


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

Conducting Laboratory and Location: International Research and Development
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Test Substance(s): #T7119 - 2% Shampoo at pH 7.5. Undiluted material used for

dosing.

Species: Rat

# of Animals: 20 male, 20 female

Test Conditions: Dosed orally with 10.71, 15.00, 21.00, and 29.40 g/kg.

Results: Combined: LDsy>16.16 g/kg. See related studies 191-081, 191-082
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SYNOPSIS

The median effective dose and 957 confidence limits of T-7119
were found to be 16156 (13847 - 18780) mg/kg.
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II. TEST MATERIAL

The test material was received from The Procter and Gamble Com—
pany, Cincinnati, Ohio on August 4, 1977. It was identified as

"T.7119" and was received as a pale yellow viscous liquid.

191--080
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Twenty male and 20 female rats of th

o

Charles River CD str
(obtained from Charles River Laboratories, Portage, Michigan), weigh-
ing 207 to 288 grams (pre-fasting body weight), were used in this

study. The rats were housed by sex in groups of 5 rats per cage in

ters. They were maintained in accordance with the recommendations
contained in H.E.W. Publication No. 74-23 (N.I.H.) entitled "Guide
for the Care and Use of Laboratory Animals". The rats were condi-
tioned for 13 days prior to study initiation. Water and Purina
Laboratory Chow were available ad libitum except for an overnight
period of 18% to 19% hours preceding oral administration during

which food, but not water was withheld.

The test material was administered orally, as received, undiluted,
at the following dosage levels to male and female rats: 10714, 15000,
21000, 29400 mg/kg.

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

administered were as follows:

10714 mg/kg level
15000 mg/kg level
21000 mg/kg level
29400 mg/kg level

10.67 ml/kg.
14.94 ml/kg.
20.92 ml/kg.
29.28 ml/kg.

|

Observations for pharmacotoxic signs and mortality were made at
% %, 1, 2, 4 and 24 hours and daily thereafter for a total of 14
days. Body weights were recorded prior to fasting, immediately pre-
ceding dosing and at 7 and 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.

191-080



International Research and Development Corporation

Page 4
IV. RESULTS
A. MORTALITY AND LDSC’VALUE:
Dose - Mortality Data
Number of Deaths
Dosage | Hrs. Days ‘ Total
Level 0-~4 1 2 3 4 5 6 7-14 Mortalities
mg/kg M FIM F M FMF MV FMT FMTF M F| Male | Female | Total
10714 0/5 0/5 0/10
15000 1 3 1 1/5 4/5 5/10
21000 11 313 3 4/5 4/5 8/10
29400 3 4 1 1 1 5/5 5/5 10/10

Median Effective Dose and 957 Confidence Limits

Combined Male and Female: 16156 (13847 -~ 18780) mg/kg.

Statistical Reference

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. PHARMACOTOXIC SIGNS:
' See attached Appendix 2.

C. BODY WEIGHTS:

All surviving rats exhibited normal body weight gains during
the l4-day observation period except for one male (#66196) at the
10714 mg/kg dosage level which shawed a body weight loss from day 7
to day 14 and one female (#66201) at the 10714 mé/kg dosage level
which exhibited a body weight loss from day 0 to day 7.

D. NECROPSY FINDINGS:

The necropsy findings on the following page were obtained

as indicated:

191-080
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iross Necropsy Observations:
Dosage Level (mg/kg)
Number Showing Sign/Number Died
10714 15000 21000 29400
ST08S Ne?ropsy Male Female Male Female Male |Female Male Female
Jbservations
A\. Rats which died during the study period.
Jischarge from nose 1/5
.ungs, congested 1/1 2/4 3/4 414 1/5
focal hemorrhage of lungs 2/4 1/4
3tomach distended with
naterial 1/1 2/4 3/4 4/4 4/5 5/5
;  ‘vlar mucosa of stom-
., hyperemia 3/4 2/4 3/4 3/5 2/5
focal hemorrhage 1/4 2/4 3/4
Small intestine filled
gith fluid 1/4 1/4 3/5 4/5
cecum filled with fecal
naterial 1/4 1/4 1/5 2/5
Iydrometra, Uterus 1/5
Stained anogenital region 1/4 1/5

M«
'f;\
—
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Gross Necropsy Observations:
Dosage Level (mg/kg)
Number Showing Sign/Number Necropsied
10714 15000 21000 29400

Gross Necropsy Male Female Male Female Male Female Male Female
Observations
B. Rats which were necropsied at the end of the observation period.
No gross lesioms 2/5 2/4 1/1 1/1 1/1
Thickening of fore-
stomach mucosa 3/5 5/5
Ulcerations of fore~

£ ":h mucosa 1/4
. 2al erosion of fore-
stomach mucosa 1/4

91-080
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LDgg - RECORD QF INDIVIDUAL

APPENDIX I

Dose level g/kg dw /D. 72/Y

Nuober of anizals dosed

Male

5

258G Code 1 - 7//6

AJl datz are base€d on sample as received.

saxmple

Tenzle

was oixed

5

Y

with (z2) (=1

to make 3 dosing soclution of

Sample Preparation: —— g of
salvent —
- 74 I ¢ 7 A )

Specific Gravicy:. /O nl of sample weighed /0:-OY ¢ ar QY g,
$.6. = J,00Y g/ml.

Individual Animal Dzata

[z 32 % s l) 2 3 2
Date e e e T e A I e
Sex glalgls|a1E€1 128 }¢
3/30/77 Fefascec Wr. Z83lzwaizrzlzrzz lzrolzesclzai lzzzlzzs lue-
§/3//77 | Fested Wz b loes 105¥ e g 228218 1212 o3 12ie
8/3/77 | DPese/Rerml 0861.9112.751978 10731293233 220:1951 b

Time of Death \

¥ 4
4’,//‘//77 14 Day We. g 3‘10 3(78\ 35[ 306 _”:’%- 0277 26(/ 257 ;ZL/(I' azc_/‘.-.
7 Baq We, o R 822 308 3G 38 A57 29 2K 307 231
Avg. prefasted weight 2s2.¥ g
of survivors 2352.% g

Avg. prefasted weight

Avg. 14 day weight of

Male C:>

Totzl Dead:

A—————————

Animals Received: alialz=

VWorker's Signature

survivors

Female

20lL.%

g

O

( i

nﬂ&w\ f‘\L“/‘/"":a

/ 0
istness ) Arunon
/o

1C. 7Y 9/x;
‘ 5 0.0y ad)
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/9] - eg0 APPENDIX 1 ZADc ™ A-325

LDsg = RECCRD OF INDIVIDUAL DOSE LIVEL
) [
Desa level g/kz bw /S. coo ?4C Code T -7119
Number of anizals dosed Male 5 Femzle 5

All datz are baséd on sample as receiwved.

Sample Preparacicu: g of szzmple was mixed with — (z) (wml)
solvent e to make a cdosing soluticn of

b4 —  (w/w) ~{w/v).

Specific Gravicy:. i) ml of sample weighed /0.0¢/ g at J&f  °c,
5.6. = [/, 00 g/ol. ‘

/2 3 &# s V)] 2 3 H g
B Date Animal # 66203’6@3-1 6@5,&61}0& éé?C’) é@o&}é&gﬁ EaNOlEa [ER
B : , o o
Sex 02' il o T ol £ £ .fc—y - -
?/30/77 Prefzsrted We. g z82 zgs— Z(é"ﬁ -Z.?‘ osolzo lein bz io 1210 |22
$/31)77 | TFasted ue. g Qe _|3710l70 losslong Imotdias 190\l D
$fsifzz | Poserzarm Baheslaslry loalzethal logtbss kes
- DAY Y ST HDRY (S AT
Time of Death q/p-/:—f | :/./n bé/ DN Py
G, /9//77 14 Day We. g 38 36¢ 319 31ls L1Y7
' 7 B T g A 315 269 29 z12,
Avg. prefasted weighet 2 49,0 g
Avg. prefasted weizht of survivors 2?0'2 g 15000 /
&vg. 14 day weight of survivors /3.2 g _____________2,’:7 - .9y ""%j
Total Dead: Male _ ! Female 4 /. 009

Animals Received:_ &/ 2/=2s

Worker's Signature /gfbvw 7174/W°‘° fz‘a:e 91/':?/ /'7 i

(o] -
Cerreborating Witness /) ,cud,./’ Date O /3/ /_72/
/ b
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LDsp - RECORD OF INDIVIDIAL DOSE LEVEL

Dose level g/kg bw /. oo P&G Code ] = 7//7
Nuwber of anizals dosed Male 5 Femzle &

A1l data 2Te bas€d on sanple as received.

Sanmple Prep araticn: ——— ¢ of szmple was aixed with ~—0 (g) (=)

——

solvent to mzke a dosing solutiocn of

—-—""""3‘.' ~—_  (w/w)  {w/v).

Specific Graviey:s. __ /O =l of szmple weighed /0.0Y g at ,)Z °C,
S _‘L:_(_)gi— g/ml..

Individuzl SAnizmal Data

/2 3 # s ] =2 3 ¥ g
Date Anizmal ¢ CEVSILERIYEL G| bl L 620m a6 2116628 [ 6622 Leoat [l
sex Flllolo 212212 |2
fast Wt.
?/30/77 Frefasted Wr. g 23 224 1ze5 122t ol s i zcaleiz [ven iz
/31/27 | Fested Wee 8 lass lsvoloeslows haa lial lao las \QiL tae
§/3)) 5~ | Dose/Rat =l 5D 15, @57{-5 s gt Hazf'ﬂ‘f LiO‘S!q Cotlm
_ curg|DF T [OATY [TA i ORT i IEINERT
Tize of Death hon Shzzle/ izl el /3 a(y /rﬂ‘_?r,‘/ﬁ@u 3 i
‘?/y/?? 14 ray We. g qu ;2/?‘/
7 DAA{ (.J.J'T..& _24{0 2‘3?-‘5
Avg. prefasted weight <2 3?'7' g ..«l;'\“ -
. e af.4t
Avg. prefasted weight of survivors 209 > g
Avg. 14 day weight of survivors 264 .< g . 2/ ooe j//7 QO )
Total Dead: Male ‘1/ Fexale ‘/ 7 oy / . ?7/
Animals Received: gligl=% J/ml

Worker’s Sigmature /éﬁnw HCMLO Dzze ?/3 i /'7 7

. .- c
Cerrecberating Witness 6 44 @ Dste ~ /3[ /77
o
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LDsg ~ RECORD OF INDIVIDUAL DOSE LEVEL

Dose lave.l g/kg bw 27v Y00 P&G Ceode T - 7”%3
Number of anizals dosed Male _ 5 Fexale 5

All data are baséd on sample as recsived.

Sample Preparation: s g of sample was mixed with ~—  (2) (=l1)
solvent to make a dosing solution of
4 R O 74 IR ¢ 72D

Specific Gravity:. /(0 _=nl of sample weighed /0.0Y g at 2Y °C,

§.G. = /'00‘/ g/ml.

Indi \"inhe.l Animal Data

CHR - Y - . e =a

nimal 3 , ) EEIAT ) ELL2
Date imal = 6(322{ e 5@25’56226 CEDMCERT (6227 623 AR EZ:
Sex SN 157 T OZ 18| | ¢ |¥f

?‘/30'/77 Prefasted We. g oo feeo 224 22% 2o lvas 2o 2lzea iz o 1z e
|

gfa1f271 Tt v 2 locolay e betlaagliar haoligo 1aa |

§/31/77 | PoselRac =l 80| 574l O(;I(DOCO 0SS 115, 5UsSkdis. @i 5

Time of Death %’;}3‘7%4; Lhezp A" gy | Pl e Yizar| Facar| N me ,%-:
14 Day We. g
© 7 Day Wwh T }"M‘
Avg. prefasted weight 219l g .
Avz. prefzsted weight of survivors — g
Avg. 14 day weight of survivors R Q‘] 400//2 29.35 f
Total Dead: Male S Female _ S A

Animals Received: o /i alzz

Workaer's Siznature /%/ru\_ AA/WVJ Dare 3/3'/'/7 7

. . s o /-
Cerrzhorzting Witness 6 mg f/‘ Date C /:5/ /,77—'
T

/




P&G Code T" 7' ﬁ

SYHOYONS: _Tme_
Vator activity increase
Metor activity decresse
Pesplratory rate {ncrease
Pesnlratory rate dacrease
Fine Lody tremors
Coarse body tremors
flanching (’%ﬁf}%‘?t(}v B
Cyenosis
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rhizatnal Griping - '
Ditrriea
Pilo frection
Otter: |
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57¥%Lx(¢ e
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e

Morker's Initials

ACUTE ORAL TOXICITY OBSERVATION DATA

No. of Males/Females Affected - Blank Square = Norma)

Soeclal Notes: (Including Necropsy Observations)

Dose Level g/kg /0. 7Y Dose Time [0.¢/O Dose Date $/3//77

» Hours . Days
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P&G Code

T-72/19

SYHoTONS
Motor activity increase
Yotor activity decrease
Pespiratory rate increase
Paspiratory rate decrease
Flne body tremors

Czarse body tremors
Blanching

Crenosis

Gaspling

rticninal Griping
Ditrckes

Pilo Erection

Dther;

urina fr;*v 3""‘"""

Time_

Hbd et

ataXio .
: §‘-?//U-/f//0" .

b deae decrtdse

DEgTH
Worker's Inftials

e

APPEL )2

ACUTE ORAL TOXICITY OBSERVATION DATA

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

Dose Level g/kg /S.006 Dose Time 0 '60 Dose Date 2/3//77
Hours Days .

1/411/2 ] 2 4 1 2 K] 4 5 6 7 8 9 10] 11 112 13 1 14
509)[ 161G 1o 7ol o | T O\

A5 [0 | %D | o | O —
IO HE R T EAES) -
T REO AN 70316 B2 |1(1)
(o) jos) elf )| vl o | ©

OO (D D 20 © TGN

| I 40) aEE
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Soecial Notes: {Including Necropsy Observations)
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PG Code Dose Level g/kg A+ 000 Dose Time /Qi’ig Dose Date 8/3//77
Hours Days

SYHOTONS “Time {1/411/2 1 2 4 ] 2 3 4 5 6 7 8 9 101 11 112 13 {14
Mator activity tncrease |, : R .
totor activity decrease ‘/6") /o(%’) (o4, .[D(‘}') 5’@) 20\ [ 2) //0) IV (oy] © S IO
Pespliratory rate Increase i .
Pasoliralory rate decrease S
Fine body tremors —
Co2rse body tremors
Blanching |
Cyenosis
Gasping -
rhicatnal Griping - . i
Ditrrles () (ZC")) 7(]'7/7 %(07 2 (Y \C\') 1) [()
Pllo Erection o 2001200
Other: ‘

crrmadion S‘m'{zf,.t 1) i) S() G(3] (l) |2ty 110 e |G W] O

Qfeixra WACANISS 1) (e(5) /;(,,) 26 120 11 (1)
~7q //4,’:(}/0“— ‘?\/47 /1)(?;’/ /D('ﬁ'\ "7(5) P ‘j O
{“ﬁL'EARJQH?Me (Qﬁ /Qﬂ,/&ﬂ Al S
r(Lv}vdiﬂJ”~ /(ﬁ}/ 1o

| Deat ' 7.(0) 6l 1

Worker's Inftials 7 ’{f ’YYI <7 15T | 3w DP 0P IDP Ism | oY S | S /H a//F It RANVISNS T

Soecial Notes:

/

ACUTE ORAL TOXICITY O3SERVATION DATA

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

{Including Necropsy Observations)
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ACUTE ORAL TOXICITY O3SERVATION DATA

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

PG Code .T__—HH Dose Level g/kg 257'5_@0 Dose Time \\ ,.of) Dose Date :.5)'/’%//7‘.’
Hours Days

SYEPTONS Hme_[1/4]11/2 ] 1 2 a1 1] 2 3 4 15 6 74 81 9 j tof 3 [12
Fator activity Ingrease " : ;
Vator sctivity decrasse g{%ﬁbf{) /(3{5{ '/(;(57 3(() [4AD)! ‘<‘) IQ WS | 1) | il
Pespiratory rate {ncrease 10
Pespliratory rate decraase
Fine body tremors
Corrse body tremars
Blenching 1
Cyenosls
Gaspling ;
ftZcatnal Griplng R :
Dierrlea ST 7(O 40D 1(8) @
Pilo Erection = T f(ll
Others. Ev—i: i) :

'ty iAo b mr‘mw 3G e (5] e(s | 2O 2oy [ [ty [0 | hON [ (Y] o

sSillvodpn 7ol | 1203 1603) bﬁ? F10) o

alien (A (N Vgl ] ie(se] 200 Jeeo 1HCS 1100 1100 T WO

liak Lo e (/t‘r/ecq T (G20 20010 | O

\'/e,afmaf:bm ] 20 el |0 B IR N I ]

Deak - ‘ FCIISIED) | R
Horker‘s Initials el ,'S,’” SPN3Y N0 1@ [ Dp [DP NG S| 5p | A%
{uteused ;ltvvfi«u.-) L) .

Soectal Motes: (Including Necropsy Observations)
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Issue #2

To measure the acute oral toxicity of a2 substance in
order that it might be compared to more familiar
materials.

Rats, Charles River Caesarean-derived, 190-270 g, con-
ditioned to the envirenment for a minimum of 7 days.
Maintzin the animals according to standards outlined

in the Guide ror the Care and Use of Laboratory Animals,
DEEW No. (NIH-74-23), 1974.

0

Place 10 animals in each group, .divided equally by sex.
Determine prefasted and fasted body weights. Fast the
znimals for 18-20 hours before administering the test
materizal.

Dissolve or suspend the test materizl in an approprizte
vehicle at the required concentrations and record gquan-
tities mixed. Deliver the test material into the
stomach of the animal from a syringe fitred with a

size 8 catheter as a stomach tube or from a2 syringe
fitred with & 13-gauge znimsl-feeding needle.

Choose 4 dosage levels, with the lotwest being approxi-
mately the highest no~death dosage level obsarved in
range~finding studies, or being estimated frecm prior
results with similar compounds. Unless otherwise
specified, chocse higher dosage levels according to

a geometric progression of 1.4 (i.e. the second dcsa
equals the first dose x [1.4]2, the third dose equals
the first dose x [1.4]3, etc.). Administer each
dosage level to one group of 10 animals. Adjust the
dose for each animal according to fasted weight to
give the specified quantities of matrerizl per unit

of body weight. Administer zdditional dose levels,

as needed, so that the totzl number of dead is suf-
ficient to calculate an LDsg value. Immediately afcer
cosing, return the animal to ad libitum feeding. Record
1l of the zbove information on the "LDgy Record of
Individual Dose lLevel" sheetr (Appendix I).

Observe the animals and their behavior a2t interwvals of
15, 30, 60, 120 and 240 minutes after dosing and daily
thereafter for 14 dzys. Use the "Toxicity Observaticn
Data” sheet (Appendix 2) to record symptoms and number
of animals involved. Unusuzl observations or symptoms
not listed on the "Toxicity Observation Dats" sheet
should be noted where appropriate {under "Symptoms" or
"Special Notes"). MNecropsy all animals that die during
the course of the study. At 14 days, weigh all surviving
animals and record weights. Necropsy surviving animals
and examire them grossly for abnormalities.
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- Rats (P45 Procedure) (cont'd)

Principal Investi

(]
)

Report all data recorded on the Recoré of Individuail
Dese Level and the Acure Oral Toxicity Observartion Data
sheets. Report the LDgq and 95% confidence limits of
the test material as calculaced by the Probiz Mechod*.
File the final report within 3 weeks after completion
of the experiment.

b
e
e

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



APPENDIX I

LDsg - RECORD OF INDIVIDUAL DUSE LEVTL

-

B Dose level z/kg bw ?&G Codc

Number of animzls dosed Male Female _

All datz =re based on sample as received.

Sample Preparation: g of sample was mixed with (g) (m1)

solvent to mzke z dosing solution of

A (wiw) (w/v).
Specific Gravity: __ ml of sample weighed g at °C,
$.G6. = g/mi.
Individual Animzl Dats
Date Animal #
Sex

Prefasted Wt. g

e e § et § § st

Fasted Wr. g

Dose/Rat ml

Time of Death

14 Day Wr:. g

Avg. prefasted weight

09

Avg. prefasted weight of survivors g

Avg. 14 day weight of survivors g

Total Dead: Mzale FYemale

Date

) Worker®s Signature
l Corroborziing Witness Date

M
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ACUTE ORAL TOXICITY OBSERVATION DATA

No, of Males/Females Affected - Blank Square = Normal

PLG Code Dose Level g/kg Dose Time . Dose Data
flours < Days — —
SYS210S ; Time_ (A J1772 11 2 A 112 O I 3 A O I R O I 2

Fgtor sctivity {ncreate
Yetor activity decrease . N - R

Peentratory rate increasse N DU SUNS

Pespiratory rate decraase

Fire body tremors

Crerse body tremors -

tlenching

Cyenests . 1

Gesping . -
‘iZsainal Griping

Bierrles _—

Filo Erection _

Otter:

Vorker's Inftials . SRR NS S

Soecial Motes: (Including Necropsy Observations)



