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ACUTE ORAL TOXICITY

Obiective: T determine the acute oral toxicity produced when a test
material is administered by the oral route (gavage) to rats according to
the U.S. Environmental Protection Agency's Guidelines for Testing
Pesticides and Towic Substances.

Te=t Materi1al: T-4N1¢
Phusical Description: Thick brown liquid
Pitrita ancd Stahilito: Snonens assumes respansibility for aurit ons
‘ stability determinations.
Tezt Arimal: Young adult male and female albino rats of the Sprague-
Cawleu strain were procured, maintained by sex 1n group cages in
temperature- and humidity- controlled quarters, provided continuous access

to Purina Radent Chow and water, and held for an acclimation period of

at least 77 days.

Grelimated animals were chosen at random for the study. Test animals
were housed by sex in groups of five and identified by animal number and
corresponding ear tag. Fond and water were available ad libitum

throughout the study, except for an overnight period 1ust before test
material administration whern food, but not water, was withheld.

Feszon for Species Selecticn: The rat is the animsl classically used due to
1t= small size, ready awvallability, and large amount of background data.
Methmd: Fiuve male amd five femzle rats weighino from 207 o 207 g uwerc

ueed for a single dosage lewel of 5.0 g kg.

Frepsration and Admiristration of Test Material: An individual dose
was rcaleulated for each animal based upon its fasted body weight
and asdministered undiluted by gavage.

The drse wvolume of the test material was 4.62 mlskg of body weight based
upon an awverane bulk density of 1.08 gr/ml.

FReasorn for Royte of Administration: Thiz is the method for administering
& known guantity of test substance and has been the route of choice
historically.
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and mortality

The animals
twice
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clinical si1agns
administration.
clinical si1gns and

The animalsz were obserwved for

Dhesruvat 1ons=:
at 1. 2.% and 4 hours after test material
were nbserved daily thereafter for 14 days for

dailw for mortality.
administration.

material
study termination.

weighed just before test
days and at

wWe re
were weighed again at

Al animals

Surwviving animals

At study termination surviving animals were euthanatized.

which died during the study or were euthanatized recei1wved a gross
and all abnormalities were recorded.

Fathologu:
Arimasls

necropsy examination
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SUMMARY
Teet @nimal: Albino Rats - Sprague-Cawley strain
Source: Charles River Laboratories, Inc., Portage MI
Date Amimals Received: 1222786
Method of Administration: Oral Gavage

D 1-""22/"8?

(late Test Started: 01.708-87 Date Test Completed:
Fztimated Oral LD50: Male - Greater than E.D g-kg f body weight
Femsle - Greater than 5.0 g-/kg of body weight
Dosage Level Average Body Weights (g) Mortality (Number
(grkg) Initial Day 7 Terminal DOead Number Dosed)
Male c.0 284 325 361 N %
Female c.0 2409 24 234 1-%
Clinical Sians
Hours Davs
1.0 2.8 4.0 1?2 2 4 B4 oo 9 e 11 10 12 1
Males

Appeared HNormal 4 4 4 c S s e c = © 13 c s s c = c
Humoact 1011y 1 1 1 0 0 0 3 0 B D D 0 0 13 1] 0 0
Fed-stained face 1 1 1 1] 0 0 0 0 ) D ! f 0 0 0 U {
Evrescsive saliwvation

0 0 1 ] 0 1] i} 0 0 0 G 0 0 0 0 0 1]

Females
imemmred Maorma x 2 2 Z 4 4 4 4 4 = 4 4 4 “ -
Hounmseot 1wl tae 1 1 1 2 1 1 0 0 0 0 i ] G 0 0 0 0
Fed-stained farce 72 2 2 2 1 1 0 0 0 0 0 N 0 0 0 0 0
Fucessive
saliwvatinan I 1 2 n o 0 0O 0O 0 D 0 0 0 0 0 0 0

Ataxia ] f 0 0 g 1 0 0 0 G D 0 0 1 0 0 0
Friaciat ion D 0 B fl 0 1 0 0 0 0 0 0 0 0] 0 0 g
Neath {i 0 0 0 0 1= 0 0 0 0 0 N n 1] 0 D 0

* Found dead 1n p.m.
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Necropzsy Comments
Cromash contains dz b -Crown,
firm, rubbery, porous material.

Stomach - contains dark-brown .
firm, rubberyw, porous material.

Stomach - contains dark-brown.
firm, rubbery, porous material.

Stomarh - contains dark-brow .
firm, rubbery, porous materi~l.

Stomach - contalns dark-brown,
firm, rubbery, porous material.

Stomach - contains dark-brown,
firm, rubbery, porous material,
ulcerated areas on nonglandular

Drj""f_ Yo

Stomach - contains dark-brown,
firm, rubbery, porous material.

Stomach - contains dark-brown,
firm, rubberw. Dorouz material.

Stomarh - contsainzs dark-brown,
firm, rubbery, porous materayal,
ulcerated areas orn nonnglandular
portinon. .

Stomach - contains dark-brown,
firm, rubbery, porous material,

arnd exhibited diffusely red areas
on glandular peartion, and ulcerated
areas on olandular and nonglandular
portions. )
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FPeferences
1 Hiteh, R.K., "Acute Oral Toxicaty Study." Pesticide Fssessment
Suidelines, Subdivision F, Hazard Evaluatinn: Humarn and Domestac
frnimals, U.5. Environmental Protection Agency Office of Pesticide
2nd Taxic Substarnce Series 81-1, pp. 34-39, November 1%32.
A a1 CCR FQ (Ihmjted Crztcos Focd zrd Drung Admiristrztion's Cood
Laboratory Practices Regulations for Monclinical Laboratory Studies?.
DHHS Publicatiorn No. (MIH 85-23 198%) Guide for the Care and Use

of Laboratory Animals.
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