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(COMPLIANCE STATEMENT

‘Acute Oral Toxicity Study of T-6669 in Rats
(OECD Guidelines)

‘This study was conducted in accordance with the Organisation for Economic Cooperation
and Development and Principles ofGood Laboratory Practice, C(81)30(Final) with the
exception that analysisofthe test material mixtures for concentration,
homogeneity/solubilty and stability was not conducted.

19-7)
StevenM. Glaze, Date
Study Director
Acute Studies
Coming Hazleton Inc.
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QUALITY ASSURANCE STATEMENT

‘This report has been reviewed by the Quality Assurance Unitof Corning Hazleton Inc., in
accordance with the Organisation for Economic Cooperation and Development (OECD)
Principles ofGood Laboratory Practice, C(81)30(Final). The following inspections were
conducted and findings reported to the Study Director and management

Date Reported
Inspection Dates to Study Date to

From To Phase Director Management
10/24/96 10/24/96 Necropsy 1024796 10724796
12/29/96 12/30/96 Data/Report Review 12/30/96 12130096

ZL ho £Doth 1-10-97
Representative, Quality Assurance Unit Date
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STUDY IDENTIFICATION

Acute Oral Toxicity Study of T-6669 in Rats
(OECD Guidelines)

Test Material T6669

Sponsor 3M
Toxicology Service
Medical Department

3M Center, Bldg. 220-2E-02
P.0. Box 33220
St. Paul, MN 55133-3220

‘Sponsor's Representative Roger G. Perkins, PhD, DABT
3M
Toxicology Service
Medical Department

3M Center, Bldg. 220-2E-02
P.0. Box 33220
St. Paul, MN 55133-3220
(612) 733-3222

Study Director Steven M. Glaza
Corning Hazleton Inc.
P.O. Box 7545
Madison, WI 53707-7545
(608) 241-7292

Study Location Corning Hazleton Inc.
3301 Kinsman Boulevard
Madison, WI 53704

Study Timetable
Study Initiation Date October 9, 1996
Experimental (In-life) Start Date October 10, 1996
In-life End Date November 14, 1996
Experimental Termination Date January 10, 1997
Study Completion Date January 10, 1997
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OBJECTIVE

‘The objectiveofthis study was to assess the acute oral toxicity produced when the test
‘material is administered bytheoral route (gavage)torats."

All procedural times presented in this report fallwithinthe acceptable ranges as specified
in the Wisconsin facility of Coming Hazleton (CHW) Inc. Standard Operating Procedure
(SOP).

TEST MATERIAL

Identification
The test material was identified as T-6669 and described as a white powder.

Purity and Stability
‘The Sponsor assumes responsibility for purity and stability determinations (including
under test conditions). Analysisofthe test material mixture for concentration,
‘homogeneity/solubility and stability was not conducted

Storage and Retention
The test material was stored at room temperature. Any unused test material will be
returned to the sponsor afer issuance of the final report according to CHW SOP.

Safety Precautions
The test material handling procedures were according to CHW SOPs and policies.

8 €00058
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TEST SYSTEM

Test Animal
Young adult albino ratsofthe Crl:CD (SD)BR strain were procured from Charles River
Laboratories, Inc. on September 23, October 7, October21, 1996 (Portage, Michigan
facility) and on October 1 and October 15, 1996 (Kingston, New York facility). :

Housing
Afer receipt, the animals were acclimated for a periodofat least 7 days. During
acclimation and throughout the study, the animals were separated by sex and group
housed in screen-bottom stainless steel cages. Environmental controlsforthe animal
room were set to maintain 2 temperature of 19° to 25°C, a relative humidity of
50% 20%, and a 12-hour light/12-hour dark lighting cycle. In cases where variations
from these conditions existed, they were documented and considered to have had no
adverse effect on the study outcome.

Animal Diet
The animals were provided continuous access to Laboratory Rodent Diet #5001, PMI
Feeds, Inc., and waterexcept for approximately 17 to 20 hours before test material
administration when food, but not water, was withheld. The feed is routinely analyzed by
the manufacturer for nutritional components and environmental contaminants. Samples of
the water are periodically analyzed by CHW. There were no known contaminants in the
feed or water at levels that could be expected to interfere with or affect the results of the
study.

Animal Selection and Grouping
Ten male and 10 female healthy, acclimated rats, weighing from 208 to 269 g and
approximately 8 to 12 weeksof age, were assigned to two treatment groups of 250 and
500 mg/kgof body weight. Each dose level consisted of5 male and $ female rats. The
animals were identified by animal number and corresponding ear tag throughout the study.

9 C¢0059
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Justification for Species Selection
Historically, rats have been used as a representative ofa rodent species and are preferred
by various regulatory agencies.

PROCEDURES

Preparation and Administrationof Test Material
The test material was mixed with distilledwaterto a concentrationof0.025 g/mL for the
250 mg/kg dose level and 0.050 g/mL for the 500 mg/kg dose level. The prepared test
material mixtures appeared to be solutions. An individual doseofthe respective test
mixture was calculated for each animal based on ts fasted body weight and administered
by gavage at 2 volume of 10 mL/kg of body weight. The test material mixtures were
stored at room temperature until administered.

Reason for RouteofAdministration
Historically, the oral route has been the routeof choice for administering a known amount

oftest material

Observations
Clinical observations and mortality checks were conducted at 1, 2.5, and 4 hours after test
material administration and daily thereafter for 14 days. Mortality checks were conducted
twice a day (morning and afternoon) for 13 days after test material administration and
again the morningof Day 14.

Body weights were determined before test material administration (Day 0). Additional
body weights were determined at Day 7, at terminationof the in-life phase (Day 14), or at
death when survival exceeded 1 day.

Pathology
At termination of the respective in-life phase for each dose level, all surviving animals
‘were euthanized. All animals, whether found dead during the study or euthanized, were
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subjected to an abbreviated gross necropsy examination and any abnormalities were
recorded. After necropsy, the animals were discarded and no tissues were saved.

Statistical Analyses
No statistical analyses were required by the protocol

LocationofRaw Data, Records, and Final Report
The raw data, records, and an original signed copyofthe final report will be retained in
the archivesof CHW in accordance with CHW SOP.

RESULTS

Mortality
A summaryof the observed mortality is in Table 1. No mortality was observed at the
250 mg/kg dose level. Two males and all five females treated at 500 mg/kg were found
dead within 4 days of test material administration. No other mortality was observed.
Based on the observed mortality, the estimated oral LD values were determined to be
greater than 500 mg/kg for males and between 250 and 500 mg/kg for females.

Body Weights
Individual and mean body weights and body weight gains are in Table 2. All surviving
animals exhibited body weight gain throughout the study.

Clinical Signs
Individual clinical signs are in Table 3. All animals treated at 250 mg/kg appeared normal
during the study with the exception of two females which exhibited red-stained face and/or
‘wet urogenital area within 24 hoursoftest material administration. Clinical signs of
toxicity observed in the animals treated at 500 mg/kg included red-stained face, yellow-
stained or wet urogenital area, hypoactivity, hunched posture, staggered gait, excessive
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salivation, and death. The surviving animals treated at 500 ‘mg/kg returned to a normal
‘appearance by Day 7.

Pathology
Individual gross necropsy pathology findings are in Table 4. A summary report by the
study pathologist is on Page 14. There were no test material related lesions observed at

DISCUSSION

‘The acute oral toxicityofT-6669 was evaluated inmaleand female rats when
administered asa single gavage dose at levels of250 and 500 mg/kgof bodyweight.
Based on the observed ‘mortality, the estimated oral LDs, values for male rats was
determined to be greater than S00 ‘mg/kg and between 250 and 500 mg/kg for females.
All mortality occurred at the 500 ‘mg/kg dose level within 4 daysoftest material
administration. All animals treated at 250 mg/kg appeared normal during the study with
the exceptionof two females which exhibited red-stained face and/or wet urogenital area
‘within 24 hoursoftreatment. Clinical signs oftoxicity observed in the animals treated at
500 mg/kg included red-stained face, yellow-stained or wet urogenital area,hypoactivity,
hunched posture, staggered gait, and excessive salivation. Animals surviving to the end of
the observation period exhibited body weight gain during the study. The grossnecropsy
‘examinations did not reveal any test material related lesions.

SIGNATURE

MW feo
StevenM. Glaza Date

Study Director

Acute Studies

12 C00052



CHW 61001760_—  cHwéOm

REFERENCE
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PATHOLOGY REPORT

Therewere 10 rats (five male, five female)eachfromdose levels of 250and 500 mg/kg
necropsied. All animals given S00 mg/kg, except for three males, died on test. The
surviving animals were euthanized and necropsied at the terminationofthe study. The
dose level, dayofdeath, and gross observations recorded for each animal are in the
Individual Pathology Comments that follow this report.

At necropsy, there were few findings and allofthese were considered incidental and
unrelated to the test material. In the animals that died on test, one male was partially
cannibalized, one female had multiple, dark brown areasofvariable size in the glandular
mucosaof the stomach, and both hornsof the uterus in another female were filled with
clear fluid. The pelvisof both kidneys in one female given 250 mg/kg was observed to be
large. There were no visible lesions in the remaining animals.

/=v0-F7Thomas E. Palmer; Date
Pathologist

(61001760.fin)
12169
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Table 1

Mortality Summary

Dose Level Mortality Results(mg/kg) Sex No. Died/ No. Dosed®
250 Mos
250 Fos

500 M25 Days3', 4!500 F 5/5 Days0', 1, 3%, 42

* Superscript number indicates umber of‘animals found dead on the indicated day.
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Table 2

Individual and Mean Body Weights/
Body Weight Gains (g)

Animal Day0 Day? Day 14
Number Weight Weight _Gain® Weight Gain®

Males (250 mg/kg)

classi 269 330 61 38 14
C2550 269 325 56 339 70cull 2a 307 59 3715 127ci612 259 296 37 354 95cisl3 253 29 3 315 a2

Mean 260 31 s1 365 106

Females (250 mg/kg)

C137 261 294 3 315 54
C1267 248 285 37 294 46
clases 23s 280 45 285 50
C2369 259 303 a 309 50
cnn 22 287 35 288 36

Mean 251 290 39 298 47

* Gain from Day 0 body weight

3 €00056
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Table 2 (Continued)

Individual and Mean Body Weights!
Body Weight Gains (g)

Animal Day0 Day? Day 14
Number __Weigh Weight __Gain® Weight _ Gain®

Males (500 mg/kg)

csr a3 249 36 302 89ci227 221 ant. - .
C2228 208 168)" - - -
C2229 217 2m 54 320 103C230 21s 274 59 34 119

Mean 215 265 50 319 104

Females (500 mg/kg)

C12276 248 (1 - - -ci277 3 ars. - .C127 24 t - - -
C1279 246 @a - -C1220 236 as). - -

Mean 235 - - - -

= Gain from Day 0 body weight

Animal was found dead on the dayofdosing. No body weight
required.

(1) Valuein parentheses is a dead body weight and was not
considered in calculating the mean. Superscript number indicates
the day the animal was found dead.

= Not applicable.
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Table (Contract)
Indien Cline Signs
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Table (Continent)

Inddden Clic signe

EE EwNumber Obevsion 05 0 TTTerST nnHomeObwenion TO33 00TF3 75%7TSWw mE mW
Females(00mere)
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Table 4

Individual Pathology Comments

Dose Level: 250 mg/kgof Body Weight

Amma Tey
Number Sex Died Sacrificed Necropsy Observation
cissi Mm - 14 No visible lesions.

cso M - 14 No visible lesions.
cis Mm - 14 No visible lesions.
cis M - 14 No visible lesions.
cies M - 14 No visible lesions
cm F - 14 Bothofthe kidneys havealarge

pelvis.

ci367  F : 1“ No visible lesions.
clases F - 14 No visible lesions.

12369 F - 14 No visible lesions.
cnn OF - 14 No visible lesions.

“Notapplesble

€00071
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‘Table 4 (Continued)

Individual Pathology Comments

Dose Level: 500 mg/kgof Body Weight

Aum Teby
Number Sex Died Sacrificed Necropsy Observation
cs M - 14 No visible lesions.
ci27 M 4 - The right flank was cannibalized.
cls Mm 3 - No visible lesions.
C2220 Mm - 14 No visible lesions.
cso M - 14 No visible lesions.
cz F 3 - The glandular mucosaofthe

stomach has multiple dark brown
areas,upt02 x |mm

ci OF a - No visible lesions.
cz OF 0 - No visible lesions.
cz OF 1 - ‘The lumen in the bilateral horns of

the uterus is filled with clear fluid
ci OF 4 - No visible lesions

ST Netappliable.
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APPENDIX

Protocol TP2069
Protocol AmendmentNo. 1
Protocol Amendment No. 2
Protocol AmendmentNo. 3
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STUDY ToENTIFICATION
Acute Oral Tosteity study fn Ratsocc Guta ine

No. creoines
Test Matertal (see sample submittal form)
Sponsor ten serTexicotony services£H0-5E-08 CanerShad, Sian
Sponsor's Representative John L. Butea, pOEdTosteolony Services£20-3E.0034 CanterSE, i “Siasia) 73-1562
Study Director steven K. claraHazteton Wisconsin, Inc.#6 Son TaiRadicons UT 53707-7565as) 2017252
Study Location azteton Wisconsin, Inc.saficing to.S602 Packers AvenueHadison, ui s3704
Proposed Study TisetabreEoerientl STB peek ar 1200Experimental Termination Date Meek of /2.%.5¢Final Report Gate Vaek of are
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T2089
Page's

1 StuyAcute oral Toxicity Study fn Rats (OECDGutdel nes)
2. PurnaseTo sstess the acute oral taxicity produced when the test material 1sadainistered by the oral route. (3uvage) so ras
3. BesulatoryComplianceThis study ITT be Conducted fn accordance with the following GoodLaboratory PracticeRegulatfons/Stancards/cutdel ines:

[1] Conduct as a onregulated Study[aes dot140 Crk leo" (EPA-r1emn){J do cre se (EhATaER)C1130 (Final) (06D)[] attficsionto sa, nat to, tao capes ary[1 otiication Ko. 313, March 31, 1962, 41d as send byNotification No. &70. October 5, 1568 {ospancee Horm)
411 procedures in this protocol are fn compl{ance with the Anima]¥elfare Act Regulations: In the opinion of the Sponsor snd siutydirector, the study does nak unnecessarily duplicate sn presions

4 QuiteAssuranceFor regulated studies, the protocol, study conduct, and the final[eport iT) be audited by theQual Iiy Assurance Unit 1n stcordante24th Hazleton Wisconsin (WI) Standard Operating Procedures (Sore)and policies.
5. lest materis

A Jentification(See sample submittal form
8. Phustcal escriotion(See Sample scbartia) fom)
© purityandStabilityThe Spansor assumes responsibility for purity and stabilitydeterainations (including under Lest conditions). Seeptas ofarterialsity 1 sti)orconcentration, solubility, hosogencity,and stability analysesITT be taken before adatnistration 1 reqsested by theSponsor. These samples (1f taken) will be sent to. the Sponsorafter experinental termination for possible analysis.

€00077
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Tr2069Page's

0. StoresTEE Sapte subateen form)
Efren Simple;Studies of Tess thin ¢ weeks in experimental duration will nothave reserve sasples retsined.

Reserve sasple(s) of exch batchyTat of test material will beLaken iF this study 15 more than 4 ecks In experimentaldiration.
The test materia) ressrve sample wi) be stored at WE In +freezer set So maintain a temperature of below 0°C far 10 Jearssrt Tie nto WT Cone St eanTrigposition in accordance with the sppropriate regulatoryLaboratory practices: 4

F fotentionAny unused test material WII) be discarded after fssuance ofthe final report, unfess Girectsd cirerise by the Spomser.
6 Safety precautionsRa required by Ml S075 and policies

6. ExmertmentalDesion
A tatmis
) soeciesRat
@ stoicCry Chartes River Laboratories, Inc.FT Warsi as ner rts Mie, oc
©) faeatnttiationYours 3duTt
(4) aiabtatInitiationZito 30's
(5) fusberangsex£ miles na $temates for the faftia) cose Tevel§ males anor S females for any adéitions] dose levels(5 required)
(6) LentiticatsonIndividual numbered ear tag

€00078
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e208Fes

0) tushangry
@) fousingSeparated by sex and group housed {n screen-bottonStainiess sheet cages” (ren seems)
©) fostRodent Chov® 15001 (Purina WiTls, Tn.) ad 1ibitunEnt (om outright ufo Aesski aadministration. he food 1s routinely spalyzed bythe mauacturer for notions] comments’ sgenvironmental ntanimante:
© werTotten rosa smc stn, sues of reater are analyzed by I for otal ¢1ssoteed oii,Rardness: Ind Specified microbiological content agTor Selatuedelenints, vy metsrs.argancphosphates, nd’ chiorineted Rdrocarbons.
© ContaminantsThere"aTe"ns known contaminants fn the food ar waterTREE would SnterTers with thes sind
(©) fuuirammenENE controls for the ante ruse sil beset To maintain s temperature of 15 to 39°C 1relative Romtdley of B0% s50%, anda 12 hockTIGhe/13-hou dare crete.
®
HE.

(©) selectionofTest nimasS3sed on ReaTth and body ‘veloht according to WI SOPs. Anadequate number of exes Inttals RIT] x porcheses oa thet70 Snima1 "In Ghviautty poor heLTER 14 places aa sass
©) JustificationorSpeciesSelectionHiStoricatiy, rats have sees siedias representative of arodent Sheclis' and dre preferred by varios repuisiosJariia

8. DoseAdministration
gage seveA 2ihgle dose of 5,00 33/kg of body weight wil] beadministered to five mass and fies fosafos.” IF og testRaterial related mortality 15 proseced at his Tove) an

€00079
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T2069
Page §

further testing wil be required. If any mortality occurs3 the 5,000 mg/kp dose level, additions] dose lovely supbe added'at the direction of the study director in orderto meet the objectives of the Study.
@ 111 Snfaals wiT1 receive the same concentration of testsixture per dose level. If 2 solid, the test materia]ill be suspended in an appropriate vehicle, If 3 11qutd,the test material will be dosed undiluted, using the Bulkdensity to deterine the dose voluse. 1 the mutarial isan aerosol, twill be discharged nto a besser sndadministered as a liquid. Individual doses Tl ‘be basedupon the ania‘ body weight taken Just before testsiterial adainistration, and adainistered by gavage. Theanimals will have food Withheld for 17 to 2 hours beforeLest material adainistration. The prepared test mixturesXiT1 be stored at room temperature unti] adainistration:After sdainistration, any remaining test mixtures wil} bediscarded.

(3) Beasonfor RouteofAdainistrationHistorically, the oral route has been the route of choicefor adinistering a known asount of fest miterial.
©. Observationof Animals

(1) Clinical gbservationAt dpproxieately 1, 2.5, and 4 hours after test materialministration and'daily thereafter for at least 16 daysfor clinical Signs and twice daily (acm, and pom.) forSortality. Observations may be extended when directed bythe study director.
(@) fad veighesBefore experimental initiation, at 7 and 14 days afterLest material adainistration, 4nd at death (when Survivalexceeds 1 day)

0. PathologyAt termination of the experimental phase, surviving animalsS11 be euthanized. "AIl animals, whether dying during thestudy or euthanized, wil) be subjected to sn sbbrevisted grossnecropsy examination and all abnormalities ill be recordedAfter necropsy. the animals will be discarded and no s1ssueswill be saved,

€90030
30



CHW 61001760

e209Page 7

Ee
Other thin Ly, calculations (when applicable) no statisticalanalyses are Fequired.

7. ReportA Final report fncluding those items sted below will be subaitted.Description of the test matertalDescription of the test systenProceduresDates of experimental initiation and terminationaabulation of sortality data by sex and dose TevelDescription of any toxic effects[abulation of sean body weights by sex and dose evelLB calculations for each sex with 35% confidence fotervals(ihen applicable)Gross pathology findings/grass pathology report (when applicable)5
SE SleeDt frets cia per,G4Ta, or copies therdaf, wll be avaTlable at I tofacilitate auditing the study during {ts progress and before:Ssceptance of the Fina) report ina she Tom enn e completed,3 original paper data, including those tess 11sted bejor ain) seretained in the archives of MI according to ul sop.
Protocal and protocol asendsentsDose preparation recordsIn-T1fe TecordsBody ‘weightsDose idanistrationObservationsAnatomical pathelogy recordsStudy” correspondenceFinal report” (original signed copy)

Tht foTlowing supporting records will be retained at WI but willPot be archived with the Study data.
Anima receipt/acclimation recordsater mires cordsAnia room temperature and humidity recordsRefrigerator and freezer temperatura recordsInstrument calibration and msintenance records
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