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PART 73-—-LISTING OF COLOR
ADDITIVES EXEMPT FROM
CERTIFICATION

1. The authority citation for 21 CFR
Part 73 continues to read as follows: ,

Authority: Secs. 701, 706, 52 Stat. 1055-1056
as amended, 74 Stat. 399-407 as amended {21
U.8.C. 371, 376): 21 CFR 5.10. ;

2. New § 73.3107 is added to Subpart
D to read as follows: i

§73.3107 Carbazole violet.

{a) Identity. The color additive is
carbazole violet (Pigment Violet 23)
(CAS Reg. No. 8358-30-1, Colour Index
No. 51319).

{b) Uses and restrictions. (1) The
substance listed in paragraph (a) of this
section may be used as a color additive
in contact lenses in amounts not to
exceed the minimum reasonably
required to accomplish the intended
coloring effect. 1

{2) Authorization for this use shall not
be construed as waiving any of the
requirements of sections 510{k), 515, and
520(g) of the Federal Food, Drug, and
Cosmetic Act (the act) with respect to
the contact lens in which the color
additive is used.

(c) Labeling. The label of the color
additive shall conform to the
requirements of § 70.25 of this chapter.

{d) Exemption from certification.
Certification of this color additive is not.
necessary for the protection of the
public health, and therefore the color
additive is exempt from the certification
requirements of section 708(c) of the act.

Dated: October 18, 1988,
John M. Taylor,
Associate Commissioner for Regulatory
Affairs.
[FR Doc. 88-24459 Filed 10-20-88; 8:45 am]
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21CFR Part 73
[Docket No. 87C-0253]

Listing of Color Additives for Coloring
Contact Lenses; Chromium-Cobalt-
Alumninum Oxide

AQGENCY: Food and Drug Administration.
ACTION: Final rule.

SUMMARY: The Food and Drug ,
Administration (FDA} is amending the:
color additive regulations to provide for
the safe use of chromium-cobalt- ’
aluminum oxide for coloring contact
lenses. This action is in response to a
petition filed by CooperVision, Inc.
DATES: Effective November 22, 1088, -
except for any provisions that may be |
stayed by the filing of proper objections;
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written objections and requests for a
hearing by November 21, 1988,
ADDRESS: Written objections to the
Dockets Management Branch (HFA-
305), Food and Drug Adiministration,
Roomn 4-82, 5600 Fishers Lane,
Rockville, MD 20857,

FOR FURTHER INFORMATION CONTACT:
Mary W. Lipien, Center for Food Safety
and Applied Nutrition {HFF-335), Food
and Drug- Administration, 200 C Street,
SW., Washington, DC 20204, 202472~
5690.

SUPPLEMENTARY INFORMATION:

1. Introduction

In a notice published in the Federal
Register of September 1, 1987 (52 FR
32965), FDA announced that a color
additive petition (CAP 7C0209) had been
filed by CooperVision, Inc., 2610
Orchard Parkway, San Jose, CA 95134,
proposing that 21 CFR Part 73 of the
color additive regulations be amended
to provide for the safe use of chromium-
cobalt-aluminum oxide to color contact
lenses. The petition was filed under
section 706 of the Federal Food, Drug,
and Cosmetic Act {the act) (21 U.S.C.
376).

H. Applicability of the Act

With the passage uf the Medical
Device Amernidments of 1976 to the act

[Pub. L., 94-295), Congress mandated the

listing of color additives for use in
medical devices when the color additive
comes in direct contact with the body
for a significant period of time (21 U.S.C.
376{a)). The use of chromium-cobalt-
aluminum oxide as a color additive in
contact lenses is subject to this listing
requirement. The color additive is added
to contact lenses in such a way that at
least some of the color additive will
come in contact with the eye when the
lenses are worn, In addition, the lenses
are intended to be placed on the eye for
several hours a day, each day for 1 year
or more. Thus, the color additive will be
in direct contact with the body for a
significant period of time. Consequently,
the use of the color additive currently
before the agency is subject to the
statutory listing requirement.

I11. The Color Additive

The chemical identity of the color
additive chromium-cobalt-aluminum
oxide (CAS Reg. No. 88187-11-1, Colour
Index No. 77343) is the same as that
described in 21 CFR 73.1015(a), which
authorizes the use of the additive for
coloring linear polyethylene sutures. The
composition of the additive is identical
1o that described in 21 CFR 73.1015(b).
The range of metal concentrations in the
specifications under § 73.1015 occurs
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because the additive is an inorganic
pigment of varying chromium, cobalt,
and aluminum composition, rather than
a compound of precisely defined
chemical composition.

v. Safety Evaluation

FDA concludes from the data
submitted in the petition and from other
relevant information that the upper limit
of exposure to chromium-cobalt-
aluminum oxide from its use in contact
lenses is 760 nanograms per day. The
agency-calculated upper limit was based
on two factors. First, from information
submitted by the petitioner, FDA
estimated that the maximum use level of
the color additive is 138 micrograms per
lens. Second, the agency made two
worst-case assumptions: {1) That a user
will replace lenses tinted with
chromium-cobalt-aluminum oxide once
each year with a new pair of lenses
tinted with the color additive at the
maximum use level; and {2) that 100
percent of the color additive will migrate
from the lenses into the eyes over the 1-
year period. Because these assumptions
are worst-case estimates, exposure to
chromium-cobalt-aluminum oxide from
its use for coloring contract lenses is
likely to be far less than 760 nanograms
per day.

To establish that the color additive
chromium-cobalt-aluminum oxide is safe
for use in coloring contact lenses, the
petitioner conducted an in vitro
cytotoxicity study on the color additive
using L.929 mouse fibroblast cells. The
cell cultures were exposed *o the color
additive at various levels. 1ue study
demonstrated that the maximum
concentration of piginent tested, 300
micrograms per milliliter, and that the
no-effect level is greater than 300
micrograms per milliliter.

To relate this no-effect concentration
for chromium-cobalt-aluminum oxide to
the maximum concentration level in the
eye that would result from the use of
this color additive in contact lenses, the
agency estimated that the daily
exposure of the color additive in each
eye {380 nanograms) will be diluted by
the average daily volume of tears
produced in each eye {1.68 milliliters).
This concentration is equal to a
maximum daily concentration of 0.226
micrograms of color additive per
millilitgr in the tear flow and eye area.
This concentration is more than 1,000
times less than the no-effect dose for
chromium-cobait-aluminum oxide found
in the cytotoxicity study. Data from 5-
day und 21-day ocular irritation studies
in rabbits tested with the colored
contact lenses showed no irritation or
toxicity to the ocular environment.
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Therefore, based upon the available
toxicity data, the small amount of the
color additive added to the contact lens,
and the agency's exposure calculation,
FDA finds that the color additive
chromium-cobalt-aluminum oxide is safe
for use in contact lenses. FDA further
concludes that the safety margin is
sufficiently large that a limitation on the
amount of the color additive that may be
present in the lens is not required
beyond the limitation that only the
amount necessary to accomplish the
intended technical etfect may be used.
Batch certification is not required to .
ensure safety.

V. Conclusions

Based on data contained in the
petition and other relevant material,
FDA concludes that there is a
reasonable certainty that no harm will’
result from the petitioned use of
chromium-cobalt-aluminum oxide for
coloring contact lenses, and that this
color additive is safe for its intended
use. In addition, based upon the data it
considered, the agency finds that
chromium-cobalt-aluminum oxide is
suitable for use in coloring contact
lenses and is adding new § 73.3110a to
Subpart D of the color additive
regulations.

V1. Inspection of Documents

In accordance with § 71.15 (21.CFR
71.15), the petition and the documents
that FDA considered and relied upon in
reaching its decision to approve the
petition are available for inspection at
the Center for Food Safety and Applied
Nutrition by appointment with the
information contact person listed above.
As provided in § 71.15, the agency will
delete from the documents any materials
that are not available for public
disclosure before making the documents
available for inspection. ‘

V1L Environmental Impact

The agency has carefully considered
the potential environmental effects of
this action. FDA has concluded that the
action will not have a significant impact
on the human environment, and that an
environmental impact statement is not
required. The agency's finding of no
significant impact and the evidence
supporting that finding, contained in an
environmental asaessment, may be seen
in the Dockets Management Branch
(address above) between 9 a.m. and 4
p.m.. Monday through Friday. Tkis
action was considered under FDA's
Final rule implementing the Nationa}
Environmental Policy Act (21 CFR Part
25).
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VIIL Objections

Any person who will be adversely
affected by this regulation may at any
time on or before November 21, 1988 file
with the Dockets Management Branch
{address above) written objections
thereto. Each objection shall be
separately numbered, and each
numbered objection shall specify with
particularity the provisions of the
regulation to which objection is made
and the grounds for the objection. Each
numbered objection on which a hearing
is requested shall specifically so state.
Failure to request a hearing for any
particular objection shall constitute a
waiver of the right to a hearing on that
objection. Each numbered objection for
which a hearing is requested shall
include a detailed description and
analysis of the specific factual
information intended to be presented in
support of the objection in the event that
a hearing is held. Failure to include such
a descriplion and analysis for any
particular objection shall constitute a
waiver of the right to a hearing on the
objection. Three copies of all documents
shall be submitted and shall be
identified with the docket number found
in brackets in-the heading of this
document. Any objections received in
response to the regulation may be seen
in the Dockets Management Branch
between 9 a.m. and 4 p.m., Monday
through Friday. FDA will publish a
notice of the objections that the agency
has received or lack thereof j - the
Federal Register.

List of Subjects in 21 CFR Part 73

Color additives, Cosmetics, Drugs,
Medical devices. :

Therefore, under the Federal Food,
Drug, and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs, Part 73 is amended
as follows:

PART 73—LISTING OF COLOR
ADDITIVES EXEMPT FROM
CERTIFICATION

1. The authority citation for 21 CFR
Part 73 continues to read as follows:

Authority: Secs. 701, 706, 52 Stat. 1055-1056
as amended, 74 Stat. 399407 as amended {21
U.S.CC. 371, 378); 21 CFR 5.10.

2. New §73.3110a is added to Subpart
D to read as follows:

§73.3110a Chromium-cobalt-aluminum
oxide.

{a) /dentity, The color additive
chromium-cobalt-aluminum oxide
(Pigment Blue 36) (CAS Reg. No. 85187
11-1, Colour Index No. 77343) shall
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conform in identity and specifications to
the requirements of § 73.1015 {a) and (b).

{b) Uses and restrictions. (1) The
substance Jisted in paragraph (a) of this
section may be used as a color additive
in contact lenses in amounts not to
exceed the minimum reasonably
required to accomplish the intended
coloring effect.

{2} Authorization for this use shali not
be construed as waiving any of the
requirements of sections 5106(k), 515, and
520{g) of the Federal Food, Drug, and
Cosmetic Act (the act) with respect to
the contact lens in which the color
additive is used.

(¢) Labeling. The label of the color
additive shall conform to the
requirements of § 70.25 of this chapter.

(d) Exemption from certification.
Certification of this color additive is not
necessary for the protection of the
public health, and therefore the color
additive is exempt from the certification
requirements of section 708{c) of the act.

Dated: October 18, 1988.
john M. Taylor,

Associate Commissioner for Regulatory
Affairs.

{FR Doc. 88-24458 Filed 10-20-88; §:45 am]
BILUNG CODE 4160-01-8

21 CFR Part 172
[" ocket No. 82F-0185]

Direct Food Additives; Focd Additives
Permitted for Direct Addition to Food
for Human Consumption; Dimethyl
Dicarbonate

AGENCY: Food and Drug Administration.
ACTION: Final rule.

SUMMARY: The Food and Drug
Administration (FDA) is amending the
food additive regulations to provide for
the safe use of dimethy! dicarbonate as
g yeast inhibitor in wines. This action
responds to a petition filed by Mobay
Chemical Corp.

DATES: Effective October 21, 1988;
written objections and reguests for a
hearing by November 21, 1888. The
Director of the Office of the Federal
Register approves the incorporation by
reference of certein publications at 21
CFR 172.133(a){2), effective October 21,
1988.

ADDRESSES: Wrilten chje ctions to the
Dockets Managemeny Branch (HFA-
305}, Food nnd Drug Ad _inistration, lm.
4-82, 5600 Fishers Lane, Rocl.ville, MD
20857, ’

JoAnn Ziyad. Center for Food Safety
and Applied Nutrition (HFF-334): Food




