


Report Title: Acute Oral Toxicity (LD50) Study in Rats
Test Type: Acute Oral Toxicity (LD50)

Conducting Laboratory and Location: International Research and Development
Corporation

Test Substance(s): #T7121 - 2% Placebo Shampoo at pH 4.5. Undiluted material used
for dosing.

Species: Rat

# of Animals: 25 male, 25 female

Test Conditions: Dosed orally (gavage) with 5.13, 8.14, 12.92, 20.51, and 32.55 g/kg.
Results: Combined: LDsy>10.39 g/kg. See related studies 191-080, 191-081.

Study #: 191-082
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Accession #: 20031



.
.

M

13304

International Research and Development Corporation

SPONSOR: The Procter and Gamble Company

TEST MATERIAL: T 7121
SUBJECT: Acute Oral Toxicity (LDgy) Study
in Rats

M I nE Y
T AL DEDORT R
oot ie delal MGV WA 2v7?978
PILDYIIIIAICDY noyny
ieg ¥ s iwe LU Ui {
! Ny o
N.E (:muiﬁf“&

%ﬂ/ﬂ, l y//@

WllsnP Dééx(/BA
ctor Acute Toxicology

and Sp tudies
(Stud Dlr ctor)

Approved by: D. Clifford Jessup, Ph.D
Associate Director of Research

Date: March 21, 1978

191-082



[nternational Research and Development Corporation

II‘
III.
Iv.

TABLE OF CONTEUNTS

SYNODPSIS v v v v v v v e v e e e e e e e e e
Test Material . . .« . v ¢ ¢ v ¢ v o v v e v e e 4
Method . + & ¢ ¢ v ¢ 4 v v v o 6 ¢ e v v e e e
ReSULLES v v v v v v o v e e e e e e e e e e e e
A, Mortality and LDgq Values . . .« . o v o o . ..
B. Pharmacotoxic Signs . .+ + ¢ ¢ . 4 v e 0 e e e . o
C. Body Weights . . . « « ¢ « &« ¢« ¢« « « o + &

D. Necropsy Findings . . . . . « « + « « o« . .

1. Rats which died during the study pericd

Rats which were sacrificed following 14 days of
observation . . . . . ¢ ¢ 0 e e v v e v e

APPENDIX 1

LD50 - Record of Individual Dose Level
APPENDIX 2

Acute Oral Toxicity Observation Data

191-082

o
o
F‘QD

T R N S N R I )



International Research and Developiment Corporation

I.

Page 1
SYNOPSIS

The acute orzal LDSO and 957 confidence limits of T 7121 in com—

bined male and female rats were found to be 10391 (8269 - 12966) mg/kg.

191-082
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IT. TEST MATERIAL

The test material was received from The Procter and Gamble Company,
Cincinnati, Ohio on August 4, 1977. It was identified as "T 7121" and

was received as a slightly yellow viscous liquid.
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Twenty~five male and 25 female rats of the Charles River CD strain
(obtained from Charles River Breeding Laboratories, Inc., Peortage,
Michigan) weighing 202 to 262 (pre-fasting body weight) were used for
this study. The rats were housed by sex in groups of 5 rats per cage
in hanging wire-mesh cages in temperature and humidity controlled quar-
ters. They were maintained in accordance with the recommendations con-
tained in H.E.W. Publication No. 74-~23 (N.I.H.) entitled "Guide for the
Care and Use of Laberatory Animals". The rats were conditioned for a
minimum of 7 days prior to study initiation. Water and Purina Labora-
tory Chow were available ad libitum, except for an overnight period of
18 1/4 to 19 1/4 hours immediately preceeding oral administration dur-
ing which food, but not water, was withheld.

The test material was administered orally by gavage, as received,
undiluted, at the following dosage levels to male and female rats:
5126, 8137, 12918, 20507 and 32555 mg/kg.

Five rats of each sex were used at each dosage level. Volumes ad-

ministered were as follows:

5126 mg/kg level - 5.03 ml/kg
8137 mg/kg level - 8.05 ml/kg
12918 mg/kg level - 12.78 ml/kg
20507 mg/kg level - 20.28 ml/kg

32555 mg/kg level - 32.20 ml/kg
Observations for pharmacotoxic signs and mortality were made at
1/4, 1/2, 1, 2, 4 and 24 hours and daily thereafter for a total of
14 days. Body weights were recorded prior to fasting, immediately
preceding dosing and at 14 days. All rats which died on study were
subjected to gross necropsy examination as were all survivors at the

end of the l4-day observation period.
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IV. RESULTS
A. MORTALITY AND LDSO VALUES:
Dose - Mortality Data
Number of Deaths

Dosage! Hrs., Days Total
Level 0-4 1 2 3 4 5 7-14 Mortalities
mg/kg M FIM FM F M F M F MT FMTF M F | Male | Female | Total

5126 0/5 0/5 0/10

8137 1 1 1 1/5 2/5 3/10
12918 4 4 4/5 4/5 8/10
20507 115 3 5/5 4/5 9/10
32555 2 413 1 575 5/5 10/10

Acute Oral LD

and 957 Confidence Limits

50
Combined Male and Female Rats:

Statistical Reference

10391 (8269 - 12966)

mg/kg.

Computations were performed by Mr. R. Bruce, Statistician,

Procter and Gamble Company, using the computer program BLISS 17,

written by D. J. Finney, University of Edinburgh, Scotland.

B.

c.

PHARMACOTOXIC SIGNS:

See attached Appendix 2.
BODY WEIGHTS:

All surviving rats exhibited normal body weight gains with the

exception of 2 males at the 5126 mg/kg level, 2 males at the 8137

mg/kg, 1l male at the 12918 mg/kg level and 1 female at the 20507 mg/kg

level all of which exhibited less than normal body weight gains and

1 male and 2 females at the 5126 mg/kg level which showed body weight

losses.

D.

NECROPSY FINDINGS:

Necropsy observations were noted as indicated on pages 5 and 6.
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1. Rats which died during the studv period:

Gross Necropsy
Observations:

Dosage Level mg/kg
Number Exhibiting Sign/Number Necropsied

Page 5

8137

12918

20507

32555

Male

Female

Male

Female

Male | Female

Male

Female

Partially cannibalized

1/2

2/4

Wet abdomen

3/4

4/4

2/3

3/5

Yellow material around
anogenital region

2/5

1/5

Lungs, congestion

1/1

2/2

Thymus, hemorrhage

1/5

Stomach, distension

1/1

1/4

Stomach, gas filled

1/1

Stomach, fluid filled

1/5

1/4

2/5

Stomach, glandular muco-
sa, scattered erosions

1/2

Stomach, non-glandular
mucosa, thickened

1/2

Stomach, non-glandular
mucosa, ulcerated

1/2

Stomach mucosa, conges-
tion

1/4

1/5

3/5

Small intestine, red
fluid filled

1/5

Intestines, distension

4/4

4/4

4/5

2/4

3/5

2/5

Intestines, fluid filled

4/4

4/4

4/3

3/4

3/5

3/5

Intestinal mucosa, con-
gestion

1/4

Ridneys, vellow foci

1/4

Cecum, filled with green-
ish brown fluid

1/5

191-082
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2. Rats which were sacrificed following 14 days of observation:

Gross Necropsy

Dosage Level mg/kg

Observations: Number Exhibiting Sign/Number Necropsiad
5126 8137 12918 20507
Male| Female Male | Female Male | Female| Male| Female

No gross lesions 2/4 1/1 1/1
Lungs, congestion 2/5 1/3
Lungs, consolidation 1/5
Lungs, dark grev foci 1/4 1/1
Stomach, fluid filled 1/1
Stomach, non~-glandular

mucosa, thickened 5/5 5/5 1/4 2/3
Kidneys, vellowish sed-

iment in renal pelvis

and atrophic 1/5
Uterus, hydrometra 1/3

191-082
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LDsp ~ RECORD OF INDIVIDUAL DCSE LEIVEL

Dese lewvel z/kg bw '{'/26 %:/_‘%, P4G Code - 7/2]

Nuzber of anizals dosed Male 5 Temale 5

All data ave basdd on sample as received.

Sample ? ':e::a:ac —_ g of sazple was mixed wich — (zg) (=1)
solvent R~ to make a desinz solusion cf
z — /%) T (w/v).
—

Specific Gravicy:. /1> al of sample weighed 1020 g at 24 e°c,
$.G. = __ ] 020 g/al.

Individual Animal Daca

[ 2 3 4 st 2 3

Date Anizal § (45716483 éa%iciféé%zcl ec.%zg eegzzf@.ezzz 1324

Sex TN TlFl71€]1€]2128,)

-21.77 Frefasted We. g |y o lgew 269 aw-ajg-ut 220 [I>ala f; _f,:zs;

22977 Fasted We. g 243 13ua 1929 13USIauliaa 1220 s

- - }
-22-77 Dose/Raz =l L 122 112e W33 at he | 1 s.\zhm )~

Tizme of Death

2 ey we 8 PR A D 08 epS 10371249 [AR 14

/7 DA LJ"‘ . 294
Avg. prefasted weighe _ i 2430 ORJes? Y

b

Avg. prefasted weight of survivors 22474 4 g |26c\,/’<
- 4 3 AN
Avg. 14 day weighr of survivers c\:j"?, oy g . / 2
) D - ’ ) .0 0%,/,“
Totzl Dead: Mals Female

Animals Raceived: , Q q/;::,’

Yotkar's Signatuce %&l& %\(\Q‘c\ Date

AT
9!({’5? _50;}2;’7{437. 29F 23] 232292

- S. 05*\7/‘

7-22-7

’ ﬂ U /\-

Corroboraning wWitness A &ch Dace 9 77 7
) / 7
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LDsg - RECORD OF INDIVIDUAL DOSEZ LEVEL

Dose level g/kg bw gc} 3 W P&G Code [ 7/32/
Number of animals dosed Male __5 Female &

211 data are based on sauple as received.

Sample Preparation: ~—— ¢ of sample was mixed with —™ (z) (=)
solvent S —— to make a dosing solution of
R

LT ey T (wlv).

Specific Gravicy:. /O wl of sample weighed /O-// g a2z 27 °c,

$.6. = _JL 0/ _ gia.

Individual Animal Data

[ 2 B 4 s ) 27

S

Date Animal # Lb&l}’ (0324 o328 d,ozab'&fﬂ,lv LEB23 (4327 330 |33 (4.
~ C

&

Sex TNTNT T T FIF|£

- Prefasted Wet. . - PN "
91(7/77 refasted Wee 8 11)9 byo luslan Ina hoa lzy 1207 |a0e o

7/a/27 | Fasted We. g 209 1192 1302 1200 202 {190 1557 1120 L 10
'9/6/77 Dose/Rac ul Joo7 1089 .63 M) 1103 4S3 |rsa sl 0
Time of Death pP:{’\ P'&J' \;<3
14 Day We. 8 =0 |16 1394 %< A [><,’,‘M€ e
N Dax w+ \ 24 200 1259 ><T (234 |~ 12260 | Q3SIARC
Avg. prefasted weight ARR g
Avg. prei’asl\:\ejj weight of survivers AR g g'/j 7j/ﬂ/j
Avg. 14 day weight of survivors A% 1. g = ¢¥.05 "ﬂ
Total Dead: Male i Femala L /- 0//j/m,€ .
Animals Received: (C,, R. 3{/&"? )

~
Worker's Signature /&‘Kx_ T LD BDaze ?/3/7 7 ’//.‘?//.«—"

/ e
G Kol ' |
Corrcdborating Witmess WAV, Dace 7‘/?:/’2';~ s
" / / / / L
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LDsg - RECORD OF INDIVIDUAL DOSE LEIVEL

Dose level g/kg bw /;—},Cl"/? 258G Code T"‘ 7[ ;l\

Number of anizals dosed Male & Fenala g

All dacta ave basdd on sample as raceived.

Sample Praparaticm: g of sazmple was mixed wizh = (g) (=)
—— . ] . .
solvent to make a dosing solution of
= b4 —  (w/w) " (w/v).

Specific Gravicy:. /O =l of sample weighed /0. /[ ¢ at pr ol
§.6.=_/.0// g/ml.

Individual 2nimal Data
[ 2 3 & s 4] 92 3 Y =
Date Animal # k¢333 (0339 643357 | 60336 ({6337 {ee337 |4433 :

Sex TN TN T g1 €212 ¢ %
%L/ Prefasted Wer. g TV PPN P - [w v oA, ~
f/27 | FestedFe s Loalaoo oo s 1197 Yoo zd lres 1199 et
9/g/77 | Posel/rac = 2:5%0.57 .57 12,47 .52 Desy sy lasy 1239128
f wr
‘D'Q(M( Time of Desth ] 1 l \ 1 l | A
14 Day We. g 152 205
N DAY W, o {29\ ) T \ TIS )
Avg. prefasted weighe _ _ll.{p g
Avg. prefasted weight of survivers 3 \0. < ¢ \Q.Ci \Q 3/},\3
Avg. 14 day weight of survivors 2\ N,.5H g . - L3 Y
Total Dead: Male L . TFemale & /. o/ j/mi .
Animals Received:_ C.A. 575-19

Worker's Signature ﬂ /%WO Bare 7/g/7 - 7/{/"’
A

Corroborazing Witness 6 eﬂl—wg Dsts <?/Z /,—'—":Z i '/’:,I::
7 y 7 VAR
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LDgg - RECORD OF INDIVIDUAL DOSZ LEIVEL

Dosa level g/kgzg bw QO. 507 284G Code T 7 / D\‘
Nusber of anizals dosed Male 5 Femala 5

All data zare baséd on sample as raceived.

Sample ?r araticn. - g of sample was =ixed wizh - ( (=l)
hd e ——————) . e ————————

solvent to mzke a dosing solution of

— Tz — (/v (w/v).

Specific Gravicy:. /O al of sample weighed /©.// g at L ‘c,

$.G, = LO/[ g/ml.

Individual Aninal Dztz

2y
Animals Received:_ C .4 /27 /.01l 5/

) [ 2 3 4+ s 4] 72 3 “# g
Date Anizal # 4343 | U39 [U39s o3 L6397 Yewsye|6e3971603sn Jhess s ies.
Sex Flolola 1212122 7
%/77 Prefested We. g |240|231 230(235 (230|239 [209 230234 |23
& e~ 6’ - - Fa
7/,9/7 7 Fasced We. g 25 |27 |28 |21 09 220 s |23 20153 s
?/;;/77 Dose/Rac nl 4.56 {4 50 {9 92548 ja ey [958 14 3|9 S2{ 10810 C
: 4 qt
DA\{ Tize of Death / \ \ \ \ \ \ \ ) Q:
14 Day We. g i
"1 Dax W % ———— | 22Z
f\vg. prefasted weight (_g g AZto
Avg. prefasted weight of survivors 2 g
Avg. 14 day weight of survivors 235 g 020.507 j’/ffﬁ 20, 29 p(f//{
Total Dead: Male _ Female _5 = 7 .

Workezr's Signaturs M /L‘u./\/u,g Date 9/4 /7 7 ?//" 7

CorTcborating Witness /{ /(gud,,o Dste 9/2/7% Q/S.[‘;
g , /

-
-
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VEL

LDsg — RECORD OF INDIVIDUAL CCSE L=

Dose lewvel g/kz bdw ?Q (\.SC) &G Code T‘ 7 \ 1l —

Number of ani=zls dosed Mzale 5 Female 5

All datz are bas€d on sample as recsived.

Sax nle Prapa ation: — g of sample was mixed witch (2} (ml)
solvent S to make a dosing solucion of

= (afw) T (wlv).

Specific Gravicy:. /O a1l of sample weighed /£.// g at 12 cc,

5.6. = _J.0// e/ul.

Individual #nimal Datz

[ 2 3 # s il 2 3 # &
Date Anizal 7 3s3 ;%357’ GL3SS JASS 6 (44357 443557106359 [ bb3te (it (L
’ -
Sex T TNFTNF| | EIFIEF (¥
251
9/2/77 | Prefasted ¥e. g |930]229 a3y |22z 220 (23425 | us [2ao Be
$/5/ 75 | Tasted We. g 27 |25 | 224 a2z |2s aze|am faas hm oy
5/% /o | Dose/Rat =l L9392 0 s 1698 11.08 na 109317 1317
’ ' - - YaRs [ala i3y ferfa (v3 L ans Jaiti=? "1/."\/?7"~& § ~R> 4 ”c Q
'DAVI Line el Death Q/’?;”] ’ ‘ O"?/"]? } ‘ :‘l:\. 1 s‘\‘g"’ EE ,‘.‘.
14 Day Wt. g
Avg. prefasted weignt :L\,O ‘g
Avg. prefasted weight of survivors : g
Avg. 14 day weight of survivors J g

Total Dead: Male s Fesale _ & $2.559% ﬁ/KS _ 32.20 wﬂ)/
Animzls Received: C K. $/29 K-
‘. /.01 §/aL

4 ' Ly /*. /7 -7
Worker's Signature _/&i;p\,k /L-{n/vm Date 7/3 /7 2 JAN

Corrodborating witness A /@u.{o Dzce ?/Z/ F 7~ *,f:,j:;
=7 v/ 7




P&G Code _T-712L

SYeBY0MS; Time
Pator sctivity lncr:;:e -
Motor sctivity decrease
Pesplratory rate fncrease
Pesplratory rate decraase
fire tody tremors

(22rse body tremors

tlenching

Cyenosls

bespling

"2iznind) Griping

Merrlea

1o Lrection

ther; Qa }(LY/&
2w fron
U nutro~

t
Prat- X

Worker's Inftlals

(PN SN

ACUTE ORAL TOXICITY OBSERW\TION DATA

Mo, of Males/Females Affected - BMRk Square = Normal

mr st @ves cama

Soeclal Notes: (Including Hecropsy Observations)

“ Dose Level g/kg 5126 oy géi Dose Thwe _9.10 Dose Date _ 7-22.77
Hour‘s Days '

1/411/2 ] 2 4 | ? 3 4 5 6 7 1] ) 10 11 12 13 14
20| Y@ @IS | o) | SR _
)(:) -
“derke oyt _
2| ¢} | s|a0S | TC| S —
~() mf _2OP(0) | 1) —
o) s | Y | a6 - m
brd EidIRYRIGE N1 W‘? N ’D\S‘—r’htﬂ @\ W jwet S G [ SO 1S6 ,.(a.)iA wey | SC, :@;
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141 -0% >

PLG Code’ T 713l

""" No. of Males/Females Affected - Blank Square = Normal

P

APPERIL, »32

ACUTE ORAL TOXICITY OQSERVATION DATA

" Dose Level glkg B-137 Dose Time _ {. JO am  Dose Date (/)[8/77
Hours Days

SYRPYONS: _Time_{1/A]1/2 1 2 A 1 2 k] 4 5 6 7 819 101 31 112 13 | 14
Pator sctivity Increase . :
vator sctivity decrease A0M2GH (=) | BODILED 5('23 U 12(2) ?ﬂ*\ (o)} e
?esplratory rate increase ? . i
Pespiralory rate decraase 1{0Y | (o) (o) ILOS 3D 2051 0 1)
Fire body tremors : . —_—
Caz2rs2 body tremors
fiteaching $ -
Cyenosis _—“
Gespling 1) | 1¢o) [1(0) o) )| ©
stZcatnaY Griping : '
Olerciea ‘ \(o} (1) 101)
Pilo Crection ‘ -
Otler: $ALIVAT jon) o3\ 443 1 6G) { SO YR

VR W T oW HOEGIEC) ._.,.

ATann TIEOIREDIES) 3

Proibinhonn N VONITE B -

'&65?[12,«\T()KL{“&}:XZ&'1’TE’FF 100) | 1o) | 1(s) 1{o)] j(o) | 160} | 1(0) i 2.() [20)
Do _Lg;) A1) .

Worker's Inftials SALCH TN T san | 5w [ B H Bl TP s Lo 1S 157 lows e 2? AYA &

Saecial Notes: (Including Hecropsy Observa'tfons)
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)2 O~ ACUTE ORAL TOXICITY OBSERVATION DATA
"~ MNo._ of Males/Females Affected - Blank Square = Normal "~
PAG Code __ | ~ 113) “Dose Level] g/kg  12.01% bose Time K240 a4 m Dose Date 9/{1,/7 7
Hours Days
SysayoNs: Tme__ [ 1/4]1/2 i 2 4 1 2 3 4 b 6 1 i] 9 101 11 112

Pator activity fncrease

votor activity decresse 6(15 () Vol oD hols) (2] ©

Pesplratory rate increase

\ .
Pespiratory rate decrease 1{0) | V(o) 'l(-") E(Z\ \(C!\ o

flne bady tremors

(23rse body tremors

ilenching 1

Tyenosis

sesping

Edzatnal firfping

Merclea /(0) “‘(\3 _E)Q) 6(‘1‘\ ©

1o Erection

Tther:
LRI ATIOW MO! V(D 200 [6(3) |\ ©
Peos rRVTION '

D Lima Toow

AYA X, 0T0) I ETON RO RIEN ERE8Y 76) ) _|o
Savoanmon ' R TIOY 30 [4CS]25 4

o))

Morker's Inttlals I Jusen |5~ | Den 8B | S Y| A6 | GH | 30 T L6 H | S0 | Se | van | 57

Saeclal Hotes: (Including Necropsy Observations)
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P&G’Code T 1Al “ Dose Level 9/kg QO. Sd'}

SYHo10MS _Time

Paltor activity {ncrease

¥ozor sciivity decrease

2esplratory rate {ncrease

Pespiratory rale decraase

Flre body tremors

(2:rs2 body tremors

Blenching

Crenosts

Geiping

sXizatnal Griping

Dierries

f1lo trection

Otters SALIVATIO
ATAK R
URinyvony

e Lawts Tong

Frectgwuu ow

Dentas

Horker's faftials

Soecial Notes: (Including Necropsy Dbservations)

""" No., of Males/Females Affected - Blank Square = Normal '~

ACUTE ORAL TOXICITY OGSERVATION DATA

oY /
Rose Tiwe 8)'»%9 nm Dose D L77

Hours Days

] ] 9 12
P s 71 Y s ey ; U v AR
\OLs) L) i) 12(4) () Ki) {4
30D I3GY )
EOITEN o
és "%
S(2) | B(2)
(=) 1i)
RO LIS
Sen Gfl if ERZ
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ACUTE ORAL TOXICITY O3SERVATION DATA

" MNo. of Males/Females Affectcd - Dienk Square = Normal’

ws wes

Pi6 Code | — | 1l * Dose Level gika S 5SS Dose Time _ 1O AW - Dose Date ?X&//’/‘ 7
‘ Hours Days _ﬂ
SYPI0SY Time _{W/AT1/2 | 1 2 4 11 2 k] 4 15 6 / 9 Yo f 11 jd2 | 13 ]14
Pator activity |ncr'el‘se - e -
vator sctivity decredse 7(,3) L)) \O(S> lOCS') q (" —_
»esplratory rate increase ' . :
esolratory rate decraase | 3C9) |200) | 6(3) gLy a0}
frne body tremors ’
cirse body trewnrs [
tenching {
ytaosls S
23ning
tizatnal frlping : ’ —_—
Mereles Y [ )] 20) -
"o frection '
ther: SALIVATION st | D Y W)Y | 80
Uk LwATION) 1) | ) e( B8] W) L
ATAXIN HOIRISOIE N EENES! L
D& Rensog, Lomps Tere ‘ 20 | 20D
PResTRA T ow 2.(%3
Yo s 1 O TU)20G)
DenTias 6Ly 14( \‘) )
Morker's Inftlals W T S | I | 3N g | -

Soecial Motes: {Including Hecropsy Observations)




LDsg - RICORD OF INDIVIDUAL DOSE LEVIL

Dose lewel g/kg bw . P46 Code

Number of animals Jdosad Male ‘FTemale

All dara are based cn sample as received.

Sample Preparation: gz of sample was mixed wizh (g) (=)
solvent | to make a dosing solution of

Z (w/w) {w/v).
Specifie Gravicgy: 'ml of sample weighed g at °c,

S.G. = g/ml.

———

Individual Animzl Data

Date Animal ¢

Sex

Prefasted We. g

Fasted Wc. g

Dose/Rat nl

Time of Death

14 Day Wt. g

Avg. prefasted weight g

Avg. prefasted weight of survivors g
Avg. 14 day ﬁeight of survivors : £
Total Dead: Male ) Female

Worker's Signature Date

Corroborating Witness Date

- - - - e




ACUTE ORAL TOXICITY OBSERVATION DATA

h No.,6f Males/females Affected - Blank Square = Novmal

Pose Time fose Date

PLG Code _ Dose Level g/kg

lHours Days

SYUoTEs: Time_ J1/410V/2 1 1 2 4 1 2 3 4 15 b 2] 81 9110

Valor activity increase
¥otor activity decrease

Pesplratory rate fncrease

Pzspirstory rate decrasse

Fire bady tremors

{iirse body tremors
tilenching

Critosls
Gesping

72zialnal Griping

Bicvrlea .

Ffilo frection

Gtler:

Horker's Inftfals

Soeclal Motes: (Including Mecropsy Observations)
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Date:

Purpose:

Animals:

Procedure:
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QObservartions:
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To measure the acute oral

order that it might be com
materials.
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Rats, Charles River Caesarean~cderived, 190-270
ditioned to the environment for s minimum of 7
Maintain che animals according to standards ouclin
in the Cuide For cthe Care and Use of Llaboratcry Animals,
DHEW No. (NIR-74-23), 1974.

Place 10 animals in each group,.divided equally by sex.
Determine prefasted and fusted body weights. Fast che
animals for 12-20 hours before administering the tes:

- material.

Dissolve or suspend the test material in an appropriacte
vehicle at the required concentrazions zand record gquan-
tities mixed. Deliver the test material into the
stomach of the animal frem a2 syringe fitted with a

size 8 catheter as a stomach tube or from a syrings
fitted wich a 13~gauge auimal-feeding nesdle.

Choose 4 dosage levels, with the lowest being approxi-
. mately the highest no-death dosage level obscrved ir
range-finding scudies, or being estimated from prior
results with similer compounds. Unless otherwise
specified, choose higher dosage levels according to
a geometric progression of 1.4 (i.e. the second dose
equals the first dose x [1.4]2, the chird dose eguals
the first dose x [1.4]3, ete.). Adminiscer each
dosage level to one group of 10 animals. Adjustc the
dose for each animal according to fasted weight to
give the specified quzncities of macerial per unic
of body weight. Administer additional dose levels,
as needed, so that the total number of dead is suf-
ficdenr to calculate an LDsg value. Iwmmediately after
¢osing, return the animal to ad libitum feeding. Record
41l of the above information on the 'LDgg Record of
Individual Dose Level” sheet (Appendix I).

Observe the animzals and their behavior at intervals of
15, 30, 60, 120 and 240 minuces afcer dosing and daily
thereafter for 14 days. Use the "Toxicitcy Qbservation
Data" sheet (Appendix 2) to record symptoms and numbar

of animals involved. Unusual observacions or symptoms
not listed on the "Toxizicy Obsurvacicn Dxma" -sheer -+ -
should be noted where appropriate (under "Symptoms" or
"Special Noctes'). Necropsy all animals tha: die during
the course of cthe study. Az 14 days, weigh all surviving
animals and recocrd weights. Necropsy surviving animals
and examine them grossly for zbnormalizies.
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Report:

Principal Inve

s

tigator: M. J. Winrow Date 7/28/77

.

Report 2all data recorded on the Record of Individual

Dose Level oand the Acute Oral Toxigity Cbsarvatica 2a
sheets. Repor: the LDSO and 95% confidence limits of
the test material as calculated by the Probic Mothodrw
File the final reporc within 3 weeks after complation

of the experiment.



