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Pilct studies for a 21 day dermal toxicisy study in rabbits were
These will be reviewed when the corpleted study is received. Ve
or unreaconable adverse effects in “hese studies.

Two =utagenicity studies were reviewed by Dr. Chen; these are at:
was —o evidence of mutagenic activity in zither of these Ames X

hs -

éttachments

CcY

) -
| 00504¢
! .
;' M PESTICIOES Aorcg;‘:oex?gsyﬁfnm
! .
MECRANDIM
; -
0 i Y. Jacoby, ®M # 21 -
Fungicide-¥erbicide Branch z-
Registration Division TS-TETC .
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Subject: Chlorothalonil: EPA ID # 5053Lk~T; Review of additional toxicity data
subrtted in respornse to the Registration Standard.

submitted.
notes no anusual

. There
1 assays.

2te the effects of proYencid on <he renal tubular
3 -

before commentinz
ve urinary

A pilot study desigred to elucid

excre=ion was submitted., We will awais receipt of the full study

fully; however, the resulis suzgest that probenicid inhibits ae=:

excratiomof chlorothalonil metazrolites. We have attached the sTonsor's abstract
- of this study.
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. Salmonella/Mammalian-Microsomal Plate Incorporation

Asszv With and Without Renal Activation wW-th 2,5-
Dicrhioro-4,6-Bismercaptoisophthalonitrile {SDS-3339)

$DS H3iotech Corp. Document No. 694~-5TX-85-0042-002
(Aut-ors: ™. Mizens, J.C. Killeen, and J.A. Ignatoski),
Octeouer 22, 1985. Accession No. 2603841

Objective:

To evaluate the mutagenicity®of SDS-3939 (a
potential metabolite of Chlorothalonil) in the Ames
test W~ith and without renal metabplic activation.
From the previous toxicology studies, one of the
targ=t organs for Chlorothalonil has been shown to be
the kidney. Thus, rat kidney microsomes ware used to
better relate the results with this target organ.
Although this is not required by the Chlorothalonil
Registratinr Standard, this was c<onducted to better
understand the potential effects associated with
metazolites.

Proczdure:
The mutagenic activity of $DS~39239 dissolved in
acetone at predetermined concentrations (I.e. 100,
500, 2500, 5000, and 10,000 ug/glilate under the
activated assay system and 40, 2306, 1000, 2000, and
400C ug/plate under the nonactivzted assay 3ysten)
was =valuazted by the Ames test (¥ytation Res. 31:347-
364, 1975} in the presence and azsence of =2xogenous
metanolic 2ctivation derived from Fischer 244 rat
kidneys. Five histidine-requiring strains of Salmonella
typhiauriun {1'Al1533, TA1537, TA1338, 'TaA98, and TAl00)
were osotained directly from Dr. 2ruce Ames. All
cult.res were harvested by monit-rning opticzal density
prior to testing (1 to 2 x 10% cells/mL). The in
vitrz mammalian metabolic activazidon system consisted
nf «..dney microsomal enzymes (S¢ Romogenats) from the
Aroclor 1254 induced male Finches rats and cofactor
soluz:ion cdescribed ny Ames. Mutztions wer: quantified
on triplicate plates for each strain 5y csuancing His*®
revercant colonies after 48 hours 5f incubation at
37 ®72 on a histidine deficlent acar. [f tne compound
is m.ragenic, it would demonstraz< at least twofold

incr—=ase sver the control value zim also exhibitad a
dose-relatzd lncrea<e in the anumser of hiszidine-

inden:ndent colonies. Positive ontraols znae sclvent
con:r:l weras run concurrently wiztn tne test aompound
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Results: &
(A) Preliminary Cytotoxicity Deternination of sDps-3939
L J
; W/Renal Activation °  W/0 Reral Acrivatinn
: TA100 Colonies/ .. TA100 Colenies/
Treatmbnt Plate : Plate
i ] ,
Aceton? 50 ul/plate 196 .e 85
SDS-3939 10 ug/plate 113 98
3 33 do. 33 o 2102
i 67 do. 85 - 25
§ 100 do. 22 * 94
333 do. 99 L 34
667 do. 82 ; 91
1000 do. 102 35
: 3333 do. 109 - 60*
6667 do. 116 34
b 10,000 do. 90 0

*Staﬁ:ing point of toxicity ®o the s=rain TAI00.

Cytotoxicity Findings:

were sclected as
nonactivated assay and

+
(B) Maan Number of 4is Revertant Colonies per S{ate

~ne activated assay.,

for

the

3ased on the results of this
preliminary toxicity study with various concentrations
~f §DS-3939 with and wiczhout metabolic activation,

' ~he concentrations of 4000 ug/plate and 10,200 ug/plate

the maximum concentrations

respectively.

Per Plate TAS8 TAICO TA1535 ~A1537 TA1538

Treatment Conc, -59 +59 ~59 +59 -59 . +S9 -59 +S9 -39 -y

Acetone 59 ul 16 0 . 8 104 15 14 3 i3 7 -

Positive Controls

2-Nitroflucrene 5 ug  63T* - - - - - - - 956* -
Sodium Azige 5" - - 1051~ 1001* - - - - -
g-Aminoacridine.. L7501 e - - - - - to- 506% - - -
2-Aminoanthracens 4 " - 26542*% “o- 1237% - 2z - 415 - 1923*

- —-50$-3939
do. 4n 24 - 32 - 17 7 - - 5 -
do, 200 " 17 - 7 - 20 - - 3 - 10 -

{ do. 1606 19 - 1cz - 17 .- 3 - 2 -

‘ do. 2506 13 - 3% - 16 1 - 3 - 3 -
do. 4000 19 - as - 3 " - 3 - 3 -
do. 1806 - 3z - 10?2 - 9 - 3 - ]
do. 50y " - za - 04 - T s - 23 - '3
do,. 2505y " - 25 - 310 - coiz - 2 - "4
<0, 560G " - 51 - 110 - 17 - 15 - -
40. - 10,000 ¢ - ] - i - o2 - T - 2

*Signitican”ly 4ittarant trom The solvent control: jreatar than twotnid increase 2sver "ne 3ol sant contra:
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Evaluation:

Under the test conditions reported, the assay was conducted
in a manner to generate valid results. SDS-3939 [30.5% purity)
was not mutagenic in the Ames test either with or without renal
netabolic activation at the concentrations tested. This study
is acceptable.

Findingss

1) The spontaneous revertant’colonies for each
of these five strains of Salmonella typhimurium
Jere found within the normal fange of His™
revertant colonies recommended¢ by the Ames test
{Mutation Res. 31:347-364, 197?).

2) The strain-specific control compounds (2-
nitrofluorene, sodium azide, and 9-zminoacridine)

and the positive cont=ol comp®und to ensure the
¢fficacy of the activation system {2-aminoanthracene)
have given the strongly positive responses as
expected. .

3) No significant increases in the number of
revertant colunies for any test strzain were
observed following exposure to the zast compound
(8DS=-3939) in either the presence or absence of
metabolic activation.
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Salmonella/Mammalian-Microsomal Plate Incorporation
Assay With and Without Renal Activatjon with 5-(2,4-
Dicyanc—-3,5,6—-trichlorophenyl)glutathione {(SDS—-66382)
SDS Bictech Corp. Document No. 694-5TX-85-0043-002
(Authors: M. Mizens, J.0. Killeen, and-J.A. Ignatoski),
June 24, 1985. Accession No. 260841 .

Objective: . |

To 2valuate the mutagenicity of SDS-66382 (a
potentizl metabolite of Chlorothalonyil) in the Ames
test wizh and without renal metabolic activation.
(Also, s2e the reasons for using renal activation in
this sc.dy described in the Ames test with SDS-3939.)

Procedur=a: .

The procedure used in this study was identical
to that Jdescribed in the Ames test with and without
renal activation with SDS-3939. The following five
concentrations of SDS-66382 were selected for the
mutatior assay both with and without -activations:
130, 502, 2500, 5000, 190,000 ug/plate.

Results:

(A} 2reliminary Cytotoxicity Determination of SDS-56382

W/Renal Activation W/0 Renmal Activation
TA100 Colonies/ K TA100 Colonies/

Acetone 0 ul/plate 82 . 83

SDS-66382 0 ug/plate 80 N 34

53 do. - 106 00

- 37 do. - 24 - 93

-~ 20 do. 83 01
3 do. 82 99

57  do. - 83 35
10 do. 83 . - 00
3 do. .79 . 77
6637  do. 70 : 104
10220 do. 72 . 72

- 2
S

o3

Findings: Because of a lack of toxicity, the maximum
dose lev:1 of the mutagenicity assay Was selectad to

be 10,00.; ug of SDS-66382 per plate with and wi=zhout

metaboli: activation.
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(B) Mean Number of His Revertant Colonles Per i"late

Treatment| Conc. TA98 TA100 TAI%25 TA1537 TA1538
Treatmen? Per Plate -59 +59 -S9 +S9 -59 235 -59 +59 -59 +59
i v
Acetone | 10 ul 17 25 80 95 29 - it 5 12 9 19
Positive Controls .® ;
2-Nitrofjuorens 5 ug  820* - - - - - - - 1374*% -
Sodium Azide 5 do. - - 1095* - 1058% & - - - - -
9-Amincapridine 75 do. = - - - - - - - -
2-Amincanthracene 4 do. -  228'F% - 2466* -2 - 560% - z295%
SDS-66382 100 do, 17 29 85 92 22 - 13 8 n 10 19
500 do. 14 27 13 86 22 14 10 16 13 17
2500 do. 12 27 78 88 21 - 18 8 11 9 11
". 5000 do, 18 19 55 70 24 13 13 7 8 15
‘, 10,000 do. 10 23 57 58 21 20 5 9 10 1
i
25ignificantly different from the solvent control: greater fthan twotold. increase cver the sotlwant controil
value,
' Findings:

1) The spontaneous revertant colonies for each
of these five strzins of Salmonella typhimuri-:
were found within the normal range of HisT
rovertant colonies recommended by the Ames test
(Mutation Res. 31:347-364, 1975). : .

2) The strain-specific control compounds (2-
nitrofluorene, sodium azide, and 9-aminoacricine)

and the positive control compound to ensure tne
efficacy of the activation system (2-aminocancnracene)
- . have gyiven the strongly positive responses as

-~ expected. ; - -
3) No significant increases in the number of
revertant colonies for any test strain were
observed following exposure to the test compcund
(100 through 10,000 ug/plate) -in either the
presence or absence of metabolic activation.

Zvaluation: . «

The assay was conducted in a2 manner to generate valid
results. SDS-65382 (97.5% purity) was not mutagenic at the
concencrations tested either wita or without -renal metabolic
ac-ivation. This study is acceptable. -
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Page _is not included in this copy.
Pages Q\§ through Q\ are not included.

The material not included contains the foliowing type of
.information: . ‘

_____ 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 drafﬁ product label.
The product confidential statement of formula.

FIFRA registration data.

The document is a duplicate of page(s) .

f Information about a pending registration action.

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.




