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. 1.

Summary
An acute oral toxicity screen with T-2574CoC vas conducted from August 6,

1979 to September 6, 1979 at Riker Laboratories, Inc., St. Paul, Minnesota using
male and female albino rats ranging in body weight from 203 to 300 grams. The
test article was administered by gastric intubation at dosage levels of 5,000
and 1,000 mg/kg body weight with mortalities of 10/10 and 0/10 noted respectively.
The untoward behavioral reactions which occurred during the stuly generally cone
sisted of diarrhea, hypoactivity, lethargy, urinary incontinence and unkempt
appearance with the onset of the reactions occurring from two hours to seven
days post dose administration. ALL reactions subsided by day seven or death
precluded recovery. Autolysis precluded gross tissue evaluation of the animals
£rom the 5,000 mg/kg dose group with the exception of one male which had heme
orzhagic lungs while necropsy of the animals from the 1,000 mg/kg dose group
revealed no visible lesions. The approximate oral LDSO of T-2574CoC is be-
tween 5,000 and 1,000 mg/kg in fasted male and female albino rats.

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

. T-257400C in fasted male and female albino rats. The study was initiated at
Riker Laboratories, Inc., St. Paul, Minnesota on August 6, 1379 and completed
on September 6, 1979. The raw data generated by the Study Director and final
report are stored in the conducting laboratory's archives.

2 Riker Toxicity Experinent No.: 0373A%0037, Test Method GSA
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2.
Hothod and nesuies

Young albino rats vere used in this test. ALL animals were held under
quarantine for several Gays prior totesting vith only annals vhich appeased to
be in good health and suitable as test animals at the initiation of the study
used. The rats were housed insuspended, wire-mesh cages in temperature

an humidity controlled zooms and permitted a standard Laboratory diet plus
Vater ad 1ibteum except during the 16 - 20 hour period immediately prior to
sastric intubation when food vas withheld.

The rats were adniniatered the test article at two dosage levels.
ALL doses vere adainistered at a constant volume of 20 ml/kg into the stomachs
of the xats using a hypodermic syringe equipped with a ball-tipped intubating
neodeS,

After gastric administration of the test article, the rats were returned
£0 thelr cages and cbserved for the following 14 days. Initial, day one, seven and
final body weights, mortalities (Table 1) and adverse reactions (Fable 2) were racorde
A necropsy was conducted on all animals that died during the study as well as
those authanatized at the end of the 14 day observation period (able 1).
The protocol, technical personnel involved in the study, composition char
actertatics, and Quality Assurance statement are contained in Appendices Izv.

& Charles River Sreading Laboratories, Inc., Wilmington, assachusetts© ralston Purina Laboratory Chow, naiston Perins Sr autres=Popper and Sons, Inc., New Myde Fark, New York
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TABLE 1
ACUTE ORAL TOXICITY SCREEN - ALBINO RATS

with 7-2574coc
: Mortality, Necropsy and Body Weight Data

Ce Tndividwisod weigh ~ —Dose & Animal Test Day Number: Nunber Dead Percent(29/kg) Sex umber 0 1 7 1a Sumber Tested Dead
5.000  M 9RILIE? 288 .- (5 Days) - 5/5 1009RLLIEE 250 ~~ (8 Days)SRILIEY 300  - (6 Days) -9RILLT0 287  ~- (7 pays) -SRILLTL 281  ~- (7 Days) -

F9RI0266 220  - (5 pays) - 5/5 1009RI0267 224 ~- (3 Days) -9R10268 261  ~ (7 Days) -9RI0269 244 - (6 Days) -9R10270 264  ~ (4 Days) -

1,000 M 9M23%6 231 238 273 302 ors 09RI2377 216 218 196 250912378 203 221 215 2689RI2IS 224 245 273 3059R12380 233 256 280 317
FoSRl2a08 223 240 250 244 ors °9RI2409 208 226 213 2249R12410 214 232 221 232SRI241l 216 227 238 230SRI2412 214 229 233 2a1

Note: Figures in parentheses indicate time of death
Taseagure oral LDS0 appears to be less than 5,000 mg/kg and greater than 1,000 mg/kg infasted male and female albino rats.
# he test article vas administered as a suspension in cottonseed oil.
Necropsy Findings:
Sin{Le Precluded gross tissue evaluation of all animals fron the 5,000 mg/kg dose grou{heh the exception of one male which hed hemorrhagic lungs. Necropsy of the sotaere Lothe 1,000 ng/kg dose group revealed no visible lesions.
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- APPENDIXIol Porocor 5.
TET AcuteOarToaciry-SinceDose

<Y SPONSOR: 3% Company _ (ommeviciae Caeaia Division
CONDUCTED BY: Safety Bvaluation Laboratory, Riker Laboratories, mnc., St. Paul, HimTEST ARTICLE: T= 25 "Td (aC
cwmoL mem: mane
PROPOSED STARTING,CowPLeTIoN oaTe oF Test: gg / 150
TS sts 0 some: Qeudi Puri Runde Lahnctong 0sSex: Op, ¥

Nes. mm, £5
Weight Range: 200-300 ams-_ cv

OBJECTIVE: The objective of this test will be to characterize the acreea toxicity of the test article in albineas TT Rads _ were selected as a test spotenTor reproducibility GF response, historical use, ease. in pempiingand general availability.
METHOD: The animals will be housed in stainless steel suspended wire meshcases in temperature and humidity contgolled roses during both thequarantine and test periods, with food and water offered a0Libitw. “Each animal will be identified by color coding, according to the laboratory's standard operating procedure, which witlcorrespond 0 a card affixed to the Sutside of the cage. A singles dosage of O00d mg/kg will be administered to each animal. TheRTA Sean hin stared to cach anionceived from the sponsor, after which the animals will be sevrsed£0 thelr cages and observed for any untovard behavioral resctimeefor the following 14 days. Initial and final body veishis wits verecorded A Gross necropsy which will include, but not be 1initesto; heart, lungs, liver, kidneys and general gastrointestinal tractwill be conducted on all animals which dis during the condest ofthe test as well as the animals surviving the test period. ny.gross abnormalities which are observed during the conduct of thenecropsy will be recorded with specific mention to the ergun sma/or. site observed. ALL raw data and the final report will be stored inthe Riker Laboratories Archives, St. Paul, Mismesota:py

2 purina Laboratory Chow, Ralston Purina, St. Louis, Missouri
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x riment No.: 0057APPENDIX 1 (continua)*F POTinent No.: (OIARCYT]
Amendment to Protocol 6.
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asemprx 11
Technical Personnel Involved in the seusTechnicalPersonnelInvolvedinthe Study

Name Functiontame rwesten
5. M. Markos, Jz., Acute Blocompatibility- Laboratory Technician
XD. o'Malley, Bs Advanced Toxicologtst

Technical Writer
K. L. Ebbens, 35 Senior ToxicologistStudy Director
G. c. recore Coordinator

Animal Laboratory
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Aemprx111 s .
Composition Characteristics

This study ds not regulated by the Good Laboratory Practice Act of 1578
and therefore information pertaining to composition characteristics is not
applicable for inclusion in this study.
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APPENDIX TV
Quality Assurance statement

This study is not regulated by the Good Laboratory Practice Act of 1978
and therefore a statement signed and prepared by the Quality Assurance
9FOUp is not applicable. This study was, however, audited by the Quality
Assurance group.
In addition to the data audit, different significant phases for studies
undervay in the Biocompatibility 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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