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(5) [Reserved]

(6) If clinical investigations involving
human subjects are involved, such in-
vestigations filed with the Commis-
sioner shall include, with respect to
each investigation, a statement that
the investigation either was conducted
in compliance with the requirements
for institutional review set forth in
part 56 of this chapter, or was not sub-
ject to such requirements in accord-
ance with §§56.104 or 56.105, and that it
has been or will be conducted in com-
pliance with the requirements for in-
formed consent set forth in part 50 of
this chapter.

(d) Promptly upon completion of the
studies undertaken on the substance,
the Commissioner will review all avail-
able data, will terminate the interim
food additive regulation, and will ei-
ther issue a food additive regulation or
will require elimination of the sub-
stance from the food supply.

(e) The Commissioner may consult
with advisory committees, professional
organizations, or other experts in the
field, in evaluating:

(1) Whether an interim food additive
regulation is justified,

(2) The type of studies necessary and
appropriate to resolve questions raised
about a substance,

(3) Whether interim results indicate
the reasonable likelihood that a health
hazard exists, or

(4) Whether the data available at the
conclusion of those studies justify a
food additive regulation.

(f) Where appropriate, an emergency
action level may be issued for a sub-
stance subject to paragraph (a) of this
section that is not an approved food ad-
ditive, pending the issuance of a final
interim food additive regulation. Such
an action level shall be issued pursuant
to sections 306 and 402(a) of the act to
identify, based upon available data, a
safe level of use for the substance.
Such an action level shall be issued in
a notice published in the FEDERAL REG-
ISTER and shall be followed as soon as
practicable by a proposed interim food
additive regulation. Where the avail-
able data do not permit establishing an
action level for the safe use of a sub-
stance, use of the substance may be
prohibited. The identification of a pro-
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hibited substance may be made in part
189 of this chapter when appropriate.

[42 FR 14636, Mar. 15, 1977, as amended at 42
FR 15674, Mar. 22, 1977; 42 FR 52821, Sept. 30,
1977; 46 FR 8952, Jan. 27, 1981; 46 FR 14340,
Feb. 27, 1981; 50 FR 7492, Feb. 22, 1985; 54 FR
39634, Sept. 27, 1989]

Subpart B—Specific Requirements
for Certain Food Additives

§180.22 Acrylonitrile copolymers.

Acrylonitrile copolymers may be
safely used on an interim basis as arti-
cles or components of articles intended
for use in contact with food, in accord-
ance with the following prescribed con-
ditions:

(a) Limitations for acrylonitrile
monomer extraction for finished food-
contact articles, determined by a
method of analysis titled ‘‘Gas-Solid
Chromatographic Procedure for Deter-
mining Acrylonitrile Monomer in Ac-
rylonitrile-Containing Polymers and
Food Simulating Solvents,”” which is
incorporated by reference. Copies are
available from the Center for Food
Safety and Applied Nutrition (HFS-
200), Food and Drug Administration,
200 C St. SW., Washington, DC 20204, or
available for inspection at the Office of
the Federal Register, 800 North Capitol
Street, NW., suite 700, Washington, DC
20408, are as follows:

(1) In the case of single-use articles
having a volume to surface ratio of 10
milliliters or more per square inch of
food contact surface—0.003 milligram/
square inch when extracted to equi-
librium at 120 °F with food-simulating
solvents appropriate to the intended
conditions of use.

(2) In the case of single-use articles
having a volume to surface ratio of less
than 10 milliliters per square inch of
food contact surface—0.3 part per mil-
lion calculated on the basis of the vol-
ume of the container when extracted to
equilibrium at 120 °F with food-simu-
lating solvents appropriate to the in-
tended conditions of use.

(3) In the case of repeated-use arti-
cles—0.003 milligram/square inch when
extracted at a time equivalent to ini-
tial batch usage utilizing food-simu-
lating solvents and temperatures ap-
propriate to the intended conditions of
use.
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The food-simulating solvents shall in-
clude, where applicable, distilled
water, 8 percent or 50 percent ethanol,
3 percent acetic acid, and either n-
heptane or an appropriate oil or fat.

(b) Where necessary, current regula-
tions permitting the use of acrylo-
nitrile copolymers shall be revised to
specify limitations on acrylonitrile/
mercaptan complexes utilized in the
production of acrylonitrile copolymers.
Such copolymers, if they contain re-
versible acrylonitrile/mercaptan com-
plexes and are used in other than re-
peated-use conditions, shall be tested
to determine the identity of the com-
plex and the level of the complex
present in the food-contact article.
Such testing shall include determina-
tion of the rate of decomposition of the
complex at temperatures of 100 °F, 160
°F, and 212 °F using 3 percent acetic
acid as the hydrolic agent. Acrylo-
nitrile monomer levels, acrylonitrile/
mercaptan complex levels, acrylo-
nitrile oligomer levels, descriptions of
the analytical methods used to deter-
mine the complex and the acrylonitrile
migration, and validation studies of
these analytical methods shall be sub-
mitted by June 9, 1977, to the Center
for Food Safety and Applied Nutrition
(HFS-200), Food and Drug Administra-
tion, 200 C St. SW., Washington, DC
20204, unless an extension is granted by
the Food and Drug Administration for
good cause shown. Analytical methods
for the determination of acrylonitrile
complexes with mn-dodecyl-mercaptan,

n-octyl mercaptan, and 2-
mercaptoethanol, titled ‘‘Determina-
tion of B-Dodecyl-

mercaptopropionitrile in NR-16R Aque-
ous Extracts’ and ‘“‘Measurement of (-
(2-Hdroxyethylmercapto) Propionitrile
in Heptane Food-Simulating Solvent,”
are incorporated by reference. Copies
are available from the Center for Food
Safety and Applied Nutrition (HFS-
200), Food and Drug Administration,
200 C St. SW., Washington, DC 20204, or
available for inspection at the Office of
the Federal Register, 800 North Capitol
Street, NW., suite 700, Washington, DC
20408.

(c) The following data shall be pro-
vided for finished food-contact articles
intended for repeated use:
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(1) Qualitative and quantitative mi-
gration values at a time equivalent to
initial batch usage, utilizing solvents
and temperatures appropriate to the
intended conditions of use.

(2) Qualitative and quantitative mi-
gration values at the time of equi-
librium extractions, utilizing solvents
and temperatures appropriate to the
intended conditions of use.

(3) Data on the volume and/or weight
of food handled during the initial batch
time period(s), during the equilibrium
test period, and over the estimated life
of the food-contact surface.

(d) Where acrylonitrile copolymers
represent only a minor component of a
polymer system, calculations based on
100 percent migration of the acrylo-
nitrile component may be submitted in
lieu of the requirements of paragraphs
(a), (b), and (c) of this section in sup-
port of the continued safe use of acry-
lonitrile copolymers.

(e) On or before September 13, 1976,
any interested person shall satisfy the
Commissioner of Food and Drugs that
toxicological feeding studies adequate
and appropriate to establish safe condi-
tions for the use of acrylonitrile co-
polymers have been, or soon will be,
undertaken. Toxicity studies of acrylo-
nitrile monomer shall include: (1) Life-
time feeding studies with a mamma-
lian species, preferably with animals
exposed in utero to the chemical, (2)
studies of multigeneration reproduc-
tion with oral administration of the
test material, (3) assessment of
teratogenic and mutagenic potentials,
(4) subchronic oral administration in a
nonrodent mammal, (5) tests to deter-
mine any synergistic toxic effects be-
tween acrylonitrile monomer and cya-
nide ion, and (6) a literature search on
the effects of chronic ingestion of hy-
drogen cyanide. Data on levels of acryl-
amide extractable from acrylonitrile
copolymers shall also be submitted.
Protocols of testing should be sub-
mitted for review to the Center for
Food Safety and Applied Nutrition
(HFS-200, Food and Drug Administra-
tion, 200 C St. SW., Washington, DC
20204.

(f) Acrylonitrile copolymers may be
used in contact with food only if au-
thorized in parts 174 through 179 or
§181.32 of this chapter, except that
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other uses of acrylonitrile copolymers
in use prior to June 14, 1976, may con-
tinue under the following conditions:

(1) On or before August 13, 1976, each
use of acrylonitrile copolymers in a
manner not authorized by §181.32 of
this chapter or parts 174 through 179 of
this chapter shall be the subject of a
notice to the Center for Food Safety
and Applied Nutrition (HFS-200), Food
and Drug Administration, 200 C St.
SW., Washington, DC 20204. Such notice
shall be accompanied by a statement of
the basis, including any articles and
correspondence, on which the user in
good faith believed the use to be prior-
sanctioned. The Commissioner of Food
and Drugs shall, by notice in the FED-
ERAL REGISTER, identify any use of ac-
rylonitrile copolymers not in accord-
ance with this paragraph. Those uses
are thereafter unapproved food addi-
tives and consequently unlawful.

(2) Any use of acrylonitrile copoly-
mers subject to paragraph (f)(1) of this
section shall be the subject of a peti-
tion submitted on or before December
13, 1976, in accordance with §171.1 of
this chapter, unless an extension of
time is granted by the Food and Drug
Administration for good cause shown.
Any application for extension shall be
by petition submitted in accordance
with the requirements of part 10 of this
chapter. If a petition is denied, in
whole or in part, those uses subject to
the denial are thereafter unapproved
food additives and consequently unlaw-
ful.

(3) Any use of acrylonitrile copoly-
mers subject to paragraph (f)(1) of this
section shall meet the acrylonitrile
monomer extraction limitation set
forth in paragraph (a) of this section
and shall be subject to the require-
ments of paragraph (b) of this section.

(g) In addition to the requirements of
this section, the use of acrylonitrile co-
polymers shall comply with all applica-
ble requirements in other regulations
in this part.

[42 FR 14636, Mar. 15, 1977, as amended at 47
FR 11850, Mar. 19, 1982; 54 FR 24899, June 12,
1989; 61 FR 14246, Apr. 1, 1996]

§180.25 Mannitol.

(a) Mannitol is the chemical
1,2,3,4,5,6,-hexanehexol (CeH1406) a
hexahydric alcohol, differing from sor-
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bitol principally by having a different
optical rotation. Mannitol is produced
by one of the following processes:

(1) The electrolytic reduction or
transition metal catalytic hydro-
genation of sugar solutions containing
glucose or fructose.

(2) The fermentation of sugars or
sugar alcohols such as glucose, sucrose,
fructose, or sorbitol using the yeast
Zygosaccharomyces rouxii.

(b) The ingredient meets the speci-
fications of the ‘“Food Chemicals
Codex,” 3d Ed. (1981), pp. 188-190, which
is incorporated by reference. Copies
may be obtained from the National
Academy Press, 2101 Constitution Ave.
NW., Washington, DC 20418, or may be
examined at the Office of the Federal
Register, 800 North Capitol Street,
NW., suite 700, Washington, DC 20408.

(c) The ingredient is used as an
anticaking agent and free-flow agent as
defined in §170.3(0)(1) of this chapter,
formulation aid as defined in §170.3(0)
(14) of this chapter, firming agent as
defined in §170.3(0)(10) of this chapter,
flavoring agent and adjuvant as defined
in §170.3(0)(12) of this chapter, lubri-
cant and release agent as defined in
§170.3(0)(18) of this chapter, nutritive
sweetener as defined in §170.3(0)(21) of
this chapter, processing aid as defined
in §170.3(0)(24) of this chapter, sta-
bilizer and thickener as defined in
§170.3(0)(28) of this chapter, surface-fin-
ishing agent as defined in §170.3(0)(30)
of this chapter, and texturizer as de-
fined in §170.3(0)(32) of this chapter.

(d) The ingredient is used in food at
levels not to exceed 98 percent in
pressed mints and 5 percent in all other
hard candy and cough drops as defined
in §170.3(n)(25) of this chapter, 31 per-
cent in chewing gum as defined in
§170.3(n)(6) of this chapter, 40 percent
in soft candy as defined in §170.3(n)(38)
of this chapter, 8 percent in confections
and frostings as defined in §170.3(n)(9)
of this chapter, 15 percent in non-
standardized jams and jellies, commer-
cial, as defined in §170.3(n)(28) of this
chapter, and at levels less than 2.5 per-
cent in all other foods.

(e) The label and labeling of food
whose reasonably foreseeable consump-
tion may result in a daily ingestion of
20 grams of mannitol shall bear the
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