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DATE: January 23, 1981

SUBJECT: Evershield RTU 1010
ND-800020, OR-800096, MN-800019

FROM: Sherell A. Sterling ,J ids &
FHB/TSS - /21 f /3 /?l

TO: Henry Jacoby
Product Manager (21)

APPLICANT: Charles V. Edwards
Ag Products Research Lab.
Cargill, Inc.
P.0. Box 9300
Minneapolis, MM S5440

Active Ingredients:
CArDOXINe s e eseeeassacesssssnecssansssassasescnsennanal0S Lo
Thiram.ceeeesecccscscencacsccscccsccscscscssscsscssscscscesl0F

Tnert IngredientS..eccececsecccscscccsscacccccccccccccnaessd0%

Background:

The Acute Oral, Acute Dermal, Eye and Skin Irritation studies were
submitted for this product. Additionally, Acute Oral, Acute Dernal, Eye
and Skin Irritation studies were submitted for both "Evershield KTU 1050"
(10% Thiram, 5% Carboxin) and "Evershield RTU_1000" {(10% Thiram). o Acuta
Inhalation studies were submitted. All studies were concucted at Hill Top
Research in St. Petersburg, Florida.

Recorrendations:

1. For "RTU 1010%", "RTU 1050" and "RTU 1000"™ the Acute Cral study, Acute
Dermal, Eye and Skin Irritation studies were considered adequate and
acceptable for the purposes of this registration. Hcwever, for future
tests please note that 4 sites (2 intact and 2 abraded) must be testad
in the Skin Irritation test.

-

2. Mo Acute Inhalation data were submitted; however, other thiram and
carboxin mix products are registered with simiiar inkalation
precautionary statements.
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Baaed .on_ the! ata submitted;’

i

;x-oposed by the. fappiicant.

] Acute Oral Adninistration-Rats: Hill Top Research Ref: 78-k2r~21; . . .
June 29, 1978; Acc. No. 243739 IR A S

Erocedure

- Five groups of SM, SF Sprague-Dawley rats (M=172-266g, F=161-258g) received
®"Everchield RTU 1010" by oral intubation. Dosages were at the 0.464, 1.0,
- : 2.15, 4.64, 10.0 g/kg levels. Animals were observed for 14 days after
i treatment. Gross necropsies were performed on all animals,
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E R > & X oerection Bligh ia*ion”‘alopecia ‘on face’ tmﬂecropsie

K iivers - mottled,: dark -intestines - bright reddish-orange: in- isolated
. . regions, - irritated' kidneys and adrenals - congested' autolytic’
v alterations, bloody-appearing diarrhea stains..-

Mﬁsaﬂm Core Guideline Data
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; 29, 1978, Acc. No. 2u3739.

Ten New Zealand white rabbits, 6H and QF (4004-25758). were each exposed "
to 21.5 g/kg of "Evershield RIU 1010." = The application site was abraded;in
e ey 2My  2F.- “Exposure was for 24 ‘hours under occlusive wrap: ¥
N - ;. observed for.14 days post-application._ Allnanimals_uere.subjectedvto
s necropsies. LT . s L -
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Toxielty Catesorv: III-cAuTION

:eAt 24 hours, sites could not be scored for erythena due to sanple sta;ning,
- all ‘edema scores were zero.- At T2. hours, all scores were zero, :

3. Exsrﬁhiﬁld_ﬂln_lﬂlﬂg ‘ I ‘  ‘ |
A99Le_Exe.Anzlsia&ign_Be_hiseg Hill Top Research Ref. 78-827-21;".
June 29, 1978; Acc. No. 243739 T
EZQS&QH:&L
One eye of" each’ of 9 New Zealand uhita rabbits:each received 0 1 ml or

"Evershield RTU 1010." Three of the eyes were rinsed 30 seconds
post-treatment for 60 seconds with at least 200 ml of lukeuarm tap water.

_ Draize scoring at 24,48 and 72 hours; 4 and 7 days..

Results:

At 2% hours in the unwashed eyes, all scores. were zero except erythema 1u

1/3 1. All scores were zero by day 2.’
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Study Clagsification; Core Minimum Data. There must be 2I and 2A sites

per animal.

TJoxicity Categcory: IV - CAUTION
S. Evershield RTU 1050: Acute Oral Adnipistration-Rats: Hill Top Research

Ref: 78-427-=21; June 29, 1978; Acc. No. 243739.

Procedure;
Five groups consisting of SM (172-266g) and S5F (161-258g) Sprague-Dawley
rats 2ach received a dosage of "Evershield RTU 1050" by oral intubation.

Dosage levels were 0.464, 1.00, 2.15, 4.64, 10.0 g/kg. Animals were
observed for 14 days post-treatment. All animals were subjected to

necropsies.

uitsS:

Deaths were reported as follows: 10 males died; at 0.464 g/kg, 1/5 F died.
"Observations included: alopecia, depression and emaciation. lecropsies
revealed: kidneys - congested, whitened; lungs - filled with fluid;
intestines - slightly swollen with gas. The LD50 > 10 g/kg.

ud sification: Core Guideline data.

Toxicity Category: IV - CAUTION
6. Evershield RTU 1050: Acute Dermal Toxicitv-Rabbits: Hill Top Research

Ref: 78-427-21; June 29, 1978; Acc. No. 243739.

Procedure:

Ten New Zealand white rabbits, 6M and 4F (2004-2575 g) were each exposed

to 21.5 g/kg of "Evershield RTU 1050." The application site was abraded in
2M, 2F. Exposure was for 24 hours under occlusive wrap. Aninals were .
observed for 14 days post-application., All animals were subjected to

necropsies,

Results:

No mortalities during study. The LD50 > 21.5 grkg. Observations
included: nasal discharge, edema, coriacecusness, staining due to sample

which prevented scoring for erythema.

Study Classification: ° Ccre Mininum Data

Toxicity Categorv: III - CAUTION
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T. Evershield RTU 1050: Acute Eve Application-Rabbits; Hill Top
Research Ref: T8-427-21; June 29, 1978; Acc. No. 243739.
edu .

One eye of each of 9 New Zealand white rabbits each received 0.1 ml of
nEvershield RTU 1050." Three of the eyes' were rinsed 30 seconds
post-treatment for 60 seconds with at least 200 ml. of lukewarr tap water.

Draize scoring at 24, 48 and 72 hours; 4 and 7 days.
Results:

At 24 hours the uuwashed eyes showed only erythema in 1/6=1; all scores
were zero by day 2. In the washed eye group, 211 scores were zero.

Study Classilfication: Core Guideline Data.
el ategory: III - CAUTION
8. Evershield RTU-1050: Patch Test for Primary Skin Irritation and

e - :
Corrosivity-Rabbits; Hill Top Research Ref: 78-U42T7-21; June 29,
1978; Acc. No. 243739.

edure:

Six New Zealand white rabbits each received 0.5 nl of ™Evershield RTU 1050"
at 1 atraded and 1 intact site per animal. ZIxposure was for 24 hours under
occlusive wrap. Draize scoring at 24 and 72 hours. .

Results:

At 24 hours, unable to score erythema due to staining; all edema scores
were zero. By 72 hours, all edema and erythema scores were zero.

Study Classification: Coré Minimum data. There must be at least

2I and 24 sites per animal.

Toxicity Cetegory: IV - CAUTION
9. Evershield RTU 1000Q: Acute Qral Accinistration-Rats; Hill Top

Research Ref: 78-427-21; June 29, 1978; Acec. No. 2u43739.

Procedure: .

4
Five groups of SM, SF Sprzgue-Dawley rats (M=172-266 g, F=%66r258 g)
receivea "Evershield RTU 1000" by oral intubation. Dosages were at the
0.464, 1.0, 2.15, 4.64 and 10.0 g/kg levels. Additiorally, S5M were tested
at the 1.0 gskg level. Animals were observed for 14 days after treatcent.
Gross rnecropsies were perforzed on all animals.
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Results:

Deaths reported were: 0/5M and 0/5F at 0.464 gs/kg; 3/5M and 1/SF at 1 g/kg,
repeated with 0/5M deaths; 0/5M and 0/SF at 2.15 and 4.64 g/kg; 1/5! and
0/5F at 10 g/kg. Observations were: depression, lack of righting and
placement reflexes; closed eyes; emaciation; lump on chest; hyperactivity;
unkempt fur. MNecropsies revealed: livers - dark, pale, intestines -
irritated, distended with gas, bright reddish-orange in isclated regions;
lump on chest; stomach filled with fluid; irritated Lkemorrhagic peritoneal
wall; autolytic alterations; diarrhea, salivation stains.

LD50 > 10 g/kg for M and F based on additional (not original) males at 1.0
g/kg level.

assification: Core Guideline Data

Toxicity Category: IV - CAUTION
10. Evershield RTU 100Q: Acute Derpal Toxicity-Ribbits; Hill Top Research

Ref: 78-427-21; June 29, 1978; Acc. No. 243739.
u M

Ten New Zealand white rabbits, 6M and 3F (2004 - 2575 g) were each exposed
to 21.5 g/kg of "Evershield RTU 1000." The apvlication site was abraded in
2M, 2F. Exposure was for 24 hours under occlusive wrap. Animals were
observed for 14 days post-application. All animals were subjected to
necropsies. -

1M with intact skin died. Observations included: nasal discharge,
emaciation; edema; desquamation; coriaceousness; lump on abdomen; sanmple
staining. Necropsy report for animal which died during study noted diarrhea
and nasal discharge stains; intestines distended with gas. In aninals
which survived observation period, necropsies showed slightly depleted body
fat stores; no other gross pathological alteratioms. LLC50 > 21.5 g/kg.

Stud assification: Core Minimum Data

Toxicity Catesory: III - CAUTION
11. Evershield RTU 10C0: Acute Zve Application-Rabbits; Hill Top Research

Ref: T78-427-21; Jupe 29, 1978; Acc. No. 243739.

Procedure:

One eye of each of 9 }New Zealand white rabbits each received 0.1 ml of
¥Evershield RTU 1000." Three of the eyes were rinsed 30 seconds
post-treatment for 60 seconds with at least 200 ml of lukewarm tap water.
Draize scoring at 24, 48, 72 hours; 4§ and 7 days.

~ i S
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Six New Zealand white rabbits each received:0.5.ml of “Evershield RTU 1000%
at- 1.abraded and 1 intact site per animal "Exposure was for 24 hours under
occlusive wrap. Draize xcoring at 211 and 72 hours.
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: .- - At 24 hours, unable ‘to score for erythema due t:o sample staining, no edema,
T At T2 hours, all scores were Zero. . - oo oo - oL . .
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