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Background: The applicant proposes a change in signal word from CAUTION to
DANGER based on recent Eye Irritation studies. Acute Oral, Acute Dermal, Eye.
and Skin Irritation and D.0.T. Corrosivity studies were submitted on the lo
Pro C Seed Protectant formulation. In addition, Eye Irritation studies
conducted on Flo Pro C-R Captan, Gustafson 30DD 30% Captan, Stauffer 4F 39%
Captan and Ortho 4F 37.2% Captan. All studies were conducted by erg_rop
Research, Inc. of Miamiville, Ohio. The "alternate® method of support was
chosen.

Recommendations:

1. The Acute Oral study is adequate and acceptable for conditional:
registration purposes.

2. The Acute Dermal study is adequate and acceptable for conditional
registration purposes.

3. An Acute Inhalation study was not submitted/ however, a statement was
submitted and reviewed previcusly (see Sterling 7/9/80). This study is:
not required at this time.

4. The Bye Irritation studies are adequate and acceptable for conditional
registration purposes. It should be noted that only data on the exact
formulation can be used in support of an application under the "alternate"
method of support. ’

5. The Primary Dermal Irritation study is adequate and accepatable for
conditional registration purposes.



6. The D.D.T. Corrosivity test is not necessary for conditional registration;
however, it is acceptable as supplementary data. :

7. FHB/TSS has no objection to the change in signal word from CAUTION to
DANGER for both "Flo Pro C Seed Protectant” and *Flo Pro C-R Seed
Protectant.”

8. Precautionary labeling is acceptable as submitted at this time.

Comments

1. Please note that the labeling directions are different for the two
formulations. Since the "Flo Pro C" does not contain a dye, the
directions must include a statement concerning the addition of dye; "Flo
Pro C-R which contains a dye does not require these directions. The
definition of alternate formulation [40 CFR,162.6 (b)(3)] states that a
change in composition must not require a change in labeling directions.

2. Please note the Gustafson, Stauffer and Ortho products tested retain the

signal word CAUTION; data submitted by Cargill shows that,signal word
should be DANGER based on the eye irritation studies. He : <
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Review:

l.

Acute Oral Administration - Rats; Hill Top Ref. # 80-667-21; July 31,
1980; Acc. No, 243564,

Procedure: A group of 5M (232-253 g), SF (171-189q) Sprague - Dawley rats
received a dosage of S5g/kg of the test substance. The test substance was
Flo Pro C 30% Captan and it was administered by oral intubation. The rats
were observed for 14 days. At the termination of the study, survivors
were sacrificed; all animals were subjected to gross necropsies.

Results: No mortalities reported. All animals appeared normal for
duration of study; all animals gained weight. No gross pathological
alterations observed at necropsy. LDsg) 53/kg.

Study Clasgification: Core Guideline Data.

Toxicity Category: IV - CAUTION

Acute Dermal Toxicity - Rabbits; Hill Top Ref. # 80-667—21, July 31, 198?;-

Acc. No. 243564. , .

Procedure: One group of SM, SF New Zealand white rabbits (2308 -.2392 g),

all with abraded sites received an exposure to 2g9/kg oz. Flo Pro ¢ 30%

Captan. Exposure was for 24 hours under occlusive wrap. Animals were
obgserved for 14 days. Animals which survived study were sacrificed at
termination of study; all animals received gross necropsies.

Results: No mortalities reported. Approximately 1/2 of the animals
incompletely absorbed the material. Symptoms included: erythema, edema,
atonia, desquamation, necrosis, coriaceousness, fissuring, scar tissue,
nasal discharge, open sores, slight depression, emaciation, inability to
use hind legs. Necrospies revealed pitted kidneys; lack of body fat in 1
rabbit. LDgg 2 g/kg. _

Study Classification: Core Guidelines Data.

Toxicitx Categorys: III - CAUTION.

Acute Eye gpplication - Rabbits; Hill Top Ref. # 80-667-21; July 31, 1980;
Acc. No., 243564, ‘

Procedure: A total of 9 New Zealand white rabbits received 0.1 ml of Flo
Pro C 30% Captan in one eye each. Three of these rabbits' treated eyes
were irrigated with 200 ml. of lukewarm tap water for 60 seconds, 30
seconds post-instillation. Scoring according to Draize's method of 24,
48, 72 hours and 7, 10, 13, 16, 19, 21 days.



Results: At 24 hours, unirrigated eyes showed corneal opacity in 2/6=S,
2/6=15, 1/6=20, 1/6=30; iris irritation in 6/6=5; conjunctival redness in
1/6=2, 5/6=3; chemosis in 2/6=2, 4/6=4; discharge in 6/6=2. At 7 days
unirrigated eyes still showed opacity in 2/6=5, 2/6=20 with continuing
irritation noted in iris and conjunctivae. By day 21, corneal opacity in
2/6=20; iris irritation in 1/6=5. Non-irrigated eyes appeared -
vascularized in 2/6; 3/6 animals with blisters.

In the irrigated eyes at 24 hours, corneal opacity in 1/3=10, 1/3=15,
1/3=20; iris irritation in 3/3=5; conjunctival redness in 3/3=3; chemosis
in 1/3=3, 2/3=4; discharge in 3/3=2. all opacity gone by day 7 with only
redness in 2/3=1. At 21 days, only redness in 1/3=1 observed. All
irrigated eyes exhibited blisters under lids. :

Study Classification: Core Guideline Data.

Toxicity Category: I - DANGER.

Acute e Irritation Potentials of Flo Pro C 30% Captan, Gustafson 30DD-
30% Captan, Flo Pro C-R 30% Captan, Stauffer 4F 39% Captan, and Ortho 4F
37.2% Captan; Hill Top Ref. §# 80-667-21; July 31, 1980 (not accessioned)

Procedure: Péye groups of 9 New Zealand white rabbits received a 0.1 mi
dosage of onesfive test substances in one eye of each animal. . Test
substances were Flo Pro C 30% Captan, Gustafson 30DD 30% Captan;§F§E Pro
C-R 30% Captan, Stauffer 4F 39% Captan and Ortho 4F 37.2% Captan. Three
of the treated eyes in each of the five groups were irrigated with 200 ml
of lukewarm tap water for 60 seconds, 30 seconds post-treatment. Scoring
according to Draize's method at 24, 48, 72 hours and 4, 7 days.

Results: Por Flo Pro C 30% Captan,pgrirrigated eyes at 24 hours showed

corneal opacity in all eyes (2/6=5, 2/6=15, 1/6=20, 1/6=30); also all eyes
exhibited iris and conjunctival irritation. By day 7,agnirrigated eyes
showed opacity only in 2/6=5, 2/6=20 with iris and conjunctival irritation
persisting. Irrigated eyes for this substance at 24 hours showed corneal
opacity in 1/3=10, 1/3=15, 1/3=20; iris irritation and conjunctival
irritation in all eyes. Corneal opacity, iris irritation cleared by day
7; only redness exhbited in 2/3=1. Both irrigated and non~-irrigated eyes
exhibited blisters under the eyelid and vascularization.

Gustafson 30DD 30% ingmirrigated eyes at 24 hours exhibited corneal
opacity (2/6=30, 2/6=40, 1/6=60, 1/6=80); iris irritation was noted in
3/6, other 3 not able to score due to severe corneal opacity; conjunctival
irritation in all animals. By day 7,/gnirrigated eyes still showed
opacity (1/6=10, 1/6=20, 1/6=30, 1/6=40, 1/6=80); 2 eyes remained
impossible to score for iris irritation due to severe opacity;
conjunctival irritation persisted. Irrigated eyes at 24 hours showed
corneal opacity (2/3=10, 1/3=15) at 24 hours; iris and conjunctival
irritation in all eyes. At 7 days corneal opacity in 1/3=80, 2/3=5; 1/3
eyes impossible to score due. to opacity, 2/3=5; conjunctival irritation
persisted in all eyes.

L/



5.

For Flo Pro C~R 30% Captan,nOnirrigated eyes at 24 hours showed opacity in
1/6=5, 5/6 with opacity and swelling too severe to score; iris irritation
in S/6 too swollen and opacity too severe to score; conjunctival
irritation in all animals. 1Irrigated eyes at 24 hours exhibited opacity
in 2/3=20, 1/3 too severe to score; iris irritation not scored in 1/3 due
to extreme swelling and corneal opacity, 1/3=1, 1/3=2; conjunctival
irritation in all eyes. At 7 days, only opacity in 1/3=80 with inability
to score iris in 1/3; conjunctival irritation persisting. Blisters formed
under eyelids of irrigated group. )

The Stauffer 4F 39% Captan at 24 hours inaAamirrigated eyes showed opacity
in 1/6=10, 1/6=60 and 4/6 with swelling and chemosis too severe to score;
iris irritation in 1/6=10 and 4/6 impossible to score due to swelling,
opacity:; conjunctival irritation in all other eyes. At'7 days, corneal
opacity in 2/6326, 1/6=60, 2/6=80; iris irritation unable to be scored in
3/6, 2/6=5%; conjunctival irritation persists. Irrigated eyes at 24 hours
shows corneal opacity in 1/3=45, 2/3=60; swelling and chemosis too severe
to score iris irritation in 2/3, 1/3=2; all eyes show conjunctival
icritation. By 7 days, corneal opacity in 3/3=60; 1/3 still unable to be
gcored for iris irritation, 1/3*5. 1/2=10; conjunctival irritation
persists. ,

Ortho 4F 37.2% Captan ingdndirrigated eyes. at 24 hours, opacity in 2/6=20

and 2/6 with swelling too severe to score; iris irritation in 4/6=1 and =3

2/6 opacity too severe to score; conjunctival irritation in all eyes. By
day 7, opacity in 4/6=20, 1/6=60, 1/6=80; other irritation persists.
Irrigated eyes at 24 hours showed 1/3=S, 1/3=20, 1/3=30; iris irritation
in 3/3=5; redness in 3/3=3; swelling in 1/3=2, 1/3=3, 1/3=4 and discharge
in 3/3=3. At day 7, corneal opacity in 1/3=5, 1/3=20; irritation
persists. Both irrigated andnonirrigated eyes appeared vascularized.
Blisters observed under eyelid in non-irrigated eyes.

_Stugz Classification: Core Guideline Data.

Toxicity Category:

Flo Pro C 30% Captan - I/DANGER
Gustafson 30 DD 30% Captan - I/DANGER
Flo Pro C~R 30% Captan - I/DANGER
Stauffer 4F 39% Captan - I/DANGER
Ortho 4F 37.2% Captan - I/DANGER

Primar Dermal Izritatzon; Hill Top Ref. # 80-667-21; July ‘31, 1980; Acc.
No. 243564.

Procedure: Six New Zealand white rabbits each received an application of
0.5 ml of Flo Pro C 30% Captan at each of 4 sites. Two sites on each
animal were abraded, 24 hours under occlusive wrap. Scoring at 24, 72
hours and 7 days.,,:) ‘
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Results: At 24 hours, the intact sites exhibited erythema in 12/12=3 and
edema in 3/12=2, 5/12=3, 4/12=4; abraded sites showed erythema in 12/12=3
and edema in 2/12 =1, 5/12=2, 2/12=3, 3/12=4. By 72 hours, intact sites
showed erythema in 2/12=1, 2/12=2, 6/12=3, 2/12=4 and edema at 4/12=1,
1/12=2, 1/12=3 and 4/12=4; abraded sites had erythema in 10/12=3, 2/12=2
with edema in 4/12=1, 2/12=2, 4/12=3 and 2/12=4. Itritation persisted
through day 7 at most sites. Primary Irritation Index is 5.37.

Study Classification: Core Guideline Data.

Toxicitz Category: II - WARNING.
D.O.T, Corrosivity; Hill Top Ref. #80-667-21; July 31, 1980; Acc. No.

243564, ’

Procedure: The substance Flo Pro C 30% Captan was applied to each of 6
New Zealand white rabbitXs at a rate of 0.5 ml to intact sites. Exposure
was for 4 hours under occlusive wrap. Scoring a 4, 24 and 48 hours

post-application.

Results: At 4 hours, very slight to severe erythema; very slight to |
slight edema observed. At 24 hours, very slight to well-defined erythena;
very slight to moderate ~ edema . By 45 howrs
veryg sauJu 0 medernte gp | ey 5(494,(» 24 g % Y
Study Classification: Cote Supplementary Data. This study is not
necessary for EPA registration of pesticide products.
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Contents: U.S. 5 Gallons
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Flo-Pro i 8 Trademerk of Cerglt, Inc.
Flo-Pro C Seed Protectant is for use by professional Gaed traaters only.

DIRECTIONS
STORE IN COOL DRY PLACE.

Primag! ad.-.o.t.. for the tion of
owed ...N.. soit borne fungl oﬂ.ﬂﬂo vsed,
sowdling snd root rots.

. Treated seed must not-be vsed for uman
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1. Add 1 gation of FLOPRO Seed Pro-
fecisni concenirate fo B ol cool
1ag wator end-mix thos: v for {5 min.
ules 1o prepore the FLO-PRO dlnstion.

2. #dd 7 oz, of CARGILL Seed Protec-
tant L Dye** to sach @ gatlons of the

FLO ditution and mix {or en eddi-
tional 10 minutes.

Beed Application fiates

{Cublc Contimatars of Dliuted

Product Par 100 fbs. of Seedd)
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1. Add 1 gallon of FLO-PRO Beed Pro-
tecient concentrate 1o 3 galons of cool
1ap watcr and mix the ly for 15 min-
utos to prapare the FLO ditution.

2 Add 7 or. of CARGILL Beed Protec-
tant Liquid Dys*® to each 4 galons of the
FLO! dilution and mix for en addi.
tionst 10 minutos

Seed Application Rates
{Cublc Centimetera of DHuted

. .. Product Per 100 the. of Seed)
Beans (excepi baby limas) ... .. &850
Soybesns . ... .. ... .. 240
Borghum - hulled (Kernal Sl .420
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