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This amendment includes a change in

An amendment was submitted for the addition of a brand name
minor formulation change.
precautionary statements.
Irritation studies were submitted along with an "Inhalation
Toxicity Statement." The studies were conducted by Hill Top
Research, Inc. of Miamiville, Ohio. Data 'are under Accession
Number 242447. The method of support is "alternate."

Recommendations:

1. The Acute Oral study is considered acceptable and adequate

00044(

NA, J

Acute Oral, Acute Dermal, Eye and Skin

for registration purposes.
2. The Acute Dermal study is considered écceptable and adequate
for registration purposes. However, for future studies,

please note that if data based on testing with at least

5 animals per sex with abraded skin are submitted showing
that the LD is greater than 2 g/kg with a 24-hour
contact period,-no further testing at other dose levels is
necessary. In this type of study, all animals must have
abraded skin; if studies at additional dosage levels are

required, half of the animals must have abraded skin and the

remaining animals with intact sites.
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3. An Acute Inhalation study was not submitted; however,
justification for not submitting such data was submitted.
This justification is sufficient to demonstrate that an
Acute Inhalation study is not necessary at this time for
"Flo Pro C-R Seed Protectant.” Please note that this study
may be required in the future. )

4. The Eye Irritation study is considered adequate and
acceptable for registration®purposes.

5. The Skin Irritation study is adequate and acceptable for
registration purposes.

T 6. The D.0.T. Corrosivity Potential test is considered
supplementary data; however, this study is not required by
EPA for registration. This study does not satisfy EPA
testing procedures since the exposure period was only 4
hours.

R 4

7. Based on the data submltted the appropriate signal word for
"Flo-Pro C-R Seed Protectant™ is DANGER. : e

8. FHB/TSS obj ects to this amendment if the applicant intends
to register both formulations with different labeling under
EPA Registration No. 1352-20. Please note that 40 CFR 162.6
only allows for amended registration if the minor formulation
change "...would not require any chanées in the label
directions, required warning or caution statements, or the
use classification...."”

c. The Inhalation Toxicity Statement" refers to use in a
"closed system." FHB/TSS points out that the system
described is not a closed system, but a "slurry treater."

Labeling Recommendations:

1. The'subheading "HUMANS" must be expanded to "Hazard to
Humans and Damestic Animals."™ Likewise, the heading ~
" ENVI RONMENTAL" must be changed to "Environmental
Hazards."

2. Since the statement:
"Keep product away from food or food products. Bags
containing treated seed should be labeled 'Treated seed-

" do not use for feed, food or oil purposes.'"

is a general restriction, it must be placed under the
"Directions for Use."
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3. The following statement must be added to the "Environmental
Hazards" section of the labeling:

"Do not contaminate water by cleaning of equipment or
disposal of wastes."

4. The "Prohibitions™ section under the STORAGE AND DI SPOSAL
heading must be revised to the following:
.
"Do not contaminate water, food or feed by storage or
disposal. Open dumping is prohibited. Do not reuse
empty container.”

Review:

1. Acute.Oral Administration - Rats; Hill Top #80-375-21;
Rpril 22, 1980. '

Procedure: A group.of SM, 5F Sprague-Dawley rats (183-2664q)
received a dosage of Flo Pro CR at 5 g/kg by esophageal ) ~
intubation. Animals were observed for 14 days. At terminationyef:
study, survivors were sacrified; all animals were subjected to *
necropsies.

Results: No mortalities. All body weights increased. Symptoms
included purple-colored stools for first day; all other
appearances were normal. No gross pathological alterations were
observed at necropsy, LDSO > 5 g/kg.

€tudy Classification: Core Guideline Data.

Toxicity Category: IV - CAUTION

2. Acute Dermal Toxicity - Rabbits; Hill Top #80-375-21;
April 22, 1980.

Procedure: 5 M, 5 F New Zealand white rabbits (2381-3000 q), -
half with abraded skin, received an application of 2 g/kg of Flo
Pro CR. Exposure was for 24 hours under occlusive wrap. Animals
were observed for 14 days post-exposure. At termination of study,
survivors were sacrificed; all animals were subjected to
necropsies. )

Results: No mortalities. LD is greater than 2 g/kg. All
animals gained weight. Symptoms included: edema, desquamation,
fissuring, nasal discharge. Necropsies revealed 2/10 with

inj ected stomach, 1/10 with mottled kidneys; no other gross
pathological alterations noted.

Study Claséification: Core Minimum Data. All animals should be
abraded.
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Toxicity Category:' III - CAUTION

3. Acute Eye Application - Rabbits; Hill Top #80-375-21;
April 22, 1980.

Procedure: 0.1 ml of Flo Pro CR was applied into one eye of

each of 9 New Zealand white rabbits. Three rabbits had the

treated eye flushed with 200 ml of lukewarm tap water for 60

seconds, 30 seconds post-instillgtion. Draize scoring on day 1,
2, 3, 4, 7, 10, 13, 16, 19 and 21.

Results: At 24 hours in unrinsed eyes, 6/6 could not be scored
for’ corneal opacity, iris irritation due to swelling; comrj unctival
redness in 6/6 = 3 with blisters under eyelids; swelling in 6/6 =
4; discharge in 6/6 = 3. At day 7, corneal opacity in 1/6 = 20,
2/6 = 30, 2/6 = 40, 1/6 = 45; iris irritation in 6/6 = 1; erythema
in 3/6 = 2, 3/6 = 3 with blisters; swelling in 2/6 = 1, 1/6 = 2,
2/6 = 3, 1/6 = 4; discharge in 1/6 = 1, 3/6 = 2. At day 21,
corneal opacity in 3/6 = 5, 1/6 = 30, 1/6 = 40; iris irritation in
1/6 = 1; erythema in 3/6 = 1, 3/6 = 2 with vascularization in 4/6.
During study, animal showed small growth around eye; hair loss B
around eyes. _ » _ & -

In rinsed eyes at 24 hours, corneal opacity in 1/3 = 20, 1/3 = 60
and 1/3 too swollen to score; iris irritation in 2/3 = 1, 1/3 too
swollen to score; erythema in 3/3 = 3 with blisters under eyelid;
swelling in 3/3 = 4; discharge in 1/3 = 2, 2/3 = 3. By day 7
corneal opacity in 1/3 = 5, 1/3 = 20, 1/3 = 40; iris irritation in
1/3 = 1; erythema in 1/3 = 1, 1/3 = 2 and 1/3 = 3 with blisters;
swelling in 1/3 = 4; discharge in 1/3 = 3. At day 21, corneal
opacity in 1/3 = 40; erythema in 1/3 = 2 with vascularization and
hair loss around eye; swelling in 1/3 = 1; 1/3 eyes misshaped ‘from
day 13-19.

Study Classification: Core Guideline Data.

Toxicity Category: I -~ DANGER

4. ~ Primary Dermal Irritation - Rabbits; Hill Top #80-375-21;
April 22, 1980.-

Procedure: 0.5 ml of Flo Pro CR was applied to each of 4 sites
(2 abraded, 2 intact) on each of 6 New Zealand white rabbits.
Exposure was for 24 hours under occlusive wrap.

Pesults: Erythema could not be scored at 24 hours due to sample
stain. Edema visible at 24 hours in 3/12 = 1 and 9/12 = 2 at
intact sites; abraded sites showed 6/12 = 1, 5/12 = 2 and 1/12 = 3.
hll scores were zero by 72 hours. Primary Irritation Index
reported at 0.83. '
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Study Classification : Core Guideline Data.

Toxicity Category : IV - CAUTION

5. D.O.T. Corrosivity Potential; Hill Top #80-375-21;
April 22, 1980.

.
Procedure : 0.5 ml of Flo Pro CR was applied to one intact skin
site on each of 6 New Zealand white-rabbits. ‘EXxposure was for 4

hours under occlusive wrap. Skin sites weré scored after removal
of patch,” 24 and 48 hours post-application.

Results : No erythema reading$ at 4, 24 hours due to stain;
no erythema observed at 48 hours. No edema.

Study Classification : Core'Supplementary Data. Exposure was
for only 4 hours.
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