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.V 2 Title 21—Food and Drugs . . .

= i CHAPTER —FQOD AND DRUG ADMIN-

i ISTRATION, DEPARTMENT OF HEALTH,
‘+.. EDUCATION, AND WELFARE :

. SUBCHAPTER A—GENERAL *
[Docket No. 76M-063}

.0 . PART B—COLOR ADDITIVES-"
" Termination of Piovisional Listing and Cer-

R A

- ' tification of FDA&C Red Na. 4 for Use in

. Maraschino Charries and Ingested Drugs
The Food and Drug -Administration

che a®

..~ (FDA) . is cancelling sll certificates and

" terminating the provisional lUsting and
* certification, and hence the approval, of

.- the color additive FD&C Red No. 4 for use.

-In maraschino cherrles and ingested

drugy, effective September 23, 1976. Pub-
~lished elsewhere in this issue of the

FrpeRAL REGISTER &re regulations listing
. FD&C Red No. 4 for use in externally ap-
. Plled drugs and cosmetics and denying
the petition for listing with respect to use
in- maraschino cherries and ingested

RULES AND REGULATIONS

cherries, shox"t-tenn ingested drugs, and
externally applied drugs and cosmetics. .-
Concern about the safety of FD&C Red

-}(o. 4 when used In food and ingested

drugs was Arst raised in 1964. The basis
for, coricern about possible harm from
ingesting FD&C Red No, 4 was a T-yeaTr
feeding study In which dogs were fed the

* color additive at levels of 2 percent and

1 percent in the diet. Adverse effects con-

sisting of hemorrhagic papillomas in the .

urinary bladder detected both grossly
and microscopically. and atrophy of the
zona glomerulosa in the adrenals seen

-microscopically, were found at both feed-.

ing levels, Three of the five dogs fed
at the 2 percent level died during the
study after 6 months, 9 months, and 5%
years. Two of the dogs fed at the 2 per-
cent level and all five of the dogs fed
at the 1 percent.level survived to the
completion of the 7-year study. :

On the basis of the results of this study,
the provisional Usting of FD&C Red No, 4
for use in food, ingested drugs, and in-

lowed. For the purpose of this order. &
recommendation or suggestion for use
longer than 6 weeks shall be considered
a recommendation for continuous ad-

. ministration.”

The Commissioner’s conclusions in
19§5 that FTD&C Red No. 4 could safely
be used in maraschino cherries and
short-term ingesteC drugs were based on
the following:

1. The Divislon of Phermactology of FDA
had completed phsss one of.an FD&C Red
No." 4 fecding study which had begun in
October 1964. The resulta of thot study
shaowed no adversa cflects, either grossly or

. nlcroscoplcally, in eight young dogs fed 400

milllgram 1 (g) per day of FD&C Red No. 4
for 8 mon he.* °

2. In another study no significant adverse
efiects were detected In guinea pigs fed POLC

.Red No. 4 for-6 months at the I percent level

Inthedist,. - ° .

3. No adverze effocts were found In rats
and mice fed FD&C Red No. 4 In g 2-yesr
study, - .

4. A teutatite no-effect level could be ex-

trapolsted fromt the T-year feeding sivdy .~ -
from the sdverse reactions in the dogs fodi .

FD&G Red No. 4 at the 1 percent dietary level '~ -
At comnared to the resctions in thowe dogs

gested cosmetics was terminated by reg-
ulation publitshed in the Frorrar RECIS~
TER of December 11, 1964 (20 FR 16983).

- drugs. .
. ' ~.. 8ectlon 8501 (21 CFR 8.01) of the
“. " color additive regulations designates

s o 24

{
4
i
i

those color additives that are provision-
.ally listed under section 203(d) of the
* transitional provisions of the Color Addl-

© . rJtive Amendments of 1960 (Title II, Pub.

L. 86-818, 74-5tat. 404407 (21 US.C.
376 note)), on an interim hasis pending
completion of scizntific Investigations
needed for determinatisns about “per-

manent lsting” in accordance with sec-

- tion 706 of the Federal Food, Drug, and

. Cosmetic Act (sec, 706, 74 Stat. 399-403
(21US8C, 376)),

. - The color additlve FD&C Red No: 4
has been in us: in foed for many years,
having been originally approved for food

“use under its common name “Ponceau
BX" through 1ssuance on April 2, 1829 of

< Service and Regulatory Announcement
.Food and Drug (SRAFD) No. 3. Supple-

ment No. 1, by the Food, Drug, and In-
secticide Administration, Department of

Agriculture, ERAFD No. 3 supplement

No.: 1, adexd FD&C Red No. 4 to the

* list of color additives accepted for volun~

- tary certification. FD&C Red No. 4 was
approved for drug and cosmetlc use as a
permitied “coal-tar” colar after enact~

- ment of the Federal Fapod, Drug, and Cos~
metic Act in 1938 by order published in
the FEpsraL REGISTER of May 9, 1939 (4
FR 1922, 1936) .

Under sectlon 706 of the. act, as re-

. vised by the Color Additive Amendinents
of 1960, a color additive may be anproved

. ‘only if data establish that it is safe undex

its permitted conditions of use, However,
the transitional gprovisions of those
amendments provide for provisional list-

ing of color additives in use in 1960 for a

period of time necessary to complete the

scientific investigations necdced to estab-
1ish their safety. Under this progedure,
FD&C Red No. 4 was provisionally listed
-for use in food. drugs, and cosmetics on
July 12, 1960, and appearcd officially on
the provisional list published in the Fen-

ErAL REctsTER of October 12,1960 (25 FR ~

9759 . FD&C Red No. 4 is currently provi-
_slonally lsted for use In .maraschino

Because no questions about the safety
of FD&C Red No. 4 for external uses wers
raised by the feeding study, the Decem-
ber 11,1964 regulation provisionally
listed the color additive under the name
Ext. D&C Red No. 24 for use in exter-
nslly spplied drugs and cosmetics.

In 1985, the National Cherry Growers

‘and Industries Foundation and the Mat-

aschino Cherry and Glace Frult Associa-
tion requested that FD&C Red No. 4
again be provisionally listed {or limited
food use in marasthino cherries. The
Commissioner of Food and Drugs, In a
regulation published in the FepEral REG-
1sTER of Aucust 19, 1965 (30 FR 10289),
concluded that this limited use of FD&C

- Red No. 4 in food would present no po-

tential for harm to the public and there-
fore restored the color additive to the
provisionsl list, restricting use of the
color to maraschino cherries st a Jevel of
150 parts per million (ppm). The regu-

-lation also stmultaneously revoked the

provisional listing for Ext. D&C Red No.
24 and provisionally listed FDOLC Red No.
4 for u<e in extemnally applied drugs and
cosmetlcs. A

In 1965, the Pharmaceutical Manufac-

turers Association (PMA) requested that .

FD&C Red No. 4 be restored to the pro-
visional 1lst for use In tngested drugs.
The Commissioner concjuded that con-
sumption of the color additive from In-
gested drug use would be minimal and.

by regulation published in the Frnerat

RecisTER of Octoher 14, 1965 (30 FR
13056}, amended the provicional lsting
for FD&C Red No, 4 to rermit its use
{n short-term ingested drugs with spe-
cific limitations. The reguistion, under
B 8.503(c1(2) {21 CFR 8.503(c) (2}). ner-
mitted FD&C Red No. 4 to be used in
ingested drugs provided that “the Jabel-
ing does nat recommend nor surze<t con-
tinuous edministration to patients, and
the amount of FD4C Red No. 4 used s
such that not Taore than 5 milligrams of
the color additive is consumed per day if
the recommended drug dosage Is fol-

fed at the 2 percent dictary level

B. Cont smption of FD&C Red No. 4 from
maraschino cherrles {(apnroximately I mg
of ths color additive per cherry) sngd short-
term inwested” druge (5 g per day vnder
permitted conditions o©f use) would be
minimatl, )

A eolor additive petition (CAP 51)
zeeking the “permanent” listing of FDLC
Red No. 4 for use In maraschino cherrics,
short-term jngested drups, and cxter-
nally applied drugs and cosmetics was
submitted to FDA on March 27, 1968 by
PMA, The Toilet Goods Association, now
the Cosmetic, Toiletry and Pragrance
AsSsoclation (CTFA), and the Certi-
fled Color Manufacturers Association
{CCMA) joined the PMA as copctitioners
to list FD&C Red No. 4. A notice of fiYing
of the petition was published in the Fro-
ERAL RECISTER of November 20, 1968 (23
FR 17205).

Submission of this petition to list -

. FD&C Red No. 4 was deferred until 1063

to permit completion of a 2-year fecding
study with dogs that had been initiated
by Hnzleton Laboratories, Inc., on
March 18, 1865. This study was intenacd
ta establish unequivocally a no-tfect
level for the urinary and adrenal cof.’ccts
seen jn the 7-year feeding study dis-
cussed above. The 58 dogs In the Hazieton
study were fed FORC Red No. 4 at Ievels
of 0, 20, 50. and 250 milligrams/kilo; ram
of Fody weight per day,

The dogs in the Hazleton study showed
lesions in the urinary bladder ir. all’
groups fed FDRC Red No. 4. No do s in
the control group, hawever, showcd le-
sions in th? urinary bladder. While i1ar-
leton conciuded in a report rescived by
FIA on October 7, 1569, that the li:ong
found were “related cdirectly Lo (e
techniques of rencated cathelerizdion
which was required Lo study thelevel of
urinary potassium® and not {o the iraes-
tion of FD&LC Red No, 4, FDA pathol gists
who reviewed thi study results conct uic:
Stherwise. In &an August 23, 1872 o <nne
randum to Dr. Charles Kokostf, A.slst-

FEDERAL REGISTER, VOL. 41, NO. 186~=-THURSDAY, SEPTEMBER 23, 1975

sCc
1-0022

N e ryr A S g e



Y ..

et
.
A

£ wrEe

e

~ Tt

ey
Al

RPN

- o a o —

”w

1

i
¢

Y

ooy
v

Lo ol

s
-

.
40,
.

NRE

u‘-‘

RN O

ey

¢
o

- -.
SN PR

i

e
3 e

.

ant Director for Petltions Review, Divi-
ston of Toxicology, FDA, Dr. Stuart
Levin, one of the FDA reviewing pathol-
ogists, concluded: .

Though Hazicton Labs has submitied &
statement by seversl pathologists and & con-
‘ewrring artiele (Journal of the Amerlcan
. aledical Association, 103:166, 1965) proposing
thet emarrhagic polypa in two low dose sul-
nuals might have been caused by catheteriza-
tion, the facts semain that the leslons wero
aimilar in type ta thase seso in uncatheter-

- ized PDA dogs (in the earlier FDA etudy),
and such lesions were not seen in eontrol

doga.’ I Delleve thess should be conaidered
- ralated leat

' Review by FDA of microslides of the
kidneys, urinary bladder and adrenals of
all. dogs in the Hazleton study  aiso
showed atrophy of the zona glomerulosa
of the adrenal cortex at all feeding levels
after 2 years. This response, it was con-
cluded, was induced by ingestion of FD&C
Red No. 4. Pood and Drug Administration
sclentists ultimately concluded that an
unequivocal no-effect level for FD&LC Red
No. 4 could not be determined from the
Hazleton study and that an additional
study. involving dogk was necessary be-

_ 2ore a final determination could be made
concarning the safety of FD&C Red No.
4, Becaifse of the limited use of the color
additive, however, the Commissioner
concluded thet ¥FD&C Red No. 4 should
continue to be provisionally listed pend-
ing further sclentific investigations.

The "Commissioner's conclusion that
existing data appeared to be inadequate
to establish a no-effect level in the dog
for FD&C Red No. 4 was conveyed to the
petitioners as early as llovember 25, 1969.
The Commissioner’s conclusion that an

- additional study weas required to resolve
the questions concerning the urinary
bladder lesions before the color sdditive

. could be demonstrated to be safe as re-

quired by section 706 of the act was
‘formally communicated to CTFA, one of
the petitfoners, and to Hazleton Labora-

. tories, by letters on October 8, 1974. The
nesd for an additional 2-year feeding
study was also made known by FDA to
the Inter-Industry Color Task Force,
consisting of representatives of the food,
drug, and cosmetic industries represent-
{ng the petitioners, and at several meet-
ings between FDA personnel and the
CTFA-Color Additive Petition Commit-
tee. By letter of June 25, 1975, to Dr. John
Kirschman, chairman of the Inter-
Industry Color Task Force, FDA advised
the sponsoring industries In detall of the
reasons why a new_ study was needed.
Most recently, scparate letters to CTFA,
CCMA and PMA in January and Febru-
ary of 1976 officially reiterated the need
for an additional study.

In recent months, the commercial
sponsors and some industrial users of
FI&C Red No. 4 have expressed 2 willing-
-ness to begin the 2-year feeding study

- necessary to resolve the questions re-

garding the safety ‘of the color additive
when ingested. The Commissioner con-
cludes, however, that this belated will-
ingness to undertake a study to resolve
the uncertalnties about the safety of
:FD&C Red No. 4, when those uncertain-

FEDERAL REGISTEX, VOL 41, NO. 1846—THURSDAY, SEPTEMBER 23, 1976
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ties and the need for an additional study
have been-known to the industry spon-
sors for several years, Is an insuffictent
basis to warrant continued provisional
listing of the color additive. Under the
transitional provisions of the Color Addi-
tive Amendments of 1960, continued pro-
visional listing of a color additive is ap-
propriate only when studies in progress
or under evaluation are capable of dem-
onstrating the safety of the color addi-
tive involved. There is currently no study
available or underway to resolve the un-
certainties about FD&LC Red No. 4 and
therefore it would not be proper to ex-
tend the provisional listing for FD&C Red
Na. 4 for at least 3 years—the time re-
quired o conduct and evaluate a-2-year
feeding study and to report the findings
to FDA for evaluation. The Commis-
sloner concludes, therefore, that con-

tinued provisional listing of FD&C Red

No. 4 for use in maraschino cherries and
short-term Ingested drugs is no longer
appropriate.

The current “closing date"' for con-

tinued use of FDAC Red No. 4 was post- 7

poned to September 30, 1976 by & regu-~
lation published in the FrprraL RECISTER
of January 5, 1976 (4@ FR %54). That
postponement was based on the assump-
tion that a study was ¢ither underway in
response to FDA's June 25, 1975 letter to
Dr. Xirschman.or would be undertaken

- soon thereafter to resolve the uncertain-

ties about the safety of FD&C Red No. 4
when ingested. Because there are no
studies In progress or under evaluation
that can resolve these uncertainties, the
Commissioner finds that the basls for the
postponement no longer exists and here-
by terminates the postponement of the
closing date for the provisional listing of
FDLC Red No. 4 for use in maraschino
cherries and short-term mgested drugs
{n accordance with section 203(a) (2) of
the transitional provisions of the Color
Additlve Amendments of 1960. Also, un-
der section 203(d) (1) (E) of the amend-
ments, the Commissioner concludes that
the provisional listing of FD&C Red No.
4 for these uses should be terminated
because 'such actlon §s necessary to pro-
tect the public health, in that questions
have been raised about the safety of the
color additive when ingested and ihe

‘avnilable data do not permit a determl-

natiun that this use i{s safe. Published
elsewhere in this issue of the FroeraL
REGISTER is a notice denying the portion
of the petition proposing to list FD&C
Red No. 4 for use in maraschino cherries

"and jngested drugs. The safely of FD&C

Red No, 4 in externally applied drugs and
cosmeties has been demonsirated and a
regulation listing the color additive for
those uses is published eisewhere in this
issue of the FEDERAT. RECISTER.

All certificates heretofore issued for

batches of FDLC Red No, 4 for use in’

maraschino cherries and ingested drugs
are heredby cancelled, effective Septem-
ber 23, 1978. After Septembher 23, 1976,
adding FD&C Red No. 4 to ahy food or

ingested drug will cause such product.

to be adulterated within the meaning of
ihe Federal Food, Drug, and Cosmetic

Act {21 U.B.C. 301 et seq.) and sub-

JIRAK

ject to regulatory asction. This prohili-
tion applies to the use of straight coks:.
lakes, mixtures of FD&C Red No. 4 or
its lakes with other colors, and mixturcs
of stralght colors and lakes with ingruli-
ents functlioning only as diluents, The
Commissioner concludes that the pro-
tection of the public health does nat re-
quire the recull from the market of nur-
aschino cherries and ingested druzs
containing the color additive, or the
destructlon of foods or drugs in prepari-
‘tion to which the color additive lias al-
ready been added. . .

Msan-yacturers of new drugs and new.
animal drugs (including certifiable anu-
biotics for antmal uee) that are fungested
and contain FD&C Red No. ¢« may cither
delete the color additive or substitute
different color in accordance with the
provisions of §314.8(d)(3) and (¢ or
§ 514.8(d) (3) and (¢), &s appropifate 21
CFR 3.4.8(d) (3) angd (e¢), and S514.2+a
(3) and (e) ). The applicant shall subm:t
data providing the new composition wnd
showing that the change in composition
does not interfere with any assay or
other control procedures used in manu-
facturiLg the drug, or that the assay and

control procedures have been revised to
.make them adcouate, Also, the appli-
- cant shall submit data available to ¢~
tablish the stability of the revicd
formulation or, if the data are too limitad
- to support a conclusion that the drug will
retain its declared potency for a rensen.
able marketing perjod, a commitmeni te.
test the stability of marketed batlches il
reasonable intervals, to submit the ¢t
as they become available, and 1o resail
from the market any batch found to faull
outside the approved specifications for
thedrug. . .

The Commissioner is gwnre that sij-
plies ol alternative color additives iy
be diflicult to obtain imiaediately. Cou-
sequently, food and drug labeling stat-
ing that the product contains ~artitic:ni
color” because of the prior inclusion «f
FDLC Red No. 4 may conunie to
used with the uncolored product du
the time necessary {o obiain suppli
alternative color ingredients or
the current supplies of laheling are 1.
whichever occurs first, .

The Commissioner has earcfully ¢ea.-
sidered the environmental eflcets of “thi-
action and bermure. the nction will 1.
sianificantly affect the quality of 1.«
human environment. has concluded ti.:
an environmental impac: statemett :-
not required. A copy of the FDA i
vironmental nssessment, topether vl
copies of the other documents -
tioned above. are-on file with the 13«
ing Clerk., Food and Drug Admine
tion, Rm. 4=65, 5600 Fiskiers Lane, B, -
ville, MD 20852, Because thls actio:, .
final (not proposed), an Inflatien -
pact evaluation Is not requircd by Zxe- ..
tive Order 11821 (3A CFR, 1975 Cv. -
pilation, p. 203). ’ .

Therefore, under the transitional ;.-
visions of the Color Additive Ame. -
ments of 1960 (Title I, Fub. L. £6-¢
74 Stat. 404407 (21 TU.SC. 376 10!
and under autlliority delegated to -
Commiestoner (21 CFR 5.1} (reewi’!

SCC
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tion published in the FEpeEraL REGISTER
of June 15, 1978 (41 FR 24262)), Part 8

j of Chapter I of Title 21 of the Code of
Federal Regulatlon.s 13 amended as fol-
lows:

‘1. In'§ 8.501, the entry tormcm

No. 4 in the table In paragraph (a) 15~

. revised in the "Rstr!ctions" column {re-

"RULES AND REGULATIONS

flecting In the “Closing date™ column the
Commissioner's
under Docket No. T5N-0385 elsewhere
in this issue) to read as follows: -

§8501" P:onnoual listy o[ color udda-

Closing dats -~ .

Dmgnudmluomn

.. e £ il A, SR S AT
J : ,,"i\.,..;n.. CgtE derve t
. . - ' . .
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F.D, & C; red 'No. Y (laa. um ot 'Lb!.l wonan ,_.~,.---.--...... Dec. 1, mc.«nnul For oolocing ut«mﬂy
S chaptec)s . R lp-m

L8 hew ¢ dalo
& i .

-

. - .-

Py

4t Lakos anly,® v, %755vc0r
..;"‘.'_.,_'_._...,.’A SR

2. In 18.502 the flush parsgraph ap-
. pesrxng after ' paragraph {d)(3), con-
. ' cermnzFD&CRedNoiisrevlsedto
Tead as follows: .

- .ty
~ et
.

< ings of eolor additives.

g

- )

L .L L S
(d) e . - '!' - .
(3) ‘e & eI .

-

- -~

\a'l

.

'I'ha Commlsstonu‘ of Food and Drugs has
"« concluded that available data do nok per-
mit the establishment of a safe level of
use of this color additive in food, Ingested
drugs and ingested cosmetics. In order
to profect the public heslth, the Com-
missioner hereby terminates the provi-
slonal listing of FD&C Red No. 4 for use

L Smer et e m————

. in food and ingested drugs. The Com- ~

missioner has previously terminated the
provisional listing of FD&C Red No. 4
for use In Ingested cosmetics. Section
9.63 of this chapter is retained {n Part
9 to permit the use of lakes of FD&C
Red No. 4 in externauy applied drugs
a.nd cosmeum

.3 .
L 's 8.503° (Amcnded]

" 3.In § 8.503, paragraph (c) s revoked.
*+ 4. In § 8510, paragraph (c) is revised
toread as follows.

§ 8.510 [Canccllution of certificutes.

-

K Q - - -

v 18 e 1 e —— ¢ o S -

vt

- - - - -
* {c) Certiflcates Issued for FD&C Red
--No, 4 and all mixtures contalning this
color additive are cancelled and have no
eflect ‘after September 23, 1976 insofar
as food, ingested drugs, and Ingested cos-
metics are concerned, and use of this
color additive in the manufacture of food,
ingested drugs. and ingested cosmetics
Lo after this date will result in aduiteration.
‘The certificates shall continue in eflect
for the use of FD&C Red No. 4 in exter~
nally applied drugs and cosmetics. The
Commissioner finds, on the basis of the
sclentific evidence before him that no
. - action has to be taken to remove from the
market food, ingested drugs and ingested
‘tosmetlics containing the color additive.

-

P LI -5 ¥ NP
. .

” Notice and public procedure are not
.hecessary prerequisites to the promuiga-
-.tHan rof this order because section 203

(@) {2) of Pub. L. 86-518 so provides.

- st emet o

e nna

.

"8 8‘802 Termiaation of pmvulnml fist- . -

FEDERAL REGISTER, VOL. 41
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Eﬂecuve date: These rezulatlons shau
he effective September 23, 1976. .

(T1tle I, Pub. L. 86818, T4 Stat. 404407 (:1
U8.C. 378 nosve).)

‘Dated: Senbcmbet 17, 1976.

« 7 BHERWIN Gluunmx.
AN Actinu Commissioner
- - i.4 of Food and Drugs.

!?R Doc. 1s-mn Fllod 9-22-76;8:45 unI

tDocket No, T6N-0ae67]
‘ PART_ 8—COLOR ADDITIVES
" PART 9—COLOR CERTIFICATION

Listing of FD&C Red No. 4 for Use in
Externally Applied Drugs and Cosmetics

‘The Food and Drug Administration
(FDA} s “permanently” listing FD&C
Red No. 4 for use in externally applied
drugs and cosmetics, effective October
217, 1976. Objections to this order may be
filed by adversely affected persons by
October 26, 1976, Elsewhere In this issue
of the Feprral Recrsyzz the Commis-
sioner of Food and Drugs is {suing regu-
lations terminating the provisfonal list-
ing of FD&C Red No, 4 for use in mara-
schino cherries and ingested drugs and
denying that portion of the petition scek-
ing “permanent” listing of the color ad-
ditive for those twp uses.

A notice published in the FEpEaarL REc-
1sTER of Novembey 20, 1968 (33 FR 17205)
stated that a petition (CAP 61) -for the
“permanent’ listing of ¥D&C Red No. 4
as & color additive for use in maraschino

extension - published -

ditions set forth below for use in coloring
externally applied drugs and cosmetica
and that certification is necessary for tho
protection of the public health. Thts
order “permanently” lists FD&C Red No.
4 for use in externally applied drugs and
cosmetlics under ndw §§ 84103 and 87163
(21 CFR 8.4103 and 8.7163). The provi-
sfonal listing of FD&C Red No. 4 for use
in externally applied drugs and cosmetics
under §8501(a) (21 CFR 8.501<a)).
which {s extended $o December 31, 1975
by regulation published elsewhere in this -
issue of the Frepzaar RECISTER under
Docket No. 76N-0365, will be deleted
when this order becomes effective on
October 27, 1876, unless this-order 15
stayed by the timely filing of objections,
in which case the provisfonal listing will
continue until December 31, 1976 unless
terminated or extended bv rerulation.

* This order does not Mst FD&C Red No. 4
for use in Inkes as requested in the peti-
tion. The Commissioner notes that pro-
posed regulations related to the use ot
color additives in lakes were published In
the FEDERAL RecistIn of May 11, 1965 (30
FR 6490). The Commissioner advises
that new proposed regulations governing
the use of color additives in lakes will,
be published !n the Feprrar REGISTER In
the near future and concludes that the
listing of colors for use in lakes can best
be implemented by general regulatlons.
FDLC Red No, 4 will, therefore, continue
to be approved for use in lakes for coloc~

. ing externally applied drugs and cosmet-~

fcs under the general provisiona) listmg
for “Lakes (FD&C)™ under §8501¢q:
(21 CFR 8.501(a}).

This order establishes specifjcations
for the certification of batches of FDLC

. Red7No. 4 which’ are more restrictive

than those currently prescribed under
$9.63 (21 CFR 9.63). Additionally, the
identity of the color has been revised to
be consistent with current chemical no-
menciature. The identily nomenclaturc
and the specifications currently pxe-
seribed in § 9.63 become obsolete ugan
the effective date of new £8.4102 nud
$8.7163. Hawever, it is necessary Lo
maintain § 9.63 to provide for the w.e of
the color additive In lakes. Accordinuly,
§ 9.63 is revised to reference the fdentity
nomenclature and specifications pre-

_ scribed by §8.4103,

cherries, ingested drugs, and externally -

applied drugs and cosmetics had been .

filed by the Tollet Goods Association, Ine,
(now the Cosmetic, Tolletry and Fra-
grance Ascociation, 1133 15th Bt., NW.,,
Washington. D.C. 20005 : the Pharma-
ceutical Manufacturers Assoclation (1155
15th St., NW., Washington, D.C. 20005) ;
and the Certified Color Industry Com-
mitiee (now the Certified Color Manu-
facturers Association, 908 1Tth St., NW.,
Washington, D.C,.20008), ¢/0 Hazielon
Laboratories, Inc.,, PO Box 30. Falls
Church, VA 22046, The petition was niled
pursuant to section 706 of the Federal
Food, Drug, and Cosmetic Act (21 U.Ss.C.
376).

The Commlssioner has evafuated the

data in the petition and- concludes that clscwhere in this issue of the 1’":-

FD&C Red No. 4 is safe under the con-

« NO, 186—THURSDAY, SEPTEMPER 23

Therefore, under provisions of the

.Federal Food, Drug, and Cosmetllc Act

(sec. 706 (b}, (), and (d), 74 Stal. 379-
403 (21 U.S.C. 376 tb). (¢}, (d) ) ) ; under
the transitional provislons of the Color
Additive Amendments of 1960 {Pub. L.
§6-618, Title 11, 74 Stat. 40467 ‘21
U.S.C. 376 note) ) ; and under authority
delesated Lo the Commissloner «21 ¢ 'P.
5.1) (recodifeation published in thed @

FRAL TREcistrr of June 15, 1975 (it &It
242¢21), Parts 8 and 9 of Chugder 1 wf
Title 21 of (he Code of Federal Lic. .a-
tions arc amended as (ollous: )

1, Part 8 is amended:

$§2.301  (Ancended}

a. In paragraph () of § 8501 o
sional lists of color additives (as ame

» i-

rEcistEr under Docket Ne. TCN-C.vid,

L1976

sce
1~00724
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‘the entry for FD&C Red No. 4 for usée °

in extamalb‘a.ppued drugs and cosmetics
is deleted:

" b.In §8502, the flush pmmph ap-
- pearing- after paragraph (d)(3),

con-
- cerninz?D&CRedNo.i.hreﬂse(tto -
- ruduiouowa .
§ 8.502 Tornmination of provisional list-
ln‘notcohtnddmvu.
. .. - . L
(@ * **” - -
(3).%0 2

- The c::mmlslonu' of Food md

+ — has concluded that available data do not

permit the establishment of a safe level
« - of use of thiz color additive in food, n-
gested drugs and ingested cosmetlcs, In
-order t0 protect.the public health, the
Commissioner hereby terminates the
* provisional listing of ¥D&C Red -No. 4
* for use in food and ingested drugs. The
. ' Commissioner has previously terminated
the provislopal listing of FD&C Red No.
. 4 for use In ingested cosmetics. FD&C
*, Red No. 4 is listed for use in externally
’ spplied drugs and cosmetics by §§ 8.4103
. and’ 8.7163, respectively. Sectlon $.63 of
* this chapter is retained in Part 9 {0 per-
.- ‘mit ths use of lakes of FD&LC Red No. 4
in ne;‘texnally applled druss and cos-
me = .

ST
’ c.Braddinz to Subpt.rt E new § 84103
tora.duzollows.

§ 84103 ° FD&C Red Now 4.

W . 7 (@) Identity. (1) The color additive
.’ FD&C Red No. 4 is-principally the di-

sodium salt of 3-[(2,4-dimethyl-5-sulfo-

phenyl) azo) A-bsdroxx-l-naphthuene-

. sulfonic acid. .

. " (1) Color additive mixtures for use in
externally applied drugzs made with
FDLC Red No. 4 may contain only those
diluents that are suitable and that sre

_ listed imr Subpart P of this part for usa
in color additive mixtures for coloring

appliec drugs.
(b) Specifications, FD&C Red No. 4
shall conform to the following specifica-
tions and shall be free from impurities

- = other than those named to the extent

that such’ mpurities may be avo!ded by
good’ manufecturing practice:

Sum of volatila wmatter {at" 135* C) aond
. chiorides and sulfates (calculated as so-
* dium salta), not more than 13 percent.

Wntet-tn:olubh matter, not more than 02

. b-Amino-2.4-dimethyl - 1 - benzenesulfoinle
-.cid. sodium. salt, not more than 0.2 per-
-"eent, -
= ‘-H:dmxxl-l-mphun!easulronlc acld, so-
P dium ealt, not more than 0.2 percent.
Subsidiary ‘colors, not mors than 2 percent,
Lead (as Pb), not moro than 10 parts per’

milllon.
". Arsenlc (a8 A3}, not more than 3 parcts pcr
& million.
3¢ Mereury (a8 Hg), not more than 1 part per
‘3' .° mllllon,

o Toul color, not Jess than 87 percent.

’, (c). Uses and restrictions. FD&C Red
~.7 No. 4 may be safely used In externally
: . applled drugs {n amounts consistent with

good manufacmrinz pmt!ce

_ROLES: AND’ REGULMIONS

(D I:abe!inq. 'rhe Iabel of the color
additive ‘and any - mixtures prepared

therefrom Intended solely or {n part for
coloring purposes I conform tof the
requirements of § 8332, -

(e) Certification. ALl batches of FD&C
Red No. 4 shall be certified In accordance
with reg'ulntbm in- Snbpart A o! this
part,

d. By ;dd.lnztosubpa.rtd-new § 8.7163
1o read as follows:

§ 8.7163 FD&C Red No.4.

(a) Identity and specmcattom The

‘color agdditive FD&C Red No. 4 shall con-
form in identity and specifications to the
‘requirements-of § 8.4103(a) (1) and (b),

(b) Uses and restrictions. FD&C Red
No. 4 mey be safely used for coloring
externally applied ‘cosmetics in amounts
consistent’ viuz zood mmufsctuxmg
.practice. © -

(c) Lnbelbta The label of the color
additive shall conform to- the require~
ment.s of § 831,

* {d) Ceritfication. All-butdlu of FD&C

Red No. 4 shall be certified in accord- -

ance- with regulstions in Subpart A ot
- this part. -

2.Pm9hamendedbymlslnz !9.83
to read as follows: .

_§9.63 FD&CReJNo.L

The color sdditive’ ¥D&C Red No, 4
shall conform in identity and specifica-
tions to the requirements of § 8.4¥03(a)
* (1) and (b) of this chapter, FD&C Red
No. 4 Is restricled to use in externally
apnlied drugs and cosmetics.

Any person who will be adversely af-
fected by the foregoing order may at any
time on or before October 28, 1876 file

Lane, Rockville, MD 20852, written oh-
Jections thereto. Objections shall show
wherein the person fling will be adversely
aflected by the order, srecify with par-

grounds for the ohfections. Objections
£hall be flled In accordance with the re-

quirements of § 8.19 (21 CFR 8.19). If a-

hearing is requested, the objections shall

state the issues for the hearing, shall be .

supported by grounds factually and legal-
1y sufficlent to justify the relief sought,
and shall include a detalled description
and analvsis of the factual information
intended to be presented in support of the
objections in the event that a hearing is
held. Five copies of all documents shall be
flled and should be-identified with the
Hearing Clerk docket number found in
brackets In the heading of this order. Re-
ceived objections may be seen in the
above office during working hours, Mon-
day through Fridey. °

This order shall beconie effective Octo-
ber 27, 1976, except as ta any provisions

- that may be stayed by the flling of proper

objections. Notice of the Aling of objec~
tlons or lack thereof will be announced
by publication in the Frperar RECISTIR.
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{Sec. 706 (b), (o), (d). T4 Stat. 39603 (21
TS.C. 376 (b), (c). and’ (d} )] Title I, Pub.
L. 86-018, 74 Stat. 404~407 !21 TAC, 376
nota).). - -

Dl-t:d' September 17' 1978.

Smwnr GARDINER,
Acting Commissioner -
* of Food and Drugs,
[PR Doc-73-37810 Flied $-23-76:8:45 am]

" [Docket Na. 76N-0385]
PART 8~COLOR ADDITIVES

Yerr limtxon of Provislonal Ustmg for
Color Additives

The Faod and Drug Adminlstrauon
(FDA) is terminating the provisional list-
ing, and hence the approval, of alwmi-
num stearate, bentonite, calcium silicate,
calcium stearate, gold, kaolin, Mthium
stearat , magnesium aluminum silicate,
magnesium steardte. and zinc stearate
for use as color additives. in cosmetics,
effective October 26, 1976,

Section 8501 (21 'CFR 8.501) of the
color additive regulations designates
those ¢ dor sdditives that are provision-
ally listed, pursuant to section 203(b) of
the transitional provisions of the Color

. Additive Amendments of 1960 (Title IT,

Pub. L. 86-618, 74 Stal 404407 (21
T.8.C. 376 note)), on an interim basis

- pending completion of scientific investi-

gations needed for determinations as to
“permanent” listing In accordance with
section 706 of the Federal Food, Drug,

. and Cosmetin Ar* (zec. 706, 74 Btat. 399~

403 (21 US.C.378)). =

A notice published In the Frozrar Rec-
rsTER Of August 6, 1973 (38 FR 21200),
stated’ that petitions- (CAP 80001’1
8C0078. and -9C0094) for the “perma-
nent” listing of aluminum stearate, ben-
tonite, caleium silicate, calclum stearate,
kaolin, lithium stearate, magnesium alu-
minum silicate, magnesium stearate, and
zinc stearate had been filed by the Cos-
metic, Tofletry and Fragrance Associa-
tion, Inc. (CFTA), 1133 15th St., NW,,
Washington, DC 20005, c/o0 Hazleton
Laboratories, Inc, P.O. Box 30, Falls
Church, VA 22045. The peiition was filed
pursuant to section 706 _of the act. Pro-
visional listing for these nine substances
has been continued pending completion

- of the evaluation of available data to de-

termine whether the substances should
be “permanently’ listed,

On August 9, 1978, CTFA wrote to FDA
requesting that the color additive peti-
tions for these nins substances be with-
drawn without prejudice to future fi'ing. |
Published elsewhere in this lzsue of the
FepERAL RECISTER is 8 notice announ-irg
the withdrawal of the pelitions. ‘The
Commissioner is termiinating tlie siro-
visional listing of Lhese nine substaics
for use azs color additives in cosmcties,
efTective October 26, 1976, becau ¢ there
are no pending color additive peuLim.s or
progress reports for them as required by
§ 8.501.

In its letter requesting wi!hdnual of
the petitions, CTFA stated that a suivey
disclosed that none of its member firms



ass6 - -

wero using any of the nine substances

" covered by its three petitions for coloring
costnetics, although certain of the sub-

stances are used in cosmetics for non-

-.- coloring purposes. However, CITA ad~

vised that {ts survey was limited to its

- members’ practices and did not cover

those of the entire cosmetic Industry. The
Commilssioner is not aware of any person
" who is currently coloring cosmetics with
any of the nine substances covered by the

CTPA petitions. However, because of the

possibility: that some cosmetic manufac-

_turers are using one of moxe of the nine
‘suhstances, to color their products and

because there are no questions of safety
- regarding thelr usa, the Commissioner is

“making’ the termination of the pro-

wisfonal list for the nine substances effec-
{ive October 26, 1975, This 30-day period
will .permit both an orderly change in
any. cosmetic formulations that contain
. any of the nine suhstances as color addi-
tives and time for any interested person
to submit a color additive petition :[or any
of the nine substances.-
Gold, the 10th substance thaf. is the
subject of this regulation, was provision-
. ally lsted for use as a color additive in
cosmetlcs,-and appearad on the go-called
“Harvey list” of color additives, published
iri the Frorrar Rrcrstez of October 8,
1974 (39 FR 38126). That notice stated
that provisional listing would continue
for those “Harvey list” color additives for
which color adgditive petitions or progress
reports were submitted by December 31,
1974. A progress report on gold was sub-

° mitted and the closing date for the pro-

visicnal lsting of gold, as well as those
for other provisionally listed color addi~

- tives, was postponed until, December 31,

1975, by regulation published In the ¥ro-
ERAL RECISIER oI April 4, 1975 (40 FR.
15087y, - .

No color add.it.lve peution for gold or

" progress report under §8.501 was sub-

mitted by'-the postponed closing date,
. December-al, 1975. However, turough in-
“advertence, the closing date for the pro-
vislonal l.lstlnx of .gold was postponed
along with those of the other provision-

" ally listed ‘color addltives by regulation

published in the FroesaL RECISTER- 0f
January 3, 1976 (41 FR 754}, The Com-
missioner is terminating the provisional
listing for gold for use as a color additive
in cosmetics in this reguwlation becatuse
no color additive petition or progress re-

rt has béen submitted as required by
§ 8.501. Furthermore, the Commissioner

- i3 not aware of any person who is cur-

rently coloring cosmetics with gold. The
termination is, however, being made
effective October 28, 1976, to permit both
an orderly change in any cosmetic for-
mulations that contain gold as & color
additive and time for any interested per-
son to submit & color additive petition for
gold. -

After October 26, 1976, adding alu-
minum stearate, bentonite, calciun sfli-
cate, calcium stearate, gold, kaolin, ¥ith-
fum stearate, magnesium aluminum
silicate, magnesium stearate, end zine
stearate to any cosmetic for use as a color
additive will cause such product to be
adulterated within the meaning of the

_-RULES AND, REGULATIONS |

.-Federal Food, Drug, and Cosmetic Act

and sublect {0 regulatory asction. The
-Commissioner concludes that the protec-
tion of the public health does not requirs
‘the recall from the market of cosmetics,
if any, containing-any of the 10 sub-
stences for use as color additives, or the
destruction of products in preparation to
which any ot the 10 suhstance.s have
already heen added.

Nothing in this action precludes the
Comiunissloner from determining that any
‘of the 10 substances that are the subject
of this regulation is in use to color cos-

metics, ang is, therefore, a color additive ~

‘under section 706 of the act. The Com-

missioner expressly reserves the right in -
‘such an Instance to require the prompt

submission of a color additive petition for
the substance, or to require that its use
“be terminated, or to take any other reg-

" ulatory action, including court en:orce—

ment action, deemed appropriate.

. Inits August 9, 1076 lotter withdrawing
its three color additive petitions for the
- nine substances, CYFA requested that the
use of cosmetic labeling listing any of the
substances as colory-additives in sec-
cordarce with £ 701.3 (21 CFR 701.3) be

permitted for 1 year so that existing.

stocks of Iabeling may be depleted. The
Commissioner concludes that this re-
quest is reasonable. Consequently, cos-
metic labeling listing any of the 10 sub-
stances that are the sublect of this reg-
‘ulatign as color additives, may continue
to be used untll current supplies are ex-
hausted, or untll September 23, 1976,
whichever occurs first,
. The Commissioner has reviewed this
regulation pursuant to Part 6 (21 CFR
Part &) and concludes that it will not
significantly affect the quelity of the hu-
mean environment. Because this action is
final—hot proposed—an inflation impact
evaluation i¢ not required by Executive
Order 11821 (3A' CFR, 1975 Compllation,
P. 203). Copies of the documents men-
‘tioned above are on file with the Hearing
Clerk, Food and Drug Administration,
Rm. 4-65, 5600 Fishers Lane, Rockville,
MD 20852,
. Therefore, under the transitlonal pro-
visions accompanying the Color Additive
Amendments of 195040 the Federal Food,

Drug, and Cosmetic Act (Title IY, Pub. L.

B6-618, T4 Stat. 404407 (21 US.C. 376

_note)) and under authority delegated to

the Commissioner (21 CFR 5.1) (recodi-
fication published in the FEDERAL REG~
1sTER of June 15, 1976 (41 FR 24262)),
Part 8 of Chapter I of Tille 21 of the
Code of Federal Reg'ulations is amended
as follows:

§8.501 {Anmended] .

Inparagraph (g) of § 8.501 Provisional
lists of color additives, the entries for
aluminum stearate, bentonite, calcium
silicate, caleiwm stearate, gold, kaolin,
lithium stearate, magnesium aluminum
silicate, magnesium stearate, and zinc¢
stearate are deleted.

Notice and publlc procedure are not
necessary prerequisites to the promulga-
tion of this order because section 203(d)
(2) of Pub, L. 86-618 s provides.

-~
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Effective dabo These regulations shall
become effective October 26, 197s.
('Iit.le 1T, Pub. L. 88-518, 'M Stat. 404407 (21
“U.5.0. 376 note).)

',.‘ Dated: September 17, 1916
: SHERWIN Guum:u,
Acting Commissioner
of Food and Drugs.

[FR Doc.T6-27822 Piled 9-22-76;8:45 am]

[Docket No. 76N-0365]
PART 8-~-COLOR ADDITIVES
Subpart— ’rovisional Regulations
- Postponement of Closing Dates

+ The Commissioner of Food and Drugs.
on his own initiative, is postponing the
closing date for the use of 72 provisionally
listed color additives unill December 31,
1976. The Comissioner is also post-
poning the closing-date for the provi-
slonal listing of FD&C Red No. 4 for ex-
ternal-drug and cosmetic use untli De-
cember 31, 1976, or untli the regulation

listing the color adgitive -for these uses,:

published else’ there in this issue of the
FepErAL RECISTEX, becomes effective,

whichever. comes first. This order be-

comes effective September 23, 1976,

Under™Title II of the Color Additive
Amendments - of 1960 (sec. 203(a)(2),
Pub. L, 86-618, 74 Stat, 404 (21 US.C.
376 note)) and under authority dele-
gated to him (21 CFR 5.1), the Com-
missjoner is authorized to postpone the
closing date of a provisiona) )isting of a
color additive on his own initiative or
upon the application of an intercsied
person. Bectlon 203(d) (1) of Title I{ re-
quires promulgation, insofar as practi-
cal, of a current listing of color additives
and the particular uses thereof desmed
provisionally listed.

The current closing date, September
30, 1976, established by a regulation pub-
lished in the FroeraL REcisTER of Janu-
ary 5. 1976 (41 FR 754), was based upon
the Commissioner’s conclusion that post-
ponement until September 30, 1976, was
consistent with the objective of carrying
to completion, in good faith and as soon
&s reasonably practicable, the scientific
investigations necessary for making a da-
termination as to listing these color ad-
aditives under section 706 of the Federal
Food, Drug. and Cosmetic Act (21 US.C.
376). The Commissioner also advised that
a final determination on the listing under
section 706 of many of the prorisionally
listed color additives was expected to bie
completert before September 30, 187(.
and that, if appropriate, further post-

ponements of the closing date wowld he .

made for provisionally listed colors for
which fina) determinations were not pos-
sible,

Puhlished elsewhere in this iswue of thie
FEDERAL REGISTER are documents:

1. Terminating the provisional listine
for FD&C Red No. 4 for use in maras. hine
cherries and ingested drugs:

2. Listing in FD&C Red No. 4 {or use i}
externally applied drugs and cosmetics:

. 1974

sCC
1-0026

. meds
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« 3. Denying the portion of the petition

.color” additives, The preamble to that
".proposal sets forth the Commissioner’s .
tentative: conclusions with respect to
. *listing or listing for each of
. these color additives and a precise time-
-+ {able for sccoruplishing the various ac-
- tions described. .

e

. " Nothing in this action affects the Com-~ -
.missioney’s authority under the transi-
tiopal provisions of the Color Additive
Amendments of 1960 ta terminate & clos~
ing date, terminate s listing, or impose
‘pestrictions with respect io a specific

. .color additive on the provisjonal Ust.

‘~ ‘The postponement of the closing date
until December 31, 1976, accomplished
by this regulation, is necessary to provide:
a brief period within which to prepare
orders for those-colors identified in the”
proposal ms suitable for listing and to
aflord the public an opporiunity to com-
ment on the actions proposed to be taken
‘with respect to the remaining provi-’
slonally listed color additives. Because of

. the of tima until the Septem-
ber 30, 1876, closing date, the Commis-

‘alomer concludes that notice and public

. -procedure on .this regulation are im-

practicable and contrary to the public
_ tnterest and that good cause exists for
issuing this postpanement as & final
order. The regulation, to be effective Sep-
_tember 23, 19786, will permit the uninter-
.Tupted use of the affected color additives.,
sTherefare, -in accordance with 5§ US.C,
.553(h (B), and (d) (1), and (3), this
' .postponement is issued as & final regula~-
tion and is.being made effective on Sep-

" tember 23, 1976. A 60~day comment

period is being provided on the proposed

.regulation related to the 72 provisionally

listed calor additives published elsewhere
in this issues of the Pepzaas, RZGISTER.
+ Therefore, under the transitional pro-

« visions atcompanying the Color Additive

Amendments of 1960 to the Federal Food,

: Drug, and Cosmetic Act (sec. 203(a) (2},

~ < Q3 (1), Title II, Pub. L. §6-618; 74 Stat.

- 404-405 (21 U.5.C. 376 note) ) and under
. authority delegated to the Commis-

sloner, (21 CFR 5.1) (recodification pub-

Jished in the FroEraL REGISTER of June 15,

© 1976 (41 FR 24262)), Part 8 {s amended

-as followas © . R
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"2 §3.501 ° [Amended]

. In § 8501 Provisional lists of color ad-
.. ditives, -the closing dales for the color
37 additives listed In paragraphs (a), (b),

% €), (1), and (gF are chenged to read
.“December 31, 1976."

o
r-
H
4

~

v

N

-

-, Dated: September 17, 1976.

X to list FDLC Red No. 4 for use in mara- .
3 " schino cherries and ingested drugs;
i - T 4. Tenminating the provisional listing -
v~ . of-carbon black for use in food,. drugs,
£ vand cosmetics; - )
®. 7 5. Denying the petitlon to st carbon
7. - “black for use in food, drugs, and cos-
N N c s -
L : 6, Terminating the provisional Usting
%’ '« ~of 10 substances faor use as color additives
Fa Jncosmeties. - - -7 NS
3+~ 7. Also published in'this issue of the
s~ Froesat, REGSTIR ir a proposal to post-
- . i pone further the closing date for the use -
lg;-‘, * 7of certain of these T2 provisionally Mated

‘color

‘£RAL RECISTER of

- " RULES AND REGULATIONS

" Effective date: This ordersball become

effective Septembera3, 1976..- -

(Bea. 303{s} (2}, (d}(X), Pub. L850
Stat. 406405 (21 US.0, 370 note).)

e

. ' ' SuERWIN GARDNER,
©* _Acting Commissioner,
T Food and Drugs.

‘(¥R Doc.76-27823 Filed 9-23-76;8:45 am)

Y
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* {Docket No. T6N-0376] .
. "= PART HOLOR ADDI(TIVES
;. Termination of Provisional Listing of
.- ... CarbonBlack ..
Administration
the provisional

Pood and Drug
o ‘terminating

{ood,
September 23, 197
in this issue of the FroERAL RECISTER is
notice denying the petition to “perma-
nently” list carbon black (ali-gas chan-
net black), for use In food, drugs,

cosmetics. : :
Section 8.501. (21 CFR. 8.501> of the
B et see proviion:
or additives e

meww under section 203(b) of the
transitional provisions of the Color Ad-
ditive Amendments of 1960 (Title II,
Pyb. L. 86-618, 74 Stat 404407 (21 US.C.
376 note) ), ot u';:‘ !nterlmun &n‘\.’sgﬁmdm:m

T I

completion of scien Y et

tion 706 of the

Cosmetic Act (sec. 706, T4 Stat. 399-403
376)).

uUs.e.

3 color adadltive carbon black (all-

black) was used conmuner-:
food, drugs, and cosmetics prior
to enactment of the Color Additive
Amendments of 1950, Accordingly, under
section 203(b) (2} of the transitional
provisions of the amendments, carbon
black (all-gas chamnel black) was
deemed provisionally listed for use in
food, drugs, and cosmetics on July 12,
1960. Carbon blsck (ali-gas channel
biack) sppeared ou the provisional st
{or use in food and cosm:gc‘sn w&? g:r.
e o Yy r 12, 1960 (25
FR 9759) . The use ol carbon black (all-
gas channel black) In drugs was provi-
sionally listed: when the list was first
amended by notice published in the Fro-
£rAL RecisTER of August 18, 1961 (256 FR*
75178). - :

Under section 706 of the act, as revised
by the Color Additive Amendments of.
1860, a color additive may be approved
only if data establish that it is safe under

clally in

‘jts permitied conditlons of use. However,

the transitional provisions of those

- amendments provide for provisional list~

ing of color additives in use in 1960 for
a period of time. necessary to combplete
the scientific investigations needed to es-
tablish their safety. In accordance with
this procedure, carbont black -(all-gas
channel black) has been pravisionally
listed sincs 1960 and {s currently provi-
slonally listed for use in food, drugs, and
cosmetics,

-
—
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Carbony black s defined in the “En
cyclopedia of Industrial Chemical Analy
815’ aF “the generic ferm for s “wid.
variety ‘of finely divided carbomaceou
pigments produced by the pyrolysis o

-hydrocarbon gases or ofls™ (Schubert

Ford, and Lyon, “Ansalysis of Carbm
Black,” In “Encyclopedia of Industrin
Chemical Analyzis™ 8:1T74-243 (1963)).
‘There are five basic typesof carbon blacl.
that are classified according to the source

- of raw meierials errmethod of manufac-

ture: impfngement or channel carbons,
lam) black, - thermal blacks, acetylene
blac.s, and fumace carbons (ibid.). Of
these five types, only the impingement
or chennel carbon, and more specifically,
that type produced by “using all natural
g2s, has been provisionally listed for use
in food, drugs, and cosmetics. The other
Zour types of carbon blacks, including
those that are made by the impingement
or channel process using natural gas that
i3 ofl-enriched, have never been and are
not now provislonally listed, .
Concern about the safely of carbon
black (all-gas channel black):in food,
drugs, and cosmetics stems from the
possibility that extractable polynuclear
aromntic hydrocsrbons (PNA’s) may be
present in the color. The PNA's, which
‘sre wlso referred 1o 2s polycyclic aromatic
hydrocarbons, ¢omprise a large family
of chiemicals where two to seven benzene
rings have fused In an angular arrange~
ment {0 form the PNA molecule, The par-
ticular PNA's that have raised the great-
est concern are those containing three to
six benzene rings in .their molecular
structure, Some of these particuiar
PNA’s, such as 3.4-benzpyrene and 1,2-
benzanthracene, have been demon-
stratsd to be carcinogens. Analysis of
furngce blacks has disclosed the presence

_of 34-benzpyrene and 12-benzanthra-

cene,

As explained more fully below in this
preamble, carbon black produced by the
channel process using all natural gas
appesars least likely of the carbon blacks
to contain extractable PNA's, and toxic-
ity studies on this compound have not
disclosed any adverse effects. The Com-
missioner cannot reasonably conclude,
however, that use -of ‘carbon black (all-
gas chammel black) is sofe unless there

- are adequate data avallable to establish

that the color additive contains no
extractable PNA's. In addition, the Com-
missioner cannot “permanently™ st car-
bon black (zll-gas channel black) n the
absence of data that permiit establish-
ment of specifications, Le.,, precise phvsi-
cal and chemical properties of the color
additive, to ¢l¥erentiate all-gas channel
black from furnace carbeas, lampblack,
thermnl blacks, acetylenc blacks., and
channel blacks manufactured with oil-
enriched natural gas.

The petitioners have previously been
advised by FDA that such data would be
required for “permanent” lsting, Tle
petitioners were also advised thzt the
color additive would, even if ~“perma-
nently” listed, be subject to baitch cer-
tification by FDA. Because samples of the
carbon hlack (all-cas chanmel hlaclk) .
used in the various toxicological tests to
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. blish the safety of the color were not
“avatlable for current analysis, ihe spe-
.cifications for.certification were to in-
sclude physical and chemical properties
-+0f commercially -available carbon black
“{(all-gas channel black) that would dif-
tferentiate it from the other types of cer-
*bon blacks and thus assure that the color
“certifted was identical to the color tested,
‘as well a8 a Tequirement that no’ ex-
‘tractable PNA's be measurable using an
“analytical method of sultable sensitivity.

. In general, PNA's appesr to be present

in carbon blacks as a byproduct of the

~manufacturing process and are probaebly-

_formed during-combustion (. L. Falk
and P, E. Stelner, “The Identification of

" Aromatic Polyeyclic Hydrocarbons in

Carbon Blacks,” Cancer Research, 12:40-
:43, 1952). Btudies on carbon blacks have
indicated that PNA's. are not formed
during the manufacture of the color ad-
ditive unlesc the temperature of pyroly-
sis, Le, the subjection o crganic com-~
‘pounds to very high temperatures in at~
mospheres deficient in oxygen, reaches
. 1100° C.In a review of the available data

" “on carbon blacks submitted with the cole

_.or additive petition for the listing of car-
bon black (all-gas channel black) (CAP
9C0092) ; Jack L., Redomski, M., Profes.
sor of Pharmacology, Unlversity of
Miamt, School of Medicine, Coral Gables,
Florida, noted that carbon black (sll-gay
channel biack) appesrs tc be free of
PNA’'s and speculated that this might be
attributable -to the fact that pyrolysis
wmperatures do not routinely exceed
100* C during the production of the
color additive. -
. ‘The sensitivity of the analytical meth-
ods used in the studies upon which Dr,
Radomski relled is not known; there-
fore, it cannot -be delermined whether
the methods employed were sufficiently
precise to conclude with reasonable cer-
tainty that extmactable PNA's are not in
fact present {n the commercially avali-
able color additive. Based upon their re-
view of the data submitted with the peti-
tion and other pertinent data, FDA sci-
- entists have concluded that the analyt-
ical methods employed in the avaflable
. studies probably were not capable of de-
tecting extrectable PNA's much below
100 parts per million (ppm?). The Com-
- missioner has previously concluded, in a
regulation published in the FEpERAL REG~
IsTER of Beptember 23, 1974 (39 FR
34188) establishing safe conditions of use
{or the food additive citric acid obtained
from Candidg lipolytica under § 121.1259

~ {21 CFR 121.1259), that an analytical

method must be sufficiently sensitive to
detect extractable PNA's to a level of 2
parts per biltion {(ppb). The Commission-
er is not aware of a reliable method for
detecting extractable PNA's in carbon
black {all-gas chanpel black) that issen-
sitive to a level of 2 ppb and, 8s described
below, persistent efflorts to obtain this
required metbhod from the petitioners
have been'unavsailing.

* The agency's conclusions thet existing
data are inadequate to establish specifi-
cations for‘carbon black (all-gas chan-
nel blacky and that an appropriately
sensitive anlytical method to detect

.

FEDERAL REGISTER, VOL 41, NO.-186—THURSDAY, SEPTEMBER 23, 1976

-

RULES AND REGULATIONS

PNA's Is needed have been known since
shortly after the first color additive peti-
tion for carbon black was submitted on
November 8, 1963, The first petition (CAP
9), submitted to FDA by Carl A. Nau,
MDD, Medical Center, University of
Oklshoma, Oklahoma City, Oklahoma,
‘was rejected for ling because it lacked,
inter alia, (1) chemistry data adequale
{0 establish specifications for the color
additive and (2) adequate information
. about the nature of the volatiles present.
Dr. Nau withdrew his petition In a letter
-daed July 11,1966, o ©
. Subsequent to the withdrawal of Dr.
Hau's petition, FDA received letters from
H. Xohnstanm & Co. end from the Tollet
. Goods Association stating their intention
to conduct the studies necessary to sup-
port “permanent” lsting for carbon
‘ black (all-gas channe} black) for use in
food, drugs, and cosmetics. Thereafter,
the types of data required on carbon
biack were discussed at meetings between
FDA and the Tollet Goods Associatlon,
On April 25, 1969, a color additive peti-
tion (CAP 9C0092) was submitted by the
Tollet Goods Assoclation (now the Cos-
metic. Tolletry and Fragrance Asso-
clation, Inc., 1133 15th St. NW., Wash-

. ington, D.C. 20005), the Pharmaceutical

-Manufacturers Assoclation (1155 15th St.
NW.. Washington, D.C. 20005) and the
National Confectioners  Azsociation of
the U.S.. Ine, (1225 19th St. NW., Wash-
ington, D.C. 20038) . ¢/0 Hazleton Labora-
tories, Inc., P.O. Box 30, Falls Church,
Va. 22046, seeking the “permanent” Usi-
ing and certificatian of carben black
(all~-gas channel black) for use in food,
drugs, and cosmetics.
* The Commissioner’s conclusion that
the Tollet Goods Assocliation petition was
. inadeguate because 1t did not contain de-
tails concerning the manufacturing proc-
ess and methods of analysis for the color
additive was conveyed to the petitloners
as early as May 7, 1969. The petitioners
° were also asked during a conference with
FDA on February 10, 1970, to submit In-
formation to the agency concerning the
-gpecifications for carbon black (all-gas
channel black). Again, FDA advised the
petitioners of the need for additional

“data by letter of December 7, 1973. The.

Commissioner has repeatedly sought
from the petitioners data adequale to es-
tablish specifications for carbon black
(all-gas channel black) that would per-
mit him to conclude with reasonable cer-
tainty that the commercially avallable
carbon black (gll-gas channel black) had
beenn manufactured from all-natural
gas using the impingement or channel
process, data demonstrating the absence
of PNA’'s in benzene extraction of carbon
black (all-gas channel black) using an
analytical method sensitive to 2 ppb, and
specifications for permissible levels of
lead and arsenie. °

As noted, data adequate to resolve the
Commissioner’s concerns ahout the safety
of carbon black (all~gas channel black)
have not been provided to FDA, and it

does appear likely that they will soon be -

forthcoming. The Commissioner con-
cludes therefore that continued provi-
sional listing for carbon black (all-gas

-

channel black) for use in'food, drugs, and

- cosmetics 1s Do longer appropriate. -

‘The current closing date for continued
use of carbon black (all-gas channel
black) was postponed to September 30,
1976 by a regulation published in the Fro-~
ZRAL RECISTER Of January 5, 1976 (41 FR -

_754>. That postponement was based on

the assumption that sclentific investiga-
tions in progress would socon provide the
data necessatry to establish specifications
for the color additive and that an analyt-
-ical method to detect extractable'\PNA's
-sensitive to 2 ppb would be developed. Be-
cause it has now become clear that the
necessary data are not available and will
not soon be forthcoming, the Commis~
‘sloner finds that the basls for the post-
ponement no longer exists and hereby
terminates the .postponement of the
closing date for the provisional fisting of
carbon black (all-gas channel biack) for
use in food, drugs, and cosmetics in ac-
cordance with section 203(a)(2) of the
‘transitional.provisions of the Color Add{-
tive Amendments of 1960. Also, under
section 203(AY(1)(E) of the amend-
ments, the Commissioner concludes that
the provisiona’ listing of carbon -black
(all-gas channel black) should be -ter-
minated because such action is necessary
to protect the public health, in that ques- -
tions have been raised about the safety of -
.the color additive and the available data
do not permit a determination of safety.
Publizhed elsewhere in this issue of the
FEDERAL REGISTER is a notice denying the
petition proposing to list “permanently”
carbon black {ail-gas channel black) for
use in food, drugs, and cosmetics,

The provisional listing of carbon black
(all-gasichannel black) is hereby ter-
minated,” effective September 23, 1976.
After September 23, 1976, adding car-
bon black (all-gas channe] black) to any
food, drug, or cosmetic will cause such -
product to be adulterated’ within the
meaning of the Federal Food, Drug, and
Cosmetic Act (21 U.B.C. 301 ¢t seq.) and
subject to regulstory action, This pro-
hibition applies to the use of carbon -
black, mixtures of carbon black with
other colors or their lakes, and such mix-
tures with ingredients functioning only
as diluents. The Commissioner concludes
that the protection of the public health
does not require the recall from the
market of food, drugs, and cosmetics
containing the color additive, or the de-

struction of products in preparation, to °
which the color additive has already been -

added.

This action applies to extemally ap-
plied products as well as to those in-
tended for ingestion, and to pet food and -
animal feed s well as to human food.

Manufacturers ol new drugs and new
animal drugs, including certifiable anti-
biotics for animal use, containing carbon
black (all-gas channel black) may either
.delcte the color additive or substitute a
different color in accordance with the
provisions of § 314.8(d}(3) and (e} or
% 514.8(d) (3} and (e}, &5 appropriate (21
CFR 314.8(d)(3) and e, 5148(d) (3
and (e)), The applicant shall submit
.data providing the new composition and
showing that the change in composi-

SccC

1~-0028

L2 I ST L A DAY

A A et e o 1

D oY



- tion does not interfere with any assay
.or other control procedures used in

manufacturing the'drug, or that the as-.

ssy and other control procedures hsve
¢ o' bﬁeﬂ

"Also, ‘the applicant shall submit data
:available to establish the stablility of the
revised formulation, or if the data are
too limited to support & conclusion that
.the drug .vill rxtain fts de~'ared rotency
for a reasonshle marketing period, a

marketed batches at reasonable inter-
. yals, to. submit the data from such tests

the drug. *

be difficuit to obtaln immediately. Con-
sequently, food and drug labeling stat-
Ing that the product contains “artificial
color” because of the prior Inclusian of
carbon black (ali-gas chann~l blick) may
continue to be used with

tain supplies of glternative color in-
-gredients or until the current supplies of
&sye used, whichever occurs first.

Carbon black (all-gas channel black)
is the subject of food additive regula-
-umm Subpart F of Part 121 (21 CFR
‘Part 121) fof its use in food-contact
articles as a-colorant (e.g., in paragraph
“(b){3) {xxvi) of §121.2514 Resinous and
rolymeric coatings) and as a filler (eg,,
“in vmmph () (4){v) of §121.2562.
Rnbber uuclea -intended for repeated

use) These-uses generally were sup-

* migration of the carbon black from the
-food-contact surface to food. The Com-~

3 ml.ujone.r hu not con:ldered these uses

revised ‘to make thamn ndequate. .

commitment to test the stabllity of ~

The Commlsioner is aware that sup- --
plies of siternative color additives may .

. the uncolored -
- ..product during the time necessary to ob-

porbed by data showing an absence of °
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.of carbon black as part of this action
,but rather intends to include them as

part of & planned review of the avajlable

‘data for the regulated food sdditives.
The Federation of American Sacietles -

for Experimental Bioclogy (FASEB) will

soon be reviewing the available literature ©

concerning the use of carbon in the proc-
essing of food as par? of the ongoing re-

‘view of substances that are generally

recognized as safe (GRAS). Included In
thls review will ' be substances such as

GRAS review of carbon may also involve

" certain apptications of carbon black (all-
gas chaonel black). The Commissioner -

has not considered the use of carhon for

usges other than coloring as part of this-

action. Instead, he concludes that ketion
on the various uses of carbon that are to
be reviewed by PASEB ss part of the
GRAB rcview should awalt the recéipt

..of the final reports of their evaluation,

The Commissioner has carefully éon-

’sidered the environmental effects of this

action and. because the action will not
significantly affect the quality. of the

.human environment, has concluded that
.an environmental impsact’ statement is
_not required: A eopy of the FDA environ-

mental assessment, together with coples
of the other documents mentioned above,
are on file with the Hearing Clerk, Food

and Drug Administratlon, Rm. 4-65, 5600 -
Fishers Lane, Rockville, Md. 20852 Be-.

cauce this action i{s final (not proposed),
an inflation impect evaluation is not re-
quired by E=xecutive Order 11821 (3A

.CFR, 1975 Compflation, p. 203).

Therefore, under the transitional pro-
visions of the Color Additive Amend-
ments of 1962 (Title I Pub, L. 86-618,
14 Stat. 404.407 (21 US.C. 376 note))

.and under tnthority detezated to t.he

.6
charcoal or activated charcoal whose use .
.in food has been considered GRAS. The

=

- 4L

Commissioner {21 CFR 5.1} (recodif.
tion published in the FroezaL Rrcis
of June 15, 1976 {41 FR 24262)), Pa:
of Chapter I of Title 21 of the Code .

Federal Regulations {s amended as 1
lows:

§8.50¢ [Amended)

1. In §8501 Provt:tonal Usts of co.
addiliv=s:

8. Parazraph Ce)- Ls rcvoked :md 1
b. In pmgraphs (74 and (g),theent

.fo1 carbon blnck (prepared by the “in

pirgement” or .*channel” process)
- deleted. -
2. In 18.502 new pmgra.ph )
addedtorcadastollm -
58.502 “Termination of provisional h»
. lng‘ of colar additives.
1 K . - - [

(g} Carbon black {prepared by th.
“impingement® or “channel” process)
‘The COmmlsalonerof Food and Drugs, )

.order to protect the public health, hereb:

terminates the provistopal listing of ear-
bon black (prepared by the “impinge-
ment” or “channel™ process) for use it
food, drugs, and cosmetics.

-Notice and public procedure are nol
necessary prerequisites to the promul-
gation of this order because seciion 203
(d) {2) of.Pub, L. 86 518 z0 proﬂdu.

"Effective date. These rezulations shall
be eflective September 23, 1976.

{Title II, Pub. L, 36-518, 74 Stat. 404407 (22
US.C. 378 note).)

Dated: September 17, 1976.

. ' SHERWIN GARDNER,
-Acting Commissioner
- Food and Drugs.

{FR Doc.76 27824 Piled 0-22-76;8:45 am;
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N DEPARTMENT OF HEALTH
RN 'EDUCAT!DN ‘AND WELFARE
LR e Foodnnd DfugAdmmish'atm
9 [21CFRPart8) |
- {Docket No, T8N-03686]
PROVISIONALLY LISTED COLOR °
ADDITIVES

i

. Propoud Postpanament of Closing Dam

i. . The Commissioner of Food and Drugs,
~on.dts .own Initistlve, is proposing to:

:-postpone the closing date for the use of

-a.cert&!.n'provisionnny listed color additives

- beyond December 31, 1976. The postpore-
zment would be conditioned on the under-
- talkding of appropriate scientific investi-
gations and the submission of data to the
Food and Drug Administration (FDA) on
" a prescribed schedule, Interested persons
~have until November 22, 1978, to subm.lt
somments, - ey -
‘. Under Title IT:of ‘the Color Add.tlva
sAmendments of (1950 - (sec. 1203(a) (2),

~"\Pub.:L ;86-818, 74 Stat. 401 (21 US.C. +
<376 mote)):.and .under authority dele~’
c -gatedato'him, the "Commissyioner is au~

rthorized to postpone .the closing date of

* & provisional-listmg of & color additive
son his:own initiative or upon the appli-
-cation-of.;an “interested person. Sectlon
203¢d) (1) of Title I requires promuige~
tlon, insofar as practicable, of a current
‘Jisting of.color additives and the partic~
“ular uses .therspf deemed. provisionally

. 4" “The closing date, September 30, 1976,

wes . established by a regulation pub-
lished in the Frpexar RecisTER 0f Janu-
ary.5. 1876 (41 FR 754) for 84 provi-
- slonally listed color additives based upon
° the-Commissioner’s conclusion that the
postponement was consistent with the
objective of carrying -to completion, in
. g00d faith and as soon as reasonably
_ practicable, the scientific investigations
. necessary for making a determination ag

%t to dsting these color additives under sec-

tion 706 of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 3767, In the pro-
posal to poestpone the closing dates, pub-
lished in the Frorrat REGisTex of No-
- vember 14, 1975 (40 FR 53039}, the Com-

.- missioner also sdvised that a final deter-

mination on the “permanent™ lsting un-
° der section 708 of the act of many af
the provisionally listed color additives
was expected to be completed before Sep-
. tember 20, 1976. The Commissioner tlso
| stated that, if appropriate, further post-
© ponements would be made for individual
color additives for which final determl-
nations were not possitle,
The Commissioner has postponed the
closing date for the provisional listing of
72 color additives until December 31,

1976. by regulation published elsewhere

in this issue of the FrpraiL RECISTER,
effective September 23, 1976, The brief
postponement is necessaty to allow time
* for puble comment on this proposal, to
prepare notices “permanently” listing 20
of the provisionally listed color addi-
_tives and io provide for the uninter-
. rupted wuse of the remaining color
. additives. .
In accordance with the Commissioner’s
stated intention to make final determl-
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-snations ‘for -many of the provisionally

“, “listéd “color --additives *before Septem-

:ber 30,1876,-the FDA -Bureau-of -Foods
has reviewed each of-the-petitions to Hst
" 'the 84 provi;lonally—listcd color additives
«and other pertinent data. This review in-
svolved ‘evaluation -of 64 -color additive
~ +petitions seeking™ permanent” listing for
-83 provisionally Hsted -color additives.
“The 64 color additive petitions were re-

~viewed ‘in’ accordance -with the-criteria -

‘for “permanent” listing zet forth in sec-
“tion T06(h) (5) (A) of the act. In particu-

%1ar, the Bureau of Foods reviewed avafl- -
able toxicity, chemistry -and usage data

rand reexamined ‘previous evaluations of
Ithese data to determine { safe conditions
“of use for the color -additives could be
testablished for purposes of “permanent”

Hsting under scction 706 of the act. The

vreview also Involved examination of cor-
‘respondence and memoranda -of nieet-

«ings’to-assure ‘that, in-each instance in .

-which a‘color additive petition has pre-
~Yiously been found to contain inadequate
‘or Insufficient-data or in which addi- -
itional ‘data or studies ‘were required to
“resolve uncertainties-about the safety of
‘the color, the petitioners had been sp-
iprised of the deficiencies or uncertain-

“ties. -Coples “of the correspondence and -

-memorands ‘of meetings between FDA
-and the petitioners and their representa-
‘tives, advising them of the need for addi-
ittional data or studies, are-on flle with
“the Hearing Clerk, -Food and Drug Ad- -
+minjstretion, Rm. 4-865, 5600 Fishers
-Lane, Rockville, MIJ 20852,

Final determinations have beesn made
on 12 of the 84 provisionally lsted color
~-additives on the basis of the Bureau of
‘Foods® review of the petitions seeking
“permanent” lIisting for them. The 12
‘colors and the action taken—wlt.h respect
“tp each areas followa: * -

1. FD&C Red No. 4. 'I’he nrovisiamz!
listing for FD&C Red No. 4 for use in
maearaschino cherries and ingested drugs
{s terminated by regulation published
eisewhere in this issue of the Prperal
REGISTER, effective Beptember 23, 1y76.
Also pubiished elsewhere in this issue of
the FepERAL REGISTER are a notlce deny-
ing the portlon of the petition seeking
“permanent” listing of FD&C Red No. 4
for use In maraschino cherries and in-
gested drugs and a regulation “perma-
nently” lsting the color additive for use
in externally applied drigs and cosmetles.

2, Carbon black (all-gas channel
black). The provistonal listing for carbon
black {all-gas channel black) for use in
food, drugs. and cosmetics is terminated
by regulation published elsewhere {n this
issue of the FEpERrAL RECISTER. effective
September 23, 1976. Also published in this
issue of the FxpERAL RECISTER is a notice
denying the petition to 1lst *“perma-
nently” carbon black (all-gas channecl
black) for use In food, drugs, and
cosmetics.

3. Aluminum stearate. bentonite, eal-
cium silicate, calejum stearate, gold,
kaolin, lithium stearate. magnesium
aluminum sflicate, magnesium stearate,
enad zinc stearate. The proyisional listing
fort hese 10 substances for use as color
additives in cosmetics is terminated by

regulation publizthed eisewhere-in this 13-
‘sue of the Frnerat. RECISTER, effective
“Oclober 26,-1976.- Also published ‘else-
-where in this issue of the Prorral Recis-
“TZR Is a notice announcing the withdraw-
‘al of the color additive-petitions seeking
*to list “permanently” -all of these sub-
‘stances except gold.. No ‘color additive
petition or progress report had becn sub-
mitted on gold, the 84th provisionally
listed color additive, as required by § 8.501
of the color adtuuve rezulﬂ-uom (21 CFR
‘8.50!).

‘The remaining ‘72 color additives on
the provisional list have been grouped
into th following 5 categories based on
JAhe review of the individual .petitions
seeking thelr “permanent” Usting:

A. Color adiditives for-which safs condi-
ticns of use can be established and for which
~“permanent™ Listing i3 appropriate;
‘B.‘Color-sdditives that roqu.u-e additional
sabort-te eys frea atudies; .
©. Color additives that rnqn.tn additionat
Jshort-term toxicity studies;
D. Color additives that require sdditional

'c!t\emlsu'y ‘data to -establish u.to conditions
of use:

- . Color-sdditives m nq,ulrn now-ehroxuc
toxicity studles.

;7 The avallable data on 20 of these 72
.Provisionally Usted color sdditives are
adequate {0 suppart final determinatiops
of safety and regulations “permanently”
listing the color additives are being pre-
pared. The Commissioner anticipates
*that these regulations will be fssued be-
fore December 31, 1976. The remaining 52
provisionally listed color additives can-
not be “permanently” listed at this time
-because the avajlable daia are jnadequate
to make final determinations. The Com-
missioner coneludes, however, that therc
arc no significant questions of safety re-
garding any of these $2 color additives,
and that continued provisiona] lsting for
them presents no risk to the publlc
hezlth.

Most (49) of these 52 color additives
are provisionally Ilsted for use only in
drugs and/or cosmetics. FD&C
Yellow Na. 6, FD&C Green No. 3 and
FD&C Blue No, Z—are provisionally listed
for use in food as well, Additionally. 7 of
thess 52 colors—FDLC Yellow No. 5,
FD&C Rec No, 3, FD&C Blue No. |, an-
natto, caramel, carmine and carotene—
are “permanently” listed for usc in food
and ingested drugs.

Under the transitional provisicns of
the Color Additive Amendments of 1960,
however, continued provisional listing of
a color additive is appropriate only when
studies in progress or under evoluation
arc capable of demonstrating the safety
of the color additives involved. Tne Com-
miszloner proposes, therefore, to cerdi-
ticn - further postponement of the
ctosing dates for. the use of these 4l
provicionally listed color additives on
compllance with specific requirements to
be contained {n a new § 8.505 of the color
additive regulations. Section 8505 would
exniizitly set forth the type of addibionat
studies that must be conducted and datu
tha* must be submitted to FDA to dem-
anstrate the safety of the color additive;
involved. The type and extent of the
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"‘ studles and data required are based on - The 20 color additives to be “perma- -
Are as -

-. the recent Bureau of Foods' review. of - nently” listed and
. " the 64 individual color additive petitions, - follows: .
..The malority -of- the 52 provisionally © 3 pac Green No., 8 (extersally
- listed color additives involved require drugswnd coametics).
only a single type of data, eg., short- = 2 D&C Yellow No. 7
term eye arcs studies, or short-term vd.rupandeotmouel)._
toxicity studies, or additional chemisiry 3. D&C Yellow No,-8, (exterually
. data or chronic toxicity studies. In sev- mﬂ“‘?‘“"“‘;l"n' .
_eral Instances described below, however, ax:‘pn::l ellow 'y (external
more than one type of data or 6tudy 8Y0 - " s nen Red No. 17 (externally
i required. : . drugs and cosmetics : ; .
-+, Proposed  § 8.505 would require that - 6. D&C Red No.
* 7 each of the petitioners agree in writing drugs and cosmetica).
. within 30 days of the effective date of 7 Red No. 34 (externally
""" the requlation to undertake the scien- 7 ehdcometicn)” (externatl
| Iotific investigations necessary to permit o tn oS v
"~ FDA to make final determinations on t.be. 9. DAC Brown No. 1. (externslly
=+ color additives, and that the petitioners _ coemetics). ’
. " or othsr interested persons underiake "
1 °. ! those scientific investigutions, file prog-

their - uses
* {externally

.SX *(?mte;'nnly

3y o .

plied drugs and cosmetica).-

)
10. Ext. D&C Yellow No, 7. {externally ap-

- 41

Of the 14 ceolor additives listed aln
7 appeared on -the so-called “Har
. List™ published in the Frormat Rrcis
spplled of . October 8, 1974 (39 FR 36132t
= aluminum powder, annatio, bismuth o:
applied chloride, caramel, carotene, copi
powder, end zinc oxide. Petitions for i
applied 7 “Harvey Ust’ colors and the remaini
7 color sdditives and other pertine
spplied  dqta have been reviewed and are ac
applied quate to ‘establish the safety of 8 of ¢t
. 10 provisionally Hsted colors for whi
applied - “permanent” Msting for extemal and i .
, Bented cosmetic use Is sought and for t -
appiled 4 :irovisionally. listed color additives f
which permanent lsting- for extern
applied cosmetic use only s sought. ‘The da
are inadequsate,” however,-tc “perma.
*pplied  ont1y” Yist any of the 14 colors for ¢o
metic use in the area of the eye becau
“each of the color additive petitions fo

- " ress reports with FDA, and submit the -
final results within fixed time

+ ally, the petitioners would be required to
notify FDA immediately of any findings
that indicate a potential for a color addi.

11. Ext. D&C Violet No. 3 (externally ap- . thi se 14 color additives lacks results fro.
12. D&C Blue No. 4 (externally spplica A short-term eye area study with rabhi

N ) periods
.. prescribed in the regulation. Addition-

drugs and coemetica),
.1

aye : -
15. Mangunese violat (all eoameﬂca includ-~

13. Arzulene (externally applied coametica).

in which the color additive Is repeated’
instilled into the eye for 4 weeks, T

4. Iron oxides (all ocosmetica including .
-t oxbdes studles’ involving repeated instillatic

into the eye will provide an added mea:

TR

° . tive %0 cause adverse effects. Fallure of ing use in area of the ays).

ure of assurance that each of the eol

. "."the petitioners for any additive to com- " 16. Ultramarine blue’ (externally applied 8dditives may he used safely in cosmeti
" ply with the requirements contained in = cosmetics including usé in ares of the eye). for use in the area of the eye.

" . § 8.505 would resuit in immediate termi- 17. Uitramarine green {externally applicd ‘The petitioners for these 14 color ac

. mtion of the provisiomal lsting of the - cosmtics including use In srea of the eye). . ditives were advised by FDA on July 3!

color additive, New § 8.505 would also
* establish closing dates for cach of the
T . eategories of color additives listed above °
by which the provislonal listing would be
s terminated, except In  extraordinary
:circumshnca. .
‘ “The proposed provision for postpone- -
‘ment in extraordinary circumstances of
the closing dates beyond those in § 8.503
is ‘included in anticipation of the pos-
sibility, mlthough unlikely, that unfore-
. v seeable and unavoldable occurrcnces or
“situations may meke ‘compllance with
" § 8.505 extremely !mpracticable, if not
. *’virtually- impossible, end which -would .
" therefore require in Iairmess that the
. provisional listing be further postponed.
:A request for further postponement on .
. the grounds of “extraordinary clrcum-
stances” would ‘have to be submitted in
. writing and state in detail the basis for
- the request, The Commissioner does not
anticipate that “extraordinary circum-
stances” will occur and therefore fully
. expects that no color additive will be
provisionally listed after December 31,
1980, the proposed closing date for those’
color additives for which new chronic
toxicity studies are being required.
The requirements of proposed £ 8.505
are set forth in detail in the following dls-
. cussion of the five categories of provision-
ally listed color additives,
A. Color additives for which safe con-
ditions of use can be established and for
which “permanent” listing is appropri-
ate: The Commissioner concludes, based
on the Bureau of Foods' review, that the
safety of 20 of the 72 provisionally listed
color additlves has been demonstrated.
There are no adverse effects assoclated
. Wwiththeuse of any of these 20 color addi-
'. -tlves under the conditions of use in the
'+ petition; the chemistry and usage data
" are adequate for “permanent” lsting.

.

TACer e NN

ey

A bm ke okt

*.

18, Ditramarine pink (externally applied -1969 that short-term eye aren studic

including use in ares of the eye).

19. Dltramarine’ red - (externally applied
cosmetics tncluding use in srea of the eye).
20. Ul e violet (externally applied

involving repeated Instillation of th«
color into the eves of test animals wouh
"be required before final determination

visionally listed color

-for all types of cosmetic use, e, in-

= _listed color additives: .

additives: :
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could be made on “permanent” lstin:
cosmetics including use In ares of the €¥€).  Considerable discussion thereafter em
Notices “permanently” listing these 20 sucd between FDA and the petitioner
color additives are currently ‘being pre- concerning the format and conduct of the
pared; the Commissioner expects that, eye area studies. The petiiioners subsc.
they will bé published in the Froeral™ quently prepared 2 protocol, conducter.
ReEGISTIR before, the December 31, 1976 pilot toxicological studies, and submities
closing date. The provisional listing for the resulis to FDA. The results of th
these color additives will he terminated pilot studies were evaluated by FDA anc
when the “permanent™ listing becomes the petitioners were advised to initiatc -
effective, unless any regulation is stayed - the eye area studies on each of the 14
by the Aling of valid objections, in which ‘color additives, Eye area studies on these
case the provisional listing for that color 14 color additives are either underwa:
would continue, : or have been contratted for and will
B. Color additives that require addi- begin veryshortly. .
tional short-term eye area studies: Colox The Commissioner proposes to post-
additive petitions for 14 of the 72 pro- pone the closing dates for the provisional
additives. seek listing of these 14 color additives until
“permanent” listing for use in cosmetics, July 1, 1977, to provide sufficient time
Including cosmetics intended for use in for the petitioners to complete the eye
the area of the eye. “Permanent” listing area studles, conduct the pathology work

gested, external, and area of the eye, is resuits, and submit them to FDA for
sought for the following 10 provisionally review, This brief period would also in-
clude time for FDA to evaluate the re-
sults and to prepare regulations cither
““permsanently” listing the colors or termi-
nating the provisional listing for use in
the area of the eyc, based on the results
of studies.:

Proposed § 8.505(a) would require that
each of the petitioners advise FDA .
writing of the status of the eye ares
studies within 30 days after the eflective
date of the final regulation, and that
they complete the studies and submit

1. Aupatto, )
2, Blsmmuth oxychloride,
3. Bronze powder.
. 4. Caramel. .
§. Carmine. .
@, Carotene.
7. Copper, -metallic powdcr,
8. Nea .
- 9, Guanine (pearl essence). |
10. Zinc oxide. . )

“Permanent” lsting for external and

area of the eye use only is sought £or the ne results to FDA within 45 days after

following four provisionally lsted color in. effective date of the flnal regulation.

The Commissioner is of the opinion that
these short periods of time to comply
with proposed § 8.505(a) are reasonabic
because the petitioners have advised

1. Aluminum powder, .
2. Chromijum hydroxide green.- -
2. Chromium oxide greons,

4, Ferric ferTocynnido, .

SCC
1-0031

in the rabbits, analyze and write up the -
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.P'DA that the ¢eyo area studles are under-~ _ thelir use in czternany applled cosmelics. ~ 8 RFxt. D&C Yellow No. 1 (externuly applled

* ‘way or will scot begin, New § 8.505 would .
V.also require that the petitloners notify
+7PDA_ immediately -of anhy fndings tbat
,mdimta a-potentisl for any color addi
,‘ﬂotommme:seeﬂectu.mmreto

,

‘J'

cl

T-t0 submit tho final reeylts within 4§°
dan or to provide immediate notification
of findinga indicating a potential for o
colo ‘additive 10, causo adverze effects
hwould result. in immediate termination
,of the pmvlsiona! Jisting”for’ the .color .
R,uldlﬁniormhmemorthena.
one: would,’in any eveut, .
o tanninate - provisional Msting ead-
“petmment.w* list'the colors or deny the
"’petmomzorthm 14 ‘colors Tor eye area
_,usa’ and ‘Ypermanently’?, list them for :
,.other! uses supported by ;available data
hy July 1, U19T7.- unless’ ertraordi.naw
;_circumstmm wbﬂ;mm tats
.+ -As” disgussed ‘below prea.mble,
e urlmel ulso requires.a chronic study
- “to de e if it tauses chronie adverse |
-, effects, including carcinogenicity when :
_exterpally, applied, and .a short-term
Ttoxleity study. The closing date for cam- °
_“mel would be postponed tnder proposed
f § 8.505¢(d)  until December.31, 1880, only
i the penﬁoner eompues wnh i 8.505(3)
lnd (b). ‘r ~
“The Commissioner cancludea um the
. conunued provisional listing of these 14 |
wlor additives under thelr intended con-
" ditfons of use until July 1, 1977, does not
. present & hazard to the publlc health,
©. C. Color additlves that require addi-
tlonﬂshort-term toxicity studies: Of the
72 " provisionally "listed color additives,
? bismuth - citrate, bismuth oxychloride,
- carsmel. and lead scetate cannot-be per-
. - manently™ lsted at this time because
. short-term toxlcity studies are needed to
- provide additional assurance that their

+.use -is safe. Bismuth citrate. and lead |

-acetate, which are petitioned for use to
; color hafr, require short-term absorption
* studles beca.use earller studies suggest a
., potential for percutaneous absorption.
“The required short-term absorption
-atudles Involve administration of the
. “product containing the color sdditive to
rthe halr for 90 days under vonditions of
use. During and at the completion of the
~period of administration of the product,
.urine and blood tests would be conducted
"to determine of the color additive has
" been absorbed through the skin ‘into the
_body systems. «
An nbsnrptlon study on bismuth citrate
&t a level of 0.25 percent of the product
" has been completed and suggests that
there may be absorption. Accordingly, an
~additional absorption study s necessary
at the 0.5 percent use concentration he-
cause the petition secks a “permanent”
listing for use at that higher concentra-
tion. In addition, a 90-day study with
rabbits, as described below, is required
_for bismuth citrate because of the possi-
buir.y of absorption and the absence of
‘data concerning” the  distribution of
“absorbed bismuth in the body.
+ Bismuth oxychloride and caramel, 2
. of the 21 color additives that appesred on
~the so-called “Earvey Ust” in the October
_ 28,71974 Prorrar Rrcrsres, require short-
- Mtermskin studies with yabbits to support

- N
o

.These studies involve application of the -
color to the intact and abraded skin of .
rabbits for 80 days. Color additive neti- -,
* tionx for these two colors were submitted ...
in response to the October B, 1974 notice .

thereafter while the petitions and other -
data were evaluated, Review of the petl- |
tons and other data on bismuth exy- .
chloride and caramel disclosed the need
:for additionsl skin studies because data
were lacking to estabilsh that the colors
were safe for use In externally applied |,
cosmetics, As noted above,.bismuth oxy- -
chlorlde and caramel require shdri-term *
eye area studles. As explained below in .
this preamble, carame] also requires a
chronic study to determine if 1t camu
chronic adverse effects, Including .car-
‘clnogenicity, upon external application.

Proposed § 8.505(b) would postpone
the closing date for bismuth citrate, bis-
“muth oxychloride, caramel and lead
acetate until Septerober 30, 1977. These
postponements would be condmoned on
the writien agreement by each of the
- petitioners within 30 days after this reg- °
ulation becomes effective, to undertake
the required studies needed to provide:as- -
surance that use of the color additives 1s
safe for purposes of *permanent” lst- °
ing. New §8505(b) would also require
that the results of the absorption studies
and the results of subchronic studles be °
.submitted to FDA within 180 days after ’
“thid regulation becomes effective. and
that the petitioners notify FDA immedi-
ately of any findings.that indicate a
-potential for any of the color additives to
+ cause adverse effects, Fallure to comply
with any of the requirements contained
in §8.505(b) would result in’immediate
“termination of the provisional listing for -
‘the eolor additive. -

After‘submission of the study results
FDA 'will promptly review them.and, if
they are adequate to establish safe con-,
dltions of use, the color additives would
be permanently listad. If the data are
inadequate, the provisional listings would
be terminated. The Commissioner would,
.in any event, make final determinations
.on each of the colors and terminate their
provisional listing by September 30, 1977,
unless extraordinary circumstances were
shown.. The closing date for caramel
_would be December 31, 1980, if the con-
"ditions of § 8.505 (a) and (b) are met.

The Commissloner concludes that con-
tinued provisionak Usting of these four
colors until September 30, 1977, does not
present a hazard to the public health.

D. Color additives that require addl-
tionsl chemistry data fo esiablish safe
conditions of use: Of the 72 provisionally
listed color additives, 15 cannot be “per-
manently” listed at this time because
complete chemistry data are lacking to
establish specifications for them. The 15
colors and their provisianally listed uses
are: R

1. D&C Orangs No. 4 .(externally applied
. drugs and cosmetlcs)

3. D&c Orange No. & (drugs sod cosmet.ica)

8. D&C Orange No. 11 [exteroally lpplled.
drugs and cosmatics)

4. Ext. D&C Greon No. 1 {sxternally Appucd
- drugs and cmmeuca)
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drugs and cosmelica}
6. FD&C Yellow No. € (food, drugs and cos~
= metlics)
' 7. D&C Yellow No. 10 (druge and cosmetica)
8..D&C Red No. § {(drugs and cosmeties)
9.-D&C Red No.'7-{drugs and casmetics}

suhmlt ‘the status-letter within 30 days ' and the colors were provislonally listed - 10.°D&O Red No. 27 (drugs and conmaetica)

11l. D&C Red No, 28 (drugs and cosmetics)
12. D&C Red No. 30 (drugs, coxmetics, and
asurgical sutures)

13. D&C Blue No. 6 {drugs, coametlan and

- surgical sutures)
14. Logwood (sutures) .t
15 anhxw {externally applled cosnmetics
- includlng use in area of the eye}

'rne chemistry ¢ata lacking on these 15
" colors consist of 8 Mciently. precise ana-
* lytical methods ‘and other information
to enable FDA to {dentify and define the
_color additives more accurately than cur-
“rently avaflable data permit. Detailed
specifications and precise analytical
_methods are required o certify bhatches
"ot each color adultive as equivalent to
_the batches of each color additive used
_in conducting animal studies to establish
" the safety of the color, . .

The closing date for the provisionnl
listing for use of these 15 colors would be

. postponed until | September - 30, 1877, -

.under proposed -§ 8.505(¢), which would
condition the post.ponement on the writ-
ten agreement by each petitioner, within
. 30 days after this regulation becomes ef-
fective, to undertake to develop and sub-
.mit to FDA'the necessary chemistry data
.and analytical methods required to es-
tablish specifications for each color addi-
tive and to certify batches of each color
additive where certification is nccessary.
Proposed § 8.505(c) would also require
that the chemistry data and analytical
methods bessubmitted to FDA within 210
days after the regulation becomes ef-
fective and that FDA be notified immedi-
ately of findings that indicate a poten-

tial for any of the color additives to cruse .

adverse effects. Failure {0 comply with
the requirements contained in § 8.505(c)
would result in immediate termination of
the provisional listing for the color ad-
ditive involved.

Personne] of the FDA Bureau of Foods
will be aveiliable to clarify the type of
data and analytical methods required
.and to consul{ with the petitioners, if
necessary. The chemistry data and ana-
1ytical methods for each color will be

. promptly reviewed by ¥FDA after their.

submission and, if the data and analyti-
cal methods are adegquate to establish
specifications, the Commissioner would
publish a notice In the FEDERAL RICISTER
““permanently” listing the color additives
that do not require chronic toxicity stud-
ics. If the data and methods are inade-
quate for any color, the provisional list-
ing would be terminated. The Commis-
-sfoner would, in any event, terminate the
provisional listing and “permanently”
list, or deny the petition, for each of

these 15 colors by September 30, 1977.

except &s noted below, unless extroordi-
nary circumstances were shown.

Nine of the fifteen color additives also
require new chronic toxicity studies:
'D&C Orange No. 5, FDAC Yellow No. §.
‘D&C Yellow No. 10, D&C Red No. §, DIC
Red No. 7, D&C Red No. 27, D&C Red

1976
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-, .No. 28, D&C Red No. 30, and D&C Blne
1No. 6. The closing date-for each of these

. colora would be postponed under pro-
posed § 8.505(d) until December 31, 1980,

7," ‘ !n accordance with £ 8.505(¢).
7 73t The Commissioner conctudes that con-
'-.-.-unned listing of these 15
* ‘color additives under their intended con-
,ditions of‘use until September 30, 1977,

toxieity atudies: Of the 72 pro-
- listed color additives; 31 can-

porary . standawis generally .accepted

f- #* sowm requirements for the design and
‘*conduct of toxicological studies to estab-
lishmety. .

These color additives and their pro-
vklomﬂ:lktedusumutouows.

1. PD&C Yellow No, § (cosmetics and ox-
* -"ternally applied drugy) *
.-2. mot-uwm.e (tood.dru;xsndeo--

oetics)
e 3.. D&O Tellow No..‘ln (drugs ang eou:tlcs)
+ .4 ¥D&C Bed Ng. 3 (cosmetics and extern-
X ally applied dmp) . :
_’ 8. D&C Red No, 8 (drugs and cosmetics) *
“e‘ D&C Red No. 7 (drugs and coametics)
« %7, D&O Red No, 8 {drugy and cosmetics)
,— - 8,"D&0 Red No. § (drugs and cosmetics)
tee 1 9. D&C Red No. 10 (drups and cosmetics)
AF 7 10, DEOC Red No. 11 (drigs and cosmetics)
" 11, D&C Red No, 13 (drugs and coametics)
.. 12. D&C Red No. 13 (drugs and cosmetics) .
* 19, D&C Red No. 19 (drugs and cosmetics)
. 14. D&O Red No. 31 (drugs and cosmetics)
. "18. D&O Red No, 22 (drugs and cosmetics)
£ ' -16. D&O Red No. 37 {drugs and cosmetics)
“. ,~r- . 47, D&O Red No., 28 {drugs and cosmetics)
Tt J!.!. D&O Red No. 30 (drugs, qosmetlu. snd
surgieal sutures) . '
.o ‘ 19. D&C Red No, 31 (dmgf and co:mcncs)
=+ " 20, Da&C Red No. 36 (drugs and coametics) |
21. D&C Red Ko, 37 (drugs and cosmetica)
: 32, FD&C Green No. 3 ({ood drugs and cos-
+. mmetles) -’ -
3 23. D&O Green No. & (ﬂ.rugl and cosmetics)
L« 24. D&C Green No. 8 (drugs and cosmestics) ~
28. PD&C Blue No. 1 {cosmaetics sand exter-
nally applied drugs) -
A ,- ' 20, FD&C Blue No. 2 (food and lngaﬂ.ed
drugs)
. D&C Blue No. l! (drugs. cosmetics, and
surgical sutures)
.-_ 28. D&C Orange No. 5 (drugs and cosmetics)
.29 D&C Orange No. 10 {(druge and cosmetics)
s '.n " 30. D&C Orange No. 17 (drugs nnd cosmetlcs)
et ax. Caramel {coametics) .

- r

‘The chronic toxicity ataxdxes to estab-
. lish the safety of these color additives
‘.M were conducted during the 1950's and
Ty .1060°’s by laboratories -umder' contract:’
"" Instances, by FDA itself. Review of these -
-«<te7 studles by the Bureau of Foods disclosed™

-‘ that, when judged by --contemporary-
'-standards for toxicological studies, the,

-t
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+ “The available studies do not show. :m.y
.adyerse effects associnted with use of any
«of the 31 color-additives under:their in-
:tended’ conditions of use, However,the
deficiencies in the studies make it impos-
sible for the ‘Commissioner currently to
conclude that the color additives are safe

for purposes of “permanent” lsting un- -

der section 706 of the-act. Additional
chronic toxicity feeding studies and, in
the case of caramel,’a 2-year mouse skin
painting study are required -to provide
data to permit final determinations to be
made on listing these color additives,
Final determinations cannot be made in
-the absence of such new data becsuse to
.do 80 would require that the Commis-
sloner ignore the substantial-advances
:made in testing color and-food additives
since the presently available studies were

within the scientific community as minf-« .conducted. . The - Commissioner advises

-that hecause-of such imbprovements in
test methodology, FDA 1s also reviewing
the dats that supported the approval of
many food sdditives and “permanently”
.listed color additives and is contemplat-
mza “cyclic” review of those subetances

and may, in the future, require new stud-
-les to ba conducted on them.

Although not all of the studies on the
31 color additives are deficlent in each
of the respects listed in the following
paragraphs, the deficiencics in the stud-
fes for each color ndditive are signifi-
" cant enough to make a final determina-
tion impossible at this time and to war-
rant new chronic studies. The available
studlies on these 31 color additives nre de-
ficient in the following respects:

1. Many of the studies were conducted
using groups of animala, Le, conirol and
those fod the color additive, that sre too
small t0 permit conclusions to be drawn
today. on the chronic toxicity or carcinogenic
potential of the color. The amall number of
animals used does not, in and of itself,
cause ¢this result, but when consldered
together with the other deficiencies In this

listing, does do 80, By and largs, the studies

25 anlmoals in each group; today FPDA recom-
using at lesst 50 animals per-group.
2. In a number of the studies, the num-
ber of antmals surviving to & meaningful age
.was inadequats to permit conclusfons to.be
‘drawn today on the chromic toxicity or
carcinogenic potcnt.hl of the color additives
tested.

3. In & number of the studies, an insufM-
clent numbar ¢f animals was nviewed hin-
tologically.,

4. In s number of the studies, an insufict-
ent number of tissues was examined in those
animals selected for pathology.

5. In & number of the atudies, leslans or

tumors detected under gross mnﬂmtlon
were not ined mi ,‘ iy.

The lnsdequa.ciu of ‘the amilablc

L “with the various petitionsrs and, in some...studies are attributable to the dynamic’

.and ever-improving sclentific techniques
‘for testing various types of substances.
“They are not, at least in most instances,
the result of inherent defects In the

7 studles conducted to support the petitions ~studies or failure to conduct them com-~

. ‘r to “permanently” list the 31 color addi-’
-« 73 tlves were defictent In the basic respects

i - 4, discussed below. Memoranda summar-
.. iy lzing these evaluations are on ‘file with

Ll A"" the Hearing Clerk Food and Drug Ad-

petently, Studles conducted in accord-
ance with current standards will provide
results that are more useful and rellable
in evaluating chronic toxicity and the

carcinogenic potential of ’the test sub--

41363

stance than those studles conductad over
s decade‘ago. The Commissioner con-
<ludes that new chronic toxicity studies
on these 31 provisionally listed color ad-

ditives -must be conducted to provide-

data that are essentisl for current deter-
minations about their safety..

Three of the thirty-one color addiives
for which new chronic studies are re-
quired—FD&C Red No, 3, D&C Red No.
33, and D&C Orange No. 10—may also re~
quire new reproduction studies. Repro-

- duction atudies on these three colors have

recently been evaluated by FDA and, al-
though 00 adverse effects were seen,

questions have been ralsed because the -

‘procedures prescribed in the protocol for

rendomly selecting the animals were not .

followed precisely. The Bureau'of Foods
has met on several occasions with the
petitioners in recent months to deter-
mine wrether the deviatlon from the
.protocol affected the validity of the re-
sults of the studies, The petitioners will
soon submit data to support their view
that the studies are valid ones. The Com-

. tissfoner cancludes that the petitioners

should bt provided this brief period to
submit data in support.of thelir view he-

causc the study results were negative. '

The Commissioner anticipates that FDA
will soon resolve the questions regard-
Ing the reproduction studles on these
three colors. When the questions are re-
solved, a notice will be published in the
FrOoERAL REGISTER announcing the resol-
tlon. Section 8.505 will be amended if
new reproduction studles on these three
colors are required.

Caramel, one of the color additives
that appeared on .the so-called “Harvey
Mst™ requires a chronic skin painting
study Lo evaluate its potertial for caus-

ing chronic adverse effects and carcino-,
genicity when used In products“intended -

for external applicatlon. A single color
additive petition for caramel and slx
other “Harvey list” color additives was
submitied in December 1975, In January
1976, FDA rejected the petition by letier
and Indicated that separate petitions for
the seven color additives were necessary.
A color additive petition for caramel was

subtnitted onn February 27, 1976. The 2-~ -

year mouse skin painting study to be re-
quired for caramel will provide essurance
that the color additive is safe for cxtcrnal
use.

The Commissioner proposes to post-
pone the closing date for the 31 provi-
sionally listed color additives that require
new chronic toxicity studies until De-
cember 31, 1980. This 4-yecar period is
neeessary to plan, conduct and evaluate
the chronic Loxicity studies that would be
required by proposcd £8.505(d). Thwe
provisional listing would bLe continued
for the 4 years based on the Commils-
sloner's conclusion that continued wse of
.the 31 color additives under their in-
tended conditions of use presents no ha:-
ard to the public health. New §B8.5035
{d) would condition the postponement

1 the written agrecment by cach of tho
petitioners, within 30 days after the reg-
ulation hecomes efiective, to conduct the
required studies. New § 8.505(d) would
also require that protocols for the con-

S .
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*: duct 'of the studies be submitled to FDA
" for review and acceptance or rejection
within 60 days after § 8.505 becomes ef-
_fective. Personnel from the Bureau of
l‘bodxwﬂlhe availabla to consult with

‘the various petitioners concerning the -

_duign of protocols end will promptly

. -.', review the protocols and advise the peti~

tioners In writing waeother they are ac-
: if not, what modifications
All protocols will be

placed on file with the Hearing Clerk, ~
-. Food and Drug Administration, Rm. 4—.

623 5500 the:s Laney: nocxvﬂle. Md.
New ! 8.505 (d)lwould al.so reqnlre that

.-~ the petitioners submit to FDA semian-
_« nual

reports on the studies and
- notifly FPDA immediately of any findings

- that indicate a potential for any of the .
:- color additives to cause adverse effects.

_Reports nf the results of the studles
“would be required to submitted to FDA

-« within 42 months after this regulation
* .becomes effective, After promptly re-

"y

viewing the resuilts, FDA would, by De-
cember-.31, 1880, publish regulations
cither “permanently” listing individual
color additives or terminating the provi-
- slonel lsiing if “permanent” lis{ing is in-

'_‘- appropriate, Fallure to submit the writ-
. ~. ten sgreement within 3¢ days, or the pro-

tocol within 60 days, or the semiann
.. Teporis, or to notify FDA immediately of

© potential adverse effects, or to submit.

the final report of the results within 42
" months would result in immediate ter-

- mination of the provisional listing for the

color:additive involved. “The Commis-

- sloner-would, in suy event, terminate the

provisional listing for these 31 color ad-

ditives by December 31, 1980, unless ex-

- traordinary circumstances were shown
Justifying further postponement,

The Commissfoner concludes that con-

., tinued provisional Msting of these 31

color additives under their intended con-
ditions of use until December 31, 1980,

" does not present a hazard to the public

* health. The-closing date for color addi--

tives subject to paragraphbs (b and (c)
as well as (d) of § 8.505 would be post-
poned until ember 31, 1980, only if
the requirements of paragraphs (b) and
(c) are met.

The Commissioner edvises that FDA

% 15 currently evaluating the data that

formed the. basis for the “permanent”
- listing of color- edditives in previous
years. It is anticipsted that many of the

past decisions to list “permanently” color -

additives were based on data derived
Irom studies that suffer from the same
deficlencies as those described shove, In
-that event, the Commissioner will con-
-slder-what action is appropriate to up-
date those data, including conditioning
continued “permarent”™ lsting on the
undertaking, over a period of time, of
studies of the sort that the Cominis-
. tloner proposes to require for 31 of the

s im mmemciag e eeeen o

ual
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12 provisiopally listed color additives,
Bhould the Commissioner conclude that
those data need updating, the Commis-
-sloner will take appropriate action. One
of the alternatives the Commissfoner
would serioualy consider i3 publishing
regulations proposing a ecyclic review ol
Ypermanently” listed color additives.
‘Three of the color additives that re-
quire new chronic studies—FD&C Blue
No. 1, FD&C Red No. 3, and ¥D&C Yellow
No. 5—wers - “permanently”™ listed for
food and ingested drug use by regula-
tions published in the FEpERAL REGISTER
.of May 8, 1969 (34 FR T445, 7446, 7447).
‘The three colors were not, however, *‘per--
manently” lsted for ingested cosmetic -
use. The Commissioner recognizes that
use of these three colors in food and in-
gested drugs s more substantial than
their . use in ingested cosmetics. The
.Commissioner is- of the opinion, none-

theless, that it. is appropriate to condl- -

tion the continued provisionel listing for
the three colors on the undertsking of
new chronic studies, It is likely that new
chronic studies on the three colors would
be required as part of the contemplated
cyclic review of the “permanently” lsted
color additives, New chronic studles will,
therefore, not only support continued .
provisional listing of these three colors
for use in ingested cosmetics, but also
generate data appropriate for use in a
review of other uses. It wiil thus be In
. the interest of all-persons who use the
three colors to have new chronic studies
conducted at this time.

Nothing in this proposed action affects
the Commissioner’s authority under the
transitional provisions of the Color Addi-
tive Amendments of 1960 {¢ terminate a
closing date, terminate a listing, or im-
pose restrictions with respect to any
color additive on the provisional Jist,

The Commissioner has carefully con-
sidered the environmental effects of the
proposed regulation and, -because the
proposed ection will not significantly
affect the quality of the human environ-
ment, has concluded that an environ-
mental impact statement is not required.
The Commissioner has  also carefully
considered the inflation impact of the'
proposed regulation as required by Ex-
ecutive Order 11821, OMSB Circular A-
107, and the Guidelines issued by the De-
partment of Health, Education, and Wel~
fare, and no major inflation impact has

_additives listed in paragraphs (a),

been found. Coples of the FDA environ-
Toental and inflation impact assessments
-are on file with the Hearing Clerk, Food
and Drug Administration.

Accordingly, the Commissioner is pro-
posing to add a new sentence to the in-

. troductory text and change the closing .

dates listed in paragraphs (a}, (b), {c),
(f) and {g) of §8.501, and to establish
a new § 8.505:

Therefore, under the transitional pro-
visions® of the Color Additlve Amend-
ments of 1960 (Title IT, Pub. L. 86-618, 74

-Btat, 404407 (21 UB.C, 378 note)) and

under authority delegated to him (21
‘CFR 5.1) * (recodification published in-
the FevzmaL Recistza of June 15, 1976
{41 FR 24262)) the Commtsioner pro-
‘poses_ that Part 8 of Subchapter A of Title

21 of the Code of Federal chnlations be
amended as follows: -

1. By amending § 8501 by revising the
introductory text and the tables In
paragraphs a), (b}, (c) 1) and (g) to
read as Ionows.

§8.501 Provisional ]u'h of color addi-

tives,

The Commissioner ot Pood nnd Drugs
finds that the following 1lists of color ad-
ditives are provisionally listed under sec-
* tion 203 (h) of the Color Additive Amend- -
ments of 1960 (sec. 203(b), 74 Stat, €05
(21 US.C. 376 noted ). Except for color
additives for which petitions have been
filed, progress reports are required by
January 1,1968, and at 6-month intervals
thereafter, Specifications for color addi- -
tives listed {n parngraphs (2), (b), and
(c) of this section appear in the rcspec-
tive designated sections. The listing of
calor additives in this section is not to be .
construed as a listing for surgical suture
use unless color additive petitions huve
becn submitted for such use or the Com-
missioner has been notified of studies un-
derway to establish the safely of the
color additive for such use. The color
by,
and (c) of this section may not be used
in products which are intended to be usci
in the area of the eye. The color additives
listed in paragraphs (a), (b), (c), ([,
and (g) of this section are provisionally
listed untll the closing dates set forth
therein, conditioned on compliance with
the applicable requirements of para-
graphs (a), (b), (¢), and (d) of §8.505.

(8) s & 8

Cliaing date

Restrietiens
- Food uss Drug nnd
cosmetic ase
F.D. & C. green No. 3 (sec. 9.23 of 1his chapter). . cc.ccovanen Dee. 31,1950 Dec. 31,1350
F.D. & C. yellow No. 5 {sec. B.77$ of this tmvtcn do.l .. [ TR
F.D. & C. yeliow No. 8 (sc¢. 0.41 of do. o,
F.D. & C. red No. 3 (s¢c. 8,242 of this chamen .................... L T R TPPRVIIOR . FO
F.D. & C. Llue No. | (sec. 8.208 of this dmuur)-_. 33, du, ..
F.D. & C. blue Na. 2 (sec. 8.4022 of this chaptas) do (17 N, }'-:‘d and iugalod
Lakes (F.D. & C.) (scc. 9.100 of this chapier)......
1 Lskes only, L
- A
. RSDAY, SEFTEMBE 3
NO. 186—THURS| ’ R 23, 1978 SCC

S g

1-0034

Rl T I RN SN ) B e T ki e ]



. ;PROPOSED RULES

R SRR el
S m— v = = o — — —
)i_ PR i ‘: »=  Claalag dsts _Rearictioos -
] ;* : D, & C.mreen No. §'(sec, 3.4000 of Lhis chaprer) Dea, 21,1080 “: hags .
4% D& C. greea.Na. & isee_ 34070 {a) and (b) of (Bls shapler) do_ -
F - D, & C, yrlilow No. 10 (are. .13 of thly > R h
¥: .77 D.& C. red No, 8 {soc, 0.151 of this chapter) - s -
3. " . Dl Cored No. 7 (sec. 9,182 of this chapter) : : -
45 ,D.&G.MNnJi:!J&Mthhmu ) " Sec. 8502,
p 7 D& C. red Mo, 0 (3cc. .154 of this La.
i . & C red No. 10 (sec. 9,155 of this ? - e
M I3, & C.ved No, 11 {aec, 9,158 of this chapte - , Do,
4
i D, & C. red No, 12-{3e¢, 1337 of this chapl : ~Da .
PR .D.&.C. red No. 13 (rc. 0155 of this ehapt . o - Do
ux . D. & O.red No. 19 0164 of 1his chapl . , " Do,
b D, & C, red No. 21 {sec. 0,168 of this cha de. .
3 . D, e C.ved No, 22 2,167 of this chapt do. -
A" D& C.red No. 27 (0a. 9.172 of this ch Deg. 31,1080 .
Ayl 'D.I‘C.MNo.ﬂmﬂ.lno“Ns e PRI : : o
T, LDl & C.red No. 20 {see. 9175 of this cheple : : o) T -
bR A D.& C.red No. 23 '0.17% of this chap do, *Bec. 8.40%. .
A IS " D &C.vd No. 2 . D181 of this do. . Da.
113 = D& C.red Na 3T (ser, 9,152 of this chand: [ T - _ Do
..’ D. & C. orange No. 4 (3¢, 9.701 of this chapler) Bept. 20,$977 External mm ouly
gy D, & C.orangeNo.5 (sec. $.702 of this chaplar) |
t D. & C.ormngs Neu I.Og:.ﬂm'ul Uhis chs . do.......
4- D. 4 C.omangs No. 11 (3cc. 9.208 of Lhis cluspics), .t fBept. 30,1077 , .t
A D.&C.«‘Q%No. 17 {ace, R.214 of this chaqser) : Dec. 31,1060 . Do |
Y- D. & C. biue No, 8 (3cr, 0.242 of this ehuper) do -~
. Yakes (D.odk C.) (3sc. 8230 of this chapier). ) ,
_!'-_-: (¢) -¢ =-»* .
2 -
L 38 .
g7 - Closing date Rastrictions
sk oy
R Ext; Di& C. yellow No. 1 (302, 9301 of this chapter) .- Bept, 30,1977
ot Ext, D, & C. greon No. 1 {sec. 9.400 of Lhis chaplar), do.
L Lakes (xt. D. & C.) {soc. 5.440 of this chaptar) —
T
L hd . . id . » -
: ‘_‘.’. . (L) ® s . %
-
- -
o . . Closing date Rostrictlony
Yogwood. Sept, 30,1977 ;I:Jr;lul sature  uss
L W * -
i
A, .. “ Color additive Cloaing date Restrictions
. [ D
* ¢i Alominam powder - July 1977 Nonn.
™ Aunnatio - e Da,
e DK h citrat Sept. 30,1077  For use a3 a coloc czm.
Bismuth srychiorid do...... Nhouent la hulr dys.
“ B wder July )1917 Do,
L1 Cerame Dee. 31,1980 ° Do,
. C «es Jnlyﬂo 2,977 Bo.
Y0 Che m hydroxide groe =Y do. ... Do
« . Chrondum orids groens. ... de. De.
ik 13:'911-«. metalitc r-rdef .......... do_~. Po.
o * Yemic fervocyanids (lroa bluse} . [} o Da.
*..  Graphlte, o Sept. 30.1677" None.
a (P cen July L1077 Do

Scpt. 30,1¥T For use as & color cone-

* pouecut {a halr dys.
July LT, De.
do.... Do.

7i 2. By sddlng new §8.505 to read as
. follows: . .

";' § 8.505 Conditlons of provisional listing.

.= ‘The closing dates for the use of the

, w-color additives provisionally listed In

* = 38.501 are postponed until the dates es-
.- tablished in thai section conditioned on
- .~ 'compliance. with the requirements of

;- paragraphs (a), (b), (¢), and (d) of this
‘4. sectlon, where applicable. The closing
: _.:datcs wIll not be pastponed beyond the
* .idates in § 8,501 unless extraordinary cir-
.:Fcumtancw sre shown. Requests for fur-~
~ther postponement based on extraordi-

Z pary clreumstances shall be submitted in
writing and state in detail the basis for
tha request, If the Tequirements of para-

sings 1

“

M

.(;.ql .,u' KX

A

graphs (a), (b), (c), and ¢(d) of this
section are not complied with, the pro-
visional listing for the color additive(s)
involved will be terminated immediately.

(8) The closing date for the following
14 color additives is postponed until
July 1, 1877, while 4-week eye area studies
in the rabbit are conducted and evalu-

ated, and subject to compliance with the -

requirements of this rarasra~h: Alimi-
num powder, annatto, bismuth oxychlo-
ride, bronze powder, caramel, carmine,

carotene, ' chromjum hydroxide  green, ~

chromium oxide greens, copper (metallic
powder), ferric ferrocyanide, guanine
(pear] essence), mica, and zine oxide.
(1) Each of the petitioners for the 14
color additives lsted In paragraph (a)
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.of- this section’shall agree in writing hy
{30 .days .after.effective date of final
regulation) to undertake the eye area
.Snld-les-.- * M .

(2) A full written report of the resylts

of the studies shall be submitted to the
Division of Food and Color Additives,
Food and Drug Administration, 200 C
S8t SW., Washington, DC 20204, by (45
days after eflective date of final reguln-
tion). .
°  (3) ‘The petitioners shall immediately
notify the Division of Food and Color
Additives.of any findings that indicate
‘s pot-ntlal for ‘the color _additive to
cause: dverse effects, R

(b) ‘The ¢lasing date for bismuth cit-
‘rate, bismuth oxychloride, caramel, and
‘lead acetate Is postponed until Septem-
“ber.30, 1977, while short-term studies are
conducted and evaluated, and subject to
-<compliance with the requirements of this
paragn pvh,

(1) The petitioners for the four color
additives listed in paragraph (b) of this
section sha'l agree in writing by (30 days
after effective date of Snal regulation)
to undertake’ the short-term studies on
the colo *additives, -

(2) A full written report on the ab-

" sorption studies for blsmuth citrate and

lead acetate and a full written report on
ths subchronic studiss for bismuth cit-
rate, bismuth oxvchloridz, and earamel
shall be submitted to the Division of
Food and Color Additives, Food and Drug
Administration, 200 C £t. SW., Washing-
ton, DC 20204, by (180 days after el-
fective date of final regulation),

(3} The petitioners shall immediately
notify the Division of Food and Color
Additives of any. fndings that indicate
a podtenti~} for the color additive to cause
adverse effects. N

(¢) The closing date for the following
15 color additlves is postponed until
Scptember 30, 1977, whilz chemistry dato
and analytical methods to establish
specifications for them are develored
and evaluated and subject to com-
rliance with the requirements of this
paragraph: PD&C Yellow No. 6, DLC
Yellow No. 10. D&C Red No., 6, DLC
Red No. 1. D&C Red No. 27, DLC
Red No. 28. D&C Red No. 30, D&C Oran.e
No. 4, D&C Orange No. 5, D&C Orange No.
11, D&C Blue No. 6, Ext, D&C Yellow No.
1, Ext. D&C Green No. 1, graphite, and
logwouad. -

(1} Each of the petitioners for the 15
color additives listed in paragraph (o)
©of this section shall agree in writing by
(30 days after effective date of finnl
regulation? to undertake to develep the
necessary chemistry data and analyti-
cal methods for the colar additives,

(2) The required chemistry data and
analytical methods shall be submitird to
the Divislion of Food and Color Additives,
Food and Drug Administration, 200 C
St. SW.. Washington, DC 20204, by (160

days alter efTective date of finsal regula-

tion).

{3) The petitioners sh1ll immediatcly
notify the Division of Food and Color
Additives of any findings that indicatc o
potential for the color additive to cause
adverse cllects,

SCC
1-0035
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*.7¢aY "The closing date for the following

*. 31 color additives is postponed until De-
‘' cember 81, 1980, whiie chronic toxicity

.
-

-

.- feeding studies and in the cose of cara-
_mel, & 2-year mouse skin painting study,
" are conducted and evalated, and subject
to compliance with the requirements ot
this paragraph:. FD&C Yellow No. -

PD&C ‘Yellow No, 8, D&C Yellow No. 10
* FD&C Red No. 3, D&C Red No. 6, D&C

Red No, 7, D&C Red No, 8, D&C Red No.
-~ 9 D&C Red No. 10, D&C Red No. 11, D&C'.

© Red No."12, D&C Red No. 13, D&C Red .

‘s,
-

**. No. 19, D&C Red No, 21, D&C Red No. 22,

D&CMNO. 27, D&C, Red No. 28, D&C
Red No. 30, D&CRed'No. 33, D4C Red

; ', No. 36, D&C Red Np. 37, FO&C Green No.-

..-,,..

- 3,"D&C QGreen No. 5, D&C Green No, 8,
FD&C Blue No. 1, rn&cmueNo.z D&C

,v Blue No, 8, D&C Orange No. 5, D&C

OraneoNo‘ 10 mc OrangeNo. 1, and

PROPOSED RULES

(1} Each of the p{;utioners for the 31

color additivés listed in paragraph (d) ~

of this section shall agree In wriling by

{30 days after eflective date of final regu- -

. lation) to undertake the requlmd stu:nm
on the color additives. - -

(2) Fach of the petluonen shnll sub-~.

mit a protocol for the conduct of the

studies to the Division of Food and Caolor.
Additives, Food and Drug Administra--

tion, 200 C 8t."SW., Washington, DC
20204, for review, and acceptance or re-
jection, by (60 days atter ett;ctlvo date
of final regulation) ..

{3} A full report ot the studla con~ °

ducted on the color additives shall. bs

submitted to the Division of Food and’
Color Additives by (42 months after e.f-_

fective date of final regulation).

(4) The petitioners shall immedtately

notify the Divislon of Food and Color

Additives of any findings that indicate
potential for the color addifive to cause
adverse effects.

Interested persons may, on or before
November 22, 1976, submit to the Hear-
ing Clerk, Food and Drug Administra-
tion, Rm, 465, 5600 Fishers Lane, Rock-
ville, MD 20852, wrilten comments (pref-
erably in quintuplicate and Identified
with the Hearing Clerk docket number
found {n brackets in the heading of this
document) regarding this proposal. Re-

celved comments may be seen in the -
- above office during working hours. Mon-

day through Friday.’ -
Dabed Sepambcr 17,"1976. -

Sm:nwm Gubm.
Acﬂrw Commissioner
¢ - 7 of Food and Drugs.-

“’8 Doc.76-27625 Filed 9—23—-76’6 45 am)

-
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.. DEPARTMENT OF HEALTH, ©~

-Food and Drug Administration _

mock-cuo.no-own ot
..7. " COLOR ADDITIVES

Demal of Petmon for Listing of FOLC Red
Na, 4 for Use in Cherries and .
lngested Drugs a

. The Food and Drug Administration
Cam (EDA) is denying the portion of a peti-’
. “tion 4o list “permanently”™ FD&C Red No.
JA as’ & color additive that seeks listing
. 1% » for-use In maraschino cherrles and in-
" "'gested ‘drugs because evidence is lack-
.- ing that the color is safe for those uses.
.. Objections to this order may be filed by
. adversely uffected persons by October 26,
1978. Published elsewhere in this issue
of the FroeraL RxcisTER are regulations .
-terminating the provisional listing "of
FDLC Red No. 4 for use in maraschino
cherties and ingested drugs end “per-
. . manently” listing FD&LC Red No. 4 for
kA useinextu'nauy&pplleddmzsmdcos-
. * metics, -
‘ A notice published in the Feprzar
Rxcistxx of November 20, 1568 (33 FR
-17205) stated that a petition (CAP 61)
for.the  “permanent™ listing of FD&C
Red No. 4 a5 & color additive for use in
maraschino cherries, ingested drugs, and
externally spplied drugs and cosmetics
‘had been fited by The Toilet Goods As-
sociatlon, Inc. (now the Cosmetlc,
Tollery, and Fragrance Association, 1133
15th St, NW,, Washington, DC 20005) ;
the Pharmaceutical Manufacturers As-
“sociation (1155 15th S8t, NW., Washing-
... _ton, DC 20005) ; and the Certified Color
Industry Committee (now the Certified
. Color Manufacturers Association, 900
© 17th St., NW., Washington, DC 20606)
. ¢/o Hazleton Laboratories, Inc,, PO Box
30, Falls Church, VA 220485, The petition -
was filed pursuant to section 706 of the
' Pederal Food, Drug, and Cosmetic Act
(21 U.8.C.376).
. Results from chronic dog feeding
~. studies with FD&C Red No. 4 have raised
. questions about the safety of the color
additive when ingested. These studies
3~ .and other available data bearing on the
. safety of FD&C Red No. 4 are discussed

- * tion published elsewhere in this issue of

,'_ the Fepeaar RrEcisTEx terminaiing the

‘ v" provisjional listing of the color for use in
¥ « maraschino cherries and ingested drugs.

_.- The avallable data do not permit estab-

Zlishment of a no-effect level for FD&C

A . Red No. 4 in the dog, and a safe level for

"+ 12 human ingestion cannot, therefore, be

¢ established, Purthermore, chronic feed-

# ing studies on FD&C Red No, 4in rats and

i J» mice conducted by FDA in the carly

--. B30 1860's to determine whether the color

" additive is a carcinogen have recently

. been reevaluated and found to be inade-

. -.'Tquat.e by contemporary standards for

s 1 such studles. The Commissloner con-

. "" ‘cludes that without chronic feeding
. :ﬂstudies that meét contemporary stand-

- Ing under section 706 of the act (21
-+US5.C. 376) there are insufficient data to

e reer e s

'EDUCATION, AND WELFARE '

.. in detail in the preamble to the regula-

FEDERAL REGISTER; VDU 41; NO;
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permit & determination abont the safety
of the use’ ofFDhCRedNo.(whenm~
gested.

‘The Commissioner has fully considered
the data submitted in support of the pe-

‘ tition and other pertinent data related

to the use of FD&C Red No. 4 in mara-
-schino cherries and ingested drugs and
conoludes that the dats before him do
not establish that ingested use of FD&C
Red No. 4 will be safe. The portion of the
_petition seeking listing for use in mwara-
“schino cherries and mgusted"druzs is
therefore denled.

. Any person .who. will be “adversely
"affected by the foregoing order may at
any time on or before October 26, 197§,
Ble with the Hearing Clerk, Food and
Drug Administration, Rm. 4-65, 5600
Pishers Lane, Rockvillé, MD 20852, writ-
ten objections therets. Objections shall
show whereln the person filing will he
* adversely affected by the order, specify

with particularity the provisions of the

order deemed objectionable, and state
the grounds for the objections. Objec-
tions shall be flled in accordance with the
requirements of § 8.19°(21 CFR 8.19). If
a hearing is requested, the objections
shall state the issues for the hearing,
-shall be supported by grounds factually
and legally sufficient to justify the relief
sought, and shall include a detailed de-

-scription and analysis of the factual in~

formation Intended to be presented- in
support of the objections in the event
that a hearing is held. Five copies of all
documents shall be filed and should be
identified with the Hearing Clerk docket
number found {n brackets in the heading
of this order. Received objections may be
seen in the above office during working
hours, Monday through Friday.

This notice is issued under provisions
of the Pederal Food, Drug, and Cosmetic
Act (secs. 701, 706, 52 Stat. 1055-10586,
74 Stat. 399403 (21 US.C. 371, 376))
and under authority delegated to the
Commissioner (21 CFR 5.1) (recodifica-
tion published in the Feveaar chxsrzn
June 15, 1976 (41 FR 24262)).

Dated: September 17, 1976,

SHERWIN GARDNER,
. Acting Commissioner
of Food and Drugs.

[FR Doc.’lG-flSlﬁ Filed 9-22-78:8:45 am|

[ Docket No. 76G-0376]
COLOR ADDITIVES
Denlal of Petition for Permanent Listing
of Carbon Black .
The Food and Drug Administration
(FDA) is denying a petition to list car-

‘bon black (all-gas channel black) as a

color additive for use in food, drugs, and
cosmetics because the available datax are
insufficient to establish safe conditions of
use for the color additive. Objections to
this order may be filed by adversely af-
fected persons by October 26, 1976. Pub-
lished elsewhere in this issue of the Fep-

ards, for purposes of “permanent” list-< ERAL REGISTER is a regulation terminating

tha provisional listing of carbon black
for use In food, druzs and cosmetics,

W

© tive. The petition to' list carbon l.:c
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A notice published “in tha Freperar
Rrecisten of July 24, 1873 (38 FR 19851).
stated that a petition (CAP 8CG092) had
been filed for tha “permanent” listing of
carbon black (all-gas channel black) asn
color additive for use in food, drugs, and
cosmetics, including cosmetics for ap-
plication in tli¢ area of the eye, by the
Cosmetic, Toeiletry and Fragrance Asso-
clation, Inc. (CTFA), the National Con-
fectioners Assoclation (NCA), and thce
Pharmaceutical Manufacturers Associn-
tion (PMA), ¢/0 Hazleton Laboratorics.
Ine., P D Box 30, Falls Church, VA 22246,
The pt Atlon was filed pursuant to section
706 of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 376) ’

Of the five basic types of carbon black
only carbon black produced with nutural
gas using the impingement or channel
process has heen provisionalty listed un-
der § 8.301 (2% CFR 8.501). The pc*ition
to use carbon black for use with food
drugs, and cosmetics seeks listing only for

- “all-gas channel black.” Carbon binch
(all-gas channel black) cannot be “per-
manently” listed without data adequate
to establish specifications for the color.
‘These specifi~ations are necessary to en-

+ able FDA to certify batches of carbon
black as being the type produced with
natural gas using the impingemert or
channel process. Without adequate dat:u
-to establish specifications and to certif.
batches of carbon black a3 “all-gas chau-
niel black,” there Is no assurance thiat th.
carbon black being uscd 1s the type rov-
ered by the petition and for which texic-
ity data have been submitted to and
reviewed by FDA. The Commissioner
concludes that safe conditions of u.e
cannot be established without adequate
specificalions for carbon black (ali-ga:
channel black). .

Furthermore, carbon black, including
all-gas channel black, may contain Jow
levels of polynuclear sromatics (PRA'se,
some of which are known carcincgens.
All-gas channei black is thie least lilel:
of the carbon blacks to contafn PN
but there is no analytical mcthod car-
Tently available that is suficiently sensi-
tive to detect extractable PNA's al low
levels. The Commissioner conctude~ th.a!
safe conditions of use for carbon blach
(all-gas channel black) cannot be catab-
lished without an appropriately sensitive
analytical method for detecting extrat-
able PNA's,

The questions regarding the sperificn-
tions for carbon black (gll-gas chiannd
black) and the Commissioner’'s wur.suc-
cessful efforts to obinin the ncce.sarv
additional data to resolve the quc: "1on-.
{rom the petitioners are dixcussed @ ¢ -
tail fn the preamble to thie regu’.
published cisewhere in this ssie o0 the
FEDERAL REGISTER terminacing the e
visional listing for carbon black.

The Commissioner has fuliy consiileres.
the data submitted in support o. ti.
petition and other pertinent dota reate
to the use of carbon black fall-ipas:
nei black) and coticlucles that- te »
before him are insuflicient to csi* %
sale conditions of use {or the color :
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(a.n-gu c.hnn.nel black) is therefore
dcnied. y

Any person who wm be adversely af-
fected by the faregoing order may at any

time on or before October 26, 1976, file -

with the Hearing Clerk, Food and Drug
Administration, Rm. 4-85, $600 Fishers
Lane, Rockville, MD 20852, written ob-
Jectlons thereto. Ohjections shall show
wherein the person filing will be ad-
versely affected by the arder, specify

".° with particularity the provisions of the

order deemed objectionable, and state

the grounds for the objections. Objec~
-tions ehall be filed in accordance with the

requirements- of §8.19 (21 CFR R.19).
° If a hearing iy requested, the objections
shall -state. the issues for the hearing,
shall be supportied by grounds factually
and legally sumcient to justify the rellet
sought, and shall include a detailed de-
° seription and analysis of the factual In-
formation intended to be presented In
support of the cbjections in the event
that » hearing is held. Five copies of all
documents shall be filed and should be
identifted with the Hearing Cler't docket
number found {n brackets in the hearing
of this order. Received objections may be
séen in the above office during working
hours, Monday through Friday. .

* This notice {s fssued under provisfons
‘of the Pederal Food, Drug, and Cosmetic
Act (secs. 701, 7106, 52 Stat. 1055-1056, 74
Stat. 399403 (21 U.S.C. 371, 376)) and

. . NOTICES

under authority delegated to the Com-
missioner (21 CFR §.1) (recodification
published in the Froeaar RecisTzR of
* June 15, 1976 (41 FR 24262)).

* Dated: September 17, 1976.
’ - - SHERWIN GARDNER,
Acting Commissioner .
of Food and Drugs.
{FR Doc.76-27820 Flied 09-22-76;B8;45 am])

[Docket No, 760-0353]
. COSMETIC, TDILETRY. AND FRAGRANCE
- 7 ASSOCIATION - .

- Withdrawal of Color Additive Petitions -
The Food and Dnig Administration

(FDA) i3 announcing the withdrawal .

wmmut prejudice of three petitions to

“permanently” list sluminum stearate,
benfonite, ealcium silicate, calcfum stea-
rate, kaolin, Itthfumstemk maguesium
aluminum silicate, magnesium stearate,
and zinc stearate for use as color addl-
tives' in cosmetics. Published elsewhere
in this issue of the FrperalL RgCISTER
is a regulation terminating the provi-
sional listing of those nine substances
-and a tenth, gold, for use' as color ed-
ditives in cosmetics,

" A notice published in the FroeraL
Recrster of August §, 1973 (38 FR

*. 21200), stated that petitions (CAP 8C-

0071, 8C0078, and 9C0054) for the “per-

. Fragrance Association, - Inec.

manent' Iisﬁng of sluminum stearale,
bentonite, calclum silicate, calcium
Stearate, -caolin, lithium stearate, mags-
nNesium a.lumlnum silicate, magnesium

.stearate, and zinc stearate.had becn

filed by the Cosmetic. Toiletry and
(CTFAN,

1133 15th St., NW., Washington, DC
20005, c/o Hazleton Laboratorfes, Inc.,
P.O. Box 30. Falls Church. VA 22046.

The petitions were filed pursuant to
section 706 of the Pederal Food, Drug,
and Cosmetic Act (21 US.C. 376)..On
August 9, 1976, CTFPA wrote to FDA rc-
questing that the color additive petitions
for the. nine :ubstances be withdrawn -
without prejudice to future filing. -

‘Therefore, In accordance with § 8.8(c)
of the color additive regulations (21 CFR
8.8(c)); under the Federal Food, Drug,
and Cosmetic Act (sec. T06(d), 74 Stat.

.402 (21 U.S.C. 376(d))) ; and under au-

thority delegated to the Commissioner
(21 CFR $.1) (recodification publishcd
in the FroeraL RECISTER of June 15, 1976
(41 FR 24262)), notice is given that
color additive petitions 8C0071, 8C0078,
and 9C0094 have been withdrawn with-

"out prejudice *o {uture Bling.

Dated: September 17, 1976.

T BRERWIN GARDNER,
- Acting Commissioner -
of Food and Drugs.
[FR Doc.76-27821 Filed §:22-76;8:45 sm]
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