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PHONE
(717} s86-2411

 PM 425-ET-001-81
' saytey 102
" 1oth 4-14787

mmm.mo 4-1478J, was inuncted in the right ear of each of

E !onznbbtts (two males and two females) at concentrations of 100s,
T Rt.itlﬂd 0.1%. The test article was administered unce daily, five
o tiuspormk for four weeks. Observations were recorded prior to the
-initial dose and at 7, 14, 21 and 28 days after dosing. No positive
Scores wers recorded at Day 7, 14 or 21. On Day 28, one rabbit exhibited
~ a slight response at the 10% concentrat;ion. Observations during the
. 7' study included: slight erythema, epidermal sloughing and scaling.
'l'cziinal hecropsy revealed a small yellow-white nodule on the right
renal cavsule in one rabbit. No visible lesions were seen in any of
the remaining rabbits at any dose level.
Based upon the results from the Assay of Comedogenicity in the
Rabbit £ar, Saytex 102, Lot# 4-1478J, is not considered to be a

comedolytic agent.
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Test Facility:

Test Facility
$.0.P. No.:

Study No.:

Purpose of
the Study:

Ownership of
the Stady:

Study Monitor:

Study Director:

Technical
Performance:

O.A.U.
Responsible
Personnel:

Dates of
Performance:

Good Laboratory

Practices
Statement:

Assay of Comedogenicity in the Rabbit Ear

PH 425-ET-001-81
Savtex 202, Lot# 4-14783

Ethyl Corporation

Ethyl Tower, 451 Florida
Baton Rouge, louisiana 70801
Phamakon Laboratories

Waverly, Pennsylvania 18471

PR-425

PH 425-ET-001-81

To determine if a chemical is capable of producing
comedones in the extérnal ear canal of the rabbit
following topical application.

The sponsor owns the study. All raw data, analysis,
and final reports ;re the property of the sponsor.

Dr. Theodore J. Benya, Ethyl Corporation

Dr. Robert W. Naismith, Pharmakon Laboratories

Victor Mallory, Patricia Carey, Andrew Krueger and
Rosemary Lynott

Leslie Maas

July 13, 1981 th:rough September 7, 1981

This study was conducted in compliance with the Good

Laboratory Practices Regulations except if noted.

‘There were no significant deviations from the GLP

Regulations which affected the quality or integrity
of the study. Q.A.U. findinas derived from the
inspection(s) during the conduct of this study and
from the audit of the finai report are documcnted and
have been provided to the study director and to the

test facility management,
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BT Stlndlrd ﬂilﬂlkon l‘otcbook

lotqbook 299, pages 10-17. 44-47

Copies of “notebook recordings attached.

TEST ARTICLE

Compound Saytex 102 - off-white powder

:lot No.

4-1478J3

- Base-Factors Not applicable .

Inmmt Suhm:ltted: 2 bottles

Dlt. Sublli cteds

June 25, 1981

_S_Ecial llandlil_\g . Standard precautions
Instxuctions: =

Analysis of The purity of the test article is the responsibility

of the sponsor.

Thore wors 0o
of the test article during administration.

TEST SYSTEM

Species: Rabbit

Strain: Albino New Zealand White
Supplier Perfection Breeders, Inc.
Supplier

{Source) : '

Douglassville, Pennsylvania

Sex: Male and female

Weight at . 2 -~ 3 kilograms

Initiation:

No. on Study: Sixteen (16)

Method and Selection based upon body weight.

Justification of
Randomization:




+, ' Assay of comedogenicity in the Rabhit Ear
* PH £25-ET-001-81
° page 3

Acclimation Seven (7;) days
Period:

System of Cages marked with an animal group number and dose
Identification:

level. Rabbits are ear tagged.
HUSBANDRY

Research Facility U.S.D.A. Registration No. 23-45 under the
Registration:

Animal Welfare Act 74: SC 2131 et seq.
Animal Rooms: Separate isolation by test system
Light cycle - 12 hours light, 12 hours dark
Temperature/Humidity - every attempt was made to
maintain a temperature of 20°C + 3°C and
humidity of 30 to 70%
Rabbits were houséd individually in cages sized

in accordance with the "Guide for the Care and

Use of Laboratory Animals” of the Institute of

Laboratory Resources, National Research Council.
Sanitization: Waste material was removed daily. Cages and feeders

were sanitized every two weeks.

Wayne Rabbit Ration |, ad libitum, checked daily

and added or replaced as needed. Feeders are

designed to prevent soiling, bridging and scattering.

Food Analysis: Acute doses minimize the effect of the contaminants.

There were no contaminants that are reasonably expected

to be present in the dietary material known to be

capable of interfering with the purpose or cénduct

of the study.

Avaiiability - fresh tap water, fit for human consumption,

ad libitum, using 16 ounce glass bottles with rubber




-ﬁi:iltu teel sipper tube or

. sutomatic watering system supplied by

lﬂittou merics » Inc., Waterrrfordr, wisconsin.

an 56&1“} i:lﬁpc: tubes, lhd'stoppers are

- sanitized three t mes weekly.

S Nater Analysis: - Conducted by Pennsylvania Gas and Watar Company

o _and the rcsults provided to Pharmakon Laboratories

annually.

METHODS

} ﬁtimlc for The rabbit has historically been used for the
- Test System: .

assessment of chloracne potential.

- Compound 100% -~ as received moistened with Chloroform
. Preparation: 10% -~ 100 mg suspended in 0.9 ml Chloroform
o o 1% - 100 mg s: _.ended in 9.9 ml Chloroform
- 0.1% - 10 mqg suspended in 9 9 ml Chloroform
: Dose 0.1 ml/day
- Administration:

tionale for

Bz3ed on a preliminary dose-range- “inding assay.
Selection:

g

Vehicle: Chloroform

- Route of The test article was applied to one external ear
Administration:

canal of each rabbit.

Rationale for The study wos designed specifically for the ’
- Route of
Administration: assessment of chloracne potential.

Fr ncy and
Duration of
- Administration:

Once (1)/d$y (five times/week for four (4) weeks)

#

No. of Animais Pour (4) (two males and two females)
r Dose Group:

[

- No. and Code of Rabbit # Dose
Dose Grou_g:

. 251-254 100%
. 255-258 10s
259-262 0.1%

297-300




' -.','psay of Coledoqenicity in the Rabbit 'Ear.

* " *'PH 425-ET-001-8%
" rage S

Length of Study: Twenty-eight (28) days. -

Method of Study The test article was inuncted to one ear canal of
Performance:

four grcups of four rabbits (two (2) males and two

(2) females/group). The test article was applied
Monday through Friday for four weeks. The contralateral
ear served as a control. The test article was applied
at dose levels predetermined in a preliminary dose
irritation studv. The high dose was 1007 (the maximum
non-irritating dose) and the inte.mediate and low

doses were 10%, 1% and 0.1%. The tezt article

was inserted on the tip of a 1 ml pipette deep into the
ear canal and rubbed gently over the ventral aspect,
well short of thé tympanic membrane. Observaticns

were made prior to the administration of the test

article and at 7, 14, 21 and 28 days. Scoring of the

individual ears was made according to Table I. A

Results: Individual rabbit da*a on body weights and scoring of
comedogenicity may be found in the attached copies of
notebook recordings. No positive scores were recorded
at Day 7, 14 or 21. On Day 28, one rabbit exhibited
a slight response at the 10% concentration. Observations
during the study included: slight erythema, epidermal
sloughing and scaling. Terminal necropsy revealed

a small yellow-white ncdule on the right renal capsule




rnults frm tha Asu,- of

"’;{'Wﬂfq m ‘the Rabbft zar, saytex 102, -

tot! 4-147&1. is not oon:idered to be comedolytic

aqont. T

TABLE I

Evaluation of Comedogenicity

Four point scale

0= norne‘;
1 = slight
2 = moderate

3 = gevere
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Prarmaon LABORATORIES

Quality Assurance Unit Statement

This study was performed in accordance with the Good Laboratory
Practices regulation for non-clinical laboratory studies as deveioped
by the U. S. Food and Drug Administration, as indicated in the Federal

Register, Part 1II of .ecenmber 22, 1978; Part 58, Title 21.

Study No. A 4a5- ?‘T-oo'\-?f

The following inspections were performed:

Interval Date

Q&dmmg__@lﬁL___ LAl

sing Prase. na\xi

h.es:x:m@ia,ﬂ\a\é : ol ao\j{l

Reociiog Phase a\aqln

Results of the above inspections were submitted to the Study Director

and Management during the course of the study.

9ag)e) Mgf/]?m

"Datd Quality Assurance Unit




PHONE
(715: 22a9ry

 Contas oo

' primary Eye Irritation

s.yt.x .102
Lot # 4540-1P .

-

Submitted to

'Ethyl Corporation
Baton Rouge, Louisiana

RoDest W.
Director of Toxicology

President




Primary Eye Irritation
PH 421-ET-210-86

Saytex 102
Lot # 4540-1P

SUMMARY

In order to assess the irritant and/or the corrosive effects on the eyss of
rabbits, Saytex 102, Lot # 4540-1P, was instilled into the right eye of each
of six rabbits. Observations were recorded at 1, 24, 48 and 72 hours after

treatment. No positive ocular scores were recorded during the course of the

study. The sponsor was contacted and the study ;vas terminated after the 72

hour observation period.
Based upon the observations made in the Primary Eye Irritation Test, Saytex

102, Lot # 4540-1P, was determined not to be an eye irritant,




Dates of
? performance:

Good Laborato.
Practices
Statement:

-€21-27-010-86

' Eehyl Corporation
451 Plorida

Baton 'ﬁm,"muim 70801

" Pharmakon Research International, Inc.

w;«:u, Pennsylvarnia 186471

PH-421

PH 421-ET-010-86

To determine the k:it‘ant and/or corrosive effects on
syes of rabbits.

The sponsor owns the study. All raw data, analysis,
and reports are the property of the sponsor.

Mr. Michael Pinkerton, Ethyl Corporation

Victor T. Mallory, B.S., RIAT, Pharmakon Research
International, Inc.

Yvonne Coccetti, LAT, Gary G. Bolus, B.A. and Susan A.

Schirick, A.S., ALAT

Leslie Maas, B.S.

March 12, 1986 through March 15, 1986

This study was conducted in compliance with the Good
Laboratory Practice Regulations. There were no
significant deviations from the GLP Regulations which
affected the quality or integrity of the study.

Q.A.U. findings derived from the inspection(s)




-

duzring %he conduct of this study and from the audit of

the final report are documented and have been provided
to the study director and the test facility
management.
Records All raw data, final reports, documentation and
Maintained:
protocol will be maintained in the central files of
Pharmakon Research International, Inc.
Recordings: Standard Pharmalkon Notebook

Notebook Reference: Notebook # 1096, pages 100-101

Raw Data: Copies of notebook recordings attached.
TES™ ARTICLE

Comggund

Descrigtion:
Lot No.:

Base Factor:

Saytex 102 -- white powder
4540-1p

Not applicable

Amount Submitted: 1 pound-

Date Submitted: March 10, 1986

Special Handling
instructiors:

Standard precautions

Anaiysis of The identity, purity, strength and stability of the
Purity: ’
test article is the responsibility of the sponsor.

Stabilitx: There was no apparent change in the physical state of
the test article during administration.
TEST SYSTEM
Species: Rabbit
Strain: Albino New Zealand White

Supplier

{Source) : Sgarlat's Rabbitry, Harvey's Lake, Pennsylvania

Sex: Male and female




~-Selection based upon sex, body weight and
© apparent good healeh

 Pive (5) days
Cages n:kod with an animel group number and dose
level. Rabbits wers ear tagged.

Research Pacility U.8.D.A. Registration No. 23-107 under the Animal
Registration: _

Welfare Act 74: SC 2131 et seq.

Aninl Rooms Separate isolativn by test system.

| Light cycle - 12 hours light, 12 hours dark.
Teqeramre}ﬂmidity - Maintained at a temperature of
26°C $ 3°C and a humidity of 30 to 70%.
Rabbits were housed individually in cages sized in

accordance with the "Guide for the Care and Use of
Laboratory Animale® of ths Tnatistusts of Laboratory
Resources, National Research Council.

Sanitization: Waste nteriai was removed three times per week.
Cages and feeders were sanitized every two weeks.
Wayne Reubit Ration", ad libitum, checked daily and
added or replaced as needed. Feeders are designed to
reduce soiling, bridging, and scattering.

There were no contaminants that were reasonably

expected to be present in the dietary material known




Water Analysis:

Rationale for

Test sttem:

ggmggund
Praparation:

Rationale for
Dose Selection:

Dose
Administration:

Vehicle:

Route of
Administration:

Rationale for
Route of
Administration:

Frequency and
Duration of
Administration:

No. and
Description

of Animals

Per Dose Group:

No. and Code of
Dose Grogg:

Length of Study:

$891-5896

to be capable of interfering with the purpose or

conduct of the study.

Availability - fresh tap vater, ad libitum. Water is

monitored for contaminants at periodic intervals

according to Standard Operating Procedure PH-018.
METHODS

A variety of experimental animals have been used,

but it is recommended that testing will be porformed

using healthy adult albino rabbits.

Dosed as received.
According to EPA Health Effect Test Guidelines

EPA 560/6-82-001.

100 mg/eye

Not applicable

The test article was administered directly into the
eye,

To evaluate the irritant potential of the test article

on the eye.

Once (1)

Six (6) (three males and three females)

Rabbit No. Treatment

100 mg/right eye

Seventy-two (72) hours




m oyu cf ach cmrh-nu:l animal provisionally
. ' £”1..an U.t. wm within 24 hours

mm testing started by the same procedure used

 Guring the test exsmis.:ion. Animls showing eye

u-uuuon; oehht defects or pre-existing corneal

injury were not uiod. The test substance was placed

in the conjunctival sac of one eye of each animal

after gently pulling the lower 114 away from the

y - eyeball. The 1ids were then gently held together for
‘f o : about one second in order to limit loss of the
tj ) material. The other eye, which remained untreated,

. . o

3

served as a control.

': and The eyes were examined at 1, 24, 48 and 72 hours after

. Test, ml;:h‘ treatment. ‘me grades of ocular reaction (Table I)

> and Meusurements

" to be Made: were recorded at each examination. ‘

l Scoring: An animal exhibited a positive reaction when the test
substance produced one or more of the following signs:

lr:' ulceration of the cornea (other than a fine
stippling), opacity of the cornea (other than a slight

L. dulling of the normal luster), inflammation of the

iris (other than a slight deepening of the rugae or a
light hyperemia of the circumcorneal blood vessels),
or an obvious swelling in the conjunctivae (excluding
.

the cornea and iris) with partial eversion of the

eyelids and a diffuse crimson color with individual

Ik

vessels not easily discernible.




PR §21-ET-010~86

‘Criteria for
Classification of

a Test Article:

Results:

Grading of irritation is according to the method of

Draize, J.H. (1965), Appraisal of the Safety of
Chemicals in Foods, Drugs and Cosmetics - Dermal
Toxicity, pg. 49-52. Association of Pood and Drug
Officials of the U.S., Topeka, Kansas, and Draize,
J.H. {1759), Appraisal of Chemicals in Foods, Drugs
and Cosmetics, pg. 36-45. association of FPood and
Drug Officials of the U.S., Austin, Texas, and Draize,
J.H., et. al., J'. Pharm. Exp. Ther. 82: 377-390, 1944
(see Table I). Serious effects, such as pannus or
blistering of the conjunctivae and other effects
indicative of corrosive action shall be reported
separately.
The test wili be considered positive if four or more
of the animals in the test group exhibit a positive
reaction. 1If only one animal exhibits a positive
reaction, the test shall be regarded as negative. 7
two or three animals exhibit a positive re ction, .ne
study director in charge of the test may designate the
substance to be an irritint unless the sponsor, az
additional cost, suggests repeating the test using a
different grcup of six animals. The second test shall
be considered positive if three or more of the animalsg
exhibit a positive reaction.
Individual rabbit data on body weights and scores of
irritation may be found in the attached copies of the
notebook recordings or in Table II. The pH of the

?




',24. “ and um No positive

mmrmm were mouod dulng the course of the

My mmtmmwm&cstudym

. tezminated after the 72 bour observation period.

Based upon the results Of the Primary Eys Irritation
lams 102, !at 4 4540-11’, was determined not to

'b. an eye trritant,




PR 421-ET-010-06

Table I
Scale for Scoring Ocular Lesions*

Cornea

(A) Opacity-degree of density (area most dense taken for reading)
'oop‘city.............‘O‘.."..OO.
Scattered or diffuse area, details of iris clearly visible .
Easily discernible translucent areas, details of iris
cughtlyobscnrcd.....................
Opalescent areas, no details of iris visible, size of pupil
barely discernible. . . . . ¢ ¢ ¢ v ¢ ¢ 4 4 0 0 o 0 4 v . .
Opaque, iris invisible . . . . . & &t & ¢ o 4 4 4 o o e o o .

Values
Normal . & & & o ¢ i i i i e e e 4 e e e e e e e . e
Folds above normal, congestion, swelling, circumcorneal
injection (any or all of these or combination of any
thereof) iris still reactiag to light {sluggish
reactions is positive). . . . . . . . . . . . . . ..
No reaction to light, hemorrhage, gross destruction
(any or all of these) . . v v v 2 o o o o o o o o

(3) Conjunctivae
(A) Redness (refers to palpebral and bulbar conjunctivae
excluding cornea and iris)-
Vessels normal . . & . & & v 4o 4 ¢ o 0 o 0 o o o o o
Vessels definitely injected above normal . . . . . .
More diffuse, deeper crimson red, individual vessels
rot easily discernible. . . . . . . . . . 4 4 ¢ . .
Diffuse beefy red. . . . v v ¢ ¢ v ¢ v o s o o o o« .
Chemosis
No swelling. . . . . . . - - - - s s s s
Any swelling above normal (includes nictitating membrane;
Gbvious swelling with partial eversion of 1ids . . , . .
Swelling with lids about half closed . . . . . « « . . . .
Swelling with lids about half closed to campletely

€losed. . . 4 4t 4t . e e e e e e e e e e e e e ¢ o o e o s

* Figures indicate lowest grades considered positive under the Federal
Hazardous Substances Act Regulations at 16 CFR 1500.42.




r— 3 =~y

g ,,,ix: Lol

Saytex 102
Lot ¢ 4540-1p

| P 421-87-010-86

B - mum -1 RBrx. 24 Br., 48 Er, 72 Br.
s891 Comea? 0 0 ° 0
Izis ] (/] 0 o
B Conjunctivae 0,0 0,0 ¢,0 0,0
$892  Cornea (/] (1] (\] 0
o Iris 0 0 (] 0
i Conjunctivae 0,0 0,0 0,0 o,
5893 Cornea 4] 0 o o
. Iris 0 (] o )
‘N Conjunctivas 1,0 1,0 0,0 0,0
S894 Cornea 0 o - 0 0
Iris 0 0 0 0
) 4 - Conjunctivae 1,0 0,0 0,0 0,0
5695 Cornea 0 ] 0 0
Iris 0 0 0 0
) 4 Conjunctivae 0.0 0.0 0.0 0.0
5896 Cornea 0 0 (] o
Iris ] 0 0 0
4 Conjunctivae 0,0 0,6 0,0 0,0

* Cornea = degree of opacity
Iris = degree of iritis
Conjunctivae = redness, chemosis




PHARMAKON RESEARCH INTERNATIONAL, INC.
WAVERLY, PENNSYLVANIA 186471

QUALITY ASSURANCE UNIT STATEMENT

Study No.: P?H 421-ET-010-86

Study Director: Victor T. Mallory

This study wvas conducted in compliance with the Principles of Good
Laboratory Practice. The Quality Assurance Unit conducted the inspections
listed below and reported the results tc the study director and to management

on the dates indicated.
The following inspections were performed:

Interval

In Life Phase 3/12/86

Reporting Phase . 3/21/86

Date QAU Report Issued

To Study Direccor To Management

3/21/86 3/21/86

Quality Assurance

[




.Mg mo “‘ h. 2”, m’. Noveabez 29, 1983,

EE Rt mmuu for Boonomic Co-operation and Development Guidelines
w o for Testing Chemicals (OBCD), ISBN 92-64-12221-4, adopted by the
- oowmedil at its 535th -nung on 12th May, 1981.

" Study Wo.:__ PH 421-ET-010-86

- 'l'oAtho best of my knowledge, the study was conducted in accordance with
- applicable Good Laboratory Practice regulations; there were no deviations from
these regulations that significantly impacted on study conclusions.®







weight langes Naa\au odudlx  Food ot & 270928k

~ No. of Animals on Study:_— Sy ( @) Sex: ez (3D

Pemale_T\ncaa (2
scale #:__ W Light cycle checked: 3!@ Slo nine
Animals shave/fluorescein \ &

Ph of Test muww\n

fomneund Preparation e emL\QiA _

Dose Lavel: % Test Weight: L)\T(\ Final Volume: Q‘&
—\

Page




Teble 12

Primary Sye Izzitstioa Stely
Scoring of Ocular Lesions (mce-ginsed)

Ws_ﬂme.&s.;m&m seuty Dabers_Du4S|-FT-010-8b
Test Article: o ,%:‘ 103 Lot Wumber: ﬁvo-fp

¥

Tine
of
Dose

[ ]
0
"

8
o lole qoro&-

otolololelofd

SES

Initials

Obseyvations
48 Bours After Treatment 72 Bours After Treataent
Eomea Iris Re Cornea Iris Re

9

Q
L
e
o
o
2.

J

SR = Redness, C = Chemosis

it l VWeight (kilograms)
Nu-ber 1y Initial Final

T§Y .Oj._m :
99 g\ 2540 2. 34
5833 || 202/ 052
| 7€M 2 Lf57 ;
I8%5 /9. ;
R _L577 Y/§

856
3/12/% % 3 76




(717) 906-2419

- Baton Rouge, Louisianna 70820

| Mn Ressarch Isternational, Inc.
Waverly, Pennsylvania 18471 ‘

. Pmea21
 ¥o.s To be asaigned at study initiation. PHuar- ET—or0 40
7 ‘ of ~ To determine the ‘irritant and/or corrosive effects on
the Study: eyes of rabbits. '

' dlmo:shig of The sponsor owns the study. All raw data, analysis,
o - the Study: and reports are the proparty of the sponsor.
7 i Study Monitor:
N ) '91’: Director: Victor T. Mallory, B.S., Pharmakon Research
: k o : , International, Inc. :
- 20“.“- - - - -
. Responsible ) ’
J‘ Personnel : Leslie Maas, B.S.
Dates of .~ The study will begin within one month of the receipt
l Porformance: of the test article and authorized protocol.
Good Laboratory This study will be conducted in compliance with
i Brastisas the Go0d Laboratory Practices Regulations as stated
[' Statament: in the Pederal Register, Vol. 48, No. 230,

‘Tuesday, November 29, 1983.

;r_ontativo Date

-~ of Submission of Within one month following the completion of the
Final Report: study.
o Recoxds All raw data, final reports, documentation and
-Maintained: protocol will be maintained in the Pharmakon Central
Files.

Amendments to protocol

Feed Lot Number

Body weights, initial and final

Compound preparation .
- Grading and scoring of irritation according to the
method of Draize

. : Description of .les lons

o PH of the test article

' P 1 071285

S-102.




" protocol - 421

Tericae

. Bedmase Sues
. Beimase Buae

-

sEgciesz
Strain:

Sggglier:
{Source) :

Sex:

Weight at
Initiation:

No. on Study:

Method and
Justification for

Randomization:

Acclimation
Period:

stten of
Identification:

Research Facility

Registration:

Animal Rooms:

Housing:

Sanitization:

Food Analysis:

doaem

Rabbit
Albino New Zealand White

Perfection Breeders, Inc., Douglasville, Pennsylvania
or from any U.S.D.A, acceptable source.

Male and female

Healthy adult animals

Six (6) per test article

Stratification by body weight.
FPive (S) days

Cage number and ear tattoo or tag.
HUSBANDRY

U.S.D.A. Registration No. 23-107 under the Animal
Welfare Act 74: SC 2131 et seq.

Separate isolation by test system.
Light cycle - 12 hours light, 12 hours dark.

Mosmmawabiiwa himiditew . HMainbainad a2é a2 famnavratirvra af
Ao aTUrS/ GUmLlLCY HMARIANTALNSL 3T & TempoIstREIs oS

20°C t 3°C and a humidity of 30 to 70s.

Rabbits will be housed individually in cages sized in
accordance with the "Guide for the Care and Use of
Laboratory Animals” of the Institute of Laboratory
Resources, National Research Council.

Waste material will be removed daily. Cages and
feeders will be sanitized every two weeks.

Wayne Rabbit Rationa, ad libitum, or any other
acceptable Lab Chow, checked daily and added or
replaced as needed. Feeders are designed to reduce
soiling, bridging, and scattering.

There are no contaminants expected to be present in

the dietary material known to be capable of
interfering with the purpose or conduct of the study.

07128S




water, ad Lipitus. Water
ants at periodic intervals
0 m:a q-nuaq Procedurs PH-018.

SRR \ muey ot aprhnul animals have been used,
e - FUYTR that testing will be performed
" ueing healthy adult aldino rabbits. Commonly used
~laboratery strains will be used.

According to EPA Bealth Kffect Test Guidelines
BPA 560/6-82-001.

Por testing liquias, a dose of 0.1 ml is recosmended.
In testing solids, pastes, and particulate substances,
the amount used will have a volume of 0.) ml or a
weight of not more than 100 mg (the weiciii will always
be recorded). I1f the test material is soiid or
granular, it will be ground to a fine dust. The
volume of particulates will be measured after gently
compacting them (e.g., by tapping the mesasuring
container). To test a substance contained in a
pressurized aerosol container, the eye will be held
open and the test substance will be administered in a
single burst of about one second from a distance of

10 c» directly in front of the eye. The dose will be
estimated by weighing the conta‘ner before and after
use. Care will be taken not to damage the eye. Pump
sprays will not be used but instead the liquid will be
expalled and 0.1 ml collected and instilled into the
eye as described for liqu.

[y P [N el =Y -
Tiwpuravaue: Th% LTest Grlicis is a=m

Route of The test article is administered directly into the
AMministration: eye.

Rationale for
Route of To evaluate the irritant potential of the test article
Administration: on the eye.

Frequency and
Duration of
Adainistration: Once (1)

No. and Descti.g_t_:lon

Of Rabbits per
Dose Groups: 5ix (6) (three males and three females)

Length of Study: Seventy-two (72) hours, or at least twenty-one (21)
days if injury persists,
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Method of Study:

Scoring:

Data Evaluation:

Both eyes of each experimental animal provisionally
selected for testing will be examined within 24 hours .
before testing starts by tha sare procedure to be used
during the test examination. Arimals showing eye
irritation, ocular defects or prsv-existing corneal
injury will not be used. The test substance will be
placed in the conjunctival ssc of one eye of each
animal after gently pulling the lower lid away from
the eyeball. The lids are then gently held together
for about one second in order to limit loss of the
saterial. The other eye, which remains untreated,
serves as a control. If it is thought that the
substance may cause extreme pain, local anesthetic
will be used prior to instillation of the tast
substance. The type and concentration of the local
anesthetic will be carefully selected to ensure that
no significant differences in reaction to the test
substance will result from its use. The control eye
will be similarly anesthetized. The eyes of the test
animals will not be washed out for 24 hours following
instillation of the test substance. 7»* 24 hours, a
washout will be used if considered appropriate. The
eyes will be examined at 1, 24, 48, and 72 hours. If
there is no evidence of irritation at -72 hours, the
study will be ended. Extended observation at
additional charge to the sponsor may be necessary if
tlere is persistent corneal involvement or other
ocilar irritation in order to determine the progress
of the lesions and their reversibility or
irreversibility. In addition to the observations of
the corne2, iris and conjunctivae, any other lesions
which are noted will be recorded and reported. The
grades of ocular reac:zion using Table I will be
recorded at each examination. If the cornea, iris or
conjunctivae has not healed completely by the seventh
day, the unhealed animals will be retained and
re-examined on the 14th day and again at the 21st day,
if injury persists.

An animal has exhibited a positive reaction if the
test substance has produced at any observation one or
more of the following signs: wulceration of the cornea
(other than a fine stippling), opacity of the comea
(other than a slight dulling of the normal luster),
inflammation of the iris (other than a slight
deepening of the rugae or a light hypermia of the
circumcorneal blood vessels) or an obvious swelling in
the conjunctivae (excluding the cornea and iris) with
partial eversion of the eyelids and a diffuse crimson
color with individual vessels not easily discernible.

Data will be summarized in tabular form, showing for
each individual animal the irritation scozres at the
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nd sature of irritation; the presence of

Conclusions:

ATXP10

‘serious lesions and any effects other than ocular
" 7he ecular irritation scores will be evaluated in
‘conjunction with the nature and reversibility or

- othezwise of the responses observed. The individual

socores 60 not reprasent as absolute standard for the

-  irritant properties of a material. They vill be

viewsd as reference values and are only meaningful

“when supported by a full description and evaluation of

-Grading of irritation is according to the method of
Draize, J. B. (1965), Appraisal of the Safety of

Chemicals in Poods, Drugs and Cosmstics - Dermal
Toxicity, pg. 49-52. Association of Pood and Drug
Officials of the U.S., Topeka, Kansas, and Draize, J.
H. (1959), Appraisal of Chemicals in Foods, Drugs and
Cosmstics, pg. 36-45. Association of Pood and Drugs
Officials of the U.S., Austin, Texas, and Draize,

Je '-' ._t_o -‘_1.' Je Pharm. m. Ther. 23 377-390, 1944
(see Table I). Serious effects, such as pannus oOr
blistering of the conjunctivae and other effects
indicative of corrosive action shall be reported

separately.

The test will be considered positive if four or more
of the animals in the test group exhibit a positive
reaction. If only one animal exhibits a positive
reaction, the test shall be regarded as negative. If
two or three animals exhibit a positive reaction, the
study director in charge of the test may designate the
substance to De an irritant Gnlsss ths sponesar, at
additional cost, suggests repeating the test using a
different group of six animals. The second test shall
be considered positive if three or more of the animals

exhibit a positive reaction.
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TABLE 1
Scale for Scoring Ocular Lesions*

Cornea

(A) Opacity-degree of density (area most dense taken for reading)
“opacity..’............0.0‘.....O......‘
Scattered or diffuse area, details of iris clearly visible . . . . . ¢« &
Basily discernible translucent areas, details of iris slightly cbscured
Opalescent areas, no details of iris visible, size of pupil barely

di’c.mihl‘ .O...“.C.............‘......

Q‘Q“G'i:i.imi’ibl.aoonooooooonooooo.-oooooo

Iris
(A) Values
NOXMAL « ¢« = o o o ¢ o ¢ o ¢ ¢ ¢« ¢ « @« © ¢ ¢ ¢ ¢ & o o & & & ¢ o ¢ & o &
Folds above normal, congestion, swelling, circumcorneal injection (any
or all of these or combination of any thereof) iris still reacting
to light (sluggish reactions is positive) . . « ¢ ¢ ¢ ¢c o ¢ ¢ ¢ ¢ o o o
No reaction to light, hemorrhage, gross destruction (any or all of these).

Conjunctivae
(A) Redness (refers to palpebral and bulbar conjunctivae excluding
cornea and iris)
VesselsS NOYMAL . ¢« + « o ¢ ¢ « @« o « ¢« ¢« o o« o s ¢ s ¢ o o o o
Vessels definitely injected above normal . « ¢ « = o o o o o o
More diffuse, deeper c:simson red, individual vessels
not easily discernible . . . ¢ « ¢ ¢ ¢ ¢ o s o o o o
Diffuse beefy red . . o ¢« ¢ o o o o o o « o o o o o
Chemosis ) _
Mo swellinNg . ¢« ¢ < « o o o o o ¢ = o o o o o o e o o & o
Any swelling above normal {includes nictitating membrane)
Obvious swelling with partial eversion of lids . . . . . .
Sweliing with lids about half closed . . . ¢ o ¢ = « & « &«
Swelling with lids about half closed to completely closed

*Figures indicate lowest grades considered positive under the Federal Hazardous
Substances Act Requlations at 16 CFR 1500.42,
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s % Sce adached MODS

Analysis of the purity and. stability of the test
article is the responsibility of sponsox.

Analysis for stability, uniformity and correctness of
concentration is the responsibility of sponsor. )

z Test article to be returned upon completion of the study.
’ -
ANENDMENTS \fg&gﬁ. _oukhon \ inaalon 0T
Yoo _urth, Vidor Ma.lloni_

on 3/nW/B6,  CCF urll follow under sepev, vate cover.

APPROVAL OF PROTOCOL

Date _ 3 ]\\/86 Study Monitox

vate 2B /7% Study Director
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-SAYTEX 102, decabromodiphenyt oxide, lsmoromaﬂcbmlne—commnlngoddmveﬂm
relardant with 83% bromine. it offers these key performance feotures:

© jow addition rate
o excelient heat stabiiity
® low cost

SUGGESTED USES:

mwmommmmommpw
o crossiinked polyethyiene e elastomers e textile freatment

TYPICAL PROPERTIES:
off-white free flowing powder

common orgonlc so!venls
Aagepoficlesize ..o 3.2 microns

SPECIFICATIONS:




SUGGESTED FORMULATIONS:

The following are practical formulations 1o obiain the UL-94 test ratings as shown:
SAYTEX 102 SAYTEX 102/5b,0,
(wt. %) Ratio UL-94*Rating
impact polystyrene 1013 3n V-0
LDPE - 6 3n V-2
thermopiastic polyester 6-8 an V-0
polypropylene talc filled 20 an V-0

Note:
Special bulletins on use of Saytex 102 in various resins and elastomers are avaliable upon request.

SAFETY AND HANDLING:

Althouch SAYTEX 102 is not considarad hazardous within the Federal Hazardous Substances Act.
basic handlino precautions are recommended. Avoid prolonged or repeated skin contact. Avoid
inhalation of dust or contact with eyes. Profective gloves, chemical safety goggles and

dust respirators should be wom where there is a chance of exposure. Smoking and eating should be
avoided when handiling the product.

Complete material safety data and a summary of toxicological svaluations are available upon
request.

*The data reported above is based upon laboratory flammability tests and should not be used o predict
performance under actual fire conditions.

The facts stated and the recommenddations made i this publication are based on our own reseorch and the
resecarch of others, and are believed to be accurate. However, no guarantee of their accuracy is made because
we connot cover every possible contingency in manufacturing equipment and methods. For the same reason, the
products discussed are sold without waranty, express or implied, and on the condition that purchosers shall moke
their own tests o determine the suitability of such products for their particular purposes. Statements conceming the
possibie use of our products are not intended as recommendadtions fo use our products in the infringement of ony
patent.






