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DEPARTMENT OF HEALTH
EDUCATION, AND WELFARE

Food and Drug Admlnlstmt!on
[ 21 CFRParts 3, 121’] .
SUBSTANCES PROHlBgED FR‘)M USE IN

; Notice of Proposed Rulemak!ng

The Food and Drug Administration has
prohibited the use of various substances.
in food on the basis of toxicological data
showing a potential hazard| to public
health or because inadequate:data exist
to:conclude that they are safe for use in
food. Some of these actions were taken
prior to enactment of the Food Addi-
tives' Amendment of 1958, and others
have . been taken pursuant to that
Amendment. .

‘Because information on thﬁﬂe actions
is presently scattered throughout exist-
ing regulations, PEpERAL REGISTER notices
* not codified in the Code of Federal Reg-

ulations, old trade correspondénce. (TC),

and unpublished correspondence, and
thus are either difficult to find'or'are not
generally avalldble to the public, the

Commissioner of Food and Drugs has
" concluded- that they should- be consoli-

dated in one regulation. All of the sub-

stances, presently proposed ot inclusion
in this:regulation were thg subject of
. action previously taken. The! Commis-
sioner is not now proposing such action
against: any additional = substances.

Should the current review of the safety

of direct human food ingrediehts classi-

fled as generally. recognized as safe

(GRAS) or subject to a prior sanction

justify additional actlon of, this type,

this proposed hew section will also be
used for that purpose.

Sonte of these food additives were pro-
hibitad from use in food on the conclu-

" sion that.the available evidenée did not,
i regulation uhder this section on the basis.

establish safety, and not on the basis of
a determination that the ingredient was
in fact unsafe. Section 408 df the
places the burden on the ma.nufacturer or}
distributor of a food additive 0 prove its
safety prior to use: -Accordingly, the
-Commissioner recognizes that; as addi-
tional  scientific information{ becomes
available, it may well be possible to ap-
prove one or more of these ingredients
for food use and thus to delete it from
this section. The .proposed fegulation
provides for such transfers to land from
this section on the Commissionér’s initia-
tive or on the petition of any interested
person.

The fact that a substance does not ap-
pear on this list of prohibited substances
does not mean that it may- lqwfully be
used in food. This proposed ‘néw section
includes only a partial list of prohibited
substances, for easy referenceipurposes,
and is not a complete list of substances
that may not lawfully be useqd in food.

- Before any substance may be used in
food, it must meet all of the Applicable
requirements of section 401 and 409 of
.the'act. - !

Accordingly, .the Commissjoner of
Food and Drugs concludes that it is in
the public interest and will promote effi-
cient enforcement of the act t)o provide
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be amended, as follows:

PROPOSED R» ES :

a section In’ the food addltl ] resulatlom
to contain a lsting of foozi ingredients’
for whlchusem!oodhasbebn prohibited.

‘Therefore;  pursuant. to wroviaionz of.
the Federal Food, Drug, and Costnétic’
Act (secs..201(s),” 409, 701(n), 62 Stat.
1055, 12 Stat 17851787, as“ammded 21
U.8.C. 321(k), .348, 371(a)) and under
authority delegmted to h (21 CPR,
2.120) the Commissioner proposes that
Trade Corréspondence No.!377 (Decem-~
ber 29, 1941)° be revoked, ahd that Title
21 of the Gode of Federq Regulauons

§§ 3.14, 3133 and 3.65 [Re:voked]

1. ThatiPart 3 be amended by revok-
ing §§ 3.14, 3.33 and 3.65.

2. That!Part'121 be amended by add-
ing the Iolldwing new gection:

§ 121.106: »Subsumce-s pro!ubxled from
ude i food

(a) The food imgredlents listed in thlq
section hdve been -prohibited from use
in food by the Food and Drug Adminis-
tration because of a determdnation that
they present a potential risk to the pub-,
lic health or have not been shown by
adequate sclentific data toibe safe for
use in food* Use of any of these sub-
stances in!viclation of this sectioh causes
thé food 1m'olved to be adulterated m
violation of ithe act. @ .

{b) This section includes only a partial
list of substances prohibited from use
foad, for easy reference purposes, and
not a complete list of 'substances thgt
may not la.wtuny be ‘used ;in food.
substance - r v be used in food unless it
meets all appucable requlrements of the

act, Y-

{22 Thee%pmmissioner of Food a.nd
Drugs, either >n his own initiative or on;
behalf of anydnterested person who hs.s
submitted a petition, may publish a pro-'
posal to establish, amend, :or repeal a

of new sclentific evaluation or informa-
tion. Any sych petition shall include an

adequate sclentific basis to' support the -

petition, shall be in the form set forth'
in § 2.85 of this chapter, and will be pub-
lished for vomment if it contains reason-
able grount

() Subet&nces prohibited from direct
a.ddition to food:

<1) Calamus, oil of calamus, e::tract of
calamus. t1). Calamus,§s the dried rhi-
zome 0f . ACOTUS calamuz L..I{ has been
used as a fl woring compound, especially
as the oil &lextract. |

(i1) Food eontaining any added cala-
mus, oil of ¢ ilamus, or extract of calamus
is deemed t@ be adulterated In violation-
of the act bsed upon an order published-
in the Fepe8aL chzsnm of May 9, 1968
(33 FR 6967 |

{U1) The analytical method used for
detecting il of calamus (g-asarone) is*
in “Journal b the Association of Official

. Analytical ¢ hemists” vol 56 No. 5 (Sept,
L1973 2 s

(2) Duleih Wy Dulcmxs the chemical
4-ethyoxypkenylurea, CuHaN,O, It is &
synthetic themical having a sweet taste
about 250 times that of; sucrose, is riot
found in nglural products at levels de-.
techable by Lhe omclal methodo]ogy, and

TR
S
L
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has been vromaod for ar‘dn
cial sweetener, - tue‘u axi

.uponian order published in the Prorwar
%zlc)mm ot Ja.mmry 18, 1950 ‘(15 FE

S¢44) “The axmx w:m m

detectinedmcinmtoodmlnuﬁﬁln
.

through 20.136. 0f.the * - Methods
otAnaJyxjsorthaAaaociauonotOﬂldal
Chemists.”

Ana.lyn
“(3) "P=4000. (1) P-4000 is the chemlcal

-nltrooz-n-propoxyanmne CHuN:Oy. It~

is & gynthetic chemical: having a8 sweet .
taste about 4000 times that of sucroee,
1s not found in natural products at levels
detectable by the ofcial methodology,
andhaabeenpropoaedtoruseuan
artificial sweetener, .- ..

1) ‘Food bdded or. de-

‘containing any
tectable level. of: P—&OOO is deemed to be

adulterated in’violation of the act based
upon an:order published in the Yepgaar
Rzarsrm of January 19 1950 (15FR 321).

~ (ii1).The analytical methoda used for

debectinx P-4000 in food are'in §§.20.127
“Officlal

through '20.141 of the * Methods
of Analyais of the Associawm of Otncia.l

' Analytical Chemists.”

(4) - Coumarin. - () COmrtn is the
chemical '1,2-benzopyrone C,HO,. 1t is
found in bonka beans and extract of

tonka beans, among other -natural -

sources, and is/also synthesized. It has
been used as & flavoring compound. ;

(1) Pood -containing ‘any added ‘cou-
marin as such or as a constituent of tonka
beans or tonka extract is-deemed to be
adulterated under the  act based upon
an order published in‘'the Prperar Rrc-
IsTER of March §, 1953 (19 FR 1239).

(i)  The ansalytical methods used for
detecting in. food are In.
§3 19.104 through 18.023 of the “Official
Maethods of sis of the Association of
Official Analytical Chemists.” *

(5) Cyclamate,; calcium, sodium, maa-
nesium and potassium. (1) Calcium, sod-
lum, magnesium:and potassium salts of

cyclohexane sulfamic acid; (CH=NO,S), .
{CHuNO,8)s Mg,

Ca, C*HuN NA NO.S; .
- and CHn N X NO,S. Cyclamates are. syn-

thetic chemicals having a sweet taste-30 -
to 40 times that of sucrose, are not found .

in natural products at levels detectable
by the official methodology, and have
been used as artificial sweeteners.

(1) Food containing any added or de-
tectable level: of -cyclamate 13 - deemed
adulterated in violation of the act based-
upon an order published In the Fepzrar
Recister of October 21, 1969 (34 FR

17063).

(i) . The anal,vt{cal methods used for
detecting cyclamate in food are n §§ 20.-
127 through 20.132 of the “Official Meth-
ods of Analysis: of the' Association of
Official Analytical Chemists.”?*

(8) Safrole. (1) Safrole is the chemical
4-allyl-1,2-methylene-dioxybenezéne Co-

.04, It i3 8 natural constituent of the -

sassafras plant, Qﬂ of sassafras is about

1 Copies may be obtained from: Associstion
of Oficial Analytical Chemists, P.O, Box 840,
Benjamin Franklin’ sta.tlon, Wuhmgbon, D.C.
20044. .
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Violation of the act based upon an order

88 percent safrole. Tsosafrole and dihy-

> drosatrole afd dertvatives of efrole, and

h:vehemuaeduﬂam :

‘(i) ‘Food ocontainiby sny: wded aal-
role, ofl of sassafrss, dihydrosafrole, or
salrole or as s-constituent of any food or
extract s deemed - to -be . adulterated ‘n

published in the Frgeral RecmsTer of De-
cember 3, 1060 (25 FR 12412). | :

1) The ical ‘method used for
isbsafrole and dihydro-

detecting safrole,
. safrole ts in “Jownal -of the Associstion

otomcmm&calcnennxts vol. 54,
DD. 900902 AT & -
A7) ‘Manochloroacetic acid (1) Monb—

'chemscﬂ mot found mmtuml products,
arxd has been proposed 85 & preservative
in aloohdlic and non-glcoholic beverages,
“Mom Cacid ‘4s permitted in
food package adhesives with an accepted
migrationlevel up to 10 ppb under § 121.-
2520. The official methods:do not detect
momdxlomﬁc

PROPOSED RULES

- {#) Pood containing any added NDGA
s deemed to be adulterated in violation
of the act based upon an order published
mmmmmm 11, 1988
(32 ¥R 5619) .,

i) The analytical method used for
‘detecting NDGA in food is in § 20.0008
of the *~Official Methods of Analysis of
the Aaooc&nblon of Official Analytical
Chemis

1 DEPC (Diethylpyrocarbonate) . -

) Diethylpyrocarbonate is the chemi-
cal pyrocarbonic acid - diethyl ester,
C.H,,0O,. It is a synthetic chemical not
found {n natural producis at levels de-
tectable by avallable methodology and
has been used as & ferment inhibitor in
aleoholie and non-alcoholic beverages.
(i) ‘Food conteining any added or de-
tectable level of DEPC is deemed adul-
tverated in violation of the act based upon
an order published int the FrorraL Reg-
wrer of August 2, 1872 (37 FR 15426).
(e) Bubstances prohibited from indi-
mmmtbnmfoodthroughusein food

acid n&the 10 ppb/ contact surfaces

“TH) Fooduxnutnmg myaddedorde—

" tectabls Jevel of monochioracetic acdd is

deemed aduitersted in violation of the
act based npon -trade ' correspondence
Astad December 29, 1941 (TC-31T). . -

detecting »

ave in $§20.057 through 20.082 'of the
“Official Methods 'of Ansalysis of the As- .
soctation utomma Anslytical Chem-

;) Ists>*

. (8) .'ﬂuourca. (1) Thioures ° is the
chemical thiocarbamide CHN,S. It is &
synthetic chemical, 18 not found in natu-
ral preducts at levels detectdbly by the

official methodology, and hsas been. pro-

pmedtsmanﬁmycoticmtusem

. Gipping citrus. |

(ﬁ)Foodoonmmngnnyaddedorde-
tectable level of thioures is deemedto
be adulterated undertheset, @ -

H) “The anslytical methoda used for
detecting thicurea sre '$§ 20,009
throngh 20.100 of the *omcmi’ Methods
of Analysis of the Association :of Official

Chemists ”* - - i )

" . Anstytical

(9) Cobaltons Salts: acetate, chloride
end sullate. (1) Cobaltous salts ‘are the
chemicals Co(C,H,0,), Co Cl, and Co
Bo,. They have been used in fermented

‘mﬂtbevmuntoamsﬁa.bmwand

to prevent “gushing™.
1é.¢} Foodocntatningmy added oobal-
tous salts 1s deemed: to be rdulterated in

yiolation of the act based upon an order .

published in the Frorsar Recrsrer of
August 12, 1966 (31 ¥R B788). f

(10}  NDGA
acidy . (1) Nordihydrogua!amuc acid is

the ~chemical ' 4,4(23-diméthyltetra-

methylene) dipyrocatechol C;,H,,O It

. occurs paturelly in the reginous exudates

of certain plants. “The commercial prod-

" uct, ‘which is syntheszized, has [been nsed

as an antioxidant in foods. | . -
" —————— : t

Ben Tootnote 1 previous poge.
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(Nordihydroguaiareuc )

(1) “Flectol H @) Flectol H is the

chemicsl  1,2-Dihydro-2,2,4-trimethyl-
quinoline, polymerized (CuHesN), It is a
synthetic chemical not found in natural
‘products, and has been used-az 2 com-
ponent-of Tood packaging adhesives. -
- - Food containing any added or
detectable level of this substance is
deemed adulterated in violation of the
act based upon an order published in the
Fxnnnx. RrcisTer of April 7, 1867 (32 FR.
5675).

{2) 4,!: ~Methylenebis (2-choroana-
Hneq,. 1) 4,4~ Methylenebis (2-choro-
analine) has- the molecular formule,
CuH.CLN,. It is a synthetic chemical not
found in natural products and has been
used as & po) curing agent and

lyurethane
as 8 component of food packaging ad-

‘hesive and polyurethane resins.

4y Food contalning any added or
detectable level of this substance is
deemed adulterated in violation of the
act based upon an.order published in the
Fepprat REGISTER 0f December 2, 1969
(34 ¥R 19073).

Interested persons may on or berore
October 24, 1973, file with the Hearing
Clerk, Food and Drug Administration,
Rm. 6-88, 5600 Fishers Lane, Rockville,
MD 20852, written comments (preferably
in quintuplicate) regarding this proposal.
Comments may be accompanied by a
memorandum or brief in support thereof.
~Received comments may be seen in the
sbove office during working bours, Mon-
day through Friday.

Dated: Jnly 198, 19'73

" A. M. ScHmMIDT,
_ Commissioner of Food and Drugs.
PR Doc. 7316216 Flied 7-25-78,8:46 am]
: 1

[21CFRPart121}]

REMOVAL OF CERTAIN SUBSTANCES
FROM THE GRAS LISY REVIEW

" Notice of%dmnld?roposal
In the Fyprzar RroisrEr of April 13,

1978 (38 FR $310), the Commissioner of

20041

Food snd Drugs proposed to delete 52
substances from the current GRAE re-
view and to delist these same substances
from §121.101 (21 CPR 121.101). The
basts for this proposed deletion apd de-
listing was the absence of reported use
or production of the substances during

71970, ‘The use and production survey of

the industry 'was conducted by the Na-
tional Academy of Sciences, through its
Food Protection Committee of the Na-

" tional Research Council, under contract

with the Fosd and Drug Administration.

One hundred and eighty .comments
were recelved in response to the proposal.
Eighty-zeven of these comments indi-
cated usage of the GRAS sgubstances in
animal feeds; 37 in nutrient pharmaceu-
tical preparations, 18 in indirect food

-ingredients, and 38 in direct human food

use. :
In the direct human use category, the

- comments reported the use of 43 of the

52 GRAS substances listed in the pro-
posal. ‘These comments gave numerous
reasons for not participating in the NAS
Survey, including non-solicitation by
NAS. Although most of the comments
were in agreememt with the intent of
the propossl, each requesbed specific
exceptions. |

- Ag & result of the above comments,
the Commissioner recognizes that there
ig sufficlent commercial interest in these
GRAS food substances to retain them in

- the current GRAS review. Accordingly,

notice 1s hereby given that the 52 sub-
stances as published in the FxprraL
RrcrsTER On April 13, 1973 (38 PR 9310),
will remsain -in $121.101 21" CFR
121.101), pending the results of this
review. :

Da-ted July 19, 1973.

A. M. ScaMinT,
C’ommisswner of Food and Drugs.

{FR Doc.73-15222 Piled 7-25-73;8:45 am}

[-21 CFR Part 121]
CAROB BEAN GUM

Proposed Transfer From GRAS List to Food
Additive Regulation for Direct Human
Food Use and Affirmation of GRAS
Status as Indirect Human Food
Ingredient ’ .

The Food and Drug Administration is
conducting a comprehensive study of dix
rect human food ingredients classified as
generally Tecognized as safe (GRAS) or

- subject to & prior sanction. Pursuant o

this review, the safety of carob bean
gum has been evaluated. In accordance
with the provisions of §§ 121.40 and 121.-
41, the Commissioner of Food and Drugs
proposes to affirm the GRAS status of
this ingredient for indirect human food
use and toitransfer the ingredient to a
food additive regulation for direct hu-
man food ‘use, The Commissioner also
proposes to establish a new § 121.105,
under which all indirect human food in-
gredients affirmed as GRAS will be listed.

As the review of GRAS and prior-
sanctioned /direct human food ingredi-
ents progresses, these ingredients will be

1973




