FYI-AX-Qa088-00621

A S 7 " o
P AL Tl 75 s - o
fzr{i;; e j{ 57
£ A T T A

i

S

2. . . =@ =
;, f//W%M%W%% ,

7

4/15/788

Date Hacioved

B/06/68

TSCA aoction |

Submliting Qeganization

ETARD

ik

7.

Coniractor

I

Decumant Title

COLORANTS

EXECUTIVE SUMMARRY ON THE ETAD PRQJECT T

13988

2018 TOXICOLOGICAL

TESTING OF MAJOR COLORANTS, WITH ATTACHMENTS AND COVER
LETTER DATED JUNE 5,




(OMfieas

Mailing Address

L 17
Vi OLF
Atin: v, Joba A.

Assistant Administrator for

401 M. Street S.W.
Hashington, 0T 20450
Usa

Your Ref. ' Ouritef. PR/an CH-4005 Basel, June 3, 1988

Dear Sirs,

Report T 2015-E - Copy No. 32 7
Executive Summary on the ETAD Project T 2015 - Tonicolegical Testing of
Hajor Colorants

Attached we are sending you the finished report on the second phase of our
investigation including a 1ist of the structures of the coeded colorants.

As you are aware the member companies of cur association has so far not
been informed which commercially available products were actually tested
and which test results relate to which product.

We are now communicating this information to all our member companies io
enabie them to decide what notification or other measures, 1f any, are
required or appropriate,

We trust our report is of interest to you.

Yours sincerely,

ETAD
l0 5 ,C ey ., /)
Vd 7 V. ;/,4 oy S 7/
ﬁfﬂﬁgﬁéﬁéfp £~ iggéé;jf {
Dr, R. Anliker Dr, P. Rudolf
Facls. Executive Secretary lLegal Counse
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REPORT T 2015-E
Frecutive Summary on the
ETAD Project T 2015

Toxicological Testing of
HMajor Colorants

Author : Dr. E. Loser
Approved by: Toxicolegical Subcommittee gﬁlETéD, Date: March 8, 1988

i

Prof, Dr. G: Kimmerle, TSC Chairman g, I
h?p?&geé for IS%ae.

Dr. R. Anlike ;éﬁzéé%xf

FXGCQf?VP Secretary of ETAD

Date: April 15, 1988

THIS DOCUMENT CONTAINS INFORMATION €

It should not be photocopied or wmicrofilmed; nor should it be releas iﬁ any
form to an outside party. Information contained herein should not be us
registration authority tc support registration of any other product w
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ETAD Project T 2005

Toxicologic

fa

1 Testing of Major Colovants

The ETAD Project T 2015 includes a total of forty colorants and was initi-
ated with the aim of combining information about vossible genotoxic poten-
tial of these major colorants step by step.

STep 1
Step 1 of this project consisted of:

- Ames testing of all coiovants (ETAD member companies) with samples of
technical quality using a standard protocol and including at least the
following Salmonella typhimurium strains:

TA 1535, TA 100, TA 1537 and TA 98.

- Retesting of purified samples of some selected colorants {ETAD member
companies) which gave positive results in the initial test using at
Teast those strains which showed positive response.

- Compilation of analytical data for all colorants (ETAD member
companies).

-~ Literature search (ETAD Secretariat).

Results of Step 1

A survey for the results of the Ames tests performed with all forty major
colorants and with the selected purified samples is given in the appended
tables. According to this compilation twenty-one colorants gave negative
results in the Ames test for samples of technical grade. Nineteen were
positive in at least one strain., Out of these nineteen compounds eight
caused only frameshift mutations, whereas only twc compourds caused solely
base-pair substitutions.

The remainder induced both types of mutations. Vaking 1ato account that S.
typhimurium TA 100 is also sensitive to frameshift mutagens due to i
marker mutation it can be speculated, that the majority of the positive
colorants were frameshift mutagens, because only five compounds reveried
additionally TA 1535,
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More detailed informations may be found in the ETAD Report T 2015-8 "Results
from the Salwonellafwicrozome mtagenicity assay", and in the ETAD Report
T 2015-D "Amendment to Report T 2015-8°,

S5Tep 7

step 2 of this project consisted of selecting various Step 1 compounds for
in vitro mammalian point mutation assay testing.

Twenty-one compounds giving negative results already when tested im techni-
cal quality and six compounds giving negative results after purification
need no further testing ror point mutagenic effects in mammalian cells. Also
colorants No. 6 and 35 needed no further testing.

For compound No. 6 no further tests were recommended since literature data
fulfilled the requirements of Step 2. However, these findings were conflic-
ting and need a very careful review.

Also for colorant No. 35 no further testing was recommended because the
negative findings for the purified sample were confirmed by literature data
and findings of BASF. In addition a negative micronucleus test was found in
the literature, too. Therefore the recommendations of the "ad hec Horking
Group" were satisfied by these data.

In contrary, the positive compounds need further testing for point wuta-
genic effects in mammalian cells to examine the relevance of the positive
effect in bacterial cells,

However, three of these colorants need no further testing at all:

Compound No. 4 was extensively tested In mu.agenicity assays with
conflicting results. Therefore further testing would rot change the present
situation.

Colorant No. 5 is a mixture of several components which may differ from
company to company. The Titerature data are conflicting and may partly be
due to different compositions. Therefore, further testing on one distinct
batch would not clarify the situation. The main component of this compound
is also reported to be a Frameshift mutagen and a clastogen in vitro,

Compound No. 9 was produced by ACNA only. Since ACHA gave up the Hdyestuff
production this product is no more of any importance.




Compound Ho. 34 was in the meantime deleted by ICI.

The compounds He. </ and 24, both azuic coupling components, were avso not

considered for retesting in Step 2.

Due to these considerations only seven compounds need further testing.

Rosuiis of Siep 2

Seven compounds which gave positive results in the Ames test were assayed in
point mutation tests in mammalian cells in vitro. Among them were three azo
dyes (colorants No. 3, 14 and 15), three anthraquinone dyes (colorants Ho.
8, 31 and 33) and one chrysazine dye (colorant No. 32). For compounds Ho. 3,
8, 14 and 31 a V79/HGPRT™ test was perforined. Whereas colorants No. 3, 8 and
14 where proven as nonmutagenic in this assay, compound Ho, 31 was still
mutagenic.

Colorant No. 15 was tested in the CHO/HGPRT™® assay whereas colorants No. 32
and 33 were evaluated using the L5178Y TKK+/-assay™ ™. In contrary to
compound MNo. 15 which gave negative results both dyes tested in the mouse
lymphoma assay (ML) were mutagenic.

SURHIARY

Nineteen of forty tested dyes gave positive resuits in the Ames test. Nine
of them were retested after purification. Three purified dyes gave still po-
sitive results so that thirteen of forty tested dyes were finally positive
in the Ames test. Seven of these thirteen dyes were tested for point muta-
genic effects in mammalian cells in vitro., Of these seven compounds three
gave positive results in the mammalian gene mutation assay in vitro.

Azo dyes tested fo- point mutagenic effects in mammalian cells in vitro were
all non mutagenic. Two of three anthraquinone dyes as well as the chrysazin
dye were mutagenic under these conditions.

-
=

Chinese hamster V79 cell
hypoxanthine-guanine-phosphoribosy! transferase locus mutation assay

W
2y

Chinese ham,ster ovary cell
hypoxanthine~guarine-phospheribosyl transferase locus mutation assay

*

** Mouse Tymphoma L5178Y cell
thymidine kinase Tocus mutation assay
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TA 1535
TA 1537
TA 1538
TA 1060
Th 98
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71819-57~-3
633-96-5
6459-94-5
2465-27-2
8004-87-3
2437-29-8
17418-58~5
2475-46~-9
8004-98~5
1326~82-5
72496-¢ =9
3351-05-1
1325-37~7
83221-67-4
1787-61-7
2512-29-0
6486-23~3
3520-72-7
6535-46-2
11099-03~9
92-77-3
91-96-3
136-61-5
97-52-9
5102-83-0
5468-75-7
2425-85-6
5280-66-0
2580-78-1
17095-24-8
3860-63-7
12222-75-2
31810-89-6
12270~38~1
487-89-3
81-77-6
130-20-1
128-58-5
2475-33-4
131-92-0

£.1.0o.

=

15510
23635
471000
42535
42000
60756
61505
50400
53185
13906
26360
40000
35435
14645
11680
11710
21130
12370
50415
37505
37610
37520
37125
21100
21095
12120
15865:4
61200
20505
63305

63285

73000
69800
69825
59825
70800
6905

Acid Yellnw 219
Acid Orangs 7
Acid Red 114
Basic Yellow 2
Basic Violet 1
Basic Green 4
Disperse Red 60
Disperse Blue 3
Solvent Blue 7
Sulphur Black 1
Acid Yellow 157
Acid Bluec 113
Direct Yellow 11
Direct Black 22
Mordant Black 11
Pigment Yellow i
Pigment Yeliow 3
Pigment Orange 13
Pigment Red 112
Solvent Black 5

Azoic Coupling Conponent
Azoic Coupling Component
Azaic Counling Component
Azoic Diazo Component 5

Pigment Yellow 13
Pigment Yellow 14
Pigment Red 3

Pigment Red 48:4

Reactive
Reactive
Disperse
Disperse
Disperse
Disperse
Vat Blue
VYat Blue

Vat Slue &

Blue 19

Black 5

Blue 26

Blue 35

Blue 5¢

Blue 122
1

A
&4

G

Vat Green 1
Vat Brown 1
Vat Brown 3
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