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OFFICE OF
PESTICIDES AND TOXIC SUBSTANCES
Memorandum

Subject: Azirphos-methyl (Guthion) Registration Standard, EPA Identification
No. 3125-105: Submission of Mutager -ity Study. Caswell No. 374

Fram: Jonn H.S. Chen, D.V.HM. Wu/( W ﬂ//y/y7

keview Section I
Toxicology Branch
Hazard Evaluation Division (TS-769C)

To: Pennis Edward, Product Manager (12)
Insecticide and kodenticide Branch
Fegistration Division (T$-767C) :

Thru: Robert B. Jaeger, Section Head ¢ ﬂ
Review Section I (g (7”

Toxicology Branch /¢ 441///@

Hazard Evaluation Division (1S5-769C) 7 /22 /59

Zrtion Requested:

Review and Assessment of the Salmonella/Mammalian-Microsome Mutagenicity
Assay with Guthion. Microbiological Associates, Inc. Study No. T5573.501,
august 5, 1947.

Petitioner:

liokay Corporation, Stilwell, KS 66055

Toxicology Branch Recommendation:

The Ames test with Guthion was conducted in a manner to generate valid
results. This study is acceptable to support the data reguirements for
Azinphos-methyl registration standard. Negative response at 33 through
4000 ug/plate with and without metabolic activation.
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Reviewed hy: John H.S. Chen A 147 (;/t—c'c«/ Yl ?/?7

Section I, Toxicoloay Rranch (TS-763C)
Secondar, reviewer: R.B. Jzeger 7 i 37
Section T, Toxicolngy Branch (TS-769C) ﬁ:{ q[

DATA EVALUATION REPORT

Study Type: Gens Mutation in Bactaria TOX. CHEM. No.: 374
Accession No.: MRID No.: 403013-01

Test Material: Guthiom (Lot No. 79-R-225-42)
88,8% Purity

Study dumber(s): T5573.501

Sponsor: Mobay Corporation, Stilwell, KS 66085
Test Facility: Microbiological Associates, Ince. Bethesda, MD 20816

Title of Repor:: Samonella/Mammalisn-Microsors Plate Incorporation Mutagenicity
Assay (Ames Test) with Guthion

Author(s): Timonthy E. LaWlor

Report Issued: August 5, 1987

Conclusions:

Guthion (lot Noe 79-R-225-42) wes found to be nanuutagenic to
TA1535, TA1537, TA1538, TAl00 and TA98 strains of Selmonella
typhirarium with and without metabolic activation at the con=
centrations tested (33 through 4000 ug/plate).

Concentrations tested: 1st Experirment: 33, 100, 333, 1000 sand 200C
ug/plate
2nd Experiment: 100, 333, 1000, 2000, 3333,
and 4000 ug/plate :

Classification of Data: Acceptable
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Title of Study: Salmonella/Mazraljian-Microsome Plate Incorporation
Matagenicity Assay (Ames Test) with Guthion
Microbiolozical Associates, Inc. Study No. T5573.501
August 5, 1987

Procedure:

1. The muitagenicity of Guthion dissolved in DM30 at seven concentrations
(33, 100, 333, 1000, 2000, 3333 and 4000 ug/plate) was evaluated by the
Salmonella/Mammelian-Microsome Plate Incorporation Mutagenicity Assay in the
presence or absence of metabolic activation (Ames et al., Mutation Res, 31:
347364, 1975; Maron and Ames, Mutation Res. 113: 173-215, 1983). Five
nistidine-requiring strains of Salmonella typhimurium (TA1535, TA1537, TA1538,
TA100 and TA98) were used in this study. Mutations were quantified on tri-
rlicate plates for each utrain by counting the His* revertant colonies after
48 hours of iacubation at 37°C. on a selective agar plate. If the compound
is mutagenic, it would demonstrats at least tWo-fold increase of the number
of revertant colonies over ths control value and alse exhibit a dose-related
increase in the number of histidine~independent calonies. The toxic effacia
of the test compound te TA100 culture were also recorded. Positive controls
and solvent control Were run concurrently with the test compound in this
stud}'.

2, The inevitra wammaliesn metabolic activation system consisted of
liver homgenate (S.9) from Araclor 1254 treatsd maje Sprague~DaWley rais
end the cofactor solution describad by Ames et al. (1975)e One ml of the
=icrosomal enzyme reaction mixture (S~9 mix) contained the follovwing compo-
nents: 8-9, 0.1 ml; O.2M MgClo/0.825M KC1, 0,04 ml; 0.O4M NADP, O.1 ml;
o.gésm Glucose-6-Phosphate, 0.1 ml; 1M NaH2FO4/KoHPO4, pH7.%4, O.l ml; H20,
050 mle

Resulis:

1. Folloving the exposure to an overnight TA100 culture with ten crp.
centrations of Guthiom (10, 33, 67, 100, 333, 667, 1000, 3333, 6667 and
10000 ug/plate) on & selsciive minimal agar plate for 48 hours at 37°0. in
+he presence asnd absenco of rat liver microsomes, cytotoxicity was detectable
in the highest concentrations tested (3333, 6667 and 10000 ug/plate — Table 1).
The appropriate maximum dose to be plated in the mitagenicity study would be
2000 ug/plate. However, this dose subsequently proved to be inappropriate as
adequate toxicity was noi observed in the initial mutagenicity assay (See
attached Tables 2, 3, &4, 5, 6, 7, 8, 9, 10 and 11). For this reason, a
second mutagenicity assay was performed with a maxirum dose of 4000 ug/plate
and appropriate test compound toxiclity was observed (Ses attached Tables 12,
13, 14, 15, 16, 17, 18, 19, 20 and 21).

2, The specific procedures for confirming the genotypes of TA1535,
TA1537, TA1538, TAG8 and TA1OO sirains of Salmonella typhimurium are conw
sidered adequate,
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3. The spontaneous revertant colonies for each of the five sirains
Salronella typhimurium were found wWithin the normal rangs of Hist rever-
tant colonies recommended by the Ames Test (i.e., W/0 59: TA1535, 10-50;
TA1537, 5=19; TA1538, 10-30; TAl00, 100-200; TA98, 15-45. w/59: TA1535,
4a26; TA1557, 5=19; TA1538, 13-39; TA100, 100-200; TA98, 15-50) (Ses
attached Tables 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19, 20 and 21).

4, The strain spscific control compounds (2-nitrefluorene, sodium
azide and 9-aminoacridine) and the positive control (2-aminaanthracene)
to ensure the efficacy of the activation system have given sirongly the
positive responses as expected (See attached Tables 2, 3, 4, 5, 6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 and 21).

5. No statistically significant increases (less than 2-fold) in the
nuber of revertant colonies for any tester strains were observed following
expasure to the test compound (33 through 4000 ug/plate) in either the
presence or absence of meotabolic activation (see attached Tables 2, 3, 4,
5, 6, 7s 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 and 21).

Conclusion:

Under the test conditions reported; the assay was conducted in & manner
to generate valid results. Therefore, the test compound, Guthion, Was not
mitagenic in the Ames Salmonelle/Mammalisn-Microsome Mutugencity Test either
with or Without metabolic activation at the concentrations tested (33
through 4000 ug/plate). The study is acceptable.
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Page is not included in this copy.

Pages :5 through &5 are not included.

The material not included contains the following type of
informations

Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
Description of quality control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label.

The product confidential statement of formula.
Information about a pending registration action.

M//,FTFRA registration data.

The document is a duplicate of page(s) .

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




