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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(e) Compliance
Audit Program

CAP ID NO.: 8ECAP - 0004

RP CAP REPORT NO.: RPS - 0308

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 (8ECAP - 0004).

The enclosed report provides information on the following chemical substance:
Chemical Identity: Prenyl acetate
CAS Registry No.: 1191-16-8

CAS Registry Name: 2-Buten-1-o0l, 3-methyl-, acetate
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The title of the enclosed report is:

Acute Oral LD50 in Rats with Prenyl Acetate; Primary Eye Irritation in
Rabbits with Prenyl Acetate; Primary Dermal Irritation with Prenyl
Acetate in Rabbits

The following is a summary of the adverse effects observed in this report.

A single oral dose of test material was administered to rats at 1.5, 2.0,
3.0, 4.0, or 5.0 gm/kg. The acute oral LD50 in males (with 95%
confidence limits) was 3.0 (2.5-3.6) gm/kg and in females (with 95%
confidence limits) was 2.9 (2.2-3.8) gm/kg. Clinical signs of toxicity
observed were trembling, convulsions, salivation, lacrimation, diarrhea,
depression, ataxia, prostration, and dyspnea. In general, these signs
were seen in animals surviving to study termination as well as those
dying during the study.

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.

In total, 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 (Rhdéne-Poulenc, P.O. Box
12014, 2 T.W. Alexander Drive, Research Triangle Park, NC 27709).

Sincerely,

Gl SVt f)

Charles E. Moyer, Jr., Ph.D.
Director, Product Safety
(609)860-3589

CEMjr/mm
Enclosure
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DIVISION CORPORATE - Process Development

. BUCHNER PD # 1422

B
To: P- 0'HEA w/attachment Date: AUGUST 9, 1978
C. R. TEVEBAUG _

U

) :
. BOISDE ~ ‘Subject: PRENOL & PRENYL ACETATE TOXICITY STUDY

Clark

. Darmory

. Louvet

P. Sibeud
Liu

Bouis

From:
CC:

oG mm

Please find enclosed one copy each of the six reports on the Prenol

and Prenyl Acetate toxicity study made by the Rhodia Toxicology - Pathology
Laboratory at Ashland.

The results of this study can be summarized as follows:

TOXICITY TEST PRENOL _PRENYL ACETATE
Acute oral LD., in rats 1.25 gm/kg 3.0 gm/kg
Primary eye i?gitation in rabbits Minimal Minimal
Primary dermal irritation in rabbits Extremely irritating Non-Irritating

The finding of the strong skin irritating property of Prenol must be taken
into consideration by those who can be in contact with the chemical.

—— /: L.

P. Boisde




OFFICE MEMORANDUM
HESS AND CLARK

- ' DIVISION

To: Mr. Paul Boisde Date: August 3, 1978
Chemicals Division

From: E. M. Kiggins Subiject: Prenyl Alcohol
Prenyl Acetate

cc: JGPage

I am enclosing one copy each of the following reports:

Study No. Report No. Title
RCP0678 SEH 78:36 Acute Oral LDgg in Rats with Prenyl Acetate
BCE1278 SEH 78:25 Primary Eye Irritation in Rabbits with

Prenyl Acetate

BCD1078 JCW 78:24 Primary Dermal Irritation with Prenyl
Acetate in Rabbits

RCPO578 JCW 78:39 Acute Oral ILD5Q with Prenyl Alcohol in Rats

BCE1178 SEH 78:26 The Effects of Prenol on the Eye Mucosa of
New Zealand Albino Rabbits

- BCDO978 JCW 78:30 Primary Dermal Irritation Study with Prenol
in Rabbits

E. M. Kiggins



STUDY NO.

STUDY NO.

STUDY NO.

RCPO678

BCE1278

BCD1078

PRENYL ACETATE

ACUTE ORAL LDg5g IN RATS WITH PRENYL
ACETATE

PRIMARY EYE IRRITATION IN RABBITS WITH
PRENYL ACETATE

PRIMARY DERMAL IRRITATION WITH PRENYL
ACETATE IN RABBITS.

iy
TOXICOLOGY-PATHOLOGY LABORATORY

RHODIA INC.
Ashland, Ohio 44805




ACUTE ORAL LD50 WITH PRENYL ACETATE IN RATS

Study No. RCP0678

Report No. SEH 78:36

Corrections: Individual and Average Body Weights

3 gm/kg Female - #360 day 1, should be 164
4 gm/kg Male - day 1, average should be 190
1.5 gm/kg Female
1.5 gm/kg Male
2.0 gm/kg Female

day 4, average should be 195

day 4, average should be 255

day 7, average should be 195

Table &

#260 add WB day 2
#359 add Dp+ days 0-1
#360 add Dp+ day 1
#451 HSES days 8-14

Table 5

4.0 gm/kg Female - Dp day 8 is 1/1
WB ddy 6 is 1/2
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Subject: Acute Oral 1Ds5g, Prenyl Acetate
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Study No. RCP0678 Dates: 7-6-78 to 7-21-78

TITLE

Acute Oral LD5q in Rats with Prenyl Acetate

PURPOSE

To determine the acute toxicity and lethality of Prenyl Acetate in
rats according to the EPA proposed guidelines of April, 1978; 162.81-1.

LOCATION

This study was conducted at the Rhodia Inc., Toxicology-Pathology
facility on the Hess & Clark Research Farm, Ashland, Ohio 44805.

SPONSOR

This study was sponsored by Rhodia Inc., Chemical Division, Monmouth
Junction, New Jersey.

SUMMARY

Young adult male and unbred female rats were given single oral doses of
Prenyl Acetate at dose levels of 1.5, 2.0, 3.0, 4.0 or 5.0 gm/kg body weight
(b.w.) in an acute oral LD5g study. The rats were observed for 14 days and
an ID50 calculated from the mortality data. The LD5g for the males was 3.0
gm/kg b.w. with 95% confidence limits of 2.5 to 3.6 gm/kg b.w., The calculate
LD5g for the females was 2.9 gn/kg b.w. with 95% confidence limits of 2.2 to
3.8 gm/kg b.w.

Surviving males and females in the 2.0, 3.0 and 4.0 gm/kg dose groups
gained less weight during the study period than males and females in the 1.5
gm/kg dose grotid, There were no survivors at 5.0 gm/kg. The survival rate
and average days to death were comparable between the males and females.

Clinical signs of toxicity included a mild to severe depression, diarrh:
salivation, 1a®Fimation, wet belly, trembling, dyspnea, cornvulsions, occasio.
ataxia, prostration and death. A few of the rats in the higher dose groups
3.0, 4,0 or 5.0 gm/kg were observed to have very reddened appearing paws, ea
and tails. The one surviving female at 4.0 gm/kg developed a hypersensitivi
to external stimuli. As the dose levels increased the toxic signs were more
severe with a shorter onset time,

Necropsy observations on the rats which died during the study included:
hemorrhagic lungs, dark livers and sloughing and/or inflammation and erosion
the stomach mucosa. There were no significant necropsy findings on any of t
survivors sacrificed at the termination of the study.
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RHODIA INC.

HESS & CLARK DIVISION e z| | Author: S. E. Hastings, B.S.
ASHLAND, OHIO 44805 l Report No.: SEH 78:36
Research Department Page: 2

EXPER IMENTAL

MATERIALS AND METHODS

ANIMALS

One hundred (100) Sprague Dawley derived outbred albino rats,
50 males and 50 females, from Flow Laboratories, Dublin, Virginia,
weighing between 150 and 200 grams at the start of the study
period, were divided into 5 dose groups of 10 males and 10 females
each.

HOUSING

QUARANTINE - the rats were held in a quarantine room for
a 2 week acclimation period depending on the age and weight of
the rats. The rats were randomly distributed from the shipping
crates into the gang cages. The rats were housed 3 to 4 per sex
per cage in suspended 1.3 cm wire mesh cages, 43 x 18 x 25 cm.
The rats received feed and water ad libitum. The feeders, water
bottles, cages and racks were changed once per week.

The quarantine and test rooms were temperature (720 F + 19),
humidity (50%) and light (12 hours on, 12 hours off) controlled.

During the quarantine-acclimation period the rats were
examined by a veterinarian with respect to their state of health
and suitability as test animals. Conventional disease control
was practiced during the quarantine-acclimation and study period.

STUDY ROOM - at the end of the quarantine period, the cage
racks containing the test animals were moved to the test room.
The rats were randomly distributed from the quarantine racks to
the test racks. The rats were housed in individual 1.3 cm wire
mesh stainless steel suspended cages, 18 x 18 x 23 cm. The rats
were weighed. If the mean body weights of any dose group varied
significantly from any other group, the rats were redistributed
so 5@;: the mean body weights of all dose groupsg did not vary
significantly. The rats received food and water ad libitum. The
feeders, water bottles, cages and racks were changed once per
week,
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" The rats were maintained on a diet of Wayne Lab-Blox,
manufactured by Allied Mills, Fort Wayme, Indiana and containing
24% crude protein, 4% crude fat and 4.5% crude fiber. Tap water
was provided by 8 oz. water bottles with sipper tubes.

IDENTIFICATION

The rats were identified by ear notches. An identifying
tag was placed on each rat cage indicating the study number, rat

number and treatment level.
Rat No.

101-110 M
151-160 F

201-210 M
251-260 F

301-310 M
351-360 F

401-410 M
451-460 F

501-510 M
551-560 F

TEST SUBSTANCE

The rats were ear notched as follows:

. Treatment Level

1.5 gm/kg

2.0 gm/kg

3.0 gm/kg

4.0 gm/kg

5.0 gm/kg .

“#rpve test substance was Prenyl Acetate,a clear 1liquid supplied
by Rhodia Inc., Chemical Division, Monmouth Junction, New Jersey

and received June 16, 1978.

Identifying numbers on the label were

Atig?—ZS (cut 25). Purity was 99.8%, density was 0.84, pH was 4

TEST PROCEDURE

-

The test substance was diluted in corn oil to give the dose
jevels of 1.5, 2.0, 3.0, 4.0 or 5.0 gm/kg b.w. Each concentratio
was mixed continuously on a magnetic stirrer during the dosing.
Each rat received a dose volume of 10 ml/kg body weight. The rat
were orally gavaged one time with a curved 18 x 2 w/2% mm ball
dosing needle. The rats were fasted from food 18 hours prior to

dosing.
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OBSERVATIONS

The animals were weighed prior to dosing to determine the
volume of test substance to be administered. Survivors were
weighed on days 1, 4, 7, 10 and 14 of the 14 day observation
period. The weighing was performed on a Mettler electronic
balance interfaced to a programmable calculator, HP 9815A.
The day of dosing was designated as day 0. The rats were
observed frequently during the first 8 hours post-treatment
and twice daily (a.m. and p.m.) for the remaining 14 days.
All relevant clinical signs including the nature, onset,
severity and duration of each toxic or pharmacological sign,
and time of death were recorded. The survivors were sacrificed
on day 15.

" 'GROSS NECROPSY

A gross necropsy was performed on all rats in the LDsg
study. The examination included: heart, lung, spleen, liver,
kidney, stomach, small and large intestine and urinary bladder,
All lesions were recorded.

RECORDS MAINTAINED

A study record book was maintained and included the following
records:

1. Body weights - days 0, 1, 4, 7, 10 and 4.
2, Day 0 observations. '
3. Daily observations.
4, Necropsy observations.
5. Data analysis.
o

- TR

'STORAGE OF DATA

+A%l raw data generated during this study and. the final report
are stored in the archives at Rhodia Inc., Toxicology-Pathology
facility in Ashland, Ohio.
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RESULTS AND DISCUSSION

Preliminary results from a pilot study indicated that the oral LD5¢
of Prenyl Acetate in rats was between 2.5 and 5.0 gm/kg b.w.

Mortalities per test day are presented in Table 1.
The individual day 0 body weights, dose volumes and days to death are
recorded in Table 2. The individual and average body weights for days 0,
1, 4, 7, 10 and 14 are recorded in Table 3. Table 4 1s the record of
the individual clinical and necropsy observations. Table 5 shows the
number of survivors with toxic signs per observation period. Figures 1
and 2 are the graphical illustration of the calculation of the acute
oral LDs5g for males and females, respectively.

Surviving males in the lower dose groups of. 1.5 and 2.0 gm/kg began
gaining weight by day 1 post administration. Survivors in the mid dose
groups of 3.0 and 4.0 gm/kg began gaining weight by day 4 post adminis-
tration. There were no surviving males in the high dose group of 5.0
gm/kg. Surviving males in the 2.0, 3.0 and 4.0 gm/kg dose groups gained
less weight during the study period than males in the 1.5 gm/kg dose
group. Surviving females in the 1.5, 2.0 and 3.0 gm/kg dose groups began
gaining weight by day 1 post administration. The one survivor in the
4.0 gm/kg group did not show any weight gain until day 14 post adminis-
tration. There were no surviving females at 5.0 gm/kg. Surviving females
in the 2.0, 3.0 and 4.0 gm/kg dose groups gained less weight during the
study period than females in the 1.5 gm/kg dose group.

The survival rate was comparable between the males and females.
There were no male or female survivors at the high dose level of 5.0
gm/kg. One of 10 males and 1 of 10 females survived at 4.0 gm/kg, 6 of
10 males and 6 of 10 females survived at 3.0 gm/kg, 10 of 10 males and 9
of 10 females survived at 2.0 gm/kg and all 10 males and 10 females
survived at the low dose level of 1.5 gm/kg.

~ The averageedays to death were comparable between males and females.
Males at dose levels of 1.5, 2.0, 3.0, 4.0 or 5.0 gm/kg lived an average of
14, 14, 9.3, 2.1 and 0.7 days, respectively. Females at the same dose
levels lived an average of 14, 13,6, 9.4, 2.9 and 0.7 days, respectively.
. - - ’ -

Clinical signs of toxicity were observed in all dose groups. A mild
depression and diarrhea were the most common toxic signs observed in the
1.5 and 2.0 gm/kg dose groups. A few females in the 2.0 gm/kg group
were observed with salivation, lacrimation or wet belly. All survivors
at 1,5 or 2.0 gm/kg were asymptomatic by day 1 or 2 post administration.
The toxic signs became more severe with a shorter omset time as the dose
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levels increased. The most common toxic signs observed in the 3.0, 4.0
or 5.0 gm/kg dose groups included: a mild to severe depression, diarrhea,
salivation, lacrimation, wet belly, trembling, dyspnea, convulsions,
occasional ataxia, prostration and death. In a few of these rats, the
paws, ears and tail appeared reddened. The one surviving female in the
4.0 gm/kg dose group developed a hypersensitivity to external stimuli,
which continued until the termination sacrifice, Survivors in the 3.0
gm/kg dose group and the one male survivor at 4,0 gm/kg were asymptomatic
by day 2 or 3 post administration.

Necropsy observations on rats which died during the study period
included: hemorrhagic lungs, dark liver, and sloughing and/or inflammation
and erosion of the stomach mucosa. No significant gross alterations or

lesions were noted in any of the survivors sacrificed at the termination
of the study.

when doses of 1.5, 2.0, 3.0, 4,0 or 5.0 gm/kg b.w. were plotted
against the percent mortality, an LDs5g was apparent for the males at 3.0
gm/kg b.w. with 95% confidence limits of 2.5 to 3.6 gm/kg b,w. The calcu-
lated LDg5g for the females of 2.9 gm/kg b.w. with 95% confidence of 2.2
to 3.8 gm/kg b.w. was comparable to the males.

ST Y,

S. E. Hastfhgd, B.S. ’

Toxicologist anager, Toxicology-Pathology
Rhodia Inc.

7/ / 7%/

E. M. Kigging{ Ph.D.
Director of Research
& Product Development
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f TABLE 1

l

; Mortalities per Test Day

? Dose

g Level Test Davy Perce
| (gm/ke) o _1 2 3 4 5 6 7 8 10 11 12 13 14 | Morta
| 1.5 O 0 0 0 0 0O 0 0 O O 0 0 0 0 (
? 0 0 0O o 0 o0 0 o0 O 0O 0 0 0 O (

2.0 o 0 0 O 0 o0 0 0 O 0 0 0 0 O (

! 0 1L 0 0 O O O 0 O 0 0 0 0 O 1(
i 3.0 1 3 0 0 0 0 0 0 O 0 0 0 0 0 4
0 4 0 0 0O O 0 0 © 0 0 0 0 O 4(
l*.

Kot 4.0 4 4 1 0 0 0 0 0 0 o 0 0 0 O 9
' 2 5 1 0 0 0 0 1 ©0 0 0 0 0 O 9C
i

; 5.0 & 5 1 10(
! 3 7 10(
[}

j
4

I

{

| m

!

|
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ACUTE ORAL LDgg IN RATS WITH PRENYL ACETATE

TABLE 2

Individual Day 0 Body Weights, Dose Volumes and Days to Death

e D Q

Page: 8

MALES FEMALES

Body Dose Days Body Dose Days
Rat Wt Volume to Rat Wt Volume to
No. (gm) (ml) Death No. (gms) (ml) Death

DOSE GROUP: 1.5 GM/KG
101 196 2.0 14 151 186 1.9 14
102 194 1.9 14 152 171 1.7 14
103 221 2.2 14 153 164 1.6 14
104 214 2.1 14 154 172 1.7 14
105 212 2,1 14 155 168 1.7 14
106 224 2.2 14 156 165 1.7 14
107 230 2.3 14 157 181 1.8 14
108 217 2.2 14 158 155 1.6 14
109 207 2.1 14 159 149 1.5 14
110 211 2.1 14 160 163 1.6 14
Average 213 2.1 14 Average 167 1.7 14
DOSE GROUP: 2.0 GM/KG

201 233 2.3 14 251 157 1.6 14
202 219 2,2 14 252 178 1.8 14
203 201 2.0 14 253 167 1.7 14
204 194 1.9 14 254 166 1.7 FD,1
205 198 2.0 14 255 148 1.5 14
206 213 2.1 14 256 173 1.7 14
207 214 2.1 14 257 177 1.8 14
208 206 2.1 14 258 170 1.7 14
209 237 2.4 14 259 167 1.7 14
210 194 1.9 14 260 156 1.6 14
Average 211 2.1 14 Average 166 1.7 13.6

KEY:

D = found dead
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TABLE 2 (Cont'd)
Individual Day O Body Weights, Dose Volumes and Days to Death

MALES FEMALES
Body Dose Days Body Dose Days

Rat Wt Volume to Rat Wt Volume to
No. (gm) (ml) Neath No. (ams) {(ml) Deat

DOSE GROUP: 3.0 GM/KG
301 239 2.4 14 351 157 1.6 14
302 189 1.9 14 352 173 1.7 14
303 206 2.1 D, 1 353 173 1.7 FD, 1
304 211 2.1 D, 0 354 181 1.8 Fp, 1
305 213 2.1 14 355 156 1.6 D, 1
306 194 1.9 14 356 175 1.8 14
307 200 2.0 14 357 166 1.7 FD, 1
308 224 2.2 FD, 1 358 174 1.7 14
309 226 2.3 14 359 191 1.9 14
310 212 2.1 FD, 1 360 164 1.6 14
Average 211 2.1 9.3 Average 171 1.7 9.4

DOSE GROUP: 4.0 GM/KG
401 225 2.3 FD, 1 451 152 1.5 14
402 229 2.3 FD, 1 452 173 1.7 FD, 7
403 218 2.2 14 453 166 1.7 b, 0
404 218 2.2 FD, 1 454 162 1.6 Fp, 1
405 206 2.1 D, 1 455 163 16 D, 0
406 182 1.8 D, 0 456 158 1.6 FD, 1
407 227 2.3 D, 0 457 176 1.8 FD, 1
408 210 2.1 FD, 2 458 174 1.7 FD, 1
409 228 2.3 D, 0 459 185 1.9 FD, 2
410 189 1.9 D, 0 460 180 1.8 FD, 1
Average 213 2.2 2.1 Average 169 1.7 2.9

DOSE GROUP: 5.0 GM/KG
501 209 2.1 D, O 551 166 1.7 FD, 1
502 204 2.0 D, 0 552 158 1.6 FD, 1
503 242 2.4 FD, 2 553 162 1.6 FD, 1
504 211 2.1 FD, 1 554 189 1.9 FD, 1
505 203 2.0 D, 0 555 171 1.7 D, 0
506 216 e 2 FD, 1 556 163 1.6 Fb, 1
507 178 1.8 FD, 1 557 161 1.6 D, O
508 210 2.1 FD, 1 558 - 166 1.7 FD, 1
509 226 2.3 FD, 1 559 160 1.6 D, 1
510 214 ~21 D, (0] 560 170 1.7 D, 0
Average 211 2.1 0.7 Average 167 1.7 0.7

KEY: FD = found dead
D = died
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ACUTE ORAL LDg IN RATS WITH PRENYL ACETATE

Individual

TABLE 4

Clinical and Necropsy Observations

KEY TO SYMBOLS

Dp

Le

S1

Dr

Pr

Dy

Cv

Tr

At

WB

Extrem,
Red

HSES

o+

.++

-

NS

TS

D

FD

- Depressed

- Lacrimation

- Salivation

- Diarrhea

- Prostrate

- Dyspnea

- Convulsion

- Trembling

- Ataxia

- Wet Belly

- Paws, ears, tail appeared very red
- Hypersensitive to external stimuli
- Mild

- Moderate

- Severe

- Nothing significant

- Termination sacrifice

- Died

- Found dead

VIS To ]
Page 13




Individual Clinical and Necropsy Observations

ACUTE ORAL LDgqn IN RATS WITH PRENYL ACETATE

TABLE 4 (Cont'd)

Page vlk

Rat '7Dayrdf
No. Death Clinical Necropsy
DOSE GROUP: 1.5 GM/KG - MALES
101 TS, 15 NS days 0-14 NS
102 TS, 15 NS days 0-1l4 NS
103 TS, 15 NS days 0-14 NS
104 TS, 15 NS days 0-14 NS
105 TS, 15 NS days 0-14 NS
106 Ts, 15 Dr day O NS
NS days 1-14
107 TS, 15 NS days 0-14 NS
108 TS, 15 NS days 0-14 NS
109 TS, 15 NS days 0-14 NS
110 TS, 15 NS days 0-14 NS
DOSE GROUP: 1.5 GM/KG - FEMALES
151 TS, 15 NS .days 0-14 NS
152 TS, 15 NS days 0-14 NS
153 TS, 15 NS days 0-14 NS
154 TS, A NS days 0~14 NS
155 TS, 15 Dp+ day O NS
. NS days 0-14
156 1S, 15 NS days 0-14 NS )
157 - TS, 15 Dr day O NS
: NS days 1-14
158 TS, 15 NS days 0-14 NS
159 TS, 15 NS days 0-14 NS
160 TS, 15 NS days 0-14 NS
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ACUTE ORAL LDsg IN RATS WITH PRENYL ACETATE

TABLE 4 (Cont'd)

Individual Clinical and Necropsy Observations

Rat Day of
No. Death Ciinical Necropsy
DOSE GROQUP: 2.0 GM/KG -~ MALES
201 TS, 15 Dp+ days 0-1 NS
NS days 2-14
202 TS, 15 Dp+ day 0 NS
NS days 1-14
203 TS, 15 NS days 0-14 NS
204 TS, 15 NS days 0-14 NS
205 TS, 15 NS days 0-14 NS
206 T8, 15 Dr day 0 NS
NS days 1-14
207 TS, 15 Dp+ day 0 NS
NS days 1-14
208 TS, 15 NS days 0-14 NS
209 TS, 15 Dp+ day 0 NS
NS days 1-14
210 TS, 15 NS days 0-14 NS
DOSE GROUP: 2.0 GM/KG -~ FEMALES
251 TS, 15 NS days 0-14 NS
252 TS, 15 Dp+, Lc, S1 day O NS
NS days 1~14
=
253 TS, 15 Dp+, Dr day O NS
Dp+ day 1
e NS days 2-14 .
254 FD, 1 Dr day 0 Gastric intestinal tract
filled
255 TS, 15 Dr day 0 NS
NS days 1-4
256 TS, 15 Dp++, S1, Dr day O NS
Dp+ day 1
NS days 2-14
257 TS, 15 NS days 0-14 NS
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ACUTE ORAL LDgy IN RATS WITH PRENYL ACETATE

TABLE 4 (Cont'd)

Individual Clinical and Necropsy Observations

Rat Day of
No, Death Clinical Necronsy
DOSE GROUP: 2.0 GM/KG - FEMALES (Cont'd)
258 TS, 15 Dp+, S1, 1c day 0 NS
NS days 1-14
259 TS, 15 Dr day 0 NS
WB, Dp+ day 1
NS days 2-14
260 TS, 15 Dp+, Dr day O NS
WB, Dp+ day 1
WB day 2" =
NS days 3-14
DOSE GROUP: 3.0 GM/KG - MALES
301 TS, 15 Dp+, S1 day O NS
Dp+, WB day 1
NS days 2-14
302 TS, 15 Dp+, Dr day 0 NS
Dp+ day 1
NS days 2-14
303 FpD, 1 Dp++, Tr day O . Lungs - hemorrhagic; liver -
dark; stomach, mucosa - slou
and eroded
304 D, 0 Dp+,‘Sl day O Lungs -~ hemorrhagic; liver -
dark; stomach, mucosa - slou
and inflamed.
305 TS, 15 Dp+, Dr, S1 day 0 NS
Dp+, WB, Dr day 1
NS days 2-14
306 TS, 15 Dp++, Dr, S1 day 0 NS
EE Dp+ day 1 N
WB days 1-2
NS days 3-14
307 TS, 15 Dp+, Dr day 0O NS
Dp+, WB day 1
NS days 2-14
308 FD 1 Dp+, S1, Lc day O Stomach,mucosa - slightly

sloughed and inflamed
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ACUTE ORAL LDgy IN RATS WITH PRENYL ACETATE
TABLE 4 (cont'd)
Individual Clinical and Necropsy Observations
Rat Day of
Na, Death Clinical Necropsy

DOSE GROUP: 3.0 GM/KG - MALES (Cont'd)

309 TS, 15 Dp+ day 0
NS days 1-14
310 D, 1 Dp+, Dr day O

NS

Liver - dark; stomach, mucos.
sloughed and inflamed

DOSE GROUP: 3.0 GM/KG - FEMALES

351 TS, 15 Dp+, Dr, WB, day O NS
Dp+, WB day 1
NS days 2-14
352 TS, 15 Dp+, Dr, Sl day O NS
Dp+, Dr, WB day 1
NS days 2-14
353 FD, 1 Dp++, S1 day O Lungs - hemorrhagic; stomach
mucosa = slightly sloughed a
a few eroded areas
354 'FD, 1 Dp+, S1 day O Stomach, mucosa - sloughed
355 FD, 1 Dp+ day O Lungs ~ hemorrhagic; liver -
dark; stomach, mucosa - slou
and eroded
356 TS, 15 - Dp+, WB day 0-1 NS
NS days 2-14
357 FD, 1 , Dpt++,Dr, 51, Lc day 0 Liver -~ dark; stomach, mucos
- Extrem. Red day 0 sloughed and inflamed; gastr
- intestinal tract - gas fille
358 T8, 15 Dp+, S1 day O NS
.- NS days 1-14 .
359 TS, 15 Dp+ day 0-1 NS
, NS days 2-14
360 TS, 15 - Dp+, Dr day O NS
Dp+ day 1. .
NS days 2-14
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TABLE 4 (Cont'd)
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ACUTE ORAL LDgn IN RATS WITH PRENYL ACETATE

Individual Clinical and Necorpsy Observations

Rat Day of
No. Death Clinical Necropsy
DOSE GROUP: 4.0 GM/KG ~ MALES
401 FD, 1 Dp++, S1,Dr.day O Liver - dark; gastrointesti:
tract ~ gas filled; stomach.
mucosa - sloughed and erodec
402 FD, 1 Dp++, S1, Lec day O Lungs -~ hemorrhagic; liver
dark; stomach, mucosa - slot
eroded and inflamed
403 TS, 15 Dp+, S1 day O NS
Dp++, WB days 1-2
Dp+ day 3
NS days 4-14
404 FD, 1 Dp++, S1, Dr day O Lungs - hemorrhagic; liver
Extrem Red, Pr day O dark; stomach, mucosa - slou
and eroded
405 FD, 1 Dp+++, Dr, day O Lungs - hemorrhagic; liver
dark; stomach, mucosa - sli:
sloughed and eroded
406 D, 0 Pr, S1, Dy, Lc day O Lungs ~ hemorrhagic; liver
dark; kidneys ~ renal pelvi:
enlarged; stomach, mucosa -
inf lamed
407 D, 0 Dp+++, WB, S1, Dy day O Lungs - hemorrhagic; liver -
dark; stomach, mucosa -~ slo
408 FD, 2 Dp+, S1, Dr day 0 Lungs - hemorrhagic; liver
Dp+++, Tr, S1, WB day 1 dark; stomach, mucosa - slo
and eroded
.
409 D, o Dpt++, S1, Pr day O Liver - dark; stomach, muco:
sloughed
410 D, é ' Pr, Cv, Dy, S1 day O Lungs - hemorrhagic; liver

~ dark; stomach, mucosa -~ slo

and inflamed




WL

Sall /3338

Page 19
ACUTE ORAL LDgy IN RATS WITH PRENYL ACETATE
TABLE 4 (Cont'd)
Individual Clinical and Necropsy Observations
Rat Day of
No. Death Clinical Necropsy

DOSE GROUP: 4,0 GM/KG - FEMALES

451 TS, 15
452 FD, 7
453 D, 0
454 FpD, 1
455 D, 0
456 D, 1
457 Fp, 1~
458 FD, 1
459 - FD, 2
460 FD, 1

Dp+, S1, day O

Dp+++, S1, Tr days 1-2
Dp+ days 3-8

HSES days 8-14

Dp++, S1, Lc day O
Dp++, Tr, WB days 1-2
Dp++, WB, At days 3-6
Pr, S1 day O

Dr, S1, Pr, Cv, WB day O
Extrem red, Dy day O

81, Lc, Pr, Dy day O
Extrem red day O

Dp++, Lc, Dr, S1 day O

Dp+ day O

Dp++, Dr day O

Dp+, S1 day O
Dpt++, WB day 1

Dr, Sl, Pr, CV, WB’
Dy day O
Extrem red day O

NS

Stomach, mucosa ~ sloughed a
eroded

Stomach, mucosa - inflamed
appearing

Lungs - hemorrhagic; stomach
mucosa - sloughed and eroded

Lungs = hemorrhagic; liver-
dark; stomach, mucosa - slou
and eroded

Liver ~ dark; stomach, mucos
sloughed and eroded

Lungs - hemorrhagic; stomach
mucosa - sloughed, eroded an
inflamed

Lungs - hemorrhagic; stomact
mucosa - sloughed

Stomach, mucosa ~ sloughed &
eroded

Lungs - hemorrhagic; stomack
mucosa - inflamed, sloughed;
Gastrointestinal tract - gas
filled




ACUTE ORAL LD5n IN RATS WITH PRENYL ACETATE

TABLE 4 (Cont'd)

Individual Clinical and Necropsy Observations

Rat
No.

Day of
Death

Clindical

Necronsvy

DOSE GROUP:

5.0 GM/KG - MALES

501

502

503

504

505

i;§ 506

507

508
509

510

FD, 1

S1l, Dy, Pr day O
Extrem red day O

Ng day O
Dp+++, S1 day 0
Dp++, WB day 1

S1, Dr, Pr, Cv day 0

S1, Dy, Pr day O
Extrem Red day O

Dp++, S1, Dr, Lc day O

Dp++, S1, Dr day O

Extrem Red day 0

Dp+++, Dr, Cv day O

Dp+, S1 day O

S1, Pr day O

Liver - dark; stomach, mucos
slightly eroded

Liver - dark; lungs - hemorr

Lungs - hemorrhagic; liver -
mottled; stomach, mucosa -
sloughed and eroded

Lungs - hemorrhagic; liver -
dark; stomach, mucosa - slou
inflamed and eroded

Lungs ~ hemorrhagic, liver -
dark; stomach, mucosa - slou
and hemorrhagic

Lungs - hemorrhagic; liver -
dark; stomach, mucosa - slou
gastrointestinal tract - gas
filled

Lungs - hemorrhagic; stomact
mucosa = sloughed, inflamed
eroded

Stomach, mucosa - sloughed,
inflamed and eroded

Lungs - hemorrhagic; stomact
mucosa - sloughed and erodec

Lungs =~ hemorrhagic; liver -
dark; stomach, mucosa - slou
and eroded '

DOSE GROUP:

5.0 G/KG - FEMALES

551

552

553

FD, 1

FD, 1

Dp+, Dr, S1 day O

Dp++, Dr, Sl day O

Dp+, S1 day O

Liver - dark; stomach, muco:
inflamed, eroded and slough

Lungs - hemorrhagic; liver -
dark; stomach, mucosa - slo
and eroded; gastrointestina.
tract - gas filled

Lungs - hemorrhagic; stomac
mensa - slourhad and erodc



ACUTE ORAL LDgy IN RATS WITH PRENYL ACETATE
h ‘ TABLE 4 (Cont'd)

Individual Clinical and Necropsy Observations

Rat Day of
No. Death Clinical Necropsy

DOSE GROUP: 5.0 GM/KG - FEMALES (Cont'd)

554 FD, 1 Pr, Dr, S1, Dy day 0 Stomach, mucosa - sloughed a
eroded
555 D, 0 Dp+, S1 day O Lungs - hemorrhagic; liver -

dark; stomach, mucosa - slou

556 FD, 1 Pr, S1, Lc, Dr day O Lungs - hemorrhagic; liver -
. dark; stomach, mucosa - slou
and inflamed

557 D, 0 Dp++, day O Lungs - congested; liver -
- dark; stomach, mucosa - a 3
dia dark area

558 FD, 1 Dp+++, S1 day O Lungs - hemorrhagic; liver
dark; stomach, mucosa -

hT\ sloughed

559 D, 1 Dp++, S1 day O Lungs - hemorrhagic; liver -
Dp++, WB day 1 dark; stomach, mucosa - slot
560 D, 0 Sl, Pr, Dy day O Liver - dark; stomach,mucos:
Extrem Red day O sloughed and inflamed
1
l
I
‘ -
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ACUTE ORAL LDgq IN RATS WITH PRENYL ACETATE

TABLE 5

Survivors Showing Toxic Sipns per Observation Period

KEY TO SYMBOLS:

Dp -
Lc -
Sl -
Dr -
Pr -
Dy -
Cv -
Tr -
At -
WB -
Extrem Red
HSES -

Depressed

Lacrimation

Salivation

Diarrhea

Prostrate

Dyspnea

Convulsion

Trembling

Ataxia

Wet Belly

Paws, ears, tail appeared very red
Hypersensitive to external stimuli
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Front Sheet

Project No, _Acute Oral LD5qg in Rats
‘~2 Sponsor Chemical Division, Rhodia Inc.

Start Date 7-4-78

Duration 14 days

Finigh Date  /—21-78

Study Director SEH

Study Personnel CM, JCW

Animal No. Tag Color
101-110 M White Tag
151-160 F
201-210 M Blue Tag
251-260 F
301-310 M Green Tag
351-360 F

\

) 401-410 M Pink Tag
451~460 F
501-510 M Yellow Tag

F

551-560

Assays or Specilal Procedures

OBSERVATIONS:

Chemical Prenyl Acetate

Purity 99.87%
Animal Rat
No. M 50 . 50

Start Weight

M 150-200 gm

F 150-200 gm

Route Oral

Treatment Level (gm/kg)
1.5

2.0
3.0
4,0

5.0

1. Body weights - days 0, 1, 4, 7, 10 and 14

2. Clinical observations - day 0 (frequently), days 1-14, twice

daily (a.m..& p.m.)

3. Gross necropsy on all rats

.

Special Handling

Warning: Handle with care, avoid skin and eye contact.

In case of accidental

contact, immediately wash affected areas with large volumes of water
and report the incident to the study director.
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PROTOCOL

TITLE

Acute Oral LD50 in Rats with Prenyl Acetate

PURPOSE

To determine the acute toxicity and lethality of Prenyl Acetate in
rats according to the EPA proposed guidelines of April, 1978; 162,81-1,

LOCATION

This study will be conducted at the Rhodia Inc., Toxicology-Pathology
facility on the Hess & Clark Research Farm, Ashland, Ohio 44805,

SPONSOR

This study is sponsored by Rhodia Inc., Chemical Division, Monmouth
Junction, New Jersey.

ANTMALS

One hundred (100) Sprague Dawley derived outbred albino rats, 50 males
and 50 females, from Flow Laboratories, Dublin, Virginia and weighing
between 150 and 200 grams at the start of the study perifod, will be divided
into 5 dose groups of 10 males and 10 females each.

HOUS ING

Quarantine - the rats will be held in a quarantine room for a 1 to 2
week acclimation period depending on the age and weight of the rats, The
rats will be randomly distributed from the shipping crates into the gang
cages. The rats will be housed 3 to 4 per sex per cage in suspended 1.3 em
wire mesh cages, 43 x 18 x 25 cm, The rats will receive feed and water
ad 1ibitum. The feeders, water bottles, cages and racks will be changed
once per week.

The quarantine and test room will be temperature (72°F + 10), humidity
(50%) and light (12 hours on, 12 hours off) controlled.

-
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During the quarantine-acclimation period the rats will be examined
by a veterinarian with respect to their state of health and suitability
as test animals. Conventional disease control will be practiced during
the quarantine-acclimation and study peried.

Study room - at the end of the quarantine period, the cage racks
containing the test animals will be moved to the test room. The rats
will be randomly distributed from the quarantine racks to the test racks
according to the Standard Operating Procedures, Manual #2, The rats will
be housed in individual 1.3 cm wire mesh stainless steel suspended cages,
18 x 18 x 23 cm. The rats will be weighed., If the mean body weights of
any dose group varies significantly from any other group, the rats will
be redistributed so that the mean body weights of all dose groups do not
vary significantly., The rats will receive food and water ad libitum,
The feeders, water bottles, cages and racks will be changed once per week,

DIET

The rats will be maintained on a diet of Wayﬁe Lab-Blox, manufactured
by Allied Mills, Fort Wayne, Indiana and containing 247% crude protein, 4%
crude fat and 4.5% crude fiber, Tap water will be provided by 8 oz. water
bottles with sipper tubes,

IDENTIFICATION

The rats will be identified by ear notches, An identifying tag will
be placed on each rat cage indicating the study number and rat number.,
The rats will be ear notched as follows:

101-110 M 1.5 gm/kg wvhite tag
151-160 F '
201-210 M 2.0 gm/kg blue tag
251-260 F

301-310 M 3.0 gm/kg green tag
351-360 F

401-410 M 4,0 gm/kg pink tag
451-460 F . '

501-510 M 5.0 gm/kg yellow tag
551-560 F

ey
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TEST SUBSTANCE

The test substance will be Prenyl Acetate, a clear l1iquid supplied
by Rhodia Inc., Chemical Division, Mommouth Junction, New Jersey and

- received June 16,1978. Identifying numbers on the label are:

AV~-307-25 (cu; 25). Purity is 99.8%, density is 0.84 and pH 1s'4.8,

Warning: Handle with care, avoid skin and eye contact. TIn case of
accidental contact, immediately wash affected areas with large volumes
of water and report the incident to the study director. ‘

TEST PROCEDURE

The test substance will be diluted in corn oil to give the dose
levels recorded in Table 1, Each concentration will be mixed continuously
on a magnetic stirrer during the dosing, Each rat will receive a dose
volume of 10 ml/kg body weight according to the dose schedule
recorded in Table 2. The rats will be orally gavaged one time with a
curved 18 x 2 w/2% mm ball dosing needle, The rats will be fasted from
food 18 hours prior to dosing,

OBSERVATIONS

The animals will be weighed prior to dosing to determine the ml of
test substance to be administered. Survivors will be weighed on days
1, 4, 7, 10 and 14 of the 14 day observation period. The weighing will
be performed on a Mettler electronic balance interfaced to a programmable
calculator, HP 9815A. The day of dosing will be designated as day 0, The
rats will be observed frequently during the first 8 hours post-treatment
and then twice daily (a.m. and p.m.) for the remaining 13 days. All rele-
vant clinical signs including the nature, onset, severity and duration of
each toxic or pharmacological sign, and time of death will be recorded.
Survivors will be sacrificed on day 15.

GROSS_NECROPSY

A gross necropsy will be performed on all rats in the LD., study, The
examination will include: heart, lung, spleen, liver, kidhey, stomach,
small and large intestine and urinary bladder. Any lesions will be recorde:
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RECORDS _TO BE MAINTAINED

A study record hook will be maintained according to Manual #19 in
the Standard Operating Procedures and will include the following records:

1. Body weight - days 0, 1, 4, 7, 10 and 14
2. Day O observations

3. Dailly observations

4, Necropsy observations

5, Data analysis

DATA ANALYSIS AND FINAL REPORT

A final report will be issued and the data will be tabulated by sex
and dose level and will include:

1., animals showing clinical signs/animal dosed
2, animals dead/animal dosed
3., time to death after dosing

The 1D.. with 95% confidence 1limits will be calculated for each sex
according éo Litchfield and Wilcoxon and dose response curves drawn,

STORAGE OF DATA

All raw data generated during this study and the final report will
be stored in the archives at Rhodia Inc., Toxicology-Pathology facility

in Ashland, Chio
O e enTine ”/ﬂ@%/
Prepared by: Y ap Approved by:

S. E. Hastings, B.S. J hn} G. Page, th.Dl
Study Director anager, Toxicology-Patholog
Rhodia, Inc.

Approved by: 'E_ e %7.?61(-/

E. M. Kiggins, Ph,D,
Director of Research
& Product Development
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TABLE 1
LDgy STUDY
Dose Volume or Volume of Mg of Test
Level No. Rats Wt of Test Diluent or Substance
(g/ke) M F Substance Susp. Agent per ml
1.5 10 10 8 ml qs to 44.8 ml 150
2.0 10 10 10 m1 gs to 42 ml 200
3.0 10 10 15 ml qs to 42 ml 300
4,0 10 10 20 m1 qs to 42 ml 400
5.0 10 10 24 ml qs to 40,3 ml 500

A

Concentration of prenyl acetate/ml = 840 mg

Calculations

1500 mg/kg/10 ml/kg

150 mg/ml dilute 1:5,60

. . 2000 mg/kg/10 ml/kg

200 mg/ml dilute 1:4.20

1 ‘ 3000 mg/kg/10 ml/kg = 300 mg/ml dilute 1:2.80

4000 mg/kg/10 ml/kg - 400 mg/ml dilute 1:2.10

5000 mg/kg/10 ml/kg

500 mg/ml dilute 1:1.68
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TABLE 2

DOSE SCHEDURE

10 ml/kg body weight
or 1 ml/100 gm body weight

Gm Body Dose Volume

Wedight ml
100 1.0
110 1.1
115 1.2
120 1.2
125 . 1.3
130 1.3
135 1.4
140 l.4
145 1.5
150 1.5
155 1.6
160 1.7
165 1.7
170 1.2,
175 1.8
180 1,8
185 1.9
190 1.9
195 . 2,0
200 ' 2,0




.

aBa e e e e ek ek

PRIMARY EYE IRRITATION IN RABBITS WITH PRENYL ACETATE
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Toxicology-Pathology Laboratory
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EXPERIMENTAL

MATERIALS AND METHODS

ANIMALS

Nine adult male New Zealand albino rabbits were purchased
from Davidson's Mill Farm, Jamesburg, New Jersey and weighed
between 2 and 3 kg at the start of the study.

HOUS ING

Quarantine - the rabbits were held in a quarantine room for
a three week acclimation period depending on the age and weight
of the rabbits. The rabbits were housed 3 per sex in large wire
bottom animal cages, 71 x 86 x 71 cm. The rabbits received food
and water ad libitum. The feeders, waterers and cage floor racks
were cleaned once per week. The waste pans were flushed at least
once per day and more oft%n if gequired. The quarantine and test
room were temperature (69 F + 1°), humidity (50%) and light (14
hours on, 10 hours off) controlled. During the quarantine-
acclimation period, the rabbits were examined by a veterinarian
with respect to their state of health and suitability as test
animals. The eyes of the test rabbits were examined using the
fluorescein dye procedure and only those rabbits without defects
or irritation were used. The quarantine and test rooms were
maintained so as to exclude materials that might produce eye
irritation. Conventional disease control was practiced during
the quarantine-acclimation and study period.

Study Room - at the end of the quarantine period, the rabbits
were moved into the test room and transferred into individual
suspended wire bottom rabbit cages, 46 x 51 x 33 cm. The rabbits.
received food and water ad libitum. The feeders, waterers and
cage floor racks were cleaned once per week., A liquid litter from
Pharmacal, Westport, Conn., was used in the litter pans and was
changed twice weekly.

DIET

For. the first 5 days of the acclimation period the rabbits
were treated prophylacticly with Pfizer's Neo-Terramycin soluble
powder (5 g/gallon) in the drinking water.
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The rabbits were maintained on a diet of tap water and
Wayne Rabbit Ratlon manufacturaed by Allied Mills, Fort Wayme,

[
Indiana and containing 2% crude fat, 17% crude protein and 15%
crude fiber and 0.025% of sulfaquinoxaline.

IDENTIFICATION

The rabbits were identified by a number tattooed in the
right ear, 101-106, Group I; 201-203, Group II, An identifying
tag was placed on each rabbit's cage indicating the rabbit's
number, the study number and whether it was in Group I - no wash,
or Group II - one minute wash,

TEST SUBSTANCE

The test substance was Prenyl Acetate, a clear 1iquid supplied
by Rhodia Inc., Chemical Division, Monmouth Junction, New Jersey
and received May 24, 1978. 1Identifying numbers on the label are:
SD4 C/6 - 12 ref. JRT 291-175; greater than 997% purity and a density
of 0.84,

TEST PROCEDURE

A 0.1 ml aliquot of the test substance was placed on the
everted lower 1id of the right eye of 9 rabbits. The upper and
jower 1ids were gently held together for 20-30 seconds then
released. The left eye remained untreated and served as a control.,
The treated eyes of 6 rabbits (Group 1) remained unwashed. The
remaining 3 rabbits had the treated eye flushed for 1 minute with
jukewarm water starting no soomer than 20-30 seconds after instilla-
tion. These rabbits were designated as Group II.

OBSERVATIONS

The eyes were examined by the fluorescein dye technique and
the grade of ocular reaction recorded at 24, 48, 72 hours and 4
and 7 days post instillation. The eyes were graded and the
irritation scores determined by the Draize procedure in accordance
with Table 1.
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RECORDS MAINTAINED

A study record book was maintained according to the

Standard Operating Procedures. The following records were
included:

Group I observation sheets
Group II observation sheets
Group I irritation scores
Group II irritation scores

STORAGE OF DATA

All raw data generated during this study and the final
report are on file in the archives of Rhodia Inc., Toxicology-
Pathology facility in Ashland, Ohio.

B.S.
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The criteria for grading ocular reactlions is presented in
Table 1. Table 2 presents the individual eye irritation scores,
Table 3 illustrates the corneal retention of 2% sodium fluorescein
| for the individual rabbits., Table 4 presents the averages and ranges
3 for each test group. Table 5 is the classification of test substances
based on eye irritation properties,

Group I No wash

At 24 hours post instillation, 3 of the 6 test eyes had a corneal
opacity grade of 1. One of these eyes also had a mild amount of discharge.
These 3 test eyes had a positive fluorescein response at 24 hours. No
conjunctivitis or chemosis was evident at 24 hours or at any other observa-
tion period. All the eyes were negative and exhibited a negative fluore-
scein response at the 48 hour observation period. No ocular irritation
was observed at 72 hours, 4 or 7 days post instillation,

Group ITI One minute wash

—— e v

No ocular irritation was observed at any of the observation periods
1 during the study. All 3 test eyes had a negative response to the
fluorescein test at all observation periods.

{

1

1

t

|

| 'S. E. Haftings, B.s.// John G -Page, Ph.D.

| - Toxicologist : _Manager, Toxicology-Pathology
i . Rhodia, Inc.

| (L 2l o) ‘f,//,/)f;ﬁ,‘/
y 3. C. Winbigler, B.S%, M.T. E. M. Kiggins, Ph.D.

! Toxicologist Director of Research

| & Product Development
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(A)

(B)

TABLE 1

GRADES FOR OCULAR REACTIONS+

Cornea

Opacity

No ulceration or opacity

Scattered or diffuse areas of opacity;
details of iris clearly visible

Easily discernible translucent areas of opacity;
details of iris slightly obscured

Nacreous areas of opacity; no details of iris visible;
size of pupil barely discernible

Complete corneal opacity; iris not discernible

Area of Cornea involved

Normal

One quarter (or less), but not zero

Greater than one quarter, but less than half
Greater than half, but less than three quarters

Greater than three quarters, up to whole area

AXBXS5 ‘ Total Maximum = 80

(C)

Iris
Values )
Normal
Markedly deepened folds; congestion; swelling;
moderate circumcorneal injection; iris still
reacting to light
No reaction to light; hemorrhage; gross destruction

CX5 . Total Maximum = 19

SEH 78:25

Page 6
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TABLE 1 (Cont'd)
GRADES FOR OCULAR REACTIONS+

Conjunctivae o Grade

(D) Redness
Vessels normal ' 0
Some vessels -definitely injected
Diffuse crimson red; individual vessels not easily
discernible 2%
Diffuse beefy red ‘ | 3*

(E) Chemosis

No swelling ' 0
Any swelling above normal

Obvious swelling; partial eversion of lids 2%
Swelling with lids about half closed ' 3%
Swelling with 1ids more than half closed L%

(F) Discharge
No discharge 0
Any amount different from normal (does not include small
amounts observed in inner canthus of normal animals) 1

Discharge with moistening of the 1lids and hairs just

adjacent to lids 2
Discharge with moistening of the 1ids and haire and
considerable area around the eye 3
(D+E+ F) X2 Total Maximum = 20

+ Grades constitute combination of FHSLA and Draize method.
* Grades considered positive for irritation.

"An animal should be considered as exhibiting a positive reaction if the
test substance produced at any of the readings, ulceration of the cornea (oth
than a fine stippling); or opacity of the cornea (other than a slight dulling
the normal luster); or inflamation of the iris (other than a slight deepening
the folds; or rugae, or a slight circumcorneal injection of the blood vessels
or if such substances produce in the conjunctivae (excluding the cornea and i
an obvious swelling with partial eversion of the lids or a diffuse crimson re
with individual vessels not easily discernible. 1"

1 Federal Register, Vol. 38, No. 187 - September 27, 1973, p 27019,




PRIMARY EYE IRRITATION IN RABBITS WITH PRENYL ACETATE

TABLE 2

Eye Irritation Scores
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PRIMARY EYE IRRITATION IN RABBITS WITH PRENYL ACETATE
TABLE 2 (Cont'd)

- Eye Irritation Scores

Animal Cornea ) Tris Conjunctivae Total Score
Number AXBXS CXS5S (D+E + F) X2 per Animal
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PRIMARY EYE IRRITATION IN RABBITS WITH PRENYL ACETATE

TABLE 2 (Cont'd)

Eye Irritation Scores
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Animal
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i “g PRIMARY EYE IRRITATION IN RABBITS WITH PRENYL ACETATE

Averages and Ranges for Each Test Group

TABLE 4

3

be classified as a minimal eye irritant.

5 Time Group Average Range
!

; 24 hour No wash 2.8 0-7
i One minute wash 0 0

g 48 hour No wash 0 0

| One minute wash 0 0

|

|

' 72 hour No wash 0 0

: One minute wash 0 0

1 4 day No wash 0 0

' One minute wash 0 0

h 7 day No wash 0 0

i One minute wash 0 0
e

|~

LA Note: Using the average irritation scores, Prenyl Acetate would
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rage 1J

Classification of Test Substance
Based on Eye Irritation Properties

Definition

Rating Range
Non-Irritating 0.0 - 0.5
Practically >0,5 - 2,5

Non-Irritating
Minimally > 2,5 - 15,0
Irritating

Mildly Irritating >15.0 - 25,0
Moderately »25,0 - 50,0
Irritating

To maintain this rating, all scores
at the 24-hour reading must be zeroj
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, iIncrease 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, scores

at 7 days must < 10 for 60% or

more of the animals. Also, mean
7-day score must < 20, If 7-day
mean score is < 20 but < 607% of
animals show scores < 10, then no
animals among those showilng scores

> 10 can exceed a score of 30 if
rating is to be maintained; otherwise,
raise rating one level.
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TABLE 5 (Cont'd)

Classification of Test Substances
 Based on Eye Irritation Properties*

Rating Range Definition
Severely >50.0 - 80,0 To maintain this rating, scores
Irritating at 7 days must be < 30 for 60% or more

of the animals, Also, mean 7-day
score must be € 40, If 7-day mean
score is < 40 but « 60% of the animals
show scores < 30, then no animal

among those showing scores > 30 can
exceed a score of 60 1if rating is to
be maintained; otherwise, raise rating
one level,

Extremely >80.0 - 110.0
Irritating

%* TFrom '"Methods for the Study of Irritation and Toxicity of Substances
Applied Topically to the Skin and Mucous Membranes', Draize
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Front Sheet

Study No. _BCE1278

Project No. Primary Eye Irritation Purity _> 99%
Sponsor _Chem, Division. Rhodia Inc. Animal - Rabbit
Start Date 5-30-78 No., M _§ T
Duration 7 _days Start Weight
Finish Date 6-6-78 M 2-3 kg
Study Director _S. E, Hastings F
Study Personnel HEH, JCW Route Eye
Animal No. Treatment level

101

102

103 Group I - Eyes unwashed

104

105

106

201 '

202 Group II - Eyes washed

203

Assays or Special Procedures

1, Eye exam prior to treatment

Chemical Prenyl Acetate

2, Eyes examined and scored at 24, 48 and 72 hours and 4 and 7 days

post treatment

Special Handling

Prenyl Acetate should be handled with care. Avoid skin and eye contact,
in case of accidental contact, immediately wash affected areas with large

volumes of water and report the incident to the study director.
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PROTOCOL

TITLE

Primary Bye Irritation in Rabbits with Prenyl Acetate

PURPOSE

To determine 1f the instillation of Prenyl Acetate in the eyes of
rabbits has any irritating effect according to the EPA proposed guidelines,
April, 1978; 162-81-4.

LOCATION

The study will be conducted at the Rhodia Inc., Toxicology-Pathology
facility on the Hess § Clark Research Famm in Ashland, Ohio.

SPONSOR

The study is sponsored by Rhodia Inc., Chemical Division, Monmouth
Junction, New Jersey..

ANIMALS

Nine adult New Zealand albino rabbits will be purchased from Davidson's
Mill Farm, Jamesburg, New Jersey and will weigh between 2 to 3 kg at the
start of the study. ‘

HQUSING

Quarantine - the rabbits will be held in a quarantine room for a 1 to
2 week acclimation period depending on the age and weight of the rabbits.
The rabbits will be housed 3 per sex in large wire bottom animal cages,
71 x 86 x 71 cm. The rabbits will receive feed and water ad libitum. The
feeders, waterers and cage floor racks will be cleaned once per week. The
waste pans will be flushed at least once per day and more often if required.
The quarantine and test room will be temperature (69° F + 1°), humidity (50%)
and light (14 hours on, 10 hours off) controlled.

When the newly arrived rabbits are distributed into the gang cages,
care will be taken to put as many box mates as possible in the same gang
cage.

During the quarantine-acclimation period, the rabbits will be examined
by a veterinarian with respect to their state of health and suitability as
test animals,
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The eyes of the test rabbits will be examined using the fluorescein
dye procedure and only those rabbits without defects or irritation will
be used. The quarantine and test room will be maintained so as to
exclude materials that might produce eye irritation. Conventional
disease control will be practiced during the quarantine-acclimation
and study period.

Study Room - At the end of the quarantine period, the rabbits will
be moved into the test room and transferred into individual suspended
wire bottom rabbit cages, 46 x 51 x 33 an. The rabbits will receive
food and water ad libitum. The feeders, waterers and cage floor racks
will be cleaned once per week. A liquid litter from Pharmacal, Westport,
Conn., will be used in the litter pans and will be changed twice weekly.

DIET

For the first § days of the acclimation period the rabbits will be
treated prophylacticly with Pfizer's Neo-Terramycin soluble powder
(5 g/gallon) in the drinking water.

The rabbits will be maintained on a diet of tap water and Wayne
Rabbit Ration manufactured by Allied Mills, Fort Wayne, Indiana and con-
taining 2% crude fat, 17% crude protein and 15% crude fiber and 0.025%
of sulfaquinoxaline.

IDENTIFICATION

The rabbits will be identified by a mumber tattooed in the right ear,
101-106, Group I; 201-203, Group II. An identifying tag will be placed on
each rabbit's cage indicating the rabbit's number, the study number and
whether it is in Group I or II.

TEST SUBSTANCE

The test substance will be Prenyl Acetate, a clear liquid supplied
by Rhodia, Inc., Chemical Division, Monmouth Junction, New Jersey and
received May 24, 1978, Identifying numbers on the label are: SD4 C/6
12 ref. JRT 291-175; purity greater than 99% and density of 0,84.

Warning: Handle with care, avoid skin and eye contact. In case of accidental

contact, immediately wash affected areas with large volumes of water
and report the incident to the study director.
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TEST PROCEDURE

A 100 mg or 0.1 ml aliquot of the test substance will be placed on the
everted lower 1id of the right eye of ¢ rabbits, The upper and lower lids
will be gently held together for 20-30 seconds then released. The left

eye will remain untreated and will serve as a control, The treated eyes of
6 rabbits (Group I) will remain unwashed. The remaining 3 rabbits will have
the treated eye flushed for 1 minute with lukewarm water starting no sooner
than 20-30 seconds after instillation. These rabbits will be designated

as Group II,

OBSERVATIONS

The eyes will be examined by the fluorescein dye technique and the
grade of ocular reaction recorded at 24, 48, 72 hours and 4 and 7 days post~
instillation and daily thereafter, so long as injury persists (up to 14 days)
The eyes will be graded and the irritation scores determined by the Draize
procedure in accordance with Tables 1 and 2.

RECORDS TO BE MAINTAINED

A study record book will be maintained according to Manual #19 in the
Standard Operating Procedures and the following records will be included:

Group I observation sheets
Group II observation sheets
Group I irritation scores
Group II dirritation scores

DATA ANALYSIS AND FINAL REPORT

A final report will be issued. The data will be tabulated and will
include the individual primary eye irritation score at 24, 48 and 72 hours
and 4 and 7 days for each rabbit and the averages and range for each test
group. Any serious lesions of the eye will be described.

STORAGE OF DATA

All raw data generated during this study and the final report will be
stored in the archives of Rhodia, Inc., Toxicology-Pathology facility in
’ )

Ashland, Ohio. / o
shland, (o] // ’////// //
Approved by: [t/ T ALegl T

"John/ G, Page, Ph.D.
/Manager, Toxicology-Path
“ Rhodia, Inc.

Approved by: Eﬂ /%\7 (2%
E. M. Kiggiffs, PH.D.
Director of Research

& Product Development

Prepared by:CSD. :
S. E. stings, B.
Study Director

-



PO, SRS

(1)

(2)

(3)

Table 1

Scale for Scoring Ocular lLasions

Cornea

(A) Opacity-degree of density (area most dense taken for reading)

No opacity

Scattered or diffuse area, details of iris clearly visible

Easily discernible translucent areas, details of iris
slightly obscured

Opalescent areas, no details of iris visible, size of pupil

barely discernible
Opaque, iris invisible

- (B) Area of cornea involved

One quarter (or less) but not zero

Greater than one quarter, but less than half

Greater than half, but less than three quarters

Greater than three quarters, up to whole area
Score (AxB) x 5 Total Maximum = 80

Iris

(C) Values
Normal
Folds above normal, congestion, swelling, circumcorneal
injection (any or all of these or combination of any
thereof) iris still reacting to 1light (sluggish
reaction is positive)
No reaction to light, hemorrhage, gross destruction (any
or all of these)
Score (C) x 5 Total Maximum = 10

Coniunctivae

(D) Redness (refers to palpebral and bulbar conjunctivae
excluding cornea .and iris)
Vessels normal
Vessels definitely injected above normal
More diffuse, deeper crimson red, individual vessels not
easily discernible
Diffuse beefy red

(E) Chemosis
No swelling
Any swelling above normal (includes nictitating membrane)
Obvious swelling with partial eversion of lids
Swelling with 1ids about half closed :
Swelling with lids about half closed to completely closed

= Q)

W
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™, Table 1 (Cont'd)
Scale for Scoring Ocular Lesions

(F) Discharge
No discharge '
Any amount diffavent from normal (dose not include small
amounts observed in inner canthus of normal animals)
Discharge with moistening of the lids and hairs just
adjacent to lids
/ Discharge with moistening of the lids and hairs, and
considerable area around the eye
Score (D+E+F) x 2 Total Maximum = 20

NOTE: The maximum total score is the sum of all scores obtained
for the cornea, iris and conjunctivae,
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PRIMARY DERMAL TRRITATION WITH PRENYL ACETATE IN RABBITS

Study No. BCD1078

Report No., JCW 78:24

Toxicology-Pathology Laboratory
Rhodia Inc,
Ashland, Ohio 44805

June 13, 1978
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PRIMARY DERMAL IRRITATION WITH PRENYL ACETATE IN RABBITS
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Research Department

Subject: Primary Dermal Irritation, Prenyl Acetate ' -
Book No, 5407 Pages 33-36

Study No, BCD1078

Dates: 6-7-78 to 6-10-78

TITLE

Primary Dermal Irritation Study with Prenyl Acetate in Rabbits

PURPOSE

To determine if Prenyl Acetate has any irritating effect when applied
to intact or abraded skin of rabbits.

LOCATION

The study was conducted at the Rhodia Inc., Toxicology-Pathology
facility on the Hess & Clark Research Farm in Ashland, Ohio.

SPONSOR

The study was sponsored by Rhodia Inc., Chemical Division, Monmouth
Junction, New Jersey.

SUMMARY

Prenyl Acetate was tested for possible skin irritation according to
the EPA proposed guidelines of April, 1978; sec. 162.81-5.

Prenyl Acetate was found to be non-irritating to the skin of rabbits
when evaluated under the conditions of this study.
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EXPERIMENTAL

MATERTALS AND METHODS

ANIMALS

Six young adult male. New Zealand albino rabbits were obtained
from Davidson's Mill Farm, Jamesburg, New Jersey and weighed approxi-
mately 2 to 3 kg at the start of the study.

HOUS ING

For a 1 to 2 week acclimation and quarantine period, the rabbits
were gang housed in large wire bottom animal cages, 71 x 86 x 71 cm.
Three rabbits from each shipping crate were placed in the same cage.
Feeders, waterers and cage floors were cleaned weekly and waste pans
were flushed once or Bwice daily as necessary., Temperature was
maintained at 69 + 1°F, humidity at 50% and room lights were con-
trolled automatically on a 14 hour light, 10 hour dark cycle for
the quarantine and test periods.

A veterinarian examined the rabbits with respect to their state
of health and suitability as test animals.

Following the quarantine period the rabbits were moved to the
test rooms and placed in individual suspended wire bottom cages,
46 x 51 x 33 cm, Liquid litter from Pharmacal, Westport, Conn. was
used in the litter pans and changed twice weekly.

DIET

The rabbits were maintained on Wayne Rabbit Ration, a nutritional
balanced standard laboratory diet, manufactured by Allied Mills, Fort
Wayne, Indiana, with an analysis of 2% crude fat, 17% crude protein,
15% crude fiber and containing 0.025% sulfaquinoxaline. For 5 days
after arrival Pfizer's Neo~-Terramycin soluble was added to the drinkir
water at 5 g/gallon to prevent illness from diet change. Food and
water were available ad libitum throughout the quarantine and test
periods.

IDENTIFICATION

-

After transfer from the quarantine room to the assigned test roor
the rabbits were numbered 101 through 106 by tattoo in the right ear.
Each cage bore a label stating the study number, animal number and
treatment.
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TEST SUBSTANCE

The test substance was Prenyl Acetate, a clear liquid supplied
by Rhodia Inc., Chemical Division, Monmouth Junction, New Jersey
and received May 24, 1978, Identifying numbers on the label were:
SD4 C/6 - 12 ref. JRT 291-175. Purity was more than 997% and the
density was 0,84,

TEST PROCEDURE

Twenty-four hours before treatment, the backs of 6 adult rabbits
were carefully clipped free of hair. The clipped area was large
enough to accommodate 4, 2,5 x 2,5 cm application sites., The appli-
cation sites were marked off on each rabbit and two of the sites,
numbers 1 and 3 were abraded with a firm nylon toothbrush and the
other two left intact, The abrasions were through the stratum
corneum but not the dermis. Five tenths ml of the test material
was applied directly to the application sites. A 2.5 cm square
gauze pad was placed over the site. The pads were held securely
in place with adhesive tape. The entire shaved area was covered
with an impervious rubber cloth to prevent evaporation and maintain
skin contact with the test material. The sheet was secured in place
with adhesive tape, Protective collars were placed on the rabbits
to prevent removal of the test material and they were returned to
their appropriate cages.,

After twenty-four hours the sheets were removed and the sites
wiped (not washed) and the resulting reactions evaluated and scored
at 24 and 72 hours post-treatment, according to Draize scoring
system in Table 1. At termination of the study,all rabbits were
euthanized by i.v. injection of pentabarbitol sodium.
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RESULTS AND DISCUSSION

The primary irritation scores for the 24 and 72 hour periods are
shown in Table 2. Although good skin contact had been maintained, all
sites were negative for irritation.

CONCLUS IONS

Prenyl Acetate is non-irritating to abraded or intact skin of rabbits.

RECORDS

A study record book was maintained according to Manual #19 of the

Standard Operating Procedures and in addition, the following records
were maintained:

1. Scores for erythema eschar and edema at 24 and 72 hours,

2, Primary skin irritation score for each animal according
to Draize.

STORAGE OF DATA

All raw data generated by this study and the final report are on file

in the archives of Rhodia Inc., Toxicology-Pathology facility in Ashland,

2 ot 2] ()/Q//

C. Winbigler, B/Vf.’, M.T. . ;rgﬁ\fc. age, ghld.
Toxicologist ' nager, \Toxicology-Pathology
Rhodia, Inc.

ﬁ/ﬁ’%/aof/vmpj E./7. /ﬁ?%c;/

S. 'E. Hastings, B.S. E. M. Kiggins, Ph.D.
Toxicologist Director of Research
& Product Development
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TABLE 1

Skin Reaction

Erythema and Eschar Formation: Value

NO erythema € 2 0 0 0 VO P B C ORI O RN GO OEPOABNNSLELLNIOIRISIOIOEOITEOONYS

0
i Very slight erythema (barely perceptible) ...ccesesecscesnacs 1
Well-defined erythema .iceecevscesscocoscassnsessocscscsasasse 2
i Moderate to severe erythema ...eeesesescvocsessssocnscsssoscs 3
Severe erythema (beet redness) to slight

eschar formation (injuries in depth) ...ivevsecescesocssancas 4

Edema Formation:

; NO €deMA scesecoosscasssssssssssossssasssassssesssesssocnnscecs 0
i Very slight edema (barely perceptible) ...eoiceveeevncrrsnaass
i‘if:f Slight edema (edges of area well defined

- by definite raising) ..eeeececvrcorscessessaroscarsasonsnscons 2
| Moderate edema (raised approximately 1 millimeter) ..........

| Severe edema (raised more than 1 millimeter and

extending beyond the area of EXPOSULE) seovevensesonsaasssasses 4

Draize, J. H., 1959 - The Appraisal of Chemicals in Foods, Drugs, and
- Cosmetics, Association of Food and Drug Officials of the U.S.
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TABLE 2

Primary Skin Irri

tation Scores of Rabbits

Study BCD1078

Exposure Exposure Unit
Time (Value)
Findings (hours) Rabbit Number
101 102 103 104 105 106 Mean
Score
Erythema and
Eschar Formation
Intact skin 24 0 0 0 0 0 0 0
72 0 0 0 -0 0 0 0
Abraded skin 24 0 0 0 0. 0 0 0
72 0 0 0 0 0 0 0
Subtotal 0 0 0 0 0 o 0
Edema Formation
Intact skin 24 0 0 0 0 0 0 0
72 0 0 0 0 0 0 0
Abraded skin 24 0 0 0 0 0 0 0
72 0 0 0 0 0 0 0
Subtotal 0 0 0 0 0 0 0
Total 0 0 0 0 0 0 0

Average = 0

Draize Scoring Criteria

Primary Skin Irritation Indexes
Primary Skin Irritation Indexes
Primary Skin Irritation Indexes

According to the Draize Scoring
of Prenyl Acetate is zero.

of 2 are mild irritants.
of 2.0 to 5.0 are moderate irritants,
of greater than 5,0 are severe irritants,

Criteria, the primary skin irritation index




Tront Sheet

f\ Study No, BCD1078 Chemical Prenyl Acetate
Project No, Primary Skin Irritation Purity >099%
Sponsor _Chem., Division ' ©  Animal _Rabbits
Start Date 5-7-78 No. M6 4
puration 72 hours : Start Weight

‘ Finish Date 6-10-78 M _ 2-3 kg

: Study Director _J. Winbigler F
Study Personnel H. Harrison ‘ Route Dermal

K Animal No. ‘ Treatment Yevel

1

; 101 . 0.5 mg/test site/animal

. 102 ‘

\ 103

; 104

' 105

106

Assays or Specisal Procedures

t
: 1. Shave all backs

2. Prepare two intact and 2 abraded sites

3., Evaluate skins at 24 and 72 hours

Special Handiing

Prenyl Acetate should be handled with care. 'Avoid skin and eye contact,
. in case of accidental contact, immediately wash affected areas with large
~' volumes of water and report the incident to the study director.
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TITLE

Primary Dermal Irritation with Prenyl Acetate in Rabbits

PURPOSE

To determine 1if the application of Prenyl Acetate on the skin of
rabbits has any irritating effect according to the EPA proposed guidelines,
April, 1978: 162,81-5,

LOCATION

This study will be conducted at the Rhodia Inc., Toxicology-Pathology
facility on the Hess & Clark Research Farm, Ashland, Ohio 44805,

SPONSOR

This study is sponsored by Rhodia Inc., Chemical Division, Monmouth
Junction, New Jersey.

ANIMALS

Six young adult male New Zealand albino rabbits will be obtained from
Davidson's Mill Farm, Jamesburg, New Jersey and will weigh approximately
2 to 3 kg at the start of the study.

HOUS ING

For a 1 to 2 week acclimation and quarantine period, the rabbits will
be gang housed in large wire bottom animal cages, 71 x 86 x 71 cm. Three
rabbits from each shipping crate will be placed in the same cage. Feeders,
waterers and cage floors will be cleaned weekly and waste pans will be
flushed once or twice daily as necessary., Temperature will be maintained
at 69° + 1 F, humidity at 50% and room lights will be controlled automati-
cally on a 14 hour light, 10 hour dark cycle for the quarantine and test
periods.

A veterinarian will examine the rabbits with respect to their state of
health and suitability as test animals.

Following the quarantine period the rabbits will be moved to the test
rooms and placed in individual suspended wire bottom cages, 46 x 51 x 33 cm.
Liquid litter from Pharmacal, Westport, Conn. will be used in the litter
pans and changed twice weekly,
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DIET

The rabbits will be maintained on Wayne Rabbit Ration, a nutritionally
balanced standard laboratory diet, manufactured by Allied Mills, Fort Wayne,
Indiana, with an analysis of 2% crude fat, 17% crude protein, 15% crude
fiber and containing 0.025% sulfaquinoxaline. For 5 days after arrival
Pfizer's Neo-Terramycin soluble will be added to the drinking water at
5 g/gallon to prevent illness from diet change. Food and water will be
available ad libitum throughout the quarantine and test periods.

IDENTIFICATION

After transfer from the quarantine room to the assigned test room, the
rabbits will be numbered 101 through 106 by tattoo in the right ear. Each
cage will bear a label stating the study number, animal number and treatment.

TEST SUBSTANCE

The test substance will be Prenyl Acetate, a clear liquid supplied by
Rhodia Inc., Chemical Division, Monmouth Junction, New Jersey and received
May 24, 1978, Identifying numbers on the label are: SD4 C/6 - 12 ref.
JRT 291-175. The purity is more than 99% and the density is 0.84,

Warning: Handle with care, avoid skin and eye contact. In case of

accidental contact, immediately wash affected areas with large volumes
of water and report the incident to the study director.

TEST PROCEDURE

Twenty-four hours before treatment, the backs of 6 male rabbits will
be carefully clipped free of. hair. The clipped area should be large enough
to accommodate 4, 2.5 x 2.5 cm application sites. The application sites
will be marked off on each rabbit and two of the sites, numbers 1 and 3
will be abraded with a firm nylon toothbrush and the other two left intact.
The abrasions will be through the stratum corneum but not the dermis. Five-
tenths gram or 0.5 ml of the test material will be applied directly to the
application sites. A 2.5 cm square gauze pad will be placed over the site.
The pads will be held securely in place with adhesive tape. The entire
shaved area will be covered with an impervious rubberized cloth to prevent
evaporation and maintain skin contact with the test material. The sheet
will be secured in place with adhesive tape. Protective collars will be
placed on the rabbits to prevent removal of the test material and they
will be returned to their appropriate cages. After twenty-four hours
the sheets will be removed and the sites wiped (not washed) and the
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resulting reactions evaluated and scored at 24 and 72 hours post-
treatment and any subsequent period according to Draize (Table 1).
Following the study period all animals will be euthanized by i.v.
injection of pentobarbitol sodium.

RECORDS TO BE MAINTAINED

A study record book will be maintained according to Manual #19
of the Standard Operating Procedures and in addition, the following
records will be maintained:

1. Scores for erythema eschar and edema at 24, 72 and any
subsequent evaluation time.

2., Primary skin irritation score for each animal according
to Draize.

DATA ANALYSIS AND FINAL REPORT

X

A final report will be issued and will contain the mean and range
of erythema and edema scores for each time period, and the mean and
range values for the primary irritation scores.

STORAGE OF DATA

All raw data generated by this study and the final report will be
placed on file in the archives of Rhodia Inc., Toxicology-Pathology
facility in Ashland, Ohio.

Prepared byf

C. Winbigler, es M.T.

Study Director

Approved by: L ﬁa ?c_,.‘«—

;oﬁx( G. (Page, PhiD¢”
rager, Toxicology-Patholog
hodia, Inc.

Approved by: Z 'W’ / ;7 p;{

E. M. Kiggins, Ph.D.
Director of Research
& Product Development




,ﬁ{ TABLE 1

Skin Reaction

Erythema and Eschar Formation: Value

No erythema ..ll...............'.'....‘...l......‘...'..'......

0
Very slight erythema (barely perceptible) ciieeeesescecessnsesns- 1
Well-defined erythem& S8 S 0 0 0B A N PP PPN PEOEEPIII LN OOEISIETEREONGEGEIETS 2

3

Moderate to severe erythema .. ieceeescrscscescsssossvsocosscanasae
Severe erythema (beet redness) to slight

; eschar formation (injuries in depth)

® 9 00 PO EOsP OB P IESEIGIOEENE 4

Edema Formation:

NO edema € 9 0 600 00N 0L 0SSR NN S E R0 LEOPIPPERELOIIRNPIENPENIOIRSIOECE P 0

; Very slight edema (bare perceptible) e reeeaerrirreireeenes 1
f Slight edema (edges of area well defined

: by definite ralSiNE) teeeeeeeesecescocconsensasnsanesaosnscase 2
;"ﬁi'. Moderate edema (ralsed approximately 1 millimeter) ...eceeeees 3

Severe edema (raised more than 1 millimeter and

| extending beyond the area of eXpOSUYE) ...ovsescssesnsoscsases 4

Draize, J. H., 1959 - The Appraisal of Chemicals in Foods, Drugs, and
Cosmetics, Association of Food and Drug Officials of the U.S.
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Acute oral toxicity in rats is of low concern. Single oral gavage doses to Sprague Dawley rats
(10/sex/dose) at levels of 1500, 2000, 300, 4000, or 5000 mg/kg resulted in death (0/10, 0/10, 4/10,
9/10, and 10/10, respectively, for males; 0/10, 1/10, 4/10, 9/10, and 10/10, respectively, for females).
The LDs, values were 3000 and 2900 mg/kg for males and females, respectively. Clinical signs
included mild to severe depression, diarrhea, salivation, lacrimation, trembling, dyspnea, convulsions,
occasional ataxia, and prostration. Necropsy findings in rats that died included hemorrhagic lungs,
dark livers, and sloughing and/or inflammation and erosion of the gastric mucosa.

L

Eye irritation in rabbits is of low concern. Application of the substance to the everted lower eyelid of
the right eye of nine New Zealand albino rabbits (6 unwashed/3 washed) resulted in minimal irritation.
The following observations were made in unwashed eyes at 24 hours: diffuse corneal opacity (3/6),
mild discharge (1/6), and positive fluorescein response (3/6). All symptoms in unwashed eyes cleared
by 48 hours, and there was no ocular irritation in the washed eyes during the study.

L

Dermal irritation in rabbits is of low concern. Application of the substance to the intact and abraded
skin of six New Zealand albino rabbits resulted in no irritation.
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Charles E. Moyer, Jr., Ph.D.

Director, Product Safety OFFICE OF
Rhéne-Poulenc Inc. PREVENTION, PESTICIDES AND
CN 7500 TOXIC SUBSTANCE S

Cranberry, New Jersey' 08512-7500
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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., 8EHQ-00-0000) assigned by
EPA to your submission(s). i
when submitting follow-up or supplemental information and refer
to the reverse side of this page for "EPA Information Requests'" .

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 required 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.

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

Document Processing Center (7407) .
Attn: TSCA Section 8(e) Coordinator : b
Office of Pollution Prevention ang@ Toxics -
U.S. Environmental Protection Agempcy -
Washington, D.C. 20460-0001 ’

¥
'9
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,

-
ey R C
Tery R. O'Bryé&n

Enclosure : l?LZlQiF%f% Risk Analysis Branch
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