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SUBJECT: <Command®: Review of Six Toxicity Studies on Formula-
tion of Command®/Treflan®

caswell No.: 463D B Project No.: 8-0624
EPA AcCce. NO.: 402796-01 EPA ID No.: 1471-157
402796~02 . 279~3074
TO: R. Taylor/J. Yowell, PM (25)

Registration Division (TS-767c¢c)

2
FROM: whang Phang, Ph.D. //izrffﬂ7r1£(/
Pharmacologist . ¥ €7Gi/éf

Toxicology Branch/HED (TS-769c)

THROUGH: Marcia van Gemert, Ph.

Head, Section III . 3@%4}&%j2;ugyé!?&7/§7’

and

William Burnam . - '
Deputy Branch chief Akcycjih\_’
Toxicology Branch/HED (TS-769c¢) : ‘9;"44;

The registrant, Elanco Products Co., submitted several acute
and 21-day dermal toxicity studies which were conducted on a
formulation containing Command® and Treflan®. These studies have
been reviewed, and the data evaluation report of each study is
attached, and the conclusion for each study is summarized as
follows: :

1. Acute Oral Toxicity (Rats)

Groups of rats (5/sex) were gavaged with a formulation of com-
mand® and Treflan® at a dose of either 540 mg/kg or 5400 mg/kg.
ALL the high dose animals died within 24 hours of dosing, but no
death occurred in the low dose animals. This study used only 2
doses which did not yield sufficient information for establishing
an LDgqg value for the acute oral toxicity of the test article.
This study is classified as Supplementary. However, the test
agent could be placed in Category III for acute oral toxicity.
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2. Acute Dermal frritation and Toxicity {Rabbits)

This study was intended to be used to fulfill the requ1rements
for acute dermal toxicity and primary dermal irritation studies.
For acute dermal toxicity, only one dose (5400 mg/kg) was tested.
It produced no overt toxicity and was over thie limit dose level,
tnder these conditions, the Agency's Guidelines for dermal toxi-
city study stated that a full study using a minimum of three dose
levels might not be necessary. This study was considered as Mini-
mum, and the toxicity category for the test article with respect
to acute dermal toxicity was IV. ,

The data of the dermal irritation segment of the study indicated
that the test article caused slight dermal irritation. This part
of the study was considered as Minimum, and the toxicity category
for dermal irritation was III.

3. Acute Eye Irritation (Rabbits)

The reported data indicated that the test article was an eye
irritant causing moderate iritis, corneal dullness, slight to
moderate conjunctivitis. The toxicity category for eye irritation
for this article is IX.. The study is considered as Minimum.

4. Acute Inhalation (Rats)

Groups of Fischer 344 rats (10/sex/dose) were exposed by inhala-
tion to the test article at analytical or gravimetric concentra-
tions of 4.74 and 0.66 mg/L. In high dose animals, 5/10 males and
7/10 females died; no death occurred among the low dose rats. -~

The report is lacking data on clinical observations and gross
-pathology. Not enough doses were tested to allow accurate calcu-
lation of a LCgg value.

This study is considered as Supplementary. Attempts éhould be
nade to obtain greater percentage of the particles whose sigzes
are smaller than 1.5 micron when this study is repeated

5. 21-Dermal Toxicity (Rabbits)

Groups of New Zealand white rabbits (5/sex/dose) were dermally
applied a formulation of TREFLAN®/COMMAND® at concentrations of .
5.0, 10.0, and 20.0% for 6 hours/day and for 21 days; the applied
concentrations were equivalent to 54, 108, and 216 mg/kg. One group
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(5/sex) of control and a high dose group (5/sex) were'maintaiﬁed'
for an additional 14 days after termination of treatment.

The results showed that in all treated animals, a formulation of
TREFLAN®/COMMAND® caused a dose-related increase in dermal irrita-
tion which was characterized by slight to severe erythema and
slight to moderate edema. Therefore, LEL for skin irritation was
54 mg/kg (LDT). No Systemic toxicity was observed, and NOEL for
systemic toxicity was 216 mg/kg (HDT). ’

This study is classified as Minimum.
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DATA EVALUATION REPORT:

STUDY TYPE:- Acute‘oral Toxicity (Rats)

EPA ACCESSION No.: 402796-02 ’ TOX. CHEM. No;: 463D‘
EPA ID No.: 1471-157/279-3074 RECORD No.: 205844/
205842

CHEMICAL: TRCFLAN/COMMAND PREPACK E.C., an emulsifiable con-
concentrate formulation (FN 5227) containing 3 1bs
of TREFLAN and 2.25 lbs Of COMMAND® per gallon

TESTING FACILITY: ALllly Research Laboratorles, Division of*Eli
Lilly and Co., Greenfleld, Indlana

CITATION: Negilski, D. S., Brown, G. E., and Markey, T.F.
The Acute Oral Toxicity of TREFLAN®/ COMMAND® PREPACK
E.C., an Emulsifiable Concentrdte Formulation (FN 5227)
Containing 3 Pounds of Treflan and 2.25 pounds of
Command per Gallon, Administered Orally to The Fischer
344/NHsd Rat. Lilly Research Laboratories. Study No.:
R-0-165-86 and R-0-166~86. Nov 6, 1986. Submitted
by Elanco Products Co.

CONCLUSION:

Groups of rats (5/sex) were gavaged with either 540 mg/kg or
5400 mg/kg. ALL the high dose animals died within 24 hours of
dosing, but no death occurred in the low dose animals. This
study used only 2 doses whicih did not yield sufficient informa-
tion for establishing an LDsy value for the acute oral toxicity
of the test article.

This study is classified as Supplementary; however, the test
agent cculd be placed in Category III for acute oral toxicity.

METHObS AND MATERIALS:

F344/NHsd rats were obtained from Harlan Sprague Dawley Inc.,
Indiana. These rats were § to 9 weeks old and weighed approxi
mately 185 gm and 137 3m for males and females, respectively.
Animals (5/Sex) were randomly assigned to 2 dose groupsy 0.5
ml/kg (540 mg/kg) or 5.0 ml/kg (5400 mg/kgj. :

The test avticle was undiluted emulsifiable formulation con--
taining 3 lbs of TREFLAN and 2.25 lbs of Command per gallon of
formulation. TREFLAN or trifluralin is chemically 1dent1f1ed as
2,6-dinitro-N,N-di-n-propyl-a,a,atrifluoro-p-toluidine; command,
2-(2- chlorophenyl)methyl4 4- dlmethyl 3- lsoxazolldlnone.

. The animals were fasted for at least 16 hours prior to treat-
ment, and they were administered the test chemical by gavage.

| &*‘
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After treatment the animals wevre observed for si.ns of toxi-
city at approximately 1 hour intervals for the first & hours,
then daily for the next 14 days. Body weights were recorded,
and gross pathology was conducted after sacrifice.

RESULTS :

All rats which received 5400 mg/kg ofxthe formuiation died
within 24 hours after dosing. There were no death among the
540 mg/kg animals.

Clinical signs in 540 mg/kg animals were limited to leg weak-
-ness which disappeared within 24 hours. For 5400 mg/kg rats,
signs of toxicity included lethargy, ataxia, clear ocular dis-
charge, and diarrhea.

The 540 mg/kg rats gained weight through out the length of.
the study. Nc specific lesions were observed in 5400 mg/kg
animal which died during the study.

DISCUSSION:

Group of 5 rats/sex were gavaged with either 540 mg/kg or
5400- mg/kg of the test article. The high dose animals died
within 24 hours of dosing, but no death was observed in low dose
animals. The author of the report concluded that LDgy was between .
540 mg/kg and 5400 mg/kg. However, This study used only 2 doses,
and results did not provide sufficient information for establlshlng
a LDgg value for the acute oral toxicity of this test article.

The study is classified as Supplementary.
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DATA EVALUATION REPORT

STUDY TYPE: 21-Day Dermal Toxicity Study (Rats)

EPA ACCESSION No.: 402796-01 TOX. CHEM. No.: 463D
EPA ID No.: 1471-157,.79-3074 " RECORD No.: 205844/
- ; 205842

CHEMICAL: TREFLAN/COMMAND PREPACK E.C., an emulsifiable con-
concentrate formulation (FN 5227) containing 3 1bs
of TREFLAN and 2.25 lbs of COMMAND® per gallon
(By weight, TREFLAN, 34.55%; COMMAND, 26.24%)

TESTING FACILITY: Lilly Research Laboratories, Division of Eli
Lilly and Co., Greenfield, indiana

CITATION: Adams, E.R., Fisher, L.F., and Torrence, T.L. Sub-
chronic (21 day) dermal toxicity study in New Zea-
land white rabbits with TREFLAN®/COMMAND® PREPACK E.C.,
an emulsifiable concentrate formulation (FN 5227)
containiny 3 pounds of Treflan and 2.25 pounds of Com-
mand per gallon. Study No. B05786; Lilly Research
Laboratories. June 24, 1987. sSubmitted by Elanco
products Co. on July 29, 1987.

CONCLUSION:

Groups of New Zealand white rabbits {5/sex/dose) were dermally
applied a formulation of TREFLAN/COMMAND at concentrations of 5.0
10.0, and 20.0% for 6 hours/day and for 21 days; the applied con-
centrations were equivalent to 54, 108, and 216 mg/kg. One group
(5/sex) of control and a high dose group (5/sex) Were maintained
for an additional 14 days after termination of treatment.

The results showed that in all treated animals, a formulation of
TREFLAN/COMMAND caused a dose-related increase in dermal irrita-
tion which was characterized by slight to severe erythema and
slight to moderate edema. Therefore, LEL for skin irritation was
54 mg/kg (LDT). No Systemic toxicity was observed, and NOEL for
systemic toxicity was 216 mg/kg (HDT). = =

This study is classified as Minimum.




006733

METHODS AND MATERIALS:

A brief summary of the experimental procedures are discussed
below, and the details are presented in the Appendix A.

Groups of New Zealand white rabbits (5/sex) were obtained.
from Lesser's Rabbitry, Wisconsin. These rabbits were 12 to
18 weeks of age and weighed approximately 2.72 and 2.64 kg
for males and females, respectively. ,

The test article was an emulsifiable formulation containing 3
1bs of TREFLAN -and 2.25 lbs of Command per gallon of formulation.
TREFLAN or trifluralin is chemically identified as 2,6-dinitro-
N,N—di-n-propyl-a,a,a—trifluoro—p—toluidine; Command, 2-(2-Chlo-
rophenyl)methyl-4,4-dimethy1—3—isoxazolidinone. The emulsifiable
formulation, with a density of 1.08 g/ml, was diluted with water

to yield dosing solutions containing 5, 10, and 20% of the test
article.

The animals were randomly assigned to the following dosage
groups: :

21 pay Treat-

Group No. Dose ment Group satellite Group*
% mg/ka M F M F
1 {Cont) 0 0 5 5
2 (Low) 5% 54 5 5
3 (Mad) 10% 108 ) 5
4 (High) 20% 216 5 5

Satellite Reversibility Groups

0 (Cont) 0 0 ' 61t 4t
5 (High) 20 216 5 5

* Groups of rabbits were placed in the study for 35 days of which
the treated animals received the test article for 21 days; then
the animals were observed for an additional 14 days to study any
reversible effects.

t+ One of the animals in this control group Wwas wrongly sexed.

The back of each rabbit was shaved, and 1.0 ml of dosing solu-
tion/kg body weight was applied onto the shaved area. However,
the report failed to specify the size of the applica:ion site
except to say that the application site was 10% of the body surface.
The application site was covered with a nonocclusive dressing and
an elastic sleeve for 6 hours/day, after which time the treatment
site was rinsed with warm water. A collar was placed on each =~
animal to prevent ingestion of the test article. The animals
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were treated for 21 consecutive days. For anlmals in qhé §
lite groups, additional 14 days of observations were carrled out.
For control animals, a damp gauze dressing was placed on the _
application site,”and othef treatments were similar to those of-
the treat=d animals.

Animals were weighed at the initiation of the study and weekly
thereafter. all rabbits were examined daily for any signs of

toxicity. Dermal irritation was graded daily-according to the
scoring system presented in the Appendix B. )

Hematologic evaluations were performed on each animal prior to
initiation of the study and at the end of the study. Blood
samples were collected from medial artery of the ear and the fol-
lowing parameters were examined:

Hemoglobin (HGB)

Mean corpuscular HGB (MCH)
Leukocyte count (WBC)
Erythrocyte count (RBC)
Platelet count

Packed cell volume

Leukocyte d1fferent1al count
Mean corpuscular HGB conc.(MCHC)
Reticulocyte count

Mean corpuscular volume (MCV)
Blood Clotting Measurements

Clinical chemistry parameters were also examined with bldod
samples for hematology. The following parameters were measured:

glucose

blood urea nitrogen
creatinine

total bilirukin

alkaline phosphatase

alanine transaminase

An enzyme induction study was conducted by measuring the acti-

vity of hepatic
of the satellite droups.
in Appendix C.

p-nitroanisole-o-demethylase in males and females

Methodology for this assay is presented

At necropsy the following organ weights were measured:

liver kidney
heart thyroid
adrenals ovaries or testes

For pathology, all animals were grossly exémined,

and the fblé‘

lowing tissue samples were collected for histopathology:

kidney liver gallbladder
heart lung spleen

thymus lymph nodes salivary gland
pancreas stomach duodenum
jejunum ileum colon

ovary or testes uterus adrenal )
thyroid prostate skin

mammary dgland skeletal muscle wurinary bladder
bone; bone marrow eye ‘ esophagus
trachea aorta cerebrum and cerebellum
brain stem- pituitary
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For statistical analyses, Dunnett's test Wwas applied for analy-
sis of differences between treated and controls animals. Bart-
lett's test was used to evaluate the homogeneity of variances.

RESULTS :

Toxicity and mortality:

No compound related toxic signs were observed in treated animals,
and all test animals survived to the end of the study. Eye exami-
nations at the end of che study did not reveal ocular toxicity.

Body weight:

Mean body weights of all test animals at various times are pre- -
sented in Table 1. The mean body weights of treatea and control
rabbits were comparable.

Food consumption:

Tables 2a and 2b show mean food consumptions of all test ani-
mals. There was no significant difference in food consumption
between treated and control animals.

Dermal irritation:

Dermal irritation indices were calculated and graphed. . The
results are presented in Figure 1. Skin irritation was found in
all treated animals, and it was characterized by slight erythema
and edema which developed within 5 days of treatment and per-
sisted to the end of the study. The skin irritation was dose-
related. In high dose animals, moderate to severe erythema and
moderate edema were observed; erythema and edema were followed
by dehydrated, desquamated, cracked, and coriaceous skin within
9 days of treatment. 1In the reversibility phase of the study,
animals which received high dose test article appeared to be
normal within 4 to 7 days after the withdrawal of the treatment.

Hematology:

The mean values of various hematological parameters measured
are presented in Tables 3a,and 3b. There were sporadic changes
in certain parameters, but these changes were often slight and
not dose- related

Clinical cnemlstry:

The clinical chemistry data are presented in Tables 4a and 4b.
In treated males, there was a decrease in the mean value of
creatinine in mid and high dose animals, but the changes werz
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not dose related. There was also a decrease in total bilirubin
in the two groups of high dose females, and it was statistically
significant when compared to the controls. However, the decrease
in tetal bilirubin was not considered to be clinically signifi- *
cant. No change in bilirubin was found in the high dose animals
which were maintained for an additional 14 days after- the termi-
nation of treatment. :

Enzyme induction:

Theé enzyme induction study by measuring the activity hepatic
p-nitroanisole-o-demethylase did not indicate any significant
increase in treated animals relative to the controls.

Organ weidht:

The summary organ weight data indicated statistically signi-
ficant decrease in mean testes weight of treated males relative
to the controls (Table 5). However, this change was not com-
pound~related. The individual animal data indicated that this
difference was due to one control rabbit which had an enlarged
testis with a benign teratoma which led to much higher testicular
weight 18.43 gm) relative to that of the other controls (mean:
4.85 gm). WNo other significant organ weight changes were found.

Pathology:

Gross pathology data did not show any compound-related findincs
other than the application site of the skin.

Histopathology data did not show any systemic toxicity, except
the skin applicaton site. 1In 4/5 low dose males, 2/5 mid dose
females, and 1/5 high dose females showed minimal subacute dermal
inflammation, which was characterized by edema ané infiltration
of leukocytes in the dermis.

DISCUSSION

, Groups of New Zealand white rabbits (5/sex/dose) were dermally

applied a formulation of TREFLAN/COMMAND at concentrations of 5.8
0.0, and 20.0% for 6 hours/day and for 21 days. The applied
velume was 1.0 mg/kg body weight. One group (5/sex) of control
and a high dose group (5/sex) were maintained for additional 14
days after termination of treatment.

- The results showed that a formulation of TREFLAN/COMMAND

caused a dose-related increase in dermal irritation which was
characteri:ed by slight to severe erythema and slight to moderate
edema. Systemic toxicity was not observed.

L. 10
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is not included in this cooy.

éQ/ are not included in this copy.

Page
Pages // through

The material not included contains the following type of

information:

Identity of product inert ingredients
Identity of product impurities

Description of the product manufacturing process L
Description of product quality control procedurgs
Identity of the source of product ingredients’; ;

Sales or other commercia{/financial information

A draft product label

Tpe product confidential statement of formula

Information about a pending registration action _ S
FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request

The informatiog not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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Page is not included in this cooy.

Pages ;LB through 33  are not included in this copy.

The material not included contains the following type of

information:

Identity of product inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quality control procedures
Identity of the source of product ingredients’” .

—_ Sales or other commercia{/financial information
___ A draft product label

— The product confidential statement of formula
Iﬁformation about a pending registration action

FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request

The informatiog not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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DATA EVALUATION REPORT o

STUDY TYPE: Eye Irritation Study (Rabbits)

EPA_ACCESSION No.: 402796-02 TOX. CHEM. No.: 463D
EPA_ID No.: 1471-157/279-3074 RECORD No.: 205844/

205842

CHEMICAL: TREFLAN/COMMAND PREPACK E.C., an emulsifiable con-
concentrate formulation (FN 5227) containing 3 1lbs
of TREFLAN and 2.25 1bs of COMMAND® per gallon

TESTING FACILIT?: Lilly Reseérch Laboratories, Division of Eli
Lilly and Co., Greenfield, Indiana

CITATION: Negilski, D. S., Brown, G. E., and Markey, T.F. The
acute ocular irvitation of TREFLAN®/ COMMAND® PREPACK
E.C., an emulsifiable concentrate formulation (FR 5227)
containing 3 pounds of Treflan and 2.25 pounds of Com-
m2nd per gallon, in the New Zealand white rabbits.
Study No. B-E-105-86; Lilly Research Laboratories.
Sept 9, 1986. Submitted by Elanco Products Co. on
July 29, 1987.

CONCLUSION:

The reported data indicated that the test article was an eye
irritant causing moderate iri%is,lcorneal dullness, slight to
moderate conjunctivitis. The toxicity category for eye irritation
for this article is IIl. The study is considered as Minimum.
METHODS AND MATERIALS: Groups of New Zealand white rabbits
‘{3/sex) were obtained from Langshaw Farms, Michigan. These
rabbits were 12 to 18 weeks of age and weighed approximately
2.77 and 3.10 kg for males and females, vespectively.

The test article was an emulsifiable formulation containing 3
1bs of TREFLAN and 2.25 lbs of Command per gallon of formulation.
TREFLAN or trifluvalin is chemically identified as 2,6-dinitro-
N,N-di-n-propyl-a,a,a~trifluoro-p-toluidine; Commangd, 2-(2-chlo-
rophenyl)methyl-4,4-dimethyl-3-isoxazolidinone.

Approximately 24 hours before dosing, the eyes of each rabbit
was examined for any corneal lesions. Only animals with both
eyes free of any ocular injury were selected for the.study. One
eye of each rabbit was applied 0.1 ml of test article into the
conjunctival sac, and the eYé lid was held closed for several
seconds.  The untreated eye of each rabbit served as the control.
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The treated eyes were examined at 1 hour, 1, 2, 3, 7, 14, and
21 days. The effects were graded according to the scoring system
presented in the Appendix: - Sodium fluorescein dye was used to
identify corneal lesions on days 1, 3, 7, and 14 or until a nega-
tive response was observed. - :

The treated rabbits were weighed at test initiatlon, 7,‘14, and
21 days. R . . .

RESULTS :

The individual animal eye irritation data are presented in

Table 1. All treated rabbits showed corneal dullness and opacity,
slight to moderate iritis, moderate conjunctivitis after one hour
of exposure to the test article. Conjunctivitis persisted for
approximately 7 days in essentially all animals. Eye irritation
was cleared in almost all rabbits by day 14 except one female rab-
bit which showed corneal dullness and vascularization for longer
than 21 days.

The test article treated eye of all rabbits showed positive
response to sodium fluovrescein dye instillation at 24 hours after
treatment. Within 7 days, 4/6 rabbits showed negative reponse to
" dye instillation, and the remaining 2 rabbits also produced simi-
lar response by day 14.

'All rabbits gained weight during the test, except one female
which showed persistent eye irritation beyond 21 days.

DISCUSSION :

The reported data indicated that the test article was an eye
irritant. The toxicity category for eye irritation for this
article is JL. The study is considered as Minimam.
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TABLE I

OCULAR IRRITATION SCORES* FOR RABBITS FOLLOWING .
: - THE SINGLE OCULAR ADHINISTRATIO™ OF .. . - .
TREFLAN/COHMAND PREPACK E.C., AN EMULSIFIABLE CONCENTRATE FURMULATION (FN 5227) CONTAINING
THREE POUNDS OF TREFLAN AND 2.25 POUNDS OF COMMAND PER GALLON -

* --STUDY B-E-105-86

CORNEAL O!;ACITY i21T1S ,CGNJUﬁCTlVAL HYPEREMIA = CONJUNCTIVAL CHENOSIS
RABBIT day day day - day
KUMBER SEX Mhr ) 2 3 7 14 21 the 1 2 3 7 14 21 1hr 1 2 3 7 1% 21 iur I 2 3 71 16 2%

18747 M 1 11 1«1 O 1 11 1<1 O 2 22221 0 3 2221 0
18748 M 1 1 1 1<t ¢ <1 <1<1 0 O 2 22 21 0 3 3321 o0
18749 M <1 1 1 1<1 o0 <1 <1 <i<l«<1 O 2 1121 0 2 2.2 20 0
18565 F <11 12 2«1l <I*¥1 1121 0 0 2 2222 1 0 3 3133 3 1 0
18566 F 1 l<tcter 0° 1 <1<1 0 0 o 2 2211 o0 3 2210 o0
1856; F 1 1 110 O 1 <1<1<1 0 ¢ 2 1111 0 J 1110 o

k)

*Based on the Consumer Product Safety Commission Scale for scoring ocular lesions (Appendix D.)
**Corneal vacul~~i~atjon persisting longer than 21 days. . A

?‘. DATA hoeﬂPTED From Hf Ju,{m,:r:'/'a/v (Efﬂ Aecessiom w Yoa 79‘ '0—'7’).
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" GRALZS FOR OCULAR LESIONS

CORNEA
No ulceration or opacity........ 0

Slight dulling of corneal A
luster.....coivvevenna... 3!

Scattered or diffuse areas of
cpacity (other than slight

dulling of normal luster),

details of iris clearly
visible........viieiiiie L (1)

Easily discernible translucent
areas, details of iris slightly
obscured........o.iviiiiniannn. 2

Facreous areas, no details of
iris visible, size of pupil
barely discernible.......cc.u... 3

Complete corneal opacity, iris

nnt discernible ................. 4
IRIS
Normal.......coiiinieinnnnnnnnn. 0

Slight circumcorneal injection.<l

Markedly deepened folds, con-
gestion, swelling, moderate
circumcorneal injection (any

of these or combination of any
thereof), iris still reacting

to light (sluggish reaction is
POSItIVE) . i iiiiririvnnenonnss (1)*

No reaction to light,
hemorrhage, gross destruction
(any or all of these)........... 2

CONJUNCTIVAE

(Redness refers to palpébtal and
bulbar conjunctivae excluding

cornea and iris.)

*

Vessels normal...... Cetheeeeicaaeaan 0
Some vessels definitely injected....}

Diffuse; crimson red, individual

vessels not easily discernible..... (z)*
Diffuse beefy red........... ,.; ..... 3
CHEMOSIS

No swelling......c.vvviivnnninnn.n.. 0

Any swelling above normal (includes
nictitating membrane)............... 1

Obvious swelling with partial
eversion of lids.........couvuuunnn.. (2)*%

Swelling with lids about half
closed.................. T PSR 3

Sweliing with 1lids more than half
closed........, ................. eanlb

*Bracketed figures indicate lowest
grades considered positive under the
Federal Hazardous Substances Act
Regulations (16 CFR 1500.42).

38
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DATAAEVALUATION REPORT

STUDY TYPE: Acute Dermal Tox1city and Prlmary Dermal Irritation

- (Rabbits)
EPA_ACCESSION No.: 402796-02 - TOX. CHEM. No.: 463D
EPA_ID No.: 1471-157/279-3074 , RECORD No.: 205844/

205842

CHEMICAL: TREFLAN/COMMAND PREPACK E.C., an emulsifiable con-
concentrate formulaiton (FN 5227) containing 3 1bs
of TREFLAN and 2.25 lbs of COMMAND® per gallon

TESTING FACILITY: Lilly Research Laboratories, Division of Eli
Lilly and Co., Greenfield, Indiana

CITATION: Negilski, D. S., Brown, G. E., and Markey, T.F.
The acute dermal toxicity and primary dermal irvritation
of TREFLAN®/ COMMAND® PREPACK E.C., an emulsifiable
concentrate formulation (FN 5227) containing 3 pounds
of Treflan and 2.25 pounds of Command per gallon, in
the New Zealand white rabbits. Study No. B-D~103-86;
Lilly Research Laboratories. Aug 21, 1986. Submitted
by Elanco Products Co. on July 29, 1987.

CONCLUSION:

This study was intended to .be used to fulfill the requirements
for acute dermal toxicity and primary dermal irrictation studies.
For acute dermal toxicity, only one dose (5400 mg/kg) was tested.
It produced no overt toxicity and was over the limit dose level.
Under these conditions, the Agency’s Guidelines for dermal toxi-
city study stated that a full study using a minimum of three dose
levels might not be necessary. This sfudy was considered as Mini-
mum, and the toxicity category for the test article with respect
to acute dermal toxicity was IV. .

The data of the dermal irvitation segment of the study indicated
that the test article tédhsed slight dermal irritation. For dermal
irritation, the study was considered as Minimun, and" the toxicity .
category for dermal irritation was III. s

METHODS AND MATERIALS: Groups of New Zealand white rabbits
(5/sex) were obtained from Langshaw Farms, Michigan. These
rabbits were 12 to 18 weeks of age and weighed approximately
2.64 and 2.88 kg for males and females, respectively.

The test article was an emulsifiable formulation containing 3
1bs of TREFLAN and 2.25 1lbs of Command per gallon of formulation.
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TREFLAN or triflqralin'is chemically identified as 2,6~dinitro-~
N,N-di-n-propyl-a,a,a-trifluoro-p~toluidine; Command, 2-(2-chlo-
rophenyl)methyl-4,4--dimethyl-3-isoxazolidinone.

The back of each rabbit was shaved, and 5.0 ml/kg (5400 mg/kg)
of the test article was applled onto the shaved area. . However,
the report failed to specified the size of the application site
except to say that’ the application site was 10% of the body
surface.

"After treatment, the application site was cover with a non-
occlusive dressing and an elastic sleeve for 24 hours -fter
which time the treatment site was rinsed with warm water. &
collar was placed on each animal for 48 hours.

The animals were observed for 14 days for signs of téxicity.”
Animals were weighed weekly, and the treated skin was graded
for dermal irritation each day according to the scoring systenm
presented in the Appendix.

1). Acute dermal toxicity: All test animals survived to the end
of the study (14 days), and no overt toxicity was observed.
at 5400 mg/kg. The report stated that gross pathology data
did not indicate any compound related lesions, but no gross
pathology data were presented in the report to substantiate
this conclusion. '

2). Dermal irvrritation: Table 1 presents the individual animal
data on dermal irritation. 1Initially, all treated male and
female rabbits showed slight dermal irritation as indi~ated
by slight erythema and edema. After the removal of the test
agent, the erythema and edema cleared. At day 14 of the test,
the treated skin of 4/5 males and 3/5 females had returned to
normal. At the end of the study most of the animals either
had gained weight or retained the original weight. ‘

DISCUSSION:

. - -

This study was intented to be used to fulfill the regquirements
for acute dermal toxicity and primary dermal irritation studies.
For acute dermal toxicity, only one dose (5400 mg/kg) was tested.
It produced no overt toxicity and was over the limit dose level
(2000 mg/kg). Under these conditions, the Agency's Guidelines
for acute dermal toxicity study stated that a full study using a
minimum of three dose levels might not be necessary.

The data of *the dermal irritation segment of the study indicated
that the test article caused slight dermal irrvritation.

g
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Appendix
Data excerpted from submission (cP4 Accessron M. #0977{—0&')
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. R OBSERVATIONAL TERMS
‘ DERMAL IRRITATION AND SYSTEMIC TOXICITY '
6bserva§ions R EEQS
17 Erythema and Eséhar Formation
Very slight erythema (barely perceptiblg) : Bl
Slight erythema (well-defined) . | - B2 ‘
:f) Modeiate erythema | o 33
Severe eryﬁhema (beet redness) to slight. |
eschar formation (injuries in depth) i B4
2, Edema Formation
~ Very slight edema (barely perceptible) E1
Y Slight edema (edges of areé well defined by
definite raising) ; E2
- Moderate edema (raised approximéggif‘lkmm) E3 ;
Severe edema (raised more thaﬁ i{hm and | E
extending beyond the area of exposurp) E4
) 3; Desguamation )
Lémella--B mm or less in width (scales) F1
" Lamella~-3 to 10 mm'in diameter (flakes) " F2

Lamella--greater than 10 mm in diameter (sheets) F3




Section III, Tox. Branch (Ts-769C) v
Secondary réviewer: Marcia van Gemert,

. k 3 Ph D.

" Section III, Tox. Branch (TS-769C) (@’W /{7 Q’@’é733
- paTA EVALUATION REPORT

STUDY TYPE: - Acute Inhalation (Rats)

EPA_ACCESSION No.: 402796-02  TOX. CHEM. No.: 463D

EPA ID No.: 1471-157/279-3074 -~~~ 'RECORD Nod: 205844/
B : , : 205842

CHEMICAL: TREFLAN/COMMAND PREPACK E.C., an émulsifiable con~
concentrate formulation (FN 5227) containing 3 1lbs
of TREFLAN and 2.25 lbs of COMMAND® per gallon

TESTING FACILITY: Lilly Research Laboratories, Division of E1li
' Lilly and Co., Greenfield, Indiana

CITATION: Negilski, D. S., Brown, G. E., and Markey, T.F. The
acute inhalation toxicity of TREFLAN®/ COMMAND® PREPACK
E.C., an emulsifiable concentrate formulation (FN 5227)
.. . containing 3 pounds-of Treflan and 2.25 pounds of Com-
mand per gallon, in the Fischer 344 rat. Study No.
R-H-078-86; Lilly Research Laboratories. Aug 26, 1586.
Submitted by Elanco Products Co. on July 29, 1987.

CONCLUSION :

Groups of Fischer 344 rats (10/sex/dose) were exposed by inhala-
tion to the ‘test article at analytical or gravimetric concentra-
- tions of 4.74 and 0.66 mg/L. In high dose animals, 5/10 males and
7/10 females died; no death occurrvred among the low dose rats.

The repé?t is lacking data on clinical obsérvations;and gross
pathology. Not enough doses were tested to allow accurate calcu-
.lation of a LCggy value. Ce

This study is considered as Supplementary. Attempts should be
made to obtain greater percentage of the particles whose sizes
are smaller than 1.5 micron when this study is vepeated

METHODS AND MATERIALS: Groups of Fischer 344 rats (10/sex/dose)
were obtained from Charles River Breeding Laboratories, Inc.,
Michigan. These vats were 8 to 9 weeks old and weighed appro-
ximately 150 gm for males and 130 gm for females.

The test article was an emulsifiable formulation containing 3
1bs of TREFLAN and 2.25 lbs of Command per gallon.of formulation.
TREFLAN or trifluralin is chemically identified as 2,6-dinitro-
N,N~di-n~propyl-a,a,a-trifluoro-p-toluidine; Command, 2-(2-chlo~
rophenyl)methyl-4,4-dimethyl-3-isoxazolidinone. e
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The experimental procedures are summarized below, and the
‘details are excerpted from the submitted report and presenced
in the Appendix.

Two groups ‘of Fischer 344 rats (10/sex/dose) were exposed to
aerosolized test chemical at nominal concentrations of 39.99
" and 4.03 mg test article/L of air with "nose only" exposure.
The total .air flow through the nozzle was 15 L/min; and the
delivery rates for low and high dose were approximately 32.3
and 3.6 ml/hr, respectively. The animals were exposed to the
test article for 4 hours and remained in position for an addi-
tional 13 minutes as 15 L/min of air was flushed through the
chamber. ~

The exposure concentration were determined on a nominal, total
gravimetric or analytlcal, and activity ba51s. " The analytical
concentrations were determined from eight samples collected at
the "respiratory level" of the animals.  The distribution of
particle sizes was also determined. :

The treated animals were observed daily and weighed on days
o0, 1, 3, 5, 7, and 14. Gross pathology was performed on ani-
mals which died or sacrifice.

RESULTS:

The exposure nominal concentrations of the test article were
analyzed. The results are prested below:

Analytical Results of the Exposure Concentrations

Gravimetric
Nominal (Analytical) ' Activity

Concentration concentration ' oncentration
{mg formu./L of air) (mg formu./L of air) (mg/L _of air)
39.89 (high) - 4.74 % 0.262 Treflan = 2.23+0.095
‘ Command = 1.64+0.070
4.04 (low) © 0.66 + 0.034 Treflan = 0.34+0.016
= 0.25+0.011

Command

Particle sizes of the aerosolized test article were determined.
Representative results are presented in Table 1. Majority of the
the particles were greater than 1.5 micron. B

In high dose males, the body weight dropped from treatment days
1 to 5; for high dose females the reduction of body coatinued.to
the end of the study (Table 2a). In low dose animal the treatment
had no effect on the body weight (Table 2b).
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The mortality data are presented in Table 3. 1In high dose
animals, 5/10 males and 7/10 females died during the study. - A1l:. ..
- the animals in the low dose group survived. The report stated
that the LCgg was between 0.66 and 4.74 mg formulatzon/L for fe-
males and 4.74 mg formulation/L for males. ‘

For clinical observations, the authqr concluded that’high dose
animals showed welght loss, lethargy, ataxia, dyspnea, rales, tym-
panites, chromorhinorrhea, chromodacryorrhea and nasal exudate.
Convulsion was observed .in-a male rat which died on the day of
treatment. Low dose animals showed hypoactivity and dyspnea on
the day of treatment. However, no clinical data were presented.
to substantiate these conclusions. - : :

For gross pathology, the author concluded that predominant
findings were gaseous distensica of the stomach and intestine in
high dose males and some females which died. The rats in the low
dose animals which survived to the end of the study did not show
any gross lesions. Again, the report failed to included the gross
pathology data of individual animals.

DISCUSSION:
When two groups of Fischer 344 rats (10/sex/dose) were exposed by
inhalation to the test article at analytical or gravimetric concen-
. trations of 4.74 and 0.66 mg/L, 5/10 males and 7/10 females of the
high dose died, while no death occurred among the low dose animals.

The study had many deficiencies which included data on clinical
observations and gross pathology were not included in the report,
and not enough doses were tested to allow accurate calculation of a
LC5g value. In addition, attempts should be made to obtain greater
percentage of particles whose size was smaller than 1.5 micron; ‘

The study is classified as Supplementary.
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Appendix
Data excerpted from submissior; (EFA }kce.sS/;w /\/o. 4027%_02
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Commian d/fm’i[/um/l\’l 7’2)( revieio

is not included in this cooy.

Page
J;S//are not included in this copy.

Pages 52 through

The material not iﬁcluaed contains the following type of

information:-

Identity of product inert ingredients

Identity of product impurities
Description of the product manufacturing process
Description of product quality control procedurgs
Identity of the source of product ingtedients’; /{
Sales or other commercia{/financial informqtion

A draft product label

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

The document is a duplicate of page(s)

The document is not responsive to the request

DTl MC@Q

The informatiog not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.

757




