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FOREWORD 

The Scientific Committee on Cosmetology was set up by Commission Decision 
78/45/EEC on 19 December 1977 (OJ N° L 13 of 17 January 1978, p. 24) in 
order to provide the Commission with informed opinions on any scientific and 
technical problems arising in connection with cosmetic products, and in 
particular on the substances used in their manufacture, on their composition 
and on the conditions for their use. 

The members of the Committee are independent scientists highly qualified in 
the fields of medicine, toxicology, biology, chemistry or other similar 
di sci pli nes. 

The Committee is serviced by the Directorate-general for the environment, 
consumer protection and nuclear safety. 
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REPORT BY THE SCIENTIFIC COMMITTEE ON COSMETOLOGY 
CONCERNING CERTAIN COLOURING AGENTS 

(Opinion expressed on 1. July 1986) 

TERMS OF REFERENCE OF THE COMMITTEE 
To give its opinion on the use, in cosmetic products, of the colouring 
agents Listed in Part 2, 3A and 3B of Annex IV to Directive 76/768/EEC. 

CONCLUSION 
Colouring agents whose use in cosmetic products can be permitted 
CI 14700 
CI 16035 
CI 17200 
CI 18050 
CI 40850 
CI 42510 
CI 77163 
CI 77288, 77289 

Colouring agents whose use in cosmetic products can be maintained for the 
time being, but concerning which the Committee would like to obtain 
additional data 
CI 10020 
CI 11680, 11710 

CI 12010, 12120, 12370 

CI 13065 
CI 15800 

CI 16230 

CI 18965 

CI 20040, 20170 

CI 21100, 21108, 21230 
CI 26100 

CI 27290, 27755 
CI 42045, 42080, 42100, 42520, 42735 
CI 46500 
CI 47000 



CI 50325, 50420 
CI 59040 
CI 60730 
CI 61585 
CI 62045 
CI 71105 
CI 73905 
CI 74160, 74180 
Bromothymol blue 

Colouring agents concerning which no opinion can be expressed because of a 
lack of data 
CI 10006 
CI 11725 
CI 12420, 12480, 12700 
CI 15620 
CI 18130, 18690, 18736, 18820 
CI 19120 
CI 20470 
CI 21110, 21115 
CI 24790 
CI 40215 
CI 42170, 42535 
CI 44025, 44045 
CI 45100, 45190, 45220 
CI 51319 
CI 60724 
CI 73312, 73915 

CI 74100 
CI 75660 
CI 77019 

Acid red 195 

Bromocresol green 



Colouring agents whose use in cosmetic products should not be permitted 
CI 12140 
CI 26105 
CI 42555 
CI 61554 

Colouring agents no longer used in cosmetic products 
CI 11020, 11021, 11210, 11215, 11700, 11730, 11765, 11767, 11855, 11870 
CI 12055, 12140, 12310, 12459, 12485, 12512, 12513, 12715, 12775, 12790 
CI 14600, 14690, 14805, 14895, 14905 
CI 15970 
CI 16045, 16150 
CI 17580 
CI 18065, 18125, 18810 
CI 20285 
CI 21010, 21096, 21105 

CI 22910 

CI 23266, 23900 
CI 25135, 25220, 25410 
CI 26090 
CI 27300, 27306 
CI 28160 
CI 29020 
CI 34230 
CI 42040, 42052, 42085, 42095, 42140, 422580, 42650 
CI 44040 
CI 45110, 45150, 45160, 45175 
CI 48040, 48045, 48055 
CI 50240, 50315, 50405 
CI 52015, 52020 
CI 56205 
CI 60010, 60710 

CI 61105, 61135, 61505, 61525, 61710 

CI 62005, 62015, 62030, 62085, 62095, 62105, 62560 

CI 63000 

CI 69025, 69810 

CI 71100 

CI 74220, 74255, 74350 
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CI 75480, 75580 
CI 77199, 77265, 77420, 77520, 77878, 77955 
Acid brown 19, Acid brown 82, Acid brown 104, Acid brown 106 
Acid blue 82, Acid blue 181, Acid blue 272 
Acid yellow 127 
Brown FK 
Pigment brown 30 
Pigment red 144, Pigment red 166, Pigment red 170, Pigment red 188 
Pigment violet 37 
Pigment yellow 93, Pigment yellow 98 
Solvent blue 2, Solvent blue 19 

BACKGROUND 

1. In accordance with Article 5 of Council Directive 76/768/EEC on the 
approximation of the laws of the Member States relating to cosmetic 
products, as last amended by Directive 87/139/EEC, Member States must 
allow the marketing of cosmetic products containing the colouring agents 
listed in Part 2, 3A and 3B of Annex IV, within the limits and under the 
conditions referred to, until 31 December 1985. 

2. On 1 January 1986 these colouring agents will have to be : 
- either definitively permitted; 
- or definitively prohibited; 
- or maintained for a specified period; 
- or deleted from all the Annexes. 

3. The Committee was therefore requested to express an opinion on the use in 
cosmetic products of the colouring agents Listed in Part 2, 3A and 3B of 
Annex IV of Directive 76/768/EEC (Annex 1). 

DISCUSSION 



CI 10006 Sodium f e r r i c complex of 1-ni t roso-2-hydroxynaphthaLene 

C,nH„oFeN,0,,Na CAS N° 16143-80-9 
J U l o 5 o 

MW : 595 

Synonyms : - Pigment Green 8 
- C-ext. Grün 1 

Insoluble in water. 

Use level 5% in rinsed off products. 

The oral L D ^ in rats was > 10 g/kg. 

Rabbits treated on the intact or abraded skin with 0.5 g of a 50% aqueous 
suspension, or with 0.5 g undiluted substance showed no irritation. 

An eye irritation test with 0.1 ml of 33% suspension in saline, or with 
0.1 g of the undiluted colour was negative. 

Information on short-term oral toxicity and on possible mutagenic and 
sensitizing properties is necessary for an evaluation. 

No opinion can be expressed because of a lack of data. 

Information : Colipa dossier 



CI 10020 Fer r i c Complex of 1 -N i t roso-6-sod ium-su l fo -2-hydroxynaphtha lene 

C H l 5FeN301 5S3 .3Na CAS N° 19381-50-1 

MW : 987 

Synonyms : - Ac id green 1 

- C-ext . Grün 6 

- L -ex t . Grün 1 

Very soluble in water; insoluble in ether, ethanol and vegetable oil. 

Use level in rinsed off products 1%, in not rinsed off products 0.5%. 

The oral LD_n in rats was > 10 g/kg. 

No irritation of rabbit skin occurred with 0.5 g of a 50% aqueous suspension 
or with 0.5 g of the undiluted powder. 

An eye irritation test in rabbits with 100 mg powder was negative. 

Daily treatment of rats with 1, or 2 g/kg b.w./day by gavage, on 5 days/week 
for 13 weeks was reported to induce no deleterious effects. 

The Committee wishes to examine the detailed report of the 90-day study and 
to obtain information on possible mutagenic and sensitizing properties. 

The Committee sees no objection to maintaining the use of this colouring 
agent in cosmetic products for the time being. 

Information : Colipa dossier 
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CI 11680 ø ( - ( 2 - n i t r o - 4 - m e t h y I p h e n y l a z o ) - a c e t y l a c e t a n i l i d e 

C-.-.H^N.O. CAS N° 2512-29-0 
17 16 4 4 

MW : 3 4 0 

Synonyms : - C-ext Gelb 

- Pigment Yellow 1 

Insoluble in water, slightly soluble in ethanol and acetone. 

Use level : 0.7% in rinsed off products, 0.3% in non rinsed off products. 

The oral LD,-n in rats was > 8 g/kg. 

Topical application of 0.5 g of a 50% suspension in water, or of 0.5 g 
undiluted substance to intact and abraded skin of rabbits under occlusion 
did not induce signs of irritation. 

An eye irritation test in rabbits with 0.1 ml 33% suspension in saline, or 
with 0.1 g undiluted substance only showed slight reddening of the 
conjunctivae. 

A sensitization test was conducted in guinea pigs by 4 intradermal 
injections of 0.1 ml of 0.625% in saline for induction treatment and one 
intradermal injection of 0.1 ml of 0.25% for the challenge, 14 days later. 
Because no signs of sensitization occurred both the induction and the 
challenge treatment were repeated, again with negative results. 

In a short-term (30-day) feeding study with 0, 0.2, 1.0 or 5.0% in the diet, 
the top dose group showed growth depression. There were no changes in 
haematology, urine composition or organ weights. Gross examination and 
microscopic examination of 5 different organs were negative. 

In another oral 30-day study in rats treated by gavage with 1000 mg/kg 
b.w./day (equivalent to c. 2% in the diet), 5 times/week, for 4 weeks, there 
were no changes in growth rate, food intake, haematology, urine parameters, 
activities of serum enzymes, gross examination, or microscopy of the liver, 
kidneys, adrenals and spleen. 



In a 90-day oral rat study the administration of 1 or 2 g/kg b.w./day, 5 
times a week by gavage did not induce overt signs of deleterious effects 
(only a summary report of this detailed study is available). 

An Ames test with the S. typhimurium strains TA 98 and TA 100, and applying 
0.25-4.0 mg/plate, was negative. Another Ames test using the strains TA 
1538 and TA 1535, with 0.01 mg/plate, was likewise negative. 

The available data indicate that the acute and short-term oral toxicity of 
this colour is low. Tests for skin and eye irritation and for sensitization 
were negative. The substance did not reveal mutagenic properties in the 
Ames test, but these studies were not completely adequate. 

An adequate Ames test and a chromosome aberration test in a mammalian cell 
system in vitro is requested. 

The Committee sees no objection to maintaining the use of this colouring 
agent in cosmetic products for the time being. 

Information : Colipa dossier 



CI 11710 0 ( - ( 2 - N i t r o - 4 - c h l o r o p h e n y l a z o ) a c e t y l - o - c h l o r o a c e t a n i l i d e 

C^H^CL-N.O. CAS N° 6486-23-3 
16 12 2 4 4 

MW : 395 

Synonyms : - Pigment Yellow 3 
- C-ext Gelb 3 

Slightly soluble in ethanol and acetone. Insoluble in water. 

Use level : 0.1% in non rinsed off products and 0.4% in rinsed off products. 

The oral LD5Q in rats was > 8 g/kg. 

No skin irritation was seen in rabbits upon topical application of 0.5 g 
substance, or 0.5 g of an aqueous suspension. 

Eye irritation tests in rabbits with 0.1 g substance, or 0.1 ml of a 33% 
aqueous saline suspension were negative. 

In a short-term (43 days) study, rats received 28 daily dosages of 0.5 g/kg 
b.w. by gavage as a 1:1 paste with ethylene glycol. There were no changes 
in haematology or in gross and microscopic pathology. (Summary report only) 

A detailed report is requested on the short-term oral study and information 
on possible sensitizing and mutagenic properties. 

The Committee sees no objection to maintaining the use of this colouring 
agent in cosmetic products for the time being. 

Information : Colipa dossier 
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CI 11725 (2 -n i t r o -4 -me thoxypheny lazo ) -ace t y l - o -me thy lace tan i l i de 

C18H18N4°5 C A S N ° 6 3 7 1 _ 9 6 " 6 

MW : 370 

Synonyms ; - Pigment Orange 1 

- C-WR Gelb 7 

I nso lub le in water , s l i g h t l y so lub le i n e thano l and minera l o i l . 

Used i n r insed o f f cosmetics at l eve ls up to 0 . 1 % . 

The o r a l LD,-n i n female ra ts was > 10 g / k g , i f app l ied as a 25% suspension 

i n sesame o i I . 

No sk in i r r i t a t i o n was observed i n r a b b i t s w i t h 500 mg of the und i l u ted 

substance app l ied to the i n t a c t and abraded s k i n . Skin e f f e c t s could be 

examined on ly a f t e r 48 and 72 hours , because a f t e r 24 hours poss ib le 

erythema was i n v i s i b l e due to remnants of the c o l o u r i n g . 

An eye i r r i t a t i o n t e s t i n r a b b i t s w i t h 100 mg of the co lou r i ng powder was 

nega t i ve . 

The Committee requests i n fo rma t i on on sho r t - t e rm o r a l t o x i c i t y , and on 

poss ib l e s e n s i t i z i n g and mutagenic p r o p e r t i e s . 

No op in ion can be expressed because of lack of da ta . 
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CI 12010 1-(4*-ethoxy-phenyLazo)-4-hydroxynaphthaLene 

C18H16N2°2 C A S N ° 6 5 3 5 " 4 2 " 8 

MW : 293.3 

Synonyms : - C-ext Braun 3 

- Solvent Red 3 

I nso lub le in water , so lub le i n organic s o l v e n t s . 

Used up to 0.1% i n r i nsed o f f and non r insed o f f cosmet ics. 

Oral LD50 values are 11.3 g/kg in male ra t s and > 10 g/kg in mice (sex not 

s p e c i f i e d ) ; 

Skin i r r i t a t i o n was examined in r a b b i t s by in t racutaneous a d m i n i s t r a t i o n and 

by t o p i c a l a p p l i c a t i o n of 0.5 ml of a f i l t r a t e from a d iges t of the 

co lourant i n aqueous sa l i ne prepared at 40 °C. No signs of i r r i t a t i o n were 

observed. 

An eye i r r i t a t i o n t e s t i n r a b b i t s w i th 0.25 ml of a f i l t r a t e from a d iges t 

i n aqueous s a l i n e prepared at 40 °C revealed s l i g h t and r e v e r s i b l e redness 

of the mucous membrane. 

In a sub-chronic (90-day) feed ing s tudy , groups of 5 or 10 ra t s / sex were 

t r ea ted w i th 0 , 0 . 5 , 1.0 or 5.0% in the d i e t . Growth r e t a r d a t i o n was 

observed at a l l t reatment l e v e l s . No m o r t a l i t y occurred and no t rea tmen t -

re l a ted changes were found in haematology, c l i n i c a l chemical parameters of 

blood and u r i n e , or i n the r e s u l t s of gross and microscopic examinations 

(Summary repor t on ly ) 

In a l i f e t i m e feed ing study (conducted before 1951) 20 ra ts were t r ea ted 

w i th 0.1% i n the d i e t . Seventeen ra ts d ied of pneumonia or of pulmonary 

abcesses before 2 years . L iver and g a s t r o i n t e s t i n a l t r a c t showed no changes 

which suggested carc inogenic p r o p e r t i e s . 

A s e n s i t i z a t i o n t e s t , an Ames t e s t and a chromosomal abe r ra t i on t e s t should 
be conducted. 
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The Committee sees no objection to maintaining the use of this substance in 
cosmetic products for the time being. 

Information : Colipa dossier, December 1983 
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CI 12120 1-(2-Ni t ro-4-methyLphenyLazo-2-hydroxy naphtalene 

C17H15N3°3 C A S N ° 2 4 2 5 " 8 5 " 6 

MW : 307 

Synonyms : - Pigment Red 3 

- To lu i d i ne Red 

- DC red N° 35 

Inso lub le i n water , s l i g h t l y so lub le i n e thanol and aceton. 

Used in r i nsed o f f cosmetics up to 1.0%. 

The o r a l LD_n i n mice and ra ts was > 1 0 g / kg . 

A p p l i c a t i o n of 500 mg u n d i l u t e d substance to abraded and non abraded sk i n of 

r abb i t s under occ lus ion d id not produce observable i r r i t a t i o n . 

An eye i r r i t a t i o n t e s t i n r abb i t s w i th 100 mg und i l u t ed substance showed 

s l i g h t c o n j u n c t i v a l changes on ly a f t e r one hour, which a l lows c l a s s i f i c a t i o n 

as non-eye i r r i t a t i n g . 

In a s e n s i t i z a t i o n t e s t , 10 guinea p igs received an i nduc t i on t reatment by 4 

i n t rade rma l i n j e c t i o n s of 0.1 ml 0.025% given at one t i m e , and one chal lenge 

treatment of 0.1 ml 0.01% i n t r a d e r m a l s 14 days Later . Because none of the 

t e s t animals showed a p o s i t i v e response, the i nduc t i on was repeated and the 

animals were chal lenged again a f t e r 14 days. The repeat t e s t was also 

nega t i ve . 

Patch t e s t s and photopatch t es t s in 38 p a t i e n t s s u f f e r i n g from pigmented 

cosmetic d e r m a t i t i s showed p o s i t i v e reac t ions i n 10 and 3 pa t i en t s 

r e s p e c t i v e l y , when tes ted w i th a 5% d i l u t i o n of the co lou ran t . 

In a sho r t - t e rm (90-day) s tudy , groups of weanl ing r a t s , 5 /sex /g roup , 

received d i e t s w i th 0 , 0 .25 , 0 .50 , 1.0 or 2.0% co lou ran t . There were no 

changes in m o r t a l i t y , growth r a t e , or haematology. S l i g h t increases in 

- 13 



Liver weight were not clearly dose-related. Spleen weight was increased in 
males of the top-dose group. Microscopy of the six organs examined showed 
no relevant changes. 

It was known that long term oral studies are being made in mice and rats. 
The results will be examined when they become available. In addition an 
Ames test and a chromosomal aberration test should be conducted. An 
explanation is requested on the positive findings in a photosensitization 
study. 

The Committee sees no objection to maintaining the use of this colouring 
agent for the time being in rinsed off products only. 

Information : - Colipa dossier. Submission I March 28, 1983 
- Colipa dossier. Submission II June 19, 1984 
- National Toxicology Program FY 1983, page 116/039 
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CI 12140 1 —(2,4—di methyl phenyLazo)-2-hydroxy naphthalene 

C18H16N2° C A S N ° 3 1 1 8 " 9 7 " 6 

MW : 276 

Synonyms : - CI Solvent Orange 7 

- Orange KB o i l 

- Sudan I I 

- Ext DC red N° 14 

Inso lub le in water , so lub le in e t h a n o l , acetone and o i l s . 

Used in r i nsed o f f cosmetics up to 0.3%. 

The o r a l LD™ in mice was c. 20 g / kg . 

In an occ lus i ve sk i n i r r i t a t i o n t e s t i n rabb i t s w i th 0.2 g of e i t h e r the 

und i l u ted substance or a 40% s o l u t i o n i n PEG 400, s l i g h t erythema and oedema 

was observed. I n d i c a t i o n s of i r r i t a n t p rope r t i es f o r the rabb i t sk in were 

obtained a lso from an in t raderma l i n j e c t i o n t e s t w i th 0.1 ml of d i l u t i o n s of 

2 , 1 , 0.1 and 0.01%. 

A t e s t i n r a b b i t s showed the pure substance to be a s l i g h t eye i r r i t a n t . 

Patch t e s t i n g w i th 1% in pe t ro la tum of pa t i en t s s u f f e r i n g from pigmented 

contact d e r m a t i t i s caused by B r i l l i a n t Lake R (CI 15800) provoked a p o s i t i v e 

response in 2/8 t e s t persons ( 1 ) . 

Shor t - term feeding of ra ts w i th 2 mM pure dye/100 g food ( c . 0.5%) showed 

s l i g h t potency to induce Heinz bod ies , which i s a c h a r a c t e r i s t i c of c e r t a i n 

azodyes ( 2 ) . 

Mice fed 1000 ppm i n the d i e t f o r 52 weeks developed benign i n t e s t i n a l 

tumours i n 4/15 animals examined, compared w i th 1/13 c o n t r o l s . The feed ing 

of 1000 or 2500 ppm i n the d i e t of ra ts f o r 2 years caused increased 

m o r t a l i t y , but no tumour development was descr ibed . Rats fed 300, 7500 or 

15.000 ppm showed a dose- re la ted increase in m o r t a l i t y ( 3 ) . 
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In a bladder implantation experiment in mice, a sample of Oil Orange KB, 
mixed with paraffin wax for pelleting, induced a high incidence of bladder 
tumours (4). 

The colourant showed mutagenic activity in an Ames test with TA 1538 at 
levels of 50 and 100/jg/plate with metabolic activation (5). 

Available data indicate mutagenic and carcinogenic properties of this 
colourant. Since, moreover, no information is available on dermal 
absorption and there is insufficient information on systemic toxicity, the 
use in cosmetics does not seem justified. 
The substance has been withdrawn as an approved food colour in several 
countries already many years ago, and more recently it was removed from the 
list of permitted colours in externally applied drugs and cosmetics in the 
US. 

Information : - Colipa dossier 
(1) Takehito et al. Contact Dermatitis - (1980) 330-336 
(2) Rofe, P., Brit. J. industr. Med. 14 (1957) 275-280 
(3) IARC Monograph 8 (1974) 233-240 
(4) Clayson et al., Brit. J. Cancer 22 (1968) 825-832 
(5) Garner, R.C. and C.A. Nutman, Mut. Res. 44 (1977) 9-19 

16 -



CI 12370 3 -Hyd roxy -4 (2 ,4 ,5 - t r i ch l o ro -pheny lazo ) -2 (N (o - t o l y l ) - naph tham ide 

C24H16CL3N302 

MW : 484.5 

CAS N° 6535-46-2 

Synonym : Pigment Red 112 

Insoluble in water, fats and organic solvents. 

Used at levels up to 0.01% in rinsed off cosmetics. 

The oral LDsn was > 15 g/kg in female rats and > 10 g/kg in mice. 

A skin irritation test in rabbits with 0.5 ml of a 1% aqueous dispersion 
without occlusion was negative. 
Repeated application of a 0.8% aqueous suspension to the skin of female 
guinea pigs on 2 days, three times a day, without occlusion, did not produce 
any sign of irritation. 

In an eye irritation test in guinea pigs with the very small amount of 
0.8 mg colourant in an aqueous preparation the colourant was found to be 
non-i rritating. 

A sensitization test in guinea pigs by intracutaneous injections of 0.1 ml 
of a 2% aqueous solution of a 40% colour paste (= 0.8 mg colourant), 3 times 
a day on 5 consecutive days and challenge treatment with up to 0.2% of a 40% 
colour paste, 4 weeks after induction, was negative. 

In a sub-acute (43-day) oral study, rats were dosed 28 times by stomach tube 
with 500 mg of the colourant/kg b.w. as a 50% paste in ethylene glycol/water 
(1:1). There were no changes in behaviour, urine composition, haematology, 
or in gross or microscopic pathology. The colourant was excreted in the 
faeces. 

The sub-acute oral study with 500 mg/kg b.w./day did not produce any clear 
sign of toxicity. Although human exposure by cosmetics is low, the 
Committee wants to see results of genotoxicity tests (if such tests are 
practicable in spite of the insolubility of the colourant). 
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The Committee sees no objection to maintaining the use of this colouring 
agent for the time being in rinsed off products. 

Information : Colipa dossier, February 1984, 
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CI 12420 1-(4-chLoro-2-metyhylphenyLazo)-3-(4'-chLoro-2'-methyL 

carboxyani Lido) 2-hydroxynaphthalene 

C25H19CL2N302 CAS N° 6471-51-8 

MW : 463 

Synonym : Pigment Red 7 

Insoluble in water. 

Used in rinsed off products; in soaps at levels up to 0.3%. 

The oral LDS_ in rats was > 5 g/kg. 

Repeated application of 100 mg of the substance on the intact skin of 
rabbits for 6 days produced no reactions. In another rabbit skin test a 
single treatment with 0.5 g applied as a paste with water, the substance was 
not found to be an irritant. 

In an eye irritant test in the rabbit, with 100 mg of the colour, the 
product was found to be practically non-irritating. 

A sensitization test in guinea pigs with 0.1 ml of a 10% suspension did not 
provoke any response either during the induction treatment or upon the 
challenge treatment. 

Information is requested on short-term oral toxicity, and mutagenicity. 

No opinion can be expressed because a lack of data. 

Information : Colipa dossier 
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CI 12480 1 - (2 ,5 -d i ch lo rophenyLazo ) -3 - (2 , , 5 , - d ime thoxyca rboxy -an i l i do ) 

2-hydroxy naphthalene 

CocH1QCLoN,0. CAS N° 6410-40-8 
¿5 19 ¿ 5 4 

MW : 495 

Synonyms : - CI Pigment Brown 1 
- Permanent Brown EG 

Insoluble in water. 

Used in rinsed off products up to 0.2%. 

The oral LD-., in female rats : > 15 g/kg. 

No skin irritation occurred in rabbits with 0.5 ml of a 10% aqueous 
dispersion applied on the skin, nor with 0.02 ml of a 10% aqueous dispersion 
injected intracutaneously. 

No eye irritation was found in rabbits with 0.1 ml of a 10% dispersion in 
0.9% NaCl solution. 

Since no further information is available a toxicological evaluation is not 
possible. The Committee requests information on short-term oral toxicity, 
and on possible sensitizing and mutagenic properties. 
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CI 12700 1-PhenyL-3-methyL-4-phenyLazo-5-pyrazoLonone 

C^HL.N.O CAS N° 4314-14-1 
16 14 4 

MW : 278.32 

Synonyms : - CI Solvent Yellow 16 

- CI Disperse Yellow 16 

Soluble in e thanol and CCI . . 
4 

Use l e v e l : 0.003% in r insed o f f products and 0.02% i n non-r insed o f f 

p roduc ts . 

The o r a l LD,-n was > 15 g/kg in female r a t s . 

In t radermal i n j e c t i o n of rabb i t s w i t h 0.02 ml of the f i l t r a t e of 5 g 

substance i n 50 ml sa l i ne d id not induce any s p e c i f i c r e a c t i o n s . Local sk in 

a p p l i c a t i o n of 0.5 ml of the same f i l t r a t e , 5 t imes on 5 days, caused no 

s p e c i f i c response e i t h e r . S l i g h t i r r i t a t i o n was observed w i th a 10% 

d i l u t i o n of the co lou r i ng in sesame o i l , but lower concent ra t ions were 

nega t i ve . 

An eye i r r i t a t i o n t e s t i n r a b b i t s w i th 0.1 ml of the f i l t r a t e of 5 g 

substance in 50 ml s a l i n e was nega t i ve . 

A shor t - te rm (6-wk) o r a l study in r a t s , w i th 100 or 500 mg/kg b.w./day 

admin is tered by gavage as a 1 or 5% d i l u t i o n i n s t a r c h - p a s t e , on 30 days 

dur ing the s tudy , d id not reveal growth depression nor gross or microscopic 

changes of the h e a r t , lungs, l i v e r , k idneys , adrenals or sp leen. 

In a long-term study in r a t s , 60 ppm of the co lourant mixed in the d i e t was 

admin is tered to one group of 20 ra ts f o r t h e i r l i f e t i m e . Su rv i va l at 1 year 

was 19 /20 , and at 2 years 2 /20 . No tumours occur red . 

Poss ib le s e n s i t i z i n g p rope r t i es of the substance should be examined. 

Because the shor t and long-term s tud ies a v a i l a b l e show many d e f i c i e n c i e s a 

w e l l conducted sho r t - t e rm o r a l t o x i c i t y study and mutagen ic i ty t e s t s are 

d e s i r a b l e . 
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No opinion can be expressed. 

Information : Colipa dossier 
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CI 13065 m(p-Ani l inophenylazo)benzene sodium, su l f ona te 

C„ohL I-N,0,S.Na CAS N° 587-98-4 
To I D o j 

MW : 376.41 

Synonyms : - Acid Yellow 36 

- Ex t . D. and C. Yellow No. 1 

- C-ext Gelb 10 

Soluble i n water and e thano l . 

Used at leve ls up to 0.5% in non r insed o f f p roduc ts , and up to 0.1% in 

r i nsed o f f p roduc ts . 

Oral LD,-n values in ra t s are 5.3 and 4.2 g / kg . 

A sk i n i r r i t a t i o n t e s t i n rabb i t s w i t h 0.5 g c o l o u r a n t , or w i th 0.5 g of a 

50% aqueous suspension was nega t i ve . With 0.5 ml of a 0.25% s o l u t i o n in 

water /propy lene g l y c o l (1 :1) no signs of i r r i t a t i o n were observed. 

In an eye i r r i t a t i o n t e s t i n r a b b i t s w i th a 1.25% suspension in s a l i n e no 

changes were observed; w i th h igher concent ra t ions (up to 33%) moderate 

c o n j u n c t i v a l reac t ions occu r red . In another t e s t i n r a b b i t s , 0.1 ml of a 

0.25% s o l u t i o n i n water /propy lene g l y c o l (1 :1) was found to be non-

i r r i t a t i n g . 

A 90-day, o r a l t o x i c i t y study was conducted in male ra ts by feed ing d i e t s 

con ta in ing 0 , 0 . 1 , 0.5 or 3.0%. The top-dose induced haematological 

changes, i n c l u d i n g decreased counts of n e u t r o p h i l s and e o s i n o p h i l s , and 

increased counts of lymphocytes and monocytes. Heinz bodies were not 

observed. In t h i s study on ly a poss ib le e f f e c t on the haemopoietic system 

was examined. 

In another 90-day o r a l study in ra ts of both sexes, 0 .025, 0.05 and 0.1 g/kg 

b.w. was admin is tered d a i l y by gavage. The two high leve ls induced 

m o r t a l i t y . Diarrhoea and growth depression occurred i n a l l t r ea ted groups. 

Pa tho log i ca l examinat ion revealed degenerat ive changes of the heart muscle, 

oedema of the lungs and atrophy of the t e s t i c l e s . Only a summary repor t i s 
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avai Lable. The authors recommend not to use this substance owing to its 
high toxicity. Degenerative changes in the testicle were observed also in 
guinea pigs fed 3% in the diet, but not in those fed 0.5% for 90 days. 

Intraperitoneal administration of 25 mg/kg/day to male mice for 15, 30 or 60 
days induced damage to the seminiferous tubules and spermatocytes 
accompanied by various chromosomal changes (stickyness, clumping, chromating 
bridges). No influence on body weight or on the pathology of other organs 
was observed. 

A dermal (28-day) study in 10 rabbits with 20 mg/kg/day on the intact and 
abraded skin, 5 times/week for 4 weeks, did not reveal changes in body 
weight, haematology, organ weights, or in the microscopy of the organs 
examined. 
In a similar dermal study in 10 rabbits treated daily with 20 mg/kg, 5 
times/week for 13 weeks no treatment-related changes were found in body 
weight, haematology, organ weight, or in histopathology of the organs 
examined. 

A chronic (2-year) skin painting study in mice with a 1.0% solution applied 
once weekly, failed to show skin tumours or microscopic changes attributable 
to the compound. (The report provided no information on the quantity 
applied, the number of animals at the initiation and at termination of the 
study, and" lacks many other details.) 

An Ames test with 0.2 - 400 jug/plate in 4 strains of S.typhimurium, and a 
second Ames test with up to 25 mg/plate in 5 strains of S.typhimurium did 
not show mutagenic properties. 

The percutaneous absorption through human skin was examined in screening 
tests by application of the colourant at several locations of the skin, and 
photometric determination of the amounts recovered with Tesafilm after 
different periods of time. Upon application of the dye in isopropanol, 
92 - 93% was recovered, while 100% recovery was obtained when applied in a 
formulation. 
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The substance possesses considerable systemic t o x i c i t y and may adversely 
af fect spermatogenesis. The two short-term oral rat studies gave 
contradictory resu l ts . A clear no-effect level by ora l administrat ion 
should be established. A sens i t iza t ion test and a chromosomal aberration 
test are required. 

The Committee sees no object ion to maintaining the use of th is colouring 
agent for the time being in rinsed of f cosmetic products. No opinion can be 
expressed for non rinsed of f products. 

Information : Colipa dossier, Submission I , March 1984 
Submission I I , October 24, 1984 
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CI 14700 3-[(2,4-dimethyl-5-sulphophenyl)azo3-4-hydroxy-1-

naphthalenesulphonic acid, disodium sait 

Ĉ oH-./N-.CsS-.Na., CAS N° 4548-53-2 
MW : 480 

Synonyms : - Food Red 1 

- FD and C Red 4 

- C-Rot 57 

- Ponceau SX 

Soluble in water, s l i g h t l y soluble in ethanol, insoluble in organic 

solvents. 

Use level 2%, but 1% for use in contact with mucous membranes. 

The oral LD^ in male rats was > 2 g/kg. 

No skin i r r i t a t i o n occurred in rabbits upon repeated dai ly treatment with 
concentrations up to 1.0% in formulat ions. 

An eye i r r i t a t i o n test in rabbits with a 5% formulation was negative. 

A sens i t izat ion test in 25 healthy adu l ts , using the Kligman maximization 
t e s t , with concentrations up to 0.3% in petrolatum applied under occlusion 
in amounts of 0.3 g for 48 hours was negative. The Kaidbey-Kligman 
photomaximization t e s t , conducted with 25 healthy adu l ts , treated with up to 
0.3% in petrolatum under occlusion and exposed to UV-light six t imes, was 
also negative. 

No systemic t o x i c i t y was observed in rabbits with da i ly dermal appl icat ions 
of a 1% ointment (amount and treated area not indicated) for 21 days on the 
abraded sk in , and for 90 days on the intact sk in . 

Teratogenicity studies in rats and rabbits with ora l doses up to 250 mg/kg 
b.w. day during gestation were negative. 
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No de le te r i ous e f f e c t s were observed i n a th ree genera t ion study i n ra t s 

w i t h var ious dose Levels up to 1000 mg/kg b.w. admin is tered in the d i e t . 

Nine long-term s tud ies in severa l s t r a i n s of ra ts and mice w i th o r a l , 

t o p i c a l or subcutaneous a d m i n i s t r a t i o n of h igh dosages up to 5% in the d i e t 

provided no evidence of c a r c i n o g e n i c i t y . From one other l i f e - t i m e study in 

ra ts fed 2% in the d i e t the author concludes tha t the substance i s m i l d l y 

carc inogenic ( 1 ) . This conc lus ion i s , however, not conv inc ing because of 

the smal l number of tumours r e p o r t e d , v i z . 4/38 t e s t ra ts and 0/55 c o n t r o l 

r a t s . 

In a 2 year o r a l dog s tudy , d a i l y a d m i n i s t r a t i o n (by g e l a t i n capsule) of 

l eve ls up to 250 mg/kg body weight was repor ted to be nega t i ve . In a 7-year 

dog study in which 1% or 2% was fed i n the d i e t of groups of 5 females, 

p a t h o l o g i c a l changes in the adrenals and u r i na ry bladder were found in both 

t e s t groups. JECFA has asked f o r a new dog study to e s t a b l i s h a n o - e f f e c t 

l eve l ( 2 ) . From the long- term s tud ies i n r a t s , mice and dogs, IARC 

concluded tha t the r e s u l t s d id not i n d i c a t e a carc inogenic e f f e c t ( 3 ) . 

In an absorp t ion and e x c r e t i o n study i n ra ts 1.7% of an o r a l dose was 

absorbed. 

In 8 out of 9 mutagen ic i ty t e s t s negat ive r e s u l t s were obta ined ( 4 ) . 

Ponceau SX has been ex tens i ve l y examined. The a v a i l a b l e in fo rmat ion 

j u s t i f i e s i t s use i n cosmetic p roduc ts . 

I n fo rma t ion : - Col ipa doss iers 
(1) Voprosyi P i t a n i y a 29(5) 1970, p. 61 
(2) 21st Report of the JECFA 1978 
(3) IARC Monograph V o l . 8 (1974) 207-215 
(4) Mutat ion Research 98 (2) 1982, p. 125 
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CI 15620 Sodium s a l t of 1- (4-su l fonaphthy lazo) -2-hydroxy naphthalene 

C-nH^N-O.S.Na CAS N° 1658-56-6 
¿U 14 ¿ 4 

MW : 400.4 

Synonyms : - Acid Red 88 

- C-WR Rot 13 

- Echtrot AV 

- Ext DC Red N° 8 

Soluble in water 

Used up to 0.01% in rinsed off cosmetics. 

The oral LDcn in r a t s w a s >■ 3.66 g/kg; the intraperitoneal LD,-n in mice was 
c. 512 mg/kg. Inhalation exposure of rats to dust particles for up to 7 
hours did not produce mortality or signs of intoxication. 

In a primary skin irritation test in rabbits with 500 mg moistened with 
water the colourant was slightly irritating. 

An eye irritation test in rabbits with 100 jul of the powder was negative. 

An in vitro mutagenicity test with up to 100 jug/ml in E. coli (by the method 
of G. Mohn) was negative. 

Information is necessary on possible sensitizing properties. A short term 
oral toxicity study is needed in which also possible Heinz body formation is 
examined. A chromosomal aberration test is required. 

No opinion can be expressed because a lack of data. 

Information : Colipa dossier, December 1983 
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CI 15800 1-Phenylazo-3-carboxy-2-hydroxynaphthalene 

C 1 7 H 1 2 N 2 ° 3 ' 1 / 2 C a C A S N ° 6 3 7 1 " 7 6 " 2 

MW : 311 

Synonyms : - Pigment Red 64 

- D and C Red 31 

- C ext Rot 57 

Inso lub le in water , s l i g h t l y so lub le in e thanol and g l y c e r o l . 

Used up to 0.5% in r i nsed o f f and non r insed o f f p roduc ts , and up to 5% in 

products f o r mucous membranes. 

Oral LD_n values of > 0.75 g / k g , and 1.2 g/kg have been repor ted f o r r a t s . 

The dermal LD,.« in r a b b i t s was > 43 mg/kg. 

In a sk i n i r r i t a t i o n t e s t i n r a b b i t s , a f o rmu la t i on con ta in ing 2.18% 

colourant was found to be s l i g h t l y i r r i t a t i n g . In a repeated sk in 

a p p l i c a t i o n study 0.1% or 1.0% of the ma te r i a l was app l ied to rabb i t s both 

in h y d r o p h i l i c ointment and i n USP ointment in an amount of 0.5 g/kg 

b.w./day on 5 days a week fo r 13 weeks. Apart from a l t e r a t i o n s of the 

t r ea ted sk in no t r e a t m e n t - r e l a t e d changes were observed. (The many 

d e f i c i e n c i e s of t h i s study have been examined by an independent consu l tan t 

and cor rec ted when poss ib le ) 

Patch t e s t i n g f o r 2 days w i th 1% of the f r ee ac id in pet ro la tum in 8 humans 

s u f f e r i n g from pigmented contact d e r m a t i t i s induced by azo dyes suggested 

tha t the colour i s a weak s e n s i t i z e r or a c r o s s - r e a c t i n g substance. 

Chronic (18-month) t o p i c a l t reatment of mice w i th 1 mg in water tw ice weekly 

d i d not induce increased m o r t a l i t y or neop las t i c changes of the sk in or of 

the i n t e r n a l organs. 

In another dermal study in mice, 0.1 ml of a 1% d i spe rs ion in 0.1% aqueous 

sodium lau ry I su lpha te was app l ied weekly f o r 26 months. No evidence of 

carc inogenic p rope r t i es was ob ta i ned . 
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An Ames test conducted both as a spot test and as a plate incorporation 
assay was negative. 

Although the data available did not reveal mutagenic or carcinogenic 
properties, the structure of the colourant indicates the need for further 
information on possible genotoxic properties. In addition a sensitization 
test, a short-term oral toxicity study and information on dermal absorption 
is required. A long term oral study may be required if the genotoxicity 
tests show positive results. 

However the Committee sees no objection to maintaining the use of this 
colouring agent in cosmetic products for the time being. 

Information : Colipa dossier Dec. 1983 
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CI 16035 1 - (2 -methoxy-5 -methy l -4 -su l fopheny l -1 -azo) -6 s u l f o - 2 - h y d r o x y -

naptha lene, disodium s a i t 

C loH. l.N.,Na-)0oS., CAS N° 25956-17-6 
l o I H ¿ ¿oc 

MW : 496 

Synonyms : - Food Red 17 

- F.D. & C. Red 40 

Very so lub le i n water , i nso lub le in e t h a n o l . 

Use l e v e l : 6% i n cosmetics f o r use in contact w i th mucous membranes, and 

0.1% f o r r insed o f f - , and non r insed o f f p roduc ts . 

The o r a l LD™ in ra t s was > 10 g / k g , i n dogs > 5 g / kg . 

The dermal LD™ in r a b b i t s was > 10 g / kg . 

No gross signs of dermal i r r i t a t i o n were observed i n an acute dermal r abb i t 

study w i th an aqueous pas te . However, erythema could not be judged due to 

the co lour of the substance. 

An eye i r r i t a t i o n t e s t i n r a b b i t s w i th 0.1 ml of a 1.0% aqueous s o l u t i o n d id 

not induce any changes. 

A p p l i c a t i o n of the powder and of a 25% aqueous s o l u t i o n to the sk in of 200 

human sub jec ts f o r 72 hours fo l lowed by one 48 hours a p p l i c a t i o n 10-14 days 

l a t e r d i d not produce i r r i t a t i o n or s e n s i t i z a t i o n . 

In another human s e n s i t i z a t i o n t e s t a 5% w a t e r - i n s o l u b l e f o rmu la t i on and a 

2% wa te r - so lub le f o rmu la t i on was app l ied 10 t imes on 10 a l t e r n a t e days f o r 

24 hours . A chal lenge patch app l ied a f t e r a 14-day rest per iod was a lso 

nega t i ve . 

The same fo rmu la t i ons were app l ied to 25 human sub jec ts 5 t imes f o r 48 hours 

on a l t e r n a t e days and the a p p l i c a t i o n s i t e s i r r a d i a t e d f o r 5 minutes w i th 

Xenon l i g h t . A f t e r a 10-day rest per iod the chal lenge a p p l i c a t i o n w i th 

i r r a d i a t i o n d i d not prov ide evidence of p h o t o s e n s i t i z a t i o n . 
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A short-term (6-week) feeding study in rats with various levels up to 5.19% 
in the diet d id not produce treatment-related changes in haematological and 
ur inary examinations, or in c l i n i c a l chemistry of the blood. Gross and 
microscopic examinations only revealed discolourat ion of the l i ve r and 
kidneys a t t r ibu tab le to the colourant. 

Groups of 1 male and 1 female dog were treated o ra l l y by capsule with dose 
levels up to 500 mg/kg b.w./day for 6 weeks. The dogs of the top-dose group 
showed minor microscopic changes in the l i v e r . 

The short-term dermal t o x i c i t y was examined in rabbits fo r 3 and 13 weeks by 
dai ly appl icat ion of 0.5 g/kg b.w. of 0.1 and 1.0% in water and in USP 
hydrophil ic ointment. The treatment caused s l i gh t to moderate i r r i t a t i o n in 
some groups, but there were no changes in c l i n i c a l chemistry. 
Microscopical ly, the skin of rabbits treated with the compound in 
hydrophi l ic ointment showed an increased incidence of s l i gh t acanthosis and 
of minimal i n f i l t r a t i o n of lymphoid ce l l s in subcutaneous t issue. 

In a chronic (21-month) o ra l study in rats with 0, 0.37, 1.39 or 5.19% in 
the d i e t , the top-dose induced growth depression. No treatment-related 
changes were noted in any of the other parameters examined. In animals 
k i l l e d a f ter 6 months, microscopical changes were seen in the kidneys, which 
were a t t r ibu ted to treatment. These changes were, however, not confirmed by 
another pathologist . No treatment-related changes in the kidneys or in 
other organs were found in rats sacr i f iced af ter 12 or 21 months. 

In a chronic (2-year) oral study in dogs dietary levels of 0, 0.37, 1.39 or 
5.19% were fed to groups of 4 dogs/sex. One dog/sex/group was sacr i f iced 
af ter one year. The top-dose animals showed increased vacuolation of ce l ls 
in the zona fasciculata and glomerulosa, while in a l l test groups a 
deposition of a granular pigment was seen in the Kupffer c e l l s . No 
compound-related changes were found in the dogs sacr i f iced af ter 2 years. 

The chronic ora l tox ic i t y /carc inogen ic i t y was examined in mice, which had 
been exposed already in utero, through lactat ion and then for 2 years to 
diets containing 0.37, 1.39 or 5.19% of the colourant. Growth rate and food 
intake were s l i g h t l y reduced in the top-dose group. No changes, considered 
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relevant, were seen in haematology and organ weights or in gross or 
microscopic pathology. Incidence of tumours was not significantly affected 
by treatment. 

A similar oral study with in utero exposure to the same diets was conducted 
in rats for c. 120 weeks after weaning. Gross examination revealed 
increased incidences of kidney discolouration and firm granular material in 
the pelvis of all groups of males. Microscopically there was an increased 
incidence of renal calculi and of focal epithelial proliferation in high-
dose rats. There were no indications of tumourigenic properties. 

In a dermal carcinogenicity study, one group of 50 mice/sex received 0.1 ml 
of a 5% aqueous solution twice weekly for 20 months. A relatively large 
proportion of the test animals showed a grossly abnormal urinary bladder 
and, microscopically, a relatively high incidence of cystitis. The 
incidence of neoplasia was low, both in control and treated mice. 

Three Ames tests have been conducted with several modifications of the 
testing procedure and using the 5 Salmonella typhimurium strains and 
Saccharomyces cerevisiae. The results gave no evidence of mutagenic 
properties. 

Absorption and excretion studies upon oral dosing of rats and dogs showed 
76-95% excretion in the faeces within 72 hours. No storage of the compound 
in the tissues was detected. The main metabolite was 4-amino-5 methoxy-0-
toluene in urine as well as in faeces of both species. 

Teratogenicity studies in rats with increasing dose levels up to 200 mg/kg 
b.w./day by gavage, or with 260 mg/kg b.w./day in the drinking water did not 
reveal signs of embryotoxicity, or teratogenicity. 
A teratogenicity study in rabbits with 200 and 700 mg/kg b.w./day by gavage 
from day 6 through 18 of pregnancy was likewise negative. 

In a multigeneration study in rats the feeding of 0.37, 1.39 or 5.19% in the 
diet only induced growth depression in the pups of the top-dose group. 
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From the extensive examinations it appears that high levels of the compound 
are well tolerated both orally and dermally. No indications of 
teratogenicity, mutagenicity or carcinogenicity were obtained. 

The available information justifies the use of this colouring agent in 
cosmetic products. 

Information : Colipa dossier, August 1983 
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CI 16230 Disodium-7-hydroxy-8-phenylazonaphthalene-1,3-disuLphonate 

C16H12N2°7S2" 2 N a C A S N ° 1 9 3 6 - 1 5 - 8 

MW : 452.4 

Synonyms : - Ac id Orange 10 

- C-ext Orange 11 

- Orange G, D and C 

- Orange N° 3 

Soluble i n water , s l i g h t l y so lub le i n e t h a n o l , gene ra l l y i nso lub le i n 

organic s o l v e n t s . 

Used up to 0.02% in r insed o f f and non r insed o f f cosmet ics. 

In a sub-chronic (90-day) s tudy , groups of 5 ra ts /sex were fed 0 , 0 .25 , 0 . 5 , 

2.0 or 5.0% in the d i e t . Enlarged spleens occurred at a l l l e v e l s , anaemia 

at 0.5% and above, and m o r t a l i t y at 5% (summary repor t o n l y ) . 

In a 15-wk feed ing study in ra ts 500 and 5000 ppm i n the d i e t caused Heinz 

body f o r m a t i o n . With 5000 ppm the re was a lso anaemia, methaemoglobinaemia, 

r e t i c u l o c y t o s i s and spleenomegaly. 

Groups of 3 p igs /sex were fed 0 , 2 . 5 , 25 or 250 mg/kg b.w. /day in the d i e t 

f o r 112 days. With 25 and 250 mg/kg, Heinz bodies occurred together w i th 

anaemia, r e t i c u l o c y t o s i s , spleenomegal ia, and, at the h ighest l eve l o n l y , an 

increased i r o n content i n the sp leen. The n o - e f f e c t l eve l in t h i s study was 

2.5 mg/kg. 

Heinz body fo rmat ion has been observed a lso in ra ts w i th 1% in the d i e t f o r 

44 days, and i n cats w i th 2 mg/kg b.w. f o r 33 days. 

In the f e r r e t , however, no haemolyt ic anaemia occurred even at the h ighest 

feed ing l e v e l of 150 mg/kg b.w. f o r one year . This negat ive f i n d i n g cannot 

be used to e s t a b l i s h an acceptable exposure l e v e l f o r man, because of the 

d i f f e r e n c e i n metabolism of t h i s co lou r i ng in the f e r r e t and in other 

species i n c l u d i n g man. 

35 -



In an o r a l c a r c i n o g e n i c i t y s t udy , mice received 1 mg/day ( c . 20 mg/kg b.w.) 

i n the d i e t f o r 2 years . There was no evidence of carc inogenic potency. 

In another o r a l L i fe t ime study 50 mg/kg b.w. was fed i n the d i e t to one 

group of 20 mice. No tumours were a t t r i b u t e d to the dye. 

A mutagen ic i ty t e s t w i th S.typhimurium TA 1538 and using up to 100 /ug/p late 

was nega t i ve . 

Results of a s e n s i t i z a t i o n t e s t should be p rov ided . In a d d i t i o n an adequate 

Ames t e s t and a chromosomal abe r ra t i on t e s t are needed. 

The Committee sees no o b j e c t i o n to ma in ta in ing the use of t h i s co lou r ing 

agent i n cosmetic products f o r the t ime be ing . 

In fo rmat ion : - Col ipa d o s s i e r , December 1983 
- IARC Volume 8 (1984) 181-187 
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CI 17200 Disodium s a l t of 8 -amino-2-pheny lazo-1-naphto l -3 ,6 -d isu lphon ic 

ac id 

C16H11N3°7S2Na2 C A S N ° 3 5 6 7 " 6 6 " 6 

MW : 467 

Synonyms : - D and C Red 33 

- Acid Red 33 

- Food Red 12 

- C-Rot 58 

Soluble in water, slightly soluble in ethanol, insoluble in oils, fats, and 
waxes. 

Used up to 1.0% in cosmetics for mucous membranes, 0.15% in rinsed off 
products, 0.5% in non-rinsed off products, and 2.0% in temporary hair 
colourants. 

Oral LD,.,, values are > 3160 mg/kg in male rats, and > 1000 mg/kg in dogs. 

A maximization test in guinea pigs was carried out with an induction 
treatment by intradermal injection of a 5% aqueous solution and by topical 
application of 10% aqueous solution. The challenge was made by topical 
application of 10% and 5% 2 weeks later. There were no positive reactions. 
It appeared in this test that 10% in distilled water was not irritating to 
the guinea pig skin. 

A 6-wk oral study in rats with 0.1 up to 3.0% in the diet revealed growth 
depression with 3%, increased spleen weights at all levels, increased kidney 
weights at the two high levels and microscopial changes in the spleen, 
liver, kidney, thyroid and bone marrow at the high dose level. 
Lower levels were not examined microscopically. 

In a tentative 90-day oral study in 2 dogs, 3% in the diet induced 
microscopical changes in the Liver, kidneys, and thyroid. 

A dermal 90-day study in rabbits with daily applications of 0.5 and 5.0 
mg/kg, 5 days a week, did not reveal any deleterious effect. 
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Dai ly dermal t reatment of r a b b i t s w i t h 20 mg/kg ( i n 1% aqueous s o l u t i o n w i t h 

1.0% s u r f a c e - a c t i v e agents) on 5 days/week dur ing 4 weeks, or i n another 

study du r i ng 13 weeks d id not induce any adverse e f f e c t . 

In a 2-year study i n r a t s , 0 , 0 .025 , 0.05 or 0.2% was fed in the d i e t w i t h 

exposure beginn ing in u t e r o . There were no compound-related e f f e c t s o ther 

than u r i ne d i s c o l o u r a t i o n . The top-dose was considered a n o - e f f e c t l e v e l i n 

t h i s w e l l conducted and we l l repor ted s tudy . The higher l e v e l of 2.0%, 

which was examined i n a second, s i m i l a r i n u tero exposure s tudy , induced 

growth depress ion , m o r t a l i t y , s igns of anaemia, (decreased haemoglobin, 

e r y th rocy te coun t , haematoc r i t , and increased r e t i c u l o c y t e s ) and 

mic roscop ica l changes i n the sp leen , l i v e r , k idney , bone marrow, and h e a r t . 

No evidence of c a r c i n o g e n i c i t y was found. 

In another long- term ra t study d i e t a r y l eve l s of 0 , 0 . 05 , 0 . 2 , 0.5 and 2.0% 

were used. Growth depression occurred w i t h 2.0%. Signs of anaemia were 

found w i t h 0 . 2 , 0 . 5 , and 2.0%. Increased weights of the L i v e r , spleen and 

hear t occurred w i t h 0.5 and/or 2.0%. M i c roscop i ca l l y the l i v e r , sp leen , 

adrenal and/or bone marrow showed increased e r y t h r o p o i e s i s , wh i le depos i t i on 

of pigment (poss ib l y i r on ) was found i n the l i v e r , sp leen , and k idneys . 

These changes occurred w i th 0.2% and more. No a l t e r a t i o n s were seen w i th 

0.05%. 

A long-term (2-year ) feed ing study in mice w i t h 0 , 0 . 1 , 1.0 and 5.0% showed 

high m o r t a l i t y , rena l Lesions and increased sp len ic weights w i th 5.0%, and 

signs of anaemia w i th 5.0 and 1.0%. The n o - e f f e c t Level was 0 .1%. No 

evidence of c a r c i n o g e n i c i t y was found. 

A 2-year feed ing study in dogs w i t h 0 , 0 .05 , 0.4 and 2.0% i n the d i e t d i d 

not revea l compound-related changes i n s u r v i v a l , growth ra te or c l i n i c a l 

chemis t ry . Evidence of a haemolyt ic process (hepat ic and renal pigment 

depos i t i on and e r y t h r o i d hyperp las ia of bone marrow) was obta ined w i th 0.4 

and 2.0%. These leve ls a lso induced t h y r o i d enlargement. I nd i ca t i ons of 

s i m i l a r changes were obta ined w i th 0.05%. The re fo re , a c lear no e f f e c t 

l eve l was not e s t a b l i s h e d . 
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A skin painting study in mice with 1.0 mg/mouse/week for 95 weeks did not 
produce any compound related effects. Another skin painting study in mice 
with a 1% solution (quantity not given) applied once a week for 2 years 
failed to induce skin tumours or any other treatment related change in the 
pathological examinations. 

Teratogenicity studies in rats and rabbits with daily oral dosages of 2.5, 
8.5 and 25.0 mg/kg b.w. did not provide indications of teratogenic 
properties (IBT-studies). 

An Ames test with the strains TA 1537, 98, 1535 and 100, and using up to 
400 ug/plate was negative. 

The Scientific Committee for Foods evaluated this colourant in 1977. 
Since then important new information became available including detailed 
reports of well conducted chronic studies in rats. 

The available information justifies the use of this colouring agent in 
cosmetic products. 

Information : - Colipa dossier, Submission I, September 1984 
Submission II, November 1984 
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CI 18050 Sodium s a l t of 1-hydroxy-2-phenylazo-8-N-acetamidonaphtalene-

3 ,6 -d i su l fonac id 

C18H13N3°8S2Na2 C A S N ° 3 7 3 4 _ 6 7 ~ 6 

MW : 509.43 

Synonyms : - Ac id Red 1 

- Food Red 10 

- Red 2G 

Solub le i n water and i n e thano l . 

Use l e v e l 0.03% i n r insed o f f cosmetics and 0.02% i n non-r insed o f f 

p roduc ts . 

Oral LD_n values repor ted ( i n g/kg) are > 5 and 11.44 i n r a t s , 7.35 i n 

mice, 4.81 in guinea p i g s , > 5 i n r a b b i t s , and > 10 in the ch icken . 

I n t r a p e r i t o n e a l values are : 6.35 in r a t s , 4.76 i n mice and 3.00 i n guinea 

p i g s . 

In a pr imary sk in i r r i t a t i o n t e s t i n r a b b i t s w i t h 0.5 g moistened w i t h water 

s l i g h t i r r i t a t i o n occur red . 

A p p l i c a t i o n of on ly 0.1 mg und i l u ted substance i n t o the eye of r abb i t s 

caused moderate i r r i t a t i o n . Rins ing the eyes was of p r a c t i c a l l y no e f f e c t . 

A s e n s i t i z a t i o n t e s t i n guinea p igs w i t h two t imes 4 i nduc t i on i n j e c t i o n s of 

0.1 ml of a 7.5% s o l u t i o n i n s a l i n e and a chal lenge i n j e c t i o n of a 3% 

s o l u t i o n i n s a l i n e 14 days a f t e r the second i nduc t i on t r ea tmen t , d i d not 

revea l s igns of s e n s i t i z a t i o n . 

In a 6-week o r a l study in mice fed d i e t a r y leve ls of 0 , 0 . 0 2 , 0 . 1 , 0.5 and 

1.0% haemato logica l changes occurred at the th ree h igher l e v e l s , and 

comprised fo rmat ion of Heinz bod ies , methaemoglobinaemia, enlargement of the 

sp leen , increased haematopoiesis and increased leve ls of haemosiderin i n 

sp len ic macrophages. None of these changes were found w i th 0.02%. 
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Similar changes occurred in rats fed the colour (in sausage meat) at 144 ppm 
in the diet, but not at 24 ppm. 
Short-term (3 and 8-wk) feeding studies in rats with dietary levels of 0.1% 
and above also induced various signs of haemolytic anaemia with Heinz 
bodies. 

In a 96-day mouse study a l l d i e t a r y Levels (of 0.01% and above) caused 

r e t i c u l o c y t o s i s and Heinz bod ies . The t ime of appearance of Heinz bodies 

was reduced w i t h inc reas ing dosage. 

In a chronic (80-wk) mouse study w i th 0 , 0 .005, 0 .025, 0.125 or 0.625% in 

s e m i - p u r i f i e d d i e t the re were no i n d i c a t i o n s of carc inogenic p r o p e r t i e s . 

The haematological e f f e c t s occurred w i th 0.125% and above. 

Feeding 0.5% i n the d i e t of ra ts f o r 2 years d i d not induce changes i n 

tumour i nc idence . A d i e t w i th 0.2% fed to ra t s over 2 successive 

generat ions d i d not in f luence the reproduct ion parameters. 

A mutagen ic i ty t e s t i n two s t r a i n s of S.typhimurium w i th up to 2.5 mg/plate 

showed no increase i n number of r e v e r t a n t s . However, Edwards and Combes 

(1983) obta ined p o s i t i v e r e s u l t s in f l u c t u a t i o n t e s t s , w i th E. c o l i . The 

mutagenic potency could be l a r g e l y removed by p u r i f i c a t i o n of the dye, but 

re turned upon storage or by ox i da t i on of p u r i f i e d samples. 

No mutagenic a c t i v i t y was detected by S.typhimurium s t r a i n s (TA 98 and TA 

100) in u r i ne and faeces samples c o l l e c t e d from ra ts t r e a t e d w i th a s i ng le 

o r a l dose of Red 2G (800 mg/kg b . w . ) . 

No t e r a t o l o g i c a l or f o e t o t o x i c p rope r t i es were observed i n ra ts fed 0 .004, 

0.02 or 0.2% from day 0 - 19 of pregnancy. The only e f f e c t s in the dams 

were increased spleen weight and e r y t h r o p o i e t i c a c t i v i t y at the top dose 

l e v e l . No changes were seen i n the f o e t a l sp leen. 

In r a t s , more than 60% of an o r a l dose i s excreted i n the u r i n e , mainly as 

p-aminophenol. A smal ler pa r t i s excreted in the u r ine as a n i l i n e . 

Systemic e f f e c t s of t h i s co lourant i n ra t s and mice inc lude decreased 

haemoglobin l e v e l s , methaemoglobinaemia, r e t i c u l o c y t o s i s , Heinz bodies and 

increased e r y t h r o p o i e s i s . In r a t s , 0.01% in the d i e t d i d not induce any of 

these changes, but i n mice Heinz bodies and r e t i c u l o c y t o s i s were observed 
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even at this Level. JECFA established an ADI of 0.1 mg/kg b.w. for man, on 
the basis of the no-effect levels in chronic feeding studies in mice (43-26 
mg/kg) and rats (8 mg/kg). 

Further information was required to clarify the mutagenicity of the 
compound, of impurities in the colourant, and the oxidation reaction of the 
compound, but the Committee noted that this substance was permitted in 
foods. 

The available information justifies the use of this colouring agent in 
cosmetic products. 

Information : - Colipa dossier, Submission I, February 1984 
Submission II, November 1984 

- 25th JECFA-report, WHO Techn. Rep. Ser. No. 669, 1981 
- Edwards, C.N. and R.D. Combes, Mutation Research 117 (1983) 

127-134 
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CI 18130 1-hydroxy-2-(2'-methyL-4,-cycLohexyL phenylazo)-3,6-disulfo-

8-N-phenyl-suLfonyl amino-naphthalene 

C30H31N3°9S3Na2 C A S N° 1 0 2 3 6~ 3 7 - 0 

MW : 683 

Synonyms : - Acid Red 155 
- C-WR Rot 4 

Soluble in water and ethanol, insoluble in mineral o i l . 

Used in rinsed o f f cosmetics up to 0.1%. 

The oral LD,.- in male mice was > 5 g/kg. 

A skin i r r i t a t i o n test with a 10% aqueous preparation applied to hair less 
mice without occlusion twice da i ly for 5 subsequent days did not induce any 
changes. 

S l igh t , revers ib le , conjunctival redness occurred in rabb i ts , when 0.05 ml 
of a 5% aqueous preparation was applied in the eye. 

A 5% aqueous so lu t ion , examined in a maximization sensi t izat ion test 
produced weak erythema in 2/18 guinea p igs , ind icat ing weak sensi t iz ing 
propert ies according to the c lass i f i ca t ion of Magnusson-Kligman. 

An Ames test with up to 2.5 mg of the colourant per plate with and without 
metabolic act ivat ion did not show mutagenic a c t i v i t y . 

Further information on absence of mutagenicity and a short-term oral 
t o x i c i t y test in rats are needed for an evaluat ion. 

No opinion can be expressed because a lack of data. 

Information : Colipa dossier 
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CI 18690 Chromium complex of 1 -pheny l -3 -methy l -4 - (2 ' - ca rboxy pheny lazo) -

5-hydroxy pyrazole 

C,,H_.CrN80..H CAS N° 5601-29-6 
.54 ¿H o 6 

MW : 

Synonyms : - Acid Yellow 121 
- C-WR Orange 9 

Soluble in water and ethanol. 

Used in rinse-off products up to 0.01%. 

The oral LD,.« in male and female rats and in female mice is > 1.5 g/kg. 

No skin irritation occurred in guinea pigs when a concentration of 0.1% in 
Cremophor EL : water (15:85) was applied by brush three times a day on two 
successive days and washed away after 20 minutes exposure. 

An eye irritation test in guinea pigs with 0.1 ml of a 0.1% concentration in 
a Cremophor EL/water mixture was likewise negative. 

No signs of sensitization occurred in guinea pigs by intracutaneous 
injections of 0.1 ml of a 0.1% aqueous solution,, three times/day on 5 
successive days of the induction period, followed by one intracutaneous 
challenge injection of the same solution after a 4-week rest period. 

Information is requested on a well-conducted short-term oral toxicity study 
and on genotoxicity. 

No opinion can be expressed because a lack of data. 

Information : Colipa dossier 
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CI 18736 Chromium complex of 1-phenyl -3-methy l 4 - ( 2 ' h y d r o x y - 3 , - s u l f o - 5 ' -

ch Lorophenylazo)5-hydroxypyrazoLe 

C 23 H 20 C L 2 C r N 8°1u S 2 · H · N a C A S N ° 6 4 0 8 - 2 6 - 0 

MW : 

Synonyms : - Ac id Red 180 

- C-Wr Orange 8 

Soluble i n water and e thano l . 

Used up to 0.01% i n r insed o f f p roduc ts . 

The o r a l LD 50 was > 15 g/kg in r a t s , and 14.5 g/kg in mice. 

Repeated a p p l i c a t i o n of a 1% aqueous s o l u t i o n i n 1% methy l ce l l u lose to the 

sk in of guinea pigs (3 t imes on day 1 , and 3 t imes on day 2) d id not produce 

any sk""n changes. 

In an eye i r r i t a t i o n t e s t i n guinea p igs a 1% aqueous s o l u t i o n of the dye 

was found to be s l i g h t l y i r r i t a t i n g . 

In a s e n s i t i z a t i o n t e s t , 15 guinea p igs received in t racutaneous i n j e c t i o n s of 

0.1 ml 0.01% aqueous s o l u t i o n , 3 x/day on 5 consecut ive days as i nduc t i on 

t rea tmen t . A f t e r 4 weeks, a chal lenge t reatment w i th 0.1 ml of 0.001 -

0.00001% aqueous s o l u t i o n s , a lso g iven i n t r acu taneous l y , showed the 

substance to be a moderate s e n s i t i z e r . However, i t i s s ta ted tha t du r ing a 

16-years pe r i od of use i n cosmetics not a s i n g l e case of a l l e r g y in humans 

has been r e p o r t e d . 

Because the co lourant contains a pyrazo le r i n g in i t s chemical s t r u c t u r e the 

Committee wants i n fo rma t ion on the occurrence of cross s e n s i t i z a t i o n and of 

other compl ica t ions (Stevens-Johnson syndrome) in pa t i en t s us ing o r a l l y 

drugs of s i m i l a r s t r u c t u r e . Moreover, a sho r t - t e rm o r a l study in ra ts and 

shor t - te rm t e s t s f o r genotoxic p r o p e r t i e s are needed f o r an e v a l u a t i o n . 

A d d i t i o n a l chemical i n fo rmat ion i s requ i red on the valency of the chromium, 

the s o l u b i l i t y of the chromium and the amount of chromium in the f i n a l 

complex. 
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No opinion can be expressed because a lack of data. 

Information : Colipa dossier, December 1983 
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CI 18820 1-(4 ' -suLfophenyL)-3-methyL-4-phenyLazo-5-hydroxypyrazoLe 

C^H.-.N.O.S.Na CAS N° 6359-82-6 
16 13 H A 

MW : 380 

Synonyms : - Acid Yellow 11 
- C-WR Gelb 9 

Soluble in water and ethanol, insoluble in organic solvents. 

Used at levels up to 0.3% in rinsed off products and up to 0.1% in non-
rinsed off products. 

Oral LDsn values reported (in mg/kg b.w.) are 9120 for male rats, 10120 for 
female rats and 5500 for female mice. In another rat study the LD„ was 
>. 10000. Sedation and ataxy were observed. 

Skin irritation tests in rabbits with 100 mg of the undiluted substance, or 
with 0.1 ml 50% suspension in saline on the intact and abraded skin were 
negative. 

In eye irritation tests in rabbits, the undiluted colourant did not produce 
any changes. With 25% and a 50% suspensions in saline slight to moderate 
conjunctival changes occurred, consisting of redness and Chemosis. 

A sensitization test in guinea pigs, by intracutaneous injections of 0.1 ml 
0.5% aqueous solution 3 times per day on 5 consecutive days, and a challenge 
treatment with 0.1 ml 0.5% aqueous solution after 4 weeks did not reveal any 
sensitization potential. 

An Ames test with up to 5 mg per plate revealed mutagenic activity in the 
strain TA 1538 both with and without metabolic activation. 

The Committee considered this colourant for use in rinsed off cosmetics 
only. It wanted an adequate short-term oral study and further information 
on genotoxic properties and sensitization in humans. 
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The Committee noted the presence of a pyrazole ring in the chemical, 
structure, which may cause cross-sensitization and other complications 
(Stevens-Johnson syndrome) in patients using drugs containing a comparable 
structure. The Committee brings strongly the attention of the industry in 
the problem of cross-sensitization and would like to obtain any information 
Colipa can provide on the occurrence of such complications in patients 
exposed to this colourant. 
The Committee does not support an extension of the use of this colourant to 
non rinsed off cosmetics. 

No opinion can be expressed because a lack of data. 

Information : Colipa dossier, February 1984 
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CI 18965 1 - ( 2 ' , 5 ' - d i ch l o ro -4 ' - su l f opheny l ) - 3 -me thy L-4-(4"-suLfophenyLazo) 

-5 -py razo lone , disodium s a i t 

C,,H...,Cl.,N.CuS0.2Na CAS N° 6359-98-4 
16 I t c 4 f ¿ 

MW : 551 

Synonyms : - Acid Yellow 17 

- Food Yellow 5 

- Yellow 2G 

Soluble i n water , s l i g h t l y so lub le i n e t h a n o l , i n s o l u b l e in most organic 

so lvents and i n vegetable o i l s . 

Used up to 0.1% in cosmetics i n contact w i th the sk in and w i t h mucous 

membranes and up to 0.6% in r insed o f f cosmet ics. 

The o r a l LDS„ i n ra ts was > 5 g / kg . 

In a s k i n i r r i t a t i o n t e s t i n rabb i t s w i th 0.5 g suspended in o l i v e o i l 

s l i g h t o-dema and erythema occur red . 

An eye i r r i t a t i o n t e s t i n rabb i t s w i th 100 mg und i l u t ed substance only 

showed redness and s l i g h t swe l l i ng of con junc t i vae . 

A sub-chronic (13-wk) feed ing study i n ra ts w i th d i e t s con ta in ing 0 

( c o n t r o l ) , 100, 1000 or 10000 ppm d id not induce changes i n body weight 

g a i n , haematology, serum chemis t ry , kidney f u n c t i o n or in gross or 

microscopic pathology of organs. The top-dose induced caecal enlargement. 

The n o - e f f e c t l eve l was 80 mg/kg b.w. 

Groups of p igs were fed d i e t s p rov i d i ng 0 , 5 , 50 or 500 mg/kg b.w./day f o r 

15 weeks. Diarrhoea occurred in the top-dose p igs on the f i r s t 2 days of 

t rea tmen t . There were no e f f e c t s on g rowth , haematology, kidney f u n c t i o n , 

u r i ne composi t ion or organ we igh ts . Gross and microscopic pathology d i d not 

revea l abnormal f i n d i n g s . 
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Chronic (80 weeks) feeding of mice on diets with 0, 100, 1000 or 10000 ppm 
did not a f fect mor ta l i t y , food and water in take, serum analyses, 
haematology, histopathology or tumour incidence. Sl ight decreases in weight 
gain were seen at 10000 ppm, and a decreased renal concentrating a b i l i t y 
occurred terminal ly in rats given 1000 or 10000 ppm together with an 
increased kidney weight in males at the highest leve l . 

An Ames test with 4 strains of S.typhimurium and a test with E.coli at 
levels up to 500 and 1000 /ug/plate were negative. 

As far as the colourant is metabolized, th is takes place mainly in the large 
in tes t ine by the action of microorganisms. 

JECFA has evaluated th is colourant for use in foods and established a 
temporary ADI of 0.025 mg/kg b.w. 

Because the colourant contains a pyrazole r ing in i t s chemical structure the 
Committee wants information on the r isk of cross-sensi t izat ion and of other 
complications (Stevens-Johnson syndrome) in patients using drugs containing 
a s imi lar s t ruc ture . In addit ion information is requested on dermal 
absorption. 

The Committee ¿ees no objection to maintaining the use of th is colouring 
agent in cosmetic products for the time being. 

Information : - Colipa dossier, 19th June 1984 
- WHO Food Addit ive Series No. 12. Twenty f i r s t Report of the 

Joint WH0/FA0 Expert Committee on Food Addi t ives, Geneva, 
1977 
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CI 19120 4-(2'-sulfophenylazo)-1-(o-sulfophenyl)-5-hydroxypyrazol-3-

carbonic acid 

C^HoN.0nS_.3Na CAS N° 1934-25-4 
16 y 4 y ¿ 

MW : 468.2 

Synonyms : - CI Acid Yellow 13 
- C-ext. Gelb 20 

Used at levels up to 0.3% in rinsed off cosmetics. 

Soluble in water. 

The oral LD,-n in mice was 10 g/kg. 

A skin irritation test in rabbits with the filtrate of a 10% solution in 
saline (obtained after one hour digestion at 40 °C) did not produce any 
reaction when injected intracutaneously in various dilutions, or applied 
undiluted to the intact skin. 

In an eye irritation test in rabbits, 0.25 ml of the undiluted filtrate of a 
10% solution in saline (obtained after one hour digestion at 40 °C) induced 
erythema. 

In a sub-chronic (90-day) feeding study in rats with 1 and 5% in the diet no 
changes were seen in behaviour, weight gain, haematology, urine composition, 
or in gross or microscopic pathology. The colourant was excreted in the 
faeces. 

The substance seems to be of a low order of toxicity. However, information 
is needed on sensitization and genotoxicity. 

In view of the presence of the pyrazole ring in the chemical structure of 
this colourant, the Committee wants to obtain any information on untoward 
reactions in patients using pyrazole drugs which are exposed also to 
cosmetics containing this colourant (cf. CI 18820). 
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No o p i n i o n can be expressed. 

In fo rmat ion : - Col ipa d o s s i e r , February 1984 
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CI 20040 N, N ' - C s ^ ' - d i m e t h y U I J ' b i p h e n y l K ^ ' - d i y Q bis 2-£(2,4-

di chlorophenyl)azo]-3-oxo-butanamide 

C,.H_oCL.N.0. CAS N° 5979-28-2 
.54 ¿o 4 6 4 

MW : 726 

Synonyms : - CI Pigment Yellow 16 
- Helioechtgelb FPV 
- Flexonylgelb NCG 

- Permanent Yellow NCG Colanyl 

Insoluble in water, soluble in ethanol and vegetable oils. 

Used up to 0.1% in rinsed off cosmetics. 

The oral LD,.- in female rats was _>. 15 g/kg. Studies conducted with a 
suspension of the colourant; vehicle and concentration not indicated. 

In a skin irritation test in rabbits, 0.5 ml undiluted substance was found 
to be non irritating. 

An eye irritation test in rabbits with 0.1 ml undiluted substance was 
negative. 

In carcinogenicity studies in mice and rats groups of 50 animals/sex 
received the colourant in the diet at levels of 0.1, 0.3 and 0.9% for 2 
years. There were no signs of intoxication, and no statistically 
significant differences occurred amoigst the groups in body weight, 
mortality or in type or incidence of tumours. 

Information is requested on the purity criteria, and on the conditions 
suitable for the formation of dimethyLbenzidine from this substance. ■ 

The Committee sees no objection to maintaining the use of this colouring 
agent in rinsed off products only. 

Information : Colipa dossier, Sept. 1984 
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CI 20170 2,6-(4,-sulfo-2",4,I-dimethyl)-bis-(phenylazo)-1,3-dihydroxy-

benzene, sodium sait 

ConH1QN/0cS.Na CAS N° 1320-07-6 
MM : 448.4 

Synonyms : - Acid Orange 24 
- D and C Brown N° 1 
- C-ext. Braun 4 

Soluble in water. 

Used at levels of 0.1% in rinsed off cosmetics, 0.4% in not rinsed off 
products and up to 0.5% in temporary hair colourants. 

The oral LD_n was > 5 g/kg in female rats, > 4 g/kg in male rats, 
> 2 g/kg in dogs. 

A skin irritation test in rabbits with 0.1 g of a 0.4% solution in propylene 
glycol was negative. This result was confirmed by microscopical examination 
of the treated skin. 

An eye irritation test in rabbits with 0.1 ml of a 1.0% dilution in 
propylene glycol revealed changes of conjunctivae, iris and cornea which 
recovered in 48 hours. The substance was classified as slightly irritating. 

A sensitization test was conducted in guinea pigs by 7 successive topical 
applications of 0.5 ml 1% solution in propylene glycol within 3 weeks, and 
one intradermal injection of 0.1 ml Freund's complete adjuvant on day 0. 
After 12 days rest, 0.5 ml 1% solution in propylene glycol was applied in a 
patch as a challenge treatment. Four out of 20 animals showed a positive 
respons in the form of oedema. This was confirmed microscopically. 
Erythema could not be established due to the colour. The substance was 
classified as a mild sensitizer. 

In a 3 week dermal study, guinea pigs were treated with 0.5 g 0.1% or 1.0% 
dilutions in USP hydrophilic ointment, on 5 days/week for 3 weeks. 
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No changes were observed i n s u r v i v a l , general appearance, weight g a i n , l i v e r 

and kidney weight or i n the gross and microscopic pathology of the s k i n , 

kidneys and l i v e r . 

A sub-chronic (91-day) dermal study was conducted i n r a b b i t s by app ly ing 0.5 

g / r a b b i t of 0 .1% or 1.0% d i l u t i o n s in USP h y d r o p h i l i c ointment on 5 

days/week. The maximum d a i l y dose was, t h e r e f o r e , on ly 2 mg/kg b .w . /day . 

The death of 1 r a b b i t i n the high-dose group was a t t r i b u t e d to c o n s t i p a t i o n . 

No t r e a t m e n t - r e l a t e d changes were observed i n general appearance, weight 

g a i n , weight of the l i v e r and k idneys , or i n the gross and i c roscop ic 

examinat ion of the s k i n , l i v e r and k idneys. 

I n a L i f e t ime sk i n p a i n t i n g s tudy , mice received once weekly a dose of 40 

mg/kg b.w. in propylene g l y c o l . There was no adverse e f f e c t on s u r v i v a l or 

on inc idence of tumours or Leukemias. 

In a second sk in p a i n t i n g s tudy , mice received 0.1 mg of the co lourant i n a 

h a i r dye f o rmu la t i on 3 times weekly f o r 2 yea rs . There was no c lear t o x i c 

or carc inogenic e f f e c t . 

An Ames t e s t conducted both as a spot t e s t and as a p l a t e i nco rpo ra t i on 

assay, using up to 400 / u g / p l a t e , was nega t i ve . 

The dermal t o x i c i t y s tud ies were conducted w i t h low doses. Systemic e f f e c t s 

have not been e s t a b l i s h e d . There fo re , a sho r t - t e rm o r a l study i s necessary 

to e s t a b l i s h the ta rge t organ and a n o - e f f e c t l e v e l . An adequate Ames t e s t 

and a chromosome abe r ra t i on t e s t i s requested to o b t a i n f u r t h e r i n fo rma t i on 

on g e n o t o x i c i t y . 

The Committee sees no o b j e c t i o n to ma in ta in ing the use of t h i s co lou r i ng 

agent i n cosmetic products f o r the t ime being (not to be used on mucous 

membrane) 

In fo rmat ion : Col ipa d o s s i e r , March 1984 
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CI 20470 1 - A m i n o - 2 - ( 4 ' - n i t r o p h e n y l a z o ) - 3 , 6 - d i s u l f o - 7 - p h e n y l a z o - 8 -

hydroxynaphthalene, disodium s a i t 

C 22 H 14 N 6°9 S 2 ' 2 N a C A S N ° 1 0 6 4 ~ 4 8 - 8 

MW : 616 

Synonyms : - Acid Black 1 

- C-WR Schwarz 1 

Soluble i n water and e t h a n o l . 

Used i n r insed o f f cosmetics up to 0 . 1 % , i n non r insed o f f products up to 

0.1% and in h a i r dye fo rmu la t i ons up to 0.5%. 

Oral LD_n values are 14 g/kg i n male r a t s , and > 5 g/kg i n male mice. 

A sk i n i r r i t a t i o n t e s t i n r abb i t s w i t h 0.5 ml of a 10% aqueous s o l u t i o n 

app l ied on a patch f o r 2 hours was nega t i ve . 

A repeated a p p l i c a t i o n t e s t i n h a i r l e s s mice w i th 0.1 ml 10% aqueous 

s o l u t i o n , tw ice d a i l y f o r 5 days was a lso nega t i ve . 

No signs of i r r i t a n t p rope r t i es were observed when the rabb i t eye was 

exposed to 0.1 ml 5% aqueous s o l u t i o n which was not r i n s e d . 

A maximizat ion t e s t i n guinea p igs w i th 5% aqueous suspension and 5% i n 

vase l ine f o r i n d u c t i o n , and 25% in vase l i ne as a chal lenge a f t e r 14 days 

res t showed no signs of s e n s i t i z a t i o n . 

Dermal absorp t ion was examined i n a screening t e s t on 10 vo lun teers t r e a t e d 

on 4 d i f f e r e n t s i t e s of the forearm w i th 2 0 / i l of a 0.001 M s o l u t i o n in 40% 

aqueous i sop ropano l . A f te r 10 min. and a f t e r 6 , 24 and 48 hours the t r e a t e d 

s k i n areas were s t r i pped by 10 repeated s t r i p p i n g s w i th adhesive tape 

( T e s a f i l m - S p e z i a l ) . The amount of the dye tha t was removed by the tape was 

determined. From the recovery ra tes at the d i f f e r e n t po in t s of t i m e , and 

the s t a b i l i t y t e s t , i t was concluded t ha t dermal absorp t ion d i d not occur or 

was n e g l i g i b l e . 
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An Ames test with dose Levels up to 2.5 mg/plate with and without metabolic 
activation was positive at all Levels tested. 

A short-term oral toxicity study and a chromosomal aberration test are 
needed. 

No opinion can be expressed because a lack of data. 

Information : Colipa dossier, March 1984 
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CI 21100 Butanamide, 2 , 2 ' - [ 3 , 3 ' - d i eh Lo ro (1 ,1 ' - b i p h e n y l ) - 4 , 4 ' - d i y l ] 

b i s (azo ) b is N- (2 ,4 -d ime thy lpheny l ) -4 -oxo 

C^H^ .C l -N .O. CAS N° 5102-83-0 
i o 34 ¿ 6 4 

MW : 685 

Synonyms : - CI Pigment Yellow 13 

- Benzidine yeLLow 11871 

I nso lub l e in water and organic soLvents. 

The oraL LD,.- i n ra t s was > 10 g / k g , i n mice > 10 g and ^ 20 g / kg . 

A s k i n i r r i t a t i o n t e s t i n r a b b i t s w i th 0.2 g of the pure substance produced 

marginaL to sL igh t erythema i n most animals which disappeared sLowLy. A 

s imiLar t e s t w i t h 0.5 mL of a f i L t r a t e (obta ined a f t e r d i ges t i ng the 

coLourant i n saLt soLut ion at 40 °C f o r one hour) was nega t i ve . 

A s k i n i n j e c t i o n t e s t i n r abb i t s w i th 0.1 mL of a se r ies of Low 

concent ra t ions (0 .1 - 2.0%) produced Less dermaL reac t ions than those 

observed upon i n j e c t i o n s of 0.02 - 0.5% sodium LauryL suLphate. 

In an eye i r r i t a t i o n t e s t i n r a b b i t s , 50 mg of the powder caused sL igh t 

i r r i t a t i o n . An eye i r r i t a t i o n t e s t w i t h 0.25 mL of a f i L t r a t e (obta ined by 

d i g e s t i n g the coLourant i n saLt soLut ion at 40 °C f o r one hour) was 

nega t i ve . 

An oraL study i n ra t s w i th 500 mg/kg b.w. admin is tered i n the d i e t f o r 97 

days d i d not reveaL any t rea tment - reLa ted changes (summary repor t onLy) . 

I n fo rma t ion i s requested on the p u r i t y of t h i s substance pa r t i cuLarLy w i t h 

regard to the presence of benz id ine and on the cond i t i ons sui tabLe f o r the 

fo rmat ion of d i eh lo robenz id ine . I n fo rma t ion i s aLso requested on 

s e n s i t i z a t i o n and g e n o t o x i c i t y . Fur ther i n fo rma t i on w i l l be Looked at on 

the sub jec t of benzid ine der ived coLour ing agents being ca rc inogen ic . 

However the Committee sees no o b j e c t i o n to ma in ta in ing the use of t h i s 

coLouring agent onLy in r insed o f f cosmetic products f o r the t ime be ing . 
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Information : Colipa dossier, Sept. 1984 
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CI 21108 bis j4-Cl~(chloro-2,5-dimethoxycarboxyani l i d o ) -

2-propanone-1-azo]-3-ch loropheny L-1] 

C30H30CL4N6°8 
MW : 818 

Synonyms : - CI Pigment Yellow 83 

- Permanent Gelb HR extra 

Insoluble in water and aliphatic solvents. 

Used up to 0.2% in rinsed off products. 

Oral LD,-n values in rats are _> 16 g/kg and > 10 g/kg, and in mice 
> 10 g/kg. 

A skin irritation test in rabbits with 0.5 ml of a filtrate from the 
colourant (stirred in salt solution at 40 °C) was negative. A second skin 
irritation test in rabbits conducted with 0.5 g powder (moistened with 0.5 g 
water) induced only slight changes. 
A third skin irritation test in rabbits with 0.5 g of a 50% suspension in 
polyethylene glycol did not provoke any skin reaction. 

An eye irritation test in rabbits with 0.25 ml of a filtrate from the dye 
(stirred in salt solution at 40 °C) was negative. A second eye irritation 
test in rabbits with 100 mg of the dye showed slight changes which 
disappeared slowly. 

In a third eye irritation test with 0.1 g of the undiluted substance the 
irritation scores were 0, for the cornea and iris, and 0.2 for the 
conjunctivae. Therefore the substance was considered a slight irritant. 

In a sub-chronic (97 day) oral study, rats received 500 mg/kg b.w./day, 65 
times in 97 days by gavage. No changes were observed in haematology or 
urine composition. No treatment-related pathological changes were observed 
(Summary report only). 
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Carcinogenicity studies have been conducted in mice and rats with groups of 
50 animals/sex which were fed the substance in the diet at Levels of 0.1, 
0.3 and 0.9% for 2 years. There were no signs of intoxication, and no 
statistically significant differences amongst the groups occurred with 
respect to body weight, mortality, and type and incidence of tumours. 

Information is requested on possible sensitizing properties and on the 
conditions which may enable the formation of dichlorobenzidine. 

However the Committee sees no objection to maintaining the use of this 
colouring agent only in rinsed off cosmetic products for the time being. 

Information : Colipa dossier, Sept. 1984 
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CI 21110 3 / 3 ' - d i e h l o r o - 4 , 4 ' - d i | j 4 -azo-1 -pheny l -3 -methy l -5 -py razo lone ] -

b i phenyl 

C „ H 0 . CL_NQ0o CAS N° 3520-72-7 
5¿ ¿H ¿oc 

MW : 623 

Synonyms : - CI Pigment Orange 13 
- Permanent Orange G 
- Diary Li de Orange 

Insoluble in water and ethanol, slightly soluble in oils and acetone. 

Used up to 0.3% in rinsed off products. 

The oral LD_n in rats was >. 16 g/kg, and in mice >• 10 g/kg. 

A skin irritation test in rabbits, with 0.5 ml of a filtrate obtained after 
stirring the colourant in NaCl solution at 40 °C, was negative. 

An eye irritation test in rabbits with 0.25 ml of a filtrate obtained after 
stirring the colourant in NaCl solution at 40 °C did not produce irritation 
effects. 
A second eye i r r i t a t i o n t e s t i n r a b b i t s w i t h 100 mg und i l u ted substance 

caused s l i g h t i r r i t a t i o n . Rins ing the eye f o l l o w i n g i n s t i l l a t i o n d i d not 

decrease the i r r i t a t i o n . The changes recovered w i t h i n 7 days. 

In a sho r t - t e rm o r a l study 10 male ra ts received 500 mg of the co lourant per 

kg b.w. 65 t imes in a per iod of 97 days by i n t u b a t i o n . The colour was 

excre ted in the faeces. No abnorma l i t i es were observed in the blood p i c t u r e 

or the u r ine compos i t ion , and no t r e a t m e n t - r e l a t e d chónges were found 

g ross l y or m i c roscop i ca l l y (Summary repor t o n l y ) . 

An Ames t e s t (conducted w i th S.typhimurium TA 1538, 98 and 1535, by 

incuba t ing 10 ug co louran t i n 0.9 ml of the reagents f o r 30 min. at 37 °C 

before p l a t i n g 0.1 ml on minimal p l a t es ) d i d not show any increase in the 

number of rever t an ts . 
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Information is requested on sensitization potential. Results of an adequati 
Ames test and of a chromosomal aberration test are needed. 

Information is also requested on : 
- the possible liberation of dichlorobenzidine from this substance; 
- the occurrence of untoward reactions in patients using pyrazole drugs 

which are also exposed to cosmetics containing this colourant (cf. CI 
18820 and 19120). 

No opinion can be expressed because a Lack of data. 

Information : Colipa dossier, April 1984 
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CI 21115 b i s - [ 3 - c h l o r o - p h e n y l - 4 - a z o ( 1 - p - t o l y l - 3 - m e t h y l - 5 - h y d r o x y -

pyrazoLe-4)]] 

C34H28CL2N8°2 C A S N ° 1 5 7 9 3 " 7 3 " 4 

MW : 651 

Synonyms : - CI Pigment orange 34 

- Orange PGR 

Inso lub l e i n water . 

Used up to 0.3% in r insed o f f cosmet ics. 

The o r a l LD5Q was > 16 g/kg in ra ts and > 20 g/kg in mice. 

A sk i n i r r i t a t i o n t e s t i n r abb i t s w i t h 0.2 g on a damp patch produced very 

s l i g h t erythema and very s l i g h t oedema. 

S ing le in t raderma l i n j e c t i o n of 0.1 ml 0.1-2.0% ( i n Tween 80:acetone: 

sa l i ne = 1:3:96) i n r a b b i t s caused moderate inf lammatory r eac t i ons . The 

diameter of the reac t i on s i t e increased w i th inc reas ing concen t ra t i on . 

Necrosis d i d not occur . 

An eye i r r i t a t i o n t e s t i n r abb i t s w i th 50 mg of the powder was complete ly 

nega t i ve . A second eye i r r i t a t i o n t e s t i n r abb i t s w i th 100 mg of the powder 

was a lso nega t i ve . 

In fo rmat ion i s requested on the poss ib le l i b e r a t i o n of d i ch lo robenz id ine 

from the substance, and on the inc idence of d e l e t e r i o u s e f f e c t s (Stevens-

Johnson syndrome) in p a t i e n t s us ing drugs which conta in a pyrazolenucleus 

and a lso use cosmetics w i th t h i s pyrazo le con ta in ing co lourant ( c f . CI 

18820, 19120, 21110). 

Results are requ i red of a s e n s i t i z a t i o n t e s t and a shor t term o r a l t o x i c i t y 

t e s t . An adequate Ames t e s t and a chromosomal abe r ra t i on t e s t should be 

made. 
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No opinion can be expressed because a Lack of data. 

Information : Colipa dossier, April 1984 
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CI 21230 1 ,1 -b i s ^1
,
- 5

, ,
- cyc lohexy l - 2

, ,
- hyd^oxy -1

, ,
- pheny la . zo ) -2

,
-me thy l - 4

,
-

phenylŢ] cycLohexane 

C
44

H
52

N
4°2

 C A S N
°

 6 7 0 6 _ 8 2
~

7 

MW : 617 

Synonyms : - Solvent ye l low 29 

- C-ext . Gelb 21 

- L-ex t . Gelb 1 

Insoluble in water, slightly soluble in 1% ethanol, soluble in fats. 

Use level in rinsed off products 2%, in non rinsed off products 0.2%. 

The oral LD„ in rats was >- 10 g/kg. 

No skin irritation occurred in rabbits when 0.5 g of the substance, or 0.5 g 
of a 25% aqueous suspension was applied to the intact or abraded skin. 

An eye irritation test in rabbits with 0.Î g substance or 0.1 ml of a 20% 
aqueous suspension was negative. 

Daily stomach intubation of rats (5 days/week) of 1 or 2 g/kg body weight 
for 13 weeks was reported to evoke no deleterious effects. 

The available data do not suggest high toxicity. A detailed report on the 
13-week oral study is requested and information on possible mutagenic and 
sensitizing properties. 

The Committee sees no objection to maintaining the use of this colouring 
agent in cosmetic products for the time being. 

Information : Colipa dossier 
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CI 24790 Q4- (2 ,
/ 4 l - d i hyd roxy -8 , - suL fonaph thyLazo )phenyQ-Q4- (2 I - hyd roxy -

- 4 ' - s u l f o p h e n y l - 8 ' - s u l f o n a p h t h y Lazo)phenyÇ]-1,1-cyclohexane 

C..H, ,N.01 oS,2Na CAS N° 13421-53-9 
44 .56 4 \¿ 5 

MW : 908.98 

Synonyms : - Acid Red 163 

- C-WR Rot 18 

High ly so lub le i n water , so lub le i n e t h a n o l , s l i g h t l y so lub le in acetone. 

Used i n r insed o f f cosmetics up to 0 . 1 % . 

The o r a l LD,.« was > 5 g/kg in female r a t s , and > 10 g/kg in female mice. 

In a pr imary sk in i r r i t a t i o n t e s t i n guinea p igs a 1% aqueous s o l u t i o n was 

app l ied to the i n t a c t sk in th ree t imes on day one and th ree t imes on each of 

two successive days wi thout producing any changes. 

In an eye i r r i t a t i o n t e s t i n guinea p igs 0.1 ml of a 1% aqueous s o l u t i o n was 

found to be p r a c t i c a l l y non i r r i t a t i n g . 

A s e n s i t i z a t i o n t e s t i n guinea p igs was conducted by an i nduc t i on t reatment 

w i th 0.1 ml of a 1% aqueous s o l u t i o n app l ied in t racu taneous ly th ree t imes 

per day on 5 days in week one, and epicutaneously once d a i l y i n week 2 . 

A f t e r 2 weeks a chal lenge t reatment by in t racutaneous i n j e c t i o n s of 0.1 ml 

of 1%, 0.1% and 0.01% aqueous s o l u t i o n d i d not produce any s e n s i t i z a t i o n 

r e a c t i o n . 

A shor t - te rm o r a l t o x i c i t y t e s t and i n fo rma t ion on g e n o t o x i c i t y i s needed to 

enable an e v a l u a t i o n . 

No op in ion can be expressed because a lack of da ta . 

I n fo rma t ion : Colipa d o s s i e r , December 1983 
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CI 26100 1-[4-phenylazo phenylazo]-2-hydroxynaphthalene 

C22H16N4° C A S N ° 8 5 _ 8 6 " 9 

MW : 352.40 

Synonyms : - Solvent Red 23 

- Sudan I I I 
- C-Ext. Rot 56 

- DC Red 17 

Insoluble in water, sparingly (0.2%) soluble in ethanol, soluble in acetone 
and fats. 

Used in cosmetics for all types of applications up to 0.5%. 

The oral LD5Q in rats was > 16 g/kg, in dogs > 1 g/kg. An LD™ of c. 
0.5 g/kg was found in rabbits and rats upon intraperitoneal administration. 
In rabbits the intrapleural and subcutaneous LD,-n was > 1 g/kg. 

In an irritation test in rabbits on the intact and abraded skin under 
occlusion 0.5 g in 0.2 ml 1,2-propanol was slightly irritating. 

Upon application of 0.1 g with 2 drops of propanediol to the rabbit eye the 
substance was classified as slightly irritant. 

In a patch test with 8 patients suffering from pigmented contact dermatitis 
induced by azodyes, 1% of the colourant in petrolatum did not induce any 
positive reaction. Sensitizing properties were observed with commercial 
samples in human subjects (1) and in guinea pigs (2), but with purified 
samples no positive reactions were obtained. 

Short-term dermal treatment of rabbits with 0.1 and 1.0% in USP white 
ointment and hydrophilic ointment daily for 21 days on intact and abraded 
skin, and for 90 days on intact skin resulted in mild dermal inflammation, 
thickening and hyperkeratosis (summary report only). 
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A chronic (18-month) sk in p a i n t i n g study in mice w i th 0.1 ml of a 1% 

s o l u t i o n in aqueous sodium l a u r y l s u l f a t e s o l u t i o n , app l ied once weekly , d id 

not reveal changes i n growth r a t e , behaviour or s u r v i v a l , and no gross or 

microscopic changes were seen in type or inc idence of spontaneous 

a b n o r m a l i t i e s . 

No i n d i c a t i o n s of carc inogenic p rope r t i es were obta ined upon long term 

feed ing to mice and ra ts i n amounts of r espec t i ve l y 40 and 200 mg/kg 

b .w . /day , but the s tud ies are considered inadequate ( 3 ) . 

An o r a l dose of 50 mg/rat was excreted mainly ( > 80%) in the faeces. 

A f t e r a s i ng le i . p . dose of 2.72 mg H- labe l led c o l o u r a n t , on ly 5.1% was 

found in the faeces wh i le 15.8% appeared in the u r i n e , 0.3% in the b i l e and 

27.8% remained i n the body, leav ing 51% unaccounted f o r . In the u r i n e , most 

of the a c t i v i t y was present in the form of p-aminophenol ( 3 ) . 

The substance i s an a c t i v e inducer of enzymes which metabol ize 7 ,12 -

d imethy lbenz(a)anthracene. 

No mutagenic p rope r t i es were detected in an Ames t e s t ( 4 ) . 

Approval of t h i s co lourant f o r foods has been withdrawn i n severa l 

c o u n t r i e s , but i n some i t i s permi t ted f o r non-food a p p l i c a t i o n s . IARC 

considered a l l experiments examined inadequate f o r an e v a l u a t i o n . 

A shor t - te rm o r a l t o x i c i t y study to examine systemic e f f e c t s and f u r t h e r 

i n fo rma t i on on mutagen ic i ty i s requested. 

However the Committee sees no o b j e c t i o n to ma in ta in ing the use of t h i s 

co l ou r i ng agent i n cosmetic products f o r the t ime be ing . 

In fo rmat ion : Col ipa doss ier 
(1) Chem.Abstr. 92: 70577 s 
(2) Chem.Abstr. 98: 59724 r 
(3) IARC Monograph 8 (1974) 241-247 
(4) Chem.Abstr. 9 1 : 84714 
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ci 26105 i-C C 2 ^ e t h y L ~ 4 "C ( 2 ^ e t h y L P h e n y L ) " a z o ^p h e n y l 3 a z , í l " 2 " n a P h t h a L e n o L 

C_.H_nN.O CAS N° 85-83-6 
¿4 ¿U 4 
MW : 380.48 

Synonyms : - CI Solvent Red 24 
- Sca r l e t Red 

- Sudan IV 

P r a c t i c a l l y i n s o l u b l e in water , moderately so lub le i n ch lo ro fo rm , so lub le i n 

f a t s and p a r a f f i n . 

Used up to 0.005% in r insed o f f cosmet ics. 

The o r a l LD_0 i n ra t s was . > 5 g / k g . 

In a sk in i r r i t a t i o n t e s t i n r a b b i t s w i t h 500 mg in 0.5 ml 1 ,2 -p ropaned io l , 

t he i r r i t a t i o n index was found to be 2 . 3 . Therefore the substance i s 

considered s l i g h t l y i r r i t a t i n g to the s k i n . 

In an eye i r r i t a t i o n t e s t i n r a b b i t s w i th 100 mg, made i n t o a paste w i th 8 

drops of 1 ,2 -p ropaned io l , the dye was c l a s s i f i e d as s l i g h t l y i r r i t a t i n g to 

the mucous membranes. 

In a c a r c i n o g e n i c i t y study i n mice 12 food co lours were examined. One group 

of 81 males and 25 females received CI 26105 in the d i e t as a 1% s o l u t i o n i n 

vegetable o i l i n an amount p r o v i d i n g 2 mg/mouse/day ( c . 40 mg/kg b.w.) f o r a 

per iode of 500 - 700 days. Absence of c a r c i n o g e n i c i t y was considered 

doub t f u l because of m u l t i p l e l i v e r adenoma i n one t e s t an ima l . 

A c a r c i n o g e n i c i t y study was conducted w i th one group of 20 ra ts which were 

fed 0.1% in the d i e t f o r t h e i r l i f e t i m e . Three ra ts surv ived one year and 

on ly one surv ived 2 yea rs . The co louran t induced l i v e r damage. The author 

considered the dye (6942) a l i v e r carc inogen. 

In another c a r c i n o g e n i c i t y study 5 ra ts /sex were fed 4% in the d i e t f o r 18 

months. One out of 4 ra ts L i v i ng up to 12 months showed l i v e r damage. The 

author considered the dye (6942) a l i v e r carc inogen. 
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Subcutaneous injection of 24 rats with 0.2 ml of a 2% solution in Tween 80 
once a week resulted in sarcomas at the injection site in 4 out of 8 rats 
surviving more than 400 days. 

Upon intraperitoneal injection of rats with 1 ml 0.15% solution in DMS0, or 
of 1 ml of a 1% suspension in olive oil, a small amount of the dye was 
recovered from the faeces, whereas the urine did not contain any detectable 
amounts. 

In an Ames test with up to 500 pg/plate the dye was not found to be 
mutagenic in TA 1537, 1538 and 98. 

Although the studies were inadequate, the Committee found that there were 
indications of carcinogenic potential as indicated by several studies. 

The use of this colouring agent in cosmetic products should not be 
permitted. 

Information : - Colipa dossier, November 26, 1984 
- IARC, 8 (1974) 217-224 
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CI 27290 1(b is-phenyLazo)-2-hydroxy naph tha lene-6 ,8~d isu l fon ic a c i d , 

sodium s a l t 

C „ H _ N . 0 7 S o . 2 N a CAS N° 5413-75-2 

MW : 556 

Synonyms : - Acid red 73 
- Ext Rot 24 

Soluble in water, very slightly soluble in acetone, insoluble in other 
organic solvents. 

Use level up to 0.2% in rinsed off cosmetics. 

The oral LD_n in rats was > 5 g/kg. The rats treated with 5 g/kg showed 
lethargy, piloerection, increased salivation and diarrhoea. 

No signs of skin irritation were observed by single application of 0.5 g of 
the colourant mixed with water (1:1) to the intact and abraded skin of 
rabbits under occlusion. 

An eye irritation test in rabbits with 100 mg undiluted colourant produced 
only a temporary mild conjunctival reaction in one animal. 

A sensitization test is not available, but no cases of allergy due to the 
colourant have been reported. 

An adequate short-term oral toxicity study is required and information on 
genotoxic properties. 

However the Committee sees no objection to maintaining the use of this 
colouring agent only in rinsed off cosmetic products for the time being. 

Information : Colipa dossier, February 1984 
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CI 27755 Tetrasodium s a l t of Q s u l f o - 4 - p h e n y l - 1 - a z o ) - 4 - s u l f o - 7 ' -

naph thy lazo- l ] -hydroxy-1 -amino-7 -naph tha lene-d i su l phon i c -3 -6 -

ac id 

C 26 H 19 N 5°13 S 4 ' 4 N A C A S N ° 2 1 1 8 " 3 9 _ 0 

MW : 825.6 

Synonyms : - Food Black 2 

- Schwarz farbsto f f 7984 

• Black 7984 

Solub le i n water . 

Used up to 0.1% in r insed o f f p roduc ts , up to 0.5% in non-r insed o f f 

p roduc t s , and up to 0.1% i n contact w i th mucous membranes. 

The o r a l LD,.- i n ra t s was > 5 g / k g ; the int ravenous L D ^ in mice was 

> 1.0 g / k g . 

A p p l i c a t i o n of 50 mg und i lu ted substance i n t o the eye of two rabb i t s induced 

s l i g h t erythema of the con junc t ivae which disappeared w i t h i n 24 hours . No 

corneal damage was observed. 

In t racutaneous i n j e c t i o n of 0.1 ml 5% s o l u t i o n i n t o the back sk in of r a b b i t s 

d i d not induce any sk i n damage. The black spot in the sk in disappeared 

l a r g e l y du r i ng the second day and complete ly a f t e r 2 days. 

Guina p igs g iven s . c . 10 doses of 1 ml of 0 .05-0.1% i n i so ton i c sa l i ne 

dur ing 21 days showed no i n t o l e r a n c e . A chal lenge t e s t a f t e r 14 days was 

nega t i ve . 

Two male and two female pigs were d a i l y dosed by gavage w i th 1000 mg/kg 

dur ing the days 1 - 2 1 and w i th 1500 mg/kg dur ing days 22 - 69. 

Haematology, serum enzymes, and microscopy of the l i v e r , sp leen , lymphnodes 

and kidneys were not a f f e c t e d . 

Rats given 1.5 g/kg o r a l l y f o r 19 days and cats given 100 mg/kg f o r 8 days, 

and 5 mg/kg f o r 31 days showed no increase in Heinz bod ies . 
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Rats fed 0.1% in the diet for 200 days showed normal growth and no toxic 
effects were noted. 

Chronic administration of 0.5% in the drinking water of 10 male rats during 
543 days did not induce signs of intoxication. The treated rats showed no 
tumours. There were no controls (Summary report only). 

In a second study, groups of 25 rats/sex received 0 or 0.5% in drinking 
water for 337 days and were observed for 1184 days. Mortality of males was 
greater in the test group than in controls. At 30 months 6 test females and 
1 control female survived. Nine mammary febroadenomas and one ovarium 
tumour occurred in test females, one sarcoma and five mammary fibroadenomas 
in control females. No extensive pathology was done (Summary report only). 

One male and 4 female rats fed 0.5% colourant in the drinking water for 8 
months were mated. The progeny was kept on 0.5% in drinking water for 110 
days. From 19 F,. females, an F? generation was bred. Twenty three Fp 
females were kept on 0.5% in drinking water for 360 days and then continued 
on unsupplemented drinking water up to 800 days. A similar group of 18 Fp 
male and 25 F? female controls were observed also for 28 months. No 
abnormalities were noted regarding growth, reproduction or any other effects 
(Summary report only). 

Repeated s.c. injection of 10 male rats with 0.5 ml 1% solution twice weekly 
for one year did not induce tumours at the injection site. 

In a similar study 25 male rats received 0.5 ml of a 2% solution s.c. twice 
weekly. After 40 injections treatment was discontinued because of swelling 
at the injection site. The local changes disappeared slowly. 

An oral dose of the colourant is excreted in the faeces. When given 
parenterally to mice the whole animal is coloured intensely, this being 
fully reversible after 12 hours. After i.v. injection of 50 mg/kg b.w. into 
dogs, 10% was excreted unchanged in urine and 13% as a colourend metabolite 
while 80% were not accounted for. 

High oral exposure was well tolerated by pigs and rats but only summary 
reports are available of most studies. 
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I n fo rmat ion on poss ib le g e n o t o x i c i t y should be p rov ided . 

JECFA has not es tab l i shed an ADI f o r use as a food c o l o u r , because i t 

considered the long-term s tud ies inadequate ly conducted, and the 

reproduct ion study i n s u f f i c i e n t l y r epo r ted . The S c i e n t i f i c Committee f o r 

Food (1975) endorsed t h i s dec is ion but was of the op in ion tha t the co lourant 

i s not acceptable f o r use i n f o o d . 

However the Committee sees no o b j e c t i o n to ma in ta in ing the use of t h i s 

co l ou r i ng agent i n cosmetic products f o r the t ime be ing . 

In fo rmat ion : - Col ipa d o s s i e r , 19th June 1984 
- 21st Report of the JECFA, Geneva 1977. WHO Techn. Report 

Series No. 617. 
- Report of the S c i e n t i f i c Committee f o r Food. F i r s t Ser ies 

31 December 1975. 
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CI 40215 (Ani l ine-p-pheny La zo) su l f on i c a c i d , sodium s a l t 

C12H10N3°3N a S C A S N ° 1 3 2 5 " 5 4 " 8 

MW : 299 

Synonym : C . I . D i rec t Orange 34 , 39 , 44 , 46 , 60 

Solub le in wa te r , s l i g h t l y so lub le i n a l c o h o l . 

Use l e v e l up to 0.1% in r insed o f f cosmet ics. 

The o r a l LD,-n was 5300 mg/kg f o r male r a t s , 5100 mg/kg f o r female ra ts and 

7500 mg/kg f o r female mice. 

Skin i r r i t a t i o n was examined in male guinea p igs w i th a 2% aqueous s o l u t i o n 

on the i n t a c t sk in w i thou t occ lus ion dur ing an exposure per iod of 20 

minutes. No signs of i r r i t a t i o n were observed. 

An eye i r r i t a t i o n t e s t in guinea p igs w i th 0.1 ml of a 2% aqueous s o l u t i o n 

was l i kew i se nega t i ve . 

S e n s i t i z i n g p rope r t i es were examined i n 15 guinea p igs by d a i l y 

in t racutaneous i n j e c t i o n of a 0.1 ml of a 1% aqueous s o l u t i o n at th ree s i t e s 

on the f l a n k on 5 consecut ive days. A f t e r a res t per iod of 4 weeks the 

t r ea ted animals and 10 c o n t r o l animals received as chal lenge t reatment four 

i n j e c t i o n s of d i f f e r e n t d i l u t i o n s of the 1% s o l u t i o n , v i z . 1:10, 1:100, 

1:500 and 1:1000. No signs of s e n s i t i z a t i o n were observed. The chemical 

s t r u c t u r e of the compound suggests the p o s s i b i l i t y of p h o t o s e n s i t i z i n g 

p r o p e r t i e s . 

A shor t - te rm o r a l t o x i c i t y s tudy , and i n fo rma t i on on g e n o t o x i c i t y are 

requested. 

No op in ion can be expressed because a lack of da ta . 

I n fo rma t ion : Colipa doss ier 
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CI 40850 Trans Canthaxanthin 

C40H52°2 
MW : 564.9 

CAS N° 514-78-3 

Synonyms : - Food Orange G 

- C-0range 15 g 

- L-Orange 7 g 

Inso lub le i n water , poor l y so lub le in e thanol and vegetable o i l s . 

Used at a l e v e l of 5% i n cosmetics in tended f o r contact w i th the sk in and 

mucous membranes. 

The o r a l LD in mice was > 10 g / kg . 

Dermal t reatment of guinea pigs in an open epicutaneous t e s t w i th 0.1 ml of 

a 5% syrup f o r 3 weeks d i d not induce i r r i t a t i o n . 

In an eye i r r i t a t i o n t e s t in r a b b i t s w i t h 0.1 ml of a 1% aqueous suspension 

minimal i r r i t a t i o n of the con junc t ivae occur red . 

A s e n s i t i z a t i o n t e s t i n guinea pigs w i t h a 0.1% suspension was nega t i ve . 

In an o r a l 90-day study i n dogs w i th 100 and 400 mg/kg, admin is tered d a i l y 

by capsu le , no e f f e c t was noted on body weight or general h e a l t h . 

A 3 genera t ion study in ra ts w i th 0.1% in the d i e t revealed no adverse 

e f f e c t . 

In a chronic r a t study 0 , 0 . 5 , 2 and 5% was fed i n the d i e t f o r 93 - 98 

weeks. No adverse e f f e c t s were seen on g rowth , food i n t a k e , m o r t a l i t y or 

tumour i nc idence . 

This substance has been evaluated f o r food use and an ADI of 25 mg/kg b.w. 

was a l l o c a t e d by JECFA. The substance i s a lso used in medical p r a c t i c e as a 

pho top ro tec t i ve agent . 

- 77 



The avai lable information j u s t i f i e s the use of th is colouring agent in 
cosmetic products. 

Information : - Colipa dossier 
- FAO Nut r i t ion Meetings Rept. Series 38 B, WHO Food Add./6625 
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CI 42045 4,4'-bis(N-diethylamino)-2",4"-disulfotriphenyl methane, sodium 

salt 

C-^H^N-O, S-,.Na CAS N° 129-17-9 
¿( 5c c o c 
MW : 567 

Synonyms : - Ac id Blue 1 

- C-ext B Lau 13 

- Blue VRS 

Soluble i n water and e thano l . 

Use l e v e l 0.1% both f o r r insed o f f - , and f o r non r insed o f f p roduc ts . 

The o r a l LD™ in ra t s was > 10 g / k g , i n mice > 5 g / k g ; the i . p . LD5Q i n 

mice was 3.0 g/kg i n males and 3.2 g/kg in females. 

A sk in i r r i t a t i o n t e s t i n r a b b i t s w i th 0.5 ml of a sa tura ted s o l u t i o n in 

s a l i n e was nega t i ve . 

No eye i r r i t a t i o n was observed i n r a b b i t s w i t h 0.25 ml of a sa tura ted 

s o l u t i o n i n s a l i n e . 

A 90-day o r a l study in ra t s fed 0 , 1 or 5% in the d i e t d i d not revea l any 

changes in growth r a t e , haematology, r e s u l t s of u r i ne examinat ions, gross 

pathology or microscopy of 5 d i f f e r e n t organs. 

In a more d e t a i l e d 90-day ra t feed ing study w i th d i e t a r y leve ls vary ing from 

0.3 to 3.0% s l i g h t growth depression occurred in males fed 1.5 and 3.0%. No 

over t signs of t o x i c i t y occurred in haematology, u r i ne analyses, kidney 

f u n c t i o n , or organ we igh ts . M i c r o s c o p i c a l l y , f a t t y changes were observed i n 

the l i v e r and an increased inc idence of ac t i ve a c i n i in the t h y r o i d s of ra ts 

of the two high dose groups. The no t o x i c e f f e c t l eve l was es tab l i shed at 

0.75% in the d i e t ( c . 375 mg/kg b .w . /day ) . 
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In a subcutaneous i n j e c t i o n study i n ra t s the a d m i n i s t r a t i o n of 20 mg / ra t , 

once weekly, f o r 45 weeks r e s u l t e d i n u l c e r a t i o n and abscess fo rmat ion at 

the i n j e c t i o n s i t e , and 2 out of 20 t r ea ted ra ts developed rhabdomyosarcomas 

in the area of t he i n j e c t i o n s i t e . 

From another study w i t h subcutaneous i n j e c t i o n s of 0.5 ml 2% aqueous 

s o l u t i o n tw ice weekly i n ra t s and mice, and d e t a i l e d microscopy of the sk in 

at the s i t e of i n j e c t i o n , i n d i c a t i o n s were obta ined suggest ing tha t sarcoma 

produc t ion r e s u l t s from derangement of connect ive t i s s u e repa i r ra ther than 

from i nduc t i on by a process of chemical ca rc inogenes is . 

In a bladder imp lan ta t i on t e s t i n mice no s i g n i f i c a n t increase in inc idence 

of tumours was observed. 

The r e s u l t s of severa l Ames t e s t s and of a m i t o t i c cross over gene 

conversion t e s t in yeast was nega t i ve . 

According to IARC t h i s substance i s carc inogenic in ra t s f o l l o w i n g 

subcutaneous or in t ramuscu la r i n j e c t i o n , because i t produced sarcomas at the 

s i t e of repeated i n j e c t i o n s . This f i n d i n g may be of l i t t l e relevance f o r 

i t s use i n cosmet ics. However, f u r t h e r i n fo rma t i on on g e n o t o x i c i t y i s 

needed. Moreover a s e n s i t i z a t i o n t e s t should be conducted, and a sho r t - t e rm 

dermal t o x i c i t y study i s needed to examine l oca l sk in changes as w e l l as 

systemic e f f e c t s . 

However the Committee sees no o b j e c t i o n to ma in ta in ing the use of t h i s 

co l ou r i ng agent i n cosmetic products f o r the t ime be ing . 

I n fo rma t ion : - Col ipa d o s s i e r , August 1983 
- Combes, R.D. and R.B. Haveland-Smith, Mut. Res. 98 

(1982) 101-248 
- IARC Monograph V o l . 16 (1978) 163-170 
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CI 42080 4 , 4 ' - b i s [ ( N - e t h y l - N - b e n z y l ) a m i n o ] J - 2 " , 4 , l - d i s u l f o t r i p h e n y l m e t h a n e , 

monosodiumsalt 

C,-,H-.,N-0zS-,.Na CAS N° 3486-30-4 
5 f J O ¿oc 

MW : 697 

Synonyms : - CI Acid Blue 7 

- C-Ext. Blau 1 

- DC Blue no. 3 

- Ex t . DC Blue N° 3 

Highly soluble in water, soluble in ethanol. 

Used at levels up to 0.1% in rinsed off products. 

Oral LD™ values in rats are (in mg/kg) 11440, > 10000, > 5000, > 5000 
and > 2000. 

Two skin irritation tests in mice with 10% aqueous solutions which were 
applied either once, or twice daily for 5 days, did not produce any changes. 
A skin irritation test in rabbits with 0.5 g of the undiluted substance and 
with 0.5 g aqueous suspension applied to the intact and abraded skin under 
occlusion was negative. Two other skin irritation tests in rabbits were 
also negative. 

In two eye irritation tests in rabbits with 0.1 g colourant only minimal 
irritation of conjunctivae was observed. In another test in rabbits the 
undiluted colourant and suspensions of 33 and 10% in saline induced slight 
redness and Chemosis, while a 5% suspension in saline did not produce any 
changes. 

An adequate short-term oral toxicity study is requested and information on 
possible genotoxic and sensitizing properties. 

However the Committee sees no objection to maintaining the use of this 
colouring agent only in rinsed off cosmetic products for the time being. 
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Information : Colipa dossier, February 1984 
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CI 42100 4 , 4 ' - B i s (N-ethyL-m-suLfobenzy lamino)-2" -ch loro t r iphenylmethane 

sodium sa Lt 

C37H35CLN206S2-Na CAS N° 4857-81-2 

MW : 724 

Synonym : Acid Green 9 

Solub le in water and e thano l . 

Used i n r insed o f f products up to 0.02%. 

The o r a l LD,-n i n ra t s was 11.5 g / kg . 

A p p l i c a t i o n to the rabb i t s k i n of 0.5 g moistened w i th water was very 

s l i g h t l y i r r i t a t i n g both to the i n t a c t sk in and to the abraded s k i n . 

I n an eye i r r i t a t i o n t e s t i n r abb i t s the u n d i l u t e d substance produced s l i g h t 

i r r i t a t i o n . Rins ing the eye a f t e r one minute resu l t ed in less changes. 

The Committee requests an adequate shò r t - t e rm o r a l t o x i c i t y s tudy , and 

i n f o rma t i on on g e n o t o x i c i t y and s e n s i t i z a t i o n . 

However the Committee sees no o b j e c t i o n to ma in ta in ing the use of t h i s 

co l ou r i ng agent on ly in r insed o f f cosmetic products f o r the t ime be ing . 

I n fo rma t ion : Col ipa doss ier Dec. 1983 
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CI 42170 4 ,4 ' -b i s (N-e thyL -m-su l fobenzy l am ino ) -2 ,2 -d ime thyL -2 " - ch lo ro -

t r iphenyLmethane, monosodium s a l t 

C 39 H 39 C l N 2°6 S 2 N a C A S N ° 5 8 6 3 " 5 1 " 4 

MW :753 

Synonyms : - Ac id Green 22 

- L - e x t . Grün 2 

- C-ext . Grün 10 

CI 42170 without CL is CI 42160 
CI 42170 without 2CH is CI 42100 
CI 42170 without 2CH, and CL is CI 42085 (C grün 3) 

The toxicity studies reported were conducted with CI 42085 (see data sheet 
on this coLour). 

No information is avaiLabLe on CI 42170, CI 42160 or CI 42100. Therefore 
these coLours cannot be evaluated. 
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CI 42510 4 , 4 , , 4 " - t r i a m i n o - 3 - m e t h y l - t r i p h e n y l carbenium ch lo r i de 

C2QH2QCLN3 CAS N° 632-99-5 

MW : 337.8 

Synonyms : - Basic V i o l e t 14 

- Fuchsine 

- Magenta I 

- Rosan i l ine 

This co lourant i s the main cons t i t uen t of Magenta, which is a mix ture of 

t h ree c lose l y r e l a ted monohydrochlorides of 4 , 4 ' , 4 " - t r i a m i n o - t r i a r y l methane 

dyes. The other 2 compounds are : 

4 , 4 ' , 4 " - t r i a m i n o - t r i p h e n y I c a r b e n i u m ch lo r i de (paramagenta = parafuchsine = 

p a r a r o s a n i l i n e = CI 42500) and 

4 , 4 ' , 4 " - t r i am ino -2 ,2 ' - d i methy l - t r ipheny Icarben ium ch lo r i de (Magenta I I ) . 

S l i g h t l y so lub le in wa te r , so lub le in a lcoho ls and a c i d s , almost i nso lub le 

in e t h e r . 

Used up to 0.01% in non r insed o f f cosmet ics , 0.3% in r insed o f f products 

and h a i r dye p repa ra t i ons . 

The o r a l LD of a 40% suspension i n carboxymethyIce l lu lose in ra ts was 

> 12 g/kg b.w. 

A sk in i r r i t a t i o n t e s t i n r a b b i t s w i th 0.5% in propylene g l y c o l d id not 

produce oedema or microscopic changes of the t r ea ted sk in s i t e s . A s i m i l a r 

t e s t i n guinea p igs w i t h 0.2% in a 1% aqueous Tylose s o l u t i o n l i kew ise 

f a i l e d to induce oedema. Erythema could not be judged due to c o l o u r a t i o n of 

the s k i n . 

An eye i r r i t a t i o n t e s t i n guinea pigs w i th 0.1 ml of a 0.2% aqueous s o l u t i o n 

showed p r a c t i c a l l y no reac t i on of the t r ea ted eye. 

In a s e n s i t i z a t i o n t e s t , guinea p igs were t r ea ted t o p i c a l l y w i th 5% i n a 25% 

aqueous s o l u t i o n of gum a r a b i c , d a i l y f o r 5 days. On the f o l l o w i n g 5 days 

they received d a i l y in t racutaneous i n j e c t i o n s of 0.1 ml 0.1% in s a l i n e . 
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A f t e r 2 weeks res t pe r iod the cha l lenge t reatment cons is ted of an 

in t racutaneous i n j e c t i o n of 0.1 ml 0 . 0 1 , 0 . 0 0 1 , and 0.001% in s a l i n e . No 

signs of an a l l e r g i c response were observed. 

In an Ames t e s t Magenta was p o s i t i v e i n TA 1538 w i t h a metabol ic a c t i v a t i o n 

system. In a second t e s t p o s i t i v e r e s u l t s were ob ta ined w i th TA 98 and TA 

1538 and metabol ic a c t i v a t i o n . An Ames t e s t w i t h parafuchs ine 

(= p a r a r o s a n i l i n e ) was nega t i ve . Magenta was negat ive i n an in v i t r o 

chromosome a b e r r a t i o n t e s t i n Chinese hamster c e l l s and a m i t o t i c 

recombinat ion assay in yeast (Simon et a l . J . Nat . Cancer I n s t . 62 (1979) . 

Parafuchsine was both negat ive i n i n v i t r o t r ans fo rma t i on t e s t s w i th hamster 

c e l l s and i n a host mediated assay in mice i n a m i t o t i c recombinat ion t e s t 

and using Salmonella ( E n v i r . Mutagenesis 1 (1979) 27-35) . 

In a long term o r a l s t u d y , mice received 12 mg Magenta i n arach is o i l by 

stomach tube once weekly f o r 52 weeks. They were then observed t i l l dea th . 

The inc idence of subcutaneous sarcomas, hepatomas, i n t e s t i n a l polyps and 

carcinomas was not inc reased . 

Hamsters t r e a t e d w i th Magenta (400 mg/kg) by gavage tw ice weekly du r ing 

t h e i r l i f e t i m e showed no increased inc idence of tumours. 

L i f e - t i m e a d m i n i s t r a t i o n of Magenta to ra t s by stomach tube tw ice weekly i n 

maximum t o l e r a t e d doses of 300 and 200 mg/kg b.w. d i d not a f f e c t the type or 

m u l t i p l i c i t y of tumours. 

In a sk in p a i n t i n g s t u d y , mice were t r e a t e d th ree t imes weekly f o r 18 months 

w i th 0.05 ml of a f o rmu la t i on con ta in ing 6 , 73 or 140 ppm Fuchsine. This i s 

equ iva len t w i t h 0 .003, 0 .0037, and 0.007 mg Fuchsine/mouse, or w i t h 0 .006, 

0.0074 and 0.14 mg Fuchsine/kg b.w. There were no i n d i c a t i o n s of a 

carc inogenic e f f e c t . (The repor t on t h i s recent study i s i ncomp le te ) . 

From long-term s tud ies i t appeared t h a t o r a l t o x i c i t y i s low, because doses 

of more than 100 mg/kg b.w. /day are w e l l t o l e r a t e d by d i f f e r e n t mammalian 

spec ies . 

The a v a i l a b l e i n fo rma t i on j u s t i f i e s the use of t h i s co lou r i ng agent i n 

cosmetic p roduc ts . 
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I n fo rma t i on : - Col ipa d o s s i e r , 19th June 1984 
- IARC 4 (1973) 57-64 
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CI 42520 4,4
,
,4"-triamino-3,3

,
,3"-methyl-triphenyl-carbenium chloride 

C
22

H
23

N
3"

HCL C A S N
°
 3 2 4 8

-
9 1 - 7 

MW : 366 

Synonyms : - Basic Violet 2 
- New Magenta 

Very soluble in water and ethanol. 

Used up to 0.0005% in rinsed off cosmetics. 

The oral LD,-n in rats was > 200 mg/kg. 

A skin irritation test in rabbits with 0.5 ml 10% aqueous solution under 
occlusion dit not induce any skin changes. A repeated skin application test 
in hairless mice with a 10% aqueous solution, applied twice daily for 5 days 
did not produce any skin reaction. 

An eye irritation test in rabbits with 0.1 ml 1% aqueous solution produced 
weak corneal opacity and weak to moderate conjunctival irritation. 

In a maximization test, guinea pigs were treated with 0.1 ml 1% aqueous 
solution by intradermal injection and 5% in vaseline by topical application 
for induction treatment. The challenge treatment after 14 days with 0.1 ml 
0.1% aqueous solution did not induce any reaction. 

An Ames test with up to 2500 μg/plate showed positive results with TA 1538 
and TA 98 in the presence of a metabolic activation system. 

An adequate short-term oral study is required. A chromosome aberration test 
in mammalian cells is necessary to evaluate potential genotoxic properties. 

The Committee sees no objection to maintaining the use of this colouring 
agent for rinsed off products only, taking into account the very low level 
of use. 
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CI 42535 B is -4 ,4 ' -d ime thy lamino -4 " -me thy lamino - t r i pheny l - ca rben ium 

cholide 

C23H26N3 ' C24H28N3 ' C25H30N3 C A S H" 8 0 0 4 " 8 7 " 3 

MW : 344 MW : 358 MW : 372 

Synonyms : - Basic Vio Let 1 

- MethyL VioLet 

Solub le i n water . 

This coLour has been caLLed MethyL VioLet but i t i s actuaLLy a poorLy 

def ined combinat ion of v ioLe t rosan iL ins compris ing a se r ies of dyes 

incLuding CrystaL VioLet (Mut. Res. 98 (1982) p. 157). 

Use LeveL up to 0.1% i n r insed o f f and non r insed o f f cosmet ics, and up to 

2.5% in h a i r s e t t i n g Lo t ions . 

OraL LD,-n vaLues are 2.6 g/kg and 1.0 g/kg in r a t s . 

A sk i n i r r i t a t i o n t e s t i n rabb i t s w i th a 2.5% aqueous soLut ion was nega t i ve . 

In an eye i r r i t a t i o n t e s t i n r a b b i t s a 2.5% aqueous soLut ion was found to be 

an i r r i t a n t , but a 0.1% aqueous soLut ion was nega t i ve . 

A maximizat ion t e s t i n guinea p igs was conducted w i th a 1% aqueous soLut ion 

f o r intradermaL i n j e c t i o n and 75% i n L iqu id p a r a f f i n f o r top icaL appL ica t ion 

i n . t h e i nduc t i on phase. A 10% aqueous soLut ion used as a cha l lenge , 

produced weak signs of s e n s i t i z a t i o n in 3/10 animaLs. 

In a repeated insuLt patch t e s t w i t h 22 voLunteers the soLut ion examined 

(concen t ra t i on not mentioned) d i d not induce signs of s e n s i t i z i n g potency. 

In a 13 weeks feed ing study in r a t s , 500 ppm in the d i e t induced sL igh t 

growth r e t a r d a t i o n but no s i g n i f i c a n t changes in bLood, u r i n e , L iver 

f u n c t i o n or i n the resuLts of the pathoLogicaL examinat ions (a deta iLed 

repor t i s not avaiLabLe). 
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An Ames t e s t w i th the s t r a i n s TA 1535, 1537 and 1538 and up to 1000 u g / p l a t e 

was negat ive . A second Ames t e s t w i th the 5 t e s t e r s t r a i n s and up to 10 

/ jg/pLate was a lso nega t i ve . In a t h i r d Ames t e s t , however, TA 1535 gave a 

p o s i t i v e r e s u l t i n the absence of metabol ic a c t i v a t i o n . A spot t e s t i n two 

s t r a i n s of Neurospora Crassa w i th up to 400 ;ug/p la te was nega t i ve . 

In a micronucleus t e s t i n r a t s , o r a l a d m i n i s t r a t i o n of 2000, 4000 and 8000 

mg/kg b.w. d i d not increase the number of micronucleated polychromat ic 

e r y t h r o c y t e s . 

P o s i t i v e r e s u l t s have been repor ted i n chromosome abe r ra t i on t e s t s conducted 

w i t h d i f f e r e n t samples of Gentian V i o l e t and Crys ta l V i o l e t . The degree of 

the e f f e c t s depended on the source of the sample (Mut. Research 58 (1978) 

and 89 (1981) . 

In an i n v i vo screening t e s t f o r measuring dermal absorp t ion (by the 

s t r i p p i n g method w i th T e s a f i l m ) , no absorp t ion was detec tab le a f t e r a 24-hr 

contact per iod w i th the arm sk in of 10 male vo l un tee rs . 

L i t t l e i n fo rma t i on i s a v a i l a b l e on systemic t o x i c i t y . Dermal absorp t ion 

seems to be un impor tant . Because t h i s dye i s not c l e a r l y d e f i n e d , and the 

r e s u l t s of the g e n o t o x i c i t y t e s t depend on the source of the sample an 

eva lua t ion i s not poss i b l e . 

An op in ion can not be given u n t i l i n fo rma t i on i s a v a i l a b l e on the l eve l of 

CI 42555 in CI 42535 

In fo rmat ion : - Col ipa d o s s i e r , 19th June 1984 
- Mutat ion Research 58 (1978) 269-276 
- Mutat ion Research 89 (1981) 21-34 
- Mutat ion Research 98 (19982) 101-243 
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CI 42555 4 ,4 ' , 4 " - t e r (N -d ime thy lam ino ) t r i pheny lme thane ch lo r i de 

C25H30N3"C L C A S N ° 5 4 8 ~ 6 2 " 9 

MW : 408 

Synonyms : - Basic V i o l e t 3 

- C-ext . V i o l e t t 6 

- C rys ta l V i o l e t 

- Gentian V i o l e t 

Soluble in water , e thanol and g l y c e r i n e . 

This dye i s the major component of Methyl V i o l e t 2 B (CI 42535) which i s a 

mix ture of dyes. S p e c i f i c a t i o n s have recen t l y been descr ibed by JECFA 

(1984) . 

Used up to 0.1% in r insed o f f and non r insed o f f cosmetics and up to 0.5% i n 

h a i r co l ou ran t s . 

Oral LD5Q values ( i n mg/kg) va r ied between 180 and 920 i n r a t s , between 96 

and 800 in mice, and between 125 and 250 in r a b b i t s . The i n t r a p e r i t o n e a l 

LD5Q ( i n mg/kg) was 5.10 in mice, 8.90 in ra ts and 5.00 in r a b b i t s . A 

minimal l e t h a l dose of 25 mg/kg was found in mice upon r e c t a l 

a d m i n i s t r a t i o n . 

A sk in i r r i t a t i o n t e s t i n r a b b i t s w i t h 0.5 g und i l u ted substance or 0.5 g of 

a 50% aqueous suspension was nega t i ve . Aqueous s o l u t i o n s of 1% or 2% may 

induce n e c r o t i c changes of s t r i pped sk in of humans and guinea p i g s . 

A p p l i c a t i o n of a 0.25% suspension i n s a l i n e to the eye of the rabb i t induced 

corneal t u r b i d i t y and s w e l l i n g of the i r i s and con junc t i vae . With higher 

concent ra t ions necros is of the i r i s and severe s w e l l i n g of con junc t ivae was 

observed. No changes were seen w i th a 0.025% suspension in s a l i n e . 

In a maximizat ion t e s t in guinea p igs a 10% aqueous s o l u t i o n showed weak 

s e n s i t i z i n g potency. 
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A 90-day, o r a l t o x i c i t y study in ra ts w i th 75 and 150 mg/kg b.w./day showed 

considerable m o r t a l i t y , severe degenerat ion in the l i v e r and kidneys and 

haemorrhages i n the lungs, airways and trachea (summary repor t o n l y ) . 

Chronic (20-month) sk in p a i n t i n g of mice, 3 t imes weekly, w i th 0.05 ml of 

0.01 g % in a semi-permanent ha i r dye f o rmu la t i on (0.005 mg colourant/mouse) 

d id not induce a c lea r t o x i c or carc inogenic e f f e c t . 

A t e r a t o g e n i c i t y study in ra ts w i th o r a l dosing of 2 . 5 , 5.0 or 10.0 

mg/kg/day showed maternal m o r t a l i t y i n the high dose group and c l i n i c a l 

signs i n a l l dose groups. The inc idence of major v i s c e r a l mal format ions 

(hydroure ter and hydronephrosis) and of s k e l e t a l malformat ions ( r i b s ) was 

higher i n the t r ea ted groups than in c o n t r o l s . The incidence of 

mal format ions increased w i th dose but was not s i g n i f i c a n t i n the low dose 

group. 

In a t e r a t o g e n i c i t y study in r a b b i t s dose leve ls of 0 . 5 , 1.0 and 2.0 

mg/kg/day were i n tuba ted . A l l t r ea ted groups showed m o r t a l i t y and 

cons iderab le reduc t ion in maternal weight g a i n . These changes were dose-

r e a l t e d . The inc idence of f o e t a l reso rp t ions increased and f o e t a l weight 

decreased in a dose- re la ted way. Ma l fo rmat ions , however, showed no 

r e l a t i o n s h i p w i th t rea tment . 

The co lourant was found to be mutagenic to Baci l l u s s u b t i l i s , Escher ich ia 

c o l i and Salmonella typh imur ium, to damage b a c t e r i a l DNA in v i t r o , and to 

i n h i b i t DNA syntheses by E. c o l i B polymerase. Negative r e s u l t s w i th S. 

typhimurium have been repor ted a l s o . The substance i s cy to tox i c to 

mammalian c e l l s and produces chromosomal aber ra t ions in Chinese hamster 

ovary c e l l s , i t i s a lso a human c lastogen i n v i t r o . Chromosomal anomalies 

were, however, not found in a chick embryo assay and i n v ivo mouse bone 

marrow assay. 

No i n fo rma t i on on dermal absorp t ion i s a v a i l a b l e . 

This dye (CI 42555, CAS Reg. no 548-62-9, ca l l ed Gentian V i o l e t ) i s now 

being examined in metabolism s t u d i e s , an o r a l r a t mu l t i gene ra t i on s tudy , and 

o r a l sub-chronic and chron ic s tud ies i n ra ts and mice in the framework of 

the U.S. Nat iona l Toxicology Program. 
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An extensive Literature review is available on this substance. Excellent 
teratogenicity studies have been made and reported. 

This substance is highly toxic; the non-toxic daily oral dose is not known, 
but is less than 0.5 mg/kg b.w. Mutagenic and teratogenic properties have 
been established. There are indications of teratogenicity in humans. It 
has been used as an antibacterial and anthelmintic and it has been reported 
as a cause of epidemic occupational nosebleeds in apple pickers. Certain 
triphenyImethane-classed dyes, of which this colourant is a member, are 
animal and human carcinogens. Although Gentian Violet is used extensively in 
medical practice the Committee came to the conclusion that this substance 
should not be used as a colourant in cosmetics. 

However, the Committee noted that Gentian Violet has therapeutic uses. 
Industry is to be asked to define the extent to which the toxic compound is 
present in the mixtures. 

Information : - Colipa dossier, April 1984 
- NTP 1983 
- JECFA (1984) WHO Technical Report Series 710 
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CI 42735 4 , 4 ' B i s (N-ethyL-m-suLfobenzyLamino) - 2 , 2 f - d i m e t h y 1 - 4 " -

(N-di ethy Lamino) tr iphenyLmethane 

C.,H / nN,0,S., .Na CAS N° 6605-30-2 
4o W9 5 o ¿ 

MW : 789 

Synonyms : - Acid BLue 104 
- C-ext. BLau 14 

Very soLubLe in water and ethanoL. 

Use LeveL in rinsed off products 0.3%, in non rinsed off products 0.1%. 

The oraL LD,-n in rats was >• 8 g/kg. 

No irritation of the rabbit skin occurred upon treatment with 0.5 g of a 20% 
aqueous suspension, or with 0.5 g of the undi Luted substance. 

No irritation of the rabbit eye was seen after appLication of 0.1 mL of a 
20% aqueous suspension, or 0.1 g of the undi Luted substance. 

A 90-day oraL toxicity study in rats, treated with 1 or 2 g/kg b.w./day on 5 
days/week by gavage, fai Led to reveaL deLeterious effects. 

The Committee wishes to see the detaiLed report of the 90-day study, and to 
obtain information on possibLe mutagenic and sensitizing properties. 

The Committee sees no objection to maintaining the use of this coLouring 
agent in cosmetic products. 

Information : CoLipa dossier 
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CI 44025 Ethanamium, N-£-4 [ [ V (d i et hy Lamino)-pheny l ] - ( 3 , 6 - d i s u l f o - 1 -

naphthalenyD-methy Lene3-2,5-cyc lohexadiene-1-y l idenJ-N-ethy l -

hydrox ide , inner s a l t 

C
31

H
33

N
2°6

S
2

N a C A S N
°

 1 2 7 6 8 _ 7 8
"

4 

MW : 616 

Synonym : - Acid Green 16 

Moderately so lub le i n water . 

Use l e v e l i n cosmetics up to 0.01%. 

The o r a l LD i n ra t s was >■ 5 g / kg . 

A sk in i r r i t a t i o n t e s t i n r a b b i t s wi th a 50% paste i n o l i v e o i l produced 

s l i g h t erythema and oedema a f t e r a contact per iod of 24 hours under 

occ lus ion both on t he i n t a c t and abraded sk in (mean score 0 . 8 ) . 

In an eye i r r i t a t i o n t e s t i n r abb i t s 100 mg of the und i l u t ed substance 

induced s l i g h t redness of the con junc t ivae and s l i g h t opac i t y of the cornea 

(mean score -1 ) . 

Resul ts of a w e l l conducted shor t - te rm o r a l t o x i c i t y s tudy , a s e n s i t i z a t i o n 

t e s t and i n fo rma t i on on g e n o t o x i c i t y are needed t o enable an eva lua t ion of 

the substance. 

I n fo rmat ion : Colipa doss ier 
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CI 44045 Bis-4 /4'-dimethyLaminophenyL-4"-phenyLaminonaphthyl-carbenium 

ch lo r i de 

C H „ H .C l CAS N° 2580-56-5 

MW : 506 

Synonyms : - Basic Blue 26 

- L -ex t . Blau 2 

- C-WR Blau 8 

Soluble i n water and e thano l . 

Use l eve l 0.1% in r insed o f f and non r insed o f f cosmet ics , and up to 0.5% i n 

h a i r dye f o r m u l a t i o n s . 

Ora l LD s n values in ra t s are 1037 and 542 mg/kg. 

A pr imary sk i n i r r i t a t i o n t e s t i n rabb i t s w i th 100 mg substance app l ied as a 

50% aqueous paste under occ lus ion induced very s l i g h t oedema in 5/6 r abb i t s 

which r a p i d l y disappeared. Erythema could not be judged due to the colour 

of the t e s t substance. Based on oedema o n l y , the substance was considered 

non i r r i t a n t . Another pr imary i r r i t a t i o n t e s t on the rabb i t s k i n , w i th 0.5 

ml of a 5% d i l u t i o n in propylene g l y c o l , d i d not show any oedema. The 

t r e a t e d s i t e of the sk in was examined m i c r o s c o p i c a l l y . No changes were 

observed. 

A p p l i c a t i o n of 100 mg und i l u ted substance to the rabb i t eye produced severe 

i r r i t a t i o n . D i l u t i o n s were not examined. 

A s e n s i t i z a t i o n t e s t i n guinea pigs w i th 10 t o p i c a l i nduc t i on t reatments of 

a 25% aqueous s o l u t i o n and 2 in t raderma l i n j e c t i o n s of 0.1 ml Freund's 

complete adjuvant in a per iod of 3 weeks, fo l lowed ( a f t e r a 12-day rest 

per iod) by a chal lenge t reatment w i th 0.5 ml of the 25% aqueous s o l u t i o n , 

d i d not provoke any s ign of s e n s i t i z a t i o n as judged from oedema fo rmat ion 

and h i s t o p a t h o l o g i c a l examinat ion. Erythema could not be examined due to 

the co lou ran t . 
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An adequate short-term oral toxicity study, an Ames test and a chromosomal 
aberration test should be made. 

No opinion can be expressed because a lack of data. 

Information : Colipa dossier, April 1984 
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CI 45100 3 / 6 - d i - ( N - d i e t h y l a m i n o ) 9 - ( 2 ' , 4 , - d i s u L f o p h e n y L ) xan thy l immonium, 

inner s a l t 

C 27 H 30 N 2°7 S 2 ' N a C A S N ° 3 5 2 0 ~ 4 2 " 1 

MW : 580 

Synonym : Acid Red 52 

Solub le in water and e thano l . 

Used i n r insed o f f products up to 0 .1%. 

The o r a l LD,-n in female ra ts was > 10 g / kg . 

A p p l i c a t i o n of 500 mg und i l u t ed substance under occ lus ion to the i n t a c t and 

abraded sk in of r a b b i t s d id not induce any sk in r e a c t i o n . 

In an eye i r r i t a t i o n t e s t i n r abb i t s the und i l u t ed substance was found to be 

s l i g h t l y i r r i t a t i n g . 

Because no i n fo rma t i on i s a v a i l a b l e on s e n s i t i z a t i o n , g e n o t o x i c i t y or on 

systemic e f f e c t s upon o r a l exposure, eva lua t ion i s not p o s s i b l e . 

In fo rmat ion : Colipa dossier 
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CI 45190 3-(2,-methyLphenyLamino)-6-(2"-methyL-4"-suLfophenyL-amino-9-

(2"'-carboxyphenyl)-xanthylimmonium, sodium sait 

C,.H-.N-O.S.Na CAS N° 6252-76-2 
34 ¿o ¿ 6 
MW : 613 

Synonyms : - Ac id V i o l e t 9 

- L-ext V io le t t 2 
- C-WR V i o l e t t 5 

- Ext DC Red no. 3 

Soluble in water and ethanol. 

Use level : 0.1% in rinsed off and non rinsed off cosmetics. 

The oral LD™ in rats was > 5 g/kg. 

In a skin irritation test in rabbits with 0.75 ml of a 50% aqueous solution, 
the colourant was found to be slightly irritating. In guinea pigs a 1% 
aqueous solution was not irritating. 

An eye irritation test in rabbits with 100 mg undiluted substance showed 
moderate irritation. In guinea pigs 0.1 ml of a 1% aqueous solution turned 
out to be slightly irritating. 

In a sensitization test, guinea pigs were treated intracutaneously with 0.1 
ml of a 0.1% concentration on 5 consecutive days; The challenge treatment 
with 0.1 ml of the same concentration four weeks later did not provide 
evidence of sensitizing properties. 

An Ames test, a chromosomal aberration test and an adequate, short-term oral 
toxicity study are needed for an evaluation. Moreover it is recommended to 
conduct a maximization test in guinea pigs to demonstrate absence of 
sensitizing properties. 
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No opinion can be expressed because a Lack of data. 

Information : Colipa dossier, August 1983 
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CI 45220 2,7-Dimethyl-3,6-di (N-ethyl amino) 9-(2',4l disulfophenyl) 

xanthyl immoniun, innersalt 

C25H26N2°7S2Na C A S N° 5 8 7 3" 1 6" 5 

Mw : 570 

Synonyms : - Acid Red 50 
- Amido Rhodamine G Extra 
- Sulfo Rhodamine G 
- C-wr Rot 16 

Soluble in water and ethanol. 

Used in rinsed of f products up to 0.1%. 

The oral LD^n in female rats was found to be > 10 g/kg. 

Appl icat ion of 500 mg of undi luted dye to the abraded and non-abraded skin 
of rabbits did not induce signs of i r r i t a t i o n . 

Sl ight i r r i t a t i o n of the rabbit eye was observed a f te r appl icat ion of 100 mg 
of the undiluted product. 

Information is requested on short-term ora l t o x i c i t y , sens i t izat ion and 
mutagenicity. 

No opinion can be expressed because a lack of data. 

Information : Colipa dossier 
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CI 46500 Linear trans quinacridone 

C20H12N2°2 C A S N° 1 0 4 7" 1 6" 1 

MW : 238 

Synonym : Pigment Violet 19 

Insoluble in water, ethanol, oils, ketones and esters. 

Use level 0.4% in rinsed off products and 0.003% in non rinsed off products. 

Oral LD_n values reported for female rats are > 10 g/kg and >. 5 g/kg. 

A skin irritation test in rabbits with 0.5 g of a slurry of the powder with 
water under occlusion resulted in only slight irritation, whereas no 
irritation was reported from a similar rabbit test conducted with 0.5 g of 
the substance made into a paste with polyethylene glycol 400. 

In two eye irritation tests in rabbits, one with 100 mg of the substance as 
a powder, the other with 100 mg made into a paste with 6 drops polyethylene 
glycol 400, only minimal changes were observed, which allowed the substance 
to be classified as not irritating to the eye. 

In a short-term oral study, groups of 10 male rats were treated with 500 
mg/kg by gavage 14 times in 18 days with various colourants, including CI 
46500. No overt signs of toxicity were noticed by examining haematology, 
urine composition, gross pathology and histopathology of 5 major organs 
(summary report only). 

An Ames test with up to 1 mg/plate was negative. 

Information on possible sensitizing properties, and a detailed report on the 
short-term oral study and a chromosome aberration test are required. 

The Committee sees no objection to maintaining the use of this colouring 
agent in cosmetic products for the time being. 
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Information : Colipa dossier, August 1983 
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CI 47000 2 - ( 2 - q u i n o l y l ) - 1 , 3 - i n d a n d i o n e 

C^H^NO-, CAS N° 8003-22-3 
i o n ¿. 

MW : 273 

Synonyms : - CI Solvent Yellow 33 

- D and C Yellow N° 11 

- C-ext Gelb 23 

I nso lub le in water , so lub le in acetone and to l uene . 

Used up to 0.1% i n r i nsed o f f p roduc ts , 0.05% in products f o r mucous 

membranes and 0.5% in non r insed o f f p roduc ts . 

Ora l LD™ in ra t s > 10 g / k g , i n dogs > 1 g / k g , i n mice > 20 g / kg . 

A s k i n i r r i t a t i o n t e s t i n rabb i t s w i th 0.2 g dry co lour f o r 4 hours produced 

on ly marginal erythema. 

Repeated a p p l i c a t i o n of 0.1 and 1.0% in whi te pe t ro la tum or hydrophy l ic 

ointment up to 64 a p p l i c a t i o n s d i d not produce more chang&s than those 

observed w i th the veh ic les a lone. 

A p p l i c a t i o n of 50 mg dry colour to the eye of r abb i t s r esu l t ed in s l i g h t 

c o n j u n c t i v i t i s i n 3/6 an imals . 

A s e n s i t i z a t i o n t e s t i n guinea p igs by 10 in t racutaneous i n j e c t i o n s of 0.1 

ml 1.0% suspension i n s a l i n e , fo l lowed by two chal lenge t reatments w i th the 

same suspension a f t e r 14 and 28 days d id not e l i c i t s igns of s e n s i t i z a t i o n . 

However, s t rong s e n s i t i z i n g p r o p e r t i e s in guinea p igs have been repor ted 

recen t l y (Sato et a l . 1984). 

In a patch t e s t w i th one a p p l i c a t i o n of 1% in po lyethy lene g l y c o l conducted 

in 88 humans, four of them reacted p o s i t i v e l y . These persons were a lso 

known t o react p o s i t i v e l y to a number of o ther substances. 
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In a sens i t iza t ion test in 29 human subjects, 0.0005, 0.001 and 0.002% in 
0.5% aqueous soap solut ion was applied three times weekly for 3 weeks. 
After a two weeks rest period patches with the same test solutions provoked 
pos i t ive reactions in two subjects with 0.002%, in one with 0.001% and in 
none of the subjects with 0.0005%. 

In a 90-day ora l study, the feeding of rats with 0.25, 05, 1.0, 2.0 and 5.0% 
in the diet resulted in l i ve r enlargement at a l l feeding levels. 

The feeding of one male and one female dog with 2% in the diet for the major 
part of a 90-day period resulted in s l i gh t l i ver changes including 
p ro l i f e ra t i on of b i l e duct epi thel ium. 

In a 6-week study male rats were fed 0.1-3.0% in the d ie t . The 3.0% level 
caused growth depression. Liver enlargement occurred with 0.55, 1.29 and 
3.0%. In the top-dose group microscopical changes were seen in the l i v e r , 
kidneys, spleen, bone marrow and thy ro id . 

Feeding 0.03, 0 . 1 , 0.3 or 1.0% in the d ie t of rats for one year resulted in 
growth depression in males at a l l levels and in females at 1.0%. 
Increased l i ver weights occurred at 0.3 and 1.0%. Microscopic changes, 
mainly pigment deposi t ion, was seen in the l i ver with 0.1% and above, in the 
renal tubules with 0.3 and 1.0%, and in the spleen with 1.0%. 

A skin paint ing study was conducted in mice with a 1% solut ion in benzene by 
applying 1 mg of pure dye/mouse/week for 95 weeks. 
In males mor ta l i ty was higher in the test animals than in the vehicle 
contro ls . Microscopically the skin showed signs of an i r r i t a t i v e ef fect 
(epidermal thickening and acanthosis). Tissue masses in the test group were 
s imi lar io the control group. 

Although several feeding studies have been conducted, a no-effect level for 
systemic t o x i c i t y has not been establ ished. This could be lower than 15 
mg/kg b.w. Indications of sens i t iz ing ef fects in humans have been obtained. 

The Committee wants information on genotoxic proper t ies, dermal absorption 
and the establishment of a d e f i n i t i v e no ef fect leve l . 
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The Committee sees no objection to maintaining the use of this colouring 
agent in cosmetic products for the time being in rinsed off products onlj 
The Committee observed that the same substance could be used also in other 
cosmetic products provided that the microscopic changes associated with 
pigment deposition were shown to be reversible. 

Information : - Colipa dossier, Dec. 1983 
- Sato et al.. Contact Dermatitis 10 (1984) 30 - 38 
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CI 50325 1-Methoxy-3-amino-4-su lpho-5-phenyl -7-phenylamino-8,9-

( 3 ' - s u l p h o b e n z o - 1 ' , 2 ' ) phenazine, sodium s a l t 

ConH_-N/0-7Sr,.Na CAS N° 6837-46-3 
¿y ¿¿ 4 ( ¿ 

MW : 624,6 

Synonym : Acid v i o l e t 50 

Solub le in water and e thano l . 

Used at l e v e l s up to 0.01% in r insed o f f p roduc ts . 

The o r a l L D „ in male ra ts was 10 g / k g . 

A p p l i c a t i o n of a 1% aqueous s o l u t i o n to the s k i n of r abb i t s d i d not induce 

any changes. A s i m i l a r a p p l i c a t i o n to the sk in of 5 humans was a lso 

nega t i ve . 

Repeated local application to the rabbit skin of the 1% aqueous solution 
each 30 seconds for half an hour did not induce any skin reaction. 
An eye irritation test in rabbits with 0.05 ml of a 1% aqueous solution 
rinsed after, 30 seconds resulted in slight irritation of the conjunctivae. 

No toxicological judgement can be made on the basis of the available data. 
Information is needed on short-term oral toxicity, genotoxicity and 
sensitization. 

The Committee sees no objection to maintaining the use of this colouring 
agent for for the time being in rinsed off products only. 

Information : Colipa dossier Dec. 1983 
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CI 50420 Nigrosine 

CAS N° 8005-03-6 

Synonym : Acid Black 2 

Chemical configuration : Sodium salts of sulfonated Nigrosine Spirit soluble 
(CI 50415) 

Soluble in water , and i n water /e thano l ( 50 :50 ) , and i n s o l u b l e in e thanol and 

acetone. 

Used i n r insed o f f cosmetics 0.3%, in non r insed o f f products 0.01%, and i n 

h a i r co louran ts up to 2.0%. 

The o r a l LD™ in ra t s was > 4 g/kg body we igh t . The ra ts on ly showed 

decreased a c t i v i t y and rap id r e s p i r a t i o n . 

In a sk in i r r i t a t i o n t e s t i n r a b b i t s a 5% aqueous s o l u t i o n was not 

i r r i t a t i n g . 

An eye i r r i t a t i o n t e s t i n r abb i t s w i th a 5% s o l u t i o n showed only s l i g h t 

reac t i ons of the i r i s and the con junc t ivae which recovered in 3 days. The 

substance was not considered an eye i r r i t a n t . 

A s e n s i t i z a t i o n t e s t in guinea p igs w i th 7 t o p i c a l i nduc t i on t reatments (0 .5 

ml 2% aqueous s o l u t i o n ) and 1 in t raderma l i n j e c t i o n of Freund's adjuvant 

fo l lowed ( a f t e r 12 days res t ) by a chal lenge t reatment w i th 0.5 ml 2% 

aqueous s o l u t i o n d i d not induce oedema or microscopic sk in changes (Erythema 

could not be examined due to the black c o l o u r ) . I t was concluded t ha t no 

s e n s i t i z a t i o n occu r red . 

Chronic (20-month) sk in p a i n t i n g of mice, 3 t imes weekly w i th 0.05 ml of 

0.15 g % i n a semi-permanent h a i r dye f o rmu la t i on (0.075 mg colourant/mouse) 

d i d not induce s i g n i f i c a n t changes i n the type or inc idence of tumours. 
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No mutagenic activity was observed in a plate incorporation assay and in a 
liquid preincubation assay with S.typhimurium strains at concentrations up 
to 5 mg/plate and 0.5 mg/plate respectively. In a chromosome aberration 
test on Chinese hamster ovary cells no significant increase in the number of 
breaks per metaphase were observed. 

No information on systemic toxicity is available. A short-term oral study 
i s, therefore, needed. 

The Committee sees no objection to maintaining the use of this colouring 
agent in cosmetic products for the time being. 

Information : Colipa dossier, April 1984 
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CI 51319 8,18-Dichloro-5,15-d iethy l -5,15-d ihydro-d i - indolo-(3,2-B:3* ,2 ' -

M-triphenodioxazine) 

C,.H_-CL_N.02 CAS N° 6358-30-1 
34 ¿2 ¿ 4 2 

MW : 589 

Synonym : Pigment Violet 23 

Insoluble in water, oils, fats and waxes. 

Used up to 0.1% in rinsed off products. 

The oral LD_50 in rats and mice was > 1 0 g/kg. 
The dermal LD5f, in rats was >. 5 g/kg. 

A skin irritation test in rabbits with 0.5 g undiluted pigment did not 
induce any skin changes. 

In an eye irritation test in rabbits with 100 mg undiluted colourant, only 
redness of the conjunctivae occurred in 2/6 rabbits if the eye was not 
washed, and also in 2/6 rabbits if the eye was washed. 

In a short-term oral study rats received 0.5 g/kg b.w. by gavage 28 times in 
43 days. There were no changes in haematology, urine examination or in the 
results of gross and microscopic examination (Summary report only). 

Information on sensitization and genotoxicity is needed. In addition more 
detailed results of a short-term oral toxicity study should be provided. 

No opinion can be expressed. 

Information : Colipa dossier, 19th June 1984 
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CI 59040 4 - H y d r o x y - 1 , 6 , 9 - t r i s u l f o p y r e n e t r i s o d i u m s a i t 

C16H10°10S3" 3 N a C A S N ° 6 3 5 8 _ 6 9 ~ 6 

MW : 524 

Synonyms : - D & C Green 8 

- Solvent Green 7 

- C-ext Gelb 24 

Soluble in wa te r , s l i g h t l y so lub le i n e t h a n o l . 

Use l e v e l : 0.2% fo r r insed o f f and not r insed o f f p roduc ts . 

The o r a l LD5_ in r a t s was 16 g / k g , i n mice 10.5 g / kg . 

The int ravenous LDs n in mice was 1.05 g / k g . 

Skin i r r i t a t i o n t e s t s i n r abb i t s w i th 0.5 g powder, 0.5 ml of a 30% aqueous 

s o l u t i o n or 0.5 ml of a 3% aqueous s o l u t i o n were nega t i ve . 

Eye i r r i t a t i o n t e s t s i n rabb i t s w i th 0.1 g powder, 0.1 ml of a 30% aqueous 

s o l u t i o n , or 0.1 ml of a 3% aqueous s o l u t i o n d i d not revea l any i r r i t a t i o n . 

In a two year study 50 male mice were sk in pa in ted tw ice a week w i th 2.5 mg 

substance (0.05 ml of a 5% s o l u t i o n ) f o r 1 1/2 year . A f t e r 2 years no sk in 

tumours were observed nor other symptoms of t o x i c i t y . In another mouse 

study 3.5 mg (0.05 ml of a 7% aqueous s o l u t i o n ) was app l ied to the sk in once 

weekly f o r 2 yea rs . One mouse out of 60 developed a benign sk in tumour 

( f ibroma) near the a p p l i c a t i o n s i t e . No c o n t r o l group was used in t h i s 

study (summary o n l y ) . 

A 90 day t o x i c i t y study was conducted i n ra t s w i t h 3-hydroxy-5 ,8 ,10 

t r i s u l f o p y r e n e t r i sod ium s a l t (Pyrene) fed at d i e t a r y l eve ls of 100, 1000 

and 10.000 ppm. Growth was s l i g h t l y re tarded i n males of the high-dose 

group. There were no t r e a t m e n t - r e l a t e d changes in haematology, c l i n i c a l 

chemistry of blood and u r i n e , organ we igh ts , or i n the gross and microscopic 

patho logy. The l eve l of 50 mg/kg body weight /day was considered a no - tox i c 

e f f e c t l e v e l . 
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No information is available on possible sensitizing properties. 

The available data may justify the use of this colouring a3ent in cosmetic 
products, if information on the absence of sensitizing properties is 
avai lable. 

Information : Colipa dossier and Chemline 

113 



CI 60724 1-Hydroxy-4-N-phenylamino-anthraquinone 

C20H13N03 C A S N ° 1 9 2 8 6 _ 7 5 " ° 
MW : 315 

Synonym : Disperse VioLet 23.27 

I nso l ub l e in water . 

The commercial co lour conta ins about 60% of the pure substance. The 

remaining 40% are d i spe rs i ng agents , b inders and p r o t e c t i v e c o l l o i d s . The 

substance i s used i n r insed o f f cosmetics up to 0.20%, i . e . 0.35% of the 

commercial p roduc t . 

The o r a l LD,.- of the commercial product i n ra t s was > 5 g / kg . 

An i r r i t a t i o n t e s t i n rabb i t s w i th 0.5 g mixed w i th water on the i n t a c t and 

abraded sk in under occ lus ion showed s l i g h t to very s l i g h t oedema i n 3/6 

animals . The substance was c l a s s i f i e d " n o n - i r r i t a n t " . 

An eye i r r i t a t i o n t e s t i n r abb i t s w i t h 61 mg of the product only evoked some 

redness of the con junct ivae in a l l t e s t an imals . The substance was 

c l a s s i f i e d a s * " n o n - i r r i t a n t " . 

Because no i n fo rma t i on i s a v a i l a b l e on s e n s i t i z a t i o n , g e n o t o x i c i t y and 

systemic e f f e c t s upon o r a l exposure no eva lua t i on is p o s s i b l e . 

In fo rmat ion : Col ipa doss ier 
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CI 60730 1 -N- (2 ' - su l fo -4 ' -me thy lpheny lamino ) -4 -hyd roxy -an th raqu i none, 

sodium s a l t 

C 21 H 15 N 0 6 S " N a C A S N ° 4 4 3 0 - 1 8 - 6 

MW : 431 

Synonyms : - Acid V i o l e t 43 

- Ex t . D and C V i o l e t N° 2 

Soluble i n water and e t h a n o l . 

Use l e v e l 0.3% in r insed o f f cosmet ics , 0.1% in non r insed o f f p roduc ts , and 

up to 0.2% i n temporary h a i r co l ou ran t s . 

Oral LD(-n values are > 4640 mg/kg f o r male r a t s , and > 2000 mg/kg i n dogs. 

In a s k i n i r r i t a t i o n t e s t i n rabb i t s w i th 0.5 ml 1% s o l u t i o n in propylene 

g l y c o l erythema could not be judged due to the co lou ran t . M ic roscop i ca l l y 

no p a t h o l o g i c a l dermal changes were observed. 

In an eye i r r i t a t i o n t e s t i n r a b b i t s 0.2 ml of a 1% d i l u t i o n in 

water /propy lene g l y c o l (50:50) was s l i g h t l y i r r i t a t i n g . 

A s e n s i t i z a t i o n t e s t i n guinea p igs was c a r r i e d out by an i nduc t i on 

t reatment w i th 7 successive t o p i c a l a p p l i c a t i o n s of 0.5 ml 1% in propylene 

g l y c o l i n 2 weeks and 0.1 ml Freund's complete adjuvant i n j e c t e d 

i n t r a d e r n a l l y on day 0. The chal lenge t reatment was made a f t e r a 12 days 

r e s t , by t o p i c a l a p p l i c a t i o n of 0.5 ml 1% s o l u t i o n in propylene g l y c o l f o r 

48 hours . No s e n s i t i z a t i o n reac t ions were observed g ross ly or 

m i c r o s c o p i c a l l y . 

In a 3-week dermal t e s t , guinea p igs received d a i l y 0.5 g/kg b.w. of a 0.1% 

or a 1.0% p repa ra t i on in USP h y d r o p h i l i c ointment (up to 5 mg/kg b . w . ) , 5 

t imes/week. No s i g n i f i c a n t changes were observed i n appearance of the 

a p p l i c a t i o n s i t e s or i n s u r v i v a l , weight g a i n , weights of l i v e r and k idneys , 

or i n the h i s t o l ogy of s k i n , kidneys and l i v e r . 
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In a 13-week dermal study, rabbits were treated with 0.5 g 0.1%, or 1.0% in 
USP hydrophylic ointment (or *£ 2 mg/kg b.w.) on 5 days/week. No skin 
erythema or oedema developed. There were no significant effects on weight 
gain or on the weights of the liver or kidneys, and no changes were observed 
microscopically in the skin, kidneys or liver. 

Mice were skin painted with c. 27 mg colourant/kg b.w. as 1% in propylene 
glycol once weekly for 102 weeks. No adverse effects were observed on 
survival, or on incidence of tumours or leukaemia. 
In a second chronic dermal study, mice were skin painted three times weekly 
with 50 mg of 0.15% in a hair dye formulation (1.5 mg/kg/b.w.). No 
treatment related effects were observed. 

An Ames test conducted as a plate incorporation assay and as a spot test 
(with up to 400 yug/plate) was negative. Another Ames test was also 
negative. 

Information is required on short-term oral toxicity to determine the no-
effect level. Genotoxicity information from a chromosomal aberration study 
is needed. 

The Committee sees no objection to maintaining the use of this colouring 
agent in cosmetic products for the time being. 

Information : Colipa dossier, March 1984 
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CI 61554 1,4-B is(N-n-buty lamino)anthraquinone 

C22H26N2°2 C A S N ° 1 2 7 6 9 - 1 7 " 4 

MW : 350 

Syonyms : - Solvent Blue 35 

- C-ext B Lau 12 

Soluble i n organic s o l v e n t s , i nso lub le in water . 

Use l eve l up to 0.1% in r insed o f f and non r insed o f f p roduc ts . 

The o r a l LD_n i n ra t s was 4.35 g/kg b.w. 

No sk i n i r r i t a t i o n was seen i n r abb i t s t r e a t e d on the i n t a c t and abraded 

sk in w i t h 0.5 g of a 50% aqueous suspension, or w i th 0.5 g of the und i l u ted 

p roduc t . 

An eye i r r i t a t i o n t e s t in r a b b i t s was nega t i ve . 

In a 90 day t o x i c i t y s tudy , ra ts received f i r s t 0 , 1000 or 2000 mg/kg b.w. 

and Later 0 , 25 , 50 or 100 mg/kg b.w. /day by gavage on 5 days/week. With 

100 and 50 mg/kg high m o r t a l i t y occur red . There was growth depress ion , 

decreased food in take and anaemia i n a l l e t reatment groups. At autopsy 

increased weights of l i v e r and kidneys were found. 

H i s t o p a t h o l o g i c a l changes occurred i n L i v e r , k idneys , i n t e s t i n e , Lungs and 

h e a r t . The n o - e f f e c t l eve l was Lower than 25 mg/kg. The authors of the 

summary repor t ( Ivankov ic and Preussman) discourage the use of t h i s 

co lou r i ng owing to i t s t ox i c p r o p e r t i e s . 

In a sk in pene t ra t i on t e s t i n human vo lun teers no d i f f u s i o n or absorp t ion of 

the co lou r i ng could be es tab l i shed . 

In view of the high systemic t o x i c i t y and the absence of a no t o x i c e f f e c t 

l e v e l the Committee recommends not to use t h i s co lou r i ng f o r cosmet ics. 

In fo rmat ion : Colipa doss ier 
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CI 61585 1 r 4 - B i s - ( 2 , ^ 4 ' , 6 ' - t r i m e t h y L - 3 ' - s u L f o p h e n y L a m i n o ) - a n t h r a q u i n o n e 

C32H30N2°8S2" 2 N a C A S N ° 4 4 7 4 _ 2 4 ~ 2 

MW : 678 

Synonyms : - Ac id Blue 80 

- I ragon B Lau L-UD 

SoLuble i n water and e t h a n o l . 

Used up to 0.02% i n r i nsed o f f p roduc ts . 

The o r a l LD,.- i n r a t s was > 15 g / k g . 

A p p l i c a t i o n to the sk in of r a b b i t s under occ lus ion i n an amount of 500 mg 

moistened w i th water produced minimal i r r i t a t i o n . 

An eye i r r i t a t i o n t e s t i n r a b b i t s w i th 100 mg und i l u ted substance resu l t ed 

in moderate i r r i t a t i o n . Rins ing the eyes hard ly a f f e c t e d the r e s u l t s . 

I n fo rma t ion i s needed on sho r t - t e rm o r a l t o x i c i t y , s e n s i t i z a t i o n , and 

g e n o t o x i c i t y . 

The Commitee sees no o b j e c t i o n to ma in ta in ing the use of t h i s co lou r i ng 

agent f o r the t ime being in r i nsed o f f products o n l y . 

I n fo rma t ion : Col ipa doss ier Dec 1983 
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CI 62045 1-Amino-4-cyc lohexy laminoanthraquinone-2-su l fon ic a c i d , 

sodium s a l t 

C
20

H
19

N
2°5

S
'
N a C A S N

°
 4 3 6 8 - 5 6

"
3 

MW : 422 

Synonym : Acid Blue 62 

Solub le i n water (50 g / l ) . 

Use l e v e l 0.01% i n r insed o f f cosmet ics , and up to 0.5% i n semi-permanent 

and temporary h a i r co lou r i ng produc ts . 

Oral LD,-n values are >■ 5 g/kg i n ra t s i n two s tud ies and 11.7 g/kg i n a 

t h i r d r a t s tudy . 

Skin i r r i t a t i o n t e s t s i n r abb i t s wi th 0.5 g suspended i n o l i v e o i l induced 

oedema; wi th 0.75 ml of a 1:1 mixture wi th water s l i g h t erythema and s l i g h t 

oedema o c c u r r e d , but wi th 0.5 ml of a 1.5% aqueous s o l u t i o n no changes were 

observed m i c r o s c o p i c a l l y . 

In an eye i r r i t a t i o n t e s t i n r a b b i t s 100 mg of the substance caused moderate 

i r r i t a t i o n . In another eye i r r i t a t i o n t e s t a 1.5% aqueous s o l u t i o n was 

found t o be s l i g h t l y i r r i t a t i n g . 

In a s e n s i t i z a t i o n t e s t , guinea pigs were i n j e c t e d i n t r a d e r m a l s wi th 0.1 ml 

5% concen t ra t ion i n s a l i n e at 4 s i t e s f o r i n d u c t i o n . The chal lenge 

t reatment a f t e r 14 days wi th a 2% concen t ra t ion i n s a l i n e was negat ive i n 

a l l animals . Then the i nduc t i on t reatment was repeated and the chal lenge 

app l ied again a f t e r 14 days. No p o s i t i v e reac t ions were ob ta ined . 

A modi f ied maximizat ion t e s t was conducted by t o p i c a l a p p l i c a t i o n of 0.3 g 

colourant as such 10 t imes i n 3 weeks. Two weeks l a t e r , the chal lenge wi th 

0.5 ml 25% aqueous s o l u t i o n d i d not evoke any p o s i t i v e r eac t i on as observed 

gross ly and m i c r o s c o p i c a l l y . 
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A 90-day oral study was conducted in rats by dai Ly intubation of 150 mg/kg 
b.w. There were statistically significant differences in haematological 
values between test and control animals. In males SGPT was increased and 
bilirubin and SAP were decreased. All values were stated to be within the 
range published for the species. The relative weights of the ovaries, 
adrenals and pituitary were decreased in females. It is stated that the 
test animals did not show any gross or microscopic abnormality. 

In a 20 months skin painting study in mice 0.05 ml 0.2% in a formulation 
(2 mg colourant/kg b.w.) was applied three times weekly. About 75% of the 
test and control animals died before week 88. The examinations included 
weight gain, urinalysis, haematology, organ weights and histopathology. 
There were no effects which were attributed to treatment. 

An Ames test and a chromosomal abberration test should be made. A short 
term oral toxicity test should be made at doses sufficiently high to 
demonstrate a possible effect. 

The Committee sees no objection to maintaining the use of this colouring 
agent in cosmetic products for the time being. 

Information :- Colipa dossier, March 1984 
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CI 71105 (T rans ) -naph thy l - 1 ,5 -d i ca rbony l -4 ,8 -d ibenz im idazo le 

C , z H„ ,N,0 - CAS N° 4424-06-0 
¿o \¿ 4 ¿ 

MW : 412 

Synonyms : - C-ext Orange 14 

- Vat Orange 7 

- Pigment Orange 43 

I nso l ub l e in wa te r , acetone, or e t h a n o l . 

Use l e v e l : 0.5% in r insed o f f p roduc t s ; 0.02% i n non r insed o f f p roduc ts . 

The o r a l LD,-n in ra t s and mice was > 10 g / kg . 

A sk i n i r r i t a t i o n t e s t w i th the pure co lour app l ied to the i n t a c t and 

abraded rabb i t sk in showed on ly very s l i g h t i r r i t a t i o n . 

An eye i r r i t a t i o n t e s t i n rabb i t s w i th 100 mg of dry co lour was nega t i ve . 

In a 90-day feed ing study in ra t s w i th 1.0 and 5.0% of the co lou r ing i n the 

d i e t no changes were observed in growth ra te or in blood and u r ine 

examinat ions, or i n gross and microscopic pathology of 5 organs (summary 

repor t o n l y ) . 

In view of i t s Low systemic t o x i c i t y upon o r a l a d m i n i s t r a t i o n i t seems 

j u s t i f i e d f o r the t ime being to accept the use of t h i s co lou r i ng agent . 

However, i n fo rma t i on i s requested on poss ib le s e n s i t i z i n g and mutagenic 

p r o p e r t i e s . In a d d i t i o n the Committee wants to examine the d e t a i l e d repor t 

on the 90-day s tudy . 

In fo rmat ion : Colipa doss ier 
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CI 73312 Benzo(b)thiophen-3(2H)-one,4,7-dichloro-2-(4,7-dichloro-3-

oxobenzo(B)thien-2(3H)-ylidene 

C(.,H/Cl.O-)S-) CAS N° 14295-43-3 
16 4 4 ¿ ¿ 

MW : 434 

Synonym : Pigment Red 88 

Insoluble in water. 

Used in soaps up to 0.002%. 

The oral LD,-n in rats is > 5 g/kg. 

In a skin irritation test in rabbits 0.5 g of pigment in 2 ml olive oil 
applied under occlusion to the intact and abraded skin for 24 hours induced 
slight oedema but no erythema. 

An eye irritation test in rabbits with 100 mg of the undiluted colour 
revealed slight to moderate redness and slight swelling of the conjunctivae. 

Information is requested on short-term oral toxicity, sensitization and 
genotoxicity. 

No opinion can be expressed because a lack of data. 

Information : Colipa dossier 
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CI 73905 L i n i a r y t rans 3 ,10 -d ieh lo roch inac r idon 

C20H10°2N2CL2 C A S N ° 
MW : 381 

Synonym : PV-Echt-Rot EG 

Inso lub le i n water and organic so l ven t s . 

Used i n soaps at 0.01 - 0.03%. 

The o r a l LD,-n was > 15 g/kg i f admin is tered as a 25% suspension i n sesame 

oi I . 

Top ica l t reatment of r abb i t s w i th 0.5 ml of a 10% d i l u t i o n , d a i l y f o r 5 

days, d i d not cause sk in i r r i t a t i o n . In t racutaneous i n j e c t i o n of r abb i t s 

w i t h 0-02 ml of a 10% suspension induced necros is at the i n j e c t i o n s i t e . 

This e f f e c t d i d not occur w i th concent ra t ions of 5% or l e s s . 

Eye i r r i t a t i o n d i d not occur in r a b b i t s by app ly ing 0.1 ml of 10% or 5% 

d i l u t i o n s . 

A sub-acute (30-day) feed ing study was conducted i n ra ts w i th 0 , 0 . 2 , 1.0 or 

5% i n the d i e t . There were no adverse e f f e c t s on growth r a t e , food i n t a k e , 

haematology or u r i ne compos i t ion . Organ weights and microscop ica l 

examinat ion revealed no t r e a t m e n t - r e l a t e d changes. 

In fo rmat ion on poss ib le mutagenic and s e n s i t i z i n g p r o p e r t i e s i s requested. 

The Committee sees no o b j e c t i o n to main ta in ing the use of t h i s co lou r i ng 

agent i n cosmetic products f o r the t ime be ing . 

In fo rmat ion : Report Farbwerke Hoechst AG 1971 
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CI 73915 2 , 9 , D i m e t h y l - 7 , 1 4 - d i o x o - 5 , 7 , 1 2 , 1 4 - t e t r a h y d r o q u i n o - 2 , 3 , 6 -

ac r i dine 

C „ H . , N o 0 , CAS N° 980-26-7 

MW : 340 

Synonyms : - Pigment Red 122 

- t rans-Quinacr idone 

I nso lub le in most common s o l v e n t s . 

Use l eve l 0.1% i n r insed o f f p roduc ts . 

The o r a l LD,-n in female ra t s was > 5 g / kg . No m o r t a l i t y or s igns of 
i n t o x i c a t i o n were noted in female ra ts a f t e r stomach i n t u b a t i o n of 25% soap 
s o l u t i o n w i th 0.015% of the co lour at a dose of 10 g soap/kg. The acute 

dermal t o x i c i t y (LD ) in guinea p igs was ^ . 3 g / kg . 

Rabbits t o p i c a l l y t r ea ted w i th 0.5 ml of an aqueous s l u r r y of the co lour 

showed s l i g h t sk in i r r i t a t i o n . No adverse dermal e f f e c t occurred i n guinea 

p igs a f t e r d a i l y immersion i n a 0.5% aqueous s o l u t i o n f o r 3 days. 

No eye i r r i t a t i o n was noted i n r a b b i t s upon t reatment w i th 100 mg powder. 

The minimal i r r i t a t i o n observed w i th 0.1 ml of an 8% soap s o l u t i o n 

con ta in ing 0.015% of the colour was a t t r i b u t e d to the a l k a l i n e p r o p e r t i e s of 

the soap. 

A maximizat ion t e s t i n guinea p i g s , w i th 33% i n pe t ro la tum f o r i n d u c t i o n , 

and 2 and 1% concent ra t ions f o r the chal lenge t r ea tmen t , d i d not prov ide 

evidence of s e n s i t i z a t i o n . 

An Ames t e s t w i th up to 1000 jug /p la te was nega t i ve . 

Because no i n fo rma t i on on systemic e f f e c t s i s a v a i l a b l e an eva lua t ion i s not 

p o s s i b l e . Results of a sho r t - te rm o r a l t o x i c i t y study are requested as we l l 

as f u r t h e r i n fo rma t i on on the s o l u b i l i t y of t h i s subsance. 
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Information : Colipa dossier 
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CI 74100 Phthalocyanine, metal free 

C„H.18N8 CAS N° 574-93-6 
DC To 8 
MW : 512 

Synonyms : - C-ext BLau 10 
- L-ext BLau 5 

Insoluble in water, ethanol and ether. 

Used in rinsed of f cosmetics at 0.5%. 

The oral LD,_50 in rats was > 6 g/kg. 

A skin i r r i t a t i o n test in rabbits with 0.5 g on the in tact and abraded skin 
under occlusion did not induce any local react ion. 

In an eye i r r i t a t i o n test with 0.1 g of the test substance s l i gh t to 
moderate changes of the cornea and conjunctivae were observed in 2/3 
rabbi ts . No changes were seen, however, in 3 other rabbits which had the 
treated eye rinsed with water 30 seconds a f te r appl icat ion of the colourant. 
The resul ts indicate s l i gh t eye i r r i t a t i n g propert ies. 

Information is needed on short-term ora l t o x i c i t y , sens i t iza t ion and 
genotoxic i ty . 

Long-term ora l studies in rats and mice were started by NCI. 

No opinion can be expressed because a lack of data. 

Information : Colipa dossier 
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CI 74160 Copper ( gH,,1H-phthaLocyaninato(2-)Npç,N,0,N;51 ,N,2) 

C32H16CuN8 C A S N° 1 4 7" 1 4 - 8 

MW : 576 

Synonyms : - Pigment Blue 15 
- C ext Blue 10 

Insoluble in water, alcohol and most conventional solvents; soluble in 
dimethyl formamide + 2% phosphoric acid. 

Use level 0.6% both in rinsed off, and non rinsed off cosmetics, and 1.0% in 
temporary hair preparations. 

Oral LD™ values for rats are > 4.6, > 5.6 and > 10 g/kg. 

Skin irritation tests in rabbits with 0.5 g, or with 0.5 ml of a 46% 
dispersion produced slight, or slight to moderate erythema and oedema. With 
100 mg undiluted dye, or with 0.1 ml 25% or 50% in physiological saline 
solution no irritation occurred. 

An eye irritation test in rabbits with 100 mg of a 46% dispersion (vehicle 
not mentioned) produced slight opacity with damage to the surface epithelium 
in 2/6 rabbits. In another test with 100 mg dye, or 100 mg 25 or 50% 
suspension in water no changes were observed. In a third test with the dye 
(applied as Viscoblau BL Teig) dulling of the cornea and mild conjunctival 
reactions were seen in 3/6 rabbits; the total score resulted in the 
classification : "non irritant". 

A sensitization test in guinea pigs with induction treatment by 
intracutaneous injections of a 0.1 ml 1% aqueous solution 3 times/day for 5 
days, and topical challenge treatment with 0.1 ml 1% aqueous solution after 
4 weeks was negative. 
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In a sensitization test, guinea pigs received intracutaneous injections of 
0.1 mL 1% aqueous solution, 3 times daily for 5 consecutive days. After a 
rest period of 4 weeks 0.1 ml 1% aqueous solution administered again 
intracutaneously produced a slight positive reaction in 5/15 test animals. 

In a 90-day oral study groups of 10 rats/sex were treated by gavage with 0, 
1 or 2 g/kg b.w./day, 5 times a week. No changes were observed in condition 
and behaviour, growth rate, haematology, urinalysis and serum biochemistry. 
No gross abnormalities were observed at autopsy. Microscopic examination of 
c. 10 internal organs was negative. (Only a 2-page summary report is 
available). 

A repeated s.c. injection test was conducted in 20 mice which received 
0.5 mg of the dye once a week for 34 weeks. No tumours developed at the 
injection site. 

In an Ames test with the S.typhimurium strains TA 1538 and 1535, 1 /jg of the 
dye/plate did not increase the number of revertants. Chalks containing 
copper phthalocyanine exhibited marked mutagenic activity in the Ames test. 
This property could be removed by purification. 

Further information is needed on sensitization and genotoxicity. The 
necessity of purity criteria is clear from the positive results with impure 
material in the Ames test. 

The Committee sees no objection to maintaining the use of this colouring 
agent in cosmetic products for the time being. 

Information : - Colipa dossier, June 19th, 1984 
- Mutation Research 12 (1983) 1 - 7 

128 -



CI 74180 Di-sodium su l fona te of copper phthalocyanine 

C,-,H„.CuNo0,S-,.2Na CAS N° 1330-38-7 
3¿ I H O O ¿ 

MW : 780 

Synonyms : - C-ext Blau 10 

- D i rec t Blue 86 

Soluble i n wa te r ; s l i g h t l y so lub le i n e t h a n o l . 

Use l eve l 0 .1% both in r insed o f f - , and non r insed o f f cosmet ics. 

Oral L D « values i n ra ts were > 5000 mg/kg in two t e s t s . 

Repeated a p p l i c a t i o n of a 10% aqueous suspension to the sk in of mice ( tw ice 

d a i l y f o r 5 days) d i d not evoke any signs of i r r i t a t i o n . 

An eye i r r i t a n t t e s t i n rabb i t s w i th 0.05 ml of a 5% aqueous suspension 

produced on ly s l i g h t redness of the con junc t i vae . 

In a sub-acute study i n ra ts 1000 mg/kg b.w. was admin is tered by gavage 

d a i l y on 22 days dur ing a 30-day p e r i o d . From the green-blue d i s c o l o u r a t i o n 

of t he u r i n e i t appeared t h a t i n t e s t i n a l absorp t ion occur red . There were no 

changes i n haematological or blood biochemical parameters. Urine 

composit ion remained normal. The kidneys showed blue d i s c o l o u r a t i o n and 

increased we igh t s , not accompanied by mic roscop ica l changes. 

The Committee wishes to see the r e s u l t s of a s e n s i t i z a t i o n t e s t , and 

i n fo rma t i on on genotoxic p r o p e r t i e s . 

The Committee sees no ob jec t i on to ma in ta in ing the use of t h i s co lou r i ng 

agent f o r the t ime being in r insed o f f products o n l y . For non r insed o f f 

p roduc ts , no op in ion can be expressed. In t h i s case, the Committee requ i res 

a dermal p e n e t r a t i o n t e s t i n v i t r o or i n v i v o . I f pene t ra t i on i s 

cons ide rab le , a sho r t - te rm o r a l study i s requ i red to e s t a b l i s h the no e f f e c t 

leve I . 
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Information : - Colipa dossier, February 1984 
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CI 75660 3 , 5 , 7 , 2 ' , 4 ' - p e n t a h y d r o x y f l a v o n e 

C15H10°7 + 1 ° r 2 H2 C A S N ° 4 8 0 - 1 6 " ° 
MW : 302 (anhydrous) 

Synonyms : - C-WR GeLb 15 

- Natura l Yellow 8 

S l i g h t l y so lub le i n water (0.025%), h i gh l y so lub le in e t h a n o l . 

Use l eve l 0.01% i n r insed o f f p roduc ts . 

The o r a l LD_n in male mice was 6.3 g / kg . 

A sk i n i r r i t a t i o n t e s t in 2 rabb i t s w i th repeated a p p l i c a t i o n of a 5% 
mixture w i t h water (each 30 seconds f o r 1/2 hour at the same s i t e ) d i d not 
induce any sk i n r e a c t i o n . A s i m i l a r t e s t i n 5 humans was l i kew ise nega t i ve . 

A patch t e s t i n 5 humans was conducted a lso w i t h a 5% mixture w i th water 

dur ing 24 hours . No changes were seen. 

An eye i r r i t a t i o n t e s t i n r a b b i t s was conducted w i th 50 / J I of a 5% aqueous 

suspension. A f t e r 30 seconds the eye was washed w i th water . There were no 

changes up to 24 h a f t e r t rea tmen t . 

Because no i n fo rma t i on i s a v a i l a b l e on s e n s i t i z a t i o n , mutagen ic i ty or 

systemic e f f e c t s , an eva lua t ion i s not p o s s i b l e . 

In fo rmat ion : Colipa d o s s i e r , August 1983 
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CI 77019 Aluminium Potassium S i l i c a t e 

KA l 2 (A lS i 3 0 1 Q )C0H) 2 CAS N° 12001-26-2 

MW : 399 

Synonyms : - CI Pigment White 20 

- CI Pigment White 26 

- Mica 

- Punice Muscovite Mica 

Insoluble in all liquids used in cosmetics. 

Use level in cosmetics for mucous membrane areas 50%, for non-rinsed 
products 67%, for rinsed off products 2%. 

The oral LD™ in rats was > 5 g/kg when administered as a 20% suspension in 
corn oil. The LC,-n in an acute inhalation toxicity study for 1 hour was 
> 200 mg/litre. 

A skin irritation test in rabbits with 0.5 g of the undiluted product did 
not elicit any skin reactions. 

When applied as such to the eye of rabbits no changes were observed. 

Because no information is available on short term oral toxicity, 
sensitization and mutagenicity the substance cannot be evaluated. 

Information : Colipa dossier 
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CI 77163 BismuthoxychLoride 

C I-Bi = 0 CAS N° 7787-59-9 

MU : 260 

Synonyms : - C-Weiss 10 

- Pear l White 14 

I nso lub le i n water . 

Use l e v e l i n contact w i th the eyes 80%, in contact w i th mucous membranes 

30%, i n r insed o f f products 50%, i n non r insed o f f products 20%. 

Reported va lues f o r the o r a l LD5Q i n ra t s are > 37.5 g / k g , > 21.5 g / k g , 

and > 10 g / k g . 

Treatment of abraded and i n t a c t r abb i t sk in w i t h 0 . 5 , 1 .0 , or 2.0 ml of a 

50% aqueous s l u r r y / k g body weight fo r 24 hours produced s l i g h t erythema and 

desquamation i n some animals but no t i s s u e a l t e r a t i o n s . 

In an eye i r r i t a t i o n t e s t i n rabb i t s w i th 100 mg of the compound only very 

s l i g h t reac t ions were seen, wh i le w i th 0.1 ml of a 1% aqueous suspension 

app l ied d a i l y f o r 10 days no i r r i t a t i o n was observed. 

No s e n s i t i z a t i o n occurred in guinea p igs w i th 0.5 ml of a 0.1% suspension i n 

s a l i n e . In a repeated i n s u l t patch t e s t w i th 60 human sub jec ts no 

i r r i t a t i o n or s e n s i t i z a t i o n was observed a f t e r 9 a p p l i c a t i o n s fo l lowed by a 

chal lenge t rea tmen t . 

In a 90-day o r a l study in ra ts d a i l y dosing by gavage w i th 0 .25 , 1.0 or 5 

g/kg b.w. as an aqueous suspension d i d not r e s u l t i n de le te r i ous e f f e c t s . 

Rats have been fed on d i e t s w i th 0 , 1 , 2 or 5% of the co lou r i ng f o r 2 years . 

Ne i ther carc inogenic a c t i v i t y nor other t o x i c e f f e c t s due to t reatment were 

observed ( 1 ) . 

In view of the very high concent ra t ions i n cosmet ics , the Committee wants to 

know whether repeated use of such products i s w e l l t o l e r a t e d . 
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The avai lable data j u s t i f i e s the use of th i s colouring agent in cosmetic 
products. 

Information : Colipa dossier 
(1) Fd. Cosmet. Toxicol . 13 (1975) 543-544 
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CI 77288 Chromic ox ide 

C r û CAS N° 1308-38-9 

MW : 152.02 

Synonyms : - Pigment Green 17 

- Chromium sesquioxide 

I nso lub le in water and organic s o l v e n t s . 

Use l eve l up to 50%. 

The o r a l LD,-n f o r male ra ts was > 5 g / kg . 

The acute dermal LD_50 in rabb i t s was > . 3.5 g / kg . 

S l i g h t sk i n i r r i t a t i o n occurred in r abb i t s upon t reatment of the abraded and 

non-abraded sk in w i th the pure substance moistened w i th water to a pas te . 

S l i g h t eye i r r i t a t i o n was found i n r abb i t s w i th 100 mg of the dry powder or 

0.1 ml of a 50% aqueous suspension. Dai ly t reatment of the rabb i t eye w i th 

0.02 ml 5% suspension (5 times/week f o r 4 weeks) d id not induce s i g n i f i c a n t 

i r r i t a t i o n . 

N o - s e n s i t i z i n g p r o p e r t i e s were observed w i th 0.1 ml of a 0.1% aqueous 

suspension t e s t e d in guinea p igs by the Landste iner method. 

A 90-day ra t feed ing study w i th 2 and 5% in the d i e t revealed no 

p a t h o l o g i c a l changes al though there was a dose- re la ted decrease in the 

weights of the l i v e r and sp leen. 

In a 2 year feed ing study w i th 1 .0 , 2.0 and 5.0% chromic ( I I I ) oxide i n the 

d i e t of groups of 60 male and female ra ts no t o x i c or carc inogenic e f f e c t s 

were observed. During the study a few females were mated w i th males of the 

same d i e t group. F e r t i l i t y , ges ta t i on per iod and l i t t e r s ize were normal 

and the pups showed no mal format ions. 
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Chromium ( I I I ) compounds are much Less t o x i c than chromium (VI) compounds. 

White severa l chromium (VI) compounds have been shown to be mu tagen ic 

carc inogenic and t e r a t o g e n i c no such evidence e x i s t s f o r chromic o x i d e . 

Chromium ( I I I ) compounds are not mutagenic, which agrees w i th the negat ive 

f i n d i n g s i n the Long-term ra t study w i t h very high feed ing LeveLs. 

In an ep idemioLogica l study of employees of a ferrochromium p lan t exposed 

s imul taneous ly to Cr ( I I I ) and Cr (VI ) i n an average r a t i o 10:1 no increased 

r i s k of cancer m o r t a l i t y or inc idence was observed. 

I t seems j u s t i f i e d to accept the cont inued use of t h i s co lou r i ng agent 

prov ided t h a t contaminat ion of Cr ( I I I ) by Cr (VI) i s prevented. Therefore 

the p u r i t y of the co lou r i ng used should meet te requirements of the e x i s t i n g 

s p e c i f i c a t i o n s . 

In fo rmat ion : - Col ipa doss ier 
- IARC Monograph V o l . 23(1980) 205-323 
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CI 77289 Chromium oxide hydrated 

Ci~203.2H20 or Cr 20(0H) 4 CAS N° 12001-99-9 

MW : 188 

Synonyms : - Pigment Green 18 

- Chromium Hydrate Green 

- Permanent Green 

- Hydrated chromium sesquioxide 

Inso lub le i n water . 

This substance i s an inner hydrate of chromium oxide CI 77288. The water of 

hyd ra t i on may be removed by temperatures above 200 - 300 °C. I t i s 

t he re fo re less heat r e s i s t a n t than the chromium oxide (CI 77288). Both 

products d i f f e r i n co lour p r o p e r t i e s . 

Since i t may be expected tha t the t o x i c o l o g i c a l p r o p e r t i e s of the hydrated 

and non-hydrated form of chromium ox ide are very s i m i l a r . 

The Committee sees no o b j e c t i o n to ma in ta in ing the use of t h i s substance in 

cosmetic p roduc ts . 
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Acid red 195 4 - (2 ' - oxo -4 ' su lphonaph thy lazo ) -1 -pheny l -3 -me thy l - 5 -oxo -

py razo l e , chromiumcomplexd/Dmonosodiumsalt 

C2 0 nH„Cr4 /5 c .SNa CAS N° 12220-24-5 
¿U 1o 4 5 

MW : 496 

Soluble i n water (30 g / l ) . 

Used up to 0.03% in r insed o f f cosmetics and up to 0.02% i n non r insed o f f 

p roduc ts . 

The o r a l LD,.- in ra t s was > 7 g / kg . 

A pr imary sk in i r r i t a t i o n t e s t w i th a 50% concen t ra t i on i n a mix ture of 

propylene g l y c o l and s a l i n e (70:30) d i d not evoke any erythema or oedema. 

A p p l i c a t i o n of 0.1% in ye l low s o f t p a r a f f i n to the sk in of 50 d e r m a t i t i s 

prone sub jec ts i n a 48 hour-c losed patch t e s t d i d not induce any degree of 

p o s i t i v e r e a c t i o n . 

In an eye i r r i t a t i o n t e s t i n r a b b i t s w i th 0.1 g of the co lourant no changes 

of the cornea, i r i s or con junc t i vae were observed. 

In fo rma t ion i s requ i red on s e n s i t i z a t i o n , on g e n o t o x i c i t y and on shor t term 

o r a l t o x i c i t y . The Committee a lso requests i n fo rma t i on on the inc idence of 

de le te r i ous e f f e c t s (Stevens-Johnson syndrome) in p a t i e n t s us ing pyrazo le 

con ta in ing drugs which are a lso exposed to cosmetics con ta in ing t h i s 

co lourant ( c f . CI 18820, 19120, 21110, 21115). 

No op i n i on can be expressed because a lack of da ta . 

In fo rmat ion : Colipa d o s s i e r , A p r i l 1984 
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BromothymoL blue 3 ,3 ' -d ib romothymo lsu l foph tha le in 

C27H28B r2°5S C A S N ° 7 6 - 5 9 - 5 

MW : 624 

Spar ing ly so lub le i n water , so lub le i n e t h a n o l . 

Use l eve l 0.1% i n r insed o f f p roduc ts . 

The o r a l LD50 in male mice was > 19.9 g / kg . 

No sk i n i r r i t a t i o n was observed in 5 t e s t persons patch tes ted w i th a 1% 

suspension in carboxymethy Ice l lu lose . 

In an eye i r r i t a t i o n t e s t i n r abb i t s w i th 1% aqueous suspension s l i g h t 

redness of the con junc t ivae was the on ly reac t ion observed. 

In fo rma t ion i s requested on sho r t - t e rm o r a l t o x i c i t y , genotox ic ty and 

s e n s i t i z a t i o n . 

The Committee sees no o b j e c t i o n to ma in ta in ing the use of t h i s co lou r i ng 

agent , f o r r i nsed o f f products o n l y . 

In fo rmat ion : Colipa d o s s i e r , February 1984 
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BromocresoL Green S ^ ' S ^ ' - T e t r a b r o m o - m - c r e s o l s u l f o n p h t h a l e i n e 

C2 1H1 4Br405S CAS N° 76-60-8 

MW : 724 

Soluble in e t h a n o l , s p a r i n g l y so lub le i n water . 

Used i n r insed o f f products up to 0.05%. 

The o r a l LD,.Q i n male mice was > 17.9 g/kg body we igh t . 

A 1% aqueous suspension d i d not cause eye i r r i t a t i o n i n r a b b i t s . 

No sk in i r r i t a t i o n occurred i n an occ lus i ve patch t e s t i n 5 persons w i th 1% 

suspension in aqueous CMC s o l u t i o n . 

An Ames t e s t w i th and wi thout metabol ic a c t i v a t i o n was nega t i ve . 

Fur ther i n fo rma t i on i s requested on genotoxic p r o p e r t i e s . In a d d i t i o n a 

s e n s i t i z a t i o n t e s t should be conducted and a sho r t - t e rm o r a l t o x i c i t y study 

in which also poss ib l e accumulat ion of Br i n the t i s sues i s examined. 

No op in ion can be expressed. 

In fo rmat ion : - Col ipa d o s s i e r , March 1982 
- Submission I I by C o l i p a , August, 1983 
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ANNEX 

27.9.76 Official Journal of the European Communities NoL262/197 

PART 2 

LIST OF COLOURING AGENTS PROVISIONALLY ALLOWED WHICH MAY BE 
CONTAINED IN COSMETIC PRODUCTS INTENDED TO COME INTO CONTACT 
WITH THE MUCOUS MEMBRANES IN ACCORDANCE WITH ARTICLE 5 (') (

2
) (

3
) 

(a) Reds 

Reference 
number 

i 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

Colour 
index 

number 

12120 

12 350 

12 385 

14 700 

15 500 
15 500(Ba) 

15585(Ba) 

15 620 

15 800 

16 035 

26100 

27 290 

45 160 

75 480 

75 580 

Colouring agent number according 
to the EEC Directives of 1962 

concerning food colouring matters 
or other indications (*) 

Restrictions 

Field of 
application 

r 

Use of Basalts 
prohibited in 
lipsticks 

Maximum concentration 
authorized Purity conditions {*) 

(b) Oranges and yellows 

1 

2 

3 

18 965 

415 340 

47000 r 

(M These colouring agents may also be used in cosmetics coming into contact with other parts of the body. 
f) For certain colouring agents, restrictions are provided which may relute to the field of application of the colouring agent (the letter V in the column of restrictions 

relating to the field of application signifies that the colouring agent is prohibited in the manufacture of cosmetic 'products which can come into contact with the 
mucous membranes of the eye, especially eye make-up and eye make-up removers) or to the maximum authorized concentration, 

0 Lakes or salts of these colouring agents using substances not prohibited under Annex II or not excluded under Annex V from the scope of the Directive are equally 
allowed. 

(♦) Colouring agents whosenumber is preceded by the letter'E' in accordance with the EEC Directives of 1962 concerning foodstuffs and colouring matters must fulfil 
the purity requirements laid down in those Directives. 
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(c) Greens and blues 

Reference 
number 

i 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

Colour 
índex 

number 

42 040 

42 140 

42 170 

42 735 

44 040 

44 045 

59 040 

61554 

62 085 

77 288 

77 289 

77 520 

74 160 

Colouring agent number according 
to the EEC Directives of 1962 

concerning food colouring matters 
or other indications 

Restrictions 

Field of 
application 

Maximum concentration 
authorized Purity conditions 

Free from Chromate ions 

Ditto 

(d) Violets, browns, blacks and whites 

1 

2 

3 

4 

5 

6 

7 

8 

20170 

27 755 

42 580 

45190 

77 019 

77 163 

77 265 

77 718 

E 152 

Bismuth chloride oxide 
(and its mixtures with mica) 

E 152 
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PART 3 

(A) LIST OF COLOURING AGENTS PROVISIONALLY ALLOWED FOR COSMETIC 
PRODUCTS WHICH DO NOT COME INTO CONTACT WITH THE MUCOUS 
MEMBRANES 

Reds 

12310, 12335, 12420, 12430, 12440, 16140, 16155, 16250, 17200, 18000, 18050, 18055, 18065, 
26105, 45100, 50240, E121 

Oranges and yellows 

11680, 11710, 13065, 15575, 16230, 18690, 18736, 18745, 19120, 19130, 21230, 71105 

Blues and greens 

10006, 10020, 42045, 42050, 42080, 42755, 44025, 62095, 62550, 63000, 71255, 74100, 74220, 
74350, aa-bis(5-bromo-4-hydroxy-6-methyI-m-cumenyl)toluene-2, a-sultone, aabis(3r5-dibromo-
4-hydroxy-o-tolyl)toluene-2, a-sultone, l,4-bis(butylamino)anthraquinone 

Violets, browns, blacks and whites 

12010, 12196, 12480, 165S0, 27905, 42555,42571,43625,46500,51319, 61710, 61800, sodium 2,4-
diamino-azobenzenesulphonate and five related colouring agents (Brown FK),a-(5-bromo-6-hyd-
roxy-m-tolyl)-a-(3-bromo-5-methyl-4-oxocyclohexa-2,5-dienyIidene)toluene-2-sulphonic acid 

(B) LIST OF COLOURING AGENTS PROVISIONALLY ALLOWED FOR COSMETIC 
PRODUCTS WHICH COME INTO CONTACT ONLY BRIEFLY WITH THE SKIN 

Reds 

11210, 12090, 12155, 12170, 12315, 12370, 12459, 12460, 13020, 14895, 14905, 16045, 16180, 
18125, 18130, 24790, 27300, 27306, 28160, 45220, 60505, 60710, 62015, 73300 

Yellows and oranges 
11720, 11725, 11730, 11765, 11850, 11855, 11860, 11870, 12055, 12140, 12700, 12740, 12770, 
12790, 13900, 14600, 15970, 15975, 18820, 18900, 19555, 21090, 21096, 21100, 21108, 21110, 
21115, 22910, 25135, 25220, 26090, 29020, 40215, 40640, 41000, 45376, 47035, 48040, 48055, 
56205, 4-(3-chlorphenylazo)-3-hydioxy-2 naphth-0-anisidide, trisodium 3-hydroxypyren-5,8,10-
trisulphonate 

Blues and greens 
10025, 26360, 42052, 42085, 42095, 42100, 50315, 50320, 50400, 50405, 51175, 52015, 52020, 
52030, 61505, 61585, 62045, 62100, 62105, 62125, 62130, 62500, 62560, 63010, 64500, 74180 

Violets, browns, blacks and whites 
12145, 14805, 15685, 17580, 20285, 20470, 21010, 25410, 30045, 30235, 40625, 42510, 42520, 
42525, 42535, 42650, 48013, 57020, 60730, 61100, 61105, 61705, 62030, 63165, 63615 
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