UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
: WASHINGTON, D.C. 20450

T 003640

MEMORANDU™
TO * Ky l e Ba rbe hD nn PESTICIDES A?‘(FDF"I’COEX?C'SUHSTANCES '
THRU: william Burnam, Deputy Chief fng '

Toxicology Branch
Hazard Evaluation Division ({TS-769)

SUBJECT: Dimethoate Registration Standard

The discussion below addresses some of your concerns relating
to the dimethoate registration standard.

1) Reason for Modification of the Mouse Strain for the
Oncogenicity Study:

It was agreed by Burnam and Schneider of Toxicology Branch
and the Dimethoate European Task Force that since the strain of
mouse tested by Gibel was not easily available outside of East
Germany, that a different strain could be used. Data were required
to indicazte that any new strain would have to he susceptable to
the same type of tumors found by Gibel. The meeting where the
agreement took place was chaired by Dr. Werdig of SPRD's Data
Call- In Program.

2) Neurotoxicity Studies:

The RPAR PD-1 wes critical of the American Cyanamid studies
because:

B a. O0Only 1/8 of the LDgg dose was administered.

b. The chemical was administered in the feed, which the
PD-1 stated could compromise adequate dosing.

The repeat administration of a pesticide at lower doses ia
lieu of singls dose. near the LDsg in a delayed neurotoxicity
test 1s consilered acceptable, especially since the registrant
nad been unalle to obtain protection by the use of atropine in
the acuts studies. This is consistent with our CORE Grading
System. The hens were dosed with 1/8 the LDgp dose daily for
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one month, or 4 weeks, which we certainly would consider adequate
exposure. Usually, 10 hens should be treated instead of just 6.
However, when the negative results of the study are reviewed
together with those of another study (Gaines), additional testing,
would not be necessary. This recommendation is consistent with
the opinion of the EPA Science Advisory Panel,. '

Toxicology Branch has previously been on record discounting
the need for additional neurotoxicity testing. In July-August,
1982 the Agency's Freedom of Information Qffice received a request
from the University of Saskatchewan for data which would justify
the need for additional demyelination studies to demonstrate the
neurctoxicity potential (or lack thereof) of dimethoate. 1In
consultation, the Registration Standard toxicologist (Gessert)
and RPAR toxicologist {Burnam) determined the data available
could be cornsidered adequate and that it would be difficult to
properly fill the FOI request. Subsequently, Dr. Geraldine Werdig
(SPRD} notified the Dimethoate Task Force (Ms. Lynn Gregory,
American Cyanamid}, deferring a decision regarding a new hen
neurotoxicity test,

3) Terata- Exposure Analysis:

In the PD-4, label warnings were not considered necessary.
In the Registration Standard we are requesting two teratology
studies on the technical chemical. We are definitely not requestincg
label warnings at this time since the new teratclogy studies
aren't completed.

According to Paul Parsons, Dimethoate Project Manager, the
Dimethoatre Task Force have agreed to provide an exposure analysis.
SPRD also are not r@questlnq label warning changes until the
exposure analysis 1s received and reviewed. So in answer to your
question, we might say SPRD is “pushing exposure”.

Other brief revisions suggested by you have been made in the

| <§;3@&z%4642‘4ﬂa225K‘\>

Roland A. Cessert, D.
Toxicology Branch/ﬂED (To—769)

TS-76%9:th: TOX/HED:RAGessert:-1-27~83:card 3
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Memorandum

OFFICE OF
PESTICIDES AR O TOXIC SUBSTANCES

: TO: Paul Parsons, Product Manager ,
Special Pesticide Review Division {T§-791)
THRU: Henry Craven 7/ /. 4
Registration Stardards Coordinatcr
Ecological Effects Branch
Hazard Evaluation Division (TS-769)

Raymond W. Matheny Fw/
Head, Review Scction No. 1
Ecological Effects Branch
Hazard Evaluation Division (TS-769)

Clayton Busl{ong, Chief él
Ecological Effects Branch
Hazard Evaluation Division (TS~769)

SURJECT: Dimethoate Registration Standard: Aquatic Organism Accumulation Study

An HED Registration Standard team meeting for dimethoate, called by the
HED Science Integration Staff (SIS), was held on 1/5/83. At this meeting,
Hudson Boyd of the Environmental Fate Branch (EFB) indicated that EFB no
longer had a neud for a fish acaumulation study (Guideline Citation 165.4),
due to a reported octanol/water partition coefficient of 0.5-3.2. This
rarge is quite low and thus implies a low potential for bicaccumulation.
However, environmental fate data (Task 3, Environmental Fate Profile,
8/25/82) are inadequate to determine the degree to which dimethoate
reaches and persists in fish-bearing waters, especially in light of
repeat applications. Pending campletion of these information gaps {and -
results of cutstanding EEB data reguiremants) an aquatic organism
accunulation study may be necded in the future, as is already indicated
in the Phase I. Ecolcgical Effects Data Requirements Table (9/21/32).

ames D, Fedkel, wildlife Biologist
Ecological Effects Branch
Hazard Evaluation Division (TS-769)
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Effects on Beneficial Insects

Author ID

Fraser ard Jenkins 0002648¢
Atkins et al. 00036935
Johansen et al. 00045046
Cole G0Cs59971
Johansen ard Hutt 00060625
Johansen and Eves 00460628
Joharsen 05000837
Stevenson 5001991
Stevenson 05004151
Harris and Svec 05011163
Gorecki 05012881

Studies are outlined in Table 1.

Dimethoate Registration Stardard -~ tontamget Insects

The following studies received.full review under this topic:

Table 1, Toxicity studies on beneficial insects with dimethoate.

Species

Honey bee
{Apis
mellifera)

Honey bee

Honey bee

Honey bee

Honey bee

0.1% sol:tion
caused 100% mort.
{direct appl.)

(oral ard contact

Contact LDSO= 0,12
micrograms per bee;
oral LD5C= 0.15
micrograms per bee
{highly toxic}

Contact LD50= 0,17
micrograms per bee;
oral LD50= 0.083
micrcgrams per bee
(highly toxic)

Formulation Results
Technical
Technical Highly toxic
toxicity)
Technical
Technical
Technical

Contact LDA0O= 0.16
micrograms per bee;
oral LMBO= 0.056
micrograms per bee
(highly toxic)

Author Date MRID#
Harris 1963 05011163
and Svec

Stevenson 1968 5004151
Stevenson 1978 05001991
Cole 1374 00059971
Fraser 1972 000264389
and

Jerkins




Table 1. (cont.)

Species Formulation

Results

Honey bee Technical

Honey bee 2.67 1b EC
Alkali bee
(Namia
melanderi)
Leafcutter bee
(Megachile
rotundata)
Honey bee 2.67 1b EC
Alkali bee
Leafcutter bee

Honey bee
Alkali bee
Leafcutter bee

2.67 1b EC

Honey bee 41b 2

Honey bee 37% EC

Coniawt LD50= 0,188
micrograms per bee
(highly toxic)

At 0.5 1b AI/A,
2-day residues low
to moderate in tox.
to all 3 species

-,

At 0.5 1b AI/A,

3-hr residues highly
toxic, 2-day residues
low to moderate in
tox. to all 3 species

At 0.5 1b AI/A,
residues highly toxic
through one dJday

© postireatment

At 0.5 1lb AI/A,
residues highly toxic
through 2.5 hr

"Harmful” to bees

Author Date MRID#
Atkins 1975 00036935
et al.

Johansen 1972 05000837
Johansen 1965 00060628
and Eves

Jchansen 1975 00045046
et al.

Johansen 1362 00060625
ard Hutt

Gorecki 1973 05012881

There is sufficient information to characterize dimethoate as highly
toxic to honey bees, alkali bees, amd alfalfa leafcutter bees, when bees
are exposed to direct application or to residues less than one day old.
Data imicate that residual toxicity declines to low/moderate by two days

posttreatment.,

There are presently no guidelines requirements for evaluating
toxicity to nontarget insects.
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Dimetivate Recistration Standard - Nontarget Insects

Effects on Nontarget Soil and Surface Invertebrates

The following studies received full review under this topic:

Author ID

Rartlett 05003978
Rartlett 05004148
Rartlett €5005640
Searle 05006416
Hoy et al. 05008360
roft and Nelson 05009345
Harpe:r 05012227
Niemczyk and Flessei 05012231
Teotia ard Tiwari 05013372

Studies are outlined in Table 1.

o

Table 1. Toxicity'studies on nontarget soil ard surface invertebrates
with dimethoate.

Species Formulation

Results

Parasitic wasp Technical

(Bathyplectes
curculionis)

Eleven species 4 lb/gal EC

of parasitic
wasps and
predacecus
beetles

Two species of
parasitic wasps,
two species of
predaceaus
beetles

Predaceous
mite

(Amblyseius

hibisci)

Predacecus

mite

(Amblyseius
fallacis)

4 1b/gal EC

4 1b/gal BC

2.67 C

LCS0= 0. "A3%
solution
{highly toxic)

At .50 lb AI/100 gal,
highly toxic to wasps,
mod .~highly toxic to
beetles

At .0477% conc., mod.
to high tox. to bee-
tles, high tox. to
wasps; at .477% oconc.,
high tox. to all
species

At 0.50 1b A1/100
gal, highly toxic

Azirphosmethyl resis-
tant strain showed
some resistance to
dimethoate

Author Date MRID#
Niemczyk 1975 05012231
ard

Flessel

Bartlett 1963 05003978
Bartlett 1966 05005640
Rartlett 1964 05004148
Croft amd 1972 05009345
Nelson
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Table 1. {(cont.)

Species Pormulation Results Author Date MRID#
Predaceous 25%WP . Susceptibility varied Hoy et al. 1979 0500836u
mite deperding on life
{Metaseiulus stage, exposure route,
occidentalis) etc.
Predacecus Formnulated -35% mort. after 24 hr Tectia 1972 05013372
beetle prod- =t when fed poisoned and
{Coccinella aphids. Mortality in- Tiwari
septempunctata) creased tc 73.3%
after 72 hr
Parasitic wasp Formulated Addition of oil did Searle 1964 05006416
(Pauridia preduct not reduce toxicity
peregrina) of dimethoate
Lady beetles, Formulated Pops. of all pred- Harper 1978 05012227
syrphid flies, product ators (except thrips)
hemipteran . reduced at field rates
predators,
predacecus
thrips

There is sufficient information to characterize dimethoate as cenerally
highly toxic to predacecus and parasitic insects, including parasitic wasps

ard predacecus beetles, mites, flies, ard hemipterans.

There are presently no guidelines requirements for evaluating toxicity

to nontarget insects.




Author

Johansen and Eves
Anon

Johansen

Atkins et al.
Sanford

Upjohn Co.

Clark

Atkins et al.
Johansen and Hutt
Harris ard Svec
Anderson et al.
Sirgh ard Malhotra
Attri and Sharma
Hameed et al.
Hain ard Wallner
Johansen ard Eves
Hamlen

Bartlett

Waddill

Glofke

Axtell

Torchio

wWatve and Lienk

Karg

ID

00001361
00004409
00008960
00014714
00037812
00040867
00045044
00066220
(00074043
00078515
45003871
05004376
05004597
05004909
02008194
05008989
45009588
05009955
05009995
05010079
05011413
(5012786
05014275
05020178

" pimethoate Registration Stardard - Nontarget Insects

The following studies received:abbreviated reviews:

P 4
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Dimethoate Registration Standard - Nontarget Insects

Statements for Disciplinary Review

Effects of dimethoate on beneficial ipsects

Dimethoate was shown to be highly toxic to honey bees, through oral
ard contact exposure routes, in a rumber of studies ( Atkins et al. 1975,
Cole 1974, Fraser and Jenkins 1972, Gorecki 1973, BHarris and Svec 1969,
Stevenson 1968 ard 1978.) Data from residue exposure studies indicate
that dimethoate residues less than one day old are highly toxic to honey
hees, alkali bees, and alfalfa leafcutter bees, ard that residual toxici-
ty declines to low/moderate by two days posttreatment { Johansen 1972,
Jochansen ard Hutt 1962, Johansen amd Eves 1965, Johansen et al. 1975.)

Effects of dimethoate on nontarget soil and surface invertehrates

In laboratory studies, dimethpate was shown to be generally highly
toxic to parasitic wasps, predacecus beetles, and predacecus mites
( Bartlett 1963, 1964, and 1966, Niemczyk and Flessel 1975.) In one
laberatory study { Croft anrd Nelson 1972 ) an azinphosmethyl-resistant
strain of predacecus mite showed scme resistance to dimethoate. Several
other laboratory studies showed variability in responses of predacecus
mites ard beetles ard parasitic wasps, deperding on insect life stage,
route of exposure to dimethoate, etc. ( Hoy et al. 1979, Searle 1964,
Tectia amd Tiwari 1972.)

In one field study, application of dimetlpate at field rates re-
duced populations of lady beetles, syrphid flies, and hemipteran pred-
ators { Harper 1978.) )
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Dimethoate Registration Stardard -'Nontarget Insects

References (for Disciplinary Review)

Atkins, E.L., E.A. Greywood, and R.L. Macdonald. 1975. Toxicity of

pesticides and other agricultural chemicals to honey bees: Laboratory

studies. Univ. of California, Dept. of Entomolagy. Leaflet 2287,

FICHE/MASTZR ID (00036935. .

Rartlett, B.R. 1963. The contact toxicity of some pesticide residues to
hymenopter=mus parasites and coccinellid predators. J. Econ. Fntawl.
56(5): 694-698. FICHE/MASTER ID (5003978.

Rartlett, B.R. 1964, The toxicity of same pesticide residues to adult
Amblyseius hibisci with a campilation of the effects of pesticides upon
phytoseiid mices. .. Econ. Entawol, 57(4)}: 559~563. FICHE/MASTER ID
05004148.

Bartlett, B.R. 1966. Toxici*-; &«.d ac .mtance of some pesticides fed to
parasitic hymenoptera and predatory coccinellids. J. Econ. Entamol.
59(5): 1142-1149, FICHE/MASTER ID 05005640.

Cole, J.H. 1974. The acute contact and oral toxicity to werker honey bees

of technical Dowco 290: DWC 246/74726. (Unpublished study rec'd Nov 12, 1980
under 464-563; prepared by Huntirmgdon Research Centre, England, submitted

by Dow Chemical U.S.A., Midlard, Mich.; CDL: 099724-F) FICHE/MASTER ID 00059971.

Croft, B.A., amd E.E. Nelson. 1972. Toxicity of apple orchard pesticides
to Michigan populations of Amblyseius fallacis. Envir. Entomol. 1(5):
576-573, FICHE/MASTER ID 05009345,

Fraser, W.D., amd G. Jenkins. 1972. The acute contact amd oral toxicity of
CPA7573 and Mon 2139 to worker honey bees. (Unpublished study rec'd on
unknown date urder 4Gl444; prepared by Huntimgdon Research Centre, sulm.
by Monsanto Co.; Wash., D.C.; CDL: 093848-R) FICHE/MASTER ID (10026489,

Corecki, K. 1973. <Zatrucia Pszczoly Miodnej-
- Apis mellifica L. (Hym., Apidae)
Insektycydemi stosowanymi W Kraju.
(Harmful effects of insecticides used in Pnland on the
toney bee — ~ Apis mellifica L. (Hym., Apidae.] Polskie Piso
Fntomologiczne 43(1): 201-210. FICHE/MASTFR ID 05012881,

Harper, A.M. 1978. Effect of insecticides on the pea aphid, Acyrthcsiphon
pisum (Hemiptera: Aphididae), and associated fauna on 2lfaifa. Can. Fntamwl.
1:0(8):891~-8%4 ., FICHE/MASTER ID 05012227.
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Harris, C.R., ard H.J. Svec. 1969. laboratory studies on the contact teoxicity

of some insecticides to honey bees. Pp. 165-167 In Proceedings of the Ent,
soc. of Ontario. Vol. 100. Quelph, Ont., Canada: Ent. Soc. of Ontario.
{Research Institute, Canada Dept. of Agric., London, (nt., contribution
No. 439) FICHE/MASTER ID 05011163,

Hoy, M.A., D. Flaherty, W. Peacock, ard D. Culver. 1979. Vineyard and
Laboratory evaluations of methamyl, dimethdate, ard pemmethrin for a grape
pest management program in the San Joaquin Valley of California. J. Econ.
Entomol. 72(2)}: 250-255. FICHE/MASTER ID 05008360.

Johansen, C.A. 1972, Toxicity of field-weathe..d insecticide residues to

four kinds of bees. Enviri. Entowol. 1(3): 393-394, FICHF/MASTER ID 05000837,

Joharsen, C.A., ard J. Eves. 1965. BRee poisonirmg investigations, 1965.
Report No. ~1705; Report No. 17338. (Unpublished study, incl. letter dated
Jun 12, 1973 from C.A. Johansen to A.D. Oohick, rec'd Mar 27, 1974 under
_4F1485. Prepared by Wash. St. imiv., Dept. of Entamology, subm, by Chemagro
Corp. Kansas City, Mo.; CDL: 092011-I) FICHE/MASTER ID 00060626,

Johansen, C., and R, Hutt. 1962. Pee poisoning investigations, 1962. Report
No. 10617. (Unpublished study rec'd. Mar 27, 1974 under 4F1485; prepared oy
Wash. St. Univ. subm. by Chemagro Corp., Kansas City, Mo.; CDL:092011-E)
FICHE/MASTER ID 00060625,

Johansen, C., D. Mayer, R. Madsen, et al. 1975. Ree research irnvestigations,
1975. (Unpublished study rec'd. Dec 20, 197 under 100~EX~53; prepared by
wash. St. Univ., subm. by Ciba-Geigy Corp., Greenshoro, NC; CDL=095990-E)
FICHE/MASTER ID 00045046,

Niemczyk, H.D., and J.K. Flessel. 1975. Contact toxicity of 8
insecticides to adult Bathyplectes curculionis, a parasite of
alfalfa weevil larvae. J. Econ. Fntomol. 68(5):585-586.
FICHE/MASTER ID 05012231, ‘

Searle, C. M.S.L. 1964. The reduction in toxicity of some irsecticides
to a parasitic insect bv the addition of oil. S. Afr. J. Agric. Sci.
7(2): 271-276. FICHE/MASTER ID 05006416.

Stevenscn, J.H. 1968, Laboratory studies on the acute contact and oral
toxicities of insecticides to Moneybees. Annals of Appl. Riol. 61(3):
467-472. FICHE/MASTER ID 0500415].

Stevensan, J.H. 1978, The acute toxicity of unformulated pesticicdes to
worker honey bees (Apis mellifera L.). Plant Path 27(1): 38-40. FIrHE/
MASTER ID 05001991.

Tectia, T.P.S., ad G.C. Tiwari. 1972. Toxicity of some important
insecticides to tre coccinellid predator, Coccinellia septempunctata
Linn. Labdev, Part R 10(1l): 17-18. FICRE/MASTER ID 05013372.
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1AELIORANDUM:

DATE: August 31, 19€2
SUBJECT: Dizethcate Registretion Stendard; Poxicclesy Assessuent
FRGM Rolané A. Gessert, D.V.deyg cZ/yLé a }gdé

Toxicclegy Branch, EED  (TS-T69) Q. :#J—f

THROUGH: Orrille E, Paynter, Ph.D. 'rrl('} .
Texizology Branch Chief .‘V%l 5\- (r

v

TC: Paul Parsoas; Prcject Meznager;
Dizethcate Registration Standard

Attached is the ’“orlcolog,, Section of the Registration Standardé for
Dimethoate, cemsisting ci:

1. "One-liner" summaries of toxicolegy studies

2. Charts suacwing data gaps

3. Brief Toxicclogy Prciile ¢f Dimethoate

14
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o0 STy
_4-'"; A3 1
3 Q‘\‘l'ﬁ 3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
et WASHINGTON, D.C. 20460 )
e pmert “U364¢
PN \’) N
OFFICE OF
PESTICIDES AND TOXIC SUBSTANCES
MEMORANDUM
’
TO: Roland Gesscrt

TOX, HED {TS-769)

SURJECT: Dimethoate Subchronic Toxicity Data Requirements

This is to confimm ocur discussion yesterday about subchronic data
requirements for dimethcate.

First, a 2l-day dermal study will be required, in accordance with »
proposed guideline requirements. . .

Second, a 90-day rat inhalaticn study will not be recuirsd, bhut
21-day study will, in accordance with proposed guideline requirements,
since Gimethoate has a tr.bacco use.

All other subchronic lesting requirements will stay as they were
in your toxicologyy chapter, .
4’ B . 'l"'
rPaul N. Parsons, Project Manager
Chemical Revipw mranch #2
Special Pesticicde Review Division

| —— e - e ————




BEST AVARLABLE COFY ;

Acute orel tcxicity studies ol dimethcate hav2 been rerewed by Zurnam in the
RPAR procéss. The acute oral LDSO varies frem 28 my/xz in males (stuéy by Geines,
1969. MRID COCk9330), to greater than 400 mg/kg. The laines siudy utilize
dimethoate provided iz = %3.3% elzusifisble sprey forzslation. Xeost LDSCs are in
the range of 150 - Lco mg,'kg. Unfertunately, the purity cf the zhemical is nct

stated in zcst of the reports, but texicit; is generally associzted with impurities;

and, as exemplified Yty the low LDSO =i ihe 43.5% Icrmulzticn, <oxicity zay te

associzted with the "inert"” components of the formulatizz.

Sanderson and Edson (MRID CCOS1571) Iurther surified lzicrstory s—ade dimethoate

ty repested recrystallizaticns from anhydrous ether wizz zinimum exposure <o
atmosphéric zoisture. Althcugh this did zct in any kxzowm way =ifect +he physizs-
chemical properties, the toxiclty was reduced. This zzterial rever<ed <o labeoratco=y

grade cn expcsuze to ocoist eir.

In acute oral texdicity studies in rets, dimetizcate wes :dditive -ut zol synergi

b—_

with other pesticides.

Dermal absorttion, and thus acute dermal toxiciiy, of Zimethoete Is nct zrest,

axcept as influenced Ty carriers or sclvents of the Icroulaticz.

Dimetkhcate z2r se is zct irritating to the sxin, but It Is gquite Irritazing iz th

eye. No dermal sensiitizaticn dats are availa-le cn dizsthoate.
Acute neurctexicity cdata are availatle Irom zhree latcerzicries. Zne study was
cenducted by Zdson, 1658 (MRID CCOS1£7Q) in which hens received 20 - IC a2g By 2roT

2=
~oo




inTuTaticn weexly for 3 wesks, The nens InCwes TORIT sigms 2l cacolneloarssy
dewressicn, bud recovered in U 7o I “u.3 2lier 23cn trestzent and shisved - -Ing

of Aemyelization. They were nct afcrepsics, ol wes a zistepeinslngicozi «onarl. 2l
performed. A sezond study conducted in 2 parws by Americen Cyaneaid Co. ~zve

aberrant results in controls in the Iirst sart, bSut wes negative upnn repgestisg.

third (;creening) study conducted bty T. Z. Ceines at the U.3. Jetional Ccmmunicsable
Disegse Center Toxicology Laboratory was negative, aliZcugh risicpathclogy was not
conducted. While none of these studies were conducted in sirict accordance with the

propvesed guidelines, it is btelieved they adequately dezcastirste dimethcate 15 not

neurctoxic.

[ BEST AVAILADLE CopY |

2. Sukchronic Effects

Subchrenic oral feeding studies in the rat and dog produce red tlcod cell cholin-
egterase depression as the most sensitive indicator of toxicity. The LEL for re
blood cell cholinesterase depression is 10 ppm In the Ierg z2nd SC ppm in the rat.
The highest dose in the dog, 3CCO ppm, preduces no obeservetle eflects other than

he afcrementioned chollinestersse effects. Iz humen studies (MEID CCOS336hk) 2.5 mg,
9 =g, and 18 mg daily fcr 3 weeks were without = fect in croducing chelinesterase

éepression.

3. Caronic Effects

A chronic rat feeding study corducted by the’

Institute of Nutrition in Berlin (Accessicn 2353501; YEID ICC6356%) egtabli o4 a

b n

cholinesterase NCEL of 1.0 ppm Ior 2 years. lack < <Zezailed data crevent

egtablishment of a2 histcpatholcgical TIOEL 3nd cncogeniziiy.

Cncogenicity studies in Osborne-Mendel rats and 26C3T =ice =y (I showed dimethoats

to te non carcinegenic. However, Cerman studies 1. Wizzar rets Ty Iitel

(1]

* al
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culay sousss of adminlstreiion. I AT ziz2 rearsd periuituccusly twiie g mes
for & weeks Titel orgerved umetanizsia iz the gpleen wiih esrophy i white iz =nd
diffuce myelcid proliferaticn in <he reof rulpn, Zecruse of lirel's findings
additional oncogenicity studies zre recussted.
A s AN~
ges
mr AVAILRDL: £
L. Reorcduction e e

The American Cyanamié Co. zonduczed a Z-zeneraticn reoroduction study In CTL z=Tei:
alhino mice and saw ns adverse eifects oz reprediciion 2id zo ierzta., (1975,

MRID COCL3215). The ICEL was 3T rrm.

However, 2udreau arnd Singh (1272, corduszzd a S-gemeratisn reproduciicsn siundv 1=
Charles River (D-1 mize wizh 4ime=hoate 1= drinking wewer. AT 1/9 the 1D
they saw reduced matizg success znd incressed reproducticn iize, 3nd 2lso =z reSuces

survival rzte in gemneraticnis I, 27, V. AID 7, They alze ttserved reducel Tk

rate and increas

{g
'y
[+

3

Tz mor=ality.

Inmbryctoxicity was seen in aocuse studies Ty Scheuller (1777, &

'd
Ll
b

Ay :/. 't-;

pre-implanztatiocn Interferezce wiz embri2 ievelsrment.

In teratcgenicity studies wiith 8 -7.3% iizethoate Zormulzticz in Vistar rets, Them

2
Y
ot
.(D
i
]

137C) ctserred decress welz~t zaln wizh a Zb =g/xz frroulesiczn 1.3 =zoes
imethoate). A% 12 and 2k 2g formulatizs g (5.7 and 117 oz/%g iizethcoetz Trers
obserred zn izcrease in nustersg o gpcmzlius litters apd wavy rithed Sstusss.  The
NCEL was 2 =zg/kg formulatizn {2.Z ng/}c.; iizetheate!.

Since these <ests were perisrmed vith <ze :7.3% fimethceze Zcrmulstion, adiizizzal

tegting i3 indicated <o de-ermirne 1f <he 2ifects were Zue <2 =he Zime<hoat: <= =2

[$%]
~1

H 1 pre 3 < - & oy —— D e
the izners ingredients of <ze form:latics.
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Ames test iz Saluocnella stre

In muagzeniz tests, dimethoete showed aegative is the
but weakly pezitive ia 4we Z. coli streins. (Accession 234501; MEID CCCE33SE).
T4 a noouegedizted assay conducted by Jsia Esni et al, 1680 (MRID C5020182)

Afmathezte was pesiiive with a mutaticn facior of 3.4, (P ) 0.C9).

vasl T

A Grminsnt lethal test in the mouse by Gerstengarte {1575) showed 2n incressad

- e b -
ahsormiion rate and zutaticn Lzfex.

o e
o

The following data gars are ccasidered Yo exist with dimethoate “echnicel chemicsl:

1. Derzal sensitizetion

2. Onccgenicity Studies:

N\ AL - A e Bibe Ien s R 25 WS S L
a; Z-year rat - ¥istar strain (tecadse o Zltel Tudy!

b) 18-month mouse - of a strain suscepiible <o same iumcr <rTes as mice
used In Gitel study

3., Terzzology studies in 2 species of laboratory znimals. Fcllow sropcsed zuide

L, Mutzzericiiy 3ifudles:
~ s - o . 14 : - -
a) 3pizdle effects studies [in-vivo tone marvow cyscgensToz study).
%) Dominant lethal study in mice.

«

Tene.autazicn study Iz mammalian system.

TCLERAICE 2EASSESSMETT:

Tolerances for dimethcate, izcluding 1is oxygen esnalog, are esilatlished in

Lo ¢7R 1ic.2Chk, as listed in <ie attached computer printcut. The icceptable Zaily

g

Intake (ADI) is 0.022C0 z=g/xz/32y, and is “ased cn *he human cholizesterase izmhibizion

NOEL of 2.2C0 mg/xz/éay {estatlished ty subchronic Zaily dosing) 2z a safesy fa
of 10. The Maximum Permissitle Zaily Intake (MPI) ‘s 1.20C =mz/Cay ‘tased zn 2z <7

body weizht person). The Theorstical Maximum 3esidue Contribuzicn TMEC), -ased

~
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