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1.

Summary

The acute oral toxicity screen with T-3066CoC was conducted from April 2,

1981 to May 14, 1981 at Riker Laboratories, Inc., St. Paul, Minnesota using

male and female albino rats ranging in body weight from 157-289 grams.

The test article was administered by gastric intubation at dosage levels of

5,000 and 500 mg/kg body weight with mortalities of 7/10 and 0/10 respectively.

Untoward behavioral reactions were noted only in the 5,000 mg/kg dose group

animals and consisted of hypoactivity, lethargy, prostration and diarrhea.

The onset of the reactions occurred from 120 minutes to 1 day post dose and

all reactions subsided by day 4 or death precluded recovery. Body weight

gains were noted in all animals which survived the 14 day study period.

Necropsies performed at termination of the study revealed no visible lesions

among the surviving animals while hemorrhage of the gastrointestinal track

or lungs were noted in all animals which died acutely. The approximate LDSO

Of T-3066CC is less than 5,000 mg/kg and greater than 500 mg/kg in fasted

male and female albino rats.

Introduction

The objective of this study was to approximate the acute oral LDSO of

T-3066CoC in fasted male and female albino rats. This study is not regulated

by the Food and Drug Administration's Good Laboratory Practice Regulation of

1978, although the standard operating procedures of this laboratory adhere

to the general principles of this regulation. The raw data generated by the

Study Director and the final report are stored in the conducting laboratory's

archives.
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vathos ang resusee

Young albino rats® were used in this test. All animals were held under
Guesantine for several days prior fo tasting vith only snisals which sppesced
So be 40 3008 Bealeh nd suitable as test animals at the dniciaion of the
stuey used. oe sats vere housed in suspended, vire-sesh cages in sempesatie
ane hemsatey conteetied rooms and permitied a standard laboratory diet
Pius water a8 Libteum except Qusing the 16 = 20 hous period immediately
peter 0 gastric intubation when food vas vit.

Groups of five sale and five female sats vere administered the sest article
at preselected dosage Levels. The doses were administered a¢ a constant
volume of 10a1 /45 directly into the stomachs of the rats vaing a hypodermic
syringe equipped with a ball-tipped intubation needleS.

Atos gustric aamintateation of the test article, the xase vere secumed
to thetx cages and observed for the following 14 Gays. Initial and fined
Body weights, mortalities (Table 1) and adverse reactions (Fable 2) vere
Secorded. A necropsy vas conducted on a1) animals that dled during the study
a0 VELL 5 those euthanatized st the end of the 14 day absesvation period
(Rabie 1). he protocol, prizctpal personnel involved in the seuty,
composition characteristics, and Quality Masuance statement are contained in
‘appendices I-71.

§Curios niver aceeaing rasorscories, inc., Wilsingion, a© maior Purina Tiborecory how, Katiton Purina, 5 Toute, wissourt©Dorper and Sons, Ince, Wow Ps Fash, ow Tom

600363



. maze 2 .
ACUTE ORAL TOXICITY SCREEN - ALBINO RATS

vith 7-306800c
Mortality, Necropsy and Body Weight Data

Emm EREeTbose ®  atmad Test Day mime) Jumper pend Pezcent(Pag) sox hmmr 0 ia meermetes besa
soo nw men a a oe) srs 100

1R2613 267 Q pay)
1R2614 289 (4 Days)ees se a oan)mae se @ map

soo roams au @ bays) ws ©masse am @ pays)ims a 52ims 3 250ise oe

500 M  1R4113 23% 320 0/5 o !mee a 2slas an 20ale om snna a 5
so ramos es ne ors °Ino: ier mnlnos ie iTnaoss 1s 151Taos 197 20

/

FE
Note: Figures in parenthesis indicate time of death.
2 me est article vas scninistersd as a suspension in cottonseed oil”
The acute oral LDSO is less than 5000 mg/kg and greater than 500 mg/kg in fastedaie tna female sining rate.
NecropsySeCopsY of the anisals which died acutely revealed hemorshasic gastrofntestinal trackLings while no visible lesions vere noted upon necropsy of the animale which survivedthea day heervation period.
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Table 2

ACUTE ORNLTOXICITY SCREBN - ALOTNO RATS
teh 2066000

SumaryofReactions

Reactions bearetets
rey bays ——

ate sex 10 eo 10 12 3 4 5s 6 7 8 9 oun nuEee Be BBO ttette LEIBB0BM
s000 "pouceivity = - - SaneProstmation’ © =~ noon Jeblarbe = Cus on HI

s000 .
mposctivity= - Vso ason. - oe. oowiry oC soon oo ooo oD 0 D0 00Prostration © - - wien I II II III:
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Wo skgniticant reaction

500 v
Wo signiticant reaction

Fo stgntetcant reactions (-)
“Total death
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. Riker Experiment Number: Zo | - :
© APPENDIX I
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AeeENDIX TI fe
Principal Participating Personnel Involved in the Stud

Name Function
G. E. Hare Laboratory Technician

Acute Toxicology
X. D. O'Malley, BS Advanced Toxicologist

Study Director.
K. L. Ebbens, BS Supervisor

Acute Toxicology

G. C. Pecore Supervisor
Animal Laboratory

’
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APPENDIX 111 =

Composition Characteristics

This study is not regulated by the Good Laboratory Practice Regulation of

1978 and therefore information pertaining to composition characteristics

is not applicable for inclusion in this study.

’
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a.
apEDIX TV

This study is not regulated by the Good Laboratory Practice Regulation of

1576 and therefore a statement signed and prepared by the Quality Assurance
group 1s not applicable. This study was, hovever, audited by the Quality
Assurance group.

In addition to the data audit, different significant phases for studies
undervay in the Toxicology Laboratory are inspected weekly on a recurring
cycle, and the facilities are examined by Laboratory Quality Assurance on
a three month schedule.

,
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