensure
that rrarufacturers first consider the most nrnan-relevant data and methods for detertmiring
cauti onaty labeling. Specifically, the sentirnent captured in paragraph (4, that

“rratmfacturers. . should use. . prior human esperience, lterature sources, and expert opitdon...”
shndd be discussed first, followeed by the leey fact that begins paragraph (3), that “Meither the
FHESA nor the Comtnission’s reguilations require andral testing. ™

Inexplicably, mvitro or & silico tozicology test methods ate not mentioned at all. Sinceit 15 not
likely that this palicy will be amended again soon, the tesgt should be written to encompass the
direction in which tozicology testing 15 headed, which iz ertirel ¥ nonanitnal, patti culatly for
consumer products.

Therewised Policy (5150023202 30 states, “anirral testing may benecessary in some cases”
The Cornrmi g5 on st ensure that all nonanimal test methods and strategies have been explored
beforean animal testis conducted. In practice, manufacturers should understand that, when faced
with a decizsion between a nonanimal or andmal -bazed approach, the nonanimal approach must be
talcen. Therefore, we recomumend an explicit statement to that effect, located in a more prominent
place inthe revized Policy, as shown in Appendx & and B,

We upport the 1984 language from 16 CFE 13004 that states “reliable nman experience shall
talce precedence over different results from animal data™ asit reinforces the position that nman-
based information is more relevarnt to hurnans scienti fi cally than animal data, and we urge the
CPSC to include this langua ge in the amendment.

We are aware that the Conurission and FHSA regulations do not specifically require anirmal
testing—or any specific test. Therefore, the *Statement of Policy on Animal Testing™
(1500232000 should make it clear that, while test method reconmendations will be awailable
on the CPEC web site, other nonanitmal test methods that are not speci 8 cally “approwed by the
Comrdssion or listed on the web site, as longas they are “scientifically acceptable” (as stated in
the 1984 palicy) can be used o charactenze potential hazards,

Under 5150023200, we appreciate that wei ght-of-esridence approaches and altematives to, and
modifications of, anitral tests should beused wherever possible. However, CPSC does not

: Berg M et al 2011, Toxicology in the 215t cenbury-2arorking our way towr ards a visionary reality. Toxicol In Vitro,
250487481

* Stephens ML et al. 2012, Accelarating the dewvelopmernt of 21st-centiry toxirology: outeome of 2 Human
Taxicology Project Corsormm wodoshop. Toxieol Se1. 125020:327-34.
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provide a definition of the tertn “walidated,” which the Comtrission uses repeatedly in this
section and throughout the Policy in conjunction with nonanimal test methods, We propose that
instead of using the term “walidated,” the Policy use “scientifically appropnate/acceptable” or
“fit for purpose.” as “validated” limits the amnount of data that could be accepted by CPSC and
unduly restricts manufacturers to methods that have undergone extensive regulatory validation,
Thizwould be mn line wath the approach to walidation that 15 being initiated at other regulatory
agencies, as a result of the length and expense of traditional regulatory validation, and recograzes
that animal tests have never been validated for their (injability to predict human outcormes,
Finally, the Policy should state that methods approved by other regulatory bodies such asthe
Organisation for Economic Coopetation and Development (OECD) or the European Centre for
the Validation of Altemative Methods (ECYV AN EURL) are accepiable in replacement,
reduction, or refinement strategies of U5 -hased anitnal testing methods.

In 1500232031 @) (acute toxicity), we suggest that a statement discouwragng the condact of
the LDso/LC 5 test beadded. These tests—by definition—poison antrals until they die. Thereis
also much scientific consensus that acute poisoning tests are not relevant to hutnan health. The
Intemational Councll on Harmonzation (ICH) removed acute oral toxicity tests fromits W3
guidelines for non-clinical safety studies for hurnan clinical trials of phammaceuticals’. Chapman
et al. report a consensus among representatives from poison centers, the phanmacewtical and
chemical industries, and regulatory bodies that the information the acute test prowides is oflittle
value’. This is partly because high doses of cherrical substances often elicit non-specific effects
in animals that have no relevance to incidences of human overdose. Inaddition, acute tomicity
testing typically does not provide information on adverseand functional effects, farget organ
toxicity, and tosd cokinetics that 15 considered by poison centers to be most useful.

Furthermore, hazard classfication, which the acute tests would provide for CPRC review, often
does not adequately predict human toxicity. A study of outcomes of human poisoning cases with
three organophosphorous pesticides, all categorized as class 2 (LDw » 5 < 50 mgkg) by the
Flobally Harmonized System of Classification and Labelling of Chemicals, found significant
differences in seventy of sgmptuﬂm and likelihood of death, despite having sitnilar LD s values
from acute toxicity studies”. Evenin cases for which hazard class has been reporied to comrelate
with mottality, mortality rates are highly wanable among substances within a class, in one study,
mottality rates for seven compounds in class | ranged from 24% to 0%’

Y ICH. 2009 Guidelire on Horcloueal Safety Stodies for the Conduct of Human Climocal Taals and Marke ing
Authorzation for Pharmaceatic als M3(EZ). Infe mational Corfarence on Hamonsation of Te cleucal Requirements
for Fegis ttation of FPharmaceuticals for Human Use, Poblicwreb site accessed on August 22, 2012 at:
hitp/ farwrw seh orgifilesd mamPab e Web S it ICH Products /Guidelines Mulbdis ciplinane W3 E208 epd M3 E2

Gudehre pdf,
¥ Chapman K et al. 2010, The vabae of ssute toxicity sbadies to sapport the clinical management of overlose and
Pn‘lsmm'l.g a cross-discipline consesus . Regul Towical Pharmoeel, 580313549,

Eddleston M et of. 2005, Differences betwreen organophosphoms insectioades in liman selfposscming: a
;Jmspecﬁve cohort stady, Laneer, 366; 1452-145%,

Peter IV et ol 2010, I them a relations ip beter een the WHO hazard classification of crganophosphate pesticide
and cutcomes insuicidal lnoman podsoning with commercial organophes phate formmil ations? Regad, Toudaol
Phaymacal 57, 92-102.
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Thete 15 strong evidence that in vitro assays can be used to classfy substance hazards Recently,
the ACuteTox project reporied the results of its prevalidation of a tiered testing strategy using
eight in vitro assa‘_:.rsa . The outcome of this study reinforced previous results obtained wath the
3T3 MR assay, supporting its use to identify unclassified substances (LD s = 2000 mgkg) asa
first step in atiered testing strategy. Inaddition, a number of assays were identified that were
ahle to flag substances as neurotoscants and nephrotozcants. These assays could be used to
alert on tissue-specific toxicity for substances that are identified as toxic (predicted LDs < 2000
mgfkg) with the 3T3 NRL assay. It was also concluded that the combined use of DEREK and
METEOQE. software 15 likely to improwve the abality to predict the tomcty of an unlonowm
substance or its mrajor tetabolites.

Evidence shows that more than 85% of industrial chemicals are non-tozi ¢ (Kinsner-Ovaslainen,
etad., 2008). Therefore, a weight-of-evidence approach incotporating the 3T3 NEU assay, other
in vitro assays, existing information, and QSARS to identify whether a substance is toxic or non-
tozxic would be an appropriate approach for items under CPSC regulatory purew:.

In§1500, 232003 1% (Dermal iritation/corosvity), the Policy recommends human patch
testing or tiered i vivo anitmal testing 1fa substance is not corrosive im witro. However, this
recotnmendation completely ignores OECD Test Guideline 439, which can detect non-corrosive
irritants, and was adopted in 2010". This section must be revised appropriately. Further,
regarding §1500. 23200 (Y1), we wonder under what crcumstances a tiered m whio test
would be “not feasible” We recommmend deleting this sentence.

And again regarding §1500. 2320 1)(e 11), we wonder under what circumstances a tiered i
vivo eyeimitation test would be “not feasible” We recommend deleting this sentence

Several methods for detenmination af dermal sensitization have been developed and are currently
being evaluated for regulatory use;! therefore, the Policy should include section
1500.232(b) 1 %) on denmal sensitization. This section should encourage companies to use these
available ;1 vitro methods.

¥ AELEE Comsortiam. 2011, & Uermative Testing Stiatezies Progess Report. Freie Univeritit Berlin, Institate of
Phammae vy, Berling Germany. Public web site accessed on Augast 29, 20012 at http fanleB enfassets fan 8- progress -

report-N1] pdf

KimnerOvaskaimen A et of. 2008, ECV AM ongoing ac tivities fo meet the cosmetics 2009 deadline related 4o
acute oral toxicity. Presented at the 15* Intermational Congress on In Vitro Toxicology, S tockholm, Sweden:

S eptember 25-28. p. 191

" QOECD. 2010, Test Guideling 435 In Vike Skin Iitation: Reconstucted Human Epidermis Test Method. OECD
Gm.delula ﬁrthe Testns Df'Cherul:aJs 5 ectl:m 4 Pub]:l: web site -a.EEESEd unAt@_‘ustZE‘ 2012 at htl;n_.[.ﬁmmr_geu:d_

!;Eb yP eral Eﬂll:l Iﬂ.entﬁirg and cll.arafh HEIE ch!'nu.r:al S]-EInSEIIﬂtI.ZECIS without a:ru.mal testmg Cnhpa 3
research and method developme nt program. Toxicol In Fivo. 24, 1465 = 1473,

Banch C er af. 2011, Intralaboratory vahd abon of four in vitro assays for the pcreﬂ.i:ﬁcn of the slan sersiimng
potential of chemucals . Toxieol b1 Fitre. 25, 1162-1163;

Euwropean Tmon, 2012, Hovel testing strategies for in witro assessment of allergems, Tth Framew ork Programume

5 ems-it-1v. Pablic weeb site accessed on August 29, 2012 at hitp fharanar sens -ab-1v e

Lambrechts M er ol 2010, Assessment of chemical skin sensitizming potency by an in vitro ass ay based on Ioman
dendnte cells. Fox Sed. 116(1),122-129;

Foim M et ol 2002, An invitro method for detecting chemical sensitizationas ing luman reconstructed skin models
and it applicability to cosmete, phannaceutical and medical devace safety testng . Curan Qenld Toxicol
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Orwverall, we appreciate that CPSC is taking steps to codify a policy related to the use of animal

tests and nonanimal alterrafives or strategies, and that this Policy includes language to mininze
ammnal testing However, there are key areasthat the CPSC needsto address in order to ensure

the greatest possible protections for animals.

We appreciate your consideration of the suggestions in this letter and the Appendices below
Please direct any questions to the undersigned at abirdi ef@poin org.

Sincerely,

Lz fia

Aryenish Birdie

F.esearch Associate

Physicians Comtrittee for Responsible Medicine
5100 Wisconsin Ave, MW, Suite 400
Washington, DC 20016

(785) 760-2935

Letee W Oldten

Kristie Sullivan, MPH

Director, Eegulatory Testing [ssues

FPhyscans Comrattee for Responsible Medicine

e B doany

oue & Leary MG
President
Alternatives Research & Development Foundation

P L i
Jieke falinak
Vicki Katrinak
Policy Analyst
American Anti-Vivisection Society
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Cathenne Willett, PhD
Director, Begulatory Toxcology, Risk Assessment and Alterratives
The Humane Society of the United States

\F’_ 8‘«\ 1 GLEL\-.
Jessica Sandler, NHS

Semor Darector, Eegulatory Testing Diwsion
People for the Ethical Treattment of Animals
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Appendx A Specific Text Suggestions — redlined

(a) Summary

(1) The U.5. Consumer Product 3 afety Commission issues this statem ent of policy on atim al testing
and alternatives to andmal testing of hazardous substances regulated under the Federal H azardous
Substances Act (FHSA) The FHEA requires appropriate cautionary labeling on certan household
products to alert consumers to the potential hazard(s) that the products may presert. Amongthe
hazards addressed by the FHSA are acuie systemic toxicity, skin and eye corrosivity and irritancy,
and dermal sensitization, sndisstation [0 order to determine the approprate canti onary labeling, it
is net:esmrv to have objective ml,ena hv which the emstmce nf each hazard can be dl:temnned

'LhE results ufmmr anitmal testmg or lumta:l human tesis n sshm and in v:Im dat.a Wﬂs:rhl—nf

evidence arguments, and expert opinion.

f?_l il EﬂhEI the FHS& nor the Cu:um.tmsal:un s regulatmns require ELtlmﬂ.l testng The FHS& and 1ts

that prudu::t_ Himncaﬂgr, a.mmal testmg has heen used A5 4 oKy ﬁ:ur the Innnanreat:tmn, hut.il"-the
C ammmmonﬁhe sumnrts arnmal teshﬂa u:nlv asa last tesort Thﬁ:efﬂre th ethads nf hazarti

a.m.mal uge. Fm.a]lv 1f a.tmnal test:l.qg u:a.nnu:t he avu:nded, Cu:um.m1sau:|n nDliu:v advu:ucates meanxes that
ehmiml.e or reduce the mm of dismmfort to anim als thai cati be assncmted wﬂh suchtesls Meﬂmds

smxrcesthattecardthﬂ reallts Df prioy aumal test.mg or lumt&d humantesta 111 :111::::! ﬂndm wtro
data weight of evddence armements and expert opinion.

31 The Commissionhas prepared fhu s statem ent of policy with respect to ardm al festing to encourage
the mmm.fa.ctweis suhject to fhe FHS& to follow a smula: nnhcv Shatiee the B HS Acmor tan

EHEAtofollow smmidar poliewr Tn making the appropriate hazard determinations, manufacturer s of
products subyect to the FHS& shmﬂd use exlstmg ultermuves to aramal teshng mclu-ing tmman
data, whenever possible. A3 K CE § ke precedence iffere
tesults from animal data
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(4 Fecomm ended procedures are summanzed in the following statement and can be accessed on the
Commission swebpage at: <web link here>.

(h) Statement of Policy on Animal Testing

(1) The Commission reviews staff recommendations on alternative test methods developed by the
scentific andregulatory communities. Current descriptions of test method recommendations
approved by the Commission can be accessed wia the [rternet at: <web link here> Ovwverdl, the

C ommission prefers test methods that use no anim als while maintairing scientific integrity, or, when
armitnal teshgg i3 umavodahle mindmize the numher of a.m.m ds used arud reduce stress and sufferingin

: ol bt Fe Tl'lefdlcrwmgpa.rts
of this section uutltne som ¢ -ef theee alimnatieem ethods that redace, reduce or refine ammal

tegting Testing laboratories and other interested persons recquiting assistance interpreting the remita
obtained when a substance is tested in accordance with the methods desaribed here, orin following
the testing strategies outlined in this statement of policy and the regulati ons under 16 CFR part 1 500,
should refer to the Commission’s animal testing webpage at: <web Jink here> .

fa) Acute foxicity - The traditicnal higtorical FHSA ammal test for acute toxicity determines

the median lethal dose (LDsd) or lethal concentration (LCSD:] Iha dusa or uumantremm thtu:
expectedtuki]l hﬂ]f'lh& test amdmals, Procs : ! d

atwd 18 no longer recquured in t:ul:na.rmacemcal test:l.ng In u:uﬂ:u:r reguld.l:urv sect.cts, due to the

extreme cruelty of thistest approaches that minimize snimal mambers used of implem ent &
more e ane measure of toxicity, have been implemented. The O ommission recomm ends
using modifications of the traditional LDs0/LC 20 test during toxicity testing that rechice the
mmber of animals tested, whenewer possible. Examples of Arapproved modfications are
identified on the web site at; <web Iink here> and include:
(1) }n vifro and in vivo test meﬂwds that have been prove 11 sciendifically salideted and
savery (1) W alid i wifro methods to

estimate a sta:‘hng du:use f'u:ur an acute 11 wivo test;
(ii1) An alternate version of the tracitional LD S0 test that allows for classifi cabion of

substances based on clear indications of toxicity rather than m ortality;
(1%) A sequential version of the tracitional LD /L Csotests described in §1 500 3(c)(1)

and (2) and the test m ethod described in §1500.40, in which dose groups are run
successtvely rather than simultaneously;

(wis) A limit-dose test, where the LD /L C501s determined as a point estimate, which

can still be used to categonze a harard although it gives no information on hazard
dose responss.

ib) Dermal irrifafionwcorrosivify - A weight-of-evidence analysisisrecomm ended to evaluate
existing infiorm ation before 1 vivo dermal imitation testing is considered to determine
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appropriate cautionary labeling This analysis shondd incorporate atyr existing data on

bosn ans and anitn als, srabidated ppropriate i slico information, i wifro test rendts (ralid
approjriate tests are identified on the C ommission’ s anim 4 testing web site at <web [link
Berex), the substance’s dermal toxicity, evidence of corrosiwtyirritation of one of more
structurally related substances or mixtures of such substances, data demonstrating low or
highpH < 2 ar 2 11.5) of the substance, and aty other relevant physicochemica properties
that indicate the substance might be a detm al corrosive of irvitard If there iz anyindication
fromn this analyais that the substanice is either corrosive or irtitating to the skin, the substance
ghould be labeled appe opriately. If the substance isnot corrosive 2 wifro, bt no data exist
regarding its irritation potential, in vifro te sting' or human patchtesting should be

cotws dered. If irifradata s wnavailable_and boyman patch testing is not an option, andin
tare cases whetre in vifro assessment is not appropriste, a tiered i wivo animal testis
recaetreded could be considered Examples of appropriate approaches are listed on the web
site at: <web link heres

i) Cowlar Trrifafion - & weight- of-evidence andvysisisrecommended to evaluate existing
inform ation before ary 1 wive ondar irritation testingis considered. This analyais should
incorporate atny existing data on nsmans and animals, salidatsd appropriate in silico
inform sticty, 1 wifro test data (idertified on the Commission’s ardmal testing web site at:
“web link here=)), the substance’ s dermal corrosivityfirritati on (primaty skin irritants and
cotrosives are also usnally eve irritarts, and therefore, do not feed tobe tested in the eye),
evidetice of ooular irritation of one or more steoctorally related substanices or mintures of
such substatices, data dem onstrating high aci dity or alkalinity of the substance, and any other
relevant physicochemicd properties that indicate that the substance might be a dermal
cotrosive of itvitant or ocular irvitant
£y When the weight-of-evidenece iz insufficient to determine a substance’™s ocular
irtitatiofy, at Cesrcsstaor-approred 0 vifro assay for ooular drritaney shodd be run to
asgess eye irritation potential and determine labeling. Yebtd Appropriate 1 vifro
assays are identified at: <web link here> Hn rare cases where no < appr opriate i
vifro test exists for the chemical under consideration, an in vive the test strate gy for

determ iring dertral corrosiondrritation euwtinedisn-eestioncbii-abews canbe
followed!. to-determine ooular irsitation

"* QECD Test Guideline 432 In Wit Skin Initation: Reconstracted Human Epidermis Test Method .

15 T facilitate fiitare mductons in animal nse, details regarding arimal tests should be removed fiom the policy text
and, sinmilar to the altemative approaches, detailed elsewhere (2.2, the wab site).

1 2 imilar ta shove, details of arimal tests should be givenelsewhere.
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: 2 3 e H&eEmﬁmfspecﬁ'c t.eclunquesthat
have he:en apprmdbytlm Cu:lmmisslmm order tommimize both mun bers of anim dls and

pain and suffering can be found at: <web link here> .
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Appendiz B Specific Text Suggestions — clean

{a) Summary

(13 The U5 Consumer Product Safety Commission 1ssues this staternent of policy on animal
testing and altematives to anitral testing of hazardous substatices regulated under the Federal
Hazardous Substances Act (FHEA). The FHEA requires appropriate cautiorary labeling on
cettain household products to alert consumers to the potential hazard!s) that the products may
presert. Among the hazardsaddressed by the FHEA areacute systermic tozicity, slan and eye
corrosvity and imitancy, and denmal sensitization. In order to determine the appropriate
cautionary labeling, it is necessary to have objective criteria by which the estistence of each
hazard can be determined. Ieans of characterizing hazards include; prior human experience,
literature sources that record the results of prior animal testing or limited numan tests, in silico
and inwitro data, weight-of-evidence arguments, and expert opinion.

(23 Meither the FHEA nor the Comrmi ssion’ s regulations reguire animal testing. The FHSA and
its irmplementing regulations only require that a product belabeled to reflect the hazards
associated wath that product. Historically, animal testing has been used as a proxy for the Iniman
reaction, but the Cormun 24 on supports animal testing only as alast resort. Therefore, methods of
hazard azzesament that do not rely on anmal testing are preferred, followed by methods that
minirze ammal use. Finally, ifanimal testing cannot be avaded, Comrrission policy advocates
measures that eliminate or reduce the pain or dizcomfort to animals that can be agzociated wath
such tests.

(3 The Corutrission has prepared this staternent of policy with respect to anitmal testing to
encourage the matufacturers subject to the FH3A to follow a similar policy. In making the
appropriate bazard detenrninations mamifacturers of products subject to the FHSA should use
existing alternativesto arimal testing, inchading human data, whenever possible. Azin the past,
prior human experience shall take precedence over different results fom anitral data,

{4y Reconumended procedures are surnrranzed in the following statement and can beaccessed on
the Comgnission)’ s webpage at; <wed link here=

(b} Staterent of Policy on Animal Testing

(13 The Cottrission reviews staff recormendations on alternative test methods developed by
the scientific and regulatory cornrmundties. Current descriptions of test method recorumendations
approved by the Comgnission can beaccessed wia the web siteat: <web linkhere> Overall, the
Comrnission prefers test methods that use no anirmal s while matntaining scientific integrity
When anitral testing isunavoidable, the Cotrtrd ssion prefers methods that minitrize the mutrher
of amdtmals used and reduce stress and suffering in test anitnals. The following patts of this
section oulline some methods that replace, reduce, or refine anitnal testing. Testing laboratories
and other interested persons requiring assistance interpreting the results obtained whena
substanceis tested in accordance with the methods described here, or in following the testing
strategies outlined in this statetnent of policy and the regulations under 16 CFE part 1500, should
refer to the Comtmission’s andmal testing webpage at. <web link hara=.
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fir) Acutz toxicily - The historical FHSA andrral test for acute toscity detenmines the
tnedian lethal dose (L) or lethal concentration (L Ca), the dose or concentration that is
emzpected to ldall hal fthe test andirnals, section (1) of the FHEA and supplemented in
51500.3 ) 1) and (2) and the test method outlined in §150040%. The traditional LDy
test has 4pI'EI'JEI'.l to be oflirnited walue and is no longer required in phatrnaceutical
testing'®. In other regulatory sectors, dueto the extrerne cruelty of this test, approaches
that minirize the mamber of anitral used, or itnplernent a more humate measure of
tossicity, hawve been implemernted. The Cototrd ssion recorntmends vang modifications of
the traditional LDseL Ca test duting toxicity testing that reduce the mumnber of anitmals
tested, whenewer posaible. Examples of approved modifications ate identified on the web
dteat: <web link heye> and inchide:

(1) Mwitro and i vivo test methods that have been proven scientifically
appmpﬂate]j;

(1) Walid im vitro methods to estimatea starting dose for an acute in vivo test,
(11} Analternate version of the traditional LD s test that allows for classification
of substances based on clear indications of toz ity rather than mortalitsy,

(1v) A sequential version of the traditioral LDSOLCS0 tests descibed in
51350030 Uand (2 and the test method described in §1500.40, in which doze
groups are mn successively rather than sinndtaneously,

() A limit-dose test, where the LD A0/ C50 15 determined az a point estimate,
which can still heused to categonze a hazard, although it gives no information on
hazard dose response.

b)) Dermal frritationfcorrosivity - A weight-of-evidence analysisis recommended to
evaluate existing information befiore in whao dermal imitation testing is considered to
detenmine appropriate cautionary labeling. This analyaz should incorporate any existing
data on humansand ammals, approprate in silico information, M vitro test results
fappropaatetests areidentified on the Commission’s andal testing web site at; <web
link here=), the substance”s dermal toxicity, evidence of corrosiwity/irritation of one or
more structurmlly related substances of mistures of such substances, data demonstrating
lowr or high pH (= 2 or = 11.5) of the substance, and any other relesant phy s cocherni cal
properties that indicate the substance right be a denmal corrosive or iritant, Ifthere is
aty indication from this analysis that the substance is either corrosive or iritating to the
sdn, the substance should belabeled approprately. Ifthe substanceis not cotrosive

"ICH. 2009, Guideline on N onclinical Safety Stadies for the Conduct of Human Clinical Trials and Masketing

Authornizaton for Pharmacentic als MR 2). Iintemational Conference on Hamnorsation of Teclnucal Bequirements

for Begistration of Pharmaceuticals for Human Use. Publicweb site accessed on August 29, 2012 at:

httpetbararer achorzifile admin/Poblic Web 5 iteICH Products fGuidehines Mulhdisciplinany W3 B3OS fepd M3 B
The term “validated™ 15 associated with a complete ICC VA M-like ®view and can take over a decade to perfornm

amnd is not appropriate for all testing approaches or regulatory applications. The test or method nmsthe shown tobe

appropriate for the applicaton and regulatoey decision —wlich may be proven cutside of the Al ICCV AR

validation process [e.g. by mmdependent evalmation, by evaluationb v the European Centre for the Walidaton of

A4 Mernatve Methods, cx by OECD
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vitro, but no data exist regarding its imtation potential, m vitro testing'® or human patch
testing should be considered. If human patch testing is not an option, and in rare cases

where in vitro assessment 15 not appropriate, a tiered in vivo animal test could be
considered. Examples of appropriate approaches are listed on the web site at: <web link
here>.

fe ) Ocular frritation - A weight-of-emdence aralysis 15 recommended to evaluate

exi sting inforrnation before any fn vhvo ocular irtation testing is considered. This
analysis should incorporate any existing data on humans and andmals, approprate in
silico information, fnwitro test data (1denti fied on the Comrmmssion’s ammal testing wehb
siteat: <web Ik here=), the substance’s denmal corrosivityfirtitation (primary skin
itritants and corrosives are also usually eye imitants, and therefore, do not need to be
tested in the eye), evidence of ocular imtation of one or more structurally related
substances or mixtures of such substances, data demonstrating high acidity or alkalinity
of the substance, and any other relevant physicochemical properties that indicate that the
substance might be a dermal cotrosive or irmtant or ocular imitant. When the weight-of-
evidence is insufficient to detennine a substance’s ocular irtation, an fn witro assay for

ocular irritancy should be run to assess eye irritation potential and detenmine labeling,
Approprate ; vitro assays are identified at: <wed link heve> In rare cases where no
appropriate in vifro test exists for the chemical under consideration, an i wivo test
strategy for determining dermal comrosondritation can be followed. Examples of
specific technicues that have been approved by the Commission in order to trenimize
both muambers of animals and pain and suffering can be found at: <web link here>.
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Comment from Jean Public

Submitter Information

Name: Jean Public

Submitter's Representative: NONE
Organization: NONE

General Comment

NO RABBITS SHOULD EVER BE USED. THIS CODIFICATION SHOULD TAKE
RABBITS OUT AND SPECIFICALLY STATE RABBITS SHOULD NEVER BE USED IN
ANY OF THIS TESTING. THIS CODIFICATION SHOULD STATE THAT TESTING ON
PEOPLE OR HUMAN CELLS IS THE PREFERRED METHODS. RABBITS SHOUDL BE
TAKEN FROM THE LIST OF ANIMALS THAT ARE USED FOR ANY TESTING. NO
MORE RABBITS SHOULD BE USED AT ANY TIME. ALSO THI SCHANGE SHOULD
REFLECT THAT THIS AGENCY PREFERS OTHER TEST METHODS THATN ABUSIVE
TESTS ON ANIMALS. TESTS ON HUMAN CELLS OR ONPEOPLE ARE PREFERRED. IT
IS ALSO CLEAR THAT TESTS TESTS ON ANIMALS ARE DECEPTIVE AND NOT
REALLY RELEVANT OR MEANINGFUL IN APPLICATION TO WHAT THE PRODUCT
WILL DO TO A PERSON. AGAIN, GET THE RABBITS ENTIRE OUT OF THIS TESTING
CYCLE. THIS TEST METHOD STARTED IN MIDIEVEL TIMES 1500 AD. WE HAVE
MUCH MORE RELIABLE METHODS OF TESTING TODAY THAN ABUSING AND
PAINFULLY INJURING AND KILLING RABBITS. More rabbits are used for research in the
U.S. than any other covered species. In 1987, an all-time high of 554,385 rabbits were exploited
for research and testing.

Rabbits are widely used for experimentation and testing mainly due to practical rather than
scientific considerations. They are small and usually docile, easily restrained, and breed
prodigiously. s. The tests KNOWN AS the Draize eye and skin irritancy tests, are extremely
painful and cruel. While being experimented upon, rabbits are also often locked into full-body
restraints to prevent them from touching eye or skin sores. These tests are not very reliable, and
increasing attention is being paid to the development of alternatives to replace the use of rabbits
for these categories of toxicity testing.
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TAB C: CHANGES MADE TO THE NPR AND STATEMENT OF POLICY BASED ON
PUBLIC COMMENTS ON FR VOL. 77, NUM. 126
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NPR Revisions

1) Amend § 1500.3(c)(1)
Section 1500.3(c)(1) of 16 CFR supplements the statutory definition of the highly toxic
category presented in the FHSA and §1500.3(b). The FHSA requires specific labeling for
highly toxic substances or mixtures of substances and different labeling for toxic
substances. For an orally toxic substance, for example, the term highly toxic is defined in
16 CFR § 1500.3(b) as “any substance which falls within any of the following categories:
(a) Produces death within fourteen days in half or more than half of a group of ten or more
laboratory white rats each weighing between two hundred and three hundred grams, at a
single dose of fifty milligrams or less per kilogram of body weight, when orally
administered ....” The subsequent definitions for “inhaled and dermally toxic substances”
are similar. In 16 CFR §1500.3(c)(1), the definition is supplemented to give alternatives to
the number of animals tested. It states: “The number of animals tested shall be sufficient to
give a statistically significant result and shall be in conformity with good pharmacological
practices.” Both the Act at 2(h)(2) and the supplemental definition state that available data
on human experience that indicate results different from those obtained in animals in the
defined dosages or concentrations will always take precedence.

Acute toxicity testing in animals is typically the initial step in evaluating the health effects
of a substance and is generally defined as adverse health effects occurring within a short
time (up to ~14 days) of administration of a single dose of a substance or multiple doses
given within 24 hours. Animals can be exposed to substances orally, by inhalation, or
dermally. Conventional tests for acute oral toxicity focus on determining the median lethal
dose (LDsp), the dose that is expected to kill half the tested animals. The median lethal dose
is a statistically derived value, and in the past, tests might have used as many as 100
animals. As discussed previously, however, more recently developed methods use fewer
animals, no animals at all, and/or have been broadened to include endpoints other than
lethality.

Staff agrees that the methods in §1500.3(c)(1)(i1)) A—C, used in the definitions of “oral,”
“inhalation,” and “dermal” toxicity, respectively, each describe one way of testing; and
hence, define a substance as highly toxic. However, staff does not believe that a single
method of testing should be presented as a definition because it could imply that the
described method is the only means of testing and defining a product’s toxicity under the
FHSA or that this may be the only method the CPSC uses to make assessments of product
toxicity. Based on the supplementary definition of highly toxic, as long as a scientifically
valid method is used to determine the LDs, the number of animals and the method itself is
not predetermined.

Therefore, staff recommends changing §1500.3(c)(1) by appending part (ii1) (underlined
parts are new text):

(1) To provide flexibility as to the number of animals tested;, and to emphasize in
vitro testing methods, the following is an alternative to the definition of “highly
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toxic” in section 2(h) of the act (and paragraph (b)(6) of this section); Highly toxic
means:

(i) A substance determined by the Commission to be highly toxic on the basis of
human experience; and/or

(i1) A substance that produces death within 14 days in half or more than half of a
group of:

(A) White rats (each weighing between 200 and 300 grams) when a single dose of
50 milligrams or less per kilogram of body weight is administered orally;

(B) White rats (each weighing between 200 and 300 grams) when a concentration
of 200 parts per million by volume or less of gas or vapor, or 2 milligrams per
liter by volume or less of mist or dust, is inhaled continuously for 1 hour or less, if
such concentration is likely to be encountered by man when the substance is used
in any reasonably foreseeable manner; and/or

(C) Rabbits (each weighing between 2.3 and 3.0 kilograms) when a dosage of 200
milligrams or less per kilogram of body weight is administered by continuous
contact with the bare skin for 24 hours or less by the method described in
§1500.40.

The number of animals tested shall be sufficient to give a statistically significant
result and shall be in conformity with good pharmacological practices.

(ii1) A substance that produces a result of “highly toxic’ in any of the approved
test methods described in the CPSC’s animal testing policy set forth in 16 CFR §
1500.232, including data from in vitro or in silico test methods that the
Commission has approved; or a validated weight-of-evidence analysis comprising
all of the following that are available: existing human and animal data, structure
activity relationships, physicochemical properties, and chemical reactivity data.

2) Amend § 1500.3(c)(2)
16 CFR §1500.3(c)(2) supplements the statutory definition of the toxic category presented
in the FHSA and §1500.3(b). As with highly toxic, the label toxic is defined
supplementarily as a specific outcome of the LDs test described in §1500.3(¢)(2)(i)(A-C).
Staff recommends adding prior human experience to the first part of the definition of toxic,
consistent with the previous section. Staff further recommends appending a sentence at the
end of §1500.3(c)(2)(i) to indicate that there are other methods for toxicity testing and
defining a substance toxic that may be acceptable to the Commission, and that guidance for
these can be found in the CPSC’s animal testing policy. Hence, the amended §1500.3(¢)(2)
will read as follows (underlined parts to be added to existing text):

(2) To give specificity to the definition of “toxic” in section 2(g) of the act (and
restated in paragraph (b)(5) of this section), the following supplements that definition.
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“Toxic” applies to any substance that is “toxic” (but not “highly toxic”) on the basis
of human experience. The following categories are not intended to be inclusive.
(1) Acute toxicity. Toxic means any substance that produces death within 14 days
in half or more than half of a group of:
(A) White rats (each weighing between 200 and 300 grams) when a single dose of
from 50 milligrams to 5 grams per kilogram of body weight is administered orally
Substances falling in the toxicity range between 500 milligrams and 5 grams per
kilogram of body weight will be considered for exemption from some or all of the
labeling requirements of the act, under §1500.82, upon a showing that such
labeling is not needed because of the physical form of the substances (solid, a
thick plastic, emulsion, etc.), the size or closure of the container, human
experience with the article, or any other relevant factors; and/or
(B) White rats (each weighing between 200 and 300 grams) when a concentration
of more than 200 parts per million but not more than 20,000 parts per million by
volume of gas or vapor, or more than 2 but not more than 200 milligrams per liter
by volume of mist or dust, is inhaled continuously for 1 hour or less, if such
concentration is likely to be encountered by man when the substance is used in
any reasonably foreseeable manner; and/or
(C) Rabbits (each weighing between 2.3 and 3.0 kilograms) when a dosage of
more than 200 milligrams but not more than 2 grams per kilogram of body weight
is administered by continuous contact with the bare skin for 24 hours by the
method described in §1500.40.
The number of animals tested must be sufficient to give a statistically significant
result and shall be in conformity with good pharmacological practices.
{HH-Toxic also applies to any substance that can be labeled as such, based on the
outcome of any of the approved test methods described in the CPSC’s animal
testing policy set forth in 16 CFR 1500.232, including data from in vitro or in
silico test methods that the Commission has approved; or a validated weight-of-
evidence analysis comprising all of the following that are available: existing
human and animal data, structure activity relationships, physicochemical
properties, and chemical reactivity data.
~(i1) Chronic toxicity. A substance is toxic because it presents a chronic hazard
if...

3) Amend 8 1500.3(c)(3)
16 CFR §1500.3(c)(3) supplements the FHSA definition of corrosive. The supplemental
definition references human experience, as well as animal testing and reads: “Corrosive
means a substance that causes visible destruction or irreversible alterations in the tissue at
the site of contact. A test for a corrosive substance is whether, by human experience, such
tissue destruction occurs at the site of application. A substance would be considered
corrosive to the skin if, when tested on the intact skin of the albino rabbit by the technique
described in §1500.41, the structure of the tissue at the site of contact is destroyed or
changed irreversibly in 24 hours or less. Other appropriate tests should be applied when
contact of the substance with other than skin tissue is being considered.” The technique
described in §1500.41is a test for acute dermal toxicity. Staff would change this definition
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so that §1500.41 is not the only nonhuman testing method mentioned because this implies it
is the only method used or accepted by the CPSC, or at least the preferred method.

Staff recommends amending §1500.3(¢)(3) in this way (underlined parts to be added to
existing text):

| (3) The definition of corrosive in section 2(i) of the act (restated in paragraph (b)(7)
of this section) is interpreted to also mean the following: Corrosive means a substance
that causes visible destruction or irreversible alterations in the tissue at the site of
contact. A test for a corrosive substance is whether, by human experience, such tissue
destruction occurs at the site of application. A substance would be considered
corrosive to the skin if a weight-of-evidence analysis or validated in vitro test method
suggests that it is corrosive or if, when tested by the in vivo technique described in
§1500.41, the structure of the tissue at the site of contact is destroyed or changed
irreversibly in 24 hours or less. Other appropriate tests should be applied when
contact of the substance with other than skin tissue is being considered. A substance
could also be labeled corrosive based on the outcome of any of the approved test
methods described in the CPSC’s animal testing policy set forth in 16 CFR §
1500.232, including data from in vitro or in silico test methods that the Commission
has approved; or a validated weight-of-evidence analysis comprising all of the
following that are available: existing human and animal data, structure activity
relationships, physicochemical properties, and chemical reactivity data.

4) Amend § 1500.3(c)(4)
This section supplements the FHSA definitions of irritant, primary irritant, and eye irritant
using references to §1500.41 and §1500.42, which each describe a specific animal test
method and outcome. Staff does not believe these terms should be defined only on the
basis of these specific animal tests because there are other scientifically valid ways of
testing for irritancy that may be used by the CPSC or the public, including methods that do
not use animals.

Therefore, staff recommends amending § 1500.3(c)(4), as follows (underlined parts to be
added to existing text):

| (4) The definition of irritant in section 2(j) of the act (restated in paragraph (b)(8) of
this section) is supplemented by the following: Irritant includes primary irritant to the
skin as well as substances irritant to the eye or to mucous membranes. Primary
irritant means a substance that is not corrosive and that human experience data
indicate is a primary irritant; and/or means a substance that results in an empirical
score of five or more when tested by the method described in 1500.41; and/or a
substance that can be considered a primary irritant based on the outcome of any of the
approved test methods described in CPSC’s animal testing policy set forth in 16 CFR
§ 1500.232, including data from in vitro or in silico test methods that the Commission
has approved; or a validated weight-of-evidence analysis comprising all of the
following that are available: existing human and animal data, structure activity
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relationships, physicochemical properties, and chemical reactivity data. Eye irritant
means a substance that human experience data indicate is an irritant to the eye; and/or
means a substance for which a positive test is obtained when tested by the method
described in 1500.42; and/or means a substance that can be considered an eye irritant
based on the outcome of any of the approved test methods described in CPSC’s
animal testing policy set forth in 16 CFR § 1500.232, including data from in vitro or
in silico test methods that the Commission has approved; or a validated weight-of-
evidence analysis comprising all of the following that are available: existing human
and animal data, structure activity relationships, physicochemical properties, and
chemical reactivity data.

5) Amend § 1500.40: Method of Testing Toxic Substances
This section comprises a detailed description of an acute dermal toxicity assay using
rabbits. The method is referenced in § 1500.3(c)(1)(ii)(C) and 2(iii). Staff agrees that the
method described in §1500.40 is one way of assessing a substance’s acute dermal toxicity.
However, staff does not wish to imply that this is the only or preferred method for
evaluating dermal toxicity; nor does it wish to convey that animal testing is mandatory.

Therefore, staff recommends changing the beginning of this section, as follows (underlined
parts to be added to existing text):

Guidelines for testing the toxicity of substances, including testing that does not
require animals, are presented in the CPSC’s animal testing policy. A weight-of-
evidence analysis, including any of the following: existing human and animal data,
structure activity relationships, physicochemical properties, and chemical reactivity,
or validated in vitro or in silico testing are recommended to evaluate existing
information before in Vivo tests are considered. IIf in vivo testing is
necessaryconducted, a sequential testing strategy is recommended to reduce the
number of test animals. The method of testing the toxic substances referred to in
§§1500.3(c)(1)(i1)(C) and 2(ii1) is as follows . . .

6) Amend § 1500.41: Method of Testing Primary Irritant Substances
Section 1500.41 of 16 CFR comprises a detailed description of a primary irritation assay
that uses rabbits. The method is referenced in definition §§1500.3(c)(3) and 1500.3(c)(4).
Staff agrees that the method described in §1500.41 is one way of assessing a substance’s
dermal irritation/corrosivity. However, staff does not wish to imply that this is the only or
preferred method for such an evaluation; nor does staff wish to imply that animal testing is
mandatory.

Therefore, staff recommends changing the beginning of this part, as follows (underlined
parts to be added to existing text):

Guidelines for testing the dermal irritation and corrosivity properties of substances,
including testing that does not require animals, are presented in the CPSC’s animal
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testing policy set forth in 16 CFR § 1500.232. A weight-of-evidence analysis or a
validated in vitro test method is recommended to evaluate existing information before
in vivo tests are considered. This analysis should include all of the following that are
available: human and animal data, structure activity relationships, physicochemical
properties, and dermal toxicity. When-If In ViV testing is neeessaryconducted, a
sequential testing strategy is recommended to reduce the number of test animals. The
method of testing the dermal corrosivity and primary irritation of substances referred
to in §§1500.3(c)(3) and (4), respectively, is a patch-test technique on the abraded and
intact skin of the albino rabbit, clipped free of hair . . ..

7) Amend 8§ 1500.42: Test for Eye Irritants
Section 1500.42 of 16 CFR is a detailed animal test for eye irritation. The method is
referenced in §1500.3(c)(4), which defines irritation. Staff agrees that the method
described in §1500.42 is one way of assessing a substance’s properties of ocular irritation.

Because staff does not think this is the only or the preferred method for such an evaluation,
staff recommends changing the part immediately after the heading titled, “Test for eye
irritants” as follows (underlined parts to be added to existing text):

Guidelines for in vivo and in vitro testing of ocular irritation of substances, including
testing that does not require animals, are presented in the CPSC’s animal testing
policy set forth in 16 CFR § 1500.232. A weight-of-evidence analysis or a validated
in vitro test method is recommended to evaluate existing information before in vivo
tests are considered. This analysis should include any of the following: existing
human and animal data on ocular or dermal irritation, structure activity relationships,
physicochemical properties, and chemical reactivity. When-If in vivo testing is
neeessaryconducted, a sequential testing strategy is recommended to reduce the
number of test animals. Additionally, the routine use of topical anesthetics, systemic
analgesics, and humane endpoints to avoid or minimize pain and distress in ocular
safety testing is recommended.

(a)(1) In the method of testing the ocular irritation of a substance referred to in
§1500.3(c)(4), six albino rabbits are used for each test substance . . ..

8) Amend § 1500.42(c): Nonsubstantive Change
Staff recommends replacing the reference in §1500.42(c) to the “Illustrated Guide for
Grading Eye Irritation by Hazardous Substances,” with a reference to the CPSC’s proposed
new animal testing policy Web page. The referenced guide is out of print, and photocopies
are rare. To assist testing laboratories and others interested in interpreting ocular irritation
test results, the proposed rule amends §1500.42(c) to reference guidelines from the U.S.
Environmental Protection Agency (EPA) and the Organisation for Economic Co-operation
and Development (OECD) as follows:

To assist testing laboratories and others interested in interpreting ocular irritation
test results, the CPSC animal testing policy Web page will contain the scoring
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system defined in the U.S. EPA’s Test Guideline, OPPTS 870.2400: Acute Eye
Irritation” or the OECD Test Guideline 405: Acute Eye Irritation/Corrosion.’

> EPA. 1998. Health Effects Test Guidelines, OPPTS 870.2400 Acute Eye Irritation. EPA 712- C-98-195.
Washington, DC: U.S. Environmental Protection Agency. (Available:

http://iccvam.niehs.nih.gov/SuppDocs/FedDocs/EPA/EPA 870 2400.pdf)

3 OECD. 2002. OECD Guideline for the Testing of Chemicals 405: Acute Eye Irritation/Corrosion. Paris:
Organisation for Economic Co-operation and Development. (Available:
http://iccvam.niehs.nih.gov/SuppDocs/FedDocs/OECD/OECDtg405.pdf )
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Revisions to Staff’s Proposed Statement of Policy on Animal Testing, 2012

() Summary

The U.S. Consumer Product Safety Commission issues this statement of policy on animal testing
and alternatives to animal testing of hazardous substances regulated under the Federal Hazardous
Substances Act (FHSA). The FHSA requires appropriate cautionary labeling on certain
hazardous household products to alert consumers to the potential hazard(s) that the products may
present. Among the hazards addressed by the FHSA are toxicity, corrosivity, sensitization, and
irritation.

In order to determine the appropriate cautionary labeling, it is necessary to have objective criteria
by which the existence of each hazard can be determined. Hazards such as toxicity, tissue
corrosiveness, eye irritancy, and skin irritancy result from the biological response of living tissue
and organs to the presence of the hazardous substance. One means of characterizing these
hazards is to use animal testing as a proxy for the human reaction. In fact, the FHSA defines the
hazard category of “highly toxic” in terms of animal toxicity when groups of 10 or more rats are
exposed to specified amounts of the substance. The Commission’s regulations under the FHSA
concerning toxicity and irritancy allow the use of animal tests to determine the presence of the
hazard when human data or existing animal data are not available.

However, neither the FHSA, nor the Commission’s regulations require animal testing. The
FHSA and its implementing regulations only require that a product be labeled to reflect the
hazards associated with that product. While-If animal testing may-beis conducted, Commission
policy supports limiting such tests to a minimum number of animals and advocates measures that
eliminate or reduce the pain or discomfort to animals that can be associated with such tests. The
Commission has prepared this statement of policy with respect to animal testing to encourage the
manufacturers subject to the FHSA to follow a similar policy.

Therefore, in making the appropriate hazard determinations, manufacturers of products subject to
the FHSA should use existing alternatives to animal testing whenever possible. These include:
prior human experience (e.g., published case studies), in vitro or in silico test methods that have
been approved by the Commission, literature sources containing the results of prior animal
testing or limited human tests (e.g. clinical trials, dermal patch testing), and expert opinion (e.g.
hazard assessment, structure-activity analysis). The Commission recommends resorting to
animal testing only when the other information sources have been exhausted. At this time, the
Commission recommends use of the most humane procedures with the fewest animals possible
to achieve reliable results. Recommended procedures are summarized in the following
statement and can be accessed on the Commission’s Webpage at:
<http://www.cpsc.gov/library/animaltesting.html>. If a manufacturer or other entity performs a
hazard test for FHSA labeling purposes that has not been previously approved by the
Commission, CPSC staff will consider the data on a case-by-case basis and, upon review,
determine whether to post the test method on the animal testing website.

(b) Statement of Policy on Animal Testing
(1) Neither the FHSA nor the Commission’s regulations require animal testing. Reliable human
experience always takes precedence over results from animal data. In the cases where animal

55

THIS DOCUMENT HAS NOT BEEN REVIEWED CLEARED FOR PUBLIC RELEASE
OR ACCEPTED BY THE COMMISSION. UNDER CPSA 6(b)(1)



| tests are necessary- conducted, the Commission prefers test methods that reduce stress and
suffering in test animals and that use fewer animals while maintaining scientific integrity. To this
end, the Commission reviews recommendations on alternative test methods developed by the
scientific and regulatory communities. Current descriptions of test method recommendations

| approved by or known to the Commission can be accessed via the Internet at:
<http://www.cpsc.gov/library/animaltesting.html>. The Commission strongly supports the use

| of scientifically sound validated-alternatives to animal testing. The following parts of this
section outline some of these alternatives. Testing laboratories and other interested persons
requiring assistance interpreting the results obtained when a substance is tested in accordance
with the methods described here, or in following the testing strategies outlined in the section,
should refer to the Commission’s animal testing Web page at:
<http://www.cpsc.gov/library/animaltesting.html>.

(a) Acute toxicity - The traditional FHSA animal test for acute toxicity determines the
median lethal dose (LDs) or lethal concentration (LCs), the dose or concentration that is
expected to kill half the test animals. Procedures for determining the median LDsg /LCsg
are described in section 2(h)(1) of the Act and supplemented in §1500.3(c)(1) and (2) and
the test method outlined in §1500.40. The Commission recommends in Vitro alternatives
over in vivo LDsy/LCs tests, or using modifications of the traditional LDs(/LCs test
during toxicity testing that reduce the number of animals tested whenever possible.
Appreved-Data from in vitro or in silico test methods that have not been approved by the
Commission may be submitted to the Commission for consideration of their
acceptability. Commission-approved testing alternatives are identified on the website at:
<http://www.cpsc.gov/library/animaltesting.html> and include:
(1) In vitro and in vivo test methods that have been scientifically validated and
approved for use in toxicity testing by the Commission;
(i1) Valid in vitro methods to estimate a starting dose for an acute in vivo test;
(ii1) A sequential version of the traditional LDsy /LCs tests described in
§1500.3(c)(1) and (2) and the test method described in §1500.40, in which dose
groups are run successively rather than simultaneously;
(iv) A limit-dose test where the LDso/LCsg is determined as a point estimate,
which can still be used to categorize a hazard, although it gives no information on
hazard dose-response. In the limit test, animals (10 rats) each receive a single
dose of product at 5g per kilogram of body weight. If not more than one animal
dies in 14 days, the product is considered to have an LDs, of greater than 5g/kg,
and thus, deemed to be nontoxic. Only if two or more animals die, is a second
group of 10 rats tested (at a lower dose). This procedure reduces the number of
animal tested from the 80 to 100 animals involved in a full LDs test to, typically,
10 to 20 rats per product. This reduction in the number of animals tested is
justified because an exact LDs is not required by either the FHSA or the
regulations. The FHSA requires only a categorical determination that the toxicity
is greater than 5g/kg, between 50 mg/kg and 5g/kg, or less than 50 mg/kg.

(b) Dermal irritation/corrosivity - An acceptable in vitro test method or weight-of-
evidence analysis is recommended before in vivo dermal irritation testing is considered to
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determine appropriate cautionary labeling. The weight-of-evidence analysis should
incorporate any existing data on humans and animals, validated in vitro or in silico test
results (valid tests are identified on the Commission’s animal testing website at:
<http://www.cpsc.gov/library/animaltesting.html>), the substance’s dermal toxicity,
evidence of corrosivity/irritation of one or more structurally related substances or
mixtures of such substances, data demonstrating low or high pH (<2 or > 11.5) of the
substance, and any other relevant physicochemical properties that indicate the substance
might be a dermal corrosive or irritant. If there is any indication from this analysis that
the substance is either corrosive or irritating to the skin, the substance should be labeled
appropriately. If the substance is not corrosive in vitro, but no data exist regarding its
irritation potential, human patch testing should be considered. If in vitro data are
unavailable, human patch testing is not an option, and there are insufficient data to
determine the weight-of-evidence, a tiered in vivo animal test is recommended.

(1) In a tiered in vivo dermal study, a single rabbit is tested initially. If the
outcome is positive for corrosivity, testing is stopped, and the substance is labeled
appropriately. If the substance is not corrosive, two more rabbits should be patch-
tested to complete the assessment of skin irritation potential.

(1) If a tiered test is not feasible, the Commission recommends the test method
described in §1500.41. Note that in any in vivo dermal irritation test method, the
Commission recommends using a semiocclusive patch to cover the animal’s test
site and eliminating the use of stocks for restraint during the exposure period,
thereby allowing the animal free mobility and access to food and water.

(c) Ocular irritation — A weight-of-evidence analysis is recommended to evaluate
existing information before any in vivo ocular irritation testing is considered. This
analysis should incorporate any existing data on humans and animals, validated in vitro
or in silico test data (identified on the Commission’s animal testing website at:
<http://www.cpsc.gov/library/animaltesting.html>), the substance’s dermal
corrosivity/irritation (primary skin irritants and corrosives are also usually eye irritants
and therefore do not need to be tested in the eye), evidence of ocular irritation of one or
more structurally related substances or mixtures of such substances, data demonstrating
high acidity or alkalinity of the substance, and any other relevant physicochemical
properties that indicate the substance might be a dermal corrosive or irritant or ocular
irritant.

(1) When the weight-of-evidence is insufficient to determine a substance’s ocular
irritation, a Commission-approved in Vitro or in silico assay for ocular irritancy
should be run to assess eye irritation potential and determine labeling. Examples
of Commission-validated in vitro assays are identified -on the Commission’s
animal testing website at: <http://www.cpsc.gov/library/animaltesting.html>). If
no valid in vitro test exists, the test strategy for determining dermal
corrosion/irritation outlined in section (b)(ii) above can be followed to determine
ocular irritation.
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(i1) If the dermal test strategy outlined in section (b)(ii) leads to a conclusion of
not corrosive, a tiered in vivo ocular irritation test should be performed, in which
a single rabbit is exposed to the substance initially. If the outcome of this initial
test is positive, testing is stopped, and the substance is labeled an eye irritant. If
the outcome of this initial test is negative, one to two more rabbits are tested for
ocular irritation, and the outcome of this test will determine the label. If a tiered
test is not feasible, the Commission recommends the test method described in
§1500.42.

(ii1) When any ocular irritancy testing on animals is eonsidered-neeessary
conducted, including the method described in §1500.42, the Commission
recommends a threefold plan to reduce animal suffering: (1) the use of preemptive
pain management, including topical anesthetics and systemic analgesics that
eliminate or reduce suffering that may occur as a result of the application process
or from the test substance itself (an example of a typical preemptive pain
treatment is two applications of tetracaine ophthalmic anesthetic, 10—15 minutes
apart, prior to instilling the test material to the eye); (2) post-treatment with
systemic analgesics for pain relief; and (3) implementation of humane endpoints,
including scheduled observations, monitoring, and recording of clinical signs of
distress and pain, and recording the nature, severity, and progression of eye
injuries. The specific techniques that have been approved by the Commission can
be found at: <http://www.cpsc.gov/library/animaltesting.html >.

(d) Dermal sensitization — An acceptable in vitro test method (examples of valid in vitro
tests are identified on the Commission’s animal testing website at:
<http://www.cpsc.gov/library/animaltesting.html>), or weight-of-evidence analysis is
recommended before in vivo animal sensitization testing is considered to determine
appropriate cautionary labeling. The weight-of-evidence analysis should incorporate any
existing data on humans and animals, validated in vitro or in silico test results, and any
relevant physicochemical properties that indicate the substance might be a dermal
sensitizer. If there is any indication from this analysis that the substance is sensitizing to
the skin, the substance should be labeled appropriately.
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TAB D: REGULATORY IMPACT ANALYSIS
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UNITED STATES

"\ CONSUMER PRODUCT SAFETY COMMISSION
) 4330 EAST WEST HIGHWAY

BETHESDA, MD 20814

Memorandum

Date: October 10, 2012

TO :  Leslie E. Patton, Ph.D., Toxicologist, Directorate for Health Sciences

THROUGH : Gregory B. Rodgers, Ph.D., Associate Executive Director,
Directorate for Economic Analysis

Deborah V. Aiken, Ph.D., Senior Staff Coordinator,
Directorate for Economic Analysis

FROM : Charles L. Smith, Directorate for Economic Analysis

SUBJECT: Final Regulatory Analysis: Amendments to Hazardous Substances and
Articles; Administration and Enforcement Regulations, 16 CFR Part 1500

In the June 29, 2012 Federal Register, the U.S. Consumer Product Safety Commission
(CPSC, Commission) published proposed amendments to Hazardous Substances and Articles;
Administration and Enforcement Regulations under the Federal Hazardous Substances Act
(FHSA). The amendments are proposed in conjunction with the animal testing policy for
determining hazardous substances defined under the FHSA. An update is needed to amend
sections of the Code of Federal Regulations (CFR) that contain outdated or incomplete
information on animal testing. The CPSC’s animal testing policy has not been formally updated
since 1984. Recent innovations in hazard testing focus on the reduction or replacement of
animals in testing, and the refinement of techniques that alleviate or minimize pain, distress,
and/or suffering to animals, while maintaining scientific quality and protecting public health.

This memorandum presents the final regulatory analysis for the amendments to the FHSA
regulations that update the Commission’s regulations related to animal testing. In summary, the
findings of the September 19, 2011 preliminary regulatory analysis for the rule remain
unchanged.

Amendments to Hazardous Substances and Articles; Administration and Enforcement
Regulations

The substantive changes, and staff’s rationale for each change, are summarized below:

1) Amend § 1500.3(c)(1-4): Definitions
Staff recommends that CPSC’s proposed new animal testing policy be referenced in the
statutory definitions of “highly toxic,” in §1500.3(c)(1); “toxic,” in §1500.3(c)(2);
“corrosive,” in §1500.3(c)(3); “irritant, primary irritant, and eye irritant,” in §1500.3(c)(4).
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2) Amend §1500.40: Method of Testing Toxic Substances
This section provides a detailed description of an acute dermal toxicity assay using rabbits.
The method is referenced in § 1500.3(c)(1)(i1)(C) and 2(iii). Staff agrees that the method
described in §1500.40 is one way of assessing a substance’s acute dermal toxicity, when
animal testing has been deemed necessary. However, staff does not wish to imply that this
is the only or preferred method for evaluating dermal toxicity; nor does it wish to convey
that animal testing is mandatory.

Therefore, staff recommends changing the beginning of this section as follows (underlined
parts to be added to existing text):

Guidelines for testing the toxicity of substances, including testing that does not
require animals, are presented in the CPSC’s animal testing policy set forth in 16
CFR § 1500.232. A weight-of-evidence analysis including any of the following:
existing human and animal data, structure activity relationships, physicochemical
properties, and chemical reactivity, or validated in vitro or in silico testing are
recommended to evaluate existing information before in Vivo tests are considered.
If in vivo testing is conducted, a sequential testing strategy is recommended to
reduce the number of test animals. The method of testing the toxic substances
referred to in §§1500.3(c)(1)(i1)(C) and 2(ii1) is as follows . . .

3) Amend § 1500.41: Method of Testing Primary Irritant Substances
Section 1500.41 of 16 CFR provides a detailed description of a primary irritation assay that
uses rabbits. Staff agrees that the method described in §1500.41 is one way of assessing a
substance’s dermal irritation/corrosivity. However, staff does not wish to imply that this is
the only or preferred method for such an evaluation.

Therefore, staff recommends changing the beginning of this part as follows (underlined
parts to be added to existing text):

Guidelines for testing the dermal irritation and corrosivity properties of
substances, including testing that does not require animals, are presented in the
CPSC'’s animal testing policy set forth in 16 CFR § 1500.232. A weight-of-
evidence analysis or a validated in vitro test method is recommended to evaluate
existing information before in vivo tests are considered. This analysis should
include all of the following that are available: human and animal data, structure
activity relationships, physicochemical properties, and dermal toxicity. Ifin vivo
testing is conducted, a sequential testing strategy is recommended to reduce the
number of test animals. The method of testing the dermal corrosivity and primary
irritation of substances referred to in §§1500.3(¢)(3) and (4), respectively, is a
patch-test technique on the abraded and intact skin of the albino rabbit, clipped
free of hair. ...

4) Amend §1500.42: Test for Eye Irritants
Section 1500.42 of 16 CFR is a detailed animal test for eye irritation. Staff agrees that the
method described in §1500.42 is one way of assessing a substance’s properties of ocular
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irritation. Staff does not think this is the only or the preferred method for such an
evaluation and it recommends changing the beginning of this section as follows (underlined
parts to be added to existing text):

Guidelines for in vivo and in vitro testing of ocular irritation of substances,
including testing that does not require animals, are presented in the CPSC’s
animal testing policy set forth in 16 CFR § 1500.232. A weight-of-evidence
analysis or a validated in vitro test method is recommended to evaluate existing
information before in Vivo tests are considered. This analysis should include any
of the following: existing human and animal data on ocular or dermal irritation,
structure activity relationships, physicochemical properties, and chemicals
reactivity. Ifin vivo testing is conducted, a sequential testing strategy is
recommended to reduce the number of test animals. Additionally, the routine use
of topical anesthetics, systemic analgesics, and humane endpoints to avoid or
minimize pain and distress in ocular safety testing are recommended.

(a)(1) In the method of testing the ocular irritation of a substance referred to in §
1500.3(c)(4), six albino rabbits are used for each test substance . . ..

5) Amend §1500.42(c): Nonsubstantive Change:
Staff recommends replacing the reference in §1500.42(c) to the “Illustrated Guide for
Grading Eye Irritation by Hazardous Substances” with a reference to the CPSC’s proposed
new animal testing policy Web page. The referenced guide is out of print, and photocopies
are rare. To assist testing laboratories and others interested in interpreting ocular irritation
test results, the proposed rule amends §1500.42(c) to reference guidelines from the U.S.
Environmental Protection Agency (EPA) and the Organisation for Economic Co-operation
and Development (OECD) as follows:

To assist testing laboratories and others interested in interpreting ocular irritation
test results, the CPSC animal testing policy Web page will contain the scoring
system defined in the U.S. EPA’s Test Guideline, OPPTS 870.2400: Acute Eye
Irritation® or the OECD Test Guideline 405: Acute Eye Irritation/Corrosion.’

Requirements that Must Be Met Under the FHSA and Other Governing Laws

Under the Regulatory Flexibility Act of 1980 (RFA), the Commission is required to
address the potential economic effects of a proposed rule on small businesses and other small

* EPA. 1998. Health Effects Test Guidelines, OPPTS 870.2400 Acute Eye Irritation. EPA 712- C-98-195.
Washington, DC: U.S. Environmental Protection Agency. (Available:
http://iccvam.niehs.nih.gov/SuppDocs/FedDocs/EPA/EPA 870 2400.pdf)

> OECD. 2002. OECD Guideline for the Testing of Chemicals 405: Acute Eye Irritation/Corrosion. Paris:
Organisation for Economic Co-operation and Development. (Available:
http://iccvam.niehs.nih.gov/SuppDocs/FedDocs/OECD/OECDtg405.pdf )
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entities. Also, under the National Environmental Policy Act (NEPA), the Commission is required
to consider the potential environmental effects of the proposed rule.

Regulatory Flexibility Act

The Regulatory Flexibility Act (RFA) requires that the Commission consider whether a
rule would have a significant economic effect on a substantial number of small entities, including
small businesses and small government entities. There should be little or no effect on small
businesses because the amendments will not result in product modifications in order to comply
and will not result in additional testing or recordkeeping burdens. If anything, the clarifications
resulting from the amendments will likely result in cost savings to small businesses because the
rule changes more clearly define circumstances where testing on animals can be omitted.
Therefore, the Commission could conclude that the amendments to the Hazardous Substances
and Articles; Administration and Enforcement Regulations (16 CFR part 1500) are not expected
to have a significant economic effect on a substantial number of small entities.

National Environmental Policy Act (NEPA)

Under NEPA, the Commission is required to consider the potential environmental
impacts that would result from a rule. The amendments should not have an impact on the
production processes used by manufacturers. There is also no expected impact on the amounts of
materials used in manufacture, packaging, or labeling. It would not render existing finished
goods inventories, or works in progress, unsellable, nor require destruction of these products.
Therefore, the rule should not have adverse environmental consequences.
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