CIBA-GEIGY Corporation

Ardsiey, New York 10502-2699%
. Telephone 914 478 3131

“January 27, 1987

‘9493 FEB 198?1

Document Control Officer (TS-790)

(Attn: Section 8(e) Cocrdinator) CERTIFIED MATL
aformation Management Divisior RETURN RECEIPT REQUEST
fice of Toxic Substances

U. S. Environmental Protection Agency

4,1 "™" Street, S. W. q:‘-\N‘I"J’I ZED COPY

washington, D. C. 20460
«EHQ- %7~ 06STYS FLWP
RE: 8EHQ-0386-05948, Octvltin Ester Mixture;

EPA Regquested Information ?DC,M,‘ %%-%('DOQO 06?
§q- %7 00000 'l

Dear Madam/Sir:

hrackets in this letter and in the two enclosed toxicity
treated as Confidential Business informatien. We enclese
copy of this letter and of the srudies for the public file.

Enclosed is a copy of the positive Ames
ciz~d on page four, Item 5. (e) of our July
requosted by Pauline Wagner by telephene about
enclosing a copy of the negative Ames test cited as ltew

™
i
N
wd

The first test (8
1,215 ug/0.1 ml and was 1udced negarlxe
9/15/83 and used a high concentration o
test was judged to displav a weak mutage 1
concentrations.

Very truly vours,

CIBA-GFIGY Cerpoeration

P08 ibele

g i

A. Di Battista
Manager, Toxic Substances
Safety, Health & Ecology

ADIB4/01 /bt
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General

Summary and Conclusions

 Procedure
Results
Tables 1-8

Type .f study:

Test organisms:

Test material:

Batch No.:

GENERAL

AT ST 04D MO

S. typhimurium TA 98, TA 100,
TA 1537, TA 1538

TK 10 315[- ]

483/84/85/86/91

Purity: 100% %ﬁ%ﬁ%ﬁ,&'_

Stability: To be provided by sponsor
Validity: April 1984

Sponsor: CIBA-GEIGY Limited, Plastics and
' Additives Division, Basle, Switzerland

Testing facility: CIBA-GEIGY Limited, Basle, Switzerland
GU 2.3, Experimental Pathology
Laboratories: R~1040.B.42-45

Technical conduct: Mr. Ch. Felix,
Mrs. M. Xarimi and Miss D. Weider

Test No.:

Starting date:

Date of corm:.letion:

Reported and filed: August 1

Location of archives: CIBA-GEIG
R-1040.K.
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of back-mutant colonies in_the contrels and the cultures treated
with the various ccncentrations of TK 10 315§ a reduction
in the colony count due to & growth-inhibiting e of the

compound at the highest concentration.

In the experiments performed with microsomal activation, compari-
son of the number of back-mutant colonies in the controls an
the cultures treated with “he various --ncentrations of 7K 10 3158

revealed no marked deviations.

TR 10 315 thus displayved an albeit weak mutagenic effec

test system,

c(—)vo’t"—“ﬁ

Study director: tE. Deparade)

Date: September 14, 18983

~

e

C;iD y

and approved by: (Dr. P. Arni:

Report reviewed

(Senior scientist,
Experimental Pathology)
Date: September 15, 1883
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cin-HC1 (DAUNOBLASTINQ, Farmitalia, Montedison Farmaceutica
GmbH, Freiburg i.Br., Germany), 5 and 10 yg/0.1 ml phosphzte
‘buffer; 2) for strain TA 100: 4-nitroquinoline-N-oxide (Fluka,
Buchs. SwitzerlanzZ', 0.125 and 0.25 ug/0.1 ml phosphate buffer:
3) for strain TA 1333: N-methyl-N'-nitro-N-nitrosoguanidine {Ser-
va, Heidelberc, Zzrmany), 3 and S ug/C.1 ml phosphate buffer;
4) for strain TA 1:537: 9(S)aminoacridine hydrochleoride morz-
n

hydrate iTluka, Bu

Switzerland), 50 and 100 ug/C.1 ml ' 4S0:

s,
5) for strain TA 15338: 2-nitrofluocrene (Filuka, Buchs, Switzer-

lard), 5 and 10 ug/0.1 ml DMSO. The activation mixture was
tested with strain TA 15335 and cyclophosphzmide {ENDOXAY AS*AQ.
Asta-Werke, Bielefeld, Germarv), 250 ug/0.1 ml phosphate -~u.fer.
In the repeat experiment, the investigation with strain 7

was carried out separazely. In this .ase the activation

was tested with this strain and with 2-aminocanthr

Chemie, Steinheim, Germany), 5.0 ug/0.1 ml DMSO.

In the experiments without and with the addition of microsomal
activatio~ mixture three Petri dishes were prepared per strain

and per group (i.e. per concentration or per control group).

. . _— o. .
The plates were incubated fcr about 48 hours at 37 - 1.5°C :in

darkness.

When the colonies had been counted, the arith ic mean was cal-
culated. The test substance is generally ¢ idered to ke non-
mutarenic if the colony count in relation e negative con-

trol is not doubled at any concentration
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SALMONELLA/MAMMALIAN-MICROSOME MJTAGENICITY TEST
EXPERIMENTS WITHOUT MICROSOMAL ACT1VATION
NUMBER OF BACK~MUTANT COLONIES PER PLATE (ARITHMETIC MEAN)

No. of experiment: 830541 Test substance: TK 10 315

b;te: June 16, 1983

STRAIN TA 100 TA 153¢% TA 1537 TA 153

Control 180 1l 12
300 pg/0.1 m) 172 1 9
900 ug/0.1 181 11
2700 pg/0.1 251 11
8100 pg/0.1 387
24300 pg/0.1 428
Positive controls
daunorubicin-HC1

Control
5 pg/0.1 ml
10 pg/0.1 ml

4-nitroguinoline-
N-oxide
Control

0.125 pg/0 - ml
0.25 wg/0.1 ml

N-methyl-N'-nitro-
N-nitrosoguanidine
Control
3 pg/0.1 ml
S pug/0.1 ml

9(3)aminoacridine-
hydrochloride
Coentrol
S0 wg/0.1 ml
100 pg/0.1 ml

c-nitreoflucrene
Control

5 pg/0.1 ml
10 pg/0.1 ml
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COLONIES PER PLATE,
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19813

TA 100 TA 1535

TA 98

Control
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900 pg/0.1 ml
2700 pg/0.1 ml
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8100 pg/0.1 ml

4300 pg /0.1 md
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TLABDLE D

SALMONELLA/MAMMALIAN-MICROSOME MUTAGENICITY TEST
EXPERIMENTS WITHOUT MICROSOMAL ACTIVATION
NUMBER OF BACK-MUTANT COLONIES PER PLATE (ARITHMETIC MEAN)

“No. of experiment: 830541~ -~Test substance: TK 10 315

“.pDate: June 24 and July 0S5, 1983

STRAIN . TA 98 TA 100 TA 1535

Control 3l 15
pg/0.1 ml 37 12

900 wpg/0.1 ml 27 18
2700 vg/0.1 ml 29

12
8100 pg/0.1 ml

24300 pg/0.1 ml

Positive controls

daunorubicin-KHC1l

Control
5 ug/0.1 ml
10 ug/0.1 ml

4-nitroguinoline-
N-oxide

Control
0.12% pg/0.1 ml
0.25 1g/0.1 ml

N-methyvl-N"-nitre-
N-nitroscoguanidine
Control
3 wg/0.1 ml
5 vg/0.1 ml

9 (5)amincacridine-
hydrochloride
Control
50 pg/0.1 ml
100 ug/0.1 ml

2-nitroflucrene
Contrel

5 ug/0.1 ml
10 pg/0.1 ml

£y

(s TN 0
(¥4 I L

pos

PROPERTY OF CIBA-GEIGY UIMITED
CONFIDENTIAL
MAY NQOT BE USED, DiVULGED, OR PUBLISHED WiTHQUT THE CONSENT OF




LINITE Y

—?
«
-
2
wl
[&]
r
r4
[S]
(]

]
[PF]
]
L3
nMu
i
w
>
o
L
O
o
@
@

L




~_ TABLE 7

SALMONELLA/MAMMALIAN-MICROSOME MUTAGENIC.ITY TEST
- EXPERIMENTS WITHOUT MICROSOMAL ACTIVATION: NUMBER OF BACK-MUTANT
COLONIES PFER PLATE, AFITHMETIC MEAN AND STANDARD DEVIATION ()

No. of experiment: 830541 Test substance: TK 10 315

“ Date: June 24 and July 05, 1983
_STRAIN TA 98 TA 100.. TA 1535 TA 1537 TA 1538

Control 132
123
127
127¢
ug/0.1 ml 148
136
152
145
pg/0.1 156
165
162
161 ¢
198
180
1858
188¢
32
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No evidence of the induction of point mutations by TK 10 315 or
by the metabolites of the substance formed as a result of micro-

somal activation was detectable in the strains of S. typhimurium
.used in these experiments.
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Study director:

(Dr. P. Arni)

Date: August 27, 1979
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~ A ~ -~
4

Report reviewed and
approved by: (Prof.Dr.D.Miller)

{Head of Experimental Pathology)

Date: August 28, 1878

CIBA-GEIGY Limitecd
Basle, Switzer:iand

Protection of Health
and Envireonment

Toxicology
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When the colonies had been counted, the arithmetic mean was cal-

culated. A test substance is generally consicdered to be non-muta-

genic if the colony count in relation to the negative control is

j?rnot doubled at any concentration3.
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Experiments without microsomal activation

Number (arithmetic mean) of colonies of

histidine-prototrovhic back-mutants

Strain of §S. tvopnimurium used
TA 98 TA 100 TA 1535 TA 1537

.

Test substance
TK 10 315 Control 31 174
15 ug/0.1 24 184
45 ug/0.1 22 195
135 ug/0.1 74 177
405 ug/0.1 27 209
1215 wug/0.1 32 217

Positive controls

Daunorubicin-HC1 Centrol
5.0 ¥g/C.1 ml
10.0 ug/0.1 ml

4-Nitroguinoline-N-
oxide Control

0.125 ug/0.1 ml
€.25 ug/0.1 ml

N-Methyl=-N'-nitro-
N-nitrosoguanidine Control

3 ug/0.1ml
5 vg/0.1 ml

9 (SYAminoacridine
hydrochloride Centrol

50 ug/0.1 ml
100 ug/C.1 ml

L
At the highest concentration the substance precipitated in
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Verteiler:

Dr. P. Arni
Prof.R.Hess

Dr. R. leimgruber
Prof.D.Mliller







