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Action Requested:
Review repeated dose/21-day dermal toxicity study in rabbits to complete
the data base for registration and tolerance for soybean and cotton.

Results:

““~The attached DER (EPA No. 68-02-4225; Dynamac No. 1-011-H; April 8, 1988) has
heen approved by Toxicology Branch. This repeated dose/21-day dermal toxicity
study in rabbits (unpublished study No. 411-83 by Haskell Laboratory for Toxico-
logy and Industrial Medicine, Newark, DE; Oct. 11, 1983) is classified Core

Sup le% )

An agqueous te of Assure was repeatedly and dermally applied to groups of
rabbits (5/sex/dose) at dose levels of 0, 125, 506, and 2000 mg/kg. The treated
animals showed no mortality:; no canpound-related effects were detected in either
clinical chemistry, hematology, and histopathology of the dosed rabbits. The
NOEL is 2000 mg/kg (HDT).
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Repeated Uose/21-Day Dermal Toxicity Study in Rabbits

STUDY IDENTIFICATION: Loveless, S. €. Subacute dermal toxicity study (2]
days) of IMY-6202-15 (NC-302 technical) in rabbits. (Unpublished study
No. 411-83 prepared by Haskell Laboratory for Toxicology and industrial
Medicine, Newark, 0E, and submitted by E. I. duPont de Nemours and Co.,
Inc., Wilmington, DE; dated October 11, 1983.) Accession No. 07,3530,
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CHEMICRL: Assure; INY-5202-15; NC-302; propanoic acid, 2-[4-(€2hFoP< 4

ethyl ester; ethyl 2-[4-(6-chlord-2-"

TEST MATERIAL: INY-6202-15 (MC-302 techmical), lot No. 8002, con-

tained 39.1% active ingredient and was described as a white crystal.

STUDY/ATIOM TYPE: Repeated dose/21-day dermal toxicity study in

rabbiis.

STUDY IZENTIFICATION: Loveless, S. E.

Subacute dermal toxicity study

(21 days) of INY-6202-15 (NC-302 technical) in rabbits. (Unpublished
study So. 411-83 prepared by Haskell Laboratory for Toxicology and
Industrial Medicine, Nesark, DE, and submitted by £. I. duPont de

Nemours and Co., Inc., Wilmington,

Accession No. 073530.
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7. CONCLUSIONS: | ALY

A. Repeated dermal application of 0, 125, 500G, and 2000 mg/kg of
INY-£§202-15 to shaved skin of New Zealand white rabbits produced
clinical signs that were sporadic and not compound related. Thers
was no mortality at any dose levei. No compound-reiated effects
were detected in either hematologic, ~1inicai chemistry, or histo-
pathologic studies immediately following 21 days of dosing or the
15-day recovery period. In this study the NOEL is 2000 mg/kyg.

B. Core Classification: Suppiementary.

8. RECOMMEMDATIONS: Organ weights were taken at necropsy; however, no
values were reported. All data should be reported. Specific skin
irritation observations and food consumption measurements were not
taken. These parameters are generally required for subacute dermal
studies.

Items 9 and 10--see footnote 1.

11. HMATERIALS AND METHODS (PROTQCOLS):

A. Materials and Metheds:

The 40 New Zealann white rabbits used for study were received
from Qutchland Labs, Inc., Denver, PA, and the body weights ranged
from 1.9-2.3 kg for meles and 1.8-2.3 kg for females. The animals
were accliimated toc laboratory conditions for 2 weeks before the
start of the study; food and water were available ad 1ibitum.

The test material was applied dermally as an aqueous paste to
groups of five male and five female rabbits at dose levels of G,
125, 500, and 2000 mg/kg. A stock paste was prepared daily.

The dorsal trunk area of the rabbits was clipped free of hair.
They were then fitted with plastic collars. Freshly prepared test
material doses were adjusted according to daily body weights,
applied to the clipped area of the intact back skin, and covered
with gauze pads. The trunk of each rabbit was then wrapped with a
layer of plastic wrap, stretch gauze bandage, and elastic adhesive
tape. Six hours later, the gauze pads and wrapping were removed
and the test site was rinsed with tepid water and patted dry.
This procedure was repeated daily for 21 consecutive days. The
control rabbits were treated with water using the identical
procedure.

b 8
Only items appropriate tc this DER have been included.
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A1l animals were observed daily for mortality and toxic effects.
Body weights were *aken twice prior to the start of desing, once
daily during che dosing period, and once weekly during the
recovery perioa. Hematologic and ciinical chemistry analyses were
performed on all animals 3 days prior to the start of dosing, 1
day after the last dose, and 15 days after the jast dose for th2
remaining recovery rabbits.

Six rabbits from each dose group were sacrificed 1 day after the
last application, and the remaining animals were sacrificed 15
days later. A complete necropsy was performed on all animals.
The following organs were weijhed at necropsy: liver with gall-
b~ .dder, kidneys, spleen, thymus, and testes-epididymides. Organs
and tissues from each animal were preserved in a suitable fixative
(rixative not identified).

Histologic sections were made of all harvested orgaﬂs'and gross
lesions for microscopic evaluation.

Protocol: See Appendix A.

12. REPORTED RESULTS:

A.

Clinical Observations and Morfality: There were no deaths in

~either the controls or the dose groups. The clinical signs

observed in the rabbits were as follows:

No. of Dose No. of

Sex Rabbits (mg/kg/day) _Days Clinical Signs

M Control 21 None.

F Control 21 Occasional diarrhea; pustules
on the back of one rabbit for
5 days.

M 5 125 21 Occasional diarrhea; pustules
on the back of one rabbit for
2 days.

F 5 125 21 Occasional diarrhea.

M 5 500 21 Pustules on the back of one
rabbit for 1 day.

F 5 500 21 Occasional diarrhea.

M 5 2000 21 None.

F 5 2000 21 None.
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8. Body Weights: During the first 10 days, body weights fluctuated
In a groups but were similar to predose weights  During the
remainder of the study, the body weight gains were consistent.
There were no significant differences in body weight in either
sex or dose when compared to comtrols. .

C. Hematology: One day after the last test material application the
500-mg/kg males showed a significant (p <0.05) increase in the
Jeukocyte count when compared to controls. There were no other
compound-related changes at 1 day and 15 days after the last
dose. Three days prior to the start of dosing the 125-mg/kg
female group showed a significant (p <0.05) increase in neutro-
phil count when compared to control.

0. Biochemistry: There were no changes in biochemical parameters
that were related to dosing. One day after the last dose in
males, serum alkaline phosphatase was significantly (p <0.05)
higher in the 125-mg/kg group when compared to controls. At all
male dose levels, the serum sodium level was significantly
(p <0.05) higher than controls 15 days after the last dose. No
further significant differences were observed in thz females 3t
either 1 day or 15 days after dosing.

E. Necropsy: No compound-related effects were observed following
sacrifice at 1 day and 15 days after the last dose in animais of
either sex.

F. Microscopic Pathology: The microscopic findings observed in this
study were reported as incidental or spontaneous changes or the
result of intercurrent disease. None were related to the admin-
istration of the test compound.

STUDY AUTHOR'S CONCLUSIONS/QUALITY ASSURANCE MEASURES:

A. Systemic effects observed in animals among all dose groups and
the controls included sporadic weight loss, diarrhea, and small
pustules. These signs were not compound related. Hematologic
and biochemical analyses and histopatholegic evaluation revealed
no compound-related effects immediately following 21 days of dos-
ing or after a 15-day recovery period. In conclusion, INY-6202-15
at doses up to and including 2000 mg/kg did not cause toxicity
foilowing 21 days of dermal exposure.

8. There was no quality assurance statement included with fhis study.

REVIEWERS' DISCUSSION AND TNTERPRETATION OF STUDY RESULTS:

PR AT A SA LML SIS

The test material appeared to have no significant effect on the body
weights of the study animals. The fluctuations in body weight during
the first 10 days could be attributed to fluctuations in food consump-
tion due to the stress of handling and the mechanics of test material
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application. Organ weights were taken at necropsy following 21(1;ys;0
of exposure and 15 days of recovery, but there were no organ-bddy
weight data presented. We agree with the study author that doses up
to 2000 mg/kg did not produce any compound-reiated systemic toxicity
after 21 days of exposure. The NOEL for this study is 2000 mg/kg.

Item 15--see footnote 1.

16. CBI APPENDIX: Appendix A, Protocol, CBI pp. 2-3i1.
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APPENDIX A

Protocol
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APPENDIX A

Protccol
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The material not  included contains the following type
information:. :

Identity of product inert ingredientsﬂ:
‘Identity of product impurities. )
Description of the product monufacturing process.

Descrlptlon of quality control procedures..

Identlty of the source of product 1ngred1ents.

Sales or.- other commerc1al/flnanc1al 1nformatlon.

A draft.productmlabelﬁ._____,_.«_f_;mq :

The product confidential statement of formula.
Information about a pending registration action.
FIFRA registration data. ‘ ‘ LT

The document is a duplicate of page(s) __ .

Nl

The document is not responsive to the reQuest.

of

The 1nformatlon not included is generally con51dered confidential

the individual who prepared the response to your request.

"by product-registrants. If you have any questions, please contact




