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Counter 155 Soil Insecticide, KC-571005 Si{tert- pati July 22, 1974
butylihicjrethyl] C ,G-dietsyl phospnorodithins® 2. .-
and its chclinestéréﬁé'{rhifﬁafng retaboiites ¥
or on corn focder, ‘grage and corn agrain at 0,05
spm (regligible residues). . :
) /::"( e -

v, Lee Terbush, rCLing Chief
Coordiration Eranch
Registration Divisicn (H-E67)

pesticide Petition ilo. 4F1496 LT A~verican Crans~ig

malated Fetiticon: 361340 . ' crinceton, . J-
Toxicotonical Review : ‘ : )

Data submitted in support of the temporary tolerancn in 7F #35134C
were reviewed by w_.E. Parkin, 2/6/73, and by 2. L. niiver, 48/2/73.

Hew toxicity ¢ata submitted in suppert of tre permzrant toleranca

1) Acute Texicity of Sore of thz Metobeiites of CL-E7i0d

Species - Study vetabolite 1050 Signs of Texizivy

. ° . ——— .
- ¥ouse Acute Oral CL 202,474} 2530 ma/xg Hone R
* oo "oeoCL 202,1332 5000 mg/g Diuresis; dys nes

. . prosiration

u u " CL 202,134% 3970 mg/xg Djuresiss convil-
) sicns .

" et 202’135# 3570 mg/kg Diuresis, wctor
ataxia convalsinr:

T CL 202,474

(tert-buty?su!finy]) Tmatny.sul:inyl ) athens
2 CL 202,123 - Bis(tert—butyisu1finyl) methanelmira! isamers)—-i#lﬂaAA

3 CL 202,134 Tert-buty](tcrbuty}suifiny‘.) rethyi s1foxide -¢ 32l H

1

Bis(tert-butylsulfinyl)methune — #9998

1

5 CL 202,135
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- and basophils were noted with ecu

Sixty lew Zea nd whitc rabbits were rerde

001513 .

1y assivned ©o osoven ¢vouDRs:

1 (17 rebbits}, and six test groups sach cons'singof eight

animals. #C-92100 (Technica® fradz) ves applied daily, & <ays each

-

woek for 3 consecutive weeks =i dose levels ranging frem C.C04 to-0.10
ma/kg to the shaved trunks (intact.and abrided) ¢f the rabbits in 3
tost groups. Three cther test arcups received the AC-92770 (Final

Forrulation) in doses ranging from .2 to 5.0 mc/xg in U
g <

‘o same regimen.
b

Control ratbits recefved the cern oil vehicte in a 1ike maaner:

Results of 7ood and water intake, elimination, and generai behavior

revealed ro adverse and/or pharmacologic effects.

Urine analyses resulis for all rabbits were within nermal limits.

Hemagrams for all c¢roups were ctompa

1e and within normel limits.

reb
Slight deviations including P/L shifts, end increased eosincshiis
f

“equency awong ail ¢roups.

The édema and erythema scores Tor eash conirol or test animil were
recorded dasly. T2 resuits indicated that azpiicaiisn of AC-¥ZiC0

ancd

(Technical Grade and Final Ferruiacion) to the ipiact arc abracd
shaved trunks of MNew Zealand while rabbits producad very siight
edema and erythema, winich generally abated by terminatic- of the

study.

.

lo vnusual pathoiogical fincings attributable to treatient with test
materials were found. However, deaths occurred in three males and

three femals civen Fingl Formuiatiorn of AC-CZ1C3 at the |

- dosage level (5.0 ma/kg/day) within six to twenty days ¢ uc)

vighest
f stucy.

‘Me are unable to estimate 2 no-effect ChE irhibition level, since
ro blood or brain Cht deterriretions were made.

3) 18-Honth Carcirogenicity Stucdy of AC-G21CT *n

“#ethods

AC-22100 vias administercd to groups of 7
River CD-1 mice =ach at leveis of 0, B.F
for 18 months. Observations were made d

and body weights and Tood consympticn va
intervals. .iice viere housad & per cage.

5

a
1

“ica - {Final Repori)

male and 75 f=male Charles
2.0 and 8.0 pun in the diet
ity for signs of- toxicity
ves were cotained at suitabie
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Five riales am five fur
nistopathcliogical exaw
kitled at 18 ~onths ant

age 3 - VPP lio. 4F14%¢

Mortality, body weig
ccmparable between trea
alopecia and signs of disturbed balanc
and were attributed to an epizodtic in the col

ing exophthalmios,
in some animals; this was ncted in botn co
A similar picture was noted in the two year rat st
reviewed by D. L. Ritter, 4/2/73, PP #351340.

n

i

»s from each control ¢r
tion 1t nine menths.

i
ouz

ere killec

the following organ: wore exeninec:

Lymph rcde
Mammary gland
{inguinal}

-Bone Harrow

Urinary bladder (including neck)

Tissues Fixed for Histological txemineticn
Adrenals (2) lierve
Rorta Pancreas
Brain. Pituitary
Eye Prostate .
. Bonad Salivary gland
Heart (with <.ronary Skin
vessels) Skeletal muscle
Intestin: Spinal cord
colon’ Spleen
duodenum Stemach
“ileum Thyroid
~xidney
Liver Uterus
Lung Gross lesions {inc
section of norma

portisn of same
Tissue masses

Nurber of Animals Examined Histologicaliy

Heart, kidney, liver and lung examined from

15.males and 15 females of all dose ievals.

Compleie histopathologic examinztion perfeivzo

on 15 males and 15 females of control and

high~dose groups.

Results

ht gains and signs of syst
ted and contrcl groups.
e {otitis redie?) were simiiar
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for

Rere (ning rice were

emic toxicity ware
Tho aprearance of

of particu1af interast was the appeerance of severe
corneal cloudiness and opacity and

eye effects incluc-
ruplure of the eye
ntrol end trcated animals.
udy interim report
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Incidence of neoplasis was similar between trea

Conclusions

AC-92100 does not induce neoplasia in laberatory mice when Ted in the
‘diet at leveis up to 8.C ppm for 18 menths. :

4) Twenty-four-Month-Ret Feeding Study - 18-Fonth Status Repert

No raw data are submitted; petitioner concludes

HEL is 0.25 ppm AC-52100 in the diet based on

review of this study awaits final data,

~

E) Three-Generation Rat Reproduction Study

AC-92100 was administered to three successive generats
rats at dose lewels of 0, 0.25 and 1.0 ppm in the diet. The three
generations vere mated once, twice and once respactively, accorcing
to the follewing design: . .
Fg 1st !
parents — Hating —— Discarded .
. . { .
F1a Ist 2nd V
* o Offspring—— Mating > ating .———> Discarded .
Fou : L
: Offspring -
Discarded , .
At Yeaning ; .
. . v
Faa st .
Of Tspring——— Hiting—-——a Ciscerded -
F3a Lo
Offspring .
Necropsied
At Weaning

Che dnhibition. A full

ted and contrel groups.

that the demonsirated

[

-

ons of Loro-Evans
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. AC-9210C in the diet in rats,
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Observaticns were mace daily for sians

body weights and feed consumption weva determincd av

T

n— -

001513

of toxicity and woriatity, end

suit.bie interval

w

Gross necropsy was performed on a1l 2nimais dying sponiareously {o0lder
than 14 days) and on moribund animals and Fqy offspring at weaning.

Litters were culled to ten pups each, where possible, on day 4 fotiow-

ing parturition.

Indices of Reproduction were determined (See Tabie 1.

Results

Fortality was not affected by treatment. Body weight-gair values weare

increased in the treated groups wnen compared tc conirois; this was

repeated in the food consurption values.

No untoward effects were noted in gross patholozical fincings.

Irdices of reprocucticn were rot appreciably altered by treatwent.

-

Conclusicns

[C-92100 failed to have any adverse effect
when administered in the diet over a three
at levels of 0.25 or 1.0 ppm.

Discussicn

AC-62100 is a potent ChE inhibitor as shown by acute and subacute cats .
3/7/73, Temporary Perwit ST-100; 241-EXP-X, R. P. .

(e.g., see review of
‘Schmidt). Principle danger appears to te
and eye contact. ‘
The chronic KEL for ChE inhibition appears
however, Ve

in yits or their offspring .

-g<uzration broeding cycle

both from ingestion and dermi:

at this time to te 0.25 ppm
await Tinal resiits of the

orgoing "two-year rat feeding study menticnad ahove hefore makirg any

final judgment as te this.

C8 has previcusly concluded that this use
essentizlly "no-rasidue”

tolerance (memo of W. S. Cox, </6/73, PP

- Recommendation

of AC-97100 rzrulis in an

situztion in connecticn with the temporary

o, LG1340).

we recommend that the proposed tolerance for combined necligible residue

of the inseciicide SI(Tert-butylthiojmethy
oate and its cholinesterase-irhibiting metaboiites
fodder and srain at 0.05 ppm de established.

110,0-dimethyi phosphorodithi-
in or on corn forage,

/
=
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by Ye must have the finel results of the rat two-year freding study before -
2 any non-negligible residues telerances could be estabiishcd,
e .
ke ve defer to CB the guestion of secondary residuzs in weat, milk and
B eggs, and in corn byproducts such as 0il, syrup and meiasses.
¢ i : . “
R Ve also defer to CB as to whether this use of AC-92100 5%i11 consti-
IR tutes a “"no-resi uis? 2F7::face residue” situation.
bs i T / ’ '
o A ‘ 41, L
- \\;&}}\,U,D“ x \,'.,{/ VR /9 S /’) {/
et =~ ~is !
LY Pavid L. Ritter, Pharmacologist
o Toxicology Branch . : -
‘Registration Division (HM4-567)
cc: ) ) :
o » !
© EEB .
i Div., File ;/// : .
A-v': BY‘. Fi.’e ) . ) . ) . ’ '
e PP o, 4F1496
%4 . . DLRitter/ccw 7/22/74 _
S R R/D»Init: chHWiliiams : : .
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