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RHONE-POULENC INC.

CN 7500, CRANBURY, NJ 08512-7500 ‘
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CERTIFIED MAIL

RETURN RECEIPT REQUESTED | D T AN T
P 713 002 208

Document Processing Center (TS-790)

Attn: Section 8(e) Coordinator (CAP Agreement)
Office of Toxic Substances

Environmental Protection Agency

401 M Street, S.W.

Washington, D.C. 20460

RE: Report Submitted Pursuant to the TSCA Section 8(¢) Compliance Audit Program
CAP ID NO.: 8ECAP - 0004
RP CAP REPORT NO.: RPS - 0200
Dear Sir/Madam:
On behalf of Rhéne-Poulenc Inc. (RPI, CN5266, Princeton, NJ 08543-5266) and its
subsidiaries, the attached report is being submitted to the Environmental Protection

Agency (EPA) pursuant to the Toxic Substances Control Act (TSCA) Section 8(e)
Compliance Audit Program (CAP Agreement) executed by RPI and EPA (S8ECAP - 0004).

The enclosed report provides information on the following chemical substance:

Chemical Identity: Hydroxyethyl acrylate (HEA)
(Coded as SN-1509 in the report)
CAS Registry No: 818-61-1
CAS Registry Name: 2-Propenoic acid, 2-hydroxyethyl ester
PECE e
Wopeprs)

Excellence in Performance—Pride in Achievement




The title of the enclosed report is:
Acute Toxicity Studies With SN-1509
The following is a summary of the adverse effects observed in this report.

The test material was extremely irritating to the unwashed eyes of albino rabbits in
the eye irritation study The reactions increased in severity through Day 14. In
the primary skin irritation test with albino rabbits, the test material was cxtremely
1rntat1ng. causing third degree chemical burns and subdermal hemorrhage in all
animals.

The acute dermal LD50 was 298 mg/kg and was classified as moderately toxic.

Second and third degree chemical bums and subdermal hemorrhagcs were noted
at Day 7, and at Day 14, necrosis was observed. Clinical signs observed in the
dermal toxicity study included hypoactivity, muscular weakness, loss of righting
reflex, hypothermia, and mydriasis.

RPI does not claim any portion of the information in this submission to be TSCA
confidential business information (TSCA CBI).

RPI has not previously submitted any TSCA Section 8(e) notices or premanufacture
notification on the subject chemical substance.

RPI has submitted another study on this material under the CAP agreement; see RP CAP
Report No. RPS-0199,

On August 15, 1985, Celanese submitted to EPA all available toxicity data on the
multifunctional acrylates. However, RPI does not have a detailed list in our records of the
reports that were submitted. Therefore, RPI is submitting three copies of the enclosed
report and this cover letter: an original and two copies.

Further questions regarding this submission may be directed to Dr. Glenn S. Simon,
Director of Toxicology at (919)549-2222 (Rhéne-Poulenc, P.O. Box 12014, 2 T.W. Alexander
Drive, Research Triangle Park, NC 27709).

Sincerely,

W?M/Q

Charles E. Moyer, Jr.,
Director, Product Safety
(609)860-3589
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REPORT TO
CELANESE CORPCORATION
ACUTIL TOXICITY STUDIES WITH
SN-1509
MAY 9, 1974
IRT NO. 601-04930
I. Introduction

A sample identified as Hydroxyethyl Acrylate, SN-1509 was 1received
from Celancsc‘ Corporation for toxicological evaluation. The following
studies were conducted:

Acute Oral Toxicity Study - Albino Rats
Acute Dermal Toxicity Study - Albino Rabbits
Eye 1rritation Test - Albino Rabbits

Primary Skin Irritation Test - Albino Rabbits
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II. Summary
The results of the acute toxicity studies with Hydroxycthyl Acrylate,

SN-1509 are summarized below.

Test Results
Acute Oral Toxicity Study - Slightly Toxic
Albino Rats LDg, = 548.0 mg/kg

95% Confidence Limits of LD50
460.5 - 652.1 mg/kg

Acute Dermal Toxicity Study - Moderately Toxic
Albino Rabbits LDg, = 298.0 mg/lkg
95% Confidence Limits of LDg,
220.7 - 402.3 mg/kg

Eye Irritation Test - Extremely Irritating
Albino Rabbits . (96.7/110)

Primary Skin Irritation Test - Extremecly Irritating
Albino Rabbits (8.0/8.0)

Respectfully submitted,
INDUSTRIAL BIO-TEST LABORATORIES, INC.
R - . - . / "/’ (/ // g /,
eport preparcd by: (LA (
Carol Ilmtz

Senior Technician
Acute Toxicity

f'\ Uf‘l"" ({Ir il {Lki /
Beverley 'Kretchmar,
Senior Technician

Acute Toxicity

Report approved by: L\/\J \'\ \l "
. W. Mastri, b
Secuon Head, Acute Toxicitly

Tl A —7/. -
/'74/ // "/‘"" 27 // . K

M. L. Keplinger,~ Ph, ..)/
Manager, Toxicology
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III. Investipational Procedurces

The dctailed investigational procedures employed in these studies

are presented in the appendix.

T
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1v. Rc,-sult;i

A, Acute Oral Toxicity Study - Albino Rats

1. Mortality and Body Weights

Individual mortality and body weight data are

in Table I.

presented

>
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TABLE 1

Acute Oral Toxicity Study - Albino Rats

Mortality and Body Weight Data

Test Material: SN-1509
Form Administered: 10.0% (w/v) aqucous solution
Acute Orzal LDgy = 548.0 mg/kg, expressed in terms

Strain: Sprague-Dawley
IBT No.: (01-04930
Classification: Slightly

of SN-1509 Toxic
95% Confidence Limits of LD5p = 460.5 - 652.1 mg/kg
Dose Animal Individual Body Weights (grams) .
Level Number - Test Day Number: Number Dead Percent
(mg/kg)  and Sex 0 14 Number Tested Dead
266.7 1-M 163 278 0/4 0
2-M 162 274
3-F 152 192
4-F 161 205
400.0 5-M 162 252 0/4 0
6-M 154 238
7-F 159 189
8-r 160 194
600.0 9-M 168 (6-22 hours) 3/4 75
10-M 157 (6-22 hours)
11-I 167 208
12-F 151 (6-22 hours)
900.0 13-M 168 (6-22 hours) 4/4 100
14-M 167 (6-22 hours)
15-F 161 (6-22 hours)

16-F 155 (6—2)2 hours)

t
]

Note: Tigures in parentheses indicate time of death.
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2. Reaclions
The untoward reactions exhibited by the rats following dosing
are presented in Table II.
Necropsy examination of the animals that died revealed
he.morrlmges in the gastrointestinal tracts. No gross pathologic alterations
werc noted among the animals sacrificed at the end of the l4-day observation

period.

—n
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B. Acute Dermal Toxicity Study - Albino Rabbits

1. Mortality and Body Weights

Individual mortality and body weight data are presented

in Table III.

———
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TABLE III
Acute Dermal Toxicity Study - Albino Rabbits
Mortality and Body Weight Data
Test Material: SN-1509 IBT No.: 601-04930
Concentration: Undiluted Classification: Moderatel-
Acute Dermal LDgg = 298.0 mg/kg ' Toxic
95% Confidence Limit of LDgy = 220.7 - 402.3 mg/kg
Dose Animal Individual Body Weights (kg)
Level Number . Test Day Number: Number Dcad Percent
(mp/kg) and Sex 0 7 14 Number Tested Dead
118.5 1-M*  3.00 3.26 3.20 0/4 0
2-M 2.30 2.36 2.30
3-F*  2.46 2.94 3.06
4-F 2.38 2.22 2.36
177.8 5-M* 2.44 - (6-22 hours) - 2/4 50
6-M 2.54 (6 days) - '
7-F* - 2.38 1.78 2.04
8-F 2.74 2.32 2.54
266.7 9-M* 2,50 2.64 2.90‘ 1/4 25
10-M 2.94 2.46 2.88
11-F* 2,98 2.76 2.90
12-F 2.86 (3 days) -
400.0 13-M*  2.98 (3 days) - 2/4 50
14~-M 2.70 (6-22 hours) -
15-F* 2,98 2.84 3.10
16-F 2.48 2.32 . 2.54
| ] -
600.0 17-M* 2.82 (6-22 hours)' § - 4/4 100
18-M" 2.94 (6-22 hours) - -
19~-F* 3.02 (6-22 hours) -
20-F 2.72 (6-22 hours) -
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TABLE III continued
Acute Dermal Toxicity Study - Albino Rabbits
Mortality and Body Weight Data
Test Material: SN-1509 IBT No.: 601-04930
Concentraticn: Undiluted Classification: Moderate
Acutc Dermal LDgg = 298.0 mg/kg ' Toxic
95% Confidence Limits of LDy = 220.7 - 402.3 mg/kg
Dose Animal Individual Body Weights (kg)
Level Number Test Day Number: Number Dead Percent
(mg/kg) and Sex 0 7 14 Number Tested Dead
900.0 21-M* 2,64 (6-22 hours) - 4/4 100
22-M 2.90 (6-22 hours) -
23-F#* 2.70 (6-22 hours) -
24-F 2.90 (6~-22 hours) -
3,000 25-M* 2.80  (6-22 hours) - a/4 100
26-M 2.50 (6 hours) -
27-F* . 2.52 (6-22 hours) -
28-F 2.50 (6 hours) -

Note: Figures in parentheses indicate time of death.

* Skin at the application site was abraded.
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2. Reactions

The unusual behavioral reactions exhibited by the rabbits
following dermal exposure to SN-1509 are presented in Table IV.

Local skin reactions at the end of the 24-hour contact period
were characterized by beet red erythema, scvere edema (area raised
more than 1 mm), and second and focal third degree burns. At seven
days second and th_ird degree chemical burns and subdermal hemorrhages
were noted. At fourteen days necrosis was observed.

Necrbpsy examination of the animals that died revealed
hydroperitoneum at the 900.0 and 3,000 mg/kg dose levels. No other

gross pathologic alterations were noted other than the dermal change as

described.
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C. Eve Irritation Test - Albino Rabbits

The results of the eye irritation test are presented in Table V.

—m

14
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TABLE V continued s
(o2
Eye Irritation Test - Albino Rabbits m
Results m
L
Test Material: SN-1509 IBT No.: 601-04930 -
A
Rabbit 1 1 24 72 7 13 3
Tissue Numtber Minute Hour Hours Hours Days Days mf
Cornea (D-A 5 20 (1-4),E 20 (1-4),E 20 (1-D 80 (4-4),C.Y 80 (4-4),C 80 (4-4),C =
Iris 5 5 10 10 10 10 ¥
Corjunctiva (R-5-D) 12 (2-1-3) 18 (2-4-3) 20 (3-4-3),H 20 (3-4-3),B,H 20 (3-4-3),B,H 20 (3-4-3) .
Total 37 43 50 110 110 110
Ceornea (D-A) 6 20 (1-4),E 20 (1-4),E 20 (1-4) 20 (1-4) 40 (2-4),P,V 80 (4-4),U,~ .V
Iris 5 , 5 10 10 . 10 10
Conjurciiva (R-5-D) _12 (2-1-3) 18 (2-4-3) 20 (3-4-3),H 20 (3-4-3),H 20 (3-4-3),H 16 (2-4-2)
Total 37 43 50 50 70 106
Averages
Cornca 20.0 20.0 20.0 50.0 53.3 70.0
Iris 5.0 5.0 10.0 10.0 10.0 10.0
onjunctiva 12.0 1%8.0 20.0 20.0 19.0 16.7
Total 37.0 43.0 50.0 80.0 82.3 96.7
Cornca: Iris: Conjunctiva: B = Chemiczal burn
D = Density Iris Score = Value x 5 R = Redness C = Corrosion
AT Srea Maximum Score = 10 S = Swelling E = Epithclial sloughing
Cerreal Score =D x A x5 D = Discharge H = Hemorrhages
Maximum Score = 80 Conjunctival Score = P = Blister
(R+54D) x 2 U = Ulceration -~
Maximum Score = 20 V = Vascularization
Y = Hypopyon




TABLE V

Eye Irritation Test - Albino Rabbits

Results

Test Material: SN-1509 IBT No.: 601-04930
Form Administered: 0.1 ml, Undiluted Descriptive Rating: Extremely Irritating
Special Instructions: Unwashed Eyes (96.7/110)

1 1 24 72 7 14
Tissue Minute Hour Hours Hours Days Days
Corneca (D-A) 20 (1-4),E 20 (1-4),E 20 (1-4) 80 (4-4),U,Y 80 (4-4),U,V,Y 80 (4-4),C
Iris 5 5 10 10 10 10 .
Ccajunctiva (R-S-D) 12 (2-1-3) 18 (2-4-3) 20 (3-4-3),H 20 (3-4-3),F,H 20 (3-4-3),H 20 (3-4-3)
Total 37 43 50 110 110 110
Cornea (D-A) ,‘.N.QLNHxS_m 20 (1-4),E 20 (1-4) - 40 (2-4),Y _ 40 (2-4),P,V,Y - 60 (3-4),U,V,Y
Iris 5 5 10 10 10 10
Ceriunctiva (R-S-D) 12 (2-1-3) 18 (2-4-3) 20 (3-4-3),H 20 (3-4-3).,H 18 (3-4-2) ,H 18 (3-4-2)
Total 37 43 50 70 68 88
Covnea (D-A) 20 (1-4),E 20 (1-4),E 20 (1-4) 40 (2-4),Y 40 (2-4),V,Y 40 (2-4),V
ris 5 5 10 10 10 10
Conjunctiva (R-S-D) 12 (2-1-3) 18 (2-4-3) 20 (3-4-3),H 20 (3-4-3),H 20 (3-4-3),H 6 (2-1-0)
Total 37 43 50 . 70 70 56
Cornea (D-A) 20 (1-4),E 20 (1-4),E 20 (1-4) 40 (2-4),Y 40 (2-4),P,V,Y BO (4-4),C
Iris 5 5 10 10 . 10 10
Conjunctiva (R-5-D) 12 (2-1-3) 18 (2-4-3) 20 (3-4-3),H 20 (3-4-3),B,H 16 (3-3-2),B,H 20 (3-4-3)
Total 37 43 50 70 66 110

g renggevopny 1 SAL-019 72y
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D. Primary Skin Irritation Test - Albino Rabbits

The results of the primary skin irritation test are presented

in Table VI.

17
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TABLE VI
Primary Skin Irritation Test - Albino Rabbits
Results
Test Materinl: SN-1509 IBT No.: 601-04930
Form Administered: 0.5 ml, Undiluted Descriptive Rating: Extremely Irritating
Special Instructions: 24-Hour Exposurec (8.0/8.0)
Period, Occluded Sites
Irritation Scores for Abraded Irritaticn Scores {or Intact
Skin Sites At: Skin Sites At:
Animal 24 llours 72 Hours 24 Hours 72 llours
Number Er. Ed. Er. Ed. Er. Lid. Er, Ed.
1 B,SH - B,SH - B,SH - B,SH -
2 B,SH - B,SH - B,SH - B,SH -
3 B,SH - B,SH - B,SH - B,SH -
4 B,SH - B,SH - B,SH - B,SH -
5 B,SH - B,SH - B,SH - B,SH -
6 B,SH - B,SH - B,SH - B,SH -
Mean 4.0 4.0 4.0 4.0 4.0 4.0 4.0 4.0
Subtotal 16.0 16.0
Primary Irrvitation Score = 8.0
| Key: .
ﬁ':
Er. = Erythcma "y
Ed. = Edcma ' ]
B = Third degree chemical burn (will result in fibrosis)

SH = Subdermal hemorrhage

Note: Sites with third degvee chemical burns were given maximum irritation
scores of 4 for both crythema and edema to obtain a primary irritation
scorc.
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V. AEEendix

The detailed investigational procedures employed in these studies

are presented in the following pages.

19
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ACUTE ORAL TOXICITY STUDY - ALBINO RATS

Young albino rats derived from Sprague-Dawley stock were used as
test animals. All animals were kept under ob;ervation for {ive days prior
to experimental use, during which period they were checked for gceneral
health and suitability as test animals. The animals were housed in stock
cages and were permitted a standard laboratory diet plus water ad libitum,
except during the l16-hour period immediately prior to oral intubation when
food was withheld.

Initial screeﬂing was conducted in order to determine the general
level of toxicity of the test material. Selected groups of albino rats were
administered the test material at several dose levels. All doses were
administered directly into the stomach of the rats using a hypodermic
syringe equipped with a ball-tipped intubating ncedle.

After oral .administration of the test materi;l, the rats were housed
individually in suspended, wire-mesh cages and observed for the following
14 days. Initial and final body weights, mortalities, and reactions were
recorded. A nécropsy examination was conducted on all animals.

At the end of the obscrvation period’“‘, the acute oral median lethal dose

]
i

(LDgq) of the test material was calculatcd:, if possible, using the techniques

of Litchfield and Wilcoxon*. The test material was then assigned a classifi-

cation in accordance with Harold C. Hodge**. The classification system is.

presented in the following Table.

¥ Litchficld, J. T. Jr., and Wilcoxon, F., "A Simplificd Method of Evaluating
Dose-Effect Experiments,” J. Pharm. & Exp. Ther. 96, 99 (1949).

#¥ Hodge, Harold C., "The LDsp and its value", American Perfumer and
Cosmetics 80, 57 (1965).
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21

Acute Oral Toxicity Study - Albino Rats

Classification of Test Matcrials

Based on Acute Oral LD50

Acute Oral LDgg
(Range of Values)

Classiﬁcation

Probable lethal dose
for a 70 kg man in
commonly used measures

Less than 5 mg/kg

5 - 50 mg/kg

50 - 500 mg/kg

500 - 5,000 mg/kg

5,000 - 15,000 mg/kg

Greater than
© 15,000 mg/kg

Extremely toxic

Highly toxic

Moderately toxic

Slightly toxic

Practically non-toxic

Relatively harmless

a taste (less than 7 drops)

between 7 drops and 1
teaspoonful

between 1 teaspoonful and
1 ounce .

between 1 ounce and 1 pint
or 1 pound

between 1 pint and 1 quart

more than 1 quart
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ACUTE DERMAL TOXICITY STUDY - ALBINO RABBITS

Young adult albino rabbits of the New Zealand strain were used as
test animals. All rabbits had been maintained under observation in the
laboratory for at least seven days prior to testing. During the prc-test
period, the animals were examined with respect to their general health
and suitability as test animals. The rabbits were housed individually in
suspended, wire-boﬁtomed cages and maintained on a standard laboratory
ration. Food and water were offered ég"_' libitum.

Twenty-four hours prior to the dermal.applications, the backs of the
rabbits were shaved free of hair with electric clippers. The shaved arca
on each animal constituted about 30 perceht of the total body surface area.
The animals were theﬁ returned to their cages to await testing on the
following day. The 24-hour waiting period allowed recovery of the stratum
corneum from the disturbance which accompanied the closc-clipping pro-
cedure and permitted healing of any microscopic abrasicns possibly
produced during the process.

The test material was applied at the highest recasonable dose level.
The test sitc was covered by wrapping tﬁ%\e‘trunk of the animal with
impervious plastic sheeting which was se‘ICLIx?rely tuped in place. This
plastic wrap insured close contact of the epidermis and test material.

To pre\.'ent oral ingestion of the test material, cach animal was fitted
with a light-weight, {lexible plastic collar which was worn throughout

the observation period.
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The test material remained in contact with the skin for 24 hours. At
the end of this period, the plastic sheeting and all residual tcot materia.
were removed. The test sites were examined for local skin reactions
and the animals were returned to their cages. Observations for mortality,
local skin reactions, and behavioral abnormalities were continued for' a
total of 14 days following the skin applications. Initial, 7 and l4-day body

- weights were recorded. A necropsy examination was conducted on all
animals.

In the case of significant mortality following the initial study, additional
experiments were conducted at lower dose'levels in order to obtain data
sufficient to calculate the acute dermal median lethal dose (LDgg), if
possible, using the techniques of Litchfield and Wilcoxon*. The test
matcrial was then assigned a classification. The classification system

is presented in the following Table.

B

* Litchfield, J. T. Jr., and Wilcoxon, F., "A Simplificd Method of Evaluating
Dose-Effect Experiments," J. Pharm. & Exp. Ther. 96, 99 (1949).
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TABLE

24

Acute Dermal Toxicity Study - Albino Rabbits

Classification of Test Materials

Based on Acute Dermal LDsgg

Acute Dermal LDgy
(Range of Values)

Classification

Probable lcthal dose
for a 70 kg man in
commonly used mecasures

Less than 20 mg/ké

20 - 200 mg/kg

200 - 500 mg/kg

500 - 3,000 mg/kg
3,000 - l0,000‘mg/I;g

Greater than
10,000 mg/kg

Extremely toxic .

Highly toxic
Moderately toxic
Slightly toxic

Practically non-toxic

Relatively harmless

approximately 30 drops

between 30 drops and
4 teaspoonfuls

between 4 teaspoonfuls and
1 ounce

between 1 ounce and 1 pint
or 1 pound

between 1 pint and 1 quart

more than 1 quart
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EYE IRRITATION TEST - ALBINO RABBITS

Young albino rabbits of the New Zealand strain were used to evaluate
the eye irritating properties of the test material. " The test method wus
patterned after that of Draize et al.*

The test material was instilled into the conjunctival sac of the right
eye of cach rabbit. The left eye of each animal served as a control. At
each scoring interval the cornea, i;‘is, and palpebral conjunctiva were
examined and gradevd for irritation and injury according to a standard
scoring system*, - The maximum possible score at any one examination
and scoring period is 110 points, which indicates maximal irritation and
damage to all three ocular tissues. Zero score indicates no irritation.
The scoring system is prescnted in Table A. In this scoring system,
special emphasis is placed upon irritation or damage to the cornca, while
less emphasis is placed upon damage to the iris and conjunctiva.

After the completion of the test, the scores lwere analyzed, and a
descriptive cye irritation rating was assigned to the test material. The
criteria used for assignment of the descriptive rating are the {requency,

the cxtent, and the persistence of irritation or damage which occur to the

[

three ocular tissues. -

* Draize, John 1., Woodard, Geoffrey, and Calvery, Herbert O., "Methods
for the Study of Irritation and Toxicity of Substunces Applied Topically to.
the Skin and hklucous Membranes," J. Pharm. & Exp. Ther. 82, 377 (1944).
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TABLL A
Eye Irritation Test - Albino Rabbits

Scale of Weighted Scores for
Grading the Severity of Ocular Lesions

26

Ocular
Tissucs : Description Grading
Cornea Opacity (A)
Opacity - Degree of density (area which is
most dense is tuken for reading).
Scattered or diffuse zrca, details of iris
clearly visible. 1
Easily discernible translucent areas, details
of iris slightly obscured. 2
Opalescent arcas, no details of iris visible,
size of pupil barely discernible. 3
Opaque, iris invisible. 4
Area of Cornea Involved (B)
One quarter (or less) but not zero. 1
Greater than one-quarter but less than one-
half. 2
Greater than once-half but less than three- -
guarters. 3
Greater than threce-quarters, up to whole
area. 4
Score equals A x B x 5 Total maximum = 80
Iris Values (A)

Folds above normal, congestion, swelling,
circunicorneal injcction; (any or ull of these
or a combination of an?y thereof), iris still
reacting to light (sluggidh reaction is positive). 1
No reaction to light, hcmorrhage, gross
destruction (any or all of these). 2

Score equals A x5 Total maximum = 10
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TABLE A continued
Eye Irritation Test - Albino Rabbits
Scale of Weighted Scores for
Grading the Severity of Ocular Lesions
Ocular
Tissues Description Grading

Conjunctiva Redness (A)
Redness (refers to palpebral conjunctiva only).

Vessels definitely injected above normal. 1
More diffuse, deeper crimson red, individual

vessels not easily discernible. 2
Diffuse beefy red. 3

Chemosis (B) :
Any swelling above normal (includes nictitating

membrane). 1
- Obvious swelling with partial eversion of the
lids. 2
Swelling with lids about half-closed. 3
Swelling with lids about half-closed to completely
closed. 4

Discharge (C)
Any amount different from normal (does not in-
clude small amount observed in inner canthus

of normal animals). _ 1
Discharge with moistening of the lids and hairs

just adjacent to the lids. 2
Discharge with moistening of the lids and hairs

and considerable area around cye. 3

4
. h :
Score (A +B +C) x 2 "4 Total maximum = 20

Note: The maximum total score is the sum of all scores obtained from the
cornea, irig, and conjunctiva,
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The rating is obtained by selecting the maximum mean irritation
score at one, 24, or 72 hours after instillation. If the rate of dissipation
of injury does not meet the requirements defined for the descriptive
rating appropriate for a particular numerical séore,_ the descriptive rating

is raiscd by one or more levels. The rating system is presented in Table B.
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TABLE B

Eye Irritation Test - Albino Rabbits

Classification of Test Materials
Based on Eye Irritation Properties

Rating

Range

Definition

Non-Irritating

Practically
Non-Irritating

Minimally
Irritating

Mildly
Irritating

Moderately
Irritating

Severely
Irritating

Extremely
Irvitating

0.0 - 0.5

Greater than
0.5 - 2.5

Greater than
2.5 - 15.0

Greater than
15.0 - 25.0

Greater than
25.0 - 50.0

"~ Greater than

50.0 - 80.0

Greater than

60.0 - 110.0

To maintain this rating, all scores at the
24-hour reading must be zero; otherwise,
increase rating one level.

To maintain this rating, all scores at the
24-hour reading must be zero; otherwise
increase rating one level.

To maintain this rating, all scores at the
72-hour reading must be zero; otherwise,
increase rating one level.

To maintain this rating, all scores at the
7-day reading must be zero; otherwise,
increase rating one level.

To maintain this rating, scorcs at 7 days
must be less than or equal to 10 for 60% or
more of the animals. Also, mecan 7-day
score must be less than or equal to 20, If
7-day .mcan scorc is less than or equal to
20 but less than 60% of animals show scores
less than 10, then no animal among those
showing scores greater than 10 can exceed
a score of 30 if rating is to be maintained;
of‘;helz*\&'ise, increase rating one level.

o
To maintain this rating, scores at 7 days
must be less than or equal to 30 for 60% or
more of the animals. Also, mean 7-day
score must be less than or equal to 40. If
7-day mcan score is less than or equal to 40
but less than 60% of the animals show scores
less than or equal to 30, then no animal
among those showing scores greater than 30
can cxceed a score of 60 if rating 1s to be
maintained; otherwise, increase rating once le
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PRIMARY SKIN IRRITATION TEST - ALBINO RABBITS

Young albino rabbits of the New Zealand strain werc uscd in the
evaluation of the primary skin irritating properties of the test mauterial.
The test procedure was modeled after that of braizc et al.*

Prior to the application of the test material, the hair was clipped {rom
the back and flanks of each rabbit. Two test sites locaied lateral to the
midline of the back approximately ten centimeters apart were selected.

One of the two sites was abraded by making four epidermal incisions, two
perpendicular to the other two, while the other test site remained intact.

The test material was applied to each of the test sites on each rabbit
and occluded with gauze patches which were secured with masking tape.
The trunk of each animal was thqn wrapped with impervious plastic
sheeting. The wrap held tlic patches in position. and rctarded evaporztion
of the test material during the 24-hour exposure period.

At the end of 24 hours, the plastic wrappi%lgs, patches, and all residual
test material were removed. The intact and abraded test sites were ex-
amined and scored separately for cerythema and edema on o graded scale of

0 to 4. After 72 hours, the sites were ggain examined and scored.

g
R

* Draize, John H., Woodard, Geoffrey, and Calvery, Herbert C., "Methods
for the Study of Irritation and Toxicity of Substances Applied Topically to
the Skin and Mucous Membranes," J. Pharm. & Exp. Ther., 82, 377 (1944).

Y
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In evaluating the average irritation present, the mean scorces for
erythema and edema of the intact test sites after 24 and 72 hours were
added. Similarly, the mean scores for erythema and edema of the abraded
test sites after 24 and 72 hours were added. These two values were to-

_taled and divided by four to obtain the mean primary irritation score.
The scoring criteria for erythema and edema are shown in the following
Table.

The following grading system was used to arrive at a descriptive

primary skin irritation rating:

Mean Primary Irritation Score
(Range of Values) Descriptive Rating

0 Non-Irritating
Minimally Irritating
Slightly Irritating
Mildly Irritating
Moderately Irritating
Severely Irritating

" Extremely Irritating

oUW OO0
O N O
[
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TABLE
Primary Skin Irritation Test - Albino Rabbits

Scoring Criteria for Skin Reactions

Reactions Description Score
Erythema Barely perceptible 1
(Edges of area not defined)
Pale red in color and area definable 2
Definite red in color and area well 3
defined
Beet or crimson red in color 4
Edema Barely perceptible. 1

(Edges of area not defined)

Area definable but not raised more 2
than 1 mm

Area well defined and raised 3
approximately 1 mm

Arca raised more than 1 mm 4

Injury In Depth Escharosis, Nccrosis 8

Maximum Primary Irritation Score = 8
o

]}
g
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Charles E. Moyer, Jr., Ph.D.

Director, Product Safety o e .
Rhéne-Poulenc Inc, o mms?msm

Pt . TOXIC SUBSTANCES
Cre rry, New Jersey 05512-7500 ) ’

B MAR 30 1995

"EPA acknowledges the receipt of information submitted by
. your organization under Section 8(e) of the Toxic Substances
.Control Act (TSCA). For your reference, copies of the first
page(s) of your submission(s) are enclosed and display the TSCA
§8(e) Document Control Number (e.g., S8EHQ-00-0000) assigned by
EPA to your submission(s). Pleage cite the agsigned 8(e) number.
Jhern bR ng _fo : 2) nformati and refer
to the reverse side of this page for "EPA Information Requests” .

LW - .

All TSCA 8(e) submissions are placed in the public files
unless confidentiality is claimed according to the procedures
outlined in Part X of EPA's TSCA §8(e) policy statement (43 FR
11110, March 16, 1978). Confidential submissions received
pursuant to the TSCA §8(e) Compliance Audit Program (CAP) should

- already contain information supporting confidentiality claims.
This information is reqiiired -and should be submitted if not .done
- so previously. To substantiate claims, submit responses to the
questions in the enclosure "Support Information for Confiden-
tiality Claims”™. This same enclosure is used to support
confidentiality claims for non-CAP submissions.

Pleaée address any further correspdndence with the Agency
related to this TSCA 8(e) submission to:

Document Processing Center (7407)

Attn: TSCA Section 8(e) Coordinator .
Office of Pollution Prevention and Toxics
U.S. Environmental Protection Agency
Washington, D.C. 20460-0001 .

EPA looks forward to continued cooperation with your
organization in its ongoing efforts to evaluate and manage
potential risks posed by chemicals to health and the environment.

| | Sincerely,
. _ ;7f) £. éﬁ '
: N ~ Terz R. O! Bryin
. Enclosure ];Z }C?()/%: -Risk Analysis Branch

& Recycedracrate

containg at least 50% recycied foer
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Study type (circle appropriate):
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Other {(FATE, EXPO, MET, etc.):

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

For Contractor Use Only
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> <ID NUMBER>
8(e)~-12190A

> <TOX CONCERN>
H/M

> <COMMENT> .

SKIN IRRITATION IN RABBITS IS HIGH CONCERN. WHEN ANIMALS WERE
ADMINISTERED 0.5 ML OF TEST MATERIAL A PRIMARY IRRITATION SCORE OF
8.0 RESULTED. THE TEST MATERIAL WAS DETERMINED TO BE EXTREMELY
IRRITATING CAUSING THIRD DEGREE CHEMICAL BURNS THAT WILL RESULT IN
FIBROSIS AND SUBDERMAL HEMORRHAGES. EYE IRRITATION IN RABBITS IS
HIGH CONCERN. THE TEST MATERIAL WAS FOUND TO BE EXTREMELY
IRRITATING TO UNWASHED EYES CAUSING THIRD DEGREE BURNS AND
SUBDERMAL HEMORRHAGES. CLINICAL OBSERVATIONS INCLUDED CONJUNCTIVAL
REDNESS, SWELLING, AND DISCHARGE; EPITHELIAL SIOUGHING, HYPOPYON,
IRRITATION OF THE IRIS AND CORROSION OF THE CORNEA.

ACUTE DERMAL TOXICITY IN RABBITS IS MEDIUM CONCERN WITH AN LD50 OF
298 MG/KG. DOSE (MG/KG) AND MORTALITY: 118.5 (0/4), 177.8 (2/2 M,
0/2 F), 266.7 (0/2 M, 1/2 F), 400 (2/2 M, 0/2 F), 600 (4/4), 900
(4/4) AND 3000 (4/4). THE TEST MATERIAL CAUSED SECOND AND THIRD
DEGREE CHEMICAL BURNS, SUBDERMAL HEMORRHAGES, NECROSIS, BEET RED
ERYTHEMA, AND SEVERE EDEMA. CLINICAL OBSERVATIONS INCLUDED
HYPOACTIVITY, MUSCULAR WEAKNESS, IOSS OF RIGHTING REFLEX,
HYPOTHERMIA, AND MYDRIASIS. NECROPSY OF DECEDENTS REVEALED
HYDROPERITONEUM AT THE 900 AND 3000 MG/KG DOSE LEVELS.

ACUTE ORAL TOXICITY IN RATS IS MEDIUM CONCERN WITH AN LD50 OF 548
MG/KG. DOSE (MG/KG) AND MORTALITY: 266.7 (0/4), 400 (0/4), 600
(2/2 M, 1/2 F), AND 900 (4/4). CLINICAL OBSERVATIONS INCLUDED
HYPOACTIVITY, RUFFLED FUR, LABORED BREATHING, AND MUSCULAR
WEAKNESS. NECROPSY OF DECEDENTS REVEALED HEMORRHAGES IN THE GI
TRACT.




