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T-3752

QOECD ORAL SCREEN

Obiective: To determine the acute oral toxicity produced when a test
material is administered by oral gavage to rats according to the
Organisation of Economic Cooperation and Deve lopment's Guidelines for
Testing Chemicals, Section 401, Acute Oral Toxicity, adopted May 12, 1981.

Test Material: T-3752
Physical Description: Brown granular solid

Stability of Test Material: Sponsor has purity and stability
determinations on file.

Test Animal: Young adult male and female albino rats of the Sprague-
Dawley strain were procured, maintained in group cages in temperature-
and humidity-controlled quarters, provided continuous access to Purina
Rodent Chow and water, and held for an acclimation period of at least
7 davys.

Acclimated 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. Food and water were available ad libitum

throughout the study, except for an overnight period just before

test material administration when food, but not water, was withheld.

Reason for Species Selection: The rat is the animal classically used due to
its small size, ready availability, and large amount of background data.

Method: Five male and five female rats weighing between 195 and 234 g
were used for each dosage level. The study consisted of three dosage

levels (D0.20, 2.0 and 5.0 g-skg).

Preparation and Administration of Test Material: For each dose level, the
appropriate amount of test material was mixed with corn oil and heatad
and stirred on a stir plate to a uniform suspension. The suspension was
cooled to room temperature prior to dosing. An individual dose was
calculated for each animal based upon its fasted body weight and admin-
istered by gavage. The dose volume was 15.0 mlskg of body weight.

Observations: The animals were observed for clinical signs and mortality
at 1, 2.5 and 4 hours following test material administration. The
animals were observed daily thereafter for 14 days for clinical signs
and twice daily for mortality.

All animals were weighed just before test material administration, at
? days and at study termination or at death.

Pathology: At study termination surwviving animals were euthanatized.
Animals which died during the study or were euthanatized received
a gross necropsy examination and all abrnormalities were recorded.
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DECD ORAL SCREEN (CONTINUED)
SUMMARY
Test Animal: Albino Rats - Sprague-Dawley strain

Source: Harlan Sprague-Dawley, Madison WI
Date Animals Received: 0%/22/85

Temperature and Humidity of Animal Room: 19 to 24 Degrees C.:
42 to 60% Relative Humidity

Uehicle: Corn .oil
Method of Administration: Oral Gavage

Date Test Started: 05,3085 Date Test Completed: 06-20/85%

Estimated Oral LD50*: Male - Between 0.20 and 2.0 gs/kg of body weight
Female - Between 0.20 and 2.0 gskg of body weight

Mértality Summary (Number of Deaths)

Dosage Hours Davs

Level g - 4 1 2 3 4 5 6 7-14 Total
(gs/kg) M F" MF MF MF MF MF MF M F ™ F Both
0.20 0 0 g0 00 006 006 OO0C OO o 0 0s% 0/ 0710
2.00 0 0 486 1 - - - = =~ = = - - - - 5/% 5,5 10/10
5.00 0 g 45 1 - - = =« == - - - - 5/ 5/5 10710

Dosage Level Average Body Weights (g)
(gskg) Initial Day 2 Terminal

Male 0.20 224 263 294
2.00 212 -—- -—

5.00 1%6 -——— -——-

Female 0.20 201 209 219
2.00 215 -~ -

5.00 211 - _—
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T~3752

OECD ORAL SCREEN (CONTINUED)

Clinical Signs

Hours - Daus
1.0 2.5 4.0 .1 2 3 4 % ¢ 2 8 9% 10 11 12 13 14

Dosage Level - 0.20 g-/kg

Males

Appeared normal & 3 2 g 0 6 4 5 5 5 %5 5 S 5 S 5 5
Hupoactivity 0 0 2 5 & 5 9 0 0 0 0 0 0 0 0 0 0
Diarrhea 1 2 2 5 1 0 ¢ 0 © 0 © o0 0 0 0 0 0
Yellow-stained

abdomen : 0 0 0 4 4 2 0 0 0 0 0 O 0 0 g 1} 0
Red-stained face 0 0 0 S 5 1 0 0 0 0 0 © ] 0 0 D 0

Females

Appeared normal 4 3 4 0 0 0 4 %5 % 5 &5 5 % 5 ° S 5
Hupoactivity 0 0 ] 3 5 % 0 80 0 0 0o O 0 0 0 ] g
Diarrhea 1 2 1 4 0 0 0 0 O 0 0 0 g o 0 0 0
Yellow-stained

abdomen D 0 0 c6 3 3 1 0 0o 0 0 0 0 0 0 0 0
Red-stained face 0 0 g 2 2 0 0 0 0 0 0 © 0 0 0 0 1]
Dosage Level - 2.00 gskg

Males

fAopeared normal S 1 0 0 0 - - - - - - = - - - - -
Diarrhea 0 1 1 0 0 - = = = « - = - - - - -
Hupoactivity 0 4 S 1 0 - - - - - - = - - - - -
Red-stained face 0 0 0 1 0 = = - = - - - - - - - -
Yellow-stained

anal area 0 ] 0 1 0 - = - -« - - = - - - - -
Ataxia 0 0 1] 1 0 = = - = =~ = = - - - - -
Bradypnea 0 0 0 1 0 - = = = - - = - - - - -
Death 0 1] 0 4 1 = o 4o e o~ - - - - - - -

Females

Aopeared nermal &5 3 0 0 - - o o e e - = - - - - -
Hupoactivity 0 2 5 1 - - - - - - - = - - - - -
Diarrhea g 1 4 0 - - - « - -4 - = - - - - -
Red-stained face O D 0 1 - = - - 2 e e - - - - - -
Prostration 0 0 0 1 - = 4 - - - - - - - - - -
Bradupnea 0 0 0 1 - - - - - - - = - - - - -
Red-stained

anal ares 0 g 0 1 - - - 4 4 4 4 = ~ - - - -
Death 0 1] ) B e o e o e A - - - - - -
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T-3752

DECD DORAL SCREEN

Clinical Signs

Hours
1.0 2.% 4.0 1 2

Dossge Level - 5.00 g-kg

Appeared normal 5 4 0 ¢ 0
Diarrhea 0 1 1 1 0
Hupoactivity 0 0 4 1 0
Red-stained face 0 0 0 1 0
Dark-stained urogenital

area 0 0 0 1 0
Death 0 0 0 4 1
Appeared normal 3 3 0 o -
Diarrhea 2 2 2 0 -
Hupoactiwvity 0 0 5 0 -
Death 0 0 0 5 -

(CONTINUED)

(continued?)

Davs

10 11

13

14
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T-3752
OECD ORAL SCREEN (CONTINUED?
| PATHOLOGY

Dosage Level: 0.20 gs/kg of body weight Daté Dosed: 06-06-85%

Animal Test Day .

Number Sex Died Sacrificed Necropsy Comments

C34524 | - 14 Mo visible lesions.

C34518 M - 14 No vi;ible lesions.

C34504 M - 14 No visible lesions.

C34510 M - 14 No visible lesions.

C34509 ™M - 14 No visible lesions.

C34465 F - 14 No visible lesions.

C34499 F - 14 No visible lesions.

C34466 F - 14 ' No visible lesions.

C34464 F - 14 No visible lesiﬁns.

C34473 F - 14 . Liver - hepatic anomaly at

junction of median lobes,
B x 5 mm, liver-like.
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T-3752

OECD ORAL SCREEN (CONT INUED)

PATHOLOGY (continued)

Dosage Level: 2.00 g/kg of body weight Date Dosed: 06-04/85

Animal Test Day | .

Number Sex Died Sacrificed Necropsy Comments

C>4483 M 1 - Red perinasal discharge; dark red,

’ bilateral periocular discharge;

perineum - moist, stained clear
vellow,

C34480 M 1 - ‘ Red perinasal discharge; perineum -

moist, stained clear yellow;
eye - white intraocular material.

C34481 M 1 - Red perinasal discharge; dark red,
bilateral psriocular discharge;
perineum - stained clear yellow.

C34477 M 1 - Red perinasal discharge; perineum -

moist, stained clear yellow;

C345%12 M 2 - Red perinasal discharge; perineum -
moist with clear fluid; bilateral

red ocular discharge; jejunum and
ileum -~ contain dark brown material.

C34493 F 1 - Perineum - stained yellow;j small
intestine - contains tan to yellow

mucoid material.

C34463 F 1 - Perineum - stained yellow; small
intestine - contains tan to vellow
mucoid material.

34485 F 1 - Perineum - stained yvellow;i jeiunum -
‘ contains dark brown mucoid material.

C34469 F 1 - Perineum - stained yvellow: small
intestine - contains tan to vellow
mucoid material.

£C34492 F 1 - Perineum - stained vellow; small
intestine - contains tan to vellow

mucoid material.
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DECD ORAL SCREEN (CONTINUED)

PATHOLOGY (continued)

Dosage Level: 5.00 gs/kg of body weight Date Dosed: 05/29/85

Animal Test Day

Number Sex Died Sacrificed Necropsy Comments

C3450% M 3 - Stomach - contains dark brown
semisolid material.

C34479 M 2 - No visible lesions.

C34513 M 2 ~ Stomach - contains dark brown

semisolid material.

C34503 M 2 | ~ Stomach” - multiple dark.brown
‘ areas on glandular mucosa, up to
2 x 3 mm.

C34507 M 2 - No visible lesions.

C34500 F 2 - No visible lesions.

C344%5 F 2 - No visible lesions.

C34484 F 2 - | Upper thoracic cavity contains

dark red, clotted material.

C34498 F 2 - No visible lesions.

C34467 F 2 - No visible lesions.

Deviation from the protocol: During the study period the temperature of

the animal room ranged from 19 to 24 degrees C. This deviation is not
considered to have had an effect on the validity of the study.

References: Organisation for Economic Cooperation and Development's
Buidelines for Testing of Chemicals, Section 401, Acute Oral Toxicity,
adopted May 12, 1981.



QUALITY ASSURANCE STATEMENT
Acute Oral Toxicity Study in Rats

Study No. 50503499

The report as herein attached for the above-mentioned study has been reviewed
by the assigned Quality Assurance Unit of Hazleton Laboratories America, Inc.
It has been found to accurately identify and/or describe the authorized
methods and standard operating procedures followed in the conduct of the
study. Furthermore, the Quality Assurance Unit has conducted the following
inspections of the testing facilities utilized in the conduct of this study
and has submitted written reports of said inspections to the study director
and/or. management.

Date of Inspection Type of In#gectibn' . Date Issued to Management

5/21-23/85 Process Audit 5/23/85
7/12/85 Report Review 7/12/85

2 A |
RTINS X /%2/{,; A/'.'[. j/J_/ iy
Diana E. Skalitzky 7 o Date
Inspector, Quality Assurance Unit
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NA - Not Applicable

n maYrularad hoat oot administered

L-2L-33

T: 375 'Vemu. Cokn ‘oiL RT No. S05034Y99
Bulk Density__ Aln (g/=l) SPecle._Qd___ Sourc._ﬂ‘%F lan ___ Date RecelvedS-QQ-R5
' Pasteds Date_G-5-15  TimesdfaTis0Fech. GME  Room No. 3
| Dosage 0.0 (g/ks) _
Dose Volume |5 C g.n[k.) Dose Time |0 e Tech, lli“% Scale Used:
"1 Animal No,/Ear Tag No,C 4534 J4sol lysis bsoy lasio Jis2a J4sma soon_ ot NA
- . \ )
Prefssted Body Welght ()N X ﬁt.....——:-:-ﬁ
Fasted Body Weight (g) 1235 D27 1220 |230 1224 1219 B3y \ KON {s017
Actual Dose (ml ) 24 134 3.2 |35 |34 |33 |33 \ - )
oey 7 Body vetgnt b0 % sz lasd fasa [ Rusl \ 13 150
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@Emhq ervor b-b-3Some '
‘ nouge' 0.20_ (g/kg) | . =
Dose Volume )50 (ml/kg) mbg;g awm. Tech.. Judte |Scale Used:
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| Prefasted Body Weight (g) AA )\ : ”
Fasted Body Weight () WOO J_or' J05 J20a j200 \ »m C'L':L KTR) (5S¢
Actual Dose (g} ) 3.0 130 3.0 3.0 |3.\ |30 |30 \ - NA
bay 7 Body vetghe (2) __|a1a [1ag faip a7 fa20 L }ofF \ -3 |urew 15019
Day 14 Body Weight (g) |220]211 {210 J213 j235] % * \ v ™ JL-20 | ¥TRON {501
. ‘ ‘ ) J -k _MA
_HORTALITY (NO. DIED/NO. DOSED)
Dose Hours I . (")
level |o-4 | 2 2 13 |s s | 6 7| 8 o J10 112 J12 |13 | 14 frotar
m ) AI.F.DI. m-r;l;ll!!.f&ﬂ
| 1% FElsPslsls s e P 14 6 16 Bk s . s B 1o B Vs s s 1% A 0[5
;Qag@& 7 A A VA A A A AT A 05 Ve % Vs °/-5°/§%Fz°/5% 7473 TR
Technic 5 i wA Lk L x Lekfer]ek fm /7// X&tL r“\*
Date |45 (p’(o v ( 1(' ,ID 1 % ‘7( /I5 7 / v (/ Y %]W?‘% U/Zlb/‘il/‘i A L'IZ.(,
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ACUTE ORAL TOXICITY ("”50’ RECORD
Vehicle

CDRF‘ O

»’

RT No. 50503499
Bulk Density___#A___ (g/ml) 8pecle-.£&___ Source YO\OWN ____ Date Recelvedm

Fasted: llgtc_{g_i_ii_ Tl-e_Z_Q_Q_Fm'I'ech _GE__ISoo- Noo 3B

-

Nanarnma rn Vrultartad. hot not adulnlntet‘ed

Revieved by

Dosage 20O  (glks)
| Dose Volume lg,og.llk.) Dose Time |O. aen . Tech. |Date ]Scale Used:
sex | Antmal Mo./Ear Tag o (r}4i9 1478144804 2| J4R U YT aSI o Zd B4 LY
Prefasted Body Height (g) l\‘)ﬂ \ : >
_(f Fasted Body Weight (g) 1205 |200100% 1303121] 213 1221 \ n’ 0/4‘ KTyon /S0(9
Actual Dose (ml ) 3 3.‘O 1?;‘.3“ 3.0 13.& 311323 33 \ Sm 16-4 NA
hay 7 Body Weight () 1190 | |14& | & 193 1199 | N D S
d Do “»
per 1 * ol 12 e Pl IR
’ Sme "jﬂ“—lﬁiunuedb 77 -4 NA
l)ouge. 0 (glxp) — 1985
Dose Volume |50 (ml/kg) img 1):00Q o Tech, |Date |Scale Used:
Animal No,/Eax Tag bo.(3 4493|494 73] 443 |y gS) Pde? 9 L : Pl Ay wm
Prefasted Body Wetght (x)} MR \ — >
| _g Fasted Body Weight (g) 205 @f 20234 | 2! 21 |00 \ 'V 9/ | (T A_S.'_OLZ_.
% Actual Dose ( g} ) 3.1 3\ 31 13513 3.3 ]3.0 o NA
. Day 7 Body Weight (g) Q45 > %c) Sk
| ' ' 53 e Laon % | I
- Day 14 Body Weight (g) |1%9 ,(;
e , v 7 V7 T
uonm.tﬂ (uo. DIED/NO. DOSED)
Dose llours ) &
level 0 - 4 1 2 3 4 5 6 7 8 9 J10 |12 12 13 14 frotal | .
palam| Am {pm jan, nm lam lpm 13MIDW :
O 2.0 Y5 h|x] 55
2 2o | % [BlslMu 1Ly bnlsys |
: Techniclan] <a. My
i
| "| bate g5 l’/‘l 75 7§_"/ N’ NEER
i NA - Not Applicable ™R page bz2l-35 MU
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Teat Material ~T-3752 Vehlcll___.c.Qﬂd_Ql__————— RT No. 50503499
Bulk Den-tt'y___&ﬂ__ (g/ml) Species __Qd’__ _ Source__Maclan Date Recelved _S-J22-85
Fasteds Date 5-21:35 _ Time__3:00 phTech. _5%n_Room No.__ D
Dosage 5.0 (slks) = : 5z
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Prefasted Body Welght (g) nA \\ : -
Faated Body Welght (g) 196 1ia7 1ies 119G 1195 1L 1194 \ _Smm 1 5-30) KTEON 1348
Actual Dose (ml ) \ o laa |: q 124 1249 | oam | 5-30 NA
Day 7 Body Weight (8) “:i—-é‘zr-%?r;@—;,?? % K —_ |
Day 14_P CERE XY diidd sitains B I x
' /824 1814 1355 1764 lpoges Verified by So | 5-20 NA
Doslge. 5.0 (g/kp) -
Dose Volume 15,0 (.1[!!) .b 1!!_'.3.“"0*"“ : Tech, dﬁ‘{i Scale Used:
animal tio,[Ear Tag HoC3 | 4500 | 44is | 4484 fyugq Jusgr Jades IN ' grm |5-20) WA
| Prefasted Body Wetght ()] NA |— — AN
Fasted Body Weight (g) |208 |25 |2to lae s jazo _spm|S-20 KT eon 134G
Actual Dose ( g) ) 347 1323232 3.2 135 } ¢ Xf—ﬂ 5-30 A
Day 7 Body Meight (g) ' (tg“l‘ f?‘" ?‘z;ﬂ :@d pi’f;i * Tt 1 '
Day 14 Body Weight (g) s 3g |5 365 |53 - f '3'"1 5339 ¥ ’ P ———
"735 doog 1915 194 & alg yl, SO |SHD NA.
ﬂORTALlT’l. (N0, DIED/NO, DOSED)
Dose Hours . ¥ i -
Level 0 - 4 1 2 3 4 S 6 7 8 9 10 11 12 8-1321 al’c ‘frotal -
: ) Wﬂmnmmmum_
_Cﬂ S.Ds,gj ’:25 é{ 5;r:fM . : o — wd b sonell e et S Bt Bt e 51 1T, 55
——Q_ . g‘.D“lh %— ,{"0/5 ﬂ“& . —_ —1-1-1-1 -1 5[5
Techn¥clan x 1l [y - my
e e/ A AT FF B e
NA - Not Applicable Reviewed by ™y Da‘:‘t.; 2 - 85

A& _ NDorace calculated. but not administered
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OBJECTIVES

To determine the acute oral toxicity produced when the test material is

administered by the oral route (gavage) to rats. All aspects of this study

- will conform to the Organisation for Ecomnomic Cooperation and Development's

Guidelines for Testing of Chemicals, Section 401, adopted May 12, 1981l and

Principles of Good Labdratory Practice. All procedures will be done

according to Hazleton Laboratories America, Inc. (HLA) Standard Operating

Procedures (SOPs) referenced in this protocol.

TEST MATERIAL

Test Material: T-3752. ) .

Physical Description: Brown granular solid.

Purity and Stability: Sponsor has purity and stability
determinations on file.

Storage Conditions: Store at room temperature.
Any unused test material will be
returned to the Sponsor 30 days after
issuance of the final report.

Test Material Retention:

Laboratory personnel will take the

. normal necessary precautions in
handling a substance of unknown
toxicity. Laboratory clothing, latex
gloves, safety glasses, and a particle
mask approved for toxic dusts must be
worn.

Séfety Precautions:

-



TEST SYSTEM

Animal Model

Young adult male and female albino rats (approximately 7 weeks of age) of
the Sprague-Dawley strain will be obtained from Harlan Sprague—-Dawley,
Madison, Wisconsin. Rats will be selected at random from healthy animals that
had been acclimated at HLA for at leasé.l week. An adequate.nuﬁber of extraé
will be purchased in order that no animal in obviously poor health is placed
on test. The weight'variation in animals used on test will not exceed +20% of

‘the mean weight (i.e., mean = 250 g, rarnge = 200 to 300 g).

Reason for Species Selection

The rat is the animal classically used due to its small size, ready

availability, and large amount of background data.

Identification

Each animal will be assigned an individual animal number and ear tag which
will accompany data coilected from that animal throughout the study

(OP-GENB 24). .

Housing»and Maintenance

The following environmental conditions will be maintained in the animal

room used for this study (OP-TARC 230).

Temperature: 22°C +2°

Relative humidity: 50% +20%

Air change: At least 10 changes an hour of filtered 100%¥ outside air
Light cycle: 12 hours light/12 hours dark

O 00O

Temperature and humidity will be monitored throughout the study. Variations

from prescribed environmental conditions will be documented.



Animal husbandry and housing at HLA comply with standards outlined in the
"Guide for the Care and Use of Laboratory Animals."3 Care will be taken to
ensure that the animals are not disturbed for reasons other than data
collection and routine maintenance. The animals will be individually housed
in screenbottom stainless steel cages held on racks, with absorbent pan
liners ‘in the urine~ and feces-collecting pans. Pan liners will be changed at
least three times each week.

Feed and water will be prévided‘gg libitum. The diet will be Purina Rat
Chow®. No contaminants are expected to be present in the feed or water

which would interfere and affect the results of the study.

PROCEDURES

Experimental Design

Initially, a single dose of 5.0 g/kg will be administered to 10 animals
(five males and five females). If no test material-related mortality is
produced at this level, no further testing is required. If any mortality
occurs at the 5.0-g/kg dose level, at the Sponsor's request, three or four
geometrically spaced dose levels may be added. Each dose level will comsist
of 10 animals (five males and five females). Animals will be assigned to

groups accdrding to HLA Standard Operating Procedure OP-TOX 42.

Test Material Preparation and Administration

The test material will be suspended in an appropriate vehicle. Individual
dosages will be calculated based upon the animal's body weight taken just

before administration of the test material and administered by gavage.



Justification of Route of Administration

This is the method for administering a known quantity of test substance

and has been the route of choice historically.

Observations

The animals will be observed individually for clinical signs and mortality
at 1.0, 2.5, and 4 hours after test material adm;nistration. The animals will
be observed daily thereafter for at least 14 days for‘clinical signs and twice
daily (morning and afternoon) for mortality. The duration of observations may

be extended when considered necessary. The time of death will be recorded as

precisely as possible.
Individual body weights will be recorded just prior to study initiation
and at 7 and 14 days following test material administration and at death.

Changes in body weight will be calculated and recorded when survival exceeds

1 day.

Pathologz

~ All test animals, whether dying during the study or sacrificed at’
termination, will be subjected to a gross necropsy examination and

abnormalities recorded.

Report

The final report will contain a description of the test material, a’
‘description of how the study was conducted, response data for clinical signs,
mortality and body weights by sex, a discussion of the data, and gross

pathology findings.



Maintenance of Raw Data and Records

Original data or copies thereof will be available at HLA to facilitate
auditing the study dﬁring its progress and prior to acceptance of the final
report. When the final report is completed, all original paper data, as well
as the final report, will be retained in the archives of HLA, Madison,
Wisconsin (OP-GEN 44).
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