


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

Test Type: Acute Oral Toxicity (LD50)

Conducting Laboratory and Location: International Research and Development
Corporation

Test Substance(s): #T7120 - 2% Octopirox in shampoo at pH 4.5. Undiluted material
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Species: Rat

# of Animals: 20 male, 20 female

Test Conditions: Dosed orally with 8.26, 10.00, 12.10, and 14.70 g/kg.
Results: Combined: LDs¢>11.92 g/kg. See related studies 191-080, 191-082

Study #: 191-081
Report Date: 11/9/77

Accession #: 19197
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The median effective dose and 95% confidence limits of T-7120

was found to be 11923 (10651 - 13811) mg/kg.
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TEST MATERIAL

The test material was received from The Procter and Gamble Company,
Cincinnati, Ohio on August 4, 1977. It was identified as "T-7120" and

was received as a gold colored viscous liquid.
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METHOD

Twenty male and 20 female rats of the Charles River CD strain
(obtained from Charles River Breeding labs, Portage, Michigan),
weighing 206 to 256 grams (pre-fasting body weight), were used for
this study. The rats were housed by sex in groups of 5 rats per
cage in metal metabolism cages in temperature and humidity con-
trolled quarters. 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 conditioned for 14 days prior to study imitiation. Water
and Purina Laboratory Chow were available ad libitum except for an
overnight period of 19% to 20 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: 8260, 10000,
12100 and 14700 mg/kg.

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

administered were as follows:

8260 mg/kg level
10000 mg/kg level
12100 mg/kg level
14700 mgikg level

8.15 ml/kg.
9.87 ml/kg.
11.94 ml/kg.
14,51 ml/kg.

Observations for pharmacotoxic signs and mortality were made at
15, 30 and 60 minutes and at 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 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.

191-081
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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 FMF MV FMTFMTFMTF M F| Male Female | Total
8260 1 0/5 1/5 1710
10000 1 1 1/5 1/5 2/1¢C
12100 31 3/5 1/5 4/1c¢
14700 2 14 2 1 4/5 5/5 l 9/1cC

Median Effective Dose and 957 Confidence Limits

Combined Male and Female: 11923 (10651 - 13811) 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. PBARMACOTOXIC SIGNS:

See attached Appendix 2.

C. BODY WEIGHTS:

All surviving rats exhibited normal body weight gains during
the l4-day observation period except for 1 male (#66233) at the 8260
mg/kg dosage level and 1 male (#66244) at the 10000 mg/kg dosage
level which showed less than normal body weight gains and 1 male
(#66254) at the 12100 mg/kg dosage level which showed a body weéight
loss. (See attached Appendix 1.)
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D. NECROPSY FINDINGS:
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The following necropsy findings were obtained during the

study period:

iross Necropsy Observaticns:

sross Necropsy
Jbservations

Dosage Level (mg/kg)

Number Showing Sign/Number Died

8260

10000

12100

14700

Male

Female

Male

Female

Male

Female

Mal

e Female

A. Rats which died during the study peri

od.

songestion of lungs

1/1

cope=lidation, lungs

1/4

t_.;—yellow fluid,
siomach

1/4

3/5

Yistended stomach

1/1

demorrhage of stomach
nucosa

1/1

2/4

Focal adhesion of abdom
inal wall

1/4

Stomach mucosa covered
with material

1/4

hyperemia, stomach
nucosa

1/4

2/5

congestion, stomach
nucosa

1/1

1/5

tongestion of non-
glandular stomach mucosa

1/5

Hemorrhage, non-
glandular stomach mucosa

1/4

Red-yellow fluid in smallj

intestine and or cecum

1/1

2/4

3/5

i .
l and colon contain-
loose fecal material

1/4

2/5

Urine stained abdomen

1/1

3/4

4[4

1/5

191-081
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;toss Necropsy Observations:

Dosage Level (mg/kg)

Page 6

Number Showing Sign/Number Necropsied

8260 16000 12100 14700
jross Neéropsy Male Female Male Female Male Female Male Female
Jbservations
3. Rats which were necropsied at the end of the observation period.

‘oci, lung 1/5 3/5
tonsolidation of lung 1/5
lhickening of forestomach
1uCasa 4/5 474 474 4/5 1/5 414 1/1
‘ ‘erosion of fore-
nach 1/5 3/4 2/4 1/5 44 1/1
ilyperemia stomach
nucosa 1/5
fellow-red fluid in
stomach 1/5
Focal adhesion to liver
an:.d abdominal wall 1/4
dydrometra, Uterus 1/5 1/4

¢
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/Q/» oS/ APPTNDIX 1 ZADC = A- 326

LDgg — RECORD OF INDIVIDUAL DCSZ LEVEL

Dose level g/kg bw N P&G Code [—= T/

Nuzber of anizals dosed Male 5 Ferale &5

All data are baséd con sample as racsived.

Sample Preparaticn: — g of sazple was mixed with  —— (g) (=1)
solvent o to make a dosing solution of

— I T wfw) T (wlv).

Specific Gravicy:. /O al of sazple weighed /0-/_? 1C/S g oat 2:1 °C,

.G. = Z.O/;z g/ml.

Individual Animal Data
STapigh 3100 /[ 2 3 «# & 4| 2 3 H g
Date Anizal 2 L@g 63 Y bbgggfw)&o La37 § 66333] (237 |(L290 | b1 6535,
7 ’ o | ¢ | o | g
- | Sex TITITNT|T|E|Z 18 |8 |5
‘ ?/3/./77 Prefasted Wt. 2 o7 /216 |zez 7C? | ZDk{1eZ [vr 3 RIT 1712 Lz

G/y/27 | Fasted We. g 192 [\ e NSo et |1 90)2i0]iay

7/1/77 Dose/Rat =l | S\ ISR\ [156 {158 ] 71 1.98

|3

Tize of Death i‘“o““
14 Day We. g Ao [ A3 1] a70| 210] 242 252|155 |23 7| e
S'e.vwh wF 6)1 IS0 | 203] 268 | z 50| *4€| 2] 237 | 23023,
Avg. prefasted welght 2 .1 g ‘ ‘g 260 j/"{fj 315 mi
Avg. prefasted weizght cf survivors 2 //,“{{ g / o/3 3/ = /<
Avg. 14 day weight of survivors 2526 z
Totzl Dead: XMale o Female |
Animals Received: 2 ./12 f== |

o Worker's Signature /&, féé%“’ Daze f)/"/7 z

A /1 /77
Corredberating wWisness /‘J[//* Dste 7 S ST T
kﬁ/ I }f ] ]



/34 - %) APPENDIX - IRDc T A B

LDggp — RICORD OF INDIVIDUAL DOSEZ LIVEL

A
£
]
Dese level g/kz ow /0. 000 256 Code T —7120
Number of aznizzels dosed Male 5 Tamzle £y

411 data are tas€d on sazzple as reaceived.

Szaple Preparaticn: - g of sample was mixed wizn ~  (g) {(=1)
solvenl \ to mzke z deosing soluticn cf
— =z ) T (w/v).

Specific Gravizy:. ZO 2zl of sample weighed /O-/5 g at A2 °C,
$.6. = /o O/3 g/ml.

Individual Ani=mal Darz

Sweazn 300 [ 2 3 % s V] =2 3 # &
Date 4nimal ¢ 6343 &ey/y}@#i“ééd«/@ Clay ) JobAyy [bod g | L350 LeaS] (e
— S| sex TN T T T E1E L% €
b 5/31/77 Frefasted Wi. 2 J2om | z10lest | a0l azlr = lnid 1555 ‘fzaz_ 73"
G)/77 | Tesseawe e 192199 ]239 22923220 [200] 218] 218
57,179 Dose/Rat =1 LA0N T 1236220 27812071187 7.15 | 2.18] 22
£ >
Time of Death EA;; g’éﬁl
14 Day Wt. g 43| A3 S 3 o571 239 | 200 2%
T by wy @) 280 2¢7 | 282, 30237 ! 222—1‘ s iZ¢
Avg. prefasted weight 230, g i : ' '
Avg. prefasted weight of survivors 777:5 g /8. c00 ﬁ//{j = Cig-]ﬂ%
Avg. 14 day weight of survivors 2 741 g . /- 0/3 j/,d K
Total Dead: Male __ | Female __ |

Animzls Received: z/ig (2T

4
‘M Workar®s Signzture /dt\& . "M:c Date ?///7 7
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APPENDIX 1 ZRD A - B¢
LDsp ~ RECORD OF INDIVIDUAL DOSE LIVEL
Dose level g/kz bw /2, /oo P&G Code [~ 7/ 0
Number of anizals dosed Mzlie 5 Female 5 o
All data arve baséZ on sample as racesived.
Sample Preparation: g of sample was mixed with __—  (z) (=)
solvent — to mzke & deosing solution cf
— 7 R 72 N ¢ TA O
Specific Gravity:. /O &l of saz o"c veighed /0/5 g at A2 C,
§.6. = _/.0/3 glel.
Individual Animzl Datz
SRARN D BLoo / - N / 7 3 H# o
Date Animal £ (6353 {635y |6635s | (s lepasT w;sf’agw L2600 |S6abs \eee.
o
Sex TITITIT|FIE|F L% |%
§/3)fpg | Frefasted wi gz |z4 P35 lezt (2562381232 [239 253 (10 |223
G/ /79 Fasted We. g 28 (220120 240 222022012251 201 [ 209 | ne
i

Dose/Rar =l

267 2.6 2.8l

LS .63

2.69

9/1/27

259120

Tixe of Desth OZ§’ 57\ | CPZ)L}‘ p/qu]
14 Day We. g 50 339 . 2—«7(‘ 262] 45{67
188 130# zsog 24 d {zs ¥ 24z
Avg. prefasted weigne 2306 g
;g‘vg. prefasted weignt of survivors 233.¢ g /;) 100 3/}4
Avg. 14 day veight of survivors 2s<%- 7T g i J -

Total Dead: Male 3 Fesale |
Animals Received: 2/iclzz

e pann
YR

7

Worker's Signaiure

vos
Cerrotoracting Wizness

/-0/3 §/mk

/.94 o8



/9 /- 05/ APPENDIX 1 TADC = A =3¢

LDsg - RECORD OF INDIVIDUAL DCSZ LIVEL

Dose level z/kg bw /L/ 700 PLC Code T z e,

Number of anizzls dosed Male 5

All data are tased on szmple as received.

Sample Preparaticn: — g of sazple was mixed witi —  (g) (=1)
solvent b to mzke a dosing solution of
— X (w/w) T (w/v).

Specific Gravicy:. % nl of sample weighed /O:/3 g at A °C,
$.G. = L O/ g/mi.

Individual Animal Dzta
STRENEN . Tome I 2 oz o s 1y 2 3 ¥ <
I Date Animal £ Y63 [ (baot) [6£265 166200 | 66367366265 4424 46270 WEa T e
i o
Sex TNT T T| T EIF 12 |% |7
4 Prefasted Wt. _—
YZ3//77 Teiastec WLe B |zag comieSh lzeTlizea jzzy 12a 17 %= {24}

G/1/77 | Festedwe s 3| h3qlavcl23giaz fegl23n]21q [og
G/,)77 | Desermmz=  R35|34gl3nd 24y 19(3.02/334[3.18[33)

I 5 [~
A3 fo
, Y ,

Time of Death lnzé:” nbs, gZ‘TL" ﬂzi\i ’727(’ i*cs DZ‘«L” L\g
14 Day We. g ] ’ 292
222
Ave. prefasted weight 239, 1
Avg. prefasted weight of survivors 209 g /4. 700 3/
Avg. 14 day weight of survivors 242 g ) 'Lj = 45
Total Dead: Male H Female = /.-0/3 j/m.Q - . p%‘

. - 1 —
Animzls Received: Ehoomf=r

s Signature ﬂn\}. JLZo/\/M—-:: Dzze ?r///7 7

Cecrroborztin’g Witness (f) ozmw,, Dste O/‘/\ /C’c}’
/ to




peG Code | — 1120

" Dose Level g/kg

[AUR "

llﬁ"lll;
-~

R

ACUTE QRAL TOXICITY OBSERVATION DATA

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

10315 A

3. 260

Dose Time

Dose Date f///? 7

Hours

Days

SYnOTONS: _Time__

1/4

1/2

1

2

4

4

5

/

10

11

12

13

Pator activity increase

Votor activity decreass

5(3)

3G)

83

Q4

2(1)

1(0)

1(0)

({0)

\(0)

pesniratory rate incraase

]

NG))

Pesplratory rate docrease
Fine body tremors

[zsrse hody tremors
Blenching

Lyenosts

hasping

B

ricainal Griping

Disrrles

1(0)

((6)

(o)

1Q

Pi{lo trection

Otter:

AThoas
UG naTie &

§bc$TRwre
Yiost

.~

el e

tieb Tone Sevangg

6C2)

n)

200

1(0)

i{0)

Vo)

I7¢ 3)

Llo)

4(2)

| o)

2(0)

o

AL N A o™
Lo R

Morker's Inftials _

T

I,

&

oA

b

Db

YN

54

<2 A0N

/e,

G

AN

S

Wal

DEAD

Soecial Notes: (Including Necropsy Observations)
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No. of Males/Females Affected - Blank Square = Normal

ACUTE ORAL TOXICITY O3SERVATION DATA

PLG Code T - 7/2.0 Dose Level g/kg /O- OO Dose Time 10%294 Dose Date 9///77
0ays
SYROTOS: Time | 1/4 1172 Ht])urs 2 ) | 2 3 4 5 6 7 9 10 11 712 13 14
Fater activity Increase , : v : -
Matar activity decresse "7(5)??3} ()(3) YXSB \45\ ‘!(i) 2(.") 2/03 3(‘\) 3(0 O
Pespliratory rate fricrease
Respiratory rate decrease —
Fine body tremors S
(oarse body tremors
Blenching
Lyenoslis
52sping
*2Zzainal Srlping
Dlerrles VoD \{‘OV) 1¢e)
Pllo Erection 2(2) ' 1(0) /(2’> P
Tther:
i nd A 4 | 9G] ey | 1) -
7% — 2y %) | L (D] ()] 1(0) 1010
e e B O
Lawa®h Yo “5&;;; .
SAL W mxiow %LG\) w) 2(0)
e a()
worker’slll::;;a!s e s [Sw | & (W DR [ DP T D [SM 57 /;'/(; [%: 7’” Y | I Judtn fytmt

Saecial Notes: (Including Hecropsy Observations)
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ACUTE ORAL TOXICITY O3SERVATION DATA

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

PAG Code T ~ 7120 Dose Level g/kg | 3. 10O Dose Time 10:3% AM Dose Date C],/’,/ 22
Hours Days

SYNOYDIS : Time [1/411/2 1 2 [ [ 2 3 4 5 6 7 8 9 107 1 112 13 ] 14
“ator activity incr;;se - - .
‘otor activity decrease S(4N703) ’703]) ?\L"\) o) 4(2) 200 1200 | 1{p ) ]=(e) 2.00) (o) 1{0) 1) JONE,
despiratory rate fncrease _—
daspliratory rate dacveate
“tne body tremors B
cargse body tremors —
tanching N
yeavsis  DySWE A el
2soing -
Lzatnal Griping i
firchea ‘2(‘03 \(OB ol(ﬁ 1)
{lo Erection
thers , \> 201)13¢) 2l 1(o)

Sativeki g 32)|3(2) Y)(:L) L\(o} Al : : —

om0t (Sl e | [10] [ 100) | TG T3] ) {1} T
URiwhTiow NSN3 264) /
LD Toud D o) e ()
Resprarony ousesTiod) \ [V ()] (e 1o
. : 1215 —

Worker's In!HaE enb AN ETS I NS REE DR NS NSV AR Ve GH [ | Sen | e |

Soecial Notes: {Including Necropsy Observations)




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

Py

ACUTE ORAL TOXICITY O3SERVATICN DATA

ptG Code | = 71O  Dose Level g/kg 14, 700 Dose Time [OZD0 Am Dose Date 9///7 7
Hours Days
SYEOT0HS s _Time__ 1/411/2 1 2 4 1 2 J 4 ] 6 / 9 10 11 12 13 14
Fator sctivity Incresse . <
Ustor aetivity decreasa 7(3) ")(B) ch‘} Wws)| el 3) A1) 1(o) |i{D) (o) N0 [(6)] 1£0) (e
Pesplralory rate Incresse ! :
Pespiratory rate decrease —_—
Fine body tremors
Cozrse body tremors
Dlanching 1
Cyenosis
Gasping ,
tizuinal Griplng TORE '
Dizrrlea 3&\3 LlL’C‘) qU) 5(.2'\ 1(0) S
Pilo Erection 3z) (1)
Othar: S}:ttwr.\htxv. z(cf> 5{.?—) q€3) ’B(O) 3(u) ————
T T v | TEO | T3 a0 [a () 100D | itp) | fo) [N | Tlu)| ife) o —
RS 30 [EOLGEY10) —
Virphy Tewe Bec. ) L
PreetRiTiow
. ‘ i
e AD [T |
Worker's Inftials [T | SO E™M [T . werr| NP AP 05 S g7 ﬁﬂ'? (G | | I Lo

Soeclal Notes: (Including Necropsy Observations)
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191-079, 080, g p
1ad Project No. sz Sheet 2 Date  8/31/77 Auchorized by [\
N~ A R i

be dosed undiluted.

W. Dea:
L7
ISTRIZUTICN /W ;
r. Wazeter Mr. Cain X Mrs. Finlay _____ Dr. Ccokrscd
Dr. Goldenthzl Mr., Vollzar _ Dr. Leong Miss Lonrberg
Dr. Geil Miss Ezmons Mr. 2enson Mr. Vrbzacic
Tr. Jessup X Mrs. Melville Mr. Rodwell Mr. Dean X
Dr. GrifZith Mz, Pangburz Mrs. Schwart:z Mr. Thowmpson X
Miss Morseth Dr. Thorstenson
Cormpound Tdentificztion Yumber IRDC ¥Xe.
TITLE: ACUTE TOXICITY STUDIES IN RATS AND RABBITS
- All test materials, for each of the 4 studies referenced zbove, will



INTERMNATIONAL RESEARCE AND DEVELCPMENT CORPCRATION %—Z/
2

suthorized by m

Lab Project F¥o. _191-081 Sheet 1 Date 8/8/77 4 Y hr. Jeedp
{‘\sm:amzou
JY. Wazeter Mr. Cain X Mrs. Finlay Dr. Cookson
Dr. Goidenthal Mr, Vollzar ___ Dr. Lzong Miss Lohrberz
Dr. Geil p:4 Miss Emmons Mr. Beuson ¥r. Vrbancic
Dr. Jessup X Mrs. Meliville Mr. Rodwell Mr. Dean X
Dr. Griffith Mr. Pangburn Mrs. Schwartz (¥, T’nompson) X
Miss Morseth Dr. Thorstsnson
Compound Identificaticn Nuzmber IRBEC No.
T-7120 A-326
TITLE: ACUTE TOXICITY STUDIES IN RATS AND RABBITS
A Conduct in accordance with the attached protocol.



"1.D50
Standard Procedure

Procter & Gzmble
i for Toxiceolosical Zvaluation

Date:

"Purpose:

Animals:

Procedure:

Observations:

Acute Oral Toxicity - Rats

Issue £2

To mezsure the acute oral toxicity of a substance in
order that it might be compzred to more familiar
materials.

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

in the Guide For the Care and Use of Laboratory Animals,
DHEW No. (NIH-74~23), 1974.

Place 10 znimals in each group, .divided egually by sex.
Determine prefasted and fasted body weights. ~Fast the
animals for 18-2C hours before administering the test
material.

Dissolve or suspend the test material in an appropriate
vehicle 2t the required concentraticns and record quan—
tities mixed. Deliver the test material into the
stomach of the animal from a syringe fitted with 2

size 8 catheter as z stomach tube or from & syringe
fitred wicth a 13-gzuge animal-feeding needle.

Choose 4 dosage levels, with the lowest being approxi-

.mately the highest no-death dosage level obscrved In

range~finding studies, or being estimated from prior
results with similar compounds. Unless otherwise
specified, choose higher dosage levels according to

a geometric progression of 1.4 (i.e. the second dese
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 material per unit

of body weight. Administer additionzl dose levels,

as needed, so that the total number of dead is suf-
ficdlent to calculate zn LDgg value. Immediately afrer
¢osing, return the znimal to ad libitum feeding. Record
all of the zbove information on the "LDgy Record of
Individual Dose Level" sheet (Appendix I1).

Observe the animals and their behavior at intervals of
15, 30, 60, 120 and 240 minutes afrer dosing and daily .
thereafter for 14 days. Use the "Toxicity Cbservaticn
Data" sheet (Appendix 2) to record symptoms and number
of animzls involved. Unusual observations or symptoms
pot listed on the-'"Toxicity Observation Dacz' sheet
should be noted where appropriate (under "Symptoms' or
“Special MNotes'). Necropsy all snimals that die during
the course of the study. At 14 days, weigh all surviving
animals and record weights. Necropsy surviving animals
and examine them grossly for abnormalities.



Acute Cral Toxicitv ~ Rats (P&G Procedure) (cont'd)

-~ Report: Report all data recorded on the Record of Individual

.%« . Dose Level and the Acute Oral Toxicity Observacion Datsz
sheets. Report the L3sq and 95% confidence limits of
the test material as calculated by the Probit Method*.
File the final report within 3 weeks after complecion
of the experiment.

Principal Investigator: M. J. Winrow Date 7/28/77
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APPENDIX I
LDsp - RECORD OF INDIVIDUAL DOSE LEVEL

Dose level g/kg bw P&G Code

Number of animals dosed Male Female

All data are based on sample as receivecd.

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

solvent to make a dosing solution of

7 (w/w) (w/v).

Specific Gravity: ml of sample weighed g at

S.G. = g/ml.

Individuzl Animal Data

oc,

Date Animal #

Sex

Prefasted Wt. g

Fasted Wt. g

Dose/Rat ml

Time of Death

14 Day Wr. g

Avg. prefasted weight g

Avg. prefasted weight of survivors g

Avg. 14 day weight of survivors g

Total Dead: Mzle ) Female

Worker's Signature ’ Date
Corrcborating Witness Date
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PLG Code

N ]
APPEID,

)

P
e

ACUTE ORAL TOXICITY OBSERVATION DATA

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

Dose Time

Dose Level g/kg

SYVOTONS: Time
Fotor activity 1ncr;;se -
Votor activity decrease
Pesplratory rate {ncrease
Pespiratory rate decrease
Fire tody tremors

Coxrse body tremors
fitenching

Cyenosls

Gasping

siisatnal Gelping
Dierrlea

Pilo Lrection

Diter:

Horker's Intt{als

Dose Date

Hours Days

14

1/4 11/2 | 2 4 1 2 3 4 5 6 718

9 10

11

12

13

Soecial NHotes: (Including Hecropsy Observations)



