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” nEf;Aﬁme OF HE/"TH AND HUMAN SERVICES ™

FOOD AND DRUG APMINISTRATION

21 CFR PARTS 74, 81, AND 82

[DOCKET NO. 82N-0268] CF 76#-03606

D&C ORANGE NO. 5

%}' gV
,,Wq \,3” AGENCY: Food and Drug Administration. . “#TFRL 9632
g )-2-82
D\%% ACTION: Final rule.

SUMMARY: The Food and Drug Administration (FDA) is permanently
listing D&C Orange No. 5 for use in lipsticks or other 1lip
cosmetics and in drug and cosmetic mouthwashes and dentifrices.
This action is a partial response to a petition filed by the
Cosmetic, Toiletry, and Fragrance Association, Inc. (CTFA).
This final rule will remove D&C Orange No. 5 from the

T T ovi etona I ET SRS £ color “additivesT  However T to provide ans s

opportunity for objections, published elsewhere in this issue of

=

s

the - PERERAL-RECICTED 4o

lipsticks and other lip cosmetics and in drug and cosmetic

mouthwashes and dentifrices. In addition, that order terminates
the provisional listing of this color additive for use in
externally applied drugs and cosmetics. This final rule also
cancels certificates for D&C Orange No. 5 for use in externally
applied drugs and cosmetics.

DATES: FEffective November 30, 1982; objections by November 29,
1982; Certificates cancelled effective October 29, 1982.
ADDRESS: VUritten objections may be sent to the Dockets
Management Rranch (HFA-305), Food and Drug Administration, Rm.

4-62, 5600 Fishers Lane, Rockville, MD 20357.
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FOR FURTHER INFORMATION CONTACT:
Andrew D. Laumbach,
Bureau of Foods (HFF-334),
Food and Drug Administration,
200 C St. SW.,
Washington, DC 20204,

7.7 720224725690,

 SUPPLEMENTARY INFORMATION: In the FEDERAL REGISTER of August

6, 1973 (38 FR 21199), FDA announced that a petition (CAP

;;£€36#1} for the permanent listing of D&C Orange No. 5 as a

leton Laboratorles, Inc., 9200 Leesburg Turnpike, Vienna,

e b

as anmended August 16, 1961 (26 FR 7578), and December 30, 1970

(35 FR 19749), FDA established temporary tolerances under

§ 81,25 (21 CFR 81.25), formerly § 8.503 (21 CFR 8.503), for
the use of certain provisionally listed color additives,
including D&C Orange No. 5, in lipsticks, ingested drugs,
and other products subject to ingestion, such as mouthwashes
and dentifrices. The agency set tolerance limits because
"subacute studies have established that these colors are
toxic substances, unsafe for unrestricted use in drugs and

cosmetics” (25 FR 9760).
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The original temporary tolerance levels for these color
additives were based on preliminary usage information and
toxicological information from testing performed in the 1950's.
Later, color additive petitions were submitted that contained
information concerning the use of each of the color additives,
as well as reports on chronic feeding studies with each of

“fthe color additives. In addition, in accordance with a

”**—*regulatlon published in the FEDERAL REGISTER of September 11,
1971 (36 FR 18336) (amended June 12, 1973; 38 FR 15472),

éﬁggégawen_teratology and multigeneration reproduction studies were

Fie st e TR G

COnducted with the color additives listed under temporary

S tolerances. The data from these three sources provided a more

stbstantive base for determining appropriate levels of use for
e the color additives requiring temporary tolerances. On the
b331s of these data, in a regulatlon publlshed in the FEDERAL

EGISTER of August 21 1979 (44 FR 48964), FDA estabilshed the

current temporary tolerances for D&C Orange No. 5, which appear

in § 81.25 and which no longer permit use of D&C Orange No. 5 in

ingested drugs.

.
T
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TOXICOLOGICAL TESTING OF D&C ORANGE NO. 5

The provisional regulations published in the FEDERAL
REGISTER of February 4, 1977 (42 FR 6992) required new chronic
toxicity studies for D&C Orange No. 5 as a condition of its
continued provisional listing for ingested uses. FDA required
these studies for 31 color additives because the toxicity

_studies the petitioners had submitted to support.the safe use

of Eﬁése color additives were deficient in several respects.

FDA_dgscribed these deficiencies in the FEDERAL REGISTER of

Sm=eme=c-September 23, 1976 (41 FR 41863):

T . 1. Many of the studies were conducted using groups

" of animals, i.e., control and those fed the color additive,

“i=rhat are too small to permit conclusions to be drawn on the

“chronic toxicity or carcinogenic potential of the color.

e

s, The small number of animals used does not, in of itself,

caﬁée{th1§m%égﬁlﬁ{‘bUt“ﬁhéﬁ;édﬁsideredutogether Witﬁ“@hef%f>ﬁf~~ e
other deficiencies in this listing, it does do so. By and
large, the studies used 25 animals in each group; today FDA
recommends using at least 50 animals per group.

2. In a number of the studies, the number of animals
surviving to a meaningful age was inadequate to permit
conclusions to be drawn today on the chronic toxicity or

carcinogenic potential of the color additives tested.
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3. In a number of the studies, an insufficient number
of animals was reviewed histologically.

4. In a number of the studies, insufficient numbers of
tissues were examined in those animals selected for pathology.

5. In a number of the studies, lesions or tumors detected
under gross examination were not examined microscopically.

. FDA postponed the closing date for the provisional listing
of these color additives until January 31, 1981, to permit thé
completion of required chronic toxicity studies. However, in

jtespéhse‘to 3 petitions to provide for timely completion of the

nongOLng studies and submission of data to FDA on a prescribed

m""schedule, the agency ex*ended the closing dates for 23

;prov1szonally llsted color additives under test, including D&C

C Orange No. 5, on March 27, 1981 (46 FR 18954). The current
“c1031n¢ date for the prov1510nal llstlng of D&C Orange No. 5 is
QQanaber 30"'7582 S e
Published elsewhere in this issue of the FEDERAL REGISTER is

an order that extends the closing date for the provisional

listing of D&C Orange No. 5 for use in lipsticks or other lip

cosmetics and in drug and cosmetic mouthwashes and dentifrices.

The new closing date for D&C Orange No. 5 is being established to

provide for receipt and evaluation of any objections submitted in

response to this final rule for permanent listing. The agency
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advises that it is not extending the closing date for use of
D&C Orange NWo. 5 in externally applied drugs and cosmetics
because this final rule does not provide for such uses. The
provisional listing in § 81.1(b) (21 CFR 81.1(b)) of D&C Orange
No. 5 for the permitted uses will be removed when this listing

ule becomes effective.

EVALUATION OF THE SAFETY OF D&C ORANGE NO. 5
Under sectlon 706(b)(4) of the act (21 U.S.C. 376(b)(4)),

the so—called."general safety clause” for color addltlves, a

m&ﬁﬁ%%%g%ENit%tedfforwa“partxe_

1arzuse~un1ess the~

- d&ta presented tewFDA-establlsh that the substance is safe for .

- tﬁat usexm-Although what -is meant by*'safe”-is_not explained in..

Rl

" Committee on Interstate a*H'Forelgn

Commerce, 86th Cong., 2d Sess. 11 (1960).) The Senate report

on the Food Additives Amendment of 1958 states:

The concept of safety used in
this legislation involves the
question of whether a substance is
hazardous to the health of man or
animal. Safety requires proof of a
reasonable certainty that no harm
will result from the proposed use of

an additive. It does not--and
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cannot--require proof beyond any
possible doubt that no harm will
result under any conceivable
circumstance. This was emphasized
particularly by the scientific
panel which testified before the
subcommittee. The scientists
pointed out that it is impossible
in the present state of scientific
‘knowledge to establish with
coﬁpieﬁe certainty the absolute

harmlessness of any chemical

substance.

s, Rep, No. 2422, "Food Additives Amendment of 1958," Committee

FDA hés 1ncorchated thlS concept of safety lnto its color -
additive regulations. Under 21 CFR 70.3(i), a color additive is
ngafe" if "there is convincing evidence that establishes with
reasonable certainty that no harm will result from the intended

"

use of the color additive. Therefore, the general safety
clause prohibits approval of a color additive if doubts about
the safety of the additive for a particular use are not resolved

to an acceptable level in the minds of competent scientists.



¥ & A AN Y Y B 3 TE bty A s o bt e e

The agency has now completed its evaluation of the color
additive petition for D&C Orange No. 5, which‘included two new
chronic toxicity studies in rats and mice. These new long-term
chronic studies represent current state-of-the-art toxicological
testing. The protocols for these studies have benefited from ”

whkgowledgé_of deficiencies in previously conducted carcinogenesis
WN,"~~‘4§iéaséays and other chronic toxicity protocols. The use of
J%ié;éé-humbérs of animals of both sexes, pilot studies to

determine maximum tolerated dosages, two control groups (thereby

‘weffectively doubling the number of controls), and in utero
fé£p§sure in one of the two species tested significantly
3inéreases the power of these tests to detect dose-related
,g;§éééts. The studies were designed and conducted in full
TETTT compliance with the good laboratory practice regulations and
re.subject to .inspections by FDA officials during their
utse. ' |

Based on the evaluation of the results of the two new
chronic toxicity studies, the agency has determined that D&C
Orange No. 5 is not carcinogenic to Charles River Sprague-Dawley
CD rats or CD-~1 mice after lifetime dietary exposure as high as
1.0 percent and 0.5 percent, respectively, under conditions of
testing adequate to provide assurance of its safe use.

In evaluating the safety of this color additive, the agency

has evaluated other appropriate animal studies in addition to

these new chronic studies to determine any potential adverse

effects from the use of D&C Orange No. 5 and thus to determine



the level at which exposure to the color additive can be
considered safe. The agency makes the latter determination by
establishing a '"no-adverse-effect' level on the basis of each
animal study, by applying a safety factor to each study, and by
selecting<the study that leads to a calculation of the lowest
acceptable daily intake.

For D&C Orange No. 5, FDA has evaluated the two new chronic

feeaing studies in rats and mice, chronic toxicity studies in

dogs. and rats, a teratology study in rats, a three-generation

fépféductioﬁ study in rdats, a short-term feeding study in
:wréhbiﬁs, an 18-month skin painﬁing study in mice, and a dermal
study in rabbits. TFrom these evaluations, the agency has
'égﬁéluded thaﬁ the rabbit feeding study establishes the lowest
SR acceptable daily intake for D&C Orange No. 5. In the rabbit

sc.feeding study, the agency found increased intrauterine deaths

(fgébrptions)igt'thé”high“ddéé’of"160 ﬁilligraﬁs‘per”iiidgréﬁ“of“ﬁﬁﬁﬁ?
body weight (mg/kg) and a no-adverse-effect level of 50 ng/kg.

FDA has applied a conservative thousandfold safety factor to the

50 mg/kg/day no-adverse-effect level to calculate an acceptable

daily intake of 0.05 mg/kg/day or 3 mg/day for a 60-kg person.

FDA applied a thousandfold safety factor, rather than the

hundredfold factor set forth in 21 CFR 70.40, because the

agency's calculation is based upon the results from a
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short-term test, and the agency's general practice is to apply
a thousandfold safety factor to the results of such short-term
tests unless there are specific reasons to do otherwise.
Similarly, because of its reliance on the short-term test, the
agency has compared the acceptable daily intake to estimated
short-term use rather than average chronic use of the color
gﬁditivgt

'“‘*%*%f~““~~~?ihe»agency generally considers a color additive as safe

under its intended conditions of use if the estimated daily

%gggéqu”thé additive does niot ekxceed its acceptable daily
iﬁféké. In determining the estimated daily intake, FDA has

- concentrated on the high users in the total population and on

"‘§§“max1mum estimated exposure of this population to known and

--probable uses of the color additive. The agency has developed

- the fcllcw1ng estlmates for maximum exposure under Varlous use

oy bt st o e s
. e - b - e e o Do Py g GaE a i e
AT R s A e - o T L e
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= ﬂ?wcategorles: 1ngested drugs (not currently allowed), 24 mg/day,
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external drugs, 2.4 mg/day; lipsticks (6 percent color additive),

3.0 mg/day; mouthwashes and dentifrices, 0.2 mg/day; topical

cosmetics, 2.N mg/day. These estimates cannot be simply totaled

to obtain a cumulative exposure because each estimate is a

maximum, and it is unlikely that anyone would use all products at
. the potential maximum level on any given day. Nevertheless, it
_‘1s clear>that unrestricted use would permit exposure to D&C

Orange No. 5 in excess of 3.0 mg/day. Therefore, because the

maJor use of D&C Orange No. 5 has been in 11pst1cks, FDA 1is

permanently listing the colotr additive for this use -at levels of

Qup to 5 percent in lipsticks and lip cosmetics (2.5 mg/day
nmax1mum) The agency is establlshlng the 5-percent maximum
Ievel instead of the 6-percent in effect under-the temporary

toleranceé to assure that the acceptable daily intake is not

“Eeeded. - ~FDAfis~alsO‘permanently listing D&C Orange No.. 5 for ...

useéln mouthwashes and dentlfrlces (0.2 mg/day max1mum) 'At‘the
same time, even though the agency recognizes that actual internal
exposure to D&C Orange No. 5 from externally applied drugs and
cosmetics may be less than estimated above, there are no data
currently available that establish that FDA's exposure estimates
are incorrect. Therefore, FDA is unable at this time to find
that these external uses of D&C Orange No. 5 are safe, and
consequently the agency is not listing the color additive for

these uses.
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CONCLUSION ON SAFETY

The agency concludes that D&C Orange No.\S is safe under
conditions of use set forth below, and that certification is
necessary for the protection of the public health. The final

. toxicity study reports, the interim reports, and the agency's
AAtc#icblogy evaluations of these studies are on file at the
.5océégé Managément Rranch (address above). They may be reviewed

.there.between 9 a.m. and 4 p.m., Monday through Friday.

{The agency is not denylng the color additive petition for
ﬁ&CﬁOrange Mo. 5 (CAP 6C0041) for lngested and externally
épp;ied drug and cosmetic use. As stated above, the agency
reéégnizés'tﬁaﬁ the estimated daily intake may be exaggerated.

" FDA encourages interested persons to providé information that

VN&.MS is absorbed through the skin from the use of externally
applied drugs and cosmetics. Therefore, the agency will accept
and consider new information submitted in support of the
permanent listing of the petitioned uses that cannot be approved
at this time. If no further information is received by April 27,
1983, the agency will consider that portion of the petition for
uses other than those subject to this final rule as withdrawn

without prejudice under & 71.4 (21 CFR 71.4);

’gagencywcan use to deterrwine the extent to. whlch D&C Orange e



Certificates issued for D&C Orange MNo. 5, and its lakes, and
all mixtures containing the color addditive are cancelled and
have no effect as pertains to its use in for externally applied
drug and‘cosmetics after October 29, 1982. Use of the color
additive in externally applied drugs or externally applied
cosmetics after that date will cause such products to be
w—’'"3j'*vwii‘—i%:;_____a,g:lu};‘a:e”rated within the meaning of the act (21 U.S.C. 301 et

seq.), and the violation may be subject to regulatory action.

& ‘s prohlbltlon apalles to the use of the stralght color, its
or 5.
that the protection of the public health
vemova’ from the market of drugs and

the coTOr addltlve for external use or the
or cosmetics that are being manufactured to

f,hNEbé color adﬂwglve bas been adﬁed “on or before Octooer 29

Manufacturers of new drugs and new animal drugs (including
certifiable antibiotics for animal use) that may be externally
applied and that contain D&C Orange No. 5 may either cease
adding 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) (21 CFR 314.8(d)(3) and (e) or
514.8(d) (3) and (e)), as appropriate. TIf a substitute color is

used, the manufacturer shall file with FDA a supplemental new
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drug application or supplemental new animal drug application,
which contains data describing the new composition and showing
that the change in composition does not interfere with any assay
and control procedures used in manufacturing the drug, or that
the assay and control procedures used in manufacturing the drug
have been revised to make them adequate. The applicant shall

Ry 1’:anlso submlt data that establish the stability of the revised

formulation or, if the data are too limited to support a

oncluSLOn that the drug will retain its declared potency for

the reasonable marketlng period, a commitment to test the

’é%éblllby of marketed batches at reasonable intervals, to submit

he data as they become available, and to recall from the market

an&ﬁbatch found to fall outside the approved specification for
 the drug.

“‘Each.sponsor oF a notlce of clalmed lnvestlgatlonal

exemptlon for a new drug (IND) or a notlce of clalmed
investigational exemption for a new animal drug (INAD)
containing the subject color should promptly amend the IND or
INAD to indicate that the color additive has been removed or a
different color additive substituted.

The agency is aware that supplies of alternative color
additives may be difficult to obtain immediately. Consequently,
drug and cosmetic labeling that states that the product contains
1"

artificial color'" or that specifically identifies D&C Orange

No. 5 may continue to be used with uncolored products, or



-~ 15 -

products containing substitute colors, during the time necessary
to obtain supplies of revised labeling or until November 2, 1983,
whichever occurs first.

The agency is establishing new chemical specifications that
identify the color additive more precisely than those .
specifications currently in Part 82. Also,
the chemical name for the color additive in the new listing

under Part 74 (21 CFR Part 74) is different from the name

~currently listed under Part 8 82 (21 CFR Part 82) and from the

"Chemlcal Abstfacts" deSLgnatlons. ‘The agency has dec1ded to
follow the nomenclature commonly used in the chemical

llterature where“the color addltlve is referred to as a

fluorescein derivative.

The agency concludes that it is necessary to include in the

the manufacturing process to ensure the safety of the color
additive. The agency is concerned that the color additive may
contain potentially toxic substances dependent upon the
manufacturing process used to produce the color additive. The
agency is not able at this time to set specifications which
would preclude their presence. The agency has contracted with
the National Academy of Sciences/National Research Council

(NAS/NRC) to develop appropriate specifications for color
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additives for use in food as part of the Food Chemicals Codex.
Similarly, appropriate specifications for color additives for
use in drugs and cosmetics will be developed following the

general guidelines used by NAS/NRC in its evaluation of color

additives used in food. The agency concludes that specifying,

through a. general description, the manufacturing process in the

regulatlon for the color additive will provide an adequate

eésurance of safety until suitable specifications can be

developed. Production of the color additive by the specified

. The agency has determined under 21 CFR 25.24(b)(12) and

vé%?ﬁi(%i (proposed December 11, 1979; 44 FR 71742) that this

ion .is of_aetype that does not Lnd1v1dually or cumulatively

e I RO el D Sl

a 31gn1f1cant impact on the human environment. Therefore
neither an environmental assessment nor an envirommental impact
statement is required.

List of Subjects in 21 CFR

Part 74: Color additives; Color additives subject to
certification; Cosmetics; Drugs.

Part 81: Color additives; Color additives provisional
list; Cosmetics; Drugs.

o, e
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Color additives; Color additives lakes; Color
siona ist; Cosmetics; Drugs.

Therefore, under the Federal Food, Drug, and Cosmetic
Act (secé 706(b), (c), and (d), 74 Stat. 399-403 (21 U.S.C.
376(H), (c), and (d))) and the Transitional Provisions of the )
Cblar‘Additive Amendments of 1960 (Title II, Pub. L. 86-618,
sec. 203, 74 Stat. 404 407 (21 U S. C. 376 nofe)) and undér
autaorléy delegated to ﬁhe CommlsSLOner of Food and Drugs

e (21 CFR 5_102, Parts 74, 81, and 82 are amended”as‘ﬁo}lows~

T PART 74--LISTING OF COLOR ADDITIVES | L
e s SHBFECT-TO- CERTIFICATION - - . 7 = Li=ee

i P uPart 74‘15 anended* T - St rmnl

{a) 1ldentity. (1) The color additive D&C Orange No. 5

is a mixture consisting principally of 4',5'-dibromofluorescein
(CAS Reg. No. 596-03-2) and 2',4',5'-tribromofluorescein (CAS
Reg. No. 25709-83-5) and 2',4',5',7'-tetrabromofluorescein (CAS
Reg. No. 15086-94-9). D&C Orange No. 5 is manufactured by
brominating fluorescein with elemental bromine. The fluorescein
is manufactured by the acid condensation of resorcinol and
phtNalic acid or its anhydride. The fluorescein is isolated

and partially purified prior to bromination.
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(2) Color additive mixtures for drug use made with D&C
Orange No. 5 may contain only those diluents that afe suitable
and that are listed in Part 73 of this chapter as safe for use
in color additive mixtures for coloring drugs.

(b) Specifications. D&C Orange No. 5 shall conform to

- the follow1ng specifications and shall be free from impurities

Sum of 2',4'-dibromofluorescein and 2',5'-dibromofluorescein,

moreAthan 2 percent.

4’-Bromof1uoresﬁe1n not ﬁére Ehén 2 ﬁéréént.

Fluorescein, not more than 1 percent.

Phthalic acid, not more than 1 percent.

2-(3,5-Dibromo-2, 4-dihydroxybenzoyl) benzoic acid, not more
than 0.5 percent.

Brominated resorcinol, nét more than 0.4 percent.

Sum of volatile matter (at 135° C) and halides and sulfates
(calculated as sodium salts), not more than 10 percent.

Insoluble matter (alkaline solution), not more than 0.3
percent.

Lead (as Pb), not more than 20 parts per million.
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Arsenic (as As), not more than 3 parts per million.
Mercury (as Hg), not more than 1 part per million.
Total color, not less than 90 percent.

(@);Uses and restrictions. D&C Orange No. 5 may be safely

used for coloring mouthwashes and dentifrices that are ingested
drugs in amounts consistent with current good manufacturing
practice. | ‘ -

(a)y ‘Labeling;” The labél of the color- additive and any = -

mixtures prepared therefrom intended solely or in part for

follows:

§ 74.2255 D&C Orange No. 5.

(2) Identity and specifications. The color additive D&C

Orange No. 5 shall conform in identity and specifications to the
requirements of § 74.1255(a) (1) and (b).

(b) Uses and restrictions. D&C Orange No. 5 may be safely

used f5r coloring mouthwashes and dentifrices that are ingested
cosmetics in amounts consistent with current good nanufacturing
practise., D&C Orange No. 5 may be safely used for coloring
lipstiaoks and other cosmetics intended to be applied to the lips
in amounts not exceeding 5.0 percent by weight of the finished

cosmetic products.
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(c¢) Labeling requirements. The label of the color

additive shall conform to the requirements of § 70.25 of this

chapter.

(d) - Certification. All batches of D&C Orange No. 5 shall

be certified in accordance with regulations in Part 80 of this

.chapter.

PART 81--GENERAL SPECIFICATIONS AND GENERAL RESTRICTIONS
FOR PROVISIONAL COLOR ADDITIVES FOR USE IN
FOODS, DRUGS, AND COSMETICS

‘=2, Part 81.-is’améndeds- ¢ Tus T oirs

[Amended]

”;:Wg; In § 81.1 Provisional lists of color addltlves,

[ - s e

A [P =

[Amended} e

_».. ey

-g:h In § 81. 25 Lempéfary tolerances, by removing the

entries for "D&C Orange No. 5" in paragraphs (a) (1) and

() (1) (1.

§ 81.27 [Amended]

c. In § 81.27 Conditions of provisional listing, by

removing the entry for "D&C Orange No. 5" in paragraph (d).
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d. In § 81.30 by adding new paragraph (q), to read as
follows:

§ 81.30 Cancellation of certificates.

% % % % %

(q) (1) Certificates issued for D&C Orange No. 5, its lakes,
and all mixtures containing the color additive are cancelled and
have no effect as pertains to its use in externally applied
drugs and cosmetics after October 29, 1982. and use of the color

adthlve in tbe manufacture of externally applled drugs or

COSmetlcs after thls date w111 resuit“ln“adu?teratlonh - el T

(2) The agency finds, on the basis of the scientific

evidence before it,_that no action has to be taken to remove

from the mar<et druas and cosmetlcs to whlcb the color addltlve

, was added on or before October 29, 1982.
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PART 82--LISTING OF CERTIFIED PROVISIONALLY
LISTED COLORS AND SPECIFICATIONS
3. Part R2 is amended by revising § 82.1255, to read as

follows:

5 82 1255 D&C Orange No. 5.

The color addltlve D&C Orange No. 5 shall conform in

a:w;dentlty and specifications to the requirements of § 74.1255

(a)(l) and (b) of this chapter.

v:iAny person who will be adversely affected by the foregoing

w-"‘;*.‘"'ézé’:1‘1‘éx‘r::i.on may at any time on or before Wovember 29, 1982, file

Wlth the Dockets Management Branch (address above) written
objectlons thereto. Objections sﬁall show wherein the person

'”“”filing will be adversely affected by the regulation, specify with

\»?

obgectlonable, and state the grounds for the obJectlons. Objectioﬁéq

shall he filed in accordance with the requirements of 21 CFR 71.30.

If a hearing is requested, the objection shall state the issues

for the hearing and shall be supported by grounds factually and

legally sufficient to justify the relief sought, and shall include

a detailed description and analysis of the factual information
intended to be presented in support of the objections in the

event that a hearing is held. Three copies of all documents
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shall be filed and shall be identified with the docket
number found in brackets in the heading of this document.
Any objections received in response to the regﬁlations may
be seen in the Dockets Management Branch between 9 a.m. and

4 p.m., Monday through Friday.

Effective date. This regulation shall become effective

by the flljng of proper objections. Notice of the filing of

";FEnERAL REGISTER.

(Sec. 706(b) (c) and (d), 74 Stat. 399-403 (21 U.S.C. 376(b),
(¢), and (d), sec. 203, Pub. L. 86-618, 74 Stat. 404-407 (21

e U.8. C 376 note) )

’OCT 27 1882

00T 281982 o G\M ﬁ\{ L

Mark Novitch
Acting Commissioner (%4
~« Food and Drugs

it At A b s
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t»November 30, 1982 except as to any provisions that may be stayed‘



