
/- 

jv ,P .” 
\p@ 3” \\’ AGENCY: Food and Drug Administration. uqFfl49632 

& 
N-242 

ACTION: Final rule. 

SUMMARY: The Food and Drug Administration (FDA) is permanently 

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

cosmetics and in drug and cosmetic mouthwashes and dentifrices, 
.I This adtion is's 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 
_--- ,,, _-I~~~~.-. r --.--721 .1_-- .. -- 'p g&i &&.&2~~~..@.~ f.-- d.02e$r .:;&& f+e-gy I__;--- H$-&+&-cy' t +p.ro+&&g~ an ~.:.-';;~~~~~~~ ;. -St= _ I 

opportunity for objections, published elsewhere in this issue of 

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: Effective November 30, 1982; objections by PTovember 29, 

1982; Certificates cancelled effective October 2?, 1982. 

ADDRESS: Ilritten objections may be sent to the Dockets 

Management Rranch (WA-305), Food and Drug Administration, Rm. 

4-62, 5600 Fishers Lane, Rockville, MD 20857. 



FOR FURTHER INFORMATION CONTACT: 

Andrew D. Laumbach, 

Bureau of Foods (HFF-334), 

Fooq and Drug Administration, 

200-c St. SW., 

Washington, DC 20204, 

.  .  .  -*--aTc .-. .  .  .  - -.. 
-- .--_ -.-- --._.A__ - 

-:.-. “._ -..-..-SUPPLEHENTARY INFOEQ~~TION: -1.. :sa.-&o .&-p.--- I_ i __ In the FEDERAL REGISTER of August -. ". __ 
6, 1973 (38 FR 21199), FDA announced that a petition (CAP 

- .- 

or the permanent Iisting of DGC Orange NO- 5 as a 

itive for general use in drugs and cosmetics had been 1 
:the Toilet Goods Association, Inc. (now CTFA, C/O 

.ci-+-v T-;:m. .m.l--c~-_-- I--- =‘--r.--” z=..-- -. _’ 
tories, Inc., 9200 Leesburg Turnpike, Vienna, 

The petition was filed under section 706 of the 

al Food, Drug, and Cosmetic Act (the act) (21 U.S.C. 376). 
_ -u-- . ..- ,L".- _ _. _. -- . 

,,_ -i3;~$-& .FEDERAL.~REdISTFI;“~f-.-Octobeic'f 2, -:I 960 .-(2:s +$$=9759) ~... ": -..=-. 
_ .-"--...+- - . . ;- .- 

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

(35 FR 19749), FDA established temporary tolerances under 

8 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). 



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 
-?i~~‘;-~x..“.--cL. --.-:2-+ ..-_. :-. j_ 

_ --+4--;“. A' 1: ---':'the'-color additives. In addition, in accordance with a - --':-~Lm- '-.... ____ ..-. = .~--,&a,p"A‘-y -*-- i 
. _,,. .__ _li .--we - A)_ .-~-'.k&<Iation published in the FEDERAL REGISTER of September 21, 

1971 (36 FR 18336) (amended June 12, 1973; 38 FR 15472), 
- . . . I 
atoldgy and multigeneration reproduction studies were ." 

_ .  .  .  .  =__ _. :  .  ._._ _ 

. - .  

-  -  _ . :  

_.._ _ 

I  -_ .~~~~-~~.~~~~. " conducted with the color additives listed under temporary 
_> .;. ;- ; , I.. ._ tolerances. The data from these three sources provided a more --;-I...-- i. -z--z--. 2 _. _ 

setantive base for determining appropriate levels of use for _.. 
..-:,, - the color additives requiring temporary tolerances- On the 

_. ̂." .____ ._ basis of these data, in a regulation published in the FEDERAL 
_ ", 
s&R of August 21, 

--;, .*-_ 
1979 (44..&48964), FDA establikd the‘ 

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

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

ingested drugs. 
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TOXICOLOGICAL TESTING OF D&C OIUNGE 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 -. -__---I _ _ _ "._. -. ._ .--; I 
of these color additives were deficient in several respects. 

-- _ FDA_described these deficiencies in the FEDERAL REGISTER of 
-- --: -- - --- -w&.*_ w*-,y- -. :. .,. __ a-.* I=2----z -2"" , 

_- :-y--y---. ,: ~'s&$te~~er i3,--1976.(41 FR 41863): 
.~~*.;.2&~.&L.~ .I ‘- 1 ._ __ ._ _-- _ . 

“- _..^ ‘. -.-I ..-- .:. - _ *.‘;- -,; _ ---.. .h 

-7-Y zzzkzize: -. .Ti ___ -_ _:- 3. -. Many of the studies were conducted using groups _s. .-_-.,.z 7. 
+-;- .I:--_ G-~: 0 f an,imakP i.. e . , control and tho-se fed the color additive, 

_ .- -.&-G4.:.,: T -. . c .- _ , 

.- . ~~*Z~-h~t-'are too small. to. permit. c.onclusions-to,be drawn on the . 
~e=L.;j:;_- .ii.G? T  :_. _ chrbnic toxicity or carcinogenic potential of the color. 

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 the 

completion of required chronic toxicity studies. However, in 
- .-._, _' '=-7%-ew-...-.- . . ~?esp&-~se~to 3 petitions to provide for timely completion of the ~',$v%s?% -.a &$-z&,; : j,_- ‘ .u, -<- y*&><>ww __ . . ." \ TwTwzJ --a - I‘ - .L .z : . -.- ..*-y.-c~--, ___. --$e -.-.- - - -*I ._ - 
t=Lye T-.-z~rs __ _ ^ :-mr -*--.*+& ongoing studies and submission of data to FDA on a prescribed 

.,--.- .- .- -.L-. .-_ 1-___ 2_ - I -. ..-_- ll-,.".- :-- - . . . ._ 
schedule, -the agency extended the closing dates for 23 ._; - ._..- .- .__ -. 1. z. _ .._I .~. > . I . 'i-I, ~---provisionally listed color additives under test, including D&C - _ ." .'-T: :,c . .z_: +z-. I-.-.-.. ---_ -._ -., I a-"y-&-~-% '1.. _ 

:.'.- Orange No. 5, on March 27, 1981 (46 FR 18954), The current _ 
_ _ r .-- _ closing date for the provisional listing of D&C Orange No. 5 is 

. . ..hrc 7:: -. .; . -.A*," ._ ̂  -,_,. .".;.,+"zL.,, __ ." . , ,~;:rJ' ' '_ __ * __ _ (' : 

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 MO. 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 

DcFC O-range RO. 5 in externally applied drugs and cosmetics 

because this final rule does not provide for such uses. The 

PWvisional listing in § 81.1 (b) (21 CFR 81.1 (b)) of D&C Orange 

NQ* 5 fo; the permitted uses will be removed when this listing- 

rule becomes effective* 

EVALUATION OF- THE SAFETY OF D&C ORANGE NO. 5 
,: >.- 

Under- section 706(b)(4) of the-act (21 U.S.C. 376(b)(4)), 

_, ;: e<- _ _._. - _” . 

data-~presented:-to--~~establish that the substance is safe for _ 

__ Tut--PS-~.--Altho~h-what;is meant by "safe". is- not explained in..- 

tka.r.this word is to have the s&e meaning for color additives 

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

o?? 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. Th is was emphasized 

particularly by the scientific 

panel wh ich testified before the 

subcommittee. The scientists 

pointed out that it is impossible 

in the present state o f scientific 

‘kndi;;rfedge to establish w ith  
. - ^ 

complete certainty the absolute 

harmlessness of any chemical 

substance. .- . _  ;. 

its colok" 

additive regulations. IJnder 21 CFR 70.3(i), a  color additive is 

IIsafe" if "there is convincing evidence that establishes w ith  

reasonable certainty that no harm will result from the intended 

use of the color additive." Therefore, the general safety 

clause prohibits approval o f a  color additive if doubts about 

the safety o f the additive for a  particular use are not resolved 

to an acceptable level in the m inds of competent scientists. 



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 

c-hronic studies represent current state-of-the-art toxicological 

testing. The protocols for these studies have benefited from 

.- .++& .z. --c- knowledg-&,of deficiencies in pr-eviously conducted carcinogenesis _ :. ._ ; -;;-- --&. - ; -. ;:- _I- .- _ 
_. .._- ._ -I. bioassays and other chronic 

5 _-_ .C^":L _.. . -_ ---. :_- _ ._3 ..__ ._1 .:- __... ̂. . . . . -. 
large numbers of animals of 

.._- _;.-. determine maximum tolerated 

toxicity protocols. The use of 

both sexes, pilot studies to 

dosages, two control groups (thereby 

m+&fectively doubling the number of controls), and in utero 
-bd2&-;j;-.,.< ,._:_ - _ --- .- __. -_I_ ..-- 
~~~~~~_-;~~~~~~~sure in one of the t-0 species test-d significant-y 
i=~~,y=~.y~r~z. c _ - -.Tm~--~- -z . . ..-. .- . . . _.. 

:- .-v:-1---.2.:-~-- _ - 
r;;L L - ----,, .w-~.__Iz- -c- L-. ZIz-: -: -- .- _ :::- :. _-: :increases the power of these tests to detect dose-related 

The studies were designed and conducted in full 

oompliatice.with the good laboratory practice regulations and 

3ased 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-l 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 tb determine 
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the level a t wh ich 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 o f each 

animal study, by applying a  safety factor to each study, and by 

selecting the study that leads to a  calculation o f the lowest 

acceptable daily intake. . . . -; _  . . :~z-.m>~-.. ,-. _i. - - :<;.i-<-- - L-I.-'e~. -c _- -For I%C Orange No. 5 , FDA has evaluated the two new chronic 
_  :.-I Is;-;**~-~~r7~~- -. : _  1 , -;='-y'"-‘... _  _  --. .- 

feeding studies in rats and m ice, chronic toxicity studies in 

dogs and rats, 2. :-- -- a teratology study in rats, a three-generation -~ _. _ .-. MY=%%.,. ,.:.;i..? __._ - : _ - , __i ..~ ;; *-.%&=, 
%T2., W%%SS&Z~~~~~X~ep'~oduct  iok study in rats , -.:a,. -*- ^ .; + ~~"~&c.ks~ yz- : a short-term feeding study in yy:'--~"=;.I .-By- :- 
_7.~~~-~:~.,-; ..ra=ir , ~~~. i-.T1= c s-- _  ~- an X,8-month skin painting study in m ice, and a dermal 

-e-'l.. J  '. _. .- _ -z-;--.T- __.- -._ .,;- -T, :za.. study in rabbits. From these evaluations, the agency has 
-- .a. ..3, -21, .- .-r-. - 

A". -. ..:w=c :a,. - :~*F-G$%xcIi.uded that the rabbit feeding study estahli.shes.the lowest 
-.-.t .:1 .-. _ acceptable daily intake for D&C Orange No. 5. In the rabbit 

feed~ing study; the agency found increased intrauterine deaths __ .--.1I ___ . . -- rptions)- 'it' the-hig~ ~~~~~~ of T60 "m<slfgrais -per -icilograna-- of' _ ~-..~-~~ 

body weight (mg/kg) and a no-adverse-effect level of 50 mg/kg. 

FDA has applied a conservative thousandfold safety factor to the 

SO 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 



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 o-f 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 
.--_- -- -. -. additive. 

- -- = -7+> ,;.:- -. ,_ _ . ____ p The- agency generally considers a color additive as safe 

under its intended conditions of use if the estimated daily 
-. -- - 

e.'o-f.-$he additive does not exceed its acceptable daily 

In determining the estimated daily intake, FDA has ~dh.~~~~2~:,~.~L7z _I, _:.a.- ._-_ .- . .._ j.. .-L-f-w*.- ;- -_ -c i?_,.=r . . . ..-a .I _ _ .-:- .:. -yn: _. ,_..*.._1~ - concentrated on the high users in the total population and on .~ _- ____ i.. -. " _-_ _ 
ez‘maximum I. estimated exposure of this population to known and I"~~hyy~~~~; F--.- - x -- .-,I ; =. s - -. .- .- -_ -~~..<Ab __ --L-.----i-, :*:-A-.-.-probable uses of the color additive. The agency has developed __-_. .- 

- - -the gpllowing estimates f,or,Vmaximum exposure under various use . . "..__ -..-.-L1--. . ..-i.-~--.-~.--~~~-~-..~~.---~-~ =.... ---: .- .zT,-r.L . ..A- --ey-p.--' -*-.. - ̂ -~ .-:z l." .; _ -_- _^_.: -.- .-. _ 1 ._ ,:;~".;Lz ._._. _ .._-.. ,.. .:7-z---- .-..- - =: 1. ; 
ingested drugs (not currently allowed), 24 mg/'day; 



external @rugs, 2.4 mg/day; lipsticks (6 percent color additive), 

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

cosmetics, 2.0 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 - ̂ _. 
i_--- .is clear that unrestricted use would permit exposure to D&C .- --.. _ 

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

use of .D&C Orange No. 5 has been in lipsticks, FDA is 

"tto,'S~ percent in lipsticks and lip cosmetics (2.5 mg/day 

The agency is establishing the 5-percent maximum 

instead of the 6-percent in .effect under--the temporary 
,... liray--_ji31 ;.--.- ; .__ _ 

-cz:-;.. ;. 

tolerances', to assure that the acceptable daily intake is not 
_.. “,_ .._ .,- _ _ 

&?e&ed. I. -.FDA is--also- permanently-.&sting. D&C .Orange,N?,.L:"~.~,Sor :- zz--z-=+ .j ,-, 
&se in mouthwashes and dentifrices (6.2 mg/day maximum). '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. 



CONCLUSION ON SAFETY 

The agency concludes that D&C Orange MO. 5 is safe under 

conditions of use set forth below, and that certification is 

necessary for the protection of the public health. The final 

. toxgcity study reports, the interim reports, and the agency's 

toxicology evaluations of these studies are on file at the _ _ --- ";--;. _. _ - .- -," . . - 
Dockets Management Rranch (address above). They may be reviewed 

Q a.m, and 4 p.m., Monday through Friday- 

The agency is not denying the color-additive petition for 

5 (CAP hCOO41) for ingested and externally 

d drug and cosmetic use. As stated above, the agency 

zes .that the estimated daily intake may be exaggerated. -(.-I-*-uuL i -- --..A" .,=_ -=‘-.-;---‘- .__ -'- L ..__- 1‘ 2 :-... FDA~encourages interested persons to provide information that 
._ .-. 

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 prejudtce under 3 71.4 (21 CFR 71.4). 
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CertifTcates issued for D&C Orange No. 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 
. ;;-: _"_._ . . &os'%etics after that date will cause such products to be 

__ ;I _-,__ .- '- ---. -- ,-LI--L-z .~___ adujterated within the- meaning of the act (21 U.S.C., 391 et 

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

_--~ _ destruction of drugs 

lies to 

Ttive mi 

the uss of the straight color, its 

.xtur 'es containing D&C Orange No. 5, 

that the protection of the public health 

removal from the market of drugs and " .^, - ._ 

the color additive for external use or the 

or cosmetics that are being manufactured to 

1982. 

Planufacturers 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 5 314.8(d)(3) and (e) or 

!j 51L8(d)(3) and (e) (21 CFR 314.8(d)(3) and (e) or 

514.8(d)(3) and (e)), as appropriate, If a substitute color is 

used, the manufacturer shall file with FDA a supplemental new 



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 

- - . . 1 _ 1 _ _i also submit data that establish the stability of the revised ::~y~q.-~z=i~~:-- _ G.2 ; - -' __ -: 
f&mulation or, if the data are too limited to support a 

usion that the drug will retain its declared potency for 

ntible'marketing period, ‘a commitment to test the 

of marketed batches at reasonable intervals, to submit 

-; .--^ _., ._ 

::.~Each sponsor of a notic~e of claimed investigational 
-.:-.-:. ;' ; -._- L.7~z.L2=~-~2 . __._^ -: ,_ .-.. .,_ ~.. __,_-^ :-. .,._,.._,. _. .1..-1-7-r ..? c::. .._.. 2,--;r .~.. .___ '. .- :^-" -".- I' 

exemption for a new drug (IND) 'or a notice of claimed‘. 

investigational exemption for a new animal drug (INAD) 

containing the subject color should promptly amend the IND or 

INAP 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 

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

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



products containing substitute colors, during the time necessary 

to obtain supplies of revised labeling or until November 2, 19P3, 

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 

curren.tly listed under Part 82 (21 CFR Part 82) and from the --. _ --- .-%?..L. _ _. ,_ __ ____ -- _-.- __._ . . .- __ _ .--.. .---- . ..---- . __ .___ _i __ _ _. .__ .- 
"Chemical Abstracts" designations. 'The agency has decided to" __-- 

follow the nomenclature commonly used in the chemical 

literature-;--where--the.---cof-or additive-is referred to as a 1 '- 1 _. . . _ _ ._ 
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, 

-. A_ .-._. through k.general description, the manufacturing process in the -.- -: +y. _ --z_. .: _-_. c_ _._^ .-- -1:. icw - -1. .__' -__ - 
regulation for the color additive will provide an adequate 

assurance of safety until suitable specifications can be 

_- :%p;,; : -.-.. ._ -- -4. =-. XI__ developed. Production of the color additive by the specified 
:. 

TI~&I will assure qualitatively similar batches and thus .-;.~-Ge-z.z~, _ . 
"'?&@~*ately assure the absence of unanticipated potentially toxic ,.-".- .,/ . . 

__-_ -- -. -- - .- -g-y- ,,~~+~k+&iptir~i t i e s . WA._ _--. ~CrjU.. ,- .-:. ..i ..- _ j .._ .A. ..I-": , 
. . . .._ -;-- > _ .-___ %$?i--The agency has determined under 21 CFR 25.24(b)(12) and ~-:. -..;.-"-~- . . __ . :.. ., 
I 
.-=~~~~<.:~~~~>"Ts) 2.L.. -. _ . .._' (proposed December , 1f 1979; 44 FR 7,,42) that this 

neither an environmental a-ssessment nor an environmental 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. 
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P a rt 8 2 : C o lor  add- i tives ; C o lor  add i tives  lakes; C o lor  
a d d P tives  prov is iona l  list; C o s m e tics; D rugs . 

T h e r e fo re , u n d e r  th e  Fede ra l  F o o d , D r u g , a n d  C o s m e tic 

A ct ;(sec ; 706 (b ) , (c), a n d  (d) , 7 4  S ta t. 3 9 9 - 4 0 3  (21  U .S .C . 

3 7 frw , (cl ) a n d  (d)))  a n d  th e  Trans i tiona l  i?rov is ions o f th e  

C O ~ Q T  A d d itive  A m e n d m e n ts o f 1 9 6 0  (Tit le II, P u b . L . 8 6 - 6 3 8 , -. 
se ts 2 0 3 , 7 4  S ta t. 4 0 4 ~ 4 0 7  (21  U .S .-C . 3 7 6 , n o te) )  a n d  u n d e r  1  .- .. -. .- r .-~  --7--  _  _  .- . - -. - _  _ _  .-. --- - L _  .-. - 
a u thor i ty d e l e g a te d  to  th e  C o m m iss ioner  o f F o o d  a n d  Drugs  

--  - . I--  _ ; . -  _- ,  I  

-I -I. . --  2 .  _  I  - ,__.. i  i  _.  _  .- -“-- + -  -. D A T  
.*I,^ --- ._ I -_  ._ 

.’ _  

fo l1oxs : 

(a)  Id e n tity. (1)  T h e  co lor  add i tive  D & C  O r a n g e  K o , 5  

is a  n ix ttxe  cons is tin g  pr inc ipa l ly  o f 4 ',5 '-d i b r o m o fluo resce in  

( C A S  R e g . N o . 596 -03 -2 )  a n d  2 ', 4 ',5 '-trib r o m o fluo resce in  fC A S  

R e g , N o . 25709 -83 -s )  a n d  2 ', 4 ',5 ',7 '-te tra b r o m o fluo resce in  ( C A S  

R e g . N O . 1 5 0 8 6 - 9 4 - g ) . D & C  O r a n g e  N o . 5  is m a n u fac tu r e d  by  

b ron ina tin g  fluo resce in  w ith  e l e m e n ta l  b r o m i n e . T h e  fluo resce in  

is q a n u fac tu r e d  by  th e  ac id  c o n d e n s a tio n  o f resorc ino l  a n d  

p h t::> a lic ac id  o r  its anhydr ide . T h e  fluo resce in  is iso lated 

a n d . pa r tia l ly  pur i fie d  pr ior  to  b r o m i n a tio n . 



(2) Color additive mixtures for drug use made with D&C 

Orange No. 5 may contain only those diluents that are 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 

~=-~-.~~r.-t..~~~-rt~~-. foJ1owin.g specifications and shall be free from impurities .- ._- ,_ -. ."s;r z- _i__ -..-: --my&,y+yy--lr. ,,-<y ---;-"=17. ' : _ .'.-&P&-.- I 1 y.. ,.;i .--;&--‘ i;.-- - --%,a _ _ ._ : ~ .%‘ --. --TL.' <--'. -r,-wyL-. .- other than those named to the extent that such impurities may --..*l;ic --se.. v ,2., . . i==~-."~-.=--T~ "-lm.T _ _._ - _ s-y?$-y-~< ---I-- .- -. " __ ..,: 
be avoided by current good manufacturing practice: 

41.5'-Dibromofluorescein, not less than 50 percent and not more 

1. _ - 
; =“--.” _A.4 .;- __.-- - .____e.- 

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

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, not 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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A rsenic  (as  A S ), n o t m o r e  th a n  3  pa r ts pe r  m illio n . 

Mercury  (as  ~ g ) , n o t m o r e  th a n  1  pa r t pe r  m il l ion, . 
T o ta l  color ' ,  n o t less th a n  9 0  pe rcen t. 

(Q ) -Uses  a n d  res trictions . D & C  O r a n g e  N o . 5  m a y  b e  sa fe ly  

u s e d  fo r  co lo r ing  m o u th w a s h e s  a n d  d e n tifrices  th a t a re  i nges te d  

d rugs  in‘a m o u n ts cuns is te n t w ith  cu r ren t g o o d  n a n u fac tu r ing  

p rac tice . 

Ca) -  L a b e l i n g ~ ~ .' T h e  l ab@ 1  6 f th e  col -or-S d itive  G -i&  any  -.* . .~ .. 

m ixtu res  p r e p a r e d  th e r e fro m  in te n d e d  so le ly  o r  in  pa r t fo r  . ---i i- .^  I _ .- i_ . ._ _  

._  (e f Ce r tifica tio n . A ll b a tches  o f D & C  O r a n g e  N o . 5  sha l l  _  _- -  -. . . - _  - ._ - . -=z .= - - A  ._ _ _  :__- -  -- i -, _ _ _ ._ _  _ _  _ . "  :- . ..-. . ..- - 

I c h a p te r , 

fo l lows: 

ii 74 .2255  D & C  O r a n g e  N o . 5 . 

( a$  Id e n tity a n d  spec i fica tions . T h e  co lor  add i tive  D & C  

O r a n g e  N O . 5  sha l l  con fo r m  in  i den tity a n d  spec i fica tions  to  th e  

r e q u i r e m e n ts o f §  7 4 .1255(a) ( l )  a n d  (b) ; 

@ a  Uses  a n d  res trictions . D & C  O r a n g e  N o . 5  m a y  b e  sa fe ly  

u s e d  f',)r co lo r ing  m o u thwashes  a n d  d e n tifrices  th a t a re  i nges te d  

cosme2k ics  in  a m o u n ts consistent  wi th cu r ren t g o o d  m a n u fac tu r ing  

prac tL ,:e . D & C  O r a n g e  N o . 5  m a y  b e  sa fe ly  u s e d  fo r  co lo r ing  

lipstlz.- '.s a n d  o the r  c o s m e tics i n te n d e d  to  b e  app l i ed  to  th e  l ips 

in  a m a x n ts n o t exceed ing  5 .0  pe rcen t by  we igh t o f th e  fin i shed  

cosmek lc  p roduc ts. 



(c) Labeling requirements. The label of the color 

additive shall conform to the requirements of 3 70.25 of this 

chapter. 

(d) Certification. All batches of D&C Orange 30. 5 shall 

be certified in accordance with regulations in Part 80 of this" 
.,__ . . . ,, 

.+.e.m,,.-.i.E-.T~~c hap t e.r . ii --.= z.flj.r;,; 
=-===-v; _. -3 .=,;; -. -.__ ..l_- ._ , 
-i=.=.-_^,T.._l_ -- _ _ -- -.s.. 7;. .----s :--- --‘_- 

i __ j .-- .-. - - - .._ ‘&e~-ays.;;.-~ .I ^. . ;.- ;, .- ---. ._ --e-; -yz .‘... _, -. ‘c&G= -- - *.. _. . ._ : 

PART 81 --GENERAL SPECIFICATIONS AND GENERAL RESTRICTIOHS 
FOR PROVISIONAL COLOR ADDITIVES FOR USE IN 

-- FOODS, DRUGS, AND COSElETICS 

(b).. -. 
.“V ..__ 

8 81.27 [Amended] 

c. In 8 81.27 Conditions of provisional listing, by 

removing the entry for "D&C Orange No. 5" in paragraph (d), 



d. IIn 6 81.30 by adding new paragraph (q), to read as 

follows: 

5 81.30 Cancellation of certificates. 

(q)(l) Certificates issued for D&C Orange No. 5, its lakes, 

and all tiixtures contaFning 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 

additive in the manufacture of externally applied drugs or 

-CD The agency finds, on the basis of the scientific 

evidence 

from the 

.Ixe.Eare it.-.gh.at no action has to be. 
,. ̂  -. ".., ̂. --.. -r--.- ,-, _ . . . -,, . ,; _--_ ^ __.._.. jL ___ .-__ 

mar!cet drugs and cosmetics to which 

was added on or before October 29, 1982. 



PART 82--LISTING OF CERTIFIED PROVISIONALLY 
LISTED COLORS AND SPECIFICATIONS 

3. Part 82 is amended by revising 3 82.1255, to read as 

follows: 

5 82.1255 D&C Orange No. 5. __ _L..- .Li.--...& - .-.-=-... _ . __. .--_-i~~~><+;:.'-- _ :; .-' _ .- ; -- -- .._ _.-...g+a A.-. I~ The color additive D&C Orange No. 5 shall Conform in -._ ___ -. -=. _ --.--+&T L ; _ --.- ~- . . 
~*ZZ~-‘~-'-"~;dentity and specifications __ z '-- _ to the.requirements of 5 74.1255 --. 

(a)(l) and (b) of this chapter. -.-.. i Awxa. .r ._ =-. 

.Any person who will be adversely affected by the foregoing 

ation may at any time on or before November 29, 1982, file 
--‘--.;- -:-; -- I 

1  .- 
. _  .+.“&A&&:: _  

-z-7"‘"r"-.'-WIS-~dith the Dockets Management Branch (address above) written . ?“3L- __i%-. . . .~ . 2%. .-c, ._ *-z&ax., .^- . i. -,:&.~~~.;."“.‘ I .FI' 
r'-“~~db-jections thereto. Objections shall show wherein the person .___ . . 

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

r~$+~ul,arity.,~~he provision+o.f. the regulation. deemed:_ ._ .,. -_____- .: .' I..^ ._, I -. ‘.. -.-'_. I . _ ,.... .",. ,. _.__. _ -_ - .- _ _ _ i. i - . . an: .-.-_ _."__"_ _,_. 
objectionable, and state the grounds for the objections. Objections-' 

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 regulations may 

be seen in the Dockets Management Branch between 9 a.m. and 

4 p.m., Nonday through Friday. 

Effective date. This regulation shall become effective - - __ . . . . -- . ..;. 
1982, except as to any provisions that may be stayed 

by the fill-ng of proper objections. Notice of the filing of 

1 - + obiections or lack thereof will he announced bv txhlication in 

203, 
74 Stat. 399-403 (21 U.S.C. 376(b), 

Pub. L. 86-618, 74 Stat. 404-407 (21 

MarkNovitdh 
AGtillg comissioaer oe 
~-\2ood arid LawSs, - 


