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Introduction

In 1991, Tox. Branch II was requested to evaluate a dermal
absorption study on trifluralin in rhesus monkeys. The study was

" reviewed by R. Zendzian, Ph.D. and found to have significant
deficiencies. It was concluded that the study is unacceptable, and
the data can not be used for risk assessment purposes. The regis-
trant, DowElanco, responded to the review of the study and
requested to meet with the Agency to discuss the study. In
addition, SRRD also requested Tox. Branch II to "identify all
applicable data requirements and to note those for which adequate
data have not been submitted to the Agency".

Discussion

The Toxicology Branch II is looking forward to meeting with the
representatives of DowElanco to listen to any reasons for waiving
the data requirement for a dermal absorption study.

This reviewer has examined the available toxicology data file on

trifluralin and found essentially all applicable data requirements
stated on the Registrant Standard for Trifluralin are satisfied
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except a dermal absorption study.

2

The following is a summary of

all the required toxicology studies and the Core classification:

Study Type

Core Class.

Comments

Acute Studies

Acute oral tox.-rat

Acute dermal tox.-rabbit

Acute Inhalation-rat

Eye irritation-rabbit

Primary dermal Irrit.-

rabbit
Dermal sens@tization—
guinea pig
Subacute Studies
90~day feeding-rat
6-month feeding-dog

90-day dermal-rat

Long-term studies
l-year feeding-dog

Chronic feeding/Onco.
-rat

Onco. study-mouse

Guideline
Guideline

Guideline

Guideline

Guideline

Guideline

Minimum
Supplementary*

Minimum

Guideline

Guideline

Minimum

LD;, >5000 mg/kg Tox. Cat.IV

LDg,>2 g/gg Tox. Cat.III

LC,,>4660 mg/m®> Tox. Cat.IV

Conjunctivitis which was cleared
by day 4 Tox. Cat, III

not a skin irritant
»

produced skin sensitization

NOEL = 50 ppm
NOEL < 400 ppm (LDT)

NOEL = 200 mg/kg

NOEL = 30 ppm

NOEL = 200 ppm
Significant increase in tumor
incidence was not reported.
However, in a study conducted
on Fischer 344 rats by Eli
Lilly, an increase in tumor
incidence of the renal pelvis
and urinary bladder was seen.
The Peer Review Committee on
Carcinogenicity of HED has
classified trifluralin as a
Category C carcinogen.

NOEL = 50 ppm no carcinogenic
potential was found.

Tox. Cat. IV
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Developmental toxicity studies

Develop. tox.-rat Minimum NOEL for develop. tox.= 475
mg/kg

Develop. tox-rabbit Minimum NOEL for develop. tox.= 225
mg/kg

Reproduction studies

2-generation reprod.-rat Minimum NOEL for reproductive parameters
0.2% (2000 ppm)

Mutagenicity studies

Ames Acceptable Negative
Sister chromatid exchange Acceptable Nefative
(Chinese Hamster BM)

Dominant lethal-mouse Acceptable Negative
Dominant lethal-rat Acceptable Negap;ve
Micronucleus assay-mouse Acceptable Negative

Metabolism stﬁdies

The available data on the metabolism of trifluralin are considered to
be sufficient for understanding the metabolic fate of this chemical.

Dermal penetration study

An acceptable dermal penetration study conducted according to the Agency's
guidelines is required.

*: An acceptable chronic feeding study on dog is available, and the require-
ment on a 90-day dog study may be waived.
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